
IN THE UNITED STATES, employers are the top source of health 
insurance, accounting for nearly half (49.6%) of the coverage in 
2019, according to the Kaiser Family Foundation.1 As job-based 
health care costs have climbed more than 50% over the past decade,2

it makes sense that employers are scrutinizing these costs. But 
employers are doing more than just looking at the spending: They 
want to know their health care dollars are being spent in ways that 
make a diff erence for employees.

Among the conditions covered by employer-funded insurance, 
cancer stands out. Today’s treatment options can exceed $1 million 
per patient if successive therapies are used, and cancer accounts for 
12% of employer medical spending and 12% of time away from work.3

Leaders from City of Hope, a National Cancer Institute–designated 
research and treatment center in Duarte, California, say employers 
tell them that beyond these costs, a cancer diagnosis can have ripple 
eff ects across a team; thus, the quality of care aff ects more than just 
the patient. Last fall, City of Hope responded to employers’ desire to 
deliver better cancer care by creating AccessHope, a wholly owned 
subsidiary. City of Hope has invested $40 million in AccessHope’s 
program of cancer support, designed to connect  expertise from 
National Cancer Institute–designated centers with patients and their 
local oncologists—in their own communities.4
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CANCER IS SOON TO BECOME the world’s leading 
killer. Despite signifi cant advances in therapeutics 
and guideline-recommended tests that screen for 5 
cancer types—a single cancer at a time—cancer kills 
nearly 1700 of our loved ones every day in the United 
States.1 The fact remains that even today, the majority 
of cancers still lack screening tests and are therefore 
detected too late and often not impacted by available 
therapies, leading to poor patient outcomes. 
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THE HUMAN IMPACT OF CANCER is staggering. The 
American Cancer Society (ACS) estimates that in 
2019, 1,762,450 individuals received a diagnosis of 
cancer, with the number of cancer deaths projected 
to exceed 606,000.1 The good news for patients and 
families, however, is that we are living in the midst 
of a period of extraordinary innovation in oncology.2

More importantly, the pace of integration of new 
diagnostic, risk stratifi cation, and therapeutic 
knowledge is translating into improved survival 
outcomes. A 2020 ACS report found that the “death 
rate from cancer in the US declined by 29% from 
1991 to 2017, including a 2.2% drop from 2016 to 
2017, the largest single-year drop ever recorded.”3
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RESILIENCE OF 
COMMUNITY 
ONCOLOGISTS.
The management 
of unexpected 
operational and 
fi nancial pressures faced by community 
oncologists throughout the pandemic speaks 
to their adaptability and dedication to 
quality care delivery, SP333.

THE PRICE OF DEFERRED CARE.
The pandemic caused a signifi cant drop 
in health care utilization, and experts see 
possible spikes in employer health care costs 
on the horizon as a result, SP341.

PAYMENT REFORM 
CONTINUES. The Community 
Oncology Alliance (COA) Payer 
Exchange Summit took place 
in a virtual format, bringing 

stakeholders in cancer care together to 
discuss current issues in oncology care 
reform, SP342.

TREATING COMPLEX 
DISEASE. Sessions at 
the 2020 AMCP Specialty 
Connect Virtual Meeting 
fostered discussions around resource use and 
costs in HER2+ breast cancer, triple-negative 
breast cancer, β thalassemia, and advanced 
hepatocellular carcinoma, SP370.

IS TELEMEDICINE HERE TO STAY?
Practices across the country were quick to 
adopt telemedicine early in the pandemic. 
Experts from Texas Oncology highlight the 
benefi ts of virtual care in a public health 
emergency and beyond, SP330.
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fostered discussions around resource use and 

stakeholders in cancer care together to 

City of Hope has created AccessHope, a wholly owned subsidiary designed 
to serve employers and their health care partners. The program connects 
patients and local physicians with City of Hope’s cancer experts, eliminating 
the need for patients to travel.
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Extensive analytical, clinical, and nonclinical studies are part 
of biosimilar development18
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Shift to Value-Based Care as a Solution to Contain Costs15-17
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Financial challenges remain the #1 concern of hospital executives according to the 2018 American College of Healthcare Executives’ 
annual survey.1 Similarly, oncology practices face significant financial strain, which has resulted in over 1600 community oncology 
practice closures, hospital acquisitions, and corporate mergers in the past decade.2

One way to alleviate this burden is through utilizing opportunities to recognize cost savings. For example, hospitals may be able to 
leverage cost savings to reallocate funds for other important projects not funded by Medicare or commercial payers. In addition, 
this may lead to better management of hospital budgets to optimize care and a positive budget impact on drug spend for 
hospital inpatients.3

There have been several actions in the market place to recognize 
this shift to value-based care. For example, the Centers for 
Medicare &  Medicaid Services (CMS) has created value-based 
care programs that reward providers with incentives for lowering 
costs and improving the quality of care they provide to Medicare 
beneficiaries. An example of this type of market reform is the 
development of a voluntary pilot program called the Oncology 
Care Model (OCM), which is designed to test the effects of 
improved care coordination, greater access to practitioners, 
and appropriate clinical care on both health outcomes and the 
cost of care for patients receiving chemotherapy.5 Another type 
of market reform that was recently announced, the Patient-
Centered Oncology Payment (PCOP) model, offers a way to 
expand on the OCM experience and represents an additional 
step towards innovation.6

As the industry shifts to value-based reimbursement models, healthcare systems will continue to realize 
the need for solutions that advance health initiatives and support quality care objectives in the future.7

This shift from fee-for-service to value-based care is playing a 
significant role in how practices and providers are viewing the 
cost of care.8

In order to manage appropriate utilization and take more 
risk, it will be crucial to assess the expense side of the equation 
as well.10

Healthcare Providers Are Feeling the Burden of Rising Costs

The Healthcare Industry Is Feeling the Effects of the Shift to Value-Based Care

of community oncologists 
surveyed are thinking differently 
about drug choices as a result of 
value-based care.987%

IN LIGHT OF THESE MARKET TRENDS

In recent years, there has been a significant transition in focus from fee-for-service to value-based care. The goal of a value-based care 
system is to encourage clinicians to provide quality and efficient care, as well as improved outcomes at a lower cost.4

Biosimilars May Help Bridge the Transition 
From Fee-for-Service to Value-Based Care
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Extensive analytical, clinical, and nonclinical studies are part 
of biosimilar development18

Given the growing costs of cancer care, delivering value while maintaining efficacy and safety is a pivotal issue in today’s healthcare 
environment. Biosimilars may help address this issue by providing additional treatment options, at a potentially lower cost, while 
providing highly similar safety and efficacy to their reference biologic.11-13  They may potentially better position providers for emerging 
value-based care initiatives from payers and employers through availability of lower-cost treatment options resulting in reduced drug 
spend. In addition, biosimilars may help meet established cost targets and position for future risk-sharing for OCM practices.13-14

• By potentially reducing costs and helping decrease financial 
risk in an emerging value-based environment, biosimilars 
may be able to unlock resources that can be reinvested in 
improving patient care

• A biosimilar is a biologic medicine that is highly similar to a 
reference biologic, with no clinically meaningful differences 
in terms of safety, purity, and potency18

• As potential alternatives to reference biologics, biosimilars 
may potentially expand treatment options and lower costs 
to meet the growing demand for biologic therapies

The FDA approval process evaluates the totality of evidence to 
help ensure biosimilar quality, efficacy, and safety18

Unlocking the Potential of Biosimilars

Biosimilars May Prove Fundamental to the Future of Oncology Care, as We 
Shift to Value-Based Care as a Solution to Contain Costs15-17

Introduction to Biosimilars

Development and Approval of Biosimilars
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• Biosimilars may potentially offer a variety of therapeutic 
options at a lower cost, as well as savings and efficiencies for 
the healthcare system

• Demonstrating the ability to lower costs for high volume, 
costly therapies may prove beneficial with practice 
discussions with payers

• A comparative clinical study is typically required to
confirm no clinically meaningful differences between
the 2 products

• Comparative human pharmacokinetic/pharmacodynamic 
(PK/PD) studies and clinical immunogenicity assessment
are expected

• Nonclinical testing to evaluate the toxicity and safety 
profiles of the biosimilar is required

• Robust analytical testing, including comparative structural 
and functional characterization, is performed

As the industry shifts to value-based reimbursement models, healthcare systems will continue to realize 
the need for solutions that advance health initiatives and support quality care objectives in the future.7

Healthcare Providers Are Feeling the Burden of Rising Costs

The Healthcare Industry Is Feeling the Effects of the Shift to Value-Based Care

of community oncologists 
surveyed are thinking differently 
about drug choices as a result of 
value-based care.987%
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IN THIS ISSUE OF Evidence-Based 
Oncology™, we explore the role of 
collaboration between employers and 
providers in fulfi lling a diff erent triple 
aim: the employer’s priorities as a 
health care purchaser, which are to:

• reduce health care costs
• improve workforce health and productivity
• improve health care

Steep increases in US health care costs are not 
sustainable, but this is not just because of the 
competitive disadvantage for employers competing 
in a global marketplace. Rising costs also result 
in lost productivity, fi nancial toxicities, and poor 
outcomes. In the United States, our “Tale of Two 
Cites” in the health care system plays out in site-
of-care diff erentials that are impossible to justify. 
The United States may be alone among the world’s 
developed countries where the cost of adminis-
tering the same infusible drugs can vary by 150% 
within a 2-mile radius—with no diff erence in 
patient outcomes. Then there’s the cost of acquiring 
the drugs themselves. Acquisition costs can vary 
depending on the size of the health system and, 
more importantly, its monopoly over services 
in a region. Mergers and acquisitions can create 
market forces that result in substantial increases in 
drug costs, without any change in the infrastruc-
ture itself—just by changing the tax ID number or 
National Provider Identifi er of the billing entity.

In situations where site of care is least relevant 
from a complexity-of-service perspective, regional 
business coalitions can, and should, explore more 
effi  cient, patient-centered care to help employers 
facilitate better, safer, and less expensive care. 
These regional business coalitions (an employ-
er-led nonprofi t organization ) can and have started 
playing an important role, with the mission of 
developing best practices for maintaining a healthy 
workforce. They ensure that when employees do 
need health care, that care is safe, high quality, and 
aff ordable—and achieved through partnerships and 
contracts with local and regional provider  coalitions 
and clinically integrated networks.

As employer-led coalitions lead the way by 
providing umbrella organizations for small to 

medium—or even some large employers—it is 
important to identify best practices for keeping 
employees healthy and productive. These coalitions 
can represent collective bargaining power on behalf 
of their employers and employees to explore aff ord-
able access to health care with established quality 
standards. These principles are also aligned with 
concept of Value-Based Insurance Design, V-BID.  

In oncology, the rise of biologics to treat cancer 
as a chronic disease provides unique opportunities 
for business groups on health to make a diff er-
ence. Biologics off er the best opportunities for cost 
savings and improved access in the years ahead. 
While biologic products represent the minority of all 
prescriptions dispensed in the United States, they 
represent a large volume of total benefi t spend. As 
the FDA approves more new biologic products, the 
share of total benefi t spend grows as the number 
and claims cost of prescriptions increase. Generally, 
pharmacy benefi t managers (PBM)s make recom-
mendations for coverage of biologics.

Employers need to shift their focus; instead of 
ceding power to the PBMs, they can make changes 
to their own benefi t plans. This includes checking 
contracts for policy language that selectively opt 
for more expensive drugs, instead of those that are 
less expensive but equally eff ective FDA-approved 
alternatives, such as biosimilars. They must audit 
PBM coverage recommendations, design biologic 
and biosimilar elements of coverage language in the 
vendor-contracting strategy, and determine if site 
of care strategy is benefi cial to company prescribed 
by care setting. Finally, there must be a continuous 
communication strategy aimed at all plan members, 
so they understand their coverage. 

The employers should scrutinize PBM recom-
mendations and designs diligently to ensure that 
the recommendations for formularies are based on 
clinical effi  cacy—not rebates, discounts, exclusive 
contracts, or narrow networks.  These recommen-
dations should be based on clinical outcomes 
balanced with drug costs to maximize savings with 
the highest quality of care. These simple steps will 
help them achieve aff ordable access to care to 
their benefi ciaries. ◆

KASHYAP PATEL, MD, is associate editor of Evidence-Based 
Oncology.  e is the C  o  Carolina lood and Cancer Care 

ssociates and the ice president o  the Communit  ncolog  lliance.

PATEL

Pursuing a Different Triple Aim: 
Employers Seek Better Health Care, 

Improved Productivity, and Lower Costs
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Please see full Important Safety Information on the following pages.

Indication
TUKYSA is indicated in combination with trastuzumab and capecitabine for treatment of adult patients with advanced 
unresectable or metastatic HER2-positive breast cancer, including patients with brain metastases, who have received 
one or more prior anti-HER2-based regimens in the metastatic setting.

Select Safety Information
Warnings and Precautions
• Diarrhea: TUKYSA can cause severe diarrhea including dehydration, hypotension, acute kidney injury, and death. In 

HER2CLIMB, 81% of patients who received TUKYSA experienced diarrhea, including 12% with Grade 3 and 0.5% with 
Grade 4. Both patients who developed Grade 4 diarrhea subsequently died, with diarrhea as a contributor to death. 
Median time to onset of the fi rst episode of diarrhea was 2 days and the median time to resolution was 8 days. 
Diarrhea led to TUKYSA dose reductions in 6% of patients and TUKYSA discontinuation in 1% of patients. Prophylactic 
use of antidiarrheal treatment was not required on HER2CLIMB.
If diarrhea occurs, administer antidiarrheal treatment as clinically indicated. Perform diagnostic tests as clinically 
indicated to exclude other causes of diarrhea. Based on the severity of the diarrhea, interrupt dose, then dose reduce 
or permanently discontinue TUKYSA.

Tucatinib (TUKYSA) + trastuzumab + capecitabine is the only Category 1 recommended regimen
for second-line systemic treatment of HER2+ MBC by NCCN Clinical Practice Guidelines in 
Oncology (NCCN Guidelines®)  for Breast Cancer*†2

TUKYSAhcp.com

Extended median OS by 4.5 months
Median OS: 21.9 months (95% CI: 18.3-31.0) vs 17.4 months 
(95% CI: 13.6-19.9); HR = 0.66 (95% CI: 0.50-0.87); P = 0.0048

The trial studied patients who had received prior trastuzumab, 
pertuzumab, and T-DM1 in the neoadjuvant, adjuvant, or 
metastatic setting.1

Reduced risk of disease progression or death by 46%
Median PFS: 7.8 months (95% CI: 7.5-9.6) vs 5.6 months 
(95% CI: 4.2-7.1); HR = 0.54 (95% CI: 0.42-0.71); P <0.00001

PURSUE 
UNPRECEDENTED

WHEN HER2+ MBC PROGRESSES

TUKYSA + trastuzumab + capecitabine vs 
placebo + trastuzumab + capecitabine1

CI = confi dence interval; HER = human epidermal growth factor receptor; HR = hazard ratio; 
MBC = metastatic breast cancer; OS = overall survival; PFS = progression-free survival; 
T-DM1 = ado-trastuzumab emtansine.

* NCCN makes no warranties of any kind whatsoever regarding their content, use or 
application and disclaims any responsibility for their application or use in any way.

† Category 1: based upon high-level evidence, there is uniform NCCN consensus that 
the intervention is appropriate.2

NCCN
RECOMMENDED

CATEGORY 1
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Important Safety Information
Warnings and Precautions 
• Diarrhea: TUKYSA can cause severe diarrhea including 

dehydration, hypotension, acute kidney injury, and death. 
In HER2CLIMB, 81% of patients who received TUKYSA 
experienced diarrhea, including 12% with Grade 3 and 0.5% 
with Grade 4. Both patients who developed Grade 4 diarrhea 
subsequently died, with diarrhea as a contributor to death. 
Median time to onset of the fi rst episode of diarrhea was 
12 days and the median time to resolution was 8 days. 
Diarrhea led to TUKYSA dose reductions in 6% of patients 
and TUKYSA discontinuation in 1% of patients. Prophylactic 
use of antidiarrheal treatment was not required on HER2CLIMB.

  If diarrhea occurs, administer antidiarrheal treatment as 
clinically indicated. Perform diagnostic tests as clinically 
indicated to exclude other causes of diarrhea. Based on the 
severity of the diarrhea, interrupt dose, then dose reduce 
or permanently discontinue TUKYSA.

• Hepatotoxicity: TUKYSA can cause severe hepatotoxicity. 
In HER2CLIMB, 8% of patients who received TUKYSA had 
an ALT increase >5 × ULN, 6% had an AST increase >5 × 

L , and .5% had a bilirubin increase 3  L  (Grade ≥3). 
Hepatotoxicity led to TUKYSA dose reductions in 8% of 
patients and TUKYSA discontinuation in 1.5% of patients.

  Monitor ALT, AST, and bilirubin prior to starting TUKYSA, 
every 3 weeks during treatment, and as clinically indicated. 
Based on the severity of hepatoxicity, interrupt dose, then 
dose reduce or permanently discontinue TUKYSA.

• Embryo-Fetal Toxicity: TUKYSA can cause fetal harm. 
Advise pregnant women and females of reproductive 
potential of the potential risk to a fetus. Advise females 
of reproductive potential, and male patients with female 
partners of reproductive potential, to use effective 
contraception during TUKYSA treatment and for at 
least 1 week after the last dose.

Adverse Reactions
Serious adverse reactions occurred in 26% of patients who 
received T S ; those occurring in ≥2% of patients were 
diarrhea (4%), vomiting (2.5%), nausea (2%), abdominal pain 
(2%), and seizure (2%). Fatal adverse reactions occurred in 
2% of patients who received TUKYSA including sudden death, 
sepsis, dehydration, and cardiogenic shock.
Adverse reactions led to treatment discontinuation in 
6% of patients who received TUKYSA; those occurring in 
≥ % of patients were hepatoto icity ( .5%) and diarrhea ( %). 
Adverse reactions led to dose reduction in 21% of patients who 
received T S ; those occurring in ≥2% of patients were 
hepatotoxicity (8%) and diarrhea (6%).
The most common adverse reactions in patients who 
received T S  (≥20%) were diarrhea, palmar plantar 
erythrodysesthesia, nausea, fatigue, hepatotoxicity, 
vomiting, stomatitis, decreased appetite, abdominal pain, 
headache, anemia, and rash.
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The most common adverse reactions in patients who received TUKYSA (≥20%) were diarrhea, PPE, nausea, 
fatigue, hepatotoxicity, vomiting, stomatitis, decreased appetite, abdominal pain, headache, anemia, and rash1

TUKYSA extended overall survival*1

In combination with trastuzumab + capecitabine

RAISING THE STANDARD 
FOR SURVIVAL 

TUKYSAhcp.com

TUKYSA reduced the risk of disease progression or death
In combination with trastuzumab + capecitabine

* Study design: HER2CLIMB was a randomized (2:1), double-blind, placebo-controlled trial of 612 patients with HER2+ MBC who received TUKYSA + trastuzumab + 
capecitabine (TUKYSA arm; n = 410) or placebo + trastuzumab + capecitabine (control arm; n = 202). Primary endpoint was PFS (time from randomization to documented 
disease progression or death from any cause) in the fi rst 480 randomized patients. Secondary endpoints assessed in all randomized patients included OS (time from 
randomization to death from any cause), PFS  was evaluated in accordance with RECIST criteria, version 1.1, by means of BICR.1 

† This exploratory analysis was not controlled for a type 1 error, and HER2CLIMB was not powered to test this endpoint. Results are descriptive only and are not contained 
in the approved product labeling.

BICR = blind independent central review; CI = confi dence interval; HER = human epidermal growth factor receptor; HR = hazard ratio; 
MBC = metastatic breast cancer; OS = overall survival; PFS = progression-free survival; PPE = palmar-plantar erythrodysesthesia; 
RECIST = Response Evaluation Criteria in Solid Tumors. 

Lab Abnormalities
In HER2CLIMB, Grade ≥3 laboratory abnormalities reported in ≥5% 
of patients who received TUKYSA were decreased phosphate, 
increased ALT, decreased potassium, and increased AST.
The mean increase in serum creatinine was 32% within the fi rst 
21 days of treatment with TUKYSA. The serum creatinine increases 
persisted throughout treatment and were reversible upon treatment 
completion. Consider alternative markers of renal function if 
persistent elevations in serum creatinine are observed.

Drug Interactions
•  Strong CYP3A/Moderate CYP2C8 Inducers: Concomitant 

use may decrease TUKYSA activity. Avoid concomitant 
use of TUKYSA.

• Strong or Moderate CYP2C8 Inhibitors: Concomitant use of 
TUKYSA with a strong CYP2C8 inhibitor may increase the risk 
of TUKYSA toxicity; avoid concomitant use. Increase monitoring 
for TUKYSA toxicity with moderate CYP2C8 inhibitors.

• CYP3A Substrates: Concomitant use may increase the toxicity 
associated with a CYP3A substrate. Avoid concomitant use of 
TUKYSA where minimal concentration changes may lead to serious 
or life-threatening toxicities. If concomitant use is unavoidable, 
decrease the CYP3A substrate dosage.

• P-gp Substrates: Concomitant use may increase the toxicity 
associated with a P-gp substrate. Consider reducing the dosage of 
P-gp substrates where minimal concentration changes may lead to 
serious or life-threatening toxicity.

Use in Specifi c Populations
• Lactation: Advise women not to breastfeed while taking 

TUKYSA and for at least 1 week after the last dose.
• Renal Impairment: Use of TUKYSA in combination with capecitabine 

and trastuzumab is not recommended in patients with severe 
renal impairment (CLcr < 30 mL/min), because capecitabine is 
contraindicated in patients with severe renal impairment.

• Hepatic Impairment: Reduce the dose of TUKYSA for patients 
with severe (Child-Pugh C) hepatic impairment.

Please see Brief Summary of Prescribing Information 
on adjacent pages.
References: 1. TUKYSA [Prescribing Information]. Bothell, WA: Seattle Genetics, Inc. April 2020. 
2. Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN 
Guidelines®) for Breast Cancer (V.5.2020). © National Comprehensive Cancer Network, Inc. 2020. 
All rights reserved. Accessed July 29, 2020. To view the most recent and complete version of the 
guideline, go online to NCCN.org. NCCN makes no warranties of any kind whatsoever regarding 
their content, use, or application, and disclaims any responsibility for the application or use in any 
way.  3. Murthy RK, Loi S, Okines A, et al. Supplemental appendix for: Tucatinib, trastuzumab, and 
capecitabine for HER2-positive metastatic breast cancer. N Engl J Med. 2020;382:597-609.

TUKYSA and its logo, and Seattle Genetics and  are US registered trademarks of Seattle Genetics, Inc.
© 2020 Seattle Genetics, Inc., Bothell, WA 98021     All rights reserved     Printed in USA     US-TUP-20-416-MT

PFS

reduction in the risk of disease 
progression or death1

•  HR = 0.54 (95% CI: 0.42-0.71); P <0.00001
•  Median PFS: 7.8 months (95% CI: 7.5-9.6) in the TUKYSA arm 

vs 5.6 months (95% CI: 4.2-7.1) in the control arm

PRIMARY ENDPOINT*

PFS IN PATIENTS WITHOUT BRAIN METASTASES

•  HR = 0.57 (95% CI: 0.41-0.80)
•  Median PFS: 9.6 months (95% CI: 7.6-12.4) in the TUKYSA arm (n = 211) 

vs 6.8 months (95% CI: 4.3-9.3) in the control arm (n = 108)

reduction in the risk of disease 
progression or death3

EXPLORATORY ANALYSIS*†
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•Hepatotoxicity: TUKYSA can cause severe hepatotoxicity. 
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an ALT increase >5 × ULN, 6% had an AST increase >5 × 

L, and .5% had a bilirubin increase 3  L (Grade ≥3). 
Hepatotoxicity led to TUKYSA dose reductions in 8% of 
patients and TUKYSA discontinuation in 1.5% of patients.

  Monitor ALT, AST, and bilirubin prior to starting TUKYSA, 
every 3 weeks during treatment, and as clinically indicated. 
Based on the severity of hepatoxicity, interrupt dose, then 
dose reduce or permanently discontinue TUKYSA.

•Embryo-Fetal Toxicity: TUKYSA can cause fetal harm. 
Advise pregnant women and females of reproductive 
potential of the potential risk to a fetus. Advise females 
of reproductive potential, and male patients with female 
partners of reproductive potential, to use effective 
contraception during TUKYSA treatment and for at 
least 1 week after the last dose.

Adverse Reactions
Serious adverse reactions occurred in 26% of patients who 
received TS; those occurring in ≥2% of patients were 
diarrhea (4%), vomiting (2.5%), nausea (2%), abdominal pain 
(2%), and seizure (2%). Fatal adverse reactions occurred in 
2% of patients who received TUKYSA including sudden death, 
sepsis, dehydration, and cardiogenic shock.
Adverse reactions led to treatment discontinuation in 
6% of patients who received TUKYSA; those occurring in 
≥% of patients were hepatotoicity (.5%) and diarrhea (%). 
Adverse reactions led to dose reduction in 21% of patients who 
received TS; those occurring in ≥2% of patients were 
hepatotoxicity (8%) and diarrhea (6%).
The most common adverse reactions in patients who 
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Important Safety Information
Warnings and Precautions 
• Diarrhea: TUKYSA can cause severe diarrhea including 

dehydration, hypotension, acute kidney injury, and death. 
In HER2CLIMB, 81% of patients who received TUKYSA 
experienced diarrhea, including 12% with Grade 3 and 0.5% 
with Grade 4. Both patients who developed Grade 4 diarrhea 
subsequently died, with diarrhea as a contributor to death. 
Median time to onset of the fi rst episode of diarrhea was 
12 days and the median time to resolution was 8 days. 
Diarrhea led to TUKYSA dose reductions in 6% of patients 
and TUKYSA discontinuation in 1% of patients. Prophylactic 
use of antidiarrheal treatment was not required on HER2CLIMB.

  If diarrhea occurs, administer antidiarrheal treatment as 
clinically indicated. Perform diagnostic tests as clinically 
indicated to exclude other causes of diarrhea. Based on the 
severity of the diarrhea, interrupt dose, then dose reduce 
or permanently discontinue TUKYSA.

• Hepatotoxicity: TUKYSA can cause severe hepatotoxicity. 
In HER2CLIMB, 8% of patients who received TUKYSA had 
an ALT increase >5 × ULN, 6% had an AST increase >5 × 

L , and .5% had a bilirubin increase 3  L  (Grade ≥3). 
Hepatotoxicity led to TUKYSA dose reductions in 8% of 
patients and TUKYSA discontinuation in 1.5% of patients.

  Monitor ALT, AST, and bilirubin prior to starting TUKYSA, 
every 3 weeks during treatment, and as clinically indicated. 
Based on the severity of hepatoxicity, interrupt dose, then 
dose reduce or permanently discontinue TUKYSA.

• Embryo-Fetal Toxicity: TUKYSA can cause fetal harm. 
Advise pregnant women and females of reproductive 
potential of the potential risk to a fetus. Advise females 
of reproductive potential, and male patients with female 
partners of reproductive potential, to use effective 
contraception during TUKYSA treatment and for at 
least 1 week after the last dose.

Adverse Reactions
Serious adverse reactions occurred in 26% of patients who 
received T S ; those occurring in ≥2% of patients were 
diarrhea (4%), vomiting (2.5%), nausea (2%), abdominal pain 
(2%), and seizure (2%). Fatal adverse reactions occurred in 
2% of patients who received TUKYSA including sudden death, 
sepsis, dehydration, and cardiogenic shock.
Adverse reactions led to treatment discontinuation in 
6% of patients who received TUKYSA; those occurring in 
≥ % of patients were hepatoto icity ( .5%) and diarrhea ( %). 
Adverse reactions led to dose reduction in 21% of patients who 
received T S ; those occurring in ≥2% of patients were 
hepatotoxicity (8%) and diarrhea (6%).
The most common adverse reactions in patients who 
received T S  (≥20%) were diarrhea, palmar plantar 
erythrodysesthesia, nausea, fatigue, hepatotoxicity, 
vomiting, stomatitis, decreased appetite, abdominal pain, 
headache, anemia, and rash.
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In combination with trastuzumab + capecitabine

RAISING THE STANDARD 
FOR SURVIVAL 

TUKYSAhcp.com

TUKYSA reduced the risk of disease progression or death
In combination with trastuzumab + capecitabine

* Study design: HER2CLIMB was a randomized (2:1), double-blind, placebo-controlled trial of 612 patients with HER2+ MBC who received TUKYSA + trastuzumab + 
capecitabine (TUKYSA arm; n = 410) or placebo + trastuzumab + capecitabine (control arm; n = 202). Primary endpoint was PFS (time from randomization to documented 
disease progression or death from any cause) in the fi rst 480 randomized patients. Secondary endpoints assessed in all randomized patients included OS (time from 
randomization to death from any cause), PFS  was evaluated in accordance with RECIST criteria, version 1.1, by means of BICR.1 

† This exploratory analysis was not controlled for a type 1 error, and HER2CLIMB was not powered to test this endpoint. Results are descriptive only and are not contained 
in the approved product labeling.

BICR = blind independent central review; CI = confi dence interval; HER = human epidermal growth factor receptor; HR = hazard ratio; 
MBC = metastatic breast cancer; OS = overall survival; PFS = progression-free survival; PPE = palmar-plantar erythrodysesthesia; 
RECIST = Response Evaluation Criteria in Solid Tumors. 

Lab Abnormalities
In HER2CLIMB, Grade ≥3 laboratory abnormalities reported in ≥5% 
of patients who received TUKYSA were decreased phosphate, 
increased ALT, decreased potassium, and increased AST.
The mean increase in serum creatinine was 32% within the fi rst 
21 days of treatment with TUKYSA. The serum creatinine increases 
persisted throughout treatment and were reversible upon treatment 
completion. Consider alternative markers of renal function if 
persistent elevations in serum creatinine are observed.

Drug Interactions
•  Strong CYP3A/Moderate CYP2C8 Inducers: Concomitant 

use may decrease TUKYSA activity. Avoid concomitant 
use of TUKYSA.

• Strong or Moderate CYP2C8 Inhibitors: Concomitant use of 
TUKYSA with a strong CYP2C8 inhibitor may increase the risk 
of TUKYSA toxicity; avoid concomitant use. Increase monitoring 
for TUKYSA toxicity with moderate CYP2C8 inhibitors.

• CYP3A Substrates: Concomitant use may increase the toxicity 
associated with a CYP3A substrate. Avoid concomitant use of 
TUKYSA where minimal concentration changes may lead to serious 
or life-threatening toxicities. If concomitant use is unavoidable, 
decrease the CYP3A substrate dosage.

• P-gp Substrates: Concomitant use may increase the toxicity 
associated with a P-gp substrate. Consider reducing the dosage of 
P-gp substrates where minimal concentration changes may lead to 
serious or life-threatening toxicity.

Use in Specifi c Populations
• Lactation: Advise women not to breastfeed while taking 

TUKYSA and for at least 1 week after the last dose.
• Renal Impairment: Use of TUKYSA in combination with capecitabine 

and trastuzumab is not recommended in patients with severe 
renal impairment (CLcr < 30 mL/min), because capecitabine is 
contraindicated in patients with severe renal impairment.

• Hepatic Impairment: Reduce the dose of TUKYSA for patients 
with severe (Child-Pugh C) hepatic impairment.

Please see Brief Summary of Prescribing Information 
on adjacent pages.
References: 1. TUKYSA [Prescribing Information]. Bothell, WA: Seattle Genetics, Inc. April 2020. 
2. Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN 
Guidelines®) for Breast Cancer (V.5.2020). © National Comprehensive Cancer Network, Inc. 2020. 
All rights reserved. Accessed July 29, 2020. To view the most recent and complete version of the 
guideline, go online to NCCN.org. NCCN makes no warranties of any kind whatsoever regarding 
their content, use, or application, and disclaims any responsibility for the application or use in any 
way.  3. Murthy RK, Loi S, Okines A, et al. Supplemental appendix for: Tucatinib, trastuzumab, and 
capecitabine for HER2-positive metastatic breast cancer. N Engl J Med. 2020;382:597-609.
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PFS

reduction in the risk of disease 
progression or death1

•  HR = 0.54 (95% CI: 0.42-0.71); P <0.00001
•  Median PFS: 7.8 months (95% CI: 7.5-9.6) in the TUKYSA arm 

vs 5.6 months (95% CI: 4.2-7.1) in the control arm

PRIMARY ENDPOINT*

PFS IN PATIENTS WITHOUT BRAIN METASTASES

•  HR = 0.57 (95% CI: 0.41-0.80)
•  Median PFS: 9.6 months (95% CI: 7.6-12.4) in the TUKYSA arm (n = 211) 

vs 6.8 months (95% CI: 4.3-9.3) in the control arm (n = 108)

reduction in the risk of disease 
progression or death3

EXPLORATORY ANALYSIS*†

RAISING THE STANDARD 
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TUKYSA reduced the risk of disease progression or death
In combination with trastuzumab + capecitabine

* Study design: HER2CLIMB was a randomized (2:1), double-blind, placebo-controlled trial of 612 patients with HER2+ MBC who received TUKYSA + trastuzumab + 
capecitabine (TUKYSA arm; n = 410) or placebo + trastuzumab + capecitabine (control arm; n = 202). Primary endpoint was PFS (time from randomization to documented 
disease progression or death from any cause) in the fi rst 480 randomized patients. Secondary endpoints assessed in all randomized patients included OS (time from 
randomization to death from any cause), PFS  was evaluated in accordance with RECIST criteria, version 1.1, by means of BICR.1 

† This exploratory analysis was not controlled for a type 1 error, and HER2CLIMB was not powered to test this endpoint. Results are descriptive only and are not contained 
in the approved product labeling.

BICR = blind independent central review; CI = confi dence interval; HER = human epidermal growth factor receptor; HR = hazard ratio; 
MBC = metastatic breast cancer; OS = overall survival; PFS = progression-free survival; PPE = palmar-plantar erythrodysesthesia; 
RECIST = Response Evaluation Criteria in Solid Tumors. 

Lab Abnormalities
In HER2CLIMB, Grade ≥3 laboratory abnormalities reported in ≥5% 
of patients who received TUKYSA were decreased phosphate, 
increased ALT, decreased potassium, and increased AST.
The mean increase in serum creatinine was 32% within the fi rst 
21 days of treatment with TUKYSA. The serum creatinine increases 
persisted throughout treatment and were reversible upon treatment 
completion. Consider alternative markers of renal function if 
persistent elevations in serum creatinine are observed.

Drug Interactions
• Strong CYP3A/Moderate CYP2C8 Inducers: Concomitant 

use may decrease TUKYSA activity. Avoid concomitant 
use of TUKYSA.

•Strong or Moderate CYP2C8 Inhibitors: Concomitant use of 
TUKYSA with a strong CYP2C8 inhibitor may increase the risk 
of TUKYSA toxicity; avoid concomitant use. Increase monitoring 
for TUKYSA toxicity with moderate CYP2C8 inhibitors.

•CYP3A Substrates: Concomitant use may increase the toxicity 
associated with a CYP3A substrate. Avoid concomitant use of 
TUKYSA where minimal concentration changes may lead to serious 
or life-threatening toxicities. If concomitant use is unavoidable, 
decrease the CYP3A substrate dosage.

•P-gp Substrates: Concomitant use may increase the toxicity 
associated with a P-gp substrate. Consider reducing the dosage of 
P-gp substrates where minimal concentration changes may lead to 
serious or life-threatening toxicity.

Use in Specifi c Populations
•Lactation: Advise women not to breastfeed while taking 

TUKYSA and for at least 1 week after the last dose.
•Renal Impairment: Use of TUKYSA in combination with capecitabine 

and trastuzumab is not recommended in patients with severe 
renal impairment (CLcr < 30 mL/min), because capecitabine is 
contraindicated in patients with severe renal impairment.

•Hepatic Impairment: Reduce the dose of TUKYSA for patients 
with severe (Child-Pugh C) hepatic impairment.

Please see Brief Summary of Prescribing Information 
on adjacent pages.
References: 1. TUKYSA [Prescribing Information]. Bothell, WA: Seattle Genetics, Inc. April 2020. 
2. Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology (NCCN 
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of patients who received TUKYSA were decreased phosphate, 
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The mean increase in serum creatinine was 32% within the fi rst 
21 days of treatment with TUKYSA. The serum creatinine increases 
persisted throughout treatment and were reversible upon treatment 
completion. Consider alternative markers of renal function if 
persistent elevations in serum creatinine are observed.

Drug Interactions
•  Strong CYP3A/Moderate CYP2C8 Inducers: Concomitant 

use may decrease TUKYSA activity. Avoid concomitant 
use of TUKYSA.

• Strong or Moderate CYP2C8 Inhibitors: Concomitant use of 
TUKYSA with a strong CYP2C8 inhibitor may increase the risk 
of TUKYSA toxicity; avoid concomitant use. Increase monitoring 
for TUKYSA toxicity with moderate CYP2C8 inhibitors.

• CYP3A Substrates: Concomitant use may increase the toxicity 
associated with a CYP3A substrate. Avoid concomitant use of 
TUKYSA where minimal concentration changes may lead to serious 
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P-gp substrates where minimal concentration changes may lead to 
serious or life-threatening toxicity.
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• Lactation: Advise women not to breastfeed while taking 

TUKYSA and for at least 1 week after the last dose.
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TUKYSA® (tucatinib) tablets, for oral use

Brief summary of Prescribing Information (PI). See full PI. Rx Only

INDICATIONS AND USAGE 
TUKYSA is indicated in combination with trastuzumab and capecitabine for treatment  
of adult patients with advanced unresectable or metastatic HER2-positive breast cancer, 
including patients with brain metastases, who have received one or more prior  
anti-HER2-based regimens in the metastatic setting.

DOSAGE AND ADMINISTRATION 

Recommended Dosage
The recommended dosage of TUKYSA is 300 mg taken orally twice daily in combination 
with trastuzumab and capecitabine until disease progression or unacceptable toxicity.

Advise patients to swallow TUKYSA tablets whole and not to chew, crush, or split prior to 
swallowing. Advise patients not to ingest tablet if it is broken, cracked, or not otherwise intact. 
Advise patients to take TUKYSA approximately 12 hours apart and at the same time each 
day with or without a meal. If the patient vomits or misses a dose of TUKYSA, instruct the 
patient to take the next dose at its usual scheduled time. 

When given in combination with TUKYSA, the recommended dosage of capecitabine 
is 1000 mg/m2 orally twice daily taken within 30 minutes after a meal. TUKYSA and 
capecitabine can be taken at the same time. Refer to the Full Prescribing Information  
for trastuzumab and capecitabine for additional information.

Dosage Modifications for Adverse Reactions
The recommended TUKYSA dose reductions and dosage modifications for adverse 
reactions are provided in Tables 1 and 2. Refer to the Full Prescribing Information for 
trastuzumab and capecitabine for information about dosage modifications for these drugs.

Table 1: Recommended TUKYSA Dose Reductions for Adverse Reactions

Dose Reduction Recommended TUKYSA Dosage
First 250 mg orally twice daily
Second 200 mg orally twice daily
Third 150 mg orally twice daily

Permanently discontinue TUKYSA in patients unable to tolerate 150 mg orally twice daily.

Table 2: Recommended TUKYSA Dosage Modifications for Adverse Reactions

Severity TUKYSA Dosage Modification
Diarrhea1

Grade 3 without anti-diarrheal 
treatment

Initiate or intensify appropriate medical therapy.  
Hold TUKYSA until recovery to ≤ Grade 1, then  
resume TUKYSA at the same dose level.

Grade 3 with anti-diarrheal  
treatment

Initiate or intensify appropriate medical therapy.  
Hold TUKYSA until recovery to ≤ Grade 1, then  
resume TUKYSA at the next lower dose level.

Grade 4 Permanently discontinue TUKYSA.
Hepatotoxicity1,2

Grade 2 bilirubin (>1.5 to 3 × ULN) Hold TUKYSA until recovery to ≤ Grade 1, then 
resume TUKYSA at the same dose level.

Grade 3 ALT or AST (> 5 to 20 × ULN)  
OR Grade 3 bilirubin (> 3 to 10 × ULN)

Hold TUKYSA until recovery to ≤ Grade 1, then 
resume TUKYSA at the next lower dose level.

Grade 4 ALT or AST (> 20 × ULN) 
OR Grade 4 bilirubin (> 10 × ULN)

Permanently discontinue TUKYSA.

ALT or AST > 3 × ULN AND  
Bilirubin > 2 × ULN

Permanently discontinue TUKYSA.

Other adverse reactions1

Grade 3 Hold TUKYSA until recovery to ≤ Grade 1, then 
resume TUKYSA at the next lower dose level.

Grade 4 Permanently discontinue TUKYSA.
1. Grades based on National Cancer Institute Common Terminology Criteria for Adverse Events 

Version 4.03
2. Abbreviations: ULN = upper limit of normal; ALT = alanine aminotransferase; AST = aspartate 

aminotransferase

Dosage Modifications for Severe Hepatic Impairment: For patients with severe 
hepatic impairment (Child-Pugh C), reduce the recommended dosage to 200 mg orally 
twice daily.

Dosage Modifications for Concomitant Use with Strong CYP2C8 Inhibitors: Avoid 
concomitant use of strong CYP2C8 inhibitors with TUKYSA. If concomitant use with a 
strong CYP2C8 inhibitor cannot be avoided, reduce the recommended dosage to 100 mg 
orally twice daily. After discontinuation of the strong CYP2C8 inhibitor for 3 elimination 
half-lives, resume the TUKYSA dose that was taken prior to initiating the inhibitor.

CONTRAINDICATIONS 
None. 

WARNINGS AND PRECAUTIONS

Diarrhea: TUKYSA can cause severe diarrhea including dehydration, hypotension, 
acute kidney injury, and death. In HER2CLIMB, 81% of patients who received TUKYSA 
experienced diarrhea, including 12% with Grade 3 diarrhea and 0.5% with Grade 4 
diarrhea. Both patients who developed Grade 4 diarrhea subsequently died, with diarrhea 
as a contributor to death. The median time to onset of the first episode of diarrhea was 
12 days and the median time to resolution was 8 days. Diarrhea led to dose reductions of 
TUKYSA in 6% of patients and discontinuation of TUKYSA in 1% of patients. Prophylactic 
use of antidiarrheal treatment was not required on HER2CLIMB. If diarrhea occurs, 
administer antidiarrheal treatment as clinically indicated. Perform diagnostic tests as clinically 
indicated to exclude other causes of diarrhea. Based on the severity of the diarrhea, interrupt 
dose, then dose reduce or permanently discontinue TUKYSA.
Hepatotoxicity: TUKYSA can cause severe hepatotoxicity. In HER2CLIMB, 8% of patients 
who received TUKYSA had an ALT increase > 5 × ULN, 6% had an AST increase > 5 × ULN, 
and 1.5% had a bilirubin increase > 3 × ULN (Grade ≥3). Hepatotoxicity led to dose 
reduction of TUKYSA in 8% of patients and discontinuation of TUKYSA in 1.5% of patients.
Monitor ALT, AST, and bilirubin prior to starting TUKYSA, every 3 weeks during treatment, 
and as clinically indicated. Based on the severity of hepatoxicity, interrupt dose, then dose 
reduce or permanently discontinue TUKYSA.

Embryo-Fetal Toxicity: Based on findings from animal studies and its mechanism of 
action, TUKYSA can cause fetal harm when administered to a pregnant woman. In animal 
reproduction studies, administration of tucatinib to pregnant rats and rabbits during 
organogenesis caused embryo-fetal mortality, reduced fetal weight and fetal abnormalities 
at maternal exposures ≥ 1.3 times the human exposure (AUC) at the recommended dose.
Advise pregnant women and females of reproductive potential of the potential risk to 
a fetus. Advise females of reproductive potential to use effective contraception during 
treatment with TUKYSA and for at least 1 week after the last dose. Advise male patients 
with female partners of reproductive potential to use effective contraception during 
treatment with TUKYSA and for at least 1 week after the last dose. TUKYSA is used in 
combination with trastuzumab and capecitabine. Refer to the Full Prescribing Information 
of trastuzumab and capecitabine for pregnancy and contraception information.

ADVERSE REACTIONS

Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction 
rates observed in the clinical trials of a drug cannot be directly compared to rates in the 
clinical trials of another drug and may not reflect the rates observed in practice.

HER2-Positive Metastatic Breast Cancer (HER2CLIMB) 
The safety of TUKYSA in combination with trastuzumab and capecitabine was evaluated in 
HER2CLIMB. Patients received either TUKYSA 300 mg twice daily plus trastuzumab and 
capecitabine (n=404) or placebo plus trastuzumab and capecitabine (n=197). The median 
duration of treatment was 5.8 months (range: 3 days, 2.9 years) for the TUKYSA arm.

Serious adverse reactions occurred in 26% of patients who received TUKYSA. Serious 
adverse reactions in ≥ 2% of patients who received TUKYSA were diarrhea (4%),  
vomiting (2.5%), nausea (2%), abdominal pain (2%), and seizure (2%). Fatal adverse 
reactions occurred in 2% of patients who received TUKYSA including sudden death, 
sepsis, dehydration, and cardiogenic shock.

Adverse reactions leading to treatment discontinuation occurred in 6% of patients who 
received TUKYSA. Adverse reactions leading to treatment discontinuation of TUKYSA in 
≥1% of patients were hepatotoxicity (1.5%) and diarrhea (1%). Adverse reactions leading 
to dose reduction occurred in 21% of patients who received TUKYSA. Adverse reactions 
leading to dose reduction of TUKYSA in ≥2% of patients were hepatotoxicity (8%) and 
diarrhea (6%).

The most common adverse reactions in patients who received TUKYSA (≥20%) were 
diarrhea, palmar-plantar erythrodysesthesia, nausea, fatigue, hepatotoxicity, vomiting, 
stomatitis, decreased appetite, abdominal pain, headache, anemia, and rash.

Table 3: Adverse Reactions (≥10%) in Patients Who Received TUKYSA and with a 
Difference Between Arms of ≥5% Compared to Placebo in HER2CLIMB (All Grades)

Adverse Reaction TUKYSA + Trastuzumab + 
Capecitabine (N = 404)

Placebo + Trastuzumab + 
Capecitabine (N = 197)

Grade (%) Grade (%)
All 3 4 All 3 4

Gastrointestinal disorders
Diarrhea 81 12 0.5 53 9 0
Nausea 58 3.7 0 44 3 0
Vomiting 36 3 0 25 3.6 0
Stomatitis1 32 2.5 0 21 0.5 0

Skin and subcutaneous tissue disorders
Palmar-plantar 
erythrodysesthesia 
syndrome

63 13 0 53 9 0

Rash2 20 0.7 0 15 0.5 0
Hepatobiliary disorders

Hepatotoxicity3 42 9 0.2 24 3.6 0
Metabolism and nutrition disorders

Decreased appetite 25 0.5 0 20 0 0

Adverse Reaction TUKYSA + Trastuzumab + 
Capecitabine (N = 404)

Placebo + Trastuzumab + 
Capecitabine (N = 197)

Grade (%) Grade (%)
All 3 4 All 3 4

Blood and lymphatic system disorders
Anemia4 21 3.7 0 13 2.5 0

Musculoskeletal and connective tissue disorders
Arthralgia 15 0.5 0 4.6 0.5 0

Investigations
Creatinine increased5 14 0 0 1.5 0 0
Weight decreased 13 1 0 6 0.5 0

Nervous System Disorders
Peripheral 
neuropathy6 13 0.5 0 7 1 0

Respiratory, thoracic and mediastinal disorders
Epistaxis 12 0 0 5 0 0

1. Stomatitis includes stomatitis, oropharyngeal pain, oropharyngeal discomfort, mouth ulceration, oral 
pain, lip ulceration, glossodynia, tongue blistering, lip blister, oral dysesthesia, tongue ulceration, 
and aphthous ulcer

2. Rash includes rash maculo-papular, rash, dermatitis acneiform, erythema, rash macular, rash 
papular, rash pustular, rash pruritic, rash erythematous, skin exfoliation, urticaria, dermatitis allergic, 
palmar erythema, plantar erythema, skin toxicity, and dermatitis

3. Hepatotoxicity includes hyperbilirubinemia, blood bilirubin increased, bilirubin conjugated 
increased, alanine aminotransferase increased, transaminases increased, hepatotoxicity, aspartate 
aminotransferase increased, liver function test increased, liver injury, and hepatocellular injury

4. Anemia includes anemia, hemoglobin decreased, and normocytic anemia
5. Due to inhibition of renal tubular transport of creatinine without affecting glomerular function
6. Peripheral neuropathy includes peripheral sensory neuropathy, neuropathy peripheral, peripheral 

motor neuropathy, and peripheral sensorimotor neuropathy

Table 4: Laboratory Abnormalities (≥20%) Worsening from Baseline in Patients 
Who Received TUKYSA and with a Difference of ≥5% Compared to Placebo in 
HER2CLIMB

TUKYSA + Trastuzumab 
+ Capecitabine1

Placebo + Trastuzumab  
+ Capecitabine1

All Grades
%

Grades ≥3
%

All Grades
%

Grades ≥3
%

Hematology
Decreased hemoglobin 59 3.3 51 1.5
Chemistry
Decreased phosphate 57 8 45 7
Increased bilirubin 47 1.5 30 3.1
Increased ALT 46 8 27 0.5
Increased AST 43 6 25 1
Decreased magnesium 40 0.8 25 0.5
Decreased potassium2 36 6 31 5
Increased creatinine3 33 0 6 0
Decreased sodium4 28 2.5 23 2
Increased alkaline 
phosphatase 26 0.5 17 0

1. The denominator used to calculate the rate varied from 351 to 400 in the TUKYSA arm and 173 
to 197 in the control arm based on the number of patients with a baseline value and at least one 
post-treatment value. Grading was based on NCI-CTCAE v.4.03 for laboratory abnormalities, except 
for increased creatinine which only includes patients with a creatinine increase based on the upper 
limit of normal definition for grade 1 events (NCI CTCAE v5.0).

2. Laboratory criteria for Grade 1 is identical to laboratory criteria for Grade 2.
3. Due to inhibition of renal tubular transport of creatinine without affecting glomerular function. 
4. There is no definition for Grade 2 in CTCAE v.4.03.

Increased Creatinine: The mean increase in serum creatinine was 32% within the first 
21 days of treatment with TUKYSA. The serum creatinine increases persisted throughout 
treatment and were reversible upon treatment completion. Consider alternative markers 
of renal function if persistent elevations in serum creatinine are observed.

DRUG INTERACTIONS

Effects of Other Drugs on TUKYSA
Strong CYP3A Inducers or Moderate CYP2C8 Inducers: Concomitant use of 
TUKYSA with a strong CYP3A or moderate CYP2C8 inducer decreased tucatinib plasma 
concentrations, which may reduce TUKYSA activity. Avoid concomitant use of TUKYSA 
with a strong CYP3A inducer or a moderate CYP2C8 inducer. 

Strong or Moderate CYP2C8 Inhibitors: Concomitant use of TUKYSA with a strong 
CYP2C8 inhibitor increased tucatinib plasma concentrations, which may increase the 
risk of TUKYSA toxicity. Avoid concomitant use of TUKYSA with a strong CYP2C8 inhibitor. 
Increase monitoring for TUKYSA toxicity with moderate CYP2C8 inhibitors.

Effects of TUKYSA on Other Drugs 
CYP3A Substrates: Concomitant use of TUKYSA with a CYP3A substrate increased the 
plasma concentrations of CYP3A substrate, which may increase the toxicity associated 
with a CYP3A substrate. Avoid concomitant use of TUKYSA with CYP3A substrates, 

where minimal concentration changes may lead to serious or life-threatening toxicities. 
If concomitant use is unavoidable, decrease the CYP3A substrate dosage in accordance 
with approved product labeling. 

P-glycoprotein (P-gp) Substrates: Concomitant use of TUKYSA with a P-gp substrate 
increased the plasma concentrations of P-gp substrate, which may increase the toxicity 
associated with a P-gp substrate. Consider reducing the dosage of P-gp substrates, 
where minimal concentration changes may lead to serious or life-threatening toxicities.

USE IN SPECIFIC POPULATIONS 

Pregnancy
Risk Summary: TUKYSA is used in combination with trastuzumab and capecitabine. 
Refer to the Full Prescribing Information of trastuzumab and capecitabine for pregnancy 
information. Based on findings in animals and its mechanism of action, TUKYSA can 
cause fetal harm when administered to a pregnant woman. There are no available  
human data on TUKYSA use in pregnant women to inform a drug-associated risk.  
In animal reproduction studies, administration of tucatinib to pregnant rats and rabbits 
during organogenesis resulted in embryo-fetal mortality, reduced fetal weight and fetal 
abnormalities at maternal exposures ≥ 1.3 times the human exposure (AUC) at the 
recommended dose. Advise pregnant women and females of reproductive potential of  
the potential risk to the fetus.

Lactation
Risk Summary: TUKYSA is used in combination with trastuzumab and capecitabine. 
Refer to the Full Prescribing Information of trastuzumab and capecitabine for lactation 
information. There are no data on the presence of tucatinib or its metabolites in human 
or animal milk or its effects on the breastfed child or on milk production. Because of 
the potential for serious adverse reactions in a breastfed child, advise women not to 
breastfeed during treatment with TUKYSA and for at least 1 week after the last dose.

Females and Males of Reproductive Potential
TUKYSA can cause fetal harm when administered to a pregnant woman. TUKYSA is used in 
combination with trastuzumab and capecitabine. Refer to the Full Prescribing Information of 
trastuzumab and capecitabine for contraception and infertility information. 

Pregnancy Testing: Verify the pregnancy status of females of reproductive potential prior 
to initiating treatment with TUKYSA. 
Contraception: 
Females: Advise females of reproductive potential to use effective contraception during 
treatment with TUKYSA and for at least 1 week after the last dose. 
Males: Advise male patients with female partners of reproductive potential to use 
effective contraception during treatment with TUKYSA and for at least 1 week after the 
last dose. 
Infertility: Based on findings from animal studies, TUKYSA may impair male and 
female fertility. 

Pediatric Use: The safety and effectiveness of TUKYSA in pediatric patients have not 
been established. 

Geriatric Use: In HER2CLIMB, 82 patients who received TUKYSA were ≥ 65 years,  
of whom 8 patients were ≥ 75 years. The incidence of serious adverse reactions in 
those receiving TUKYSA was 34% in patients ≥ 65 years compared to 24% in patients  
< 65 years. The most frequent serious adverse reactions in patients who received 
TUKYSA and ≥ 65 years were diarrhea (9%), vomiting (6%), and nausea (5%). There were 
no observed overall differences in the effectiveness of TUKYSA in patients ≥ 65 years 
compared to younger patients. There were too few patients ≥ 75 years to assess  
differences in effectiveness or safety. 

Renal Impairment: The use of TUKYSA in combination with capecitabine and trastuzumab 
is not recommended in patients with severe renal impairment (CLcr < 30 mL/min 
estimated by Cockcroft-Gault Equation), because capecitabine is contraindicated in 
patients with severe renal impairment. Refer to the Full Prescribing Information of 
capecitabine for additional information in severe renal impairment. No dose adjustment is 
recommended for patients with mild or moderate renal impairment (creatinine clearance 
[CLcr] 30 to 89 mL/min). 

Hepatic Impairment: Tucatinib exposure is increased in patients with severe hepatic 
impairment (Child-Pugh C). Reduce the dose of TUKYSA for patients with severe (Child-
Pugh C) hepatic impairment. No dose adjustment for TUKYSA is required for patients with 
mild (Child-Pugh A) or moderate (Child-Pugh B) hepatic impairment. 
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TUKYSA® (tucatinib) tablets, for oral use

Brief summary of Prescribing Information (PI). See full PI. Rx Only

INDICATIONS AND USAGE 
TUKYSA is indicated in combination with trastuzumab and capecitabine for treatment  
of adult patients with advanced unresectable or metastatic HER2-positive breast cancer, 
including patients with brain metastases, who have received one or more prior  
anti-HER2-based regimens in the metastatic setting.

DOSAGE AND ADMINISTRATION 

Recommended Dosage
The recommended dosage of TUKYSA is 300 mg taken orally twice daily in combination 
with trastuzumab and capecitabine until disease progression or unacceptable toxicity.

Advise patients to swallow TUKYSA tablets whole and not to chew, crush, or split prior to 
swallowing. Advise patients not to ingest tablet if it is broken, cracked, or not otherwise intact. 
Advise patients to take TUKYSA approximately 12 hours apart and at the same time each 
day with or without a meal. If the patient vomits or misses a dose of TUKYSA, instruct the 
patient to take the next dose at its usual scheduled time. 

When given in combination with TUKYSA, the recommended dosage of capecitabine 
is 1000 mg/m2 orally twice daily taken within 30 minutes after a meal. TUKYSA and 
capecitabine can be taken at the same time. Refer to the Full Prescribing Information  
for trastuzumab and capecitabine for additional information.

Dosage Modifications for Adverse Reactions
The recommended TUKYSA dose reductions and dosage modifications for adverse 
reactions are provided in Tables 1 and 2. Refer to the Full Prescribing Information for 
trastuzumab and capecitabine for information about dosage modifications for these drugs.

Table 1: Recommended TUKYSA Dose Reductions for Adverse Reactions

Dose Reduction Recommended TUKYSA Dosage
First 250 mg orally twice daily
Second 200 mg orally twice daily
Third 150 mg orally twice daily

Permanently discontinue TUKYSA in patients unable to tolerate 150 mg orally twice daily.

Table 2: Recommended TUKYSA Dosage Modifications for Adverse Reactions

Severity TUKYSA Dosage Modification
Diarrhea1

Grade 3 without anti-diarrheal 
treatment

Initiate or intensify appropriate medical therapy.  
Hold TUKYSA until recovery to ≤ Grade 1, then  
resume TUKYSA at the same dose level.

Grade 3 with anti-diarrheal  
treatment

Initiate or intensify appropriate medical therapy.  
Hold TUKYSA until recovery to ≤ Grade 1, then  
resume TUKYSA at the next lower dose level.

Grade 4 Permanently discontinue TUKYSA.
Hepatotoxicity1,2

Grade 2 bilirubin (>1.5 to 3 × ULN) Hold TUKYSA until recovery to ≤ Grade 1, then 
resume TUKYSA at the same dose level.

Grade 3 ALT or AST (> 5 to 20 × ULN)  
OR Grade 3 bilirubin (> 3 to 10 × ULN)

Hold TUKYSA until recovery to ≤ Grade 1, then 
resume TUKYSA at the next lower dose level.

Grade 4 ALT or AST (> 20 × ULN) 
OR Grade 4 bilirubin (> 10 × ULN)

Permanently discontinue TUKYSA.

ALT or AST > 3 × ULN AND  
Bilirubin > 2 × ULN

Permanently discontinue TUKYSA.

Other adverse reactions1

Grade 3 Hold TUKYSA until recovery to ≤ Grade 1, then 
resume TUKYSA at the next lower dose level.

Grade 4 Permanently discontinue TUKYSA.
1. Grades based on National Cancer Institute Common Terminology Criteria for Adverse Events 

Version 4.03
2. Abbreviations: ULN = upper limit of normal; ALT = alanine aminotransferase; AST = aspartate 

aminotransferase

Dosage Modifications for Severe Hepatic Impairment: For patients with severe 
hepatic impairment (Child-Pugh C), reduce the recommended dosage to 200 mg orally 
twice daily.

Dosage Modifications for Concomitant Use with Strong CYP2C8 Inhibitors: Avoid 
concomitant use of strong CYP2C8 inhibitors with TUKYSA. If concomitant use with a 
strong CYP2C8 inhibitor cannot be avoided, reduce the recommended dosage to 100 mg 
orally twice daily. After discontinuation of the strong CYP2C8 inhibitor for 3 elimination 
half-lives, resume the TUKYSA dose that was taken prior to initiating the inhibitor.

CONTRAINDICATIONS 
None. 

WARNINGS AND PRECAUTIONS

Diarrhea: TUKYSA can cause severe diarrhea including dehydration, hypotension, 
acute kidney injury, and death. In HER2CLIMB, 81% of patients who received TUKYSA 
experienced diarrhea, including 12% with Grade 3 diarrhea and 0.5% with Grade 4 
diarrhea. Both patients who developed Grade 4 diarrhea subsequently died, with diarrhea 
as a contributor to death. The median time to onset of the first episode of diarrhea was 
12 days and the median time to resolution was 8 days. Diarrhea led to dose reductions of 
TUKYSA in 6% of patients and discontinuation of TUKYSA in 1% of patients. Prophylactic 
use of antidiarrheal treatment was not required on HER2CLIMB. If diarrhea occurs, 
administer antidiarrheal treatment as clinically indicated. Perform diagnostic tests as clinically 
indicated to exclude other causes of diarrhea. Based on the severity of the diarrhea, interrupt 
dose, then dose reduce or permanently discontinue TUKYSA.
Hepatotoxicity: TUKYSA can cause severe hepatotoxicity. In HER2CLIMB, 8% of patients 
who received TUKYSA had an ALT increase > 5 × ULN, 6% had an AST increase > 5 × ULN, 
and 1.5% had a bilirubin increase > 3 × ULN (Grade ≥3). Hepatotoxicity led to dose 
reduction of TUKYSA in 8% of patients and discontinuation of TUKYSA in 1.5% of patients.
Monitor ALT, AST, and bilirubin prior to starting TUKYSA, every 3 weeks during treatment, 
and as clinically indicated. Based on the severity of hepatoxicity, interrupt dose, then dose 
reduce or permanently discontinue TUKYSA.

Embryo-Fetal Toxicity: Based on findings from animal studies and its mechanism of 
action, TUKYSA can cause fetal harm when administered to a pregnant woman. In animal 
reproduction studies, administration of tucatinib to pregnant rats and rabbits during 
organogenesis caused embryo-fetal mortality, reduced fetal weight and fetal abnormalities 
at maternal exposures ≥ 1.3 times the human exposure (AUC) at the recommended dose.
Advise pregnant women and females of reproductive potential of the potential risk to 
a fetus. Advise females of reproductive potential to use effective contraception during 
treatment with TUKYSA and for at least 1 week after the last dose. Advise male patients 
with female partners of reproductive potential to use effective contraception during 
treatment with TUKYSA and for at least 1 week after the last dose. TUKYSA is used in 
combination with trastuzumab and capecitabine. Refer to the Full Prescribing Information 
of trastuzumab and capecitabine for pregnancy and contraception information.

ADVERSE REACTIONS

Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction 
rates observed in the clinical trials of a drug cannot be directly compared to rates in the 
clinical trials of another drug and may not reflect the rates observed in practice.

HER2-Positive Metastatic Breast Cancer (HER2CLIMB) 
The safety of TUKYSA in combination with trastuzumab and capecitabine was evaluated in 
HER2CLIMB. Patients received either TUKYSA 300 mg twice daily plus trastuzumab and 
capecitabine (n=404) or placebo plus trastuzumab and capecitabine (n=197). The median 
duration of treatment was 5.8 months (range: 3 days, 2.9 years) for the TUKYSA arm.

Serious adverse reactions occurred in 26% of patients who received TUKYSA. Serious 
adverse reactions in ≥ 2% of patients who received TUKYSA were diarrhea (4%),  
vomiting (2.5%), nausea (2%), abdominal pain (2%), and seizure (2%). Fatal adverse 
reactions occurred in 2% of patients who received TUKYSA including sudden death, 
sepsis, dehydration, and cardiogenic shock.

Adverse reactions leading to treatment discontinuation occurred in 6% of patients who 
received TUKYSA. Adverse reactions leading to treatment discontinuation of TUKYSA in 
≥1% of patients were hepatotoxicity (1.5%) and diarrhea (1%). Adverse reactions leading 
to dose reduction occurred in 21% of patients who received TUKYSA. Adverse reactions 
leading to dose reduction of TUKYSA in ≥2% of patients were hepatotoxicity (8%) and 
diarrhea (6%).

The most common adverse reactions in patients who received TUKYSA (≥20%) were 
diarrhea, palmar-plantar erythrodysesthesia, nausea, fatigue, hepatotoxicity, vomiting, 
stomatitis, decreased appetite, abdominal pain, headache, anemia, and rash.

Table 3: Adverse Reactions (≥10%) in Patients Who Received TUKYSA and with a 
Difference Between Arms of ≥5% Compared to Placebo in HER2CLIMB (All Grades)

Adverse Reaction TUKYSA + Trastuzumab + 
Capecitabine (N = 404)

Placebo + Trastuzumab + 
Capecitabine (N = 197)

Grade (%) Grade (%)
All 3 4 All 3 4

Gastrointestinal disorders
Diarrhea 81 12 0.5 53 9 0
Nausea 58 3.7 0 44 3 0
Vomiting 36 3 0 25 3.6 0
Stomatitis1 32 2.5 0 21 0.5 0

Skin and subcutaneous tissue disorders
Palmar-plantar 
erythrodysesthesia 
syndrome

63 13 0 53 9 0

Rash2 20 0.7 0 15 0.5 0
Hepatobiliary disorders

Hepatotoxicity3 42 9 0.2 24 3.6 0
Metabolism and nutrition disorders

Decreased appetite 25 0.5 0 20 0 0

Adverse Reaction TUKYSA + Trastuzumab + 
Capecitabine (N = 404)

Placebo + Trastuzumab + 
Capecitabine (N = 197)

Grade (%) Grade (%)
All 3 4 All 3 4

Blood and lymphatic system disorders
Anemia4 21 3.7 0 13 2.5 0

Musculoskeletal and connective tissue disorders
Arthralgia 15 0.5 0 4.6 0.5 0

Investigations
Creatinine increased5 14 0 0 1.5 0 0
Weight decreased 13 1 0 6 0.5 0

Nervous System Disorders
Peripheral 
neuropathy6 13 0.5 0 7 1 0

Respiratory, thoracic and mediastinal disorders
Epistaxis 12 0 0 5 0 0

1. Stomatitis includes stomatitis, oropharyngeal pain, oropharyngeal discomfort, mouth ulceration, oral 
pain, lip ulceration, glossodynia, tongue blistering, lip blister, oral dysesthesia, tongue ulceration, 
and aphthous ulcer

2. Rash includes rash maculo-papular, rash, dermatitis acneiform, erythema, rash macular, rash 
papular, rash pustular, rash pruritic, rash erythematous, skin exfoliation, urticaria, dermatitis allergic, 
palmar erythema, plantar erythema, skin toxicity, and dermatitis

3. Hepatotoxicity includes hyperbilirubinemia, blood bilirubin increased, bilirubin conjugated 
increased, alanine aminotransferase increased, transaminases increased, hepatotoxicity, aspartate 
aminotransferase increased, liver function test increased, liver injury, and hepatocellular injury

4. Anemia includes anemia, hemoglobin decreased, and normocytic anemia
5. Due to inhibition of renal tubular transport of creatinine without affecting glomerular function
6. Peripheral neuropathy includes peripheral sensory neuropathy, neuropathy peripheral, peripheral 

motor neuropathy, and peripheral sensorimotor neuropathy

Table 4: Laboratory Abnormalities (≥20%) Worsening from Baseline in Patients 
Who Received TUKYSA and with a Difference of ≥5% Compared to Placebo in 
HER2CLIMB

TUKYSA + Trastuzumab 
+ Capecitabine1

Placebo + Trastuzumab  
+ Capecitabine1

All Grades
%

Grades ≥3
%

All Grades
%

Grades ≥3
%

Hematology
Decreased hemoglobin 59 3.3 51 1.5
Chemistry
Decreased phosphate 57 8 45 7
Increased bilirubin 47 1.5 30 3.1
Increased ALT 46 8 27 0.5
Increased AST 43 6 25 1
Decreased magnesium 40 0.8 25 0.5
Decreased potassium2 36 6 31 5
Increased creatinine3 33 0 6 0
Decreased sodium4 28 2.5 23 2
Increased alkaline 
phosphatase 26 0.5 17 0

1. The denominator used to calculate the rate varied from 351 to 400 in the TUKYSA arm and 173 
to 197 in the control arm based on the number of patients with a baseline value and at least one 
post-treatment value. Grading was based on NCI-CTCAE v.4.03 for laboratory abnormalities, except 
for increased creatinine which only includes patients with a creatinine increase based on the upper 
limit of normal definition for grade 1 events (NCI CTCAE v5.0).

2. Laboratory criteria for Grade 1 is identical to laboratory criteria for Grade 2.
3. Due to inhibition of renal tubular transport of creatinine without affecting glomerular function. 
4. There is no definition for Grade 2 in CTCAE v.4.03.

Increased Creatinine: The mean increase in serum creatinine was 32% within the first 
21 days of treatment with TUKYSA. The serum creatinine increases persisted throughout 
treatment and were reversible upon treatment completion. Consider alternative markers 
of renal function if persistent elevations in serum creatinine are observed.

DRUG INTERACTIONS

Effects of Other Drugs on TUKYSA
Strong CYP3A Inducers or Moderate CYP2C8 Inducers: Concomitant use of 
TUKYSA with a strong CYP3A or moderate CYP2C8 inducer decreased tucatinib plasma 
concentrations, which may reduce TUKYSA activity. Avoid concomitant use of TUKYSA 
with a strong CYP3A inducer or a moderate CYP2C8 inducer. 

Strong or Moderate CYP2C8 Inhibitors: Concomitant use of TUKYSA with a strong 
CYP2C8 inhibitor increased tucatinib plasma concentrations, which may increase the 
risk of TUKYSA toxicity. Avoid concomitant use of TUKYSA with a strong CYP2C8 inhibitor. 
Increase monitoring for TUKYSA toxicity with moderate CYP2C8 inhibitors.

Effects of TUKYSA on Other Drugs 
CYP3A Substrates: Concomitant use of TUKYSA with a CYP3A substrate increased the 
plasma concentrations of CYP3A substrate, which may increase the toxicity associated 
with a CYP3A substrate. Avoid concomitant use of TUKYSA with CYP3A substrates, 

where minimal concentration changes may lead to serious or life-threatening toxicities. 
If concomitant use is unavoidable, decrease the CYP3A substrate dosage in accordance 
with approved product labeling. 

P-glycoprotein (P-gp) Substrates: Concomitant use of TUKYSA with a P-gp substrate 
increased the plasma concentrations of P-gp substrate, which may increase the toxicity 
associated with a P-gp substrate. Consider reducing the dosage of P-gp substrates, 
where minimal concentration changes may lead to serious or life-threatening toxicities.

USE IN SPECIFIC POPULATIONS 

Pregnancy
Risk Summary: TUKYSA is used in combination with trastuzumab and capecitabine. 
Refer to the Full Prescribing Information of trastuzumab and capecitabine for pregnancy 
information. Based on findings in animals and its mechanism of action, TUKYSA can 
cause fetal harm when administered to a pregnant woman. There are no available  
human data on TUKYSA use in pregnant women to inform a drug-associated risk.  
In animal reproduction studies, administration of tucatinib to pregnant rats and rabbits 
during organogenesis resulted in embryo-fetal mortality, reduced fetal weight and fetal 
abnormalities at maternal exposures ≥ 1.3 times the human exposure (AUC) at the 
recommended dose. Advise pregnant women and females of reproductive potential of  
the potential risk to the fetus.

Lactation
Risk Summary: TUKYSA is used in combination with trastuzumab and capecitabine. 
Refer to the Full Prescribing Information of trastuzumab and capecitabine for lactation 
information. There are no data on the presence of tucatinib or its metabolites in human 
or animal milk or its effects on the breastfed child or on milk production. Because of 
the potential for serious adverse reactions in a breastfed child, advise women not to 
breastfeed during treatment with TUKYSA and for at least 1 week after the last dose.

Females and Males of Reproductive Potential
TUKYSA can cause fetal harm when administered to a pregnant woman. TUKYSA is used in 
combination with trastuzumab and capecitabine. Refer to the Full Prescribing Information of 
trastuzumab and capecitabine for contraception and infertility information. 

Pregnancy Testing: Verify the pregnancy status of females of reproductive potential prior 
to initiating treatment with TUKYSA. 
Contraception: 
Females: Advise females of reproductive potential to use effective contraception during 
treatment with TUKYSA and for at least 1 week after the last dose. 
Males: Advise male patients with female partners of reproductive potential to use 
effective contraception during treatment with TUKYSA and for at least 1 week after the 
last dose. 
Infertility: Based on findings from animal studies, TUKYSA may impair male and 
female fertility. 

Pediatric Use: The safety and effectiveness of TUKYSA in pediatric patients have not 
been established. 

Geriatric Use: In HER2CLIMB, 82 patients who received TUKYSA were ≥ 65 years,  
of whom 8 patients were ≥ 75 years. The incidence of serious adverse reactions in 
those receiving TUKYSA was 34% in patients ≥ 65 years compared to 24% in patients  
< 65 years. The most frequent serious adverse reactions in patients who received 
TUKYSA and ≥ 65 years were diarrhea (9%), vomiting (6%), and nausea (5%). There were 
no observed overall differences in the effectiveness of TUKYSA in patients ≥ 65 years 
compared to younger patients. There were too few patients ≥ 75 years to assess  
differences in effectiveness or safety. 

Renal Impairment: The use of TUKYSA in combination with capecitabine and trastuzumab 
is not recommended in patients with severe renal impairment (CLcr < 30 mL/min 
estimated by Cockcroft-Gault Equation), because capecitabine is contraindicated in 
patients with severe renal impairment. Refer to the Full Prescribing Information of 
capecitabine for additional information in severe renal impairment. No dose adjustment is 
recommended for patients with mild or moderate renal impairment (creatinine clearance 
[CLcr] 30 to 89 mL/min). 

Hepatic Impairment: Tucatinib exposure is increased in patients with severe hepatic 
impairment (Child-Pugh C). Reduce the dose of TUKYSA for patients with severe (Child-
Pugh C) hepatic impairment. No dose adjustment for TUKYSA is required for patients with 
mild (Child-Pugh A) or moderate (Child-Pugh B) hepatic impairment. 
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SPENDING ON CANCER in the United States is 
expected to pass a milestone this year: more than 
$200 billion, according to the American Cancer 
Society.1 Right now, about half that tab is paid directly 
through employer-sponsored group health plans. 
Employers and their employees, through premiums 
and cost sharing, shoulder the costs of both innova-
tion and the changing nature of cancer care, which 
increasingly treats the condition as a chronic disease. 

As we learn in this issue, cancer accounts for 12% 
of an employer’s health care costs. So, employers have 
had little choice but to pay close attention to cancer 
care—not only to what they are spending but also to 
the quality of the care their employees are receiving. 
Good care that leads to good outcomes is better for 
the patient and the employer alike. A cutting-edge 
therapy that costs more in the short run but helps 
a valuable employee return to work quickly might 
be more cost-eff ective than an older therapy, which 
may require more visits to an infusion center, cause 
harsher adverse eff ects, or lead to more time off . 

As we learn in the interview with Harlan Levine, 
MD, in his discussion of the AccessHope program at 
City of Hope, how an employee experiences cancer 
care can aff ect the morale of the entire team in a work-
place. When cancer care goes well, everyone rallies; 
when it goes poorly, coworkers perceive that fl aws in 
the company’s benefi t design must have a role. 

Most of all, the human resources team hears it 
from the staff  when a coworker with cancer gets the 
runaround from the insurance company; the grape-
vine quickly catches wind of when someone who is 
already ill must use valuable vacation time to deal 
with prior approval headaches or other administra-
tive chores. Employers are sensitive to this, Levine 
said, and increasingly, they want to ensure evidence-
based care with minimum aggravation. 

The challenge now—and what AccessHope strives 
to address—is bringing care driven by the latest 
science to patients near their own homes, delivered 
by their own doctors. Giving patients the chance to 
enroll in a clinical trial without traveling is especially 
important now due to the coronavirus disease 2019 
(COVID-19) pandemic. As Lucio  Gordan, MD, and 
Susan Weidner, MS, write in this issue, we may see a 
surge of late-stage cancer diagnoses due to deferred 
care earlier this year. Fortunately, as outlined by 
authors from Texas Oncology in this issue, patients 
are increasingly at ease with telehealth; however, 
challenges of technology and broadband access for 
rural patients must be overcome.

Although COVID-19 has created challenges in 
cancer care delivery that were hard to imagine a year 
ago, it may also plant the seeds for more programs 
like AccessHope to fi nally bridge the clinical and 
social divide. There’s always debate about the most 
appropriate uses of public dollars, but investment in 
broadband in rural areas that leads to job creation 
and better health care seems a wise choice. If 
employers are buying most of the health care in this 
country, they should demand nothing less. ◆

Sincerely,

Mike Hennessy Sr
CHAIRMAN AND FOUNDER
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AML=acute myeloid leukemia; FISH=fluorescent in situ hybridization; HSCT=hematopoietic stem cell transplant;  MDS=myelodysplastic syndromes; MPN=myeloproliferative neoplasms.

aMultilineage dysplasia is defined as dysplasia present in at least 50% of cells in at least 2 cell lines, unless an NPM1 mutation or biallelic mutation of CEBPA is present.5

bBased on a retrospective analysis of patients 60 years of age or older (n=664) with confirmed AML treated at Cleveland Clinic and MD Anderson Cancer Center.11
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David G, diagnosed with sAML
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sAML has been historically associated with poor outcomes.1 It is important to properly identify sAML 
and consider a treatment plan with curative intent for appropriate patients. Treating these patients 
with chemotherapy plus HSCT is an opportunity to improve outcomes2,3

With the rising incidence of sAML4 and therapeutic advances providing more hope, it is important to be able to properly identify 
different sAML subtypes5,6:

• AML with myelodysplasia-related changes (AML-MRC):
antecedent MDS or MDS/MPN or MDS-related cytogenetic abnormalities or multilineage dysplasiaa

• Therapy-related AML (t-AML)

While some sAML patients can be diagnosed by obtaining a thorough medical 
history, a majority of AML-MRC patients have genetic alterations that require 
identification through additional testing.9 This may include cytogenetic 
analysis (karyotype) as well as molecular genetic and/or FISH testing10

Consider waiting for test results before starting treatment for your sAML patient. One study showed
that there was no impact on overall survival in older patients if treatment was not started immediately11,b

sAML subtypes AML-MRC and 
t-AML make up approximately 
1/3 of AML cases7,8

Changing the future of sAML starts today 
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Background
Telemedicine has been launched broadly across 
practices in the United States during the coronavirus 
disease 2019 (COVID-19) pandemic after rapid 
policy changes occurred in March 2020 at the federal 
and state levels.1  Telemedicine was implemented 
to allow clinicians to continue to serve patients 
while reducing the risk for both patients and the 
clinical staff who serve them. Because the policies 
that govern telemedicine were implemented very 
broadly to facilitate rapid uptake, wide variability 
exists in how services are provided and in process 
workflow to improve implementation. Prior to 
the COVID-19 pandemic, much of the policy and 
processes that guide telemedicine were based on 
models of singular office visits for acute care or 
relatively infrequent second-opinion consultations.2

With the broad launch of telemedicine during the 
COVID-19 pandemic, we have the opportunity to 
understand its rich value in the longitudinal care of 
patients with cancer; unlike the on-demand models 
that preceded it, telemedicine in the pandemic 
is being embraced by clinicians who have long-
standing relationships with their patients. There is 
broad patient satisfaction with the use of telehealth, 
and this has been predominantly evaluated in 
longitudinal subspecialty settings.3 Clinicians also 
demonstrate high levels of satisfaction. There is 
great interest in understanding how telemedicine 
can be optimally utilized to improve cancer care 
delivery and, now that we are more familiar with this 
tool to deliver high-quality care, to understand how 
we can grow and expand on it to continue to further 
care delivery.4

Methods
We describe qualitatively and quantitatively 
onboarding from February through April 2020 across 
multiple stakeholder groups and utilization of 
telemedicine services across our statewide oncology 
practice with more than 650 providers at 221 sites of 
service. Through this process, we seek to understand 
drivers of effective implementation and barriers 
and opportunities for quality improvement in care 
delivery. We describe results from a clinician survey 
to understand how clinicians are using the platform, 
when they found it useful, barriers to use, and 
opportunities to maximize performance.

Results 
Onboarding
Registration and onboarding began in February. 
Clinician training consisted of education about 
the policies that permitted broader launch of 
telemedicine, how to use the selected private 
Health Insurance Portability and Accountability Act 

Telemedicine for Cancer Care:  
Implementation Across a Multicenter  

Community Oncology Practice

DEBRA A. PATT, MD, PHD, MBA; LALAN WILFONG MD; KRISTEN KANIPE, MBA, MPH; R. STEVEN PAULSON, MD 

ABSTRACT

PURPOSE: To describe onboarding and utilization of telemedicine 
across a large statewide community oncology practice and to 
evaluate trends, barriers, and opportunities in care delivery during 
the coronavirus disease 2019 pandemic.

METHODS: We describe telemedicine onboarding and utilization 
across a statewide oncology practice, covering 221 sites of service 
and more than 650 practitioners. We describe qualitatively the 
onboarding process of a diverse set of administrative, technical, 
and clinical partners. We describe quantitatively utilization 
throughout the practice. We describe a survey conducted to 
enlighten barriers and opportunities for optimal utilization.

RESULTS: Multistakeholder education was directed to clinical 
teams, administrative and technical support staff, and patients 
through webinars and team meetings. Utilization was high 
from April through October 2020, representing 15% to 20% of 
new-patient visits and 20% to 25% of established-patient visits. 
In a survey offered to all clinicians, 96% of respondents indicated 
they are using telemedicine, with 33% using it for more than 25% 
of patient encounters. Among respondents, 59% reported that the 
use of telemedicine helps expedite diagnosis and treatment more 
than seeing patients in person in the clinic, 55% of respondents 
managed urgent issues by telemedicine, 80% believed that 
patients benefited rom urgent assessment b  telemedicine, and 
57% believed an emergency department visit or a hospitalization 
was avoided because of a telemedicine visit. Most clinicians 
reported that patients en o  benefits o  telemedicine because o  
decreased exposure risk, decreased transportation requirements, 
and ease of including caregivers in the visit with the treating 
clinician. The most common barriers to patients accessing 
telemedicine were technical challenges and broadband access. 
Despite this, less than 5% of respondents routinely use tele-
phone-only communication, as most typically use bimodal audio/
video communication. Many clinicians have expansion ideas on 
how telemedicine can further expand the longitudinal care delivery 
for our patient population.

CONCLUSIONS: Telemedicine can be implemented successfully 
across a large statewide oncology practice and service a high 
volume of patients. Clinicians utilize telemedicine for new and 
established patients with minimal dysfunction. Clinicians believe 
patients benefit rom telemedicine or ne , established, and 
urgent care visits. Broadband access functionality should be 
explored to optimally serve our patient population.
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(HIPAA)–compliant platform, how patients would 
interact with the platform, legal and compliance 
requirements, liaison- and patient-facing materials, 
and payment policy. Recurring webinars presenting 
new information and soliciting feedback were 
conducted at weekly intervals for 6 weeks and again 
at less frequent intervals. Newer content included 
how to add additional participants to the virtual 
visit; new process workflows to enter patients into 
the virtual waiting room; how symptom, medication, 
and pharmacy review would be conducted by the 
medical assistant prior to the clinician encounter; 
billing updates; and troubleshooting information. 
Clinical staff developed a process workflow to 
incorporate previsit tasks to emulate the in-person 
visit as much as possible. Medical assistants, 
practice directors, nurses, and schedulers were 
then educated on these workflows with webinars 
in March, and team feedback was encouraged to 
make sure communication gaps would not lead to 
challenges in functionality. Technology services staff 
at the state and local levels participated in webinars 
and were educated on specification requirements 
for patients, clinicians, and staff; audio and video 
needs were assessed and achieved in office or home 
settings as appropriate. The marketing team was 
engaged to work with the platform vendor, and 
patient-specific content was developed to educate 
patients and caregivers about the platform to 

optimize the telemed-
icine visit. Liaisons 
offered webinars about 
telemedicine, with 
information on where 
referring providers 
could find information 
on the website and how 
patients would opti-
mally interact with the 
platform. Liaisons were 
also given handouts 
created for referring 
providers so they would 
be aware that patients 
could be seen and how 
visits would occur. 
The oncology practice 
worked to create patient 
information on the 
website, with both local 
and central resources 
identified for patients, 
clinicians, and adminis-
trative staff for trou-
bleshooting problems. 
We engaged legal and 
revenue cycle teams 
regarding specification 
requirements and billing 
compliance and, later, 
social work, pharmacy, 
and patient assistance 
specialists (Table). 

Utilization
Prior to onboarding, 
some physicians were 

using the platform to see patients in other parts of 
the state, though total utilization was less than 1% of 
total patient visits. As onboarding commenced, most 
practitioners started to utilize the platform immedi-
ately, and by April, telemedicine visits represented 
25% of new-patient visits and 30% of established-pa-
tient visits. From April through October, on average, 
telemedicine comprised 15% to 20% of new-patient 
visits and 20% to 25% of established-patient visits in 
most months (Figure).

Survey responses
In August, a survey was sent to the clinicians in our 
practice. Among the respondents, 77 of 80 stated 
they believe telemedicine is a useful tool to care for 
patients. Respondents reported that:

• 99% are using bimodal communication 
through our preferred HIPAA-compliant 
platform to conduct virtual visits;

• 65% are using telemedicine for more than 
10% of patient visits, but only 7.5% of 
respondents are using it for more than 50% of 
patient visits;

• 59% conducted new-patient visits using 
telemedicine, and 64% of those who were 
conducting new-patient visits through tele-
medicine felt that it helped expedite patients’ 
diagnosis and treatment; and

• 55% of respondents were using telemedicine 
to manage urgent patient issues, and 57% 
of those respondents believe an emergency 
department (ED) visit or hospitalization was 
avoided using telemedicine. 

Common urgent issues that were addressed that 
allowed patients to avoid an ED visit or a hospital-
ization included symptom management, nausea, 
pain, fever, rash, cellulitis, deep venous thrombosis, 
and port evaluation. The majority of respondents felt 
that patients benefited from telemedicine because 
they avoided going to the clinic, they were able to 
easily include their caregivers in the visit, and there 
was decreased exposure to COVID-19. The majority 
of barriers to using telemedicine effectively included 
technical challenges in getting on the platform and 
lack of broadband access sufficient for a bimodal 
connection. Only 9% of respondents reported that 
patient unwillingness was a large barrier to using 
telemedicine effectively. Among respondents, 93% of 
clinicians were working with their teams to optimize 
the telemedicine experience for their patients, and 
70% of respondents believed it increased the work-
load for support staff by more than 10%. Clinicians 
felt that telemedicine may be useful to expand to 
social work, dietitian visits, financial counseling 
visits, care coordination around chemotherapy visits, 
genetic counseling visits, nurse navigator follow-up 
after hospitalization, weekend triage visits, multidisci-
plinary meetings, and advanced care planning visits.

Discussion
Telemedicine was broadly implemented across the 
practice with the intent to continue to provide high-
quality cancer care while reducing the risk for patients 
and staff. Although it is more difficult for staff and 
clinicians, telemedicine provides a high-value service 
to patients as well as convenience and risk reduction.

Clinically, there have been many additional 
insights gained from experience with telemedicine. 
Our social workers have been leading virtual support 
groups to care for patients during the crisis. These 
support groups have been very well received, and 
the groups have grown to meet the demands of our 
patient base. We have been piloting telepharmacy, 
which has been useful for patient assistance. Clearly, 
there are opportunities to use telemedicine to 
manage and support longitudinal care of patients. 

Operationally, telemedicine has also offered 
substantial benefits. When patients fail symptom 
screening prior to coming into the clinic, they can 
quickly pivot to a telemedicine visit and still get 
the care they need. In August, one of our regional 
facilities had to abruptly plan closure because it was 
expected to be in the path of a hurricane. This region 
was able to continue to see patients and manage 
their care by changing their appointments to tele-
medicine. In addition, clinical staff on COVID-19–
related quarantine have had a clinical function they 
can continue to provide by using telemedicine while 
working from home. 

Barriers to effective implementation frequently 
included technical challenges for patients and lack 
of broadband access. In the longitudinal care setting 
as in cancer care, where patients are repeatedly 
engaging with their clinician, if they are able to 
successfully engage and overcome any technical 

TABLE. Qualitative Onboarding and Support 

Clinical support and training Administrative training Legal and compliance

Physicians and advanced-
practice providers

Practice directors Revenue cycle team

Medical assistants Executive directors
Consent review and 
incorporation

Nurses, nurse navigators, 
and nurse managers

Liaisons and marketing egal specifications

Patient schedulers
Codevelopment of patient and 
referring provider materials

Compliance training and 
follow-up

Pharmacy
Local IT support for hardware 
software and troubleshooting

Social work
Central IT support for access 
and troubleshooting

IT, information technology.

FIGURE. New- and Established-Patient Visits by Percentage Seen by 
Telemedicine per Month in 2020
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challenges with downloading the application or 
interacting with the web platform, subsequent inter-
actions are much easier. As many of our patients have 
had several telemedicine visits to date, frequently 
they have been able to overcome these challenges. 
Poor access to broadband internet in rural commu-
nities has been a much more challenging barrier to 
implementation of telemedicine for rural America. 

Although the majority of our clinicians used 
the bimodal preferred HIPAA-compliant secure 
private platform the overwhelming majority of the 
time, phone calls were still implemented when 
technology challenges could not be overcome, 
because patients did not have a computer or a 
smartphone, or when patients living in a rural 
setting did not have appropriate broadband access 
to allow the telemedicine web-based platform or 
application to function appropriately. A report 
from the Pew Research Center states that 90% of 
Americans use the internet, 81% of Americans own 
a smartphone, and nearly 75% of Americans own 
a desktop or laptop. Technology challenges tend 
to be greater for older Americans and individuals 
living in poverty or rural communities. Because 
of the age predilection of technology challenges, 

phone-only telemedicine services will have to 
always be included as a tool to ensure the care of 
more vulnerable patient populations.

Telemedicine policy had largely been centered 
on singular patient visits between a doctor and a 
patient who did not have an established relation-
ship. Although that type of interaction has provided 
a valuable service, telemedicine interactions 
between physicians and established patients in 
longitudinal care can provide an equally if not more 
robust value proposition. Because generally a long-
standing established relationship exists, the incom-
plete physical exam and subtle changes in presen-
tation that may be diminished by a virtual visit are 
less challenging. Although it is not always the case, 
it is generally uncommon that physical exam in the 
absence of patient symptoms will change the care 
treatment plan. Because practitioners have estab-
lished relationships and a rapport with patients and 
caregivers, communication is more seamless.

Continuing availability and payment parity of 
telemedicine after the pandemic will promote high-
quality cancer care. Other use cases and optimiza-
tion are opportunities to add quality to care delivery 
and improve patient outcomes. ◆
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THE AMERICAN JOURNAL OF MANAGED 
CARE® (AJMC®) recently spoke with Ben 
Isgur, Health Research Institute Leader at 
PricewaterhouseCoopers, or PwC.

AJMC®: As a response to the coronavirus disease 
2019 (COVID-19) pandemic, virtual care has 
expanded exponentially, aided by health insurance 
companies who waived telehealth copays for non–
COVID-related issues. Now, some private health 
insurance companies have moved to stop waiving 
telehealth. Can you explain why some private health 
insurers are choosing to end these waivers?

ISGUR: First of all, I think you made a great point, 
which is we have seen a large explosion in the use 
of telehealth because of the pandemic. In fact, at 
the height of the spring months of the pandemic, 
our own studies showed that more than 16 million 
Americans had a virtual visit for the very first time, 
and that included people all across the spectrum in 
terms of their insurance status—from the uninsured, 
to Medicaid and Medicare, to those with employer- 
sponsored plans.

The question is, why was there so much use 
during the pandemic? Well, the main reason was 
because that was the way to get a health visit at that 

time. And so, the government and many payers 
decided to act and to reduce cost sharing—in 
some cases, there was no cost sharing at all, for a 
telehealth visit. Now we’re seeing that change, and 
what I could say is, if you look at the history of most 
benefit plans, typically, there is going to be some 
cost sharing in some way. Either people have a 
deductible, or they have co-pays or coinsurance, or 
maybe a combination of all 3—modern day health 
plans, almost all of them have cost sharing.

What cost sharing does is—it manages utilization. 
So, the idea being that when something is free, that 
there is sometimes someone could consider that there 
might be overuse. So, you almost induce demand, 
because there’s no cost sharing at the point of care. As 
we’ve moved farther into this virtual health world and 
the pandemic [continues], there are some payers that 
are putting cost sharing back, and [this] leads us to 
the fact that we might have lower utilization of virtual 
health over the next few months as a result.

AJMC®: How can this decision to end telehealth 
waivers impact overall health care costs for patients 
and employers? 

ISGUR: Well, I think that last point is the big question, 
and that is deferral of care. Anytime a barrier is put 

up, and a barrier can be cost sharing, a barrier could 
be access, and you have less care. We have to try to 
understand: was that care that was actually needed? 
And it was going to prevent something that can be 
much more costly down the line, like an emergency 
room visit or hospitalization, or was it care that 
really wasn’t needed?

These are questions that the health system 
has dealt with even prior to the pandemic. 
Many employer-based health plans—and health 
plans that are offered in the health insurance 
exchanges—have a lot of cost sharing, and that 
cost sharing has gone up over time. Our own 
studies have shown that as that cost sharing 
goes up, utilization goes down, and people are 
forgoing care. 

It can be very concerning when you’re managing 
the health of an employee population or a commu-
nity when you’re starting to see that people are no 
longer having that same access....Going forward, as 
telehealth and virtual health visits go back to having 
some cost sharing, it will be important to watch 
what happens to people’s health; some consumers 
aren’t really yet ready to go back to a lot of in-person 
visits....[Telehealth] is the way they’re getting access, 
and that’s important, especially for people who have 
chronic conditions. ◆

How Halting Telehealth Waivers May Impact Cost,  
Deferral in Care

MATTHEW GAVIDIA
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Introduction
It is estimated that the coronavirus disease 2019 (COVID-19) 
pandemic generated at least $202.6 billion in losses for health care 
systems and hospitals during the first 4 months of the public health 
crisis.1 From the start of the pandemic to the end of April, there was 
a nearly 60% decline in ambulatory care.2 It is anticipated that the 
reduction in health care utilization will more than cover the incre-
mental costs of testing for and treating COVID-19.3 However, such 
reductions in utilization, chiefly in preventive care in oncology, 
may have ripple effects, leading to delayed diagnosis, stage migra-
tion, and the potential for increased morbidity and mortality.4

This impact can vary by geography as well as differ based on 
the type of care. It was identified that breast cancer screenings 
had declined by as much as 86% by the end of April, followed 
by increased volume since then.3 An initial report in oncology 
demonstrated a nearly 40% drop in new patient visits for commu-
nity oncology practices.5

However, it is not clearly understood how 
community-based care has been impacted across 
the various specialties—especially oncology. The 
implication for patient outcomes will need to be 
evaluated for the foreseeable future. To assist in 
putting the impact into perspective, we will share 
the results of a national survey to understand the 
impact and recovery of the initial wave of COVID-19 
on specialty practices.

Study Design and Methods
We conducted an electronic survey of specialty 
practices across the United States. These practices 
encompassed the following specialties: oncology; 
retina and ophthalmology (referred to as vision 
practices); rheumatology, gastroenterology, urology, 
and neurology (referred to as other large specialty 
practices); and other clinics such as orthopedics and 
acute care. The survey consisted of up to 22 ques-
tions that compared the impact of COVID-19 on key 
performance measures, the adoption of operational 
enhancements, and federal stimulus between the 
initial observation period of March 15, 2020, to May 
15, 2020, and the next 90-day period of May 16, 2020, 
to August 15, 2020. The survey was conducted at the 
end of the second period over a 15-day period.

The survey was distributed to practice adminis-
trators of 1500 specialty practices geographically 
dispersed. This anonymous survey was conducted 
through the QuestionPro survey service and 
analyzed using descriptive statistics. Survey 
responses were compared with both electronic 
medical record and practice billing information to 
address any potential response biases.

Results
A total of 155 specialty practices participated in the 
survey. Of these, 46% were oncology community 
practices. Vision and other large specialty practices 

represented 21% each. Approximately 74% of practices had 1 to 6 
physicians. The majority were in suburban locations, with varied 
geographic distribution among the specialties. These differences 
are illustrated in Table 1.

Overall, more than 50% of specialty practices experienced at 
least a 30% decline in total patient volume within the initial 60-day 
period, while approximately 38% of oncology practices saw similar 
declines as displayed in Table 2. More than 70% of practices have 
seen improvements in patient volume since the middle of May. 
One of the primary drivers in the initial decline between March 15 
and May 15 was the decline in new patient visits; more than 50% of 
practices had a decline of greater than 30%. Similar declines were 
seen in 43% of oncology practices. Oncology practices observed 
the greatest level of rebound with 77% having improvements 
in the second observation period. Although the other specialty 
segments saw patient volumes increase, the majority were starting »
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ABSTRACT

OBJECTIVES: Typically, a community-based specialty practice is 
prepared for a limited public health crisis that is driven by a natural 
disaster or a localized environment event. This article describes the 
unexpected impact that the coronavirus disease 2019 (COVID-19) 
pandemic has had on community-based specialty practices across 
the United States, especially oncology practices. 

STUDY DESIGN AND METHODS: We conducted an electronic 
national survey of community-based specialty practice administra-
tors to determine the impact of COVID-19 on their practices and 
their ability to manage through a global pandemic. The 22-ques-
tion survey focused on an initial observation period of March 15, 
2020, to May 15, 2020, compared with a second period of May 16, 
2020, to August 15, 2020. 

RESULTS: Oncology practices accounted for 46% of the 155 
specialty practices that participated in the survey. Overall, 57% 
of respondents saw at least a 30% decline in total patient volume 
and/or financial impact during the initial observation period, 
compared with a 38% decline for the oncology practices. More 
than 70% of all practices experienced improvement after May 
15, 2020, with at least 60% improving regardless of specialty. 
The initial decline was primarily driven by declines in new patient 
volume and procedures. Approximately 62% of practices antici-
pate a moderate-to-significant impact on patient outcomes over 
the next 12 months. The impact expected was slightly higher in 
retina and ophthalmology practices than oncology.

CONCLUSIONS: Although unexpectedly impacted in delivering 
care for their patients, specialty practices generally and oncology 
practices especially have been resilient by leveraging federal funds 
and adopting operational enhancements. 
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from a more significant deficit. The declines of more 
than 30% in existing patient encounters were seen 
in 39% and 72% of oncology and vision practices, 
respectively. In the second observation period, 
approximately 69% of practices had experienced 
some level of improvement, with at least 45% of 
oncology practices returning to normal patient 
volumes within the second period. 

The majority of oncology practices had less than 
a 30% decline in oncology drug infusions (79%) and 
nononcology drug infusions (67%) during the initial 
period. Increases in drug infusions were experienced 
in at least 46% of oncology practices during the 
second period. Approximately 57% of other specialty 
practices had less than 30% declines in medication 
infusions during the initial period with improve-
ments observed in 66% of these practices. Increases 
in medical and diagnostic procedure volume was 
observed in 68% and 73% of vision and other large 
specialty practices, respectively. Less than 20% of 
practices with in-office dispensing capabilities saw 
significant declines of more than 30%. Of those, 50% 
of the other large specialty practices continued to be 
impacted compared with 3% of oncology practices.

Only 42 participating practices conducted clinical 
trials. Of these, a reduction of more than 30% of new 
patient enrollment occurred in 26% of practices, 
and 12% of practices saw a similar reduction in 

scheduled patient trial encounters. Oncology 
practices were the least impacted from new patient 
enrollment. Trial enrollment had still only improved 
for 35% through mid-August.

Delays in diagnosis and treatment can have 
substantial impact on patient outcomes. Based on 
the participating practices, approximately 62% of 
respondents feel there will be a moderate-to-sig-
nificant impact on patient outcomes over the next 
12 months. This was consistent across all specialty 
segments as demonstrated in the Figure. 

The adoption of telemedicine for care delivery was 
a significant advancement. Approximately 72% of 
practices implemented telehealth services within the 
first 30 days of the pandemic. However, more than 
60% of vision practices did not use these services 
due to their inability to conduct the appropriate 
patient assessments through this technology. Other 
than in vision practices, telemedicine was primarily 
used for follow-up visits due to similar challenges. 
Seventy-eight percent of practices were using secure, 
Health Insurance Portability and Accountability 
Act-compliant telemedicine platforms.

At least 70% of responding practices (Table 3) were 
able to use federal stimulus relief; the most common 
was the Paycheck Protection Program. This included 
67% of oncology practices. The initial Provider 
Relief Fund program, the next most frequently used 

program, was used by 51% of all practices and 54% of 
oncology practices. Approximately 59% of oncology 
practices are still not sure that the federal stimulus 
programs will be enough to cover unexpected opera-
tional expenses for another 6 to 9 months. Only 28% 
of all practices felt it would be sufficient to cover these 
expenses through the next wave of the pandemic.

More than 80% of each specialty practice segment 
has adopted necessary COVID-19 testing and return-
to-work protocols. However, 30% felt that their 
practices were not prepared to address the Families 
First Coronavirus Response Act requirements.

Overall, the highest ranked activity practice desired 
to have in place in 2021 was the forgiveness of all 
Paycheck Protection Program payments. However, 
oncology and other large specialty practices felt 
that telehealth at reasonable reimbursement was 
the most important, followed closely by Part B drug 
sequestration relief for oncology practices.

Discussion 
Based on the results of this national survey, we have 
seen how resilient our community-based specialty 
practices are. Although all were challenged with 
the initial onslaught of the COVID-19 constraints, 
they collectively identified ways to modify their 
operational approaches. The government took steps 
to allow for broader use of telemedicine, which most 
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TABLE 1. Practice Attributes of National Survey Respondents

Practice attributes Overall Oncology Vision
Other large 
specialties

Other clinics

# survey participants 155 71 32 32 20

Practice size

1-6 MDs 73% 75% 78% 75% 60%

7-14 MDs 14% 10% 22% 19% 5%

15-30 MDs 7% 7% 6% 15%

31-60 MDs 4% 4% 15%

60+ MDs 2% 3% 5%

Practice location setting

Rural 17% 17% 13% 16% 30%

Suburban 42% 49% 38% 38% 30%

Urban 19% 18% 28% 16% 15%

Metropolitan 19% 14% 19% 28% 20%

Combination of above 3% 1% 3% 3% 5%

Practice geographic region

Northeast 21% 6% 41% 44% 5%

Southeast 23% 31% 19% 9% 25%

Midwest 27% 41% 16% 6% 30%

Southwest 5% 3% 6% 9% 5%

West 24% 20% 19% 31% 35%

Other clinic: orthopedics, acute care; other large specialty practices: rheumatology, gastroenterology, urology, neurology; 
vision practices: retina, ophthalmology.

TABLE 2. Impact on Practice Performance Measures

Performance measure  
(measured as >30% decline)

Overall Oncology Vision
Other large 
specialties

Other 
clinics

Total practice volume

Period 1: >30% decline 58% 38% 88% 74% 50%

Period 2: >30% decline 24% 8% 36% 43% 36%

% with improvement 72% 77% 72% 62% 64%

New patient volume

Period 1: >30% decline 52% 45% 68% 46% 58%

Period 2: >30% decline 19% 10% 28% 23% 36%

% with improvement 67% 77% 60% 55% 64%

Existing patient volume

Period 1: >30% decline 53% 39% 72% 64% 50%

Period 2: >30% decline 24% 6% 40% 35% 50%

% with improvement 69% 73% 68% 70% 50%

Oncology infusions in oncology practices

Period 1: >30% decline 15%

Period 2: >30% decline 6%

% with improvement 46%

Nononcology infusions in oncology practices

Period 1: >30% decline 22%

Period 2: >30% decline 9%

% with improvement 55%

Medication infusions in nononcology practices

Period 1: >30% decline 63% 41% 20%

Period 2: >30% decline 38% 19% 20%

% with improvement 38% 75% 80%

Other clinic: orthopedics, acute care; other large specialty practices: rheumatology, gastroenterology, urology, neurology; 
vision practices: retina, ophthalmology.
Period 1, March 15, 2020, to May 15, 2020; Period 2, May 16, 2020, to August 15, 2020.
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specialty practices adopted within the first 30 days 
of the pandemic. However, not all specialties were 
able to leverage telemedicine to the same level of 
operations due to the complexity of new patient 
assessments and some types of follow-up visits, 
especially in patients with retinal disorders and 
cancer. It is estimated that one-third of older adults 
are still not ready to use telemedicine,6 which has 
continued implications for oncology and vision-
based specialties.

New patient visits, both from a conduct and 
referral perspective, have had significant impact on 
specialty practices. Some reports have published 
declines of up to 47% in patient visits for oncology 
practices by the beginning of April, with 20% 
improvement by early May.2 Recently analyzed 
information of 104 oncology practices who utilize 
InfoDive showed that oncology practices had seen 
an average decline of 30% in new patients by end 
of April and have rebounded back to  6% below the 
rates in February. New patient visits declined by 
44.6% and 68.0% in April for urology and vision prac-
tices, respectively, compared with February. And, 
those practices have come back to within 6.3% and 
12.3% of their pre–COVID-19 new patient volumes.7

This situation translated into an average decline 
in reimbursement of 17.1%, with the most signifi-
cantly impacted practices being those that conduct 
surgical and medical procedures, including ortho-
pedic, urology, and vision practices. Approximately 
35% of oncology practices observed declines in 
reimbursement within the first period, while 37% 
were still dealing with declines in August compared 
with pre–COVID-19 reimbursement rates. These 
declines can be attributed to the delays in cancer 
screening and diagnostic procedures that result in 
new patient referrals. Weekly visits to oncologists 
are approximately 2% below prepandemic levels, 

compared with improvements of 4% for ophthal-
mology and urology.8

Conclusions
The impact on specialty practices is widely varied 
based on the type of services provided. Those 
specialties that are primarily delivering medical care 
along with drug administrations were less impacted 
initially; however, they continue to be challenged 
with the delays in newly diagnosed patients. Those 
practices whose services are primarily associated 
with surgical or medical procedures were able to 
rebound quickly once state and local restrictions 
were removed. Although at least 70% of surveyed 
practices reported utilization of federal stimulus 
packages, only about 30% felt some form of these 
options should be available in 2021. Some consider-
ations should be made for these variations in service 
delivery. Importantly, the majority of community-on-
cology based practices maintained the best possible 
access to patient care, implementing and using 
telehealth services more frequently than institutional 
health systems did. However, hospital systems were 
extremely involved in the actual care of acutely ill 
patients with COVID-19. Regardless, the majority of 
community practices were able to remain open and 
to provide some level of service, unlike those within 
the hospital and health system settings.4 Continued 
focus of key activities should be strongly considered 
to strengthen oncology practices throughout the 
pandemic, including but not limited to elimination 
of sequester to part B drugs; securing telehealth 
reimbursement at reasonable levels; continued 
government financial assistance with personal 
protective equipment costs; and reducing barriers 
to screening procedures for prevention of cancer by 
payors, such as elimination of co-pays or suspension 
of prior authorization processes that delay care. ◆
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TABLE 3. Federal Stimulus Utilization

Federal stimulus program Overall Oncology

Initial Provider Relief Fund

Participated in 2020 51% 54%

Want in 2021 31% 28%

Medicare Accelerated Payment Program

Participated in 2020 31% 30%

Want in 2021 27% 24%

Paycheck Protection Program

Participated in 2020 71% 67%

Want in 2021 31% 17%

Economic Injury Disaster Loan

Participated in 2020 10% 7%

Want in 2021 21% 15%

Small Business Loan

Participated in 2020 7% 2%

Want in 2021 21% 17%

New Provider Relief Fund (as of April 26, 2020)

Participated in 2020 7% 2%

Want in 2021 20% 13%

FIGURE. Anticipated Impact on Patient Outcomes

Other clinic: orthopedics, acute care; other large specialty practices: rheumatology, gastroenterology, urology, neurology; vision practices: retina, ophthalmology.
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DARZALEX FASPRO™ (daratumumab and hyaluronidase-fihj):
subcutaneous administration in ~3 to 5 minutes1

Approved across 5 indications spanning a wide range 
of multiple myeloma patients1

SAME POWERFUL EFFICACY.
FASTER ADMINISTRATION.1,2*

DARZALEX FASPRO™ (daratumumab and hyaluronidase-fihj):
subcutaneous administration in ~3 to 5 minutes1

SAME POWERFUL EFFICACY.

INDICATIONS
DARZALEX FASPRO™ is indicated for the treatment of adult patients 
with multiple myeloma:
•  in combination with bortezomib, melphalan and prednisone in 

newly diagnosed patients who are ineligible for autologous stem 
cell transplant

•  in combination with lenalidomide and dexamethasone in newly 
diagnosed patients who are ineligible for autologous stem cell 
transplant and in patients with relapsed or refractory multiple 
myeloma who have received at least one prior therapy

•  in combination with bortezomib and dexamethasone in patients 
who have received at least one prior therapy

•  as monotherapy, in patients who have received at least three 
prior lines of therapy including a proteasome inhibitor (PI) and an 
immunomodulatory agent or who are double-refractory to a PI 
and an immunomodulatory agent 

IMPORTANT SAFETY INFORMATION 
CONTRAINDICATIONS 
DARZALEX FASPRO™ (daratumumab and hyaluronidase-fihj) is 
contraindicated in patients with a history of severe hypersensitivity 
to daratumumab, hyaluronidase or any of the components of 
the formulation. 

WARNINGS AND PRECAUTIONS 
Hypersensitivity and Other Administration Reactions 
Both systemic administration-related reactions, including severe 
or life-threatening reactions, and local injection-site reactions can 
occur with DARZALEX FASPRO™. 

Systemic Reactions
In a pooled safety population of 490 patients who received 
DARZALEX FASPRO™ as monotherapy or in combination, 
11% of patients experienced a systemic administration-related 

reaction (Grade 2: 3.9%, Grade 3: 1.4%). Systemic administration-related 
reactions occurred in 10% of patients with the first injection, 0.2% 
with the second injection, and cumulatively 0.8% with subsequent 
injections. The median time to onset was 3.7 hours (range: 
9 minutes to 3.5 days). Of the 84 systemic administration-related 
reactions that occurred in 52 patients, 73 (87%) occurred on 
the day of DARZALEX FASPRO™ administration. Delayed systemic 
administration-related reactions have occurred in less than 
1% of the patients. 
Severe reactions included hypoxia, dyspnea, hypertension 
and tachycardia. Other signs and symptoms of systemic 
administration-related reactions may include respiratory 
symptoms, such as bronchospasm, nasal congestion, cough, 
throat irritation, allergic rhinitis, and wheezing, as well as 
anaphylactic reaction, pyrexia, chest pain, pruritis, chills, 
vomiting, nausea, and hypotension. 
Pre-medicate patients with histamine-1 receptor antagonist, 
acetaminophen and corticosteroids. Monitor patients for systemic 
administration-related reactions, especially following the first 
and second injections. For anaphylactic reaction or life-threatening 
(Grade 4) administration-related reactions, immediately and 
permanently discontinue DARZALEX FASPRO™. Consider 
administering corticosteroids and other medications after 
the administration of DARZALEX FASPRO™ depending on dosing 
regimen and medical history to minimize the risk of delayed 
(defined as occurring the day after administration) systemic 
administration-related reactions. 

Local Reactions 
In this pooled safety population, injection-site reactions 
occurred in 8% of patients, including Grade 2 reactions in 0.6%. 
The most frequent (>1%) injection-site reaction was injection site 
erythema. These local reactions occurred a median of 7 minutes 
(range: 0 minutes to 4.7 days) after starting administration of 
DARZALEX FASPRO™. Monitor for local reactions and consider 
symptomatic management. 
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~3 to 5 minute administration
•   Subcutaneous injection is substantially faster 

than intravenous daratumumab1,2

The recommended dose of DARZALEX FASPRO™

is 1,800 mg daratumumab and 30,000 units 
hyaluronidase administered subcutaneously 
over ~3 to 5 minutes. DARZALEX FASPRO™

is for subcutaneous use only. Do not 
administer intravenously.1

See the Dosage and Administration section 
of the Prescribing Information for dosing 
considerations and dosing schedules for 
approved regimens.

See Important Safety Information below for  
hypersensitivity and administration reactions, 
pre-medication and post-medication 
requirements, and other important 
considerations for use of DARZALEX FASPRO™.

Efficacy consistent with 
intravenous daratumumab
•  DARZALEX FASPRO™ demonstrated a 

non-inferior overall response rate (ORR)
vs intravenous daratumumab in 
an open-label, randomized study 
assessing monotherapy in 522 patients1

 –  ORR was 41% (95% CI: 35%, 47%) for 
DARZALEX FASPRO™ (n=263) and 37% 
(95% CI: 31%, 43%) for intravenous 
daratumumab (n=259)1

 –  Eligible patients were required to have 
relapsed or refractory multiple myeloma 
who had received ≥3 prior lines of therapy 
including a proteasome inhibitor (PI) and 
an immunomodulatory agent or who 
were double-refractory to a PI and an 
immunomodulatory agent1

•  In a single arm of a multicohort, open-label 
trial, DARZALEX FASPRO™ with lenalidomide 
and dexamethasone (DRd) was evaluated 
in 65 patients with multiple myeloma who 
had received ≥1 prior multiple myeloma 
therapy. The ORR was 91% (95% CI: 81%, 97%)1

•  In a single arm of a multicohort, open-label 
trial, DARZALEX FASPRO™ with bortezomib, 
melphalan, and prednisone (DVMP) 
was evaluated in 67 patients with newly 
diagnosed multiple myeloma who were 
ineligible for a transplant. The ORR was 88%
(95% CI: 78%, 95%)1

Fewer systemic ARRs vs 
intravenous daratumumab
•  Nearly 3x reduction in systemic 

administration-related reactions† (ARRs) 
with DARZALEX FASPRO™ vs intravenous 
daratumumab observed in the COLUMBA 
trial (13% of patients on DARZALEX FASPRO™

had a systemic ARR of any grade vs 34% 
with intravenous daratumumab)1,3

•  Both systemic ARRs, including severe 
or life-threatening reactions, and local 
injection-site reactions can occur with 
DARZALEX FASPRO™. See Important Safety 
Information for more details1

~3 to 5 minute administration
•   Subcutaneous injection is substantially faster 

Efficacy consistent with 
intravenous daratumumab

Fewer systemic ARRs vs 
intravenous daratumumab

DARZALEX FASPRO™: For a strong start to their treatment journey

 Contact your Oncology 
Specialist to learn more 
about DARZALEX FASPRO™

Get the latest data 
and information at 
darzalexhcp.com/faspro

 *For intravenous daratumumab, median durations 
of 16 mg/kg infusions for the fi rst, second, and 
subsequent infusions were approximately 7, 4, 
and 3 hours, respectively.2

 †In clinical trials of DARZALEX FASPRO™, 
DARZALEX® (daratumumab), and the 
Prescribing Information for DARZALEX®, 
the term “infusion reactions” was used instead 
of “systemic administration-related reactions.”

Neutropenia 
Daratumumab may increase neutropenia induced by background 
therapy. Monitor complete blood cell counts periodically during 
treatment according to manufacturer’s prescribing information 
for background therapies. Monitor patients with neutropenia for 
signs of infection. Consider withholding DARZALEX FASPRO™ until 
recovery of neutrophils. In lower body weight patients receiving 
DARZALEX FASPRO™, higher rates of Grade 3-4 neutropenia 
were observed. 

Thrombocytopenia 
Daratumumab may increase thrombocytopenia induced 
by background therapy. Monitor complete blood cell counts 
periodically during treatment according to manufacturer’s 
prescribing information for background therapies. Consider 
withholding DARZALEX FASPRO™ until recovery of platelets.

Embryo-Fetal Toxicity 
Based on the mechanism of action, DARZALEX FASPRO™ can 
cause fetal harm when administered to a pregnant woman. 
DARZALEX FASPRO™ may cause depletion of fetal immune cells and 
decreased bone density. Advise pregnant women of the potential 
risk to a fetus. Advise females with reproductive potential to use 
effective contraception during treatment with DARZALEX FASPRO™

and for 3 months after the last dose. 
The combination of DARZALEX FASPRO™ with lenalidomide is 
contraindicated in pregnant women, because lenalidomide may 
cause birth defects and death of the unborn child. Refer to the 
lenalidomide prescribing information on use during pregnancy. 

Interference with Serological Testing 
Daratumumab binds to CD38 on red blood cells (RBCs) and results 
in a positive Indirect Antiglobulin Test (Indirect Coombs test). 
Daratumumab-mediated positive indirect antiglobulin test may 
persist for up to 6 months after the last daratumumab administration. 
Daratumumab bound to RBCs masks detection of antibodies to 
minor antigens in the patient’s serum. The determination of 
a patient’s ABO and Rh blood type are not impacted. 

Notify blood transfusion centers of this interference with serological 
testing and inform blood banks that a patient has received 
DARZALEX FASPRO™. Type and screen patients prior to starting 
DARZALEX FASPRO™. 

Interference with Determination of Complete Response 
Daratumumab is a human IgG kappa monoclonal antibody that 
can be detected on both the serum protein electrophoresis (SPE) 
and immunofixation (IFE) assays used for the clinical monitoring 
of endogenous M-protein. This interference can impact the 
determination of complete response and of disease progression 
in some DARZALEX FASPRO™-treated patients with IgG kappa 
myeloma protein.

ADVERSE REACTIONS 
The most common adverse reaction (≥20%) with DARZALEX FASPRO™

monotherapy is: upper respiratory tract infection. The most 
common adverse reactions with combination therapy (≥20% for 
any combination) include fatigue, nausea, diarrhea, dyspnea, 
insomnia, pyrexia, cough, muscle spasms, back pain, vomiting, 
upper respiratory tract infection, peripheral sensory neuropathy, 
constipation, and pneumonia. 
The most common hematology laboratory abnormalities (≥40%) 
with DARZALEX FASPRO™ are: decreased leukocytes, decreased 
lymphocytes, decreased neutrophils, decreased platelets, and 
decreased hemoglobin. 

Please see Brief Summary on adjacent pages.
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DARZALEX FASPRO™ (daratumumab and hyaluronidase-fihj):
subcutaneous administration in ~3 to 5 minutes1

Approved across 5 indications spanning a wide range 
of multiple myeloma patients1

SAME POWERFUL EFFICACY.
FASTER ADMINISTRATION.1,2*

DARZALEX FASPRO™ (daratumumab and hyaluronidase-fihj):
subcutaneous administration in ~3 to 5 minutes1

SAME POWERFUL EFFICACY.

INDICATIONS
DARZALEX FASPRO™ is indicated for the treatment of adult patients 
with multiple myeloma:
•  in combination with bortezomib, melphalan and prednisone in 

newly diagnosed patients who are ineligible for autologous stem 
cell transplant

•  in combination with lenalidomide and dexamethasone in newly 
diagnosed patients who are ineligible for autologous stem cell 
transplant and in patients with relapsed or refractory multiple 
myeloma who have received at least one prior therapy

•  in combination with bortezomib and dexamethasone in patients 
who have received at least one prior therapy

•  as monotherapy, in patients who have received at least three 
prior lines of therapy including a proteasome inhibitor (PI) and an 
immunomodulatory agent or who are double-refractory to a PI 
and an immunomodulatory agent 

IMPORTANT SAFETY INFORMATION 
CONTRAINDICATIONS 
DARZALEX FASPRO™ (daratumumab and hyaluronidase-fihj) is 
contraindicated in patients with a history of severe hypersensitivity 
to daratumumab, hyaluronidase or any of the components of 
the formulation. 

WARNINGS AND PRECAUTIONS 
Hypersensitivity and Other Administration Reactions 
Both systemic administration-related reactions, including severe 
or life-threatening reactions, and local injection-site reactions can 
occur with DARZALEX FASPRO™. 

Systemic Reactions
In a pooled safety population of 490 patients who received 
DARZALEX FASPRO™ as monotherapy or in combination, 
11% of patients experienced a systemic administration-related 

reaction (Grade 2: 3.9%, Grade 3: 1.4%). Systemic administration-related 
reactions occurred in 10% of patients with the first injection, 0.2% 
with the second injection, and cumulatively 0.8% with subsequent 
injections. The median time to onset was 3.7 hours (range: 
9 minutes to 3.5 days). Of the 84 systemic administration-related 
reactions that occurred in 52 patients, 73 (87%) occurred on 
the day of DARZALEX FASPRO™ administration. Delayed systemic 
administration-related reactions have occurred in less than 
1% of the patients. 
Severe reactions included hypoxia, dyspnea, hypertension 
and tachycardia. Other signs and symptoms of systemic 
administration-related reactions may include respiratory 
symptoms, such as bronchospasm, nasal congestion, cough, 
throat irritation, allergic rhinitis, and wheezing, as well as 
anaphylactic reaction, pyrexia, chest pain, pruritis, chills, 
vomiting, nausea, and hypotension. 
Pre-medicate patients with histamine-1 receptor antagonist, 
acetaminophen and corticosteroids. Monitor patients for systemic 
administration-related reactions, especially following the first 
and second injections. For anaphylactic reaction or life-threatening 
(Grade 4) administration-related reactions, immediately and 
permanently discontinue DARZALEX FASPRO™. Consider 
administering corticosteroids and other medications after 
the administration of DARZALEX FASPRO™ depending on dosing 
regimen and medical history to minimize the risk of delayed 
(defined as occurring the day after administration) systemic 
administration-related reactions. 

Local Reactions 
In this pooled safety population, injection-site reactions 
occurred in 8% of patients, including Grade 2 reactions in 0.6%. 
The most frequent (>1%) injection-site reaction was injection site 
erythema. These local reactions occurred a median of 7 minutes 
(range: 0 minutes to 4.7 days) after starting administration of 
DARZALEX FASPRO™. Monitor for local reactions and consider 
symptomatic management. 
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~3 to 5 minute administration
•   Subcutaneous injection is substantially faster 

than intravenous daratumumab1,2

The recommended dose of DARZALEX FASPRO™

is 1,800 mg daratumumab and 30,000 units 
hyaluronidase administered subcutaneously 
over ~3 to 5 minutes. DARZALEX FASPRO™

is for subcutaneous use only. Do not 
administer intravenously.1

See the Dosage and Administration section 
of the Prescribing Information for dosing 
considerations and dosing schedules for 
approved regimens.

See Important Safety Information below for  
hypersensitivity and administration reactions, 
pre-medication and post-medication 
requirements, and other important 
considerations for use of DARZALEX FASPRO™.

Efficacy consistent with 
intravenous daratumumab
•  DARZALEX FASPRO™ demonstrated a 

non-inferior overall response rate (ORR)
vs intravenous daratumumab in 
an open-label, randomized study 
assessing monotherapy in 522 patients1

 –  ORR was 41% (95% CI: 35%, 47%) for 
DARZALEX FASPRO™ (n=263) and 37% 
(95% CI: 31%, 43%) for intravenous 
daratumumab (n=259)1

 –  Eligible patients were required to have 
relapsed or refractory multiple myeloma 
who had received ≥3 prior lines of therapy 
including a proteasome inhibitor (PI) and 
an immunomodulatory agent or who 
were double-refractory to a PI and an 
immunomodulatory agent1

•  In a single arm of a multicohort, open-label 
trial, DARZALEX FASPRO™ with lenalidomide 
and dexamethasone (DRd) was evaluated 
in 65 patients with multiple myeloma who 
had received ≥1 prior multiple myeloma 
therapy. The ORR was 91% (95% CI: 81%, 97%)1

•  In a single arm of a multicohort, open-label 
trial, DARZALEX FASPRO™ with bortezomib, 
melphalan, and prednisone (DVMP) 
was evaluated in 67 patients with newly 
diagnosed multiple myeloma who were 
ineligible for a transplant. The ORR was 88%
(95% CI: 78%, 95%)1

Fewer systemic ARRs vs 
intravenous daratumumab
•  Nearly 3x reduction in systemic 

administration-related reactions† (ARRs) 
with DARZALEX FASPRO™ vs intravenous 
daratumumab observed in the COLUMBA 
trial (13% of patients on DARZALEX FASPRO™

had a systemic ARR of any grade vs 34% 
with intravenous daratumumab)1,3

•  Both systemic ARRs, including severe 
or life-threatening reactions, and local 
injection-site reactions can occur with 
DARZALEX FASPRO™. See Important Safety 
Information for more details1

~3 to 5 minute administration
•   Subcutaneous injection is substantially faster 

Efficacy consistent with 
intravenous daratumumab

Fewer systemic ARRs vs 
intravenous daratumumab

DARZALEX FASPRO™: For a strong start to their treatment journey

 Contact your Oncology 
Specialist to learn more 
about DARZALEX FASPRO™

Get the latest data 
and information at 
darzalexhcp.com/faspro

 *For intravenous daratumumab, median durations 
of 16 mg/kg infusions for the fi rst, second, and 
subsequent infusions were approximately 7, 4, 
and 3 hours, respectively.2

 †In clinical trials of DARZALEX FASPRO™, 
DARZALEX® (daratumumab), and the 
Prescribing Information for DARZALEX®, 
the term “infusion reactions” was used instead 
of “systemic administration-related reactions.”

Neutropenia 
Daratumumab may increase neutropenia induced by background 
therapy. Monitor complete blood cell counts periodically during 
treatment according to manufacturer’s prescribing information 
for background therapies. Monitor patients with neutropenia for 
signs of infection. Consider withholding DARZALEX FASPRO™ until 
recovery of neutrophils. In lower body weight patients receiving 
DARZALEX FASPRO™, higher rates of Grade 3-4 neutropenia 
were observed. 

Thrombocytopenia 
Daratumumab may increase thrombocytopenia induced 
by background therapy. Monitor complete blood cell counts 
periodically during treatment according to manufacturer’s 
prescribing information for background therapies. Consider 
withholding DARZALEX FASPRO™ until recovery of platelets.

Embryo-Fetal Toxicity 
Based on the mechanism of action, DARZALEX FASPRO™ can 
cause fetal harm when administered to a pregnant woman. 
DARZALEX FASPRO™ may cause depletion of fetal immune cells and 
decreased bone density. Advise pregnant women of the potential 
risk to a fetus. Advise females with reproductive potential to use 
effective contraception during treatment with DARZALEX FASPRO™

and for 3 months after the last dose. 
The combination of DARZALEX FASPRO™ with lenalidomide is 
contraindicated in pregnant women, because lenalidomide may 
cause birth defects and death of the unborn child. Refer to the 
lenalidomide prescribing information on use during pregnancy. 

Interference with Serological Testing 
Daratumumab binds to CD38 on red blood cells (RBCs) and results 
in a positive Indirect Antiglobulin Test (Indirect Coombs test). 
Daratumumab-mediated positive indirect antiglobulin test may 
persist for up to 6 months after the last daratumumab administration. 
Daratumumab bound to RBCs masks detection of antibodies to 
minor antigens in the patient’s serum. The determination of 
a patient’s ABO and Rh blood type are not impacted. 

Notify blood transfusion centers of this interference with serological 
testing and inform blood banks that a patient has received 
DARZALEX FASPRO™. Type and screen patients prior to starting 
DARZALEX FASPRO™. 

Interference with Determination of Complete Response 
Daratumumab is a human IgG kappa monoclonal antibody that 
can be detected on both the serum protein electrophoresis (SPE) 
and immunofixation (IFE) assays used for the clinical monitoring 
of endogenous M-protein. This interference can impact the 
determination of complete response and of disease progression 
in some DARZALEX FASPRO™-treated patients with IgG kappa 
myeloma protein.

ADVERSE REACTIONS 
The most common adverse reaction (≥20%) with DARZALEX FASPRO™

monotherapy is: upper respiratory tract infection. The most 
common adverse reactions with combination therapy (≥20% for 
any combination) include fatigue, nausea, diarrhea, dyspnea, 
insomnia, pyrexia, cough, muscle spasms, back pain, vomiting, 
upper respiratory tract infection, peripheral sensory neuropathy, 
constipation, and pneumonia. 
The most common hematology laboratory abnormalities (≥40%) 
with DARZALEX FASPRO™ are: decreased leukocytes, decreased 
lymphocytes, decreased neutrophils, decreased platelets, and 
decreased hemoglobin. 

Please see Brief Summary on adjacent pages.
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DARZALEX FASPRO™ (daratumumab and hyaluronidase-fihj) injection, for subcutaneous use
Brief Summary of Full Prescribing Information

INDICATIONS AND USAGE
DARZALEX FASPRO is indicated for the treatment of adult patients with multiple myeloma:
• in combination with bortezomib, melphalan and prednisone in newly diagnosed patients who are 

ineligible for autologous stem cell transplant.
• in combination with lenalidomide and dexamethasone in newly diagnosed patients who are ineligible 

for autologous stem cell transplant and in patients with relapsed or refractory multiple myeloma who 
have received at least one prior therapy.

• in combination with bortezomib and dexamethasone in patients who have received at least one prior 
therapy.

• as monotherapy, in patients who have received at least three prior lines of therapy including a 
proteasome inhibitor (PI) and an immunomodulatory agent or who are double-refractory to a PI and an 
immunomodulatory agent.

CONTRAINDICATIONS
DARZALEX FASPRO is contraindicated in patients with a history of severe hypersensitivity to daratumumab, 
hyaluronidase or any of the components of the formulation [see Warnings and Precautions and Adverse 
Reactions].
WARNINGS AND PRECAUTIONS
Hypersensitivity and Other Administration Reactions
Both systemic administration-related reactions, including severe or life-threatening reactions, and local 
injection-site reactions can occur with DARZALEX FASPRO.
Systemic Reactions
In a pooled safety population of 490 patients who received DARZALEX FASPRO as monotherapy or in combination, 
11% of patients experienced a systemic administration-related reaction (Grade 2: 3.9%, Grade 3: 1.4%). Systemic 
administration-related reactions occurred in 10% of patients with the first injection, 0.2% with the second 
injection, and cumulatively 0.8% with subsequent injections. The median time to onset was 3.7 hours (range: 
9 minutes to 3.5 days). Of the 84 systemic administration-related reactions that occurred in 52 patients, 73 
(87%) occurred on the day of DARZALEX FASPRO administration. Delayed systemic administration-related 
reactions have occurred in less than 1% of the patients.
Severe reactions included hypoxia, dyspnea, hypertension and tachycardia. Other signs and symptoms 
of systemic administration-related reactions may include respiratory symptoms, such as bronchospasm, 
nasal congestion, cough, throat irritation, allergic rhinitis, and wheezing, as well as anaphylactic reaction, 
pyrexia, chest pain, pruritis, chills, vomiting, nausea, and hypotension.
Pre-medicate patients with histamine-1 receptor antagonist, acetaminophen and corticosteroids 
[see Dosage and Administration (2.3) in Full Prescribing Information]. Monitor patients for systemic 
administration-related reactions, especially following the first and second injections. For anaphylactic 
reaction or life-threatening (Grade 4) administration-related reactions, immediately and permanently 
discontinue DARZALEX FASPRO. Consider administering corticosteroids and other medications after the 
administration of DARZALEX FASPRO depending on dosing regimen and medical history to minimize the risk 
of delayed (defined as occurring the day after administration) systemic administration-related reactions 
[see Dosage and Administration (2.3) in Full Prescribing Information].
Local Reactions
In this pooled safety population, injection-site reactions occurred in 8% of patients, including Grade 2 
reactions in 0.6%. The most frequent (>1%) injection-site reaction was injection site erythema. These local 
reactions occurred a median of 7 minutes (range: 0 minutes to 4.7 days) after starting administration of 
DARZALEX FASPRO. Monitor for local reactions and consider symptomatic management.
Neutropenia
Daratumumab may increase neutropenia induced by background therapy [see Adverse Reactions].
Monitor complete blood cell counts periodically during treatment according to manufacturer’s prescribing 
information for background therapies. Monitor patients with neutropenia for signs of infection. Consider 
withholding DARZALEX FASPRO until recovery of neutrophils. In lower body weight patients receiving 
DARZALEX FASPRO, higher rates of Grade 3-4 neutropenia were observed.
Thrombocytopenia
Daratumumab may increase thrombocytopenia induced by background therapy [see Adverse Reactions].
Monitor complete blood cell counts periodically during treatment according to manufacturer’s prescribing 
information for background therapies. Consider withholding DARZALEX FASPRO until recovery of platelets.
Embryo-Fetal Toxicity
Based on the mechanism of action, DARZALEX FASPRO can cause fetal harm when administered to a 
pregnant woman. DARZALEX FASPRO may cause depletion of fetal immune cells and decreased bone density. 
Advise pregnant women of the potential risk to a fetus. Advise females with reproductive potential to use 
effective contraception during treatment with DARZALEX FASPRO and for 3 months after the last dose [see 
Use in Specific Populations].
The combination of DARZALEX FASPRO with lenalidomide is contraindicated in pregnant women, because 
lenalidomide may cause birth defects and death of the unborn child. Refer to the lenalidomide prescribing 
information on use during pregnancy.
Interference with Serological Testing
Daratumumab binds to CD38 on red blood cells (RBCs) and results in a positive Indirect Antiglobulin Test 
(Indirect Coombs test). Daratumumab-mediated positive indirect antiglobulin test may persist for up to 
6 months after the last daratumumab administration. Daratumumab bound to RBCs masks detection of 
antibodies to minor antigens in the patient’s serum [see References]. The determination of a patient’s ABO 
and Rh blood type are not impacted [see Drug Interactions].
Notify blood transfusion centers of this interference with serological testing and inform blood banks that 
a patient has received DARZALEX FASPRO. Type and screen patients prior to starting DARZALEX FASPRO 
[see Dosage and Administration (2.1) in Full Prescribing Information].
Interference with Determination of Complete Response
Daratumumab is a human IgG kappa monoclonal antibody that can be detected on both the serum protein 
electrophoresis (SPE) and immunofixation (IFE) assays used for the clinical monitoring of endogenous 
M-protein [see Drug Interactions]. This interference can impact the determination of complete response 
and of disease progression in some DARZALEX FASPRO-treated patients with IgG kappa myeloma protein.
ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling:
• Hypersensitivity and Other Administration Reactions [see Warning and Precautions].
• Neutropenia [see Warning and Precautions].
• Thrombocytopenia [see Warning and Precautions].
Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed 
in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and 
may not reflect the rates observed in practice.
Newly Diagnosed Multiple Myeloma
In Combination with Bortezomib, Melphalan and Prednisone
The safety of DARZALEX FASPRO with bortezomib, melphalan and prednisone (D-VMP) was evaluated in a 
single-arm cohort of PLEIADES [see Clinical Studies (14.1) in Full Prescribing Information]. Patients received 
DARZALEX FASPRO 1,800 mg/30,000 units administered subcutaneously once weekly from weeks 1 to 6, once 
every 3 weeks from weeks 7 to 54 and once every 4 weeks starting with week 55 until disease progression 
or unacceptable toxicity (N=67) in combination with bortezomib, melphalan and prednisone. Among these 
patients, 93% were exposed for 6 months or longer and 19% were exposed for greater than one year.
Serious adverse reactions occurred in 39% of patients who received DARZALEX FASPRO. Serious adverse 
reactions in >5% of patients included pneumonia and pyrexia. Fatal adverse reactions occurred in 3.0% of 
patients.

Permanent discontinuation of DARZALEX FASPRO due to an adverse reaction occurred in 4.5% of patients. 
The adverse reaction resulting in permanent discontinuation of DARZALEX FASPRO in more than 1 patient was 
neutropenic sepsis.
Dosage interruptions (defined as dose delays or skipped doses) due to an adverse reaction occurred in 
51% of patients who received DARZALEX FASPRO. Adverse reactions requiring dosage interruptions in 
>5% of patients included thrombocytopenia, neutropenia, anemia, and pneumonia.
The most common adverse reactions (≥20%) were upper respiratory tract infection, constipation, nausea, 
fatigue, pyrexia, peripheral sensory neuropathy, diarrhea, cough, insomnia, vomiting, and back pain.
Table 1 summarizes the adverse reactions in patients who received DARZALEX FASPRO with bortezomib, 
melphalan and prednisone (D-VMP) in PLEIADES.

Table 1:  Adverse Reactions (≥10%) in Patients Who Received DARZALEX FASPRO with Bortezomib, 
Melphalan and Prednisone (D-VMP) in PLEIADES

Adverse Reaction

DARZALEX FASPRO  
with Bortezomib, Melphalan  

and Prednisone 
(N=67)

All Grades (%) Grades ≥3 (%)
Infections

Upper respiratory tract infectiona 39 0
Bronchitis 16 0
Pneumoniab 15 7#

Gastrointestinal disorders
Constipation 37 0
Nausea 36 0
Diarrhea 33 3#

Vomiting 21 0
Abdominal painc 13 0

General disorders and administration site conditions
Fatigued 36 3
Pyrexia 34 0
Edema peripherale 13 1#

Nervous system disorders
Peripheral sensory neuropathy 34 1#
Dizziness 10 0

Respiratory, thoracic and mediastinal disorders
Coughf 24 0

Psychiatric disorders
Insomnia 22 3#

Musculoskeletal and connective tissue disorders
Back pain 21 3#

Musculoskeletal chest pain 12 0
Metabolism and nutrition disorders

Decreased appetite 15 1#

Skin and subcutaneous tissue disorders
Rash 13 0
Pruritus 12 0

Vascular disorders
Hypertension 13 6#

Hypotension 10 3#

a  Upper respiratory tract infection includes nasopharyngitis, respiratory syncytial virus infection, 
respiratory tract infection, rhinitis, tonsillitis, upper respiratory tract infection, and viral pharyngitis.

b  Pneumonia includes lower respiratory tract infection, lung infection, pneumocystis jirovecii pneumonia, 
pneumonia, and pneumonia bacterial.

c  Abdominal pain includes abdominal pain, and abdominal pain upper.
d  Fatigue includes asthenia, and fatigue.
e  Edema peripheral includes edema, edema peripheral, and peripheral swelling.
f  Cough includes cough, and productive cough.
#  Only grade 3 adverse reactions occurred.

Clinically relevant adverse reactions in <10% of patients who received DARZALEX FASPRO with bortezomib, 
melphalan and prednisone (D-VMP) include:
• General disorders and administration site conditions: infusion reaction, injection site reaction, chills
• Infections: herpes zoster, urinary tract infection, influenza, sepsis
• Musculoskeletal and connective tissue disorders: arthralgia, muscle spasms
• Nervous system disorders: headache, paresthesia
• Metabolism and nutrition disorders: hypocalcemia, hyperglycemia
• Respiratory, thoracic and mediastinal disorders: dyspnea, pulmonary edema
• Cardiac disorders: atrial fibrillation

Table 2 summarizes the laboratory abnormalities in patients who received DARZALEX FASPRO with 
bortezomib, melphalan and prednisone (D-VMP) in PLEIADES.

Table 2:  Select Hematology Laboratory Abnormalities Worsening from Baseline in Patients Who 
Received DARZALEX FASPRO with Bortezomib, Melphalan and Prednisone (D-VMP) in 
PLEIADES

Laboratory Abnormality
DARZALEX FASPRO with Bortezomib, Melphalan and Prednisonea

All Grades (%) Grades 3-4 (%)
Decreased leukocytes 96 52
Decreased lymphocytes 93 84
Decreased platelets 93 42
Decreased neutrophils 88 49
Decreased hemoglobin 48 19

a  Denominator is based on the safety population treated with D-VMP (N=67).

Relapsed/Refractory Multiple Myeloma
In Combination with Lenalidomide and Dexamethasone
The safety of DARZALEX FASPRO with lenalidomide and dexamethasone (D-Rd) was evaluated in a single-
arm cohort of PLEIADES [see Clinical Studies (14.2) in Full Prescribing Information]. Patients received 
DARZALEX FASPRO 1,800 mg/30,000 units administered subcutaneously once weekly from weeks 1 to 
8, once every 2 weeks from weeks 9 to 24 and once every 4 weeks starting with week 25 until disease 
progression or unacceptable toxicity (N=65) in combination with lenalidomide and dexamethasone. Among 
these patients, 92% were exposed for 6 months or longer and 20% were exposed for greater than one year.
Serious adverse reactions occurred in 48% of patients who received DARZALEX FASPRO. Serious adverse 
reactions in >5% of patients included pneumonia, influenza and diarrhea. Fatal adverse reactions occurred 
in 3.1% of patients.

DARZALEX FASPRO™ (daratumumab and hyaluronidase-fihj) injection

Permanent discontinuation of DARZALEX FASPRO due to an adverse reaction occurred in 11% of patients 
who received DARZALEX FASPRO. Adverse reactions resulting in permanent discontinuation of DARZALEX 
FASPRO in more than 1 patient were pneumonia and anemia.
Dosage interruptions due to an adverse reaction occurred in 63% of patients who received DARZALEX 
FASPRO. Adverse reactions requiring dosage interruptions in >5% of patients included neutropenia, 
pneumonia, upper respiratory tract infection, influenza, dyspnea, and blood creatinine increased.
The most common adverse reactions (≥20%) were fatigue, diarrhea, upper respiratory tract infection, 
muscle spasms, constipation, pyrexia, pneumonia, and dyspnea.
Table 3 summarizes the adverse reactions in patients who received DARZALEX FASPRO with lenalidomide 
and dexamethasone (D-Rd) in PLEIADES.

Table 3:  Adverse Reactions (≥10%) in Patients Who Received DARZALEX FASPRO with Lenalidomide and 
Dexamethasone (D-Rd) in PLEIADES

Adverse Reaction

DARZALEX FASPRO with Lenalidomide and 
Dexamethasone

(N=65)
All Grades (%) Grades ≥3 (%)

General disorders and administration site conditions
Fatiguea 52 5#

Pyrexia 23 2#

Edema peripheral 18 3#

Gastrointestinal disorders
Diarrhea 45 5#

Constipation 26 2#

Nausea 12 0
Vomiting 11 0

Infections
Upper respiratory tract infectionb 43 3#

Pneumoniac 23 17
Bronchitisd 14 2#

Urinary tract infection 11 0
Musculoskeletal and connective tissue disorders

Muscle spasms 31 2#

Back pain 14 0
Respiratory, thoracic and mediastinal disorders

Dyspneae 22 3
Coughf 14 0

Nervous system disorders
Peripheral sensory neuropathy 17 2#

Psychiatric disorders
Insomnia 17 5#

Metabolism and nutrition disorders
Hyperglycemia 12 9#

Hypocalcemia 11 0
a  Fatigue includes asthenia, and fatigue.
b  Upper respiratory tract infection includes nasopharyngitis, pharyngitis, respiratory tract infection viral, 

rhinitis, sinusitis, upper respiratory tract infection, and upper respiratory tract infection bacterial.
c  Pneumonia includes lower respiratory tract infection, lung infection, and pneumonia.
d  Bronchitis includes bronchitis, and bronchitis viral.
e  Dyspnea includes dyspnea, and dyspnea exertional.
f  Cough includes cough, and productive cough.
#  Only grade 3 adverse reactions occurred.

Clinically relevant adverse reactions in <10% of patients who received DARZALEX FASPRO with 
lenalidomide and dexamethasone (D-Rd) include:
• Musculoskeletal and connective tissue disorders: arthralgia, musculoskeletal chest pain
• Nervous system disorders: dizziness, headache, paresthesia
• Skin and subcutaneous tissue disorders: rash, pruritus
• Gastrointestinal disorders: abdominal pain
• Infections: influenza, sepsis, herpes zoster
• Metabolism and nutrition disorders: decreased appetite
• Cardiac disorders: atrial fibrillation
• General disorders and administration site conditions: chills, infusion reaction, injection site reaction
• Vascular disorders: hypotension, hypertension

Table 4 summarizes the laboratory abnormalities in patients who received DARZALEX FASPRO with 
lenalidomide and dexamethasone (D-Rd) in PLEIADES.

Table 4:  Select Hematology Laboratory Abnormalities Worsening from Baseline in Patients Who 
Received DARZALEX FASPRO with Lenalidomide and Dexamethasone (D-Rd) in PLEIADES

Laboratory Abnormality
DARZALEX FASPRO with Lenalidomide and Dexamethasonea

All Grades (%) Grades 3-4 (%)
Decreased leukocytes 94 34
Decreased lymphocytes 82 58
Decreased platelets 86 9
Decreased neutrophils 89 52
Decreased hemoglobin 45 8

a  Denominator is based on the safety population treated with D-Rd (N=65).

Monotherapy
The safety of DARZALEX FASPRO as monotherapy was evaluated in COLUMBA [see Clinical Trials (14.2) 
in Full Prescribing Information]. Patients received DARZALEX FASPRO 1,800 mg/30,000 units administered 
subcutaneously or daratumumab 16 mg/kg administered intravenously; each administered once weekly 
from weeks 1 to 8, once every 2 weeks from weeks 9 to 24 and once every 4 weeks starting with week 25 
until disease progression or unacceptable toxicity. Among patients receiving DARZALEX FASPRO, 37% 
were exposed for 6 months or longer and 1% were exposed for greater than one year.
Serious adverse reactions occurred in 26% of patients who received DARZALEX FASPRO. Fatal adverse 
reactions occurred in 5% of patients. Fatal adverse reactions occurring in more than 1 patient were general 
physical health deterioration, septic shock, and respiratory failure.
Permanent discontinuation due to an adverse reaction occurred in 10% of patients who received DARZALEX 
FASPRO. Adverse reactions resulting in permanent discontinuation of DARZALEX FASPRO in more than 2 
patients were thrombocytopenia and hypercalcemia.
Dosage interruptions due to an adverse reaction occurred in 26% of patients who received DARZALEX 
FASPRO. Adverse reactions requiring dosage interruption in >5% of patients included thrombocytopenia.
The most common adverse reaction (≥20%) was upper respiratory tract infection.
Table 5 summarizes the adverse reactions in COLUMBA.

Table 5:  Adverse Reactions (≥10%) in Patients Who Received DARZALEX FASPRO or Intravenous 
Daratumumab in COLUMBA

Adverse Reaction

DARZALEX FASPRO  
(N=260)

Intravenous Daratumumab  
(N=258)

All Grades  
(%) 

Grade ≥3  
(%) 

All Grades  
(%) 

Grade ≥3  
(%) 

Infections
Upper respiratory tract infectiona 24 1# 22 1#

Pneumoniab 8 5 10 6@

Gastrointestinal disorders
Diarrhea 15 1# 11 0.4#

Nausea 8 0.4# 11 0.4#

General disorders and administration site conditions
Fatiguec 15 1# 16 2#

Infusion reactionsd 13 2# 34 5#

Pyrexia 13 0 13 1#

Chills 6 0.4# 12 1#

Musculoskeletal and connective tissue disorders
Back pain 10 2# 12 3#

Respiratory, thoracic and mediastinal disorders
Coughe 9 1# 14 0
Dyspneaf 6 1# 11 1#

a  Upper respiratory tract infection includes acute sinusitis, nasopharyngitis, pharyngitis, respiratory syncytial 
virus infection, respiratory tract infection, rhinitis, rhinovirus infection, sinusitis, and upper respiratory tract 
infection.

b  Pneumonia includes lower respiratory tract infection, lung infection, pneumocystis jirovecii pneumonia, 
and pneumonia.

c  Fatigue includes asthenia, and fatigue.
d  Infusion reactions includes terms determined by investigators to be related to infusion.
e  Cough includes cough, and productive cough.
f  Dyspnea includes dyspnea, and dyspnea exertional.
#  Only grade 3 adverse reactions occurred.
@  Grade 5 adverse reactions occurred.

Clinically relevant adverse reactions in <10% of patients who received DARZALEX FASPRO include:
• General disorders and administration site conditions: injection site reaction, peripheral edema
• Musculoskeletal and connective tissue disorders: arthralgia, musculoskeletal chest pain, muscle 

spasms
• Gastrointestinal disorders: constipation, vomiting, abdominal pain,
• Metabolism and nutrition disorders: decreased appetite, hyperglycemia, hypocalcemia, dehydration
• Psychiatric disorders: insomnia
• Vascular disorders: hypertension, hypotension
• Nervous system disorders: dizziness, peripheral sensory neuropathy, paresthesia
• Infections: bronchitis, influenza, urinary tract infection, herpes zoster, sepsis, hepatitis B reactivation
• Skin and subcutaneous tissue disorders: pruritus, rash
• Cardiac disorders: atrial fibrillation
• Respiratory, thoracic and mediastinal disorders: pulmonary edema

Table 6 summarizes the laboratory abnormalities in COLUMBA.

Table 6:  Select Hematology Laboratory Abnormalities Worsening from Baseline in Patients Receiving 
DARZALEX FASPRO or Intravenous Daratumumab in COLUMBA

Laboratory Abnormality

DARZALEX  
FASPROa

Intravenous Daratumumaba

All Grades  
(%) 

Grades 3-4  
(%) 

All Grades  
(%) 

Grades 3-4  
(%)

Decreased leukocytes 65 19 57 14
Decreased lymphocytes 59 36 56 36
Decreased neutrophils 55 19 43 11
Decreased platelets 43 16 45 14
Decreased hemoglobin 42 14 39 16

a  Denominator is based on the safety population treated with DARZALEX FASPRO (N=260) and Intravenous 
Daratumumab (N=258). 

Immunogenicity
As with all therapeutic proteins, there is the potential for immunogenicity. The detection of antibody formation 
is highly dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of 
antibody (including neutralizing antibody) positivity in an assay may be influenced by several factors including 
assay methodology, sample handling, timing of sample collection, concomitant medications, and underlying 
disease. For these reasons, comparison of the incidence of antibodies in the studies described below with the 
incidence of antibodies in other studies or to other daratumumab products or other hyaluronidase products 
may be misleading.
Treatment-emergent anti-daratumumab antibodies were tested in 451 patients treated with DARZALEX FASPRO 
as monotherapy or as part of a combination therapy. One patient (0.2%) who received DARZALEX FASPRO as 
monotherapy tested positive for anti-daratumumab antibodies and transient neutralizing antibodies. However, 
the incidence of antibody development might not have been reliably determined because the assays that 
were used have limitations in detecting anti-daratumumab antibodies in the presence of high concentrations 
of daratumumab.
Treatment-emergent anti-rHuPH20 antibodies developed in 8% (19/255) of patients who received DARZALEX 
FASPRO as monotherapy and in 8% (16/192) of patients who received DARZALEX FASPRO as part of a 
combination therapy. The anti-rHuPH20 antibodies did not appear to affect daratumumab exposures. None 
of the patients who tested positive for anti-rHuPH20 antibodies tested positive for neutralizing antibodies.
Postmarketing Experience
The following adverse reactions have been identified with use of intravenous daratumumab. Because these 
reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably 
estimate their frequency or establish a causal relationship to drug exposure.
Immune System: Anaphylactic reaction
Gastrointestinal: Pancreatitis

DRUG INTERACTIONS
Effects of Daratumumab on Laboratory Tests
Interference with Indirect Antiglobulin Tests (Indirect Coombs Test)
Daratumumab binds to CD38 on RBCs and interferes with compatibility testing, including antibody screening and 
cross matching. Daratumumab interference mitigation methods include treating reagent RBCs with dithiothreitol 
(DTT) to disrupt daratumumab binding [see References] or genotyping. Since the Kell blood group system is 
also sensitive to DTT treatment, supply K-negative units after ruling out or identifying alloantibodies using 
DTT-treated RBCs.
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DARZALEX FASPRO™ (daratumumab and hyaluronidase-fihj) injection, for subcutaneous use
Brief Summary of Full Prescribing Information

INDICATIONS AND USAGE
DARZALEX FASPRO is indicated for the treatment of adult patients with multiple myeloma:
• in combination with bortezomib, melphalan and prednisone in newly diagnosed patients who are 

ineligible for autologous stem cell transplant.
• in combination with lenalidomide and dexamethasone in newly diagnosed patients who are ineligible 

for autologous stem cell transplant and in patients with relapsed or refractory multiple myeloma who 
have received at least one prior therapy.

• in combination with bortezomib and dexamethasone in patients who have received at least one prior 
therapy.

• as monotherapy, in patients who have received at least three prior lines of therapy including a 
proteasome inhibitor (PI) and an immunomodulatory agent or who are double-refractory to a PI and an 
immunomodulatory agent.

CONTRAINDICATIONS
DARZALEX FASPRO is contraindicated in patients with a history of severe hypersensitivity to daratumumab, 
hyaluronidase or any of the components of the formulation [see Warnings and Precautions and Adverse 
Reactions].
WARNINGS AND PRECAUTIONS
Hypersensitivity and Other Administration Reactions
Both systemic administration-related reactions, including severe or life-threatening reactions, and local 
injection-site reactions can occur with DARZALEX FASPRO.
Systemic Reactions
In a pooled safety population of 490 patients who received DARZALEX FASPRO as monotherapy or in combination, 
11% of patients experienced a systemic administration-related reaction (Grade 2: 3.9%, Grade 3: 1.4%). Systemic 
administration-related reactions occurred in 10% of patients with the first injection, 0.2% with the second 
injection, and cumulatively 0.8% with subsequent injections. The median time to onset was 3.7 hours (range: 
9 minutes to 3.5 days). Of the 84 systemic administration-related reactions that occurred in 52 patients, 73 
(87%) occurred on the day of DARZALEX FASPRO administration. Delayed systemic administration-related 
reactions have occurred in less than 1% of the patients.
Severe reactions included hypoxia, dyspnea, hypertension and tachycardia. Other signs and symptoms 
of systemic administration-related reactions may include respiratory symptoms, such as bronchospasm, 
nasal congestion, cough, throat irritation, allergic rhinitis, and wheezing, as well as anaphylactic reaction, 
pyrexia, chest pain, pruritis, chills, vomiting, nausea, and hypotension.
Pre-medicate patients with histamine-1 receptor antagonist, acetaminophen and corticosteroids 
[see Dosage and Administration (2.3) in Full Prescribing Information]. Monitor patients for systemic 
administration-related reactions, especially following the first and second injections. For anaphylactic 
reaction or life-threatening (Grade 4) administration-related reactions, immediately and permanently 
discontinue DARZALEX FASPRO. Consider administering corticosteroids and other medications after the 
administration of DARZALEX FASPRO depending on dosing regimen and medical history to minimize the risk 
of delayed (defined as occurring the day after administration) systemic administration-related reactions 
[see Dosage and Administration (2.3) in Full Prescribing Information].
Local Reactions
In this pooled safety population, injection-site reactions occurred in 8% of patients, including Grade 2 
reactions in 0.6%. The most frequent (>1%) injection-site reaction was injection site erythema. These local 
reactions occurred a median of 7 minutes (range: 0 minutes to 4.7 days) after starting administration of 
DARZALEX FASPRO. Monitor for local reactions and consider symptomatic management.
Neutropenia
Daratumumab may increase neutropenia induced by background therapy [see Adverse Reactions].
Monitor complete blood cell counts periodically during treatment according to manufacturer’s prescribing 
information for background therapies. Monitor patients with neutropenia for signs of infection. Consider 
withholding DARZALEX FASPRO until recovery of neutrophils. In lower body weight patients receiving 
DARZALEX FASPRO, higher rates of Grade 3-4 neutropenia were observed.
Thrombocytopenia
Daratumumab may increase thrombocytopenia induced by background therapy [see Adverse Reactions].
Monitor complete blood cell counts periodically during treatment according to manufacturer’s prescribing 
information for background therapies. Consider withholding DARZALEX FASPRO until recovery of platelets.
Embryo-Fetal Toxicity
Based on the mechanism of action, DARZALEX FASPRO can cause fetal harm when administered to a 
pregnant woman. DARZALEX FASPRO may cause depletion of fetal immune cells and decreased bone density. 
Advise pregnant women of the potential risk to a fetus. Advise females with reproductive potential to use 
effective contraception during treatment with DARZALEX FASPRO and for 3 months after the last dose [see 
Use in Specific Populations].
The combination of DARZALEX FASPRO with lenalidomide is contraindicated in pregnant women, because 
lenalidomide may cause birth defects and death of the unborn child. Refer to the lenalidomide prescribing 
information on use during pregnancy.
Interference with Serological Testing
Daratumumab binds to CD38 on red blood cells (RBCs) and results in a positive Indirect Antiglobulin Test 
(Indirect Coombs test). Daratumumab-mediated positive indirect antiglobulin test may persist for up to 
6 months after the last daratumumab administration. Daratumumab bound to RBCs masks detection of 
antibodies to minor antigens in the patient’s serum [see References]. The determination of a patient’s ABO 
and Rh blood type are not impacted [see Drug Interactions].
Notify blood transfusion centers of this interference with serological testing and inform blood banks that 
a patient has received DARZALEX FASPRO. Type and screen patients prior to starting DARZALEX FASPRO 
[see Dosage and Administration (2.1) in Full Prescribing Information].
Interference with Determination of Complete Response
Daratumumab is a human IgG kappa monoclonal antibody that can be detected on both the serum protein 
electrophoresis (SPE) and immunofixation (IFE) assays used for the clinical monitoring of endogenous 
M-protein [see Drug Interactions]. This interference can impact the determination of complete response 
and of disease progression in some DARZALEX FASPRO-treated patients with IgG kappa myeloma protein.
ADVERSE REACTIONS
The following clinically significant adverse reactions are described elsewhere in the labeling:
• Hypersensitivity and Other Administration Reactions [see Warning and Precautions].
• Neutropenia [see Warning and Precautions].
• Thrombocytopenia [see Warning and Precautions].
Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed 
in the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and 
may not reflect the rates observed in practice.
Newly Diagnosed Multiple Myeloma
In Combination with Bortezomib, Melphalan and Prednisone
The safety of DARZALEX FASPRO with bortezomib, melphalan and prednisone (D-VMP) was evaluated in a 
single-arm cohort of PLEIADES [see Clinical Studies (14.1) in Full Prescribing Information]. Patients received 
DARZALEX FASPRO 1,800 mg/30,000 units administered subcutaneously once weekly from weeks 1 to 6, once 
every 3 weeks from weeks 7 to 54 and once every 4 weeks starting with week 55 until disease progression 
or unacceptable toxicity (N=67) in combination with bortezomib, melphalan and prednisone. Among these 
patients, 93% were exposed for 6 months or longer and 19% were exposed for greater than one year.
Serious adverse reactions occurred in 39% of patients who received DARZALEX FASPRO. Serious adverse 
reactions in >5% of patients included pneumonia and pyrexia. Fatal adverse reactions occurred in 3.0% of 
patients.

Permanent discontinuation of DARZALEX FASPRO due to an adverse reaction occurred in 4.5% of patients. 
The adverse reaction resulting in permanent discontinuation of DARZALEX FASPRO in more than 1 patient was 
neutropenic sepsis.
Dosage interruptions (defined as dose delays or skipped doses) due to an adverse reaction occurred in 
51% of patients who received DARZALEX FASPRO. Adverse reactions requiring dosage interruptions in 
>5% of patients included thrombocytopenia, neutropenia, anemia, and pneumonia.
The most common adverse reactions (≥20%) were upper respiratory tract infection, constipation, nausea, 
fatigue, pyrexia, peripheral sensory neuropathy, diarrhea, cough, insomnia, vomiting, and back pain.
Table 1 summarizes the adverse reactions in patients who received DARZALEX FASPRO with bortezomib, 
melphalan and prednisone (D-VMP) in PLEIADES.

Table 1:  Adverse Reactions (≥10%) in Patients Who Received DARZALEX FASPRO with Bortezomib, 
Melphalan and Prednisone (D-VMP) in PLEIADES

Adverse Reaction

DARZALEX FASPRO  
with Bortezomib, Melphalan  

and Prednisone 
(N=67)

All Grades (%) Grades ≥3 (%)
Infections

Upper respiratory tract infectiona 39 0
Bronchitis 16 0
Pneumoniab 15 7#

Gastrointestinal disorders
Constipation 37 0
Nausea 36 0
Diarrhea 33 3#

Vomiting 21 0
Abdominal painc 13 0

General disorders and administration site conditions
Fatigued 36 3
Pyrexia 34 0
Edema peripherale 13 1#

Nervous system disorders
Peripheral sensory neuropathy 34 1#
Dizziness 10 0

Respiratory, thoracic and mediastinal disorders
Coughf 24 0

Psychiatric disorders
Insomnia 22 3#

Musculoskeletal and connective tissue disorders
Back pain 21 3#

Musculoskeletal chest pain 12 0
Metabolism and nutrition disorders

Decreased appetite 15 1#

Skin and subcutaneous tissue disorders
Rash 13 0
Pruritus 12 0

Vascular disorders
Hypertension 13 6#

Hypotension 10 3#

a  Upper respiratory tract infection includes nasopharyngitis, respiratory syncytial virus infection, 
respiratory tract infection, rhinitis, tonsillitis, upper respiratory tract infection, and viral pharyngitis.

b  Pneumonia includes lower respiratory tract infection, lung infection, pneumocystis jirovecii pneumonia, 
pneumonia, and pneumonia bacterial.

c  Abdominal pain includes abdominal pain, and abdominal pain upper.
d  Fatigue includes asthenia, and fatigue.
e  Edema peripheral includes edema, edema peripheral, and peripheral swelling.
f  Cough includes cough, and productive cough.
#  Only grade 3 adverse reactions occurred.

Clinically relevant adverse reactions in <10% of patients who received DARZALEX FASPRO with bortezomib, 
melphalan and prednisone (D-VMP) include:
• General disorders and administration site conditions: infusion reaction, injection site reaction, chills
• Infections: herpes zoster, urinary tract infection, influenza, sepsis
• Musculoskeletal and connective tissue disorders: arthralgia, muscle spasms
• Nervous system disorders: headache, paresthesia
• Metabolism and nutrition disorders: hypocalcemia, hyperglycemia
• Respiratory, thoracic and mediastinal disorders: dyspnea, pulmonary edema
• Cardiac disorders: atrial fibrillation

Table 2 summarizes the laboratory abnormalities in patients who received DARZALEX FASPRO with 
bortezomib, melphalan and prednisone (D-VMP) in PLEIADES.

Table 2:  Select Hematology Laboratory Abnormalities Worsening from Baseline in Patients Who 
Received DARZALEX FASPRO with Bortezomib, Melphalan and Prednisone (D-VMP) in 
PLEIADES

Laboratory Abnormality
DARZALEX FASPRO with Bortezomib, Melphalan and Prednisonea

All Grades (%) Grades 3-4 (%)
Decreased leukocytes 96 52
Decreased lymphocytes 93 84
Decreased platelets 93 42
Decreased neutrophils 88 49
Decreased hemoglobin 48 19

a  Denominator is based on the safety population treated with D-VMP (N=67).

Relapsed/Refractory Multiple Myeloma
In Combination with Lenalidomide and Dexamethasone
The safety of DARZALEX FASPRO with lenalidomide and dexamethasone (D-Rd) was evaluated in a single-
arm cohort of PLEIADES [see Clinical Studies (14.2) in Full Prescribing Information]. Patients received 
DARZALEX FASPRO 1,800 mg/30,000 units administered subcutaneously once weekly from weeks 1 to 
8, once every 2 weeks from weeks 9 to 24 and once every 4 weeks starting with week 25 until disease 
progression or unacceptable toxicity (N=65) in combination with lenalidomide and dexamethasone. Among 
these patients, 92% were exposed for 6 months or longer and 20% were exposed for greater than one year.
Serious adverse reactions occurred in 48% of patients who received DARZALEX FASPRO. Serious adverse 
reactions in >5% of patients included pneumonia, influenza and diarrhea. Fatal adverse reactions occurred 
in 3.1% of patients.

DARZALEX FASPRO™ (daratumumab and hyaluronidase-fihj) injection

Permanent discontinuation of DARZALEX FASPRO due to an adverse reaction occurred in 11% of patients 
who received DARZALEX FASPRO. Adverse reactions resulting in permanent discontinuation of DARZALEX 
FASPRO in more than 1 patient were pneumonia and anemia.
Dosage interruptions due to an adverse reaction occurred in 63% of patients who received DARZALEX 
FASPRO. Adverse reactions requiring dosage interruptions in >5% of patients included neutropenia, 
pneumonia, upper respiratory tract infection, influenza, dyspnea, and blood creatinine increased.
The most common adverse reactions (≥20%) were fatigue, diarrhea, upper respiratory tract infection, 
muscle spasms, constipation, pyrexia, pneumonia, and dyspnea.
Table 3 summarizes the adverse reactions in patients who received DARZALEX FASPRO with lenalidomide 
and dexamethasone (D-Rd) in PLEIADES.

Table 3:  Adverse Reactions (≥10%) in Patients Who Received DARZALEX FASPRO with Lenalidomide and 
Dexamethasone (D-Rd) in PLEIADES

Adverse Reaction

DARZALEX FASPRO with Lenalidomide and 
Dexamethasone

(N=65)
All Grades (%) Grades ≥3 (%)

General disorders and administration site conditions
Fatiguea 52 5#

Pyrexia 23 2#

Edema peripheral 18 3#

Gastrointestinal disorders
Diarrhea 45 5#

Constipation 26 2#

Nausea 12 0
Vomiting 11 0

Infections
Upper respiratory tract infectionb 43 3#

Pneumoniac 23 17
Bronchitisd 14 2#

Urinary tract infection 11 0
Musculoskeletal and connective tissue disorders

Muscle spasms 31 2#

Back pain 14 0
Respiratory, thoracic and mediastinal disorders

Dyspneae 22 3
Coughf 14 0

Nervous system disorders
Peripheral sensory neuropathy 17 2#

Psychiatric disorders
Insomnia 17 5#

Metabolism and nutrition disorders
Hyperglycemia 12 9#

Hypocalcemia 11 0
a  Fatigue includes asthenia, and fatigue.
b  Upper respiratory tract infection includes nasopharyngitis, pharyngitis, respiratory tract infection viral, 

rhinitis, sinusitis, upper respiratory tract infection, and upper respiratory tract infection bacterial.
c  Pneumonia includes lower respiratory tract infection, lung infection, and pneumonia.
d  Bronchitis includes bronchitis, and bronchitis viral.
e  Dyspnea includes dyspnea, and dyspnea exertional.
f  Cough includes cough, and productive cough.
#  Only grade 3 adverse reactions occurred.

Clinically relevant adverse reactions in <10% of patients who received DARZALEX FASPRO with 
lenalidomide and dexamethasone (D-Rd) include:
• Musculoskeletal and connective tissue disorders: arthralgia, musculoskeletal chest pain
• Nervous system disorders: dizziness, headache, paresthesia
• Skin and subcutaneous tissue disorders: rash, pruritus
• Gastrointestinal disorders: abdominal pain
• Infections: influenza, sepsis, herpes zoster
• Metabolism and nutrition disorders: decreased appetite
• Cardiac disorders: atrial fibrillation
• General disorders and administration site conditions: chills, infusion reaction, injection site reaction
• Vascular disorders: hypotension, hypertension

Table 4 summarizes the laboratory abnormalities in patients who received DARZALEX FASPRO with 
lenalidomide and dexamethasone (D-Rd) in PLEIADES.

Table 4:  Select Hematology Laboratory Abnormalities Worsening from Baseline in Patients Who 
Received DARZALEX FASPRO with Lenalidomide and Dexamethasone (D-Rd) in PLEIADES

Laboratory Abnormality
DARZALEX FASPRO with Lenalidomide and Dexamethasonea

All Grades (%) Grades 3-4 (%)
Decreased leukocytes 94 34
Decreased lymphocytes 82 58
Decreased platelets 86 9
Decreased neutrophils 89 52
Decreased hemoglobin 45 8

a  Denominator is based on the safety population treated with D-Rd (N=65).

Monotherapy
The safety of DARZALEX FASPRO as monotherapy was evaluated in COLUMBA [see Clinical Trials (14.2) 
in Full Prescribing Information]. Patients received DARZALEX FASPRO 1,800 mg/30,000 units administered 
subcutaneously or daratumumab 16 mg/kg administered intravenously; each administered once weekly 
from weeks 1 to 8, once every 2 weeks from weeks 9 to 24 and once every 4 weeks starting with week 25 
until disease progression or unacceptable toxicity. Among patients receiving DARZALEX FASPRO, 37% 
were exposed for 6 months or longer and 1% were exposed for greater than one year.
Serious adverse reactions occurred in 26% of patients who received DARZALEX FASPRO. Fatal adverse 
reactions occurred in 5% of patients. Fatal adverse reactions occurring in more than 1 patient were general 
physical health deterioration, septic shock, and respiratory failure.
Permanent discontinuation due to an adverse reaction occurred in 10% of patients who received DARZALEX 
FASPRO. Adverse reactions resulting in permanent discontinuation of DARZALEX FASPRO in more than 2 
patients were thrombocytopenia and hypercalcemia.
Dosage interruptions due to an adverse reaction occurred in 26% of patients who received DARZALEX 
FASPRO. Adverse reactions requiring dosage interruption in >5% of patients included thrombocytopenia.
The most common adverse reaction (≥20%) was upper respiratory tract infection.
Table 5 summarizes the adverse reactions in COLUMBA.

Table 5:  Adverse Reactions (≥10%) in Patients Who Received DARZALEX FASPRO or Intravenous 
Daratumumab in COLUMBA

Adverse Reaction

DARZALEX FASPRO  
(N=260)

Intravenous Daratumumab  
(N=258)

All Grades  
(%) 

Grade ≥3  
(%) 

All Grades  
(%) 

Grade ≥3  
(%) 

Infections
Upper respiratory tract infectiona 24 1# 22 1#

Pneumoniab 8 5 10 6@

Gastrointestinal disorders
Diarrhea 15 1# 11 0.4#

Nausea 8 0.4# 11 0.4#

General disorders and administration site conditions
Fatiguec 15 1# 16 2#

Infusion reactionsd 13 2# 34 5#

Pyrexia 13 0 13 1#

Chills 6 0.4# 12 1#

Musculoskeletal and connective tissue disorders
Back pain 10 2# 12 3#

Respiratory, thoracic and mediastinal disorders
Coughe 9 1# 14 0
Dyspneaf 6 1# 11 1#

a  Upper respiratory tract infection includes acute sinusitis, nasopharyngitis, pharyngitis, respiratory syncytial 
virus infection, respiratory tract infection, rhinitis, rhinovirus infection, sinusitis, and upper respiratory tract 
infection.

b  Pneumonia includes lower respiratory tract infection, lung infection, pneumocystis jirovecii pneumonia,  
and pneumonia.

c  Fatigue includes asthenia, and fatigue.
d  Infusion reactions includes terms determined by investigators to be related to infusion.
e  Cough includes cough, and productive cough.
f  Dyspnea includes dyspnea, and dyspnea exertional.
#  Only grade 3 adverse reactions occurred.
@  Grade 5 adverse reactions occurred.

Clinically relevant adverse reactions in <10% of patients who received DARZALEX FASPRO include:
• General disorders and administration site conditions: injection site reaction, peripheral edema
• Musculoskeletal and connective tissue disorders: arthralgia, musculoskeletal chest pain, muscle 

spasms
• Gastrointestinal disorders: constipation, vomiting, abdominal pain,
• Metabolism and nutrition disorders: decreased appetite, hyperglycemia, hypocalcemia, dehydration
• Psychiatric disorders: insomnia
• Vascular disorders: hypertension, hypotension
• Nervous system disorders: dizziness, peripheral sensory neuropathy, paresthesia
• Infections: bronchitis, influenza, urinary tract infection, herpes zoster, sepsis, hepatitis B reactivation
• Skin and subcutaneous tissue disorders: pruritus, rash
• Cardiac disorders: atrial fibrillation
• Respiratory, thoracic and mediastinal disorders: pulmonary edema

Table 6 summarizes the laboratory abnormalities in COLUMBA.

Table 6:  Select Hematology Laboratory Abnormalities Worsening from Baseline in Patients Receiving 
DARZALEX FASPRO or Intravenous Daratumumab in COLUMBA

Laboratory Abnormality

DARZALEX  
FASPROa

Intravenous Daratumumaba

All Grades  
(%) 

Grades 3-4  
(%) 

All Grades  
(%) 

Grades 3-4  
(%)

Decreased leukocytes 65 19 57 14
Decreased lymphocytes 59 36 56 36
Decreased neutrophils 55 19 43 11
Decreased platelets 43 16 45 14
Decreased hemoglobin 42 14 39 16

a  Denominator is based on the safety population treated with DARZALEX FASPRO (N=260) and Intravenous 
Daratumumab (N=258). 

Immunogenicity
As with all therapeutic proteins, there is the potential for immunogenicity. The detection of antibody formation 
is highly dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of 
antibody (including neutralizing antibody) positivity in an assay may be influenced by several factors including 
assay methodology, sample handling, timing of sample collection, concomitant medications, and underlying 
disease. For these reasons, comparison of the incidence of antibodies in the studies described below with the 
incidence of antibodies in other studies or to other daratumumab products or other hyaluronidase products 
may be misleading.
Treatment-emergent anti-daratumumab antibodies were tested in 451 patients treated with DARZALEX FASPRO 
as monotherapy or as part of a combination therapy. One patient (0.2%) who received DARZALEX FASPRO as 
monotherapy tested positive for anti-daratumumab antibodies and transient neutralizing antibodies. However, 
the incidence of antibody development might not have been reliably determined because the assays that 
were used have limitations in detecting anti-daratumumab antibodies in the presence of high concentrations 
of daratumumab.
Treatment-emergent anti-rHuPH20 antibodies developed in 8% (19/255) of patients who received DARZALEX 
FASPRO as monotherapy and in 8% (16/192) of patients who received DARZALEX FASPRO as part of a 
combination therapy. The anti-rHuPH20 antibodies did not appear to affect daratumumab exposures. None 
of the patients who tested positive for anti-rHuPH20 antibodies tested positive for neutralizing antibodies.
Postmarketing Experience
The following adverse reactions have been identified with use of intravenous daratumumab. Because these 
reactions are reported voluntarily from a population of uncertain size, it is not always possible to reliably 
estimate their frequency or establish a causal relationship to drug exposure.
Immune System: Anaphylactic reaction
Gastrointestinal: Pancreatitis

DRUG INTERACTIONS
Effects of Daratumumab on Laboratory Tests
Interference with Indirect Antiglobulin Tests (Indirect Coombs Test)
Daratumumab binds to CD38 on RBCs and interferes with compatibility testing, including antibody screening and 
cross matching. Daratumumab interference mitigation methods include treating reagent RBCs with dithiothreitol 
(DTT) to disrupt daratumumab binding [see References] or genotyping. Since the Kell blood group system is 
also sensitive to DTT treatment, supply K-negative units after ruling out or identifying alloantibodies using 
DTT-treated RBCs.
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If an emergency transfusion is required, administer non-cross-matched ABO/RhD-compatible RBCs per 
local blood bank practices.
Interference with Serum Protein Electrophoresis and Immunofixation Tests
Daratumumab may be detected on serum protein electrophoresis (SPE) and immunofixation (IFE) assays 
used for monitoring disease monoclonal immunoglobulins (M protein). False positive SPE and IFE assay 
results may occur for patients with IgG kappa myeloma protein impacting initial assessment of complete 
responses by International Myeloma Working Group (IMWG) criteria. In DARZALEX FASPRO-treated 
patients with persistent very good partial response, where daratumumab interference is suspected, 
consider using a FDA-approved daratumumab-specific IFE assay to distinguish daratumumab from any 
remaining endogenous M protein in the patient’s serum, to facilitate determination of a complete response.

USE IN SPECIFIC POPULATIONS
Pregnancy
Risk Summary
DARZALEX FASPRO can cause fetal harm when administered to a pregnant woman. The assessment of 
associated risks with daratumumab products is based on the mechanism of action and data from target 
antigen CD38 knockout animal models (see Data). There are no available data on the use of DARZALEX 
FASPRO in pregnant women to evaluate drug-associated risk of major birth defects, miscarriage or adverse 
maternal or fetal outcomes. Animal reproduction studies have not been conducted.
The estimated background risk of major birth defects and miscarriage for the indicated population is 
unknown. All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the 
U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically 
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.
The combination of DARZALEX FASPRO and lenalidomide is contraindicated in pregnant women, because 
lenalidomide may cause birth defects and death of the unborn child. Lenalidomide is only available through 
a REMS program. Refer to the lenalidomide prescribing information on use during pregnancy.
Clinical Considerations
Fetal/Neonatal Adverse Reactions
Immunoglobulin G1 (IgG1) monoclonal antibodies are transferred across the placenta. Based on its 
mechanism of action, DARZALEX FASPRO may cause depletion of fetal CD38 positive immune cells 
and decreased bone density. Defer administering live vaccines to neonates and infants exposed to 
daratumumab in utero until a hematology evaluation is completed.
Data
Animal Data
DARZALEX FASPRO for subcutaneous injection contains daratumumab and hyaluronidase. Mice that were 
genetically modified to eliminate all CD38 expression (CD38 knockout mice) had reduced bone density at 
birth that recovered by 5 months of age. Data from studies using CD38 knockout animal models also suggest 
the involvement of CD38 in the regulation of humoral immune responses (mice), feto-maternal immune 
tolerance (mice), and early embryonic development (frogs).
No systemic exposure of hyaluronidase was detected in monkeys given 22,000 U/kg subcutaneously 
(12 times higher than the human dose) and there were no effects on embryo-fetal development in pregnant 
mice given 330,000 U/kg hyaluronidase subcutaneously daily during organogenesis, which is 45 times 
higher than the human dose.
There were no effects on pre- and post-natal development through sexual maturity in offspring of mice 
treated daily from implantation through lactation with 990,000 U/kg hyaluronidase subcutaneously, which 
is 134 times higher than the human doses.
Lactation
Risk Summary
There is no data on the presence of daratumumab and hyaluronidase in human milk, the effects on the 
breastfed child, or the effects on milk production. Maternal immunoglobulin G is known to be present in 
human milk. Published data suggest that antibodies in breast milk do not enter the neonatal and infant 
circulations in substantial amounts. Because of the potential for serious adverse reactions in the breastfed 
child when DARZALEX FASPRO is administered with lenalidomide and dexamethasone, advise women not 
to breastfeed during treatment with DARZALEX FASPRO. Refer to lenalidomide prescribing information for 
additional information.
Data
Animal Data
No systemic exposure of hyaluronidase was detected in monkeys given 22,000 U/kg subcutaneously 
(12 times higher than the human dose) and there were no effects on post-natal development through sexual 
maturity in offspring of mice treated daily during lactation with 990,000 U/kg hyaluronidase subcutaneously, 
which is 134 times higher than the human doses.
Females and Males of Reproductive Potential
DARZALEX FASPRO can cause fetal harm when administered to a pregnant woman [see Use in Specific 
Populations].
Pregnancy Testing
With the combination of DARZALEX FASPRO with lenalidomide, refer to the lenalidomide labeling for 
pregnancy testing requirements prior to initiating treatment in females of reproductive potential.
Contraception
Advise females of reproductive potential to use effective contraception during treatment with DARZALEX 
FASPRO and for 3 months after the last dose. Additionally, refer to the lenalidomide labeling for additional 
recommendations for contraception.
Pediatric Use
Safety and effectiveness of DARZALEX FASPRO in pediatric patients have not been established.
Geriatric Use
Of the 291 patients who received DARZALEX FASPRO as monotherapy for relapsed and refractory multiple 
myeloma, 37% were 65 to <75 years of age, and 19% were 75 years of age or older. No overall differences 
in effectiveness were observed based on age. Adverse reactions occurring at a higher frequency (≥5% 
difference) in patients ≥65 years of age included upper respiratory tract infection, urinary tract infection, 
dizziness, cough, dyspnea, diarrhea, nausea, fatigue, and peripheral edema. Serious adverse reactions 
occurring at a higher frequency (≥2% difference) in patients ≥65 years of age included pneumonia.
Clinical studies of DARZALEX FASPRO as part of a combination therapy did not include sufficient numbers 
of patients aged 65 and older to determine whether they respond differently from younger patients.

REFERENCES
1. Chapuy, CI, RT Nicholson, MD Aguad, et al., 2015, Resolving the daratumumab interference with blood 

compatibility testing, Transfusion, 55:1545-1554 (accessible at http://onlinelibrary.wiley.com/doi/10.1111/
trf.13069/epdf).

PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).
Hypersensitivity and Other Administration Reactions
Advise patients to seek immediate medical attention for any of the following signs and symptoms of 
systemic administration-related reactions: itchy, runny or blocked nose; chills, nausea, throat irritation, 
cough, headache, shortness of breath or difficulty breathing [see Warnings and Precautions].
Neutropenia
Advise patients to contact their healthcare provider if they have a fever [see Warnings and Precautions].

Thrombocytopenia
Advise patients to contact their healthcare provider if they have bruising or bleeding [see Warnings and 
Precautions].
Embryo-Fetal Toxicity
Advise pregnant women of the potential hazard to a fetus. Advise females of reproductive potential to inform 
their healthcare provider of a known or suspected pregnancy [see Warnings and Precautions, Use in Specific 
Populations].
Advise females of reproductive potential to avoid becoming pregnant during treatment with DARZALEX 
FASPRO and for at least 3 months after the last dose [see Use in Specific Populations].
Advise patients that lenalidomide has the potential to cause fetal harm and has specific requirements 
regarding contraception, pregnancy testing, blood and sperm donation, and transmission in sperm. 
Lenalidomide is only available through a REMS program [see Use in Specific Populations].
Interference with Laboratory Tests
Advise patients to inform their healthcare provider, including personnel at blood transfusion centers, that 
they are taking DARZALEX FASPRO, in the event of a planned transfusion [see Warnings and Precautions].
Advise patients that DARZALEX FASPRO can affect the results of some tests used to determine complete 
response in some patients and additional tests may be needed to evaluate response [see Warnings and 
Precautions].
Hepatitis B Virus (HBV) Reactivation
Advise patients to inform healthcare providers if they have ever had or might have a hepatitis B infection 
and that DARZALEX FASPRO could cause hepatitis B virus to become active again [see Adverse Reactions].
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THE CORONAVIRUS DISEASE 2019 (COVID-19) pandemic triggered 
a significant drop in the use of health care services in 2020, and 
an analysis by Willis Towers Watson found that employer health 
care benefit costs will likely increase in 2021 to address this 
deferral in care.1

At the onset of the pandemic, the uncertainty surrounding 
COVID-19 led to a substantial decrease in elective procedures and 
in care not related to COVID-19. These factors were at the forefront 
of a prior analysis by Willis Towers Watson, which had developed 
3 scenarios (low, medium, and high) to project the level of care 
deferral, with current estimates suggesting a 3.3% to 8.8% lower 
national health care spend for 2020.2 This would mark the first 
time health care costs did not increase year-over-year since 1960.

Shifting focus to 2021, researchers similarly constructed 4 
scenarios to estimate potential future patterns of COVID-19 
infection and the subsequent impact on the level of care delivered 
to patients with and without COVID-19:

• scenario A: early control;
• scenario B: variable hot spots;
• scenario C: widespread new infections; and
• scenario D: widespread new infections with multiple peaks

Researchers expect health care costs to rise again as 2021 
begins. Accounting for continued care of patients with COVID-19 
and delivery of previously deferred non–COVID-19 care, the 
analysis estimates an increase ranging from 0.5% to 5.0% above 
nonpandemic projections. But when combining 2020 and 2021, 
the analysis exhibited cost reductions of between 2.8% and 3.8% 
from nonpandemic levels across the 4 scenarios.

In a prior interview with The American Journal of Managed 
Care® (AJMC®), Trevis Parson, FSA, MAAA, FCA, chief actuary 
of Health & Benefits North America at Willis Towers Watson, 
previewed the analysis and said that these figures would assist 
employers in setting budgets, designs, and contributions for 
employees in 2021.

After the release of these new projections, Parson spoke 
with AJMC® again to discuss how geographical location will 
ultimately influence health care costs for employers due to the 
pandemic, and what factors Willis Towers Watson will continue to 
monitor as 2020 comes to a close.

AJMC®: Can you discuss how the deferral in care precipitated 
by the COVID-19 pandemic contributed to projections of 
this latest report?

PARSON: Health care plan sponsors may see an unprecedented 
decrease in year-over-year medical costs in 2020, as system 
capacity shifts and fear of contracting COVID-19 in medical 
settings drives a significant volume of forgone and deferred care. 
Significant uncertainties remain, however, including the course 
of the pandemic, the availability of effective vaccines and treat-
ments, and changes in the health care delivery system that could 
impact future health care costs.

Willis Towers Watson has evaluated a set of potential future 
care utilization scenarios contemplating a variety of patterns 
of infection and care return. Across our scenarios, 2021 costs to 
employer plans are expected to be slightly higher (0.5% to 5.0%) 

than the nonpandemic baseline projection. Nevertheless, when 
2020 and 2021 are combined, all scenarios show cost reductions 
(–2.8% to –3.8%) relative to the nonpandemic baseline.

The baseline comparison from which these estimates were 
developed reflects projected costs for 2020 and 2021 assuming 
the pandemic never occurred. Employers should consider these 
scenarios as they budget for and measure the performance of their 
health care plans in the upcoming year.

AJMC®: As the uncertainty of the pandemic continues to impact the 
health industry and subsequent health care costs, what factors will 
Willis Towers Watson keep an eye on as the year comes to a close?

PARSON: The impact of COVID-19 will differ based on geography 
and industry. Willis Towers Watson will be helping employers to 
gain a deeper understanding of their demographics and claims 
and to implement an analytic strategy to identify problems and 
monitor the effectiveness of solutions. In the absence of reliable 
macromarket trends, employers will need to rely increasingly on 
more detailed analyses of their own data and benchmarks custom-
ized to their profile. A comprehensive analytic approach from data 
input, through an analytic framework, to actionable output will 
reveal opportunities for employers to drive value to participants.

It will not be sufficient for employers simply to ignore 2020 and 
wait to “return to normal.” COVID-19 is driving broad change 
and volatility, which demands effective measurement. During 
this period of transition there will be many changes to the way 
business, health care, and employee benefits function.

Some of these (mask wearing, temperature checks, provider 
closures) will cease when the pandemic is over, while others 
(telehealth, remote working, provider restructuring) might endure. 
Employers will need to understand the rapidly changing health 
care market landscape as well as the shifting needs and risk 
profiles of their workforces.

Willis Towers Watson will help employers to monitor emerging 
experience to identify changes in the utilization curve in terms of 
service mix, patient health, and service volume. ◆

R E F E R E N C E S

1. White paper: the up and down impact of the pandemic on health care costs. September 

29, 2020. Accessed November 12, 2020. https://www.willistowerswatson.com/en-US/

Insights/2020/09/the-up-and-down-impact-of-the-pandemic-on-health-care-costs

2. COVID-19 could reduce employer health care costs due to care deferral, Willis Towers Watson 

analysis finds. News release. Willis Towers Watson; May 1, 2020. Accessed November 12, 2020. 

https://www.willistowerswatson.com/en-US/News/2020/05/covid-19-could-reduce-em-

ployer-health-care-costs-due-to-care-deferral-wtw-analysis-finds

“It will not be sufficient for employers 
simply to ignore 2020 and wait to ‘return to 
normal.’ COVID-19 is driving broad change 
and volatility, which demands effective 
measurement. During this period of 
transition there will be many changes to the 
way business, health care, and employee 
benefits function.”

Podcast: Driving 
Transparency, Payment 
Reform in Employer Health 
Care Coverage
https://bit.ly/3m6dTM5

Analysis Finds Deferral in Care  
May Fuel Higher Employer Health Care Costs in 2021
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FCA, chief actuary, Health 
& Benefits North America, 
Willis Towers Watson
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Cancer Does Not Stop for COVID-19, 
but Reform Becomes a Challenge
THE CORONAVIRUS DISEASE 2019 (COVID-19) pandemic has aff ected every 
aspect of health care, and oncology is no exception. But as studies begin to il-
lustrate the fallout of the early months of the pandemic with regard to cancer 
care, it’s becoming clear that the impact will not be short-lived.

The theme was woven throughout the agenda of the 2020 Community 
Oncology Alliance (COA) Virtual Payer Exchange Summit on Oncology Payment 
Reform on October 27-28, where providers, payers, and employers had an 

opportunity to frankly discuss ongoing issues and success-
es in care reform. But COVID-19 has not distracted from 
the heart of the matter: identifying the pieces that allow 
oncologists to provide quality care to cancer patients.

“It’s typically the health care system has been about utili-
zation or consumption. We have moved toward a situation 
where we want to pay for quality and value and outcomes. 
Show me what you’ve done, show me how it’s diff erent. 
And we’ll get reimbursed accordingly,” Bo Gamble, director 

of Strategic Practice Initiatives at COA, said in a talk on the state of payment 
reform that kicked the sessions off .

During a session on the fi rst day, a panel discussed the ways COVID-19 
continues to impact cancer care and payment reform. Moderated by Ted 
Okon, MBA, executive director of COA, it included Debra Patt, MD, PhD, MBA, 
executive vice president at Texas Oncology; Lucio Gordan, MD, president and 
managing physician of Florida Cancer Specialists and Research Institute, and 
member of the COA Board of Directors; and Glenn Balasky, executive director 
of Rocky Mountain Cancer Centers in Colorado.

The fi rst discussion point  was a study released by Avalere Health and COA in 
October, on which Patt was lead author and Gordan was a coauthor. Their 
research showed that cancer screenings, biopsies, and treatment administra-
tions saw an alarming drop in the early months of the pandemic compared 
with the same time frames in 2019. Perhaps more ominously, some of the 
most common treatment procedures saw an even sharper decline in July, a 
phenomenon Patt attributes to the lack of screenings and therefore diagnoses 
earlier in the year.1

“Cancer doesn’t stop during COVID-19. Cancer continues. I suspect in 2020, 
about half of cancers are likely to go undiagnosed,” Patt said. “And of course, we 
are concerned because the natural consequence of that delay would be a stage 
migration to patients at a higher stage of disease, and their cancers are more 
likely to be associated with higher morbidity and mortality.”

Aside from the worst of the fallout, which are the negative ramifi cations from 
a patient experience standpoint, Patt and Gordan also pointed out that later 
diagnoses and more complicated treatments make it more diffi  cult for patients 

to participate in the workforce and thus cost the system 
more money. To keep patients from struggling with lat-
er-stage disease, Gordan stressed the importance of getting 
information about critical screenings out to patients.

“[Although] we may not have done the best job in terms 
of COVID-19 pandemic control, I think we can do a very 
good job in terms of getting our patients back to screening 
and early diagnosis of diseases, including cancer and 
others,” Gordan said. He and Okon have developed a plan 

for a major public service announcement campaign to do just that, he said.
And with a third wave of the pandemic seemingly imminent, Okon turned 

to Balasky for a picture of the situation in states like Colorado that did not see 
the worst of the fi rst wave, versus the states where Patt and Gordan’s prac-
tices are based.

“We’ve managed all these streams of chaos. But then 
underneath all this chaos, things have started coming 
back…Now I could tell you sitting here, 4 or 5 months past 
those lockdowns, we’re actually seeing more new cancer 
patients arriving than we were pre-COVID,” Balasky said.

While neither Patt nor Gordan (See SP330, SP333) have 
seen numbers at those levels in their respective practices, 
both have utilized telehealth to help reduce the gaps in 
patient traffi  c created by the pandemic. Telehealth growth is a silver lining that 
has come from the crisis, Patt said. Her practice has been seeing about 20% of 
new patients and 25% of established patients with telemedicine, she said.

Despite the eff orts in telehealth, however, things are not back to normal just 
yet. “I think [telehealth] helps close the gap, but we have not increased from 
our pre-COVID rates, and we have not done anything to close the gap that’s 
been created in the last 6 months,” Patt said.

On the administrative side, juggling so many new policies, along with the 
issues presented during the pandemic, has made it diffi  cult for practices to 
make progress in every initiative they would like to, according to Balasky.

“The side eff ects of COVID onto our practices are aff ecting our ability to do 
what would really be exciting,” Balasky said. “You know, telemedicine, and to 

increase that engagement….But can we get at those new 
opportunities when we’d like to, when we’re defi nitely 
being constrained?” He said that delays in alternative 
payment models are a blessing and a curse, because every-
one wants reform but practices have too many COVID-19 
matters to deal with right now.

That also applies to oncologists themselves. Gordan said 
he agrees with the recent decision to delay the start of the 
CMS Radiation Oncology Model that was slated to begin in 

January 2021—a sentiment that the rest of the panel echoed.
“It’s not that we are afraid or reluctant to embrace any value-based care 

Initiatives,” Gordan said. “Community oncology has proven beyond any doubts 
that we can do it and we can deliver. We’re nimble, we’re less expensive than 
other places, and we deliver outstanding care with excellent patient satisfac-
tion. It’s just that timing is complicated.”

The pandemic has also taken a serious mental toll on many, and in closing, 
Patt said she now has to build time into visits to discuss COVID-19 manage-
ment and address general wellbeing with patients.

“There is not a patient who leaves my offi  ce without talking about it,” Patt 
said. “It’s not because I like to talk about it; it’s because it is what is all-con-
suming to them. It’s what’s paralyzing. It’s what’s led people to forgo seeking 
medical evaluation when they’ve had symptoms, and sometimes abandoned 
treatment. It’s a very serious issue, and I feel like we need to think about that: 
how we better serve our patients’ behavioral health needs.”

During an ongoing public health crisis, the panel agreed that although 
reform is something everyone wants, the strain that the pandemic has placed 
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”Cancer doesn’t stop during COVID-19. Cancer 
continues. I suspect in 2020, about half of cancers 
are likely to go undiagnosed....We are concerned 
because the natural consequence of that delay would 
be a stage migration to patients at a higher stage 
of disease, and their cancers are more likely to be 
associated with higher morbidity and mortality.” 

—Debra A. Patt, MD, PhD, MBA,
executive vice president, Texas Oncology 
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on practices limits what can be done while still allowing physicians to provide 
the care that cancer patients need. ◆

R E F E R E N C E

1. Patt D, Gordan L, Diaz M, et al. The impact of COVID-19 on cancer care: how the pandemic is delaying cancer 

diagnosis and treatment for American seniors. JCO Clin Cancer Inform. Published online October 21, 2020. 

doi:10.1200/CCI.20.00134

When Payers’ “Cost-Saving” Steps 
Don’t Help Patients

WHITE-BAGGING. BROWN-BAGGING. Step therapy. Home infusion. Each 
term in the roster of payer cost-saving strategies means something diff erent, 
but for the panelists taking part in an  October 28 session at the Community 
Oncology Alliance (COA) Payer Exchange Summit, the bottom line was the 
same: Taking control away from oncologists can lead to waste, cost patients 

time and money, and be downright dangerous.
COA Executive Director Ted Okon, MBA, moderated 

the panel featuring Michael Diaz, MD, director of patient 
advocacy, Florida Cancer Specialists & Research Institute; 
Janelle Hamilton, compliance offi  cer and director of payer 
relations, Illinois Cancer Care, PC; and Barbara McAneny, 
MD, chief executive offi  cer, New Mexico Hematology 
Consultants, Ltd.

With Diaz, the current president of COA, and McAneny, 
a recent president of the American Medical Association, on the panel, no one 
held back their thoughts on how cost-saving eff orts, however well-intentioned, 
can backfi re and do harm.

“You just need to get medicine to the patient in time to be able to start 
treatment, sometimes in a very timely fashion. Not all cancers are slow-grow-
ing, and some are fast-growing, and every day that you wait sometimes makes 
a huge diff erence in patients or patient outcomes,” Diaz said. “So, I just look 
at [these eff orts] as [steps that will] interfere with the quality and the value of 
patient care overall.”

Okon and the panel reviewed the various strategies:

• WHITE-BAGGING refers to specialty pharmacies sending prefi lled 
oncology therapeutics directly to the oncology practice; thus, if the 
physician needs to adjust the dose, the drug must be shipped back 
to the pharmacy.

• BROWN-BAGGING occurs when drugs are sent directly to the patient, 
who must store them properly and bring them to the physician’s offi  ce to 
be administered.

• STEP THERAPY, which Okon and fellow panelists called “fail fi rst,” 
requires patients in commercial and some Medicare Advantage plans to 
take oncology drugs or supportive therapies that may not be what their 
doctor prescribes, to check that they do not work before the preferred 
treatment is dispensed. Okon pointed out that the fi rst drug given may 
not be the cheapest, but it may be the one that provides the biggest 
profi t to the payer.

• HOME INFUSION calls for oncology drugs to be given outside an 
infusion center, by a nurse who may or may not be a certifi ed oncology 
nurse. The physicians on the panel objected strongly to this practice, 
because they said an unaccompanied nurse is not equipped to manage 
an adverse reaction that could take place at the time of administration.

Okon asked McAneny to address problems with white-bagging, especially 
when the oncologist needs to adjust a patient’s regimen. “The issue with 
white-bagging is that if the insurance company has sent me that drug and that 
dose, and I need to change that patient’s dose for any reason—or even change 

to another regimen altogether, because the patient has progressed or isn’t 
tolerating the fi rst regimen—then I have to send that patient away, and bear the 
cost of sending that drug back to whoever sent it to me. And then the patient 
would have to wait until the new drug is approved and has come in, and then 
make another trip [to pick it up],” she said.

McAneny, who noted that she has patients who may 
be traveling 100 miles to see her, said this is costly to 
patients and caregivers. “I think something that needs to 
be considered—something that’s almost never considered 
when insurers are making these changes—is the eff ect on 
the patient’s out-of-pocket expense.…If that patient has 
to [leave] and come back another day, then, for instance, 
their daughter [who accompanies them] may have to take 
another day out of work, again; or maybe a kid has to be taken out of school, 
again; or they have to make other arrangements to get transportation,” she 

emphasized. “It really is going to increase the inequities 
that we see for poor people versus wealthier people.”

In addition, when oncologists cannot manage the drugs 
themselves, they don’t know who has mixed it, or whether 
it’s been kept at the right temperature during shipment, 
McAneny said. “I think this is an [example of an] insurance 
company sacrifi cing patient safety,” she stressed. “It’s 
for expedience, and the hope that this will somehow 
save them money.”

If a drug arrives and doesn’t look right, McAneny said she will not use it. 
Brown-bagging is even worse, she said, because patients can leave drugs in 
their car where they are exposed to heat.

Hamilton said that physicians in her practice have worked to reach patients 
by traveling out to rural areas of Illinois once a week. “So, if that drug is not 
there, or that dosage changes, and we’re not back in that clinic for another 
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STEP THERAPY
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be what their doctor prescribed, to check that 

they do not work 

HOME INFUSION

Drugs are given outside an infusion center, by a 

nurse who may not be a certified oncology nurse
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Approved for the treatment of HRRm* 
metastatic castration-resistant prostate 
cancer following progression on enzalutamide 
or abiraterone1,2

Approved for the � rst-line maintenance 
treatment of HRD-positive* advanced 
ovarian cancer in combination with 
bevacizumab following response to 
� rst-line platinum-based chemotherapy1,2

Approved for � rst-line maintenance 
treatment of gBRCA-mutated* 
metastatic pancreatic cancer that has 
not progressed on at least 16 weeks of a 
� rst-line platinum-based chemotherapy1,2

2014 2018 2019 20202017
Approved for the treatment of 
gBRCA-mutated,* advanced ovarian 
cancer following 3 or more lines 
of chemotherapy1,2

Approved for second-line 
maintenance treatment of advanced, 
platinum-sensitive, recurrent ovarian 
cancer1,2

LEARN ABOUT THE INDICATIONS AT
LYNPARZAhcp.com

DAREDAREDARE TO
BELIEVE

gBRCAm=germline BRCA-mutated; HRRm=homologous recombination repair gene–mutated;
PARPi=poly (ADP-ribose) polymerase inhibitor; sBRCAm=somatic BRCA-mutated.

Approved for the treatment of gBRCA-mutated,* 
HER2-negative metastatic breast cancer following 
chemotherapy in any setting. Patients with hormone 
receptor–positive breast cancer should have been 
treated with a prior endocrine therapy or be considered 
inappropriate for endocrine therapy1,2

Approved for � rst-line maintenance treatment of 
sBRCA-mutated* or gBRCA-mutated* advanced 
ovarian cancer in response to � rst-line platinum-based 
chemotherapy1,2

LYNPARZA is a registered trademark of the AstraZeneca group of companies. ©2020 AstraZeneca. All rights reserved. US-37557 6/20

PROVEN ACROSS

The PARPi with the 
most FDA approvals1-5

LYNPARZA is not indicated in patients under 18.

INDICATIONS
LYNPARZA is a poly (ADP-ribose) polymerase (PARP) inhibitor indicated:
First-Line Maintenance BRCAm Advanced Ovarian Cancer
For the maintenance treatment of adult patients with deleterious or suspected 
deleterious germline or somatic BRCA-mutated (gBRCAm or sBRCAm) advanced 
epithelial ovarian, fallopian tube, or primary peritoneal cancer who are in complete or 
partial response to � rst-line platinum-based chemotherapy. Select patients for 
therapy based on an FDA-approved companion diagnostic for LYNPARZA.
First-Line Maintenance HRD-Positive Advanced Ovarian Cancer 
in Combination with Bevacizumab 
In combination with bevacizumab for the maintenance treatment of adult patients 
with advanced epithelial ovarian, fallopian tube or primary peritoneal cancer who are 
in complete or partial response to � rst-line platinum-based chemotherapy and 
whose cancer is associated with homologous recombination de� ciency (HRD) 
positive status de� ned by either:

•  a deleterious or suspected deleterious BRCA mutation, and/or
•  genomic instability

Select patients for therapy based on an FDA-approved companion diagnostic 
for LYNPARZA.
Maintenance Recurrent Ovarian Cancer
For the maintenance treatment of adult patients with recurrent epithelial ovarian, 
fallopian tube, or primary peritoneal cancer, who are in complete or partial response 
to platinum-based chemotherapy.
Advanced gBRCAm Ovarian Cancer 
For the treatment of adult patients with deleterious or suspected deleterious 
germline BRCA-mutated (gBRCAm) advanced ovarian cancer who have been treated 
with 3 or more prior lines of chemotherapy. Select patients for therapy based on an 
FDA-approved companion diagnostic for LYNPARZA.
gBRCAm, HER2-Negative Metastatic Breast Cancer 
For the treatment of adult patients with deleterious or suspected deleterious 
gBRCAm, human epidermal growth factor receptor 2 (HER2)-negative metastatic 
breast cancer who have been treated with chemotherapy in the neoadjuvant, 
adjuvant, or metastatic setting. Patients with hormone receptor (HR)-positive breast 
cancer should have been treated with a prior endocrine therapy or be considered 
inappropriate for endocrine therapy. Select patients for therapy based on an FDA-
approved companion diagnostic for LYNPARZA.
First-Line Maintenance gBRCAm Metastatic Pancreatic Cancer
For the maintenance treatment of adult patients with deleterious or suspected 
deleterious gBRCAm metastatic pancreatic adenocarcinoma whose disease has not 
progressed on at least 16 weeks of a � rst-line platinum-based chemotherapy 
regimen. Select patients for therapy based on an FDA-approved companion 
diagnostic for LYNPARZA. 
HRR Gene-mutated Metastatic Castration-Resistant Prostate Cancer
For the treatment of adult patients with deleterious or suspected deleterious 
germline or somatic homologous recombination repair (HRR) gene-mutated 
metastatic castration-resistant prostate cancer (mCRPC) who have progressed 
following prior treatment with enzalutamide or abiraterone. Select patients for 
therapy based on an FDA-approved companion diagnostic for LYNPARZA.
IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS
There are no contraindications for LYNPARZA.
WARNINGS AND PRECAUTIONS
Myelodysplastic Syndrome/Acute Myeloid Leukemia (MDS/AML): 
Occurred in <1.5% of patients exposed to LYNPARZA monotherapy, and the majority 
of events had a fatal outcome. The duration of therapy in patients who developed 
secondary MDS/AML varied from <6 months to >2 years. All of these patients had 

previous chemotherapy with platinum agents and/or other DNA-damaging agents, 
including radiotherapy, and some also had a history of more than one primary 
malignancy or of bone marrow dysplasia.
Do not start LYNPARZA until patients have recovered from hematological toxicity 
caused by previous chemotherapy (≤Grade 1). Monitor complete blood count for 
cytopenia at baseline and monthly thereafter for clinically signi� cant changes during 
treatment. For prolonged hematological toxicities, interrupt LYNPARZA and monitor 
blood count weekly until recovery.
If the levels have not recovered to Grade 1 or less after 4 weeks, refer the patient to a 
hematologist for further investigations, including bone marrow analysis and blood 
sample for cytogenetics. Discontinue LYNPARZA if MDS/AML is con� rmed.
Pneumonitis: Occurred in <1% of patients exposed to LYNPARZA, and some cases 
were fatal. If patients present with new or worsening respiratory symptoms such as 
dyspnea, cough, and fever, or a radiological abnormality occurs, interrupt LYNPARZA 
treatment and initiate prompt investigation. Discontinue LYNPARZA if pneumonitis is 
con� rmed and treat patient appropriately.
Embryo-Fetal Toxicity: Based on its mechanism of action and � ndings in animals, 
LYNPARZA can cause fetal harm. A pregnancy test is recommended for females of 
reproductive potential prior to initiating treatment.
Females
Advise females of reproductive potential of the potential risk to a fetus and to 
use e� ective contraception during treatment and for 6 months following the 
last dose.
Males
Advise male patients with female partners of reproductive potential or who are 
pregnant to use e� ective contraception during treatment and for 3 months following 
the last dose of LYNPARZA and to not donate sperm during this time.
Venous Thromboembolic Events: Including pulmonary embolism, occurred in 
7% of patients with metastatic castration-resistant prostate cancer who received 
LYNPARZA plus androgen deprivation therapy (ADT) compared to 3.1% of patients 
receiving enzalutamide or abiraterone plus ADT in the PROfound study. Patients 
receiving LYNPARZA and ADT had a 6% incidence of pulmonary embolism compared 
to 0.8% of patients treated with ADT plus either enzalutamide or abiraterone. Monitor 
patients for signs and symptoms of venous thrombosis and pulmonary embolism, 
and treat as medically appropriate, which may include long-term anticoagulation as 
clinically indicated.
ADVERSE REACTIONS—First-Line Maintenance BRCAm Advanced 
Ovarian Cancer
Most common adverse reactions (Grades 1-4) in ≥10% of patients in clinical trials of 
LYNPARZA in the � rst-line maintenance setting for SOLO-1 were: nausea (77%), 
fatigue (67%), abdominal pain (45%), vomiting (40%), anemia (38%), diarrhea (37%), 
constipation (28%), upper respiratory tract infection/in� uenza/nasopharyngitis/
bronchitis (28%), dysgeusia (26%), decreased appetite (20%), dizziness (20%), 
neutropenia (17%), dyspepsia (17%), dyspnea (15%), leukopenia (13%), UTI (13%), 
thrombocytopenia (11%), and stomatitis (11%).
Most common laboratory abnormalities (Grades 1-4) in ≥25% of patients in 
clinical trials of LYNPARZA in the � rst-line maintenance setting for SOLO-1
were: decrease in hemoglobin (87%), increase in mean corpuscular volume 
(87%), decrease in leukocytes (70%), decrease in lymphocytes (67%), decrease 
in absolute neutrophil count (51%), decrease in platelets (35%), and increase in serum 
creatinine (34%).
ADVERSE REACTIONS—First-Line Maintenance Advanced Ovarian 
Cancer in Combination with Bevacizumab
Most common adverse reactions (Grades 1-4) in ≥10% of patients treated with 
LYNPARZA/bevacizumab compared to a ≥5% frequency for placebo/bevacizumab in 
the � rst-line maintenance setting for PAOLA-1 were: nausea (53%), fatigue 
(including asthenia) (53%), anemia (41%), lymphopenia (24%), vomiting (22%) and 
leukopenia (18%). In addition, the most common adverse reactions (≥10%) for 

IMPORTANT SAFETY INFORMATION (Cont’d) 
ADVERSE REACTIONS—First-Line Maintenance Advanced Ovarian Cancer 
in Combination with Bevacizumab (Cont’d) 
patients receiving LYNPARZA/bevacizumab irrespective of the frequency compared 
with the placebo/bevacizumab arm were: diarrhea (18%), neutropenia (18%), 
urinary tract infection (15%) and headache (14%).
In addition, venous thromboembolic events occurred more commonly in patients 
receiving LYNPARZA/bevacizumab (5%) than in those receiving placebo/
bevacizumab (1.9%).
Most common laboratory abnormalities (Grades 1-4) in ≥25% of patients for 
LYNPARZA in combination with bevacizumab in the � rst-line maintenance setting 
for PAOLA-1 were: decrease in hemoglobin (79%), decrease in lymphocytes (63%), 
increase in serum creatinine (61%), decrease in leukocytes (59%), decrease in absolute 
neutrophil count (35%) and decrease in platelets (35%).
ADVERSE REACTIONS—Maintenance Recurrent Ovarian Cancer
Most common adverse reactions (Grades 1-4) in ≥20% of patients in clinical trials of 
LYNPARZA in the maintenance setting for SOLO-2 were: nausea (76%), fatigue 
(including asthenia) (66%), anemia (44%), vomiting (37%), nasopharyngitis/upper 
respiratory tract infection (URI)/in� uenza (36%), diarrhea (33%), arthralgia/myalgia (30%), 
dysgeusia (27%), headache (26%), decreased appetite (22%), and stomatitis (20%).
Study 19: nausea (71%), fatigue (including asthenia) (63%), vomiting (35%), diarrhea 
(28%), anemia (23%), respiratory tract infection (22%), constipation (22%), headache 
(21%), decreased appetite (21%) and dyspepsia (20%).
Most common laboratory abnormalities (Grades 1-4) in ≥25% of patients in clinical 
trials of LYNPARZA in the maintenance setting (SOLO-2/Study 19) were: increase in 
mean corpuscular volume (89%/82%), decrease in hemoglobin (83%/82%), decrease 
in leukocytes (69%/58%), decrease in lymphocytes (67%/52%), decrease in absolute 
neutrophil count (51%/47%), increase in serum creatinine (44%/45%), and decrease 
in platelets (42%/36%).
ADVERSE REACTIONS—Advanced gBRCAm Ovarian Cancer
Most common adverse reactions (Grades 1-4) in ≥20% of patients in clinical trials 
of LYNPARZA for advanced gBRCAm ovarian cancer after 3 or more lines of 
chemotherapy (pooled from 6 studies) were: fatigue/asthenia (66%), nausea (64%), 
vomiting (43%), anemia (34%), diarrhea (31%), nasopharyngitis/upper respiratory tract 
infection (URI) (26%), dyspepsia (25%), myalgia (22%), decreased appetite (22%), and 
arthralgia/musculoskeletal pain (21%).
Most common laboratory abnormalities (Grades 1-4) in ≥25% of patients in clinical 
trials of LYNPARZA for advanced gBRCAm ovarian cancer (pooled from 6 studies) 
were: decrease in hemoglobin (90%), mean corpuscular volume elevation (57%), 
decrease in lymphocytes (56%), increase in serum creatinine (30%), decrease in 
platelets (30%), and decrease in absolute neutrophil count (25%).
ADVERSE REACTIONS—gBRCAm, HER2-Negative Metastatic Breast Cancer
Most common adverse reactions (Grades 1-4) in ≥20% of patients in OlympiAD were: 
nausea (58%), anemia (40%), fatigue (including asthenia) (37%), vomiting (30%), 
neutropenia (27%), respiratory tract infection (27%), leukopenia (25%), diarrhea (21%), 
and headache (20%).
Most common laboratory abnormalities (Grades 1-4) in ≥25% of patients in 
OlympiAD were: decrease in hemoglobin (82%), decrease in lymphocytes (73%), 
decrease in leukocytes (71%), increase in mean corpuscular volume (71%), decrease in 
absolute neutrophil count (46%), and decrease in platelets (33%).
ADVERSE REACTIONS—First-Line Maintenance gBRCAm Metastatic 
Pancreatic Adenocarcinoma 
Most common adverse reactions (Grades 1-4) in ≥10% of patients in clinical trials of 
LYNPARZA in the � rst-line maintenance setting for POLO were: fatigue (60%), 
nausea (45%), abdominal pain (34%), diarrhea (29%), anemia (27%), decreased 
appetite (25%), constipation (23%), vomiting (20%), back pain (19%), arthralgia (15%), 

rash (15%), thrombocytopenia (14%), dyspnea (13%), neutropenia (12%), 
nasopharyngitis (12%), dysgeusia (11%), and stomatitis (10%).
Most common laboratory abnormalities (Grades 1-4) in ≥25% of patients in clinical 
trials of LYNPARZA in the � rst-line maintenance setting for POLO were: increase in 
serum creatinine (99%), decrease in hemoglobin (86%), increase in mean corpuscular 
volume (71%), decrease in lymphocytes (61%), decrease in platelets (56%), decrease in 
leukocytes (50%), and decrease in absolute neutrophil count (25%). 
ADVERSE REACTIONS—HRR Gene-mutated Metastatic Castration-Resistant 
Prostate Cancer
Most common adverse reactions (Grades 1-4) in ≥10% of patients in clinical trials of 
LYNPARZA for PROfound were: anemia (46%), fatigue (including asthenia) (41%), 
nausea (41%), decreased appetite (30%), diarrhea (21%), vomiting (18%), 
thrombocytopenia (12%), cough (11%), and dyspnea (10%).
Most common laboratory abnormalities (Grades 1-4) in ≥25% of patients in clinical 
trials of LYNPARZA for PROfound were: decrease in hemoglobin (98%), decrease in 
lymphocytes (62%), decrease in leukocytes (53%), and decrease in absolute 
neutrophil count (34%).
DRUG INTERACTIONS
Anticancer Agents: Clinical studies of LYNPARZA with other myelosuppressive 
anticancer agents, including DNA-damaging agents, indicate a potentiation and 
prolongation of myelosuppressive toxicity.
CYP3A Inhibitors: Avoid coadministration of strong or moderate CYP3A inhibitors 
when using LYNPARZA. If a strong or moderate CYP3A inhibitor must be 
coadministered, reduce the dose of LYNPARZA. Advise patients to avoid grapefruit, 
grapefruit juice, Seville oranges, and Seville orange juice during LYNPARZA treatment.
CYP3A Inducers: Avoid coadministration of strong or moderate CYP3A inducers 
when using LYNPARZA.
USE IN SPECIFIC POPULATIONS
Lactation: No data are available regarding the presence of olaparib in human milk, 
its e� ects on the breastfed infant or on milk production. Because of the potential for 
serious adverse reactions in the breastfed infant, advise a lactating woman not to 
breastfeed during treatment with LYNPARZA and for 1 month after receiving the 
� nal dose. 
Pediatric Use: The safety and e�  cacy of LYNPARZA have not been established 
in pediatric patients.
Hepatic Impairment: No adjustment to the starting dose is required in patients with 
mild or moderate hepatic impairment (Child-Pugh classi� cation A and B). There are 
no data in patients with severe hepatic impairment (Child-Pugh classi� cation C).
Renal Impairment: No dosage modi� cation is recommended in patients with mild 
renal impairment (CLcr 51-80 mL/min estimated by Cockcroft-Gault). In patients with 
moderate renal impairment (CLcr 31-50 mL/min), reduce the dose of LYNPARZA to 
200 mg twice daily. There are no data in patients with severe renal impairment or 
end-stage renal disease (CLcr ≤30 mL/min).

Please see Brief Summary of Prescribing Information on the following pages.
You are encouraged to report negative side e� ects of AstraZeneca prescription drugs by 
calling 1-800-236-9933. If you prefer to report these to the FDA, either visit 
www.FDA.gov/medwatch or call 1-800-FDA-1088.

References: 1. LYNPARZA® (olaparib) [prescribing information]. Wilmington, DE: 
AstraZeneca Pharmaceuticals LP; 2020. 2. Data available on request from Merck & Co., Inc., 
Professional Services-DAP, WP1-27, PO Box 4, West Point, PA 19486-0004. Please specify 
information package US-42674. 3. Zejula® (niraparib) [prescribing information]. 
Waltham, MA: TESARO, Inc.; 2020. 4. Rubraca® (rucaparib) [prescribing information]. 
Boulder, CO: Clovis Oncology, Inc.; 2020. 5. Talzenna® (talazoparib) [prescribing 
information]. New York, NY: P� zer Inc.; 2020.
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Approved for the treatment of HRRm* 
metastatic castration-resistant prostate 
cancer following progression on enzalutamide 
or abiraterone1,2

Approved for the � rst-line maintenance 
treatment of HRD-positive* advanced 
ovarian cancer in combination with 
bevacizumab following response to 
� rst-line platinum-based chemotherapy1,2

Approved for � rst-line maintenance 
treatment of gBRCA-mutated* 
metastatic pancreatic cancer that has 
not progressed on at least 16 weeks of a 
� rst-line platinum-based chemotherapy1,2

2014 2018 2019 20202017
Approved for the treatment of 
gBRCA-mutated,* advanced ovarian 
cancer following 3 or more lines 
of chemotherapy1,2

Approved for second-line 
maintenance treatment of advanced, 
platinum-sensitive, recurrent ovarian 
cancer1,2

LEARN ABOUT THE INDICATIONS AT
LYNPARZAhcp.com

DAREDAREDARE TO
BELIEVE

gBRCAm=germline BRCA-mutated; HRRm=homologous recombination repair gene–mutated;
PARPi=poly (ADP-ribose) polymerase inhibitor; sBRCAm=somatic BRCA-mutated.

Approved for the treatment of gBRCA-mutated,* 
HER2-negative metastatic breast cancer following 
chemotherapy in any setting. Patients with hormone 
receptor–positive breast cancer should have been 
treated with a prior endocrine therapy or be considered 
inappropriate for endocrine therapy1,2

Approved for � rst-line maintenance treatment of 
sBRCA-mutated* or gBRCA-mutated* advanced 
ovarian cancer in response to � rst-line platinum-based 
chemotherapy1,2

LYNPARZA is a registered trademark of the AstraZeneca group of companies. ©2020 AstraZeneca. All rights reserved. US-37557 6/20

PROVEN ACROSS

The PARPi with the 
most FDA approvals1-5

LYNPARZA is not indicated in patients under 18.

INDICATIONS
LYNPARZA is a poly (ADP-ribose) polymerase (PARP) inhibitor indicated:
First-Line Maintenance BRCAm Advanced Ovarian Cancer
For the maintenance treatment of adult patients with deleterious or suspected 
deleterious germline or somatic BRCA-mutated (gBRCAm or sBRCAm) advanced 
epithelial ovarian, fallopian tube, or primary peritoneal cancer who are in complete or 
partial response to � rst-line platinum-based chemotherapy. Select patients for 
therapy based on an FDA-approved companion diagnostic for LYNPARZA.
First-Line Maintenance HRD-Positive Advanced Ovarian Cancer 
in Combination with Bevacizumab 
In combination with bevacizumab for the maintenance treatment of adult patients 
with advanced epithelial ovarian, fallopian tube or primary peritoneal cancer who are 
in complete or partial response to � rst-line platinum-based chemotherapy and 
whose cancer is associated with homologous recombination de� ciency (HRD) 
positive status de� ned by either:

•  a deleterious or suspected deleterious BRCA mutation, and/or
•  genomic instability

Select patients for therapy based on an FDA-approved companion diagnostic 
for LYNPARZA.
Maintenance Recurrent Ovarian Cancer
For the maintenance treatment of adult patients with recurrent epithelial ovarian, 
fallopian tube, or primary peritoneal cancer, who are in complete or partial response 
to platinum-based chemotherapy.
Advanced gBRCAm Ovarian Cancer 
For the treatment of adult patients with deleterious or suspected deleterious 
germline BRCA-mutated (gBRCAm) advanced ovarian cancer who have been treated 
with 3 or more prior lines of chemotherapy. Select patients for therapy based on an 
FDA-approved companion diagnostic for LYNPARZA.
gBRCAm, HER2-Negative Metastatic Breast Cancer 
For the treatment of adult patients with deleterious or suspected deleterious 
gBRCAm, human epidermal growth factor receptor 2 (HER2)-negative metastatic 
breast cancer who have been treated with chemotherapy in the neoadjuvant, 
adjuvant, or metastatic setting. Patients with hormone receptor (HR)-positive breast 
cancer should have been treated with a prior endocrine therapy or be considered 
inappropriate for endocrine therapy. Select patients for therapy based on an FDA-
approved companion diagnostic for LYNPARZA.
First-Line Maintenance gBRCAm Metastatic Pancreatic Cancer
For the maintenance treatment of adult patients with deleterious or suspected 
deleterious gBRCAm metastatic pancreatic adenocarcinoma whose disease has not 
progressed on at least 16 weeks of a � rst-line platinum-based chemotherapy 
regimen. Select patients for therapy based on an FDA-approved companion 
diagnostic for LYNPARZA. 
HRR Gene-mutated Metastatic Castration-Resistant Prostate Cancer
For the treatment of adult patients with deleterious or suspected deleterious 
germline or somatic homologous recombination repair (HRR) gene-mutated 
metastatic castration-resistant prostate cancer (mCRPC) who have progressed 
following prior treatment with enzalutamide or abiraterone. Select patients for 
therapy based on an FDA-approved companion diagnostic for LYNPARZA.
IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS
There are no contraindications for LYNPARZA.
WARNINGS AND PRECAUTIONS
Myelodysplastic Syndrome/Acute Myeloid Leukemia (MDS/AML): 
Occurred in <1.5% of patients exposed to LYNPARZA monotherapy, and the majority 
of events had a fatal outcome. The duration of therapy in patients who developed 
secondary MDS/AML varied from <6 months to >2 years. All of these patients had 

previous chemotherapy with platinum agents and/or other DNA-damaging agents, 
including radiotherapy, and some also had a history of more than one primary 
malignancy or of bone marrow dysplasia.
Do not start LYNPARZA until patients have recovered from hematological toxicity 
caused by previous chemotherapy (≤Grade 1). Monitor complete blood count for 
cytopenia at baseline and monthly thereafter for clinically signi� cant changes during 
treatment. For prolonged hematological toxicities, interrupt LYNPARZA and monitor 
blood count weekly until recovery.
If the levels have not recovered to Grade 1 or less after 4 weeks, refer the patient to a 
hematologist for further investigations, including bone marrow analysis and blood 
sample for cytogenetics. Discontinue LYNPARZA if MDS/AML is con� rmed.
Pneumonitis: Occurred in <1% of patients exposed to LYNPARZA, and some cases 
were fatal. If patients present with new or worsening respiratory symptoms such as 
dyspnea, cough, and fever, or a radiological abnormality occurs, interrupt LYNPARZA 
treatment and initiate prompt investigation. Discontinue LYNPARZA if pneumonitis is 
con� rmed and treat patient appropriately.
Embryo-Fetal Toxicity: Based on its mechanism of action and � ndings in animals, 
LYNPARZA can cause fetal harm. A pregnancy test is recommended for females of 
reproductive potential prior to initiating treatment.
Females
Advise females of reproductive potential of the potential risk to a fetus and to 
use e� ective contraception during treatment and for 6 months following the 
last dose.
Males
Advise male patients with female partners of reproductive potential or who are 
pregnant to use e� ective contraception during treatment and for 3 months following 
the last dose of LYNPARZA and to not donate sperm during this time.
Venous Thromboembolic Events: Including pulmonary embolism, occurred in 
7% of patients with metastatic castration-resistant prostate cancer who received 
LYNPARZA plus androgen deprivation therapy (ADT) compared to 3.1% of patients 
receiving enzalutamide or abiraterone plus ADT in the PROfound study. Patients 
receiving LYNPARZA and ADT had a 6% incidence of pulmonary embolism compared 
to 0.8% of patients treated with ADT plus either enzalutamide or abiraterone. Monitor 
patients for signs and symptoms of venous thrombosis and pulmonary embolism, 
and treat as medically appropriate, which may include long-term anticoagulation as 
clinically indicated.
ADVERSE REACTIONS—First-Line Maintenance BRCAm Advanced 
Ovarian Cancer
Most common adverse reactions (Grades 1-4) in ≥10% of patients in clinical trials of 
LYNPARZA in the � rst-line maintenance setting for SOLO-1 were: nausea (77%), 
fatigue (67%), abdominal pain (45%), vomiting (40%), anemia (38%), diarrhea (37%), 
constipation (28%), upper respiratory tract infection/in� uenza/nasopharyngitis/
bronchitis (28%), dysgeusia (26%), decreased appetite (20%), dizziness (20%), 
neutropenia (17%), dyspepsia (17%), dyspnea (15%), leukopenia (13%), UTI (13%), 
thrombocytopenia (11%), and stomatitis (11%).
Most common laboratory abnormalities (Grades 1-4) in ≥25% of patients in 
clinical trials of LYNPARZA in the � rst-line maintenance setting for SOLO-1
were: decrease in hemoglobin (87%), increase in mean corpuscular volume 
(87%), decrease in leukocytes (70%), decrease in lymphocytes (67%), decrease 
in absolute neutrophil count (51%), decrease in platelets (35%), and increase in serum 
creatinine (34%).
ADVERSE REACTIONS—First-Line Maintenance Advanced Ovarian 
Cancer in Combination with Bevacizumab
Most common adverse reactions (Grades 1-4) in ≥10% of patients treated with 
LYNPARZA/bevacizumab compared to a ≥5% frequency for placebo/bevacizumab in 
the � rst-line maintenance setting for PAOLA-1 were: nausea (53%), fatigue 
(including asthenia) (53%), anemia (41%), lymphopenia (24%), vomiting (22%) and 
leukopenia (18%). In addition, the most common adverse reactions (≥10%) for 

IMPORTANT SAFETY INFORMATION (Cont’d) 
ADVERSE REACTIONS—First-Line Maintenance Advanced Ovarian Cancer 
in Combination with Bevacizumab (Cont’d) 
patients receiving LYNPARZA/bevacizumab irrespective of the frequency compared 
with the placebo/bevacizumab arm were: diarrhea (18%), neutropenia (18%), 
urinary tract infection (15%) and headache (14%).
In addition, venous thromboembolic events occurred more commonly in patients 
receiving LYNPARZA/bevacizumab (5%) than in those receiving placebo/
bevacizumab (1.9%).
Most common laboratory abnormalities (Grades 1-4) in ≥25% of patients for 
LYNPARZA in combination with bevacizumab in the � rst-line maintenance setting 
for PAOLA-1 were: decrease in hemoglobin (79%), decrease in lymphocytes (63%), 
increase in serum creatinine (61%), decrease in leukocytes (59%), decrease in absolute 
neutrophil count (35%) and decrease in platelets (35%).
ADVERSE REACTIONS—Maintenance Recurrent Ovarian Cancer
Most common adverse reactions (Grades 1-4) in ≥20% of patients in clinical trials of 
LYNPARZA in the maintenance setting for SOLO-2 were: nausea (76%), fatigue 
(including asthenia) (66%), anemia (44%), vomiting (37%), nasopharyngitis/upper 
respiratory tract infection (URI)/in� uenza (36%), diarrhea (33%), arthralgia/myalgia (30%), 
dysgeusia (27%), headache (26%), decreased appetite (22%), and stomatitis (20%).
Study 19: nausea (71%), fatigue (including asthenia) (63%), vomiting (35%), diarrhea 
(28%), anemia (23%), respiratory tract infection (22%), constipation (22%), headache 
(21%), decreased appetite (21%) and dyspepsia (20%).
Most common laboratory abnormalities (Grades 1-4) in ≥25% of patients in clinical 
trials of LYNPARZA in the maintenance setting (SOLO-2/Study 19) were: increase in 
mean corpuscular volume (89%/82%), decrease in hemoglobin (83%/82%), decrease 
in leukocytes (69%/58%), decrease in lymphocytes (67%/52%), decrease in absolute 
neutrophil count (51%/47%), increase in serum creatinine (44%/45%), and decrease 
in platelets (42%/36%).
ADVERSE REACTIONS—Advanced gBRCAm Ovarian Cancer
Most common adverse reactions (Grades 1-4) in ≥20% of patients in clinical trials 
of LYNPARZA for advanced gBRCAm ovarian cancer after 3 or more lines of 
chemotherapy (pooled from 6 studies) were: fatigue/asthenia (66%), nausea (64%), 
vomiting (43%), anemia (34%), diarrhea (31%), nasopharyngitis/upper respiratory tract 
infection (URI) (26%), dyspepsia (25%), myalgia (22%), decreased appetite (22%), and 
arthralgia/musculoskeletal pain (21%).
Most common laboratory abnormalities (Grades 1-4) in ≥25% of patients in clinical 
trials of LYNPARZA for advanced gBRCAm ovarian cancer (pooled from 6 studies) 
were: decrease in hemoglobin (90%), mean corpuscular volume elevation (57%), 
decrease in lymphocytes (56%), increase in serum creatinine (30%), decrease in 
platelets (30%), and decrease in absolute neutrophil count (25%).
ADVERSE REACTIONS—gBRCAm, HER2-Negative Metastatic Breast Cancer
Most common adverse reactions (Grades 1-4) in ≥20% of patients in OlympiAD were: 
nausea (58%), anemia (40%), fatigue (including asthenia) (37%), vomiting (30%), 
neutropenia (27%), respiratory tract infection (27%), leukopenia (25%), diarrhea (21%), 
and headache (20%).
Most common laboratory abnormalities (Grades 1-4) in ≥25% of patients in 
OlympiAD were: decrease in hemoglobin (82%), decrease in lymphocytes (73%), 
decrease in leukocytes (71%), increase in mean corpuscular volume (71%), decrease in 
absolute neutrophil count (46%), and decrease in platelets (33%).
ADVERSE REACTIONS—First-Line Maintenance gBRCAm Metastatic 
Pancreatic Adenocarcinoma 
Most common adverse reactions (Grades 1-4) in ≥10% of patients in clinical trials of 
LYNPARZA in the � rst-line maintenance setting for POLO were: fatigue (60%), 
nausea (45%), abdominal pain (34%), diarrhea (29%), anemia (27%), decreased 
appetite (25%), constipation (23%), vomiting (20%), back pain (19%), arthralgia (15%), 

rash (15%), thrombocytopenia (14%), dyspnea (13%), neutropenia (12%), 
nasopharyngitis (12%), dysgeusia (11%), and stomatitis (10%).
Most common laboratory abnormalities (Grades 1-4) in ≥25% of patients in clinical 
trials of LYNPARZA in the � rst-line maintenance setting for POLO were: increase in 
serum creatinine (99%), decrease in hemoglobin (86%), increase in mean corpuscular 
volume (71%), decrease in lymphocytes (61%), decrease in platelets (56%), decrease in 
leukocytes (50%), and decrease in absolute neutrophil count (25%). 
ADVERSE REACTIONS—HRR Gene-mutated Metastatic Castration-Resistant 
Prostate Cancer
Most common adverse reactions (Grades 1-4) in ≥10% of patients in clinical trials of 
LYNPARZA for PROfound were: anemia (46%), fatigue (including asthenia) (41%), 
nausea (41%), decreased appetite (30%), diarrhea (21%), vomiting (18%), 
thrombocytopenia (12%), cough (11%), and dyspnea (10%).
Most common laboratory abnormalities (Grades 1-4) in ≥25% of patients in clinical 
trials of LYNPARZA for PROfound were: decrease in hemoglobin (98%), decrease in 
lymphocytes (62%), decrease in leukocytes (53%), and decrease in absolute 
neutrophil count (34%).
DRUG INTERACTIONS
Anticancer Agents: Clinical studies of LYNPARZA with other myelosuppressive 
anticancer agents, including DNA-damaging agents, indicate a potentiation and 
prolongation of myelosuppressive toxicity.
CYP3A Inhibitors: Avoid coadministration of strong or moderate CYP3A inhibitors 
when using LYNPARZA. If a strong or moderate CYP3A inhibitor must be 
coadministered, reduce the dose of LYNPARZA. Advise patients to avoid grapefruit, 
grapefruit juice, Seville oranges, and Seville orange juice during LYNPARZA treatment.
CYP3A Inducers: Avoid coadministration of strong or moderate CYP3A inducers 
when using LYNPARZA.
USE IN SPECIFIC POPULATIONS
Lactation: No data are available regarding the presence of olaparib in human milk, 
its e� ects on the breastfed infant or on milk production. Because of the potential for 
serious adverse reactions in the breastfed infant, advise a lactating woman not to 
breastfeed during treatment with LYNPARZA and for 1 month after receiving the 
� nal dose. 
Pediatric Use: The safety and e�  cacy of LYNPARZA have not been established 
in pediatric patients.
Hepatic Impairment: No adjustment to the starting dose is required in patients with 
mild or moderate hepatic impairment (Child-Pugh classi� cation A and B). There are 
no data in patients with severe hepatic impairment (Child-Pugh classi� cation C).
Renal Impairment: No dosage modi� cation is recommended in patients with mild 
renal impairment (CLcr 51-80 mL/min estimated by Cockcroft-Gault). In patients with 
moderate renal impairment (CLcr 31-50 mL/min), reduce the dose of LYNPARZA to 
200 mg twice daily. There are no data in patients with severe renal impairment or 
end-stage renal disease (CLcr ≤30 mL/min).

Please see Brief Summary of Prescribing Information on the following pages.
You are encouraged to report negative side e� ects of AstraZeneca prescription drugs by 
calling 1-800-236-9933. If you prefer to report these to the FDA, either visit 
www.FDA.gov/medwatch or call 1-800-FDA-1088.

References: 1. LYNPARZA® (olaparib) [prescribing information]. Wilmington, DE: 
AstraZeneca Pharmaceuticals LP; 2020. 2. Data available on request from Merck & Co., Inc., 
Professional Services-DAP, WP1-27, PO Box 4, West Point, PA 19486-0004. Please specify 
information package US-42674. 3. Zejula® (niraparib) [prescribing information]. 
Waltham, MA: TESARO, Inc.; 2020. 4. Rubraca® (rucaparib) [prescribing information]. 
Boulder, CO: Clovis Oncology, Inc.; 2020. 5. Talzenna® (talazoparib) [prescribing 
information]. New York, NY: P� zer Inc.; 2020.
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*As determined by an FDA-approved companion diagnostic.  
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LYNPARZA® (olaparib) tablets, for oral use
Initial U.S. Approval: 2014 
Brief Summary of Prescribing Information.  
For complete prescribing information consult official package insert. 

INDICATIONS AND USAGE
First-Line Maintenance Treatment of BRCA-mutated Advanced Ovarian Cancer
Lynparza is indicated for the maintenance treatment of adult patients with deleterious or 
suspected deleterious germline or somatic BRCA-mutated advanced epithelial ovarian, 
fallopian tube or primary peritoneal cancer who are in complete or partial response to first-
line platinum-based chemotherapy. Select patients for therapy based on an FDA-approved 
companion diagnostic for Lynparza [see Dosage and Administration (2.1) in the full 
Prescribing Information].
First-line Maintenance Treatment of HRD-positive Advanced Ovarian Cancer in 
Combination with Bevacizumab
Lynparza is indicated in combination with bevacizumab for the maintenance treatment of 
adult patients with advanced epithelial ovarian, fallopian tube or primary peritoneal cancer 
who are in complete or partial response to first-line platinum-based chemotherapy and 
whose cancer is associated with homologous recombination deficiency (HRD)-positive 
status defined by either:

•  a deleterious or suspected deleterious BRCA mutation, and/or
•  genomic instability.

Select patients for therapy based on an FDA-approved companion diagnostic for Lynparza 
[see Dosage and Administration (2.1) in the full Prescribing Information].
Maintenance Treatment of Recurrent Ovarian Cancer
Lynparza is indicated for the maintenance treatment of adult patients with recurrent  
epithelial ovarian, fallopian tube or primary peritoneal cancer, who are in complete or partial 
response to platinum-based chemotherapy.
Advanced Germline BRCA-mutated Ovarian Cancer After 3 or More Lines of 
Chemotherapy
Lynparza is indicated for the treatment of adult patients with deleterious or suspected 
deleterious germline BRCA-mutated (gBRCAm) advanced ovarian cancer who have been 
treated with three or more prior lines of chemotherapy. Select patients for therapy based on 
an FDA-approved companion diagnostic for Lynparza [see Dosage and Administration (2.1) in  
the full Prescribing Information].
Germline BRCA-mutated HER2-negative Metastatic Breast Cancer
Lynparza is indicated for the treatment of adult patients with deleterious or suspected 
deleterious gBRCAm, HER2-negative metastatic breast cancer, who have been treated with 
chemotherapy in the neoadjuvant, adjuvant, or metastatic setting. Patients with hormone 
receptor (HR)-positive breast cancer should have been treated with a prior endocrine therapy 
or be considered inappropriate for endocrine therapy. Select patients for therapy based on an  
FDA-approved companion diagnostic for Lynparza [see Dosage and Administration (2.1) in  
the full Prescribing Information].
First-Line Maintenance Treatment of Germline BRCA-mutated Metastatic Pancreatic 
Adenocarcinoma
Lynparza is indicated for the maintenance treatment of adult patients with deleterious or 
suspected deleterious gBRCAm metastatic pancreatic adenocarcinoma whose disease has 
not progressed on at least 16 weeks of a first-line platinum-based chemotherapy regimen. 
Select patients for therapy based on an FDA-approved companion diagnostic for Lynparza  
[see Dosage and Administration (2.1) in the full Prescribing Information].
HRR Gene-mutated Metastatic Castration-Resistant Prostate Cancer
Lynparza is indicated for the treatment of adult patients with deleterious or suspected 
deleterious germline or somatic homologous recombination repair (HRR) gene-mutated 
metastatic castration-resistant prostate cancer (mCRPC) who have progressed following 
prior treatment with enzalutamide or abiraterone. Select patients for therapy based on an 
FDA-approved companion diagnostic for Lynparza [see Dosage and Administration (2.1) in 
the full Prescribing Information].

DOSAGE AND ADMINISTRATION
Patient Selection
Information on FDA-approved tests for the detection of genetic mutations is available at 
http://www.fda.gov/companiondiagnostics.
Select patients for treatment with Lynparza based on the presence of deleterious or suspected 
deleterious HRR gene mutations, including BRCA mutations, or genomic instability based on 
the indication, biomarker, and sample type (Table 1).
Table 1 Biomarker Testing for Patient Selection

Indication Biomarker Sample type
Tumor Blood

First-line maintenance treatment of 
germline or somatic BRCAm advanced 
ovarian cancer*

BRCA1m, BRCA2m X X

First-line maintenance treatment of 
HRD-positive advanced ovarian cancer 
in combination with bevacizumab*

BRCA1m, BRCA2m 
and/or genomic instability X

Maintenance treatment of recurrent 
ovarian cancer

No requirement for 
biomarker testing 

Advanced gBRCAm ovarian cancer gBRCA1m, 
gBRCA2m

X

gBRCAm HER2-negative metastatic 
breast cancer

gBRCA1m, 
gBRCA2m

 
X

First-line maintenance treatment of 
germline BRCA-mutated metastatic  
pancreatic adenocarcinoma

gBRCA1m, 
gBRCA2m

X

Germline or somatic HRR gene-mutated 
metastatic castration-resistant prostate 
cancer*

ATMm, BRCA1m, BRCA2m, 
BARD1m, BRIP1m, CDK12m, 
CHEK1m, CHEK2m, FANCLm, 

PALB2m, RAD51Bm, RAD51Cm, 
RAD51Dm, RAD54Lm

X

gBRCA1m, gBRCA2m X
* Where testing fails or tissue sample is unavailable/insufficient, or when germline testing is negative, 

consider using an alternative test.

Recommended Dosage
The recommended dosage of Lynparza is 300 mg taken orally twice daily, with or  
without food.
If a patient misses a dose of Lynparza, instruct patient to take their next dose at its scheduled 
time. Instruct patients to swallow tablets whole. Do not chew, crush, dissolve, or divide tablet.
First-Line Maintenance Treatment of BRCA-mutated Advanced Ovarian Cancer
Continue treatment until disease progression, unacceptable toxicity, or completion of 2 years 
of treatment. Patients with a complete response (no radiological evidence of disease) at  
2 years should stop treatment. Patients with evidence of disease at 2 years, who in the opinion 
of the treating healthcare provider can derive further benefit from continuous treatment, can 
be treated beyond 2 years.

First-Line Maintenance Treatment of HRD-positive Advanced Ovarian Cancer in Combination 
with Bevacizumab
Continue Lynparza treatment until disease progression, unacceptable toxicity, or completion 
of 2 years of treatment. Patients with a complete response (no radiological evidence of 
disease) at 2 years should stop treatment. Patients with evidence of disease at 2 years, who 
in the opinion of the treating healthcare provider can derive further benefit from continuous 
Lynparza treatment, can be treated beyond 2 years.
When used with Lynparza, the recommended dose of bevacizumab is 15 mg/kg every three 
weeks. Bevacizumab should be given for a total of 15 months including the period given with 
chemotherapy and given as maintenance. Refer to the Prescribing Information for bevacizumab 
when used in combination with Lynparza for more information.
Recurrent Ovarian Cancer, Germline BRCAm Advanced Ovarian Cancer, HER2-negative 
Metastatic Breast Cancer, Metastatic Pancreatic Adenocarcinoma, and HRR Gene-mutated 
Metastatic Castration-Resistant Prostate Cancer
Continue treatment until disease progression or unacceptable toxicity for:

•  Maintenance treatment of recurrent ovarian cancer
•  Advanced germline BRCA-mutated ovarian cancer
•  Germline BRCA-mutated HER-2 negative metastatic breast cancer
• First-line maintenance treatment of germline BRCA-mutated metastatic pancreatic 

adenocarcinoma.
• HRR gene-mutated metastatic castration-resistant prostate cancer

Patients receiving Lynparza for mCRPC should also receive a gonadotropin-releasing 
hormone (GnRH) analog concurrently or should have had bilateral orchiectomy.
Dosage Modifications for Adverse Reactions 
To manage adverse reactions, consider interruption of treatment or dose reduction. The 
recommended dose reduction is 250 mg taken twice daily.
If a further dose reduction is required, then reduce to 200 mg taken twice daily.  
Dosage Modifications for Concomitant Use with Strong or Moderate CYP3A Inhibitors
Avoid concomitant use of strong or moderate CYP3A inhibitors with Lynparza.
If concomitant use cannot be avoided, reduce Lynparza dosage to:

•  100 mg twice daily when used concomitantly with a strong CYP3A inhibitor.
•  150 mg twice daily when used concomitantly with a moderate CYP3A inhibitor.

After the inhibitor has been discontinued for 3 to 5 elimination half-lives, resume the 
Lynparza dose taken prior to initiating the CYP3A inhibitor [see Drug Interactions (7.2) and 
Clinical Pharmacology (12.3) in the full Prescribing Information].
Dosage Modifications for Renal Impairment
Moderate Renal Impairment
In patients with moderate renal impairment (CLcr 31-50 mL/min), reduce the Lynparza 
dosage to 200 mg orally twice daily [see Use in Specific Populations (8.6) and Clinical 
Pharmacology (12.3) in the full Prescribing Information].

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS
Myelodysplastic Syndrome/Acute Myeloid Leukemia
In clinical studies enrolling 2351 patients with various cancers who received Lynparza as a 
single agent [see Adverse Reactions (6.1) in the full Prescribing Information], the incidence 
of Myelodysplastic Syndrome/Acute Myeloid Leukemia (MDS/AML) was <1.5% (28/2351) 
and the majority of events had a fatal outcome. Of these, 25/28 patients had a documented 
BRCA mutation, 2 patients had gBRCA wildtype and in 1 patient the BRCA mutation status 
was unknown. Additional cases of MDS/AML have been documented in patients treated with 
Lynparza in combination studies and in postmarketing reports. The duration of therapy with 
Lynparza in patients who developed secondary MDS/cancer-therapy related AML varied from 
<6 months to >2 years. All of these patients had received previous chemotherapy with platinum 
agents and/or other DNA damaging agents including radiotherapy. Some of these patients also 
had a history of more than one primary malignancy or of bone marrow dysplasia.
Do not start Lynparza until patients have recovered from hematological toxicity caused by 
previous chemotherapy (≤Grade 1). Monitor complete blood count for cytopenia at baseline 
and monthly thereafter for clinically significant changes during treatment. For prolonged 
hematological toxicities, interrupt Lynparza and monitor blood counts weekly until recovery. 
If the levels have not recovered to Grade 1 or less after 4 weeks, refer the patient to a 
hematologist for further investigations, including bone marrow analysis and blood sample 
for cytogenetics. If MDS/AML is confirmed, discontinue Lynparza.
Pneumonitis
In clinical studies enrolling 2351 patients with various cancers who received Lynparza as a 
single agent [see Adverse Reactions (6.1) in the full Prescribing Information], the incidence 
of pneumonitis, including fatal cases, was <1% (20/2351). If patients present with new 
or worsening respiratory symptoms such as dyspnea, cough and fever, or a radiological 
abnormality occurs, interrupt Lynparza treatment and promptly assess the source of the 
symptoms. If pneumonitis is confirmed, discontinue Lynparza treatment and treat the 
patient appropriately.
Embryo-Fetal Toxicity
Lynparza can cause fetal harm when administered to a pregnant woman based on its 
mechanism of action and findings in animals. In an animal reproduction study, administration 
of olaparib to pregnant rats during the period of organogenesis caused teratogenicity and 
embryo-fetal toxicity at exposures below those in patients receiving the recommended 
human dose of 300 mg twice daily. Apprise pregnant women of the potential hazard to 
a fetus and the potential risk for loss of the pregnancy. Advise females of reproductive 
potential to use effective contraception during treatment and for 6 months following the last 
dose of Lynparza. Based on findings from genetic toxicity and animal reproduction studies, 
advise male patients with female partners of reproductive potential or who are pregnant to 
use effective contraception during treatment and for 3 months following the last dose of 
Lynparza [see Use in Specific Populations (8.1, 8.3) in the full Prescribing Information].
Venous Thromboembolic Events
Venous thromboembolic events, including pulmonary embolism, occurred in 7% of 
patients with metastatic castration resistant prostate cancer who received Lynparza plus 
androgen deprivation therapy (ADT) compared to 3.1% of patients receiving enzalutamide 
or abiraterone plus ADT in the PROfound study. Patients receiving Lynparza and ADT 
had a 6% incidence of pulmonary embolism compared to 0.8% of patients treated with 
ADT plus either enzalutamide or abiraterone. Monitor patients for signs and symptoms 
of venous thrombosis and pulmonary embolism and treat as medically appropriate, which 
may include long-term anticoagulation as clinically indicated.
ADVERSE REACTIONS
The following adverse reactions are discussed elsewhere in the labeling:
•  Myelodysplastic Syndrome/Acute Myeloid Leukemia [see Warnings and Precautions 

(5.1) in the full Prescribing Information]
•  Pneumonitis [see Warnings and Precautions (5.2) in the full Prescribing Information]
•  Venous Thromboembolic Events [see Warnings and Precautions (5.4) in the full 

Prescribing Information]
Clinical Trial Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical 
trials of another drug and may not reflect the rates observed in practice.

The data described in the WARNINGS AND PRECAUTIONS reflect exposure to Lynparza as 
a single agent in 2351 patients; 1585 patients with exposure to 300 mg twice daily tablet 
dose including five controlled, randomized, trials (SOLO-1, SOLO-2, OlympiAD, POLO, 
and PROfound) and to 400 mg twice daily capsule dose in 766 patients in other trials that 
were pooled to conduct safety analyses. In these trials, 55% of patients were exposed for  
6 months or longer and 31% were exposed for greater than one year in the Lynparza group.
In this pooled safety population, the most common adverse reactions in ≥10% of patients 
were nausea (60%), fatigue (55%), anemia (37%), vomiting (34%), diarrhea (25%), 
decreased appetite (23%), headache (16%), neutropenia (15%), dysgeusia (15%), 
cough (15%), dyspnea (14%), dizziness (12%), dyspepsia (12%), leukopenia (11%), 
thrombocytopenia (11%), and abdominal pain upper (10%).
First-Line Maintenance Treatment of BRCA-mutated Advanced Ovarian Cancer
SOLO-1
The safety of Lynparza for the maintenance treatment of patients with BRCA-mutated 
advanced ovarian cancer following first-line treatment with platinum-based chemotherapy was 
investigated in SOLO-1 [see Clinical Studies (14.1) in the full Prescribing Information]. Patients 
received Lynparza tablets 300 mg orally twice daily (n=260) or placebo (n=130) until disease 
progression or unacceptable toxicity. The median duration of study treatment was 25 months 
for patients who received Lynparza and 14 months for patients who received placebo.
Among patients who received Lynparza, dose interruptions due to an adverse reaction of any 
grade occurred in 52% and dose reductions due to an adverse reaction occurred in 28%. The 
most frequent adverse reactions leading to dose interruption or reduction of Lynparza were 
anemia (23%), nausea (14%), and vomiting (10%). Discontinuation due to adverse reactions 
occurred in 12% of patients receiving Lynparza. The most frequent adverse reactions that 
led to discontinuation of Lynparza were fatigue (3.1%), anemia (2.3%), and nausea (2.3%).
Tables 2 and 3 summarize adverse reactions and laboratory abnormalities in SOLO-1.

Table 2 Adverse Reactions* in SOLO-1 (≥10% of Patients Who Received Lynparza)
Adverse Reaction Lynparza tablets

n=260
Placebo
n=130

All Grades 
(%)

Grades  
3 – 4 (%)

All Grades 
(%)

Grades
3 – 4 (%)

Gastrointestinal Disorders
Nausea 77 1 38 0
Abdominal pain† 45 2 35 1
Vomiting 40 0 15 1
Diarrhea‡ 37 3 26 0
Constipation 28 0 19 0
Dyspepsia 17 0 12 0
Stomatitis§ 11 0 2 0

General Disorders and Administration Site Conditions
Fatigue¶ 67 4 42 2

Blood and Lymphatic System Disorders 
Anemia 38 21 9 2
Neutropenia# 17 6 7 3
LeukopeniaÞ 13 3 8 0
Thrombocytopeniaɓ 11 1 4 2

Infections and Infestations
Upper respiratory tract infection/
influenza/nasopharyngitis/bronchitis

 28 0 23 0

UTIà 13 1 7 0
Nervous System Disorders

Dysgeusia 26 0 4 0
Dizziness 20 0 15 1

  Metabolism and Nutrition Disorders
Decreased appetite 20 0 10 0

Respiratory, Thoracic and Mediastinal Disorders
Dyspneaè 15 0 6 0

* Graded according to the National Cancer Institute Common Terminology Criteria for Adverse Events 
(NCI CTCAE), version 4.0.

† Includes abdominal pain, abdominal pain lower, abdominal pain upper, abdominal distension, 
abdominal discomfort, and abdominal tenderness. 

‡ Includes colitis, diarrhea, and gastroenteritis. 
§ Includes stomatitis, aphthous ulcer; and mouth ulceration.
¶  Includes asthenia, fatigue, lethargy, and malaise.  
#  Includes neutropenia, and febrile neutropenia.
Þ Includes leukopenia, and white blood cell count decreased.
ɓ Includes platelet count decreased, and thrombocytopenia. 
à Includes urosepsis, urinary tract infection, urinary tract pain, and pyuria.
è Includes dyspnea, and dyspnea exertional.

In addition, the adverse reactions observed in SOLO-1 that occurred in <10% of 
patients receiving Lynparza were increased blood creatinine (8%), lymphopenia (6%), 
hypersensitivity (2%), dermatitis (1%), and increased mean cell volume (0.4%).

Table 3 Laboratory Abnormalities Reported in ≥25% of Patients in SOLO-1

Laboratory Parameter* Lynparza tablets 
n†=260

Placebo 
n†=130

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4 
(%)

Grades 3-4
(%)

Decrease in hemoglobin 87 19 63 2
Increase in mean corpuscular volume 87 – 43 –
Decrease in leukocytes 70 7 52 1
Decrease in lymphocytes 67 14 29 5
Decrease in absolute neutrophil count 51 9 38 6
Decrease in platelets 35 1 20 2
Increase in serum creatinine 34 0 18 0

* Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.
† This number represents the safety population. The derived values in the table are based on the total 

number of evaluable patients for each laboratory parameter.

First-line Maintenance Treatment of HRD-positive Advanced Ovarian Cancer in 
Combination with Bevacizumab
PAOLA-1
The safety of Lynparza in combination with bevacizumab for the maintenance treatment of 
patients with advanced ovarian cancer following first-line treatment containing platinum-
based chemotherapy and bevacizumab was investigated in PAOLA-1 [see Clinical Studies 
(14.2) in the full Prescribing Information]. This study was a placebo-controlled, double-
blind study in which 802 patients received either Lynparza 300 mg BID in combination with 
bevacizumab (n=535) or placebo in combination with bevacizumab (n=267) until disease 
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progression or unacceptable toxicity. The median duration of treatment with Lynparza 
was 17.3 months and 11 months for bevacizumab post-randomization on the Lynparza/
bevacizumab arm.
Fatal adverse reactions occurred in 1 patient due to concurrent pneumonia and aplastic 
anemia. Serious adverse reactions occurred in 31% of patients who received Lynparza/
bevacizumab. Serious adverse reactions in >5% of patients included hypertension (19%) 
and anemia (17%).
Dose interruptions due to an adverse reaction of any grade occurred in 54% of patients 
receiving Lynparza/bevacizumab and dose reductions due to an adverse reaction occurred in 
41% of patients who received Lynparza/bevacizumab.
The most frequent adverse reactions leading to dose interruption in the Lynparza/
bevacizumab arm were anemia (21%), nausea (7%), vomiting (3%), and fatigue (3%), and 
the most frequent adverse reactions leading to reduction in the Lynparza/bevacizumab arm 
were anemia (19%), nausea (7%), and fatigue (4%).
Discontinuation due to adverse reactions occurred in 20% of patients receiving Lynparza/
bevacizumab. Specific adverse reactions that most frequently led to discontinuation in 
patients treated with Lynparza/bevacizumab were anemia (4%) and nausea (3%).
Tables 4 and 5 summarize adverse reactions and laboratory abnormalities in PAOLA-1, 
respectively.
Table 4  Adverse Reactions* Occurring in ≥10% of Patients Treated with Lynparza/
bevacizumab in PAOLA-1 and at ≥5% Frequency Compared to the Placebo/bevacizumab Arm

Adverse Reactions Lynparza/bevacizumab 
n=535

Placebo/bevacizumab 
n=267

Grades 1-4 
(%)

Grades 3-4 
(%)

Grades 1-4 
(%)

Grades 3-4 
(%)

General Disorders and Administration Site Conditions
Fatigue (including asthenia)† 53 5 32 1.5

Gastrointestinal Disorders
Nausea 53 2.4 22 0.7
Vomiting 22 1.7 11 1.9

Blood and Lymphatic Disorders
Anemia‡ 41 17 10 0.4
Lymphopenia§ 24 7 9 1.1
Leukopenia║ 18 1.9 10 1.5

* Graded according to the National Cancer Institute Common Terminology Criteria for Adverse Events 
(NCI CTCAE), version 4.0.

†  Includes asthenia, and fatigue.
‡  Includes anemia, anemia macrocytic, erythropenia, haematocrit decreased, haemoglobin decreased, 

normochromic anemia, normochromic normocytic anemia, normocytic anemia, and red blood cell 
count decreased. Includes B-lymphocyte count decreased, lymphocyte count decreased, lymphopenia, 
and T-lymphocyte count decreased.

§  Includes B-lymphocyte count decreased, lymphocyte count decreased, lymphopenia, and T-lymphocyte 
count decreased.

║  Includes leukopenia, and white blood cell count decreased.

The most common adverse reactions (≥ 10%) for patients receiving Lynparza/bevacizumab 
irrespective of the frequency compared with the placebo/bevacizumab arm were nausea 
(53%), fatigue (including asthenia) (53%), anemia (41%), lymphopenia, vomiting (22%), 
diarrhea (18%), neutropenia (18%), leukopenia (18%), urinary tract infection (15%), and 
headache (14%).
The adverse reactions that occurred in <10% of patients receiving Lynparza/bevacizumab 
were dysgeusia (8%), dyspnea (8%), stomatitis (5%), dyspepsia (4.3%), erythema (3%), 
dizziness (2.6%), and hypersensitivity (1.7%).
In addition, venous thromboembolic events occurred more commonly in patients receiving 
Lynparza/bevacizumab (5%) than in those receiving placebo/bevacizumab (1.9%).
Table 5  Laboratory Abnormalities Reported in ≥25% of Patients in PAOLA-1*

Laboratory
Parameter†

Lynparza/bevacizumab 
n†=535

Placebo/bevacizumab
n‡=267

Grades 1-4 
(%)

Grades 3-4 
(%)

Grades 1-4 
(%)

Grades 3-4 
(%)

Decrease in hemoglobin 79 13 55 0.4
Decrease in lymphocytes 63 10 42 3.0
Increase in serum creatinine 61 0.4 36 0.4
Decrease in leukocytes 59 3.4 45 2.2
Decrease in absolute neutrophil count 35 7 30 3.7
Decrease in platelets 35 2.4 28 0.4

* Reported within 30 days of the last dose.
†  Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.
‡  This number represents the safety population. The derived values in the table are based on the total 

number of evaluable patients for each laboratory parameter.

Maintenance Treatment of Recurrent Ovarian Cancer
SOLO-2
The safety of Lynparza for the maintenance treatment of patients with platinum sensitive 
gBRCAm ovarian cancer was investigated in SOLO-2 [see Clinical Studies (14.3) in the 
full Prescribing Information]. Patients received Lynparza tablets 300 mg orally twice daily 
(n=195) or placebo (n=99) until disease progression or unacceptable toxicity. The median 
duration of study treatment was 19.4 months for patients who received Lynparza and  
5.6 months for patients who received placebo.
Among patients who received Lynparza, dose interruptions due to an adverse reaction of any 
grade occurred in 45% and dose reductions due to an adverse reaction occurred in 27%. 
The most frequent adverse reactions leading to dose interruption or reduction of Lynparza 
were anemia (22%), neutropenia (9%), and fatigue/asthenia (8%). Discontinuation due to an 
adverse reaction occurred in 11% of patients receiving Lynparza.
Tables 6 and 7 summarize adverse reactions and laboratory abnormalities in SOLO-2.
Table 6  Adverse Reactions* in SOLO-2 (≥20% of Patients Who Received Lynparza)

Adverse Reaction Lynparza tablets
n=195

Placebo
n=99

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

Gastrointestinal Disorders
Nausea 76 3 33 0
Vomiting 37 3 19 1
Diarrhea 33 2 22 0
Stomatitis† 20 1 16 0

General Disorders and Administration Site Conditions
Fatigue including asthenia 66 4 39 2

Adverse Reaction Lynparza tablets
n=195

Placebo
n=99

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

Blood and Lymphatic Disorders
Anemia‡ 44 20 9 2

Infections and Infestations
Nasopharyngitis/URI/sinusitis/
rhinitis/influenza

36 0 29 0

Musculoskeletal and Connective Tissue Disorders
Arthralgia/myalgia 30 0 28 0

Nervous System Disorders
Dysgeusia 27 0 7 0
Headache 26 1 14 0

Metabolism and Nutrition Disorders
Decreased appetite 22 0 11 0

* Graded according to the National Cancer Institute Common Terminology Criteria for Adverse Events 
(NCI CTCAE), version 4.0.

† Represents grouped term consisting of abscess oral, aphthous ulcer, gingival abscess, gingival 
disorder, gingival pain, gingivitis, mouth ulceration, mucosal infection, mucosal inflammation, 
oral candidiasis, oral discomfort, oral herpes, oral infection, oral mucosal erythema, oral pain, 
oropharyngeal discomfort, and oropharyngeal pain.

‡ Represents grouped term consisting of anemia, hematocrit decreased, hemoglobin decreased, iron 
deficiency, mean cell volume increased and red blood cell count decreased.

In addition, the adverse reactions observed in SOLO-2 that occurred in <20% of 
patients receiving Lynparza were neutropenia (19%), cough (18%), leukopenia (16%), 
hypomagnesemia (14%), thrombocytopenia (14%), dizziness (13%), dyspepsia (11%), 
increased creatinine (11%), edema (8%), rash (6%), and lymphopenia (1%).
Table 7 Laboratory Abnormalities Reported in ≥25% of Patients in SOLO-2

Laboratory Parameter* Lynparza tablets
 n†=195

Placebo
 n†=99

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

Increase in mean corpuscular volume‡ 89 - 52 -
Decrease in hemoglobin 83 17 69 0
Decrease in leukocytes 69 5 48 1
Decrease in lymphocytes 67 11 37 1
Decrease in absolute neutrophil count 51 7 34 3
Increase in serum creatinine 44 0 29 0
Decrease in platelets 42 2 22 1

* Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.
† This number represents the safety population. The derived values in the table are based on the total 

number of evaluable patients for each laboratory parameter.
‡ Represents the proportion of subjects whose mean corpuscular volume was > upper limit of normal (ULN).

Study 19
The safety of Lynparza as maintenance monotherapy was evaluated in patients with platinum 
sensitive ovarian cancer who had received 2 or more previous platinum containing regimens 
in Study 19 [see Clinical Studies (14.3) in the full Prescribing Information]. Patients received 
Lynparza capsules 400 mg orally twice daily (n=136) or placebo (n=128). At the time of  
final analysis, the median duration of exposure was 8.7 months in patients who received 
Lynparza and 4.6 months in patients who received placebo.
Adverse reactions led to dose interruptions in 35% of patients receiving Lynparza; dose 
reductions in 26% and discontinuation in 6% of patients receiving Lynparza.
Tables 8 and 9 summarize adverse reactions and laboratory abnormalities in Study 19.
Table 8 Adverse Reactions* in Study 19 (≥20% of Patients Who Received Lynparza)

Adverse Reaction Lynparza capsules
n=136

Placebo
n=128

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

Gastrointestinal Disorders
Nausea 71 2 36 0
Vomiting 35 2 14 1
Diarrhea 28 2 25 2
Constipation 22 1 12 0
Dyspepsia 20 0 9 0

General Disorders and Administration Site Conditions
Fatigue (including asthenia) 63 9 46 3

Blood and Lymphatic Disorders
Anemia† 23 7 7 1

Infections and Infestations
Respiratory tract infection 22 2 11 0

Metabolism and Nutrition Disorders
Decreased appetite 21 0 13 0

Nervous System Disorders
Headache 21 0 13 1

*  Graded according to NCI CTCAE v4.0.
†  Represents grouped terms of related terms that reflect the medical concept of the adverse reaction.

In addition, the adverse reactions in Study 19 that occurred in <20% of patients receiving 
Lynparza were dysgeusia (16%), dizziness (15%), dyspnea (13%), pyrexia (10%), stomatitis 
(9%), edema (9%), increase in creatinine (7%), neutropenia (5%), thrombocytopenia (4%), 
leukopenia (2%), and lymphopenia (1%).
Table 9 Laboratory Abnormalities Reported in ≥25% of Patients in Study 19 

Laboratory Parameter* Lynparza capsules
n†=136

Placebo
n†=129

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

Decrease in hemoglobin 82 8 58 1
Increase in mean corpuscular volume‡ 82 - 51 -
Decrease in leukocytes 58 4 37 2
Decrease in lymphocytes 52 10 32 3
Decrease in absolute neutrophil count 47 7 40 2

Laboratory Parameter* Lynparza capsules
n†=136

Placebo
n†=129

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

Increase in serum creatinine 45 0 14 0
Decrease in platelets 36 4 18 0

* Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.
† This number represents the safety population. The derived values in the table are based on the total 

number of evaluable patients for each laboratory parameter.
‡ Represents the proportion of subjects whose mean corpuscular volume was > ULN.

Advanced Germline BRCA-mutated Ovarian Cancer After 3 or More Lines of Chemotherapy
Pooled Data
The safety of Lynparza was investigated in 223 patients (pooled from 6 studies) with 
gBRCAm advanced ovarian cancer who had received 3 or more prior lines of chemotherapy 
[see Clinical Studies (14.4) in the full Prescribing Information]. Patients received Lynparza 
capsules 400 mg orally twice daily until disease progression or unacceptable tolerability. The 
median exposure to Lynparza in these patients was 5.2 months.
There were 8 (4%) patients with adverse reactions leading to death, two were attributed to 
acute leukemia, and one each was attributed to COPD, cerebrovascular accident, intestinal 
perforation, pulmonary embolism, sepsis, and suture rupture. Adverse reactions led to dose 
interruption in 40% of patients, dose reduction in 4%, and discontinuation in 7%.
Tables 10 and 11 summarize the adverse reactions and laboratory abnormalities from the 
pooled studies.
Table 10 Adverse Reactions Reported in Pooled Data (≥20% of Patients Who Received 
Lynparza)

Adverse Reaction Lynparza capsules
n=223

Grades 1-4
(%)

Grades 3-4
(%)

General Disorders
Fatigue/asthenia 66 8

Gastrointestinal Disorders
Nausea 64 3
Vomiting 43 4
Diarrhea 31 1
Dyspepsia 25 0
Decreased appetite 22 1

Blood and Lymphatic Disorders
Anemia 34 18

Infections and Infestations
Nasopharyngitis/URI 26 0

Musculoskeletal and Connective Tissue Disorders
Arthralgia/musculoskeletal pain 21 0
Myalgia 22 0

Table 11 Laboratory Abnormalities Reported in ≥25% of Patients in Pooled Data
Laboratory Parameter* Lynparza capsules

n†=223
Grades 1-4

(%)
Grades 3-4

(%)
Decrease in hemoglobin 90 15
Mean corpuscular volume elevation 57 -
Decrease in lymphocytes 56 17
Decrease in platelets 30 3
Increase in creatinine 30 2
Decrease in absolute neutrophil count 25 7

*  Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.
†  This number represents the safety population. The derived values in the table are based on the total 

number of evaluable patients for each laboratory parameter.

The following adverse reactions and laboratory abnormalities have been identified in ≥10 to 
<20% of the 223 patients receiving Lynparza and not included in the table: cough (16%), 
constipation (16%), dysgeusia (16%), headache (15%), peripheral edema (14%), back pain 
(14%), urinary tract infection (14%), dyspnea (13%), and dizziness (11%).
The following adverse reactions and laboratory abnormalities have been identified in <10% 
of the 223 patients receiving Lynparza and not included in the table: leukopenia (9%), pyrexia 
(8%), peripheral neuropathy (5%), hypomagnesemia (5%), rash (5%), stomatitis (4%), 
and venous thrombosis (including pulmonary embolism) (1%).
Germline BRCA-mutated HER2-negative Metastatic Breast Cancer
OlympiAD
The safety of Lynparza was evaluated in gBRCAm patients with HER2-negative metastatic 
breast cancer who had previously received up to two lines of chemotherapy for the treat-
ment of metastatic disease in OlympiAD [see Clinical Studies (14.5) in the full Prescribing 
Information]. Patients received either Lynparza tablets 300 mg orally twice daily (n=205) or 
a chemotherapy (capecitabine, eribulin, or vinorelbine) of the healthcare provider’s choice 
(n=91) until disease progression or unacceptable toxicity. The median duration of study 
treatment was 8.2 months in patients who received Lynparza and 3.4 months in patients 
who received chemotherapy.
Among patients who received Lynparza, dose interruptions due to an adverse reaction of any 
grade occurred in 35% and dose reductions due to an adverse reaction occurred in 25%. 
Discontinuation due to an adverse reaction occurred in 5% of patients receiving Lynparza.
Tables 12 and 13 summarize the adverse reactions and laboratory abnormalities in OlympiAD.
Table 12 Adverse Reactions* in OlympiAD (≥20% of Patients Who Received Lynparza)

Adverse Reaction Lynparza tablets
n=205

Chemotherapy
n=91

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

Gastrointestinal Disorders
Nausea 58 0 35 1
Vomiting 30 0 15 1
Diarrhea 21 1 22 0

Blood and Lymphatic Disorders
Anemia† 40 16 26 4
Neutropenia‡ 27 9 50 26
Leukopenia§ 25 5 31 13

Table 6  Adverse Reactions* in SOLO-2 (≥20% of Patients Who Received Lynparza) (cont’d) Table 9 Laboratory Abnormalities Reported in ≥25% of Patients in Study 19 (cont’d)
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Initial U.S. Approval: 2014 
Brief Summary of Prescribing Information.  
For complete prescribing information consult official package insert. 

INDICATIONS AND USAGE
First-Line Maintenance Treatment of BRCA-mutated Advanced Ovarian Cancer
Lynparza is indicated for the maintenance treatment of adult patients with deleterious or 
suspected deleterious germline or somatic BRCA-mutated advanced epithelial ovarian, 
fallopian tube or primary peritoneal cancer who are in complete or partial response to first-
line platinum-based chemotherapy. Select patients for therapy based on an FDA-approved 
companion diagnostic for Lynparza [see Dosage and Administration (2.1) in the full 
Prescribing Information].
First-line Maintenance Treatment of HRD-positive Advanced Ovarian Cancer in 
Combination with Bevacizumab
Lynparza is indicated in combination with bevacizumab for the maintenance treatment of 
adult patients with advanced epithelial ovarian, fallopian tube or primary peritoneal cancer 
who are in complete or partial response to first-line platinum-based chemotherapy and 
whose cancer is associated with homologous recombination deficiency (HRD)-positive 
status defined by either:

•  a deleterious or suspected deleterious BRCA mutation, and/or
•  genomic instability.

Select patients for therapy based on an FDA-approved companion diagnostic for Lynparza 
[see Dosage and Administration (2.1) in the full Prescribing Information].
Maintenance Treatment of Recurrent Ovarian Cancer
Lynparza is indicated for the maintenance treatment of adult patients with recurrent  
epithelial ovarian, fallopian tube or primary peritoneal cancer, who are in complete or partial 
response to platinum-based chemotherapy.
Advanced Germline BRCA-mutated Ovarian Cancer After 3 or More Lines of 
Chemotherapy
Lynparza is indicated for the treatment of adult patients with deleterious or suspected 
deleterious germline BRCA-mutated (gBRCAm) advanced ovarian cancer who have been 
treated with three or more prior lines of chemotherapy. Select patients for therapy based on 
an FDA-approved companion diagnostic for Lynparza [see Dosage and Administration (2.1) in  
the full Prescribing Information].
Germline BRCA-mutated HER2-negative Metastatic Breast Cancer
Lynparza is indicated for the treatment of adult patients with deleterious or suspected 
deleterious gBRCAm, HER2-negative metastatic breast cancer, who have been treated with 
chemotherapy in the neoadjuvant, adjuvant, or metastatic setting. Patients with hormone 
receptor (HR)-positive breast cancer should have been treated with a prior endocrine therapy 
or be considered inappropriate for endocrine therapy. Select patients for therapy based on an  
FDA-approved companion diagnostic for Lynparza [see Dosage and Administration (2.1) in  
the full Prescribing Information].
First-Line Maintenance Treatment of Germline BRCA-mutated Metastatic Pancreatic 
Adenocarcinoma
Lynparza is indicated for the maintenance treatment of adult patients with deleterious or 
suspected deleterious gBRCAm metastatic pancreatic adenocarcinoma whose disease has 
not progressed on at least 16 weeks of a first-line platinum-based chemotherapy regimen. 
Select patients for therapy based on an FDA-approved companion diagnostic for Lynparza  
[see Dosage and Administration (2.1) in the full Prescribing Information].
HRR Gene-mutated Metastatic Castration-Resistant Prostate Cancer
Lynparza is indicated for the treatment of adult patients with deleterious or suspected 
deleterious germline or somatic homologous recombination repair (HRR) gene-mutated 
metastatic castration-resistant prostate cancer (mCRPC) who have progressed following 
prior treatment with enzalutamide or abiraterone. Select patients for therapy based on an 
FDA-approved companion diagnostic for Lynparza [see Dosage and Administration (2.1) in 
the full Prescribing Information].

DOSAGE AND ADMINISTRATION
Patient Selection
Information on FDA-approved tests for the detection of genetic mutations is available at 
http://www.fda.gov/companiondiagnostics.
Select patients for treatment with Lynparza based on the presence of deleterious or suspected 
deleterious HRR gene mutations, including BRCA mutations, or genomic instability based on 
the indication, biomarker, and sample type (Table 1).
Table 1 Biomarker Testing for Patient Selection

Indication Biomarker Sample type
Tumor Blood

First-line maintenance treatment of 
germline or somatic BRCAm advanced 
ovarian cancer*

BRCA1m, BRCA2m X X

First-line maintenance treatment of 
HRD-positive advanced ovarian cancer 
in combination with bevacizumab*

BRCA1m, BRCA2m 
and/or genomic instability X

Maintenance treatment of recurrent 
ovarian cancer

No requirement for 
biomarker testing 

Advanced gBRCAm ovarian cancer gBRCA1m, 
gBRCA2m

X

gBRCAm HER2-negative metastatic 
breast cancer

gBRCA1m, 
gBRCA2m

 
X

First-line maintenance treatment of 
germline BRCA-mutated metastatic  
pancreatic adenocarcinoma

gBRCA1m, 
gBRCA2m

X

Germline or somatic HRR gene-mutated 
metastatic castration-resistant prostate 
cancer*

ATMm, BRCA1m, BRCA2m, 
BARD1m, BRIP1m, CDK12m, 
CHEK1m, CHEK2m, FANCLm, 

PALB2m, RAD51Bm, RAD51Cm, 
RAD51Dm, RAD54Lm

X

gBRCA1m, gBRCA2m X
* Where testing fails or tissue sample is unavailable/insufficient, or when germline testing is negative, 

consider using an alternative test.

Recommended Dosage
The recommended dosage of Lynparza is 300 mg taken orally twice daily, with or  
without food.
If a patient misses a dose of Lynparza, instruct patient to take their next dose at its scheduled 
time. Instruct patients to swallow tablets whole. Do not chew, crush, dissolve, or divide tablet.
First-Line Maintenance Treatment of BRCA-mutated Advanced Ovarian Cancer
Continue treatment until disease progression, unacceptable toxicity, or completion of 2 years 
of treatment. Patients with a complete response (no radiological evidence of disease) at  
2 years should stop treatment. Patients with evidence of disease at 2 years, who in the opinion 
of the treating healthcare provider can derive further benefit from continuous treatment, can 
be treated beyond 2 years.

First-Line Maintenance Treatment of HRD-positive Advanced Ovarian Cancer in Combination 
with Bevacizumab
Continue Lynparza treatment until disease progression, unacceptable toxicity, or completion 
of 2 years of treatment. Patients with a complete response (no radiological evidence of 
disease) at 2 years should stop treatment. Patients with evidence of disease at 2 years, who 
in the opinion of the treating healthcare provider can derive further benefit from continuous 
Lynparza treatment, can be treated beyond 2 years.
When used with Lynparza, the recommended dose of bevacizumab is 15 mg/kg every three 
weeks. Bevacizumab should be given for a total of 15 months including the period given with 
chemotherapy and given as maintenance. Refer to the Prescribing Information for bevacizumab 
when used in combination with Lynparza for more information.
Recurrent Ovarian Cancer, Germline BRCAm Advanced Ovarian Cancer, HER2-negative 
Metastatic Breast Cancer, Metastatic Pancreatic Adenocarcinoma, and HRR Gene-mutated 
Metastatic Castration-Resistant Prostate Cancer
Continue treatment until disease progression or unacceptable toxicity for:

•  Maintenance treatment of recurrent ovarian cancer
•  Advanced germline BRCA-mutated ovarian cancer
•  Germline BRCA-mutated HER-2 negative metastatic breast cancer
• First-line maintenance treatment of germline BRCA-mutated metastatic pancreatic 

adenocarcinoma.
• HRR gene-mutated metastatic castration-resistant prostate cancer

Patients receiving Lynparza for mCRPC should also receive a gonadotropin-releasing 
hormone (GnRH) analog concurrently or should have had bilateral orchiectomy.
Dosage Modifications for Adverse Reactions 
To manage adverse reactions, consider interruption of treatment or dose reduction. The 
recommended dose reduction is 250 mg taken twice daily.
If a further dose reduction is required, then reduce to 200 mg taken twice daily.  
Dosage Modifications for Concomitant Use with Strong or Moderate CYP3A Inhibitors
Avoid concomitant use of strong or moderate CYP3A inhibitors with Lynparza.
If concomitant use cannot be avoided, reduce Lynparza dosage to:

•  100 mg twice daily when used concomitantly with a strong CYP3A inhibitor.
•  150 mg twice daily when used concomitantly with a moderate CYP3A inhibitor.

After the inhibitor has been discontinued for 3 to 5 elimination half-lives, resume the 
Lynparza dose taken prior to initiating the CYP3A inhibitor [see Drug Interactions (7.2) and 
Clinical Pharmacology (12.3) in the full Prescribing Information].
Dosage Modifications for Renal Impairment
Moderate Renal Impairment
In patients with moderate renal impairment (CLcr 31-50 mL/min), reduce the Lynparza 
dosage to 200 mg orally twice daily [see Use in Specific Populations (8.6) and Clinical 
Pharmacology (12.3) in the full Prescribing Information].

CONTRAINDICATIONS
None.

WARNINGS AND PRECAUTIONS
Myelodysplastic Syndrome/Acute Myeloid Leukemia
In clinical studies enrolling 2351 patients with various cancers who received Lynparza as a 
single agent [see Adverse Reactions (6.1) in the full Prescribing Information], the incidence 
of Myelodysplastic Syndrome/Acute Myeloid Leukemia (MDS/AML) was <1.5% (28/2351) 
and the majority of events had a fatal outcome. Of these, 25/28 patients had a documented 
BRCA mutation, 2 patients had gBRCA wildtype and in 1 patient the BRCA mutation status 
was unknown. Additional cases of MDS/AML have been documented in patients treated with 
Lynparza in combination studies and in postmarketing reports. The duration of therapy with 
Lynparza in patients who developed secondary MDS/cancer-therapy related AML varied from 
<6 months to >2 years. All of these patients had received previous chemotherapy with platinum 
agents and/or other DNA damaging agents including radiotherapy. Some of these patients also 
had a history of more than one primary malignancy or of bone marrow dysplasia.
Do not start Lynparza until patients have recovered from hematological toxicity caused by 
previous chemotherapy (≤Grade 1). Monitor complete blood count for cytopenia at baseline 
and monthly thereafter for clinically significant changes during treatment. For prolonged 
hematological toxicities, interrupt Lynparza and monitor blood counts weekly until recovery. 
If the levels have not recovered to Grade 1 or less after 4 weeks, refer the patient to a 
hematologist for further investigations, including bone marrow analysis and blood sample 
for cytogenetics. If MDS/AML is confirmed, discontinue Lynparza.
Pneumonitis
In clinical studies enrolling 2351 patients with various cancers who received Lynparza as a 
single agent [see Adverse Reactions (6.1) in the full Prescribing Information], the incidence 
of pneumonitis, including fatal cases, was <1% (20/2351). If patients present with new 
or worsening respiratory symptoms such as dyspnea, cough and fever, or a radiological 
abnormality occurs, interrupt Lynparza treatment and promptly assess the source of the 
symptoms. If pneumonitis is confirmed, discontinue Lynparza treatment and treat the 
patient appropriately.
Embryo-Fetal Toxicity
Lynparza can cause fetal harm when administered to a pregnant woman based on its 
mechanism of action and findings in animals. In an animal reproduction study, administration 
of olaparib to pregnant rats during the period of organogenesis caused teratogenicity and 
embryo-fetal toxicity at exposures below those in patients receiving the recommended 
human dose of 300 mg twice daily. Apprise pregnant women of the potential hazard to 
a fetus and the potential risk for loss of the pregnancy. Advise females of reproductive 
potential to use effective contraception during treatment and for 6 months following the last 
dose of Lynparza. Based on findings from genetic toxicity and animal reproduction studies, 
advise male patients with female partners of reproductive potential or who are pregnant to 
use effective contraception during treatment and for 3 months following the last dose of 
Lynparza [see Use in Specific Populations (8.1, 8.3) in the full Prescribing Information].
Venous Thromboembolic Events
Venous thromboembolic events, including pulmonary embolism, occurred in 7% of 
patients with metastatic castration resistant prostate cancer who received Lynparza plus 
androgen deprivation therapy (ADT) compared to 3.1% of patients receiving enzalutamide 
or abiraterone plus ADT in the PROfound study. Patients receiving Lynparza and ADT 
had a 6% incidence of pulmonary embolism compared to 0.8% of patients treated with 
ADT plus either enzalutamide or abiraterone. Monitor patients for signs and symptoms 
of venous thrombosis and pulmonary embolism and treat as medically appropriate, which 
may include long-term anticoagulation as clinically indicated.
ADVERSE REACTIONS
The following adverse reactions are discussed elsewhere in the labeling:
•  Myelodysplastic Syndrome/Acute Myeloid Leukemia [see Warnings and Precautions 

(5.1) in the full Prescribing Information]
•  Pneumonitis [see Warnings and Precautions (5.2) in the full Prescribing Information]
•  Venous Thromboembolic Events [see Warnings and Precautions (5.4) in the full 

Prescribing Information]
Clinical Trial Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates 
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical 
trials of another drug and may not reflect the rates observed in practice.

The data described in the WARNINGS AND PRECAUTIONS reflect exposure to Lynparza as 
a single agent in 2351 patients; 1585 patients with exposure to 300 mg twice daily tablet 
dose including five controlled, randomized, trials (SOLO-1, SOLO-2, OlympiAD, POLO, 
and PROfound) and to 400 mg twice daily capsule dose in 766 patients in other trials that 
were pooled to conduct safety analyses. In these trials, 55% of patients were exposed for  
6 months or longer and 31% were exposed for greater than one year in the Lynparza group.
In this pooled safety population, the most common adverse reactions in ≥10% of patients 
were nausea (60%), fatigue (55%), anemia (37%), vomiting (34%), diarrhea (25%), 
decreased appetite (23%), headache (16%), neutropenia (15%), dysgeusia (15%), 
cough (15%), dyspnea (14%), dizziness (12%), dyspepsia (12%), leukopenia (11%), 
thrombocytopenia (11%), and abdominal pain upper (10%).
First-Line Maintenance Treatment of BRCA-mutated Advanced Ovarian Cancer
SOLO-1
The safety of Lynparza for the maintenance treatment of patients with BRCA-mutated 
advanced ovarian cancer following first-line treatment with platinum-based chemotherapy was 
investigated in SOLO-1 [see Clinical Studies (14.1) in the full Prescribing Information]. Patients 
received Lynparza tablets 300 mg orally twice daily (n=260) or placebo (n=130) until disease 
progression or unacceptable toxicity. The median duration of study treatment was 25 months 
for patients who received Lynparza and 14 months for patients who received placebo.
Among patients who received Lynparza, dose interruptions due to an adverse reaction of any 
grade occurred in 52% and dose reductions due to an adverse reaction occurred in 28%. The 
most frequent adverse reactions leading to dose interruption or reduction of Lynparza were 
anemia (23%), nausea (14%), and vomiting (10%). Discontinuation due to adverse reactions 
occurred in 12% of patients receiving Lynparza. The most frequent adverse reactions that 
led to discontinuation of Lynparza were fatigue (3.1%), anemia (2.3%), and nausea (2.3%).
Tables 2 and 3 summarize adverse reactions and laboratory abnormalities in SOLO-1.

Table 2 Adverse Reactions* in SOLO-1 (≥10% of Patients Who Received Lynparza)
Adverse Reaction Lynparza tablets

n=260
Placebo
n=130

All Grades 
(%)

Grades  
3 – 4 (%)

All Grades 
(%)

Grades
3 – 4 (%)

Gastrointestinal Disorders
Nausea 77 1 38 0
Abdominal pain† 45 2 35 1
Vomiting 40 0 15 1
Diarrhea‡ 37 3 26 0
Constipation 28 0 19 0
Dyspepsia 17 0 12 0
Stomatitis§ 11 0 2 0

General Disorders and Administration Site Conditions
Fatigue¶ 67 4 42 2

Blood and Lymphatic System Disorders 
Anemia 38 21 9 2
Neutropenia# 17 6 7 3
LeukopeniaÞ 13 3 8 0
Thrombocytopeniaɓ 11 1 4 2

Infections and Infestations
Upper respiratory tract infection/
influenza/nasopharyngitis/bronchitis

 28 0 23 0

UTIà 13 1 7 0
Nervous System Disorders

Dysgeusia 26 0 4 0
Dizziness 20 0 15 1

  Metabolism and Nutrition Disorders
Decreased appetite 20 0 10 0

Respiratory, Thoracic and Mediastinal Disorders
Dyspneaè 15 0 6 0

* Graded according to the National Cancer Institute Common Terminology Criteria for Adverse Events 
(NCI CTCAE), version 4.0.

† Includes abdominal pain, abdominal pain lower, abdominal pain upper, abdominal distension, 
abdominal discomfort, and abdominal tenderness. 

‡ Includes colitis, diarrhea, and gastroenteritis. 
§ Includes stomatitis, aphthous ulcer; and mouth ulceration.
¶  Includes asthenia, fatigue, lethargy, and malaise.  
#  Includes neutropenia, and febrile neutropenia.
Þ Includes leukopenia, and white blood cell count decreased.
ɓ Includes platelet count decreased, and thrombocytopenia. 
à Includes urosepsis, urinary tract infection, urinary tract pain, and pyuria.
è Includes dyspnea, and dyspnea exertional.

In addition, the adverse reactions observed in SOLO-1 that occurred in <10% of 
patients receiving Lynparza were increased blood creatinine (8%), lymphopenia (6%), 
hypersensitivity (2%), dermatitis (1%), and increased mean cell volume (0.4%).

Table 3 Laboratory Abnormalities Reported in ≥25% of Patients in SOLO-1

Laboratory Parameter* Lynparza tablets 
n†=260

Placebo 
n†=130

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4 
(%)

Grades 3-4
(%)

Decrease in hemoglobin 87 19 63 2
Increase in mean corpuscular volume 87 – 43 –
Decrease in leukocytes 70 7 52 1
Decrease in lymphocytes 67 14 29 5
Decrease in absolute neutrophil count 51 9 38 6
Decrease in platelets 35 1 20 2
Increase in serum creatinine 34 0 18 0

* Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.
† This number represents the safety population. The derived values in the table are based on the total 

number of evaluable patients for each laboratory parameter.

First-line Maintenance Treatment of HRD-positive Advanced Ovarian Cancer in 
Combination with Bevacizumab
PAOLA-1
The safety of Lynparza in combination with bevacizumab for the maintenance treatment of 
patients with advanced ovarian cancer following first-line treatment containing platinum-
based chemotherapy and bevacizumab was investigated in PAOLA-1 [see Clinical Studies 
(14.2) in the full Prescribing Information]. This study was a placebo-controlled, double-
blind study in which 802 patients received either Lynparza 300 mg BID in combination with 
bevacizumab (n=535) or placebo in combination with bevacizumab (n=267) until disease 
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progression or unacceptable toxicity. The median duration of treatment with Lynparza 
was 17.3 months and 11 months for bevacizumab post-randomization on the Lynparza/
bevacizumab arm.
Fatal adverse reactions occurred in 1 patient due to concurrent pneumonia and aplastic 
anemia. Serious adverse reactions occurred in 31% of patients who received Lynparza/
bevacizumab. Serious adverse reactions in >5% of patients included hypertension (19%) 
and anemia (17%).
Dose interruptions due to an adverse reaction of any grade occurred in 54% of patients 
receiving Lynparza/bevacizumab and dose reductions due to an adverse reaction occurred in 
41% of patients who received Lynparza/bevacizumab.
The most frequent adverse reactions leading to dose interruption in the Lynparza/
bevacizumab arm were anemia (21%), nausea (7%), vomiting (3%), and fatigue (3%), and 
the most frequent adverse reactions leading to reduction in the Lynparza/bevacizumab arm 
were anemia (19%), nausea (7%), and fatigue (4%).
Discontinuation due to adverse reactions occurred in 20% of patients receiving Lynparza/
bevacizumab. Specific adverse reactions that most frequently led to discontinuation in 
patients treated with Lynparza/bevacizumab were anemia (4%) and nausea (3%).
Tables 4 and 5 summarize adverse reactions and laboratory abnormalities in PAOLA-1, 
respectively.
Table 4  Adverse Reactions* Occurring in ≥10% of Patients Treated with Lynparza/
bevacizumab in PAOLA-1 and at ≥5% Frequency Compared to the Placebo/bevacizumab Arm

Adverse Reactions Lynparza/bevacizumab 
n=535

Placebo/bevacizumab 
n=267

Grades 1-4 
(%)

Grades 3-4 
(%)

Grades 1-4 
(%)

Grades 3-4 
(%)

General Disorders and Administration Site Conditions
Fatigue (including asthenia)† 53 5 32 1.5

Gastrointestinal Disorders
Nausea 53 2.4 22 0.7
Vomiting 22 1.7 11 1.9

Blood and Lymphatic Disorders
Anemia‡ 41 17 10 0.4
Lymphopenia§ 24 7 9 1.1
Leukopenia║ 18 1.9 10 1.5

* Graded according to the National Cancer Institute Common Terminology Criteria for Adverse Events 
(NCI CTCAE), version 4.0.

†  Includes asthenia, and fatigue.
‡  Includes anemia, anemia macrocytic, erythropenia, haematocrit decreased, haemoglobin decreased, 

normochromic anemia, normochromic normocytic anemia, normocytic anemia, and red blood cell 
count decreased. Includes B-lymphocyte count decreased, lymphocyte count decreased, lymphopenia, 
and T-lymphocyte count decreased.

§  Includes B-lymphocyte count decreased, lymphocyte count decreased, lymphopenia, and T-lymphocyte 
count decreased.

║  Includes leukopenia, and white blood cell count decreased.

The most common adverse reactions (≥ 10%) for patients receiving Lynparza/bevacizumab 
irrespective of the frequency compared with the placebo/bevacizumab arm were nausea 
(53%), fatigue (including asthenia) (53%), anemia (41%), lymphopenia, vomiting (22%), 
diarrhea (18%), neutropenia (18%), leukopenia (18%), urinary tract infection (15%), and 
headache (14%).
The adverse reactions that occurred in <10% of patients receiving Lynparza/bevacizumab 
were dysgeusia (8%), dyspnea (8%), stomatitis (5%), dyspepsia (4.3%), erythema (3%), 
dizziness (2.6%), and hypersensitivity (1.7%).
In addition, venous thromboembolic events occurred more commonly in patients receiving 
Lynparza/bevacizumab (5%) than in those receiving placebo/bevacizumab (1.9%).
Table 5  Laboratory Abnormalities Reported in ≥25% of Patients in PAOLA-1*

Laboratory
Parameter†

Lynparza/bevacizumab 
n†=535

Placebo/bevacizumab
n‡=267

Grades 1-4 
(%)

Grades 3-4 
(%)

Grades 1-4 
(%)

Grades 3-4 
(%)

Decrease in hemoglobin 79 13 55 0.4
Decrease in lymphocytes 63 10 42 3.0
Increase in serum creatinine 61 0.4 36 0.4
Decrease in leukocytes 59 3.4 45 2.2
Decrease in absolute neutrophil count 35 7 30 3.7
Decrease in platelets 35 2.4 28 0.4

* Reported within 30 days of the last dose.
†  Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.
‡  This number represents the safety population. The derived values in the table are based on the total 

number of evaluable patients for each laboratory parameter.

Maintenance Treatment of Recurrent Ovarian Cancer
SOLO-2
The safety of Lynparza for the maintenance treatment of patients with platinum sensitive 
gBRCAm ovarian cancer was investigated in SOLO-2 [see Clinical Studies (14.3) in the 
full Prescribing Information]. Patients received Lynparza tablets 300 mg orally twice daily 
(n=195) or placebo (n=99) until disease progression or unacceptable toxicity. The median 
duration of study treatment was 19.4 months for patients who received Lynparza and  
5.6 months for patients who received placebo.
Among patients who received Lynparza, dose interruptions due to an adverse reaction of any 
grade occurred in 45% and dose reductions due to an adverse reaction occurred in 27%. 
The most frequent adverse reactions leading to dose interruption or reduction of Lynparza 
were anemia (22%), neutropenia (9%), and fatigue/asthenia (8%). Discontinuation due to an 
adverse reaction occurred in 11% of patients receiving Lynparza.
Tables 6 and 7 summarize adverse reactions and laboratory abnormalities in SOLO-2.
Table 6  Adverse Reactions* in SOLO-2 (≥20% of Patients Who Received Lynparza)

Adverse Reaction Lynparza tablets
n=195

Placebo
n=99

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

Gastrointestinal Disorders
Nausea 76 3 33 0
Vomiting 37 3 19 1
Diarrhea 33 2 22 0
Stomatitis† 20 1 16 0

General Disorders and Administration Site Conditions
Fatigue including asthenia 66 4 39 2

Adverse Reaction Lynparza tablets
n=195

Placebo
n=99

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

Blood and Lymphatic Disorders
Anemia‡ 44 20 9 2

Infections and Infestations
Nasopharyngitis/URI/sinusitis/
rhinitis/influenza

36 0 29 0

Musculoskeletal and Connective Tissue Disorders
Arthralgia/myalgia 30 0 28 0

Nervous System Disorders
Dysgeusia 27 0 7 0
Headache 26 1 14 0

Metabolism and Nutrition Disorders
Decreased appetite 22 0 11 0

* Graded according to the National Cancer Institute Common Terminology Criteria for Adverse Events 
(NCI CTCAE), version 4.0.

† Represents grouped term consisting of abscess oral, aphthous ulcer, gingival abscess, gingival 
disorder, gingival pain, gingivitis, mouth ulceration, mucosal infection, mucosal inflammation, 
oral candidiasis, oral discomfort, oral herpes, oral infection, oral mucosal erythema, oral pain, 
oropharyngeal discomfort, and oropharyngeal pain.

‡ Represents grouped term consisting of anemia, hematocrit decreased, hemoglobin decreased, iron 
deficiency, mean cell volume increased and red blood cell count decreased.

In addition, the adverse reactions observed in SOLO-2 that occurred in <20% of 
patients receiving Lynparza were neutropenia (19%), cough (18%), leukopenia (16%), 
hypomagnesemia (14%), thrombocytopenia (14%), dizziness (13%), dyspepsia (11%), 
increased creatinine (11%), edema (8%), rash (6%), and lymphopenia (1%).
Table 7 Laboratory Abnormalities Reported in ≥25% of Patients in SOLO-2

Laboratory Parameter* Lynparza tablets
 n†=195

Placebo
 n†=99

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

Increase in mean corpuscular volume‡ 89 - 52 -
Decrease in hemoglobin 83 17 69 0
Decrease in leukocytes 69 5 48 1
Decrease in lymphocytes 67 11 37 1
Decrease in absolute neutrophil count 51 7 34 3
Increase in serum creatinine 44 0 29 0
Decrease in platelets 42 2 22 1

* Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.
† This number represents the safety population. The derived values in the table are based on the total 

number of evaluable patients for each laboratory parameter.
‡ Represents the proportion of subjects whose mean corpuscular volume was > upper limit of normal (ULN).

Study 19
The safety of Lynparza as maintenance monotherapy was evaluated in patients with platinum 
sensitive ovarian cancer who had received 2 or more previous platinum containing regimens 
in Study 19 [see Clinical Studies (14.3) in the full Prescribing Information]. Patients received 
Lynparza capsules 400 mg orally twice daily (n=136) or placebo (n=128). At the time of  
final analysis, the median duration of exposure was 8.7 months in patients who received 
Lynparza and 4.6 months in patients who received placebo.
Adverse reactions led to dose interruptions in 35% of patients receiving Lynparza; dose 
reductions in 26% and discontinuation in 6% of patients receiving Lynparza.
Tables 8 and 9 summarize adverse reactions and laboratory abnormalities in Study 19.
Table 8 Adverse Reactions* in Study 19 (≥20% of Patients Who Received Lynparza)

Adverse Reaction Lynparza capsules
n=136

Placebo
n=128

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

Gastrointestinal Disorders
Nausea 71 2 36 0
Vomiting 35 2 14 1
Diarrhea 28 2 25 2
Constipation 22 1 12 0
Dyspepsia 20 0 9 0

General Disorders and Administration Site Conditions
Fatigue (including asthenia) 63 9 46 3

Blood and Lymphatic Disorders
Anemia† 23 7 7 1

Infections and Infestations
Respiratory tract infection 22 2 11 0

Metabolism and Nutrition Disorders
Decreased appetite 21 0 13 0

Nervous System Disorders
Headache 21 0 13 1

*  Graded according to NCI CTCAE v4.0.
†  Represents grouped terms of related terms that reflect the medical concept of the adverse reaction.

In addition, the adverse reactions in Study 19 that occurred in <20% of patients receiving 
Lynparza were dysgeusia (16%), dizziness (15%), dyspnea (13%), pyrexia (10%), stomatitis 
(9%), edema (9%), increase in creatinine (7%), neutropenia (5%), thrombocytopenia (4%), 
leukopenia (2%), and lymphopenia (1%).
Table 9 Laboratory Abnormalities Reported in ≥25% of Patients in Study 19 

Laboratory Parameter* Lynparza capsules
n†=136

Placebo
n†=129

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

Decrease in hemoglobin 82 8 58 1
Increase in mean corpuscular volume‡ 82 - 51 -
Decrease in leukocytes 58 4 37 2
Decrease in lymphocytes 52 10 32 3
Decrease in absolute neutrophil count 47 7 40 2

Laboratory Parameter* Lynparza capsules
n†=136

Placebo
n†=129

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

Increase in serum creatinine 45 0 14 0
Decrease in platelets 36 4 18 0

* Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.
† This number represents the safety population. The derived values in the table are based on the total 

number of evaluable patients for each laboratory parameter.
‡ Represents the proportion of subjects whose mean corpuscular volume was > ULN.

Advanced Germline BRCA-mutated Ovarian Cancer After 3 or More Lines of Chemotherapy
Pooled Data
The safety of Lynparza was investigated in 223 patients (pooled from 6 studies) with 
gBRCAm advanced ovarian cancer who had received 3 or more prior lines of chemotherapy 
[see Clinical Studies (14.4) in the full Prescribing Information]. Patients received Lynparza 
capsules 400 mg orally twice daily until disease progression or unacceptable tolerability. The 
median exposure to Lynparza in these patients was 5.2 months.
There were 8 (4%) patients with adverse reactions leading to death, two were attributed to 
acute leukemia, and one each was attributed to COPD, cerebrovascular accident, intestinal 
perforation, pulmonary embolism, sepsis, and suture rupture. Adverse reactions led to dose 
interruption in 40% of patients, dose reduction in 4%, and discontinuation in 7%.
Tables 10 and 11 summarize the adverse reactions and laboratory abnormalities from the 
pooled studies.
Table 10 Adverse Reactions Reported in Pooled Data (≥20% of Patients Who Received 
Lynparza)

Adverse Reaction Lynparza capsules
n=223

Grades 1-4
(%)

Grades 3-4
(%)

General Disorders
Fatigue/asthenia 66 8

Gastrointestinal Disorders
Nausea 64 3
Vomiting 43 4
Diarrhea 31 1
Dyspepsia 25 0
Decreased appetite 22 1

Blood and Lymphatic Disorders
Anemia 34 18

Infections and Infestations
Nasopharyngitis/URI 26 0

Musculoskeletal and Connective Tissue Disorders
Arthralgia/musculoskeletal pain 21 0
Myalgia 22 0

Table 11 Laboratory Abnormalities Reported in ≥25% of Patients in Pooled Data
Laboratory Parameter* Lynparza capsules

n†=223
Grades 1-4

(%)
Grades 3-4

(%)
Decrease in hemoglobin 90 15
Mean corpuscular volume elevation 57 -
Decrease in lymphocytes 56 17
Decrease in platelets 30 3
Increase in creatinine 30 2
Decrease in absolute neutrophil count 25 7

*  Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.
†  This number represents the safety population. The derived values in the table are based on the total 

number of evaluable patients for each laboratory parameter.

The following adverse reactions and laboratory abnormalities have been identified in ≥10 to 
<20% of the 223 patients receiving Lynparza and not included in the table: cough (16%), 
constipation (16%), dysgeusia (16%), headache (15%), peripheral edema (14%), back pain 
(14%), urinary tract infection (14%), dyspnea (13%), and dizziness (11%).
The following adverse reactions and laboratory abnormalities have been identified in <10% 
of the 223 patients receiving Lynparza and not included in the table: leukopenia (9%), pyrexia 
(8%), peripheral neuropathy (5%), hypomagnesemia (5%), rash (5%), stomatitis (4%), 
and venous thrombosis (including pulmonary embolism) (1%).
Germline BRCA-mutated HER2-negative Metastatic Breast Cancer
OlympiAD
The safety of Lynparza was evaluated in gBRCAm patients with HER2-negative metastatic 
breast cancer who had previously received up to two lines of chemotherapy for the treat-
ment of metastatic disease in OlympiAD [see Clinical Studies (14.5) in the full Prescribing 
Information]. Patients received either Lynparza tablets 300 mg orally twice daily (n=205) or 
a chemotherapy (capecitabine, eribulin, or vinorelbine) of the healthcare provider’s choice 
(n=91) until disease progression or unacceptable toxicity. The median duration of study 
treatment was 8.2 months in patients who received Lynparza and 3.4 months in patients 
who received chemotherapy.
Among patients who received Lynparza, dose interruptions due to an adverse reaction of any 
grade occurred in 35% and dose reductions due to an adverse reaction occurred in 25%. 
Discontinuation due to an adverse reaction occurred in 5% of patients receiving Lynparza.
Tables 12 and 13 summarize the adverse reactions and laboratory abnormalities in OlympiAD.
Table 12 Adverse Reactions* in OlympiAD (≥20% of Patients Who Received Lynparza)

Adverse Reaction Lynparza tablets
n=205

Chemotherapy
n=91

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

Gastrointestinal Disorders
Nausea 58 0 35 1
Vomiting 30 0 15 1
Diarrhea 21 1 22 0

Blood and Lymphatic Disorders
Anemia† 40 16 26 4
Neutropenia‡ 27 9 50 26
Leukopenia§ 25 5 31 13

Table 6  Adverse Reactions* in SOLO-2 (≥20% of Patients Who Received Lynparza) (cont’d) Table 9 Laboratory Abnormalities Reported in ≥25% of Patients in Study 19 (cont’d)
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Adverse Reaction Lynparza tablets
n=205

Chemotherapy
n=91

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

General Disorders and Administration Site Conditions
Fatigue (including asthenia) 37 4 36 1

Infections and Infestations
Respiratory tract infection║ 27 1 22 0

Nervous System Disorders
Headache 20 1 15 2

*  Graded according to NCI CTCAE v4.0.
†  Represents grouped terms consisting of anemia (anemia erythropenia, hematocrit decreased, 

hemoglobin decreased and red blood cell count decreased).
‡  Represents grouped terms consisting of neutropenia (febrile neutropenia, granulocyte count 

decreased, granulocytopenia, neutropenia, neutropenic infection, neutropenic sepsis, and neutrophil 
count decreased).

§  Represents grouped terms consisting of leukopenia (leukopenia and white blood cell count decreased).
║  Represents grouped terms consisting of bronchitis, influenza, lower respiratory tract infection, 

nasopharyngitis, pharyngitis, respiratory tract infection, rhinitis, sinusitis, upper respiratory tract 
infection, and upper respiratory tract infection bacterial.

In addition, adverse reactions in OlympiAD that occurred in <20% of patients receiving 
Lynparza were cough (18%), decreased appetite (16%), thrombocytopenia (11%),  
dysgeusia (9%), lymphopenia (8%), dyspepsia (8%), dizziness (7%), stomatitis (7%), upper 
abdominal pain (7%), rash (5%), increase in serum creatinine (3%), and dermatitis (1%).
Table 13 Laboratory Abnormalities Reported in ≥25% of Patients in OlympiAD

Laboratory Parameter*

Lynparza tablets
n†= 205

 Chemotherapy
n†= 91

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4
(%)

Grades 3-4
(%)

Decrease in hemoglobin 82 17 66 3
Decrease in lymphocytes 73 21 63 3
Decrease in leukocytes 71 8 70 23
Increase in mean corpuscular volume‡ 71 - 33 -
Decrease in absolute neutrophil count 46 11 65 38
Decrease in platelets 33 3 28 0

*  Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.
†  This number represents the safety population. The derived values in the table are based on the total 

number of evaluable patients for each laboratory parameter.
‡  Represents the proportion of subjects whose mean corpuscular volume was > ULN.

First-line Maintenance Treatment of Germline BRCA-mutated Metastatic Pancreatic  
Adenocarcinoma
POLO
The safety of Lynparza as maintenance treatment of germline BRCA-mutated metastatic 
pancreatic adenocarcinoma following first-line treatment with platinum-based chemotherapy 
was evaluated in POLO [see Clinical Studies (14.6) in the full Prescribing Information].  
Patients received Lynparza tablets 300 mg orally twice daily (n=90) or placebo (n=61) until 
disease progression or unacceptable toxicity. Among patients receiving Lynparza, 34% were 
exposed for 6 months or longer and 25% were exposed for greater than one year.
Among patients who received Lynparza, dosage interruptions due to an adverse reaction of 
any grade occurred in 35% and dosage reductions due to an adverse reaction occurred in 
17%. The most frequent adverse reactions leading to dosage interruption or reduction in 
patients who received Lynparza were anemia (11%), vomiting (5%), abdominal pain (4%), 
asthenia (3%), and fatigue (2%). Discontinuation due to adverse reactions occurred in 6% of 
patients receiving Lynparza. The most frequent adverse reaction that led to discontinuation 
of Lynparza was fatigue (2.2%).
Tables 14 and 15 summarize the adverse reactions and laboratory abnormalities in patients 
in POLO.
Table 14  Adverse Reactions* in POLO (Occurring in ≥10% of Patients who Received Lynparza)

Adverse Reaction Lynparza tablets
(n=91)†

Placebo
(n=60)†

All Grades 
(%)

Grades 3 – 4 
(%)

All Grades 
(%)

Grades 3 – 4 
(%)

General Disorders and Administration Site Conditions
Fatigue‡ 60 5 35 2

Gastrointestinal Disorders
Nausea 45 0 23 2
Abdominal pain^ 34 2 37 5
Diarrhea 29 0 15 0
Constipation 23 0 10 0
Vomiting 20 1 15 2
Stomatitis§ 10 0 5 0

Blood and Lymphatic System Disorders 
Anemia 27 11 17 3
Thrombocytopenia║ 14 3 7 0
Neutropenia¶ 12 4 8 3

Metabolism and Nutrition Disorders
Decreased appetite 25 3 7 0

Musculoskeletal and Connective Tissue Disorders
Back pain 19 0 17 2
Arthralgia 15 1 10 0

Skin and Subcutaneous Tissue Disorder
Rash# 15 0 5 0

Respiratory, Thoracic and Mediastinal Disorders
Dyspnea** 13 0 5 2

Infections and Infestations
Nasopharyngitis 12 0 3 0

Nervous System Disorders
Dysgeusia 11 0 5 0

*  Graded according to NCI CTCAE, version 4.0
†  This number represents the safety population. The derived values in the table are based on the total 

number of evaluable patients for each laboratory parameter.
‡ Includes asthenia and fatigue
^  Includes abdominal pain, abdominal pain upper, abdominal pain lower
§  Includes stomatitis and mouth ulceration 
║  Includes platelets count decreased and thrombocytopenia
¶  Includes neutropenia, febrile neutropenia and neutrophil count decreased
#  Includes rash erythematous, rash macular and rash maculo-papular
** Includes dyspnea and dyspnea exertional

In addition, the adverse reactions observed in POLO that occurred in <10% of patients 
receiving Lynparza were cough (9%), abdominal pain upper (7%), blood creatinine increased 
(7%), dizziness (7%), headache (7%), dyspepsia (5%), leukopenia (5%), hypersensitivity 
(2%), and lymphopenia (2%).
Table 15 Laboratory Abnormalities Reported in ≥25% of Patients in POLO

Laboratory 
Parameter*

Lynparza tablets
n†=91

Placebo
n†=60

Grades 1-4
(%)

Grades 3-4
(%)

Grades 1-4 
(%)

Grades 3-4
(%)

Increase in serum creatinine 99 2 85 0
Decrease in hemoglobin 86 11 65 0
Increase in mean corpuscular volume‡ 71 - 30 -
Decrease in lymphocytes 61 9 27 0
Decrease in platelets 56 2 39 0
Decrease in leukocytes 50 3 23 0
Decrease in absolute neutrophil count 25 3 10 0

*   Patients were allowed to enter POLO with hemoglobin ≥9 g/dL (CTCAE Grade 2) and other laboratory 
values of CTCAE Grade 1. 

†  This number represents the safety population. The derived values in the table are based on the total 
number of evaluable patients for each laboratory parameter.

‡ Represents the proportion of subjects whose mean corpuscular volume was > ULN.

HRR Gene-mutated Metastatic Castration-Resistant Prostate Cancer
PROfound
The safety of Lynparza as monotherapy was evaluated in patients with mCRPC and HRR 
gene mutations who have progressed following prior treatment with enzalutamide or 
abiraterone in PROfound [see Clinical Studies (14.7) in the full Prescribing Information]. 
This study was a randomized, open-label, multi-center study in which 386 patients 
received either Lynparza tablets 300 mg orally twice daily (n=256) or investigator’s choice 
of enzalutamide or abiraterone acetate (n=130) until disease progression or unacceptable 
toxicity. Among patients receiving Lynparza, 62% were exposed for 6 months or longer 
and 20% were exposed for greater than one year.
Fatal adverse reactions occurred in 4% of patients treated with Lynparza. These included 
pneumonia (1.2%), cardiopulmonary failure (0.4%), aspiration pneumonia (0.4%), intestinal 
diverticulum (0.4%), septic shock (0.4%), Budd-Chiari Syndrome (0.4%), sudden death 
(0.4%), and acute cardiac failure (0.4%).
Serious adverse reactions occurred in 36% of patients receiving Lynparza. The most 
frequent serious adverse reactions (≥2%) were anemia (9%), pneumonia (4%), pulmonary 
embolism (2%), fatigue/asthenia (2%), and urinary tract infection (2%).
Dose interruptions due to an adverse reaction of any grade occurred in 45% of patients 
receiving Lynparza; dose reductions due to an adverse reaction occurred in 22% of Lynparza 
patients. The most frequent adverse reactions leading to dose interruption of Lynparza were 
anemia (25%) and thrombocytopenia (6%) and the most frequent adverse reaction leading to 
reduction of Lynparza was anemia (16%). Discontinuation due to adverse reactions occurred 
in 18% of Lynparza. The adverse reaction that most frequently led to discontinuation of 
Lynparza was anemia (7%).
Tables 16 and 17 summarize the adverse reactions and laboratory abnormalities, 
respectively, in patients in PROfound.
Table 16  Adverse Reactions* Reported in ≥10% of Patients in PROfound

Adverse Reactions Lynparza tablets
n=256

Enzalutamide or 
abiraterone 

n=130
Grades 1-4

(%)
Grades 3-4

(%)
Grades 1-4

(%)
Grades 3-4

(%)
Blood and lymphatic disorders

Anemia† 46 21 15 5
Thrombocytopenia‡ 12 4 3 0

Gastrointestinal disorders
Nausea 41 1 19 0
Diarrhea 21 1 7 0
Vomiting 18 2 12 1

General disorders and administration site conditions
Fatigue (including asthenia) 41 3 32 5

Metabolism and nutrition disorders
Decreased appetite 30 1 18 1

Respiratory, thoracic, and mediastinal disorders
Cough 11 0 2 0
Dyspnea 10 2 3 0

*  Graded according to the National Cancer Institute Common Terminology Criteria for Adverse Events 
(NCI CTCAE), version 4.03

†  Includes anemia and hemoglobin decreased
‡  Includes platelet count decreased and thrombocytopenia

In addition, adverse reactions of clinical relevance in PROfound that occurred in <10% 
of patients receiving Lynparza were neutropenia (9%), venous thromboembolic events 
(7%), dizziness (7%), dysgeusia (7%), dyspepsia (7%), headache (6%), pneumonia (5%), 
stomatitis (5%), rash (4%), blood creatinine increase (4%), pneumonitis (2%), upper 
abdominal pain (2%), and hypersensitivity (1%).
Table 17  Laboratory Abnormalities Reported in ≥25% of Patients in PROfound

Laboratory 
Parameter*

Lynparza tablets
n†= 256

Enzalutamide or 
abiraterone 

n†=130
Grades 1-4

n= 247 
(%)

Grades 3-4
n=247 

(%)

Grades 1-4
n=124 

(%)

Grades 3-4
n=124 

(%)
Decrease in hemoglobin 242 (98) 33 (13) 91 (73) 5 (4)
Decrease in lymphocytes 154 (62) 57 (23) 42 (34) 16 (13)
Decrease in leukocytes 130 (53) 9 (4) 26 (21) 0
Decrease in absolute neutrophil count 83 (34) 8 (3) 11 (9) 0

* Patients were allowed to enter clinical studies with laboratory values of CTCAE Grade 1.
†  This number represents the safety population. The derived values in the table are based on the total 

number of evaluable patients for each laboratory parameter.

Postmarketing Experience
The following adverse reactions have been identified during post approval use of Lynparza. 
Because these reactions are reported voluntarily from a population of uncertain size, it is 
not always possible to reliably estimate their frequency or establish a causal relationship 
to drug exposure.
Immune System Disorders: Hypersensitivity (rash/dermatitis).

DRUG INTERACTIONS
Use with Anticancer Agents
Clinical studies of Lynparza with other myelosuppressive anticancer agents, including DNA 
damaging agents, indicate a potentiation and prolongation of myelosuppressive toxicity.
Effect of Other Drugs on Lynparza
Strong and Moderate CYP3A Inhibitors
Coadministration of CYP3A inhibitors can increase olaparib concentrations, which 
may increase the risk for adverse reactions [see Clinical Pharmacology (12.3) in the full 
Prescribing Information]. Avoid coadministration of strong or moderate CYP3A inhibitors. If 
the strong or moderate inhibitor must be coadministered, reduce the dose of Lynparza [see 
Dosage and Administration (2.4) in the full Prescribing Information]. 
Strong and Moderate CYP3A Inducers
Concomitant use with a strong or moderate CYP3A inducer decreased olaparib exposure, 
which may reduce Lynparza efficacy [see Clinical Pharmacology (12.3) in the full 
Prescribing Information]. Avoid coadministration of strong or moderate CYP3A inducers.
USE IN SPECIFIC POPULATIONS
Pregnancy 
Risk Summary 
Based on findings in animals and its mechanism of action [see Clinical Pharmacology (12.1) 
in the full Prescribing Information], Lynparza can cause fetal harm when administered to 
a pregnant woman. There are no available data on Lynparza use in pregnant women to 
inform the drug-associated risk. In an animal reproduction study, the administration of 
olaparib to pregnant rats during the period of organogenesis caused teratogenicity and 
embryo-fetal toxicity at exposures below those in patients receiving the recommended 
human dose of 300 mg twice daily (see Data). Apprise pregnant women of the potential 
hazard to the fetus and the potential risk for loss of the pregnancy.
The estimated background risk of major birth defects and miscarriage for the indicated 
population is unknown. The estimated background risk in the U.S. general population of 
major birth defects is 2-4%; and the risk for spontaneous abortion is approximately 15-20% 
in clinically recognized pregnancies.
Data
Animal Data
In a fertility and early embryonic development study in female rats, olaparib was administered 
orally for 14 days before mating through to Day 6 of pregnancy, which resulted in increased 
post-implantation loss at a dose level of 15 mg/kg/day (with maternal systemic exposures 
approximately 7% of the human exposure (AUC0-24h) at the recommended dose).
In an embryo-fetal development study, pregnant rats received oral doses of 0.05 and  
0.5 mg/kg/day olaparib during the period of organogenesis. A dose of 0.5 mg/kg/day (with 
maternal systemic exposures approximately 0.18% of human exposure (AUC0-24h) at the 
recommended dose) caused embryo-fetal toxicities including increased post-implantation 
loss and major malformations of the eyes (anophthalmia, microphthalmia), vertebrae/ribs 
(extra rib or ossification center; fused or absent neural arches, ribs, and sternebrae), skull 
(fused exoccipital), and diaphragm (hernia). Additional abnormalities or variants included 
incomplete or absent ossification (vertebrae/sternebrae, ribs, limbs) and other findings  
in the vertebrae/sternebrae, pelvic girdle, lung, thymus, liver, ureter, and umbilical artery. 
Some findings noted above in the eyes, ribs, and ureter were observed at a dose of  
0.05 mg/kg/day olaparib at lower incidence.
Lactation
Risk Summary
No data are available regarding the presence of olaparib in human milk, or on its effects 
on the breastfed infant or on milk production. Because of the potential for serious adverse 
reactions in the breastfed infants from Lynparza, advise a lactating woman not to breastfeed 
during treatment with Lynparza and for one month after receiving the last dose.
Females and Males of Reproductive Potential
Pregnancy Testing
Recommend pregnancy testing for females of reproductive potential prior to initiating 
treatment with Lynparza.
Contraception
Females
Lynparza can cause fetal harm when administered to a pregnant woman [see Use in Specific 
Populations (8.1) in the full Prescribing Information]. Advise females of reproductive 
potential to use effective contraception during treatment with Lynparza and for at least  
6 months following the last dose.  
Males
Based on findings in genetic toxicity and animal reproduction studies, advise male patients 
with female partners of reproductive potential or who are pregnant to use effective 
contraception during treatment and for 3 months following the last dose of Lynparza. Advise 
male patients not to donate sperm during therapy and for 3 months following the last dose 
of Lynparza [see Use in Specific Populations (8.1) and Nonclinical Toxicology (13.1) in the 
full Prescribing Information].   
Pediatric Use
Safety and effectiveness of Lynparza have not been established in pediatric patients.
Geriatric Use
Of the 2351 patients with advanced solid tumors who received Lynparza tablets  
300 mg orally twice daily as monotherapy, 596 (25%) patients were aged ≥65 years, and 
this included 137 (6%) patients who were aged ≥75 years. Seven (0.3%) patients were aged 
≥85 years [see Adverse Reactions (6.1) in the full Prescribing Information].
Of the 535 patients with advanced solid tumors who received Lynparza tablets 300 mg  
orally twice daily in combination with bevacizumab, 204 (38%) patients were aged ≥65 years, 
and this included 31 (6%) patients who were aged ≥75 years.
No overall differences in the safety or effectiveness of Lynparza were observed between 
these patients and younger patients.
Renal Impairment
No dosage modification is recommended in patients with mild renal impairment (CLcr 51 
to 80 mL/min estimated by Cockcroft-Gault). Reduce Lynparza dosage to 200 mg twice 
daily in patients with moderate renal impairment (CLcr 31 to 50 mL/min) [see Dosage and 
Administration (2.5) in the full Prescribing Information]. There are no data in patients with 
severe renal impairment or end-stage disease (CLcr ≤30 mL/min) [see Clinical Pharmacology 
(12.3) in the full Prescribing Information]. 

Hepatic Impairment
No adjustment to the starting dose is required in patients with mild or moderate hepatic 
impairment (Child-Pugh classification A and B). There are no data in patients with severe 
hepatic impairment (Child-Pugh classification C) [see Clinical Pharmacology (12.3) in the 
full Prescribing Information].
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week, we stand to delay that treatment,” she said, adding that she’s succeeded 
in changing 1 payer contract to allow the clinic’s physicians to buy-and-bill to 
avoid this circumstance. But that’s just 1 contract.

Diaz said the situation threatens the trust that doctors 
work to establish with patients. “They want to get their val-
ue, but they’re also concerned about their safety,” he said.

Diaz told the story of one patient who, unbeknownst to 
his Florida clinic, told the mail-order pharmacy to stop 
sending his oral medication with a cold pack, and the clinic 
started seeing detectable levels of cancer in his bloodwork. 
Patients assume the insurer always does things that are in 
their interest, but that’s not always the case, Diaz said.

McAneny said the mail-order system leads to waste, because patients often 
continue to receive drugs after their regimen or dose has changed. At her New 
Mexico clinic, McAneny instructs patients to bring unused therapies to her 
offi  ce—and one time, she took the wasted treatments to a meeting with a payer 
to make a point.

“I took that box with me and I dumped it out on the desk and said, ‘Here’s 
$300,000 worth of drugs that you paid for, that our patients could not take.’ 
And they decided that maybe they would let us buy-and-bill and supply those 
medications,” McAneny said.

Okon and Diaz then discussed problems with step therapy. “I never want to 
say ‘step therapy’ without saying ‘fail fi rst.’ Because that’s what step therapy is,” 
exclaimed Diaz. He said the use of step therapy has expanded beyond its 
original intent, with pharmacy benefi t managers dictating which drug must be 
used. Diaz called it “practicing medicine without a license.”

Step therapy is especially problematic when patients are denied supportive 
treatments to control pain or nausea, or forced to take therapies that are more 
toxic and that their physicians know will make them sick. “We have a hard time 
managing pain anyway,” Hamilton said. “And a delay to get adequate pain 
control because you’re limited to [a certain drug] you can start with, and to the 
amount of drug, has been an issue.”

Payers have put mandates on sleeping medications, anticoagulants, and 
required iron formulations, meaning 10 trips to the clinic can be required instead 
of 2, the panelists said. The inconvenience of the patient isn’t taken into account, 
they said. Diaz said some payers literally require patients to violently throw up 
before they will cover medication to prevent nausea. Yet physicians know that if 
patients who are likely to become ill don’t get this preventive treatment up front, 
there’s a good chance they might not choose to get any more chemotherapy.

Besides being costly to practices, McAneny said putting physicians through 
these hoops contributes to physician burnout. “Something that we’ve seen 
across the country is that physicians would like to spend more time with 
patients. Yet we know that for every hour they spend with patients, they get to 
spend 2 hours with a computer. And now they probably get to spend another 
half-hour talking to someone who knows nothing sometimes about oncology 
and is just reciting the payer’s policy from their manual to you,” she said.

“These policies are incredibly shortsighted,” McAneny continued, noting 
the growing shortage of oncologists. “The payers are [interested in] short-term 
profi ts, perhaps short-term savings, at the cost of a long-term negative impact 
on the health care delivery system.”

Home infusion was controversial before coronavirus disease 2019, but it 
has gained attention because some payers have promoted it as a way to keep 
patients from traveling to infusion centers. McAneny believes this, too, is 
shortsighted. A patient’s bedroom or bathroom is likely not as sterile as an 
infusion center, and there’s no way of knowing if a nurse is entering a house 
where someone has been exposed to the virus.

A viewer asked whether payers, including Medicare, are listening to physi-
cian concerns. Hamilton answered fi rst. “I don’t think that they are,” she said. “I 
think we’ll probably see more and more step therapy, and [similar] things being 
put into place. I look at things on the physician side, we’re seeing it on both the 
pharmacy and [on] the physician, which are, which are 2 diff erent contracts 
and 2 diff erent people to deal with.” ◆

A Closer Look at 3 Oncology Payment 
Reform Projects
ONE PROJECT BEGAN AS A CONVERSATION “over a cup of coff ee” on how 
local employers could save money and retain talent. A second is a collaboration 
between oncologists and their state’s largest payer that grew out of an inter-
vention in cardiology. And the third is a nationwide model that takes feedback 
from many types of practices, markets, and hospitals, adapting a model over 
time to serve them all.

The word “evolution” came up repeatedly during the session “Deep Dive: 
Updates From Three Ongoing Oncology Payment Reform Projects,” during 
the opening day of the Community Oncology Alliance (COA) Payer Exchange 
Summit, as COA’s Bo Gamble, director of strategic practice initiatives, guided a 
discussion of how payment reform works in the trenches. Joining him were:

• Kim Woofter, executive vice president, Michiana Hematol-
ogy-Oncology, PC

• Marc Cohen, MHA, manager for value partnerships, Blue Cross Blue 
Shield (BCBS) of Michigan

• Bhuvana Sagar, MD, national medical executive, Cigna Health Care

Gamble asked each presenter to describe their group’s model, and then he 
asked: What makes your model unique? 

Woofter described a model “that started out of necessity,” because an 
employer came to the oncologists in search of ways to reduce costs. From there, 
a direct employer contracting relationship emerged, with 
quality programs and incentive payments for physicians 
to reduce costs. The resulting arrangements led to the 
creation of Integrative Care Partners, centered in South 
Bend, Indiana, which works across about 200 physicians in 
oncology and beyond, doing everything from sharing data 
to getting patients pricing on MRIs.

While a third-party administrator is involved, Woofter 
described a relationship in which the real accountability 
is to the people paying the bills. “My belief is that the ultimate payers are the 
patient and the employer,” she said.

Cohen said BCBS of Michigan started with alternative payment models 22 
years ago with an interventional cardiology program, with goals of reducing 
variation in care and improving quality by having physicians examine their 
own data and then work with experts to fi nd ways to improve. From there, 
the model has expanded to 17 other conditions, including various areas of 
oncology—including gynecological oncology, radiation oncology, prostate care, 
and kidney masses. Medical data are extracted and then entered into clinical 
registries, and BCBS also works with a pharmacist who provides advice on ways 
to improve care.

What makes the Michigan program unique? “Our model [epitomizes] an 
engagement of providers,” Cohen said. Through Collaborative Quality Initia-
tives, BCBS of Michigan works with experts to promote regional meetings for 

physicians in each specialty to share data and best practic-
es; nearly all of the state’s oncologists participate. Quality 
improvement cannot be something that is done only once 
every 3 months, according to Cohen. “It must be ongoing,” 
he said. “The model we’ve used is really to empower the 
physicians to self-optimize their care, utilizing clinical data 
that they have, to learn and share best practices.”

For Cigna, Sagar said, quality improvement work 
started in primary care and grew into the Specialty Care 

Collaborative; work with oncologists began in 2015, before the Oncology Care 
Model took eff ect.

Just sharing information was an important fi rst step, Sagar noted.
“There’s a lot of information that the providers are not aware of, that we have 

access to, and then there’s information that we don’t have access to, that they 
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have access to,” Sagar explained. “We’ve gone through several iterations of the 
model because as you start working in the space, you recognize a lot of the 
challenges and you understand that you have to keep making progress.”

Cigna’s model also seeks to work closely with physicians, Sagar said, describ-
ing later in an interview that when working with community oncology prac-
tices, it can be easier to engage directly with physicians, whereas with major 
academic institutions, each division may have a different nurse coordinator.

Gamble asked about the BCBS of Michigan pharmacy services pilot program, 
which Cohen said has been well received and may reach 4 sites soon. Designed 
for managing higher-risk patients, who have more complex therapeutic 

regimens, the program will help oncologists improve 
patient outcomes by increasing collaboration to manage 
symptoms and toxicities, Cohen said,. “This is not the idea 
of a heavy-handed health plan, pushing something down 
on you,” he noted. “It just increases the ability to have more 
collaboration among the oncologists.”

Gamble asked about engaging employers in payment 
reform models, and Woofter replied that when she started 
working with them, she assumed they knew more about 

the health care system than they actually did. Just the process of collaborating 
has helped them gain knowledge. “When you go in with a nonjudgmental 
approach and open up that transparent dialogue, you educate them along the 
way and help them to be better consumers,” she said.

And it’s not just the employers who benefit. “I’m very proud that most of our 
employers—not all, but most—have passed savings along to their employees. 
And they’ve helped employees to understand [the program] and that there 
were incentives,” Woofter said.

All 3 panelists spoke of the importance of continuing to gather feedback and 
update models; Sagar highlighted the need to not add to the workflow, and 
Cohen noted that physicians don’t want to have to follow multiple programs 
for each payer. Gamble raised the issue of standardization: Is this where 
things are headed?

Sagar said some things should be standardized, but some cannot. Given 
the different stages and types of cancer, “oncology is much more complex” 
than many other fields. “There’s obviously the risk ad-
justment component of it. [But] if you’re thinking about a 
fundamental medical home model, I think some of those 
measures could definitely be standardized, and need to be 
standardized,” she expressed.

But Sagar also brought up a point Cohen had raised: 
that each practice is unique, and must be acknowledged 
as such. “We don’t want them to change everything they’re 
doing,” she said, but practices should meet a “basic quality 
threshold, and make it easy for us payers and employers to be able to get that 
information and data.”

“I like that answer,” Gamble said. “Maybe we’ll just say, ‘Here’s the path. Let’s 
all go down the same path. And let’s see what great things happen.’” ◆

Defining Quality, Value in Cancer Care:  
What Employers Should Seek 
From Providers
AT THIS YEAR’S COMMUNITY ONCOLOGY ALLIANCE (COA) Virtual Payer 
Exchange Summit, the conversation on driving change within cancer care 
and cost reduction involved not only community-based 
oncology practices, but the employer groups and employer 
health groups who work with them as well.

With nearly half of the American population receiving 
health insurance through their employers,1 this year’s agen-
da placed a distinct focus on the role of these organi-
zations, particularly how they can improve the quality, 
experience, and cost of cancer care.

But when cancer care, or even general health care, is not 
typically the expertise of employers nationwide, how can these groups initiate 
change in a system they may not fully understand?

During a panel titled “Assessing Provider Quality & Value in Cancer Care: 
What Should Employers & Self-Funded Companies Be Looking For,” held on 
day 1 of the summit, moderator Robert Baird Jr, RN, MSA, president of the 
National Cancer Treatment Alliance, opened the discussion by asking Lalan 
Wilfong, MD, executive vice president of Value-Based Care & Quality Programs 
at Texas Oncology and COA Payment Reform cochair, what signifies value and 

quality in oncology.
Wilfong, who was joined on the panel by John Fox, MD, 

MHA, chief boundary spanner at Foxworthy Healthcare 
Consulting LLC, and Lee Schwartzberg, MD, executive 
director at the West Cancer Center & Research Institute, 
discussed that while many major cancer centers advertise 
the quality of the care they provide, none have defined 
exactly what quality is.

“Is it access in getting patients in [to see the doctor] 
in a timely fashion? Is it following national standard guidelines? Is it patient 
outcomes, such as hospitalizations and emergency department visits? ...I think 
a lot of different aspects go into what defines a good-quality oncology experi-
ence for a patient, but it’s hard to define that in a granular fashion to show that 
you are a good-quality practice,” said Wilfong.

Building on the definition of quality in cancer care, Schwartzberg credited 
the introduction of the Oncology Care Model with helping his organization de-
lineate patient needs and pressure points to address from a quality perspective. 
Focusing primarily on reducing costs and improving the care process, he said 
that for those oncology practices who have addressed these concerns, a transi-
tion to outcomes that matter to employers, such as return 
to work or return to work for caregivers, is warranted.

An outcome like overall survival (OS) may serve as the 
basis of quality assessment in a clinical trial, but from an 
employer perspective, OS may not be as important, for 
the simple reason that an employee may not stay with 
their employer for an extended period of time, explained 
Schwartzberg. “I think we need to really dialogue with 
our employers and see what they feel are really tangible, 
important, quality metrics beyond what we’ve done already,” he said.

Fox’s professional work involves consulting directly with employers of all siz-
es, and he noted that information detailed in annual reviews include high-cost 
patients, their conditions, and their high-cost drugs. Moreover, Fox highlighted 
that the primary question asked by employers is not about quality, but on what 
payers are doing to help control these costs.

This issue served as the primary takeaway from the panel discussion: 
Transparency and effort are needed among payers, employers, and community 
cancer centers to delineate what quality is and how to maintain quality while 
prioritizing cost-saving.

”There’s a lot of information that the providers 
are not aware of, that we have access to, and then 
there’s information that we don’t have access 
to, that they have have access to. We have gone 
through several iterations of the model because as 
you start working in the space, you recognize a lot 
of the challenges and you understand that you have 
to keep making progress.” 

—Bhuvana Sagar, MD,
national medical executive, Cigna Health Care
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“We need to distinguish what is truly appropriate guideline-based therapy 
that helps patients do better, live longer, and have better quality lives, versus 
those things that are potentially wasteful. And it’s challenging sometimes to 
make that distinction, especially for employers who don’t have knowledge of 
oncology and cancer therapy,” said Wilfong.

Addressing the total cost of care, panelists provided key strategies that em-
ployers should consider, including greater use of screening among employees 
and their family members, assessing cost related to site of service, and the use 
of biosimilars to drive down cost. 

Panelists discussed pathway management as well. 
Wilfong noted that employers should approach it with 
caution, although its use is growing among oncology 
practices as an all-encompassing service.

“I have seen pathways where it’s clear that the pathways 
weren’t driven by effi  cacy measures, but more by relation-
ships or rebates,” explained Wilfong. “I would just take 
a step back, when you look at pathways, to really make 
sure that there’s not an underlying [undesirable] infl u-

ence on developing them other than providing the best, most cost-eff ective 
care to patients.”

Panelists recommended developing set criteria to identify community 
oncology practices associated with high value and cost-eff ectiveness, which 
Fox said can become a responsibility for payers to help bridge the gap in 
communication between employers and practices.

“The reality is that most practices don’t have relationships with employers,” 
said Fox. “I think payers can, for employers, help fi lter practices, defi ne a 
high-value practice, and identify high-performing practices so that employers 
and employees can search them out.”

Tackling the major disconnect between community oncology and employ-
ers can prove diffi  cult, Schwartzberg said. Large employers are particularly 
challenging due to the national scale of care required and the complicated 
nature of cancer.

“Having that dialogue is tough. I think probably the best way to do it is with 
consortium discussions, like local business groups on health…. with people 
who are well informed coming together and trying to solve this as a group 
rather than as individuals,” said Schwartzberg. ◆
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Bringing Value-Based Insurance Design to 
Oncology: the New “Skin in the Game”

FOR A TIME, THE CREDO of managed care was that patients should pay 
for some part of every service or medication they receive, lest they not have 
“skin in the game.”

But A. Mark Fendrick, MD, director of the Center for Value-Based Insurance 
Design at the University of Michigan and co–editor-in-chief of The American 
Journal of Managed Care®, feels that some services, 
screenings, and medications are so essential to life and 
health—and so key to avoiding long-term costs—that it’s 
cost-eff ective to skip out-of-pocket costs altogether.

It starts with identifying care of “high value” and “low 
value,” because eliminating waste can pay for the screen-
ings that save lives down the road, Fendrick said. In oncol-
ogy, he said, making these distinctions is hard work and 
takes courage, as he pointed out while leading a discussion 
on the state of value-based insurance design (VBID) in oncology on day 2 of the 
Community Oncology Alliance Payer Exchange Summit. Joining Fendrick were:

• Neil Goldfarb, president and CEO, Greater Philadelphia Business 
Coalition on Health

• Alti Rahman, MHA, MBA, CSSBB, practice administrator, Oncology 
Consultants, Houston

• Barry Russo, MBA, CEO, Center for Cancer and Blood Disorders, 
Fort Worth, Texas

“I like to think VBID is the new skin in the game,” Fendrick said. While it did 
not take a pandemic to show the importance of the concept, he explained, the 
eff ects of coronavirus disease 2019 (COVID-19) on oncolo-
gy practices certainly highlight the need to tear down every 
barrier to cancer screening. Attendees heard data about 
skipped mammograms and colorectal cancer screenings, 
which in turn have led to patients showing up now with 
more advanced cancers.

Ending cost-sharing for key cancer screenings was a big 
win for VBID in the Aff ordable Care Act, but Fendrick said 
that the work is not complete: More recently, the Center for 

Value-Based Insurance Design has advocated to implement 
an Internal Revenue Service rule that would allow services 
and drugs for certain chronic conditions to be covered 
“predeductible.”

“As everyone in the oncology fi eld knows, when the 
year turns and deductibles reset, our oncology patients 
really have it very tough, in fi nancial terms,” Fendrick said. 
For instance, patients have often had to pay list price for 
cancer drugs, even if they’ve been taking them for a while. 

CMS has slowly incorporated more VBID concepts into more payment designs, 
including some for 2021.

“I’m curious to see how the oncology community would feel about a more 
nuanced approach to spending,” Fendrick said.

Goldfarb said he has endorsed VBID for some time, but the challenge 
for employers is, “How do you actually go about doing this?” And even if 
VBID designs bring savings, employers wonder if it is worth the effort. 
Overcoming inertia on the part of employers is tough, said Goldfarb, in 
part because “we don’t necessarily know what high-value or low-value care 
in oncology is, particularly when we get beyond prevention to treatment 
and survivorship.”

Rahman said there are multiple considerations:

1. Getting VBID to work requires sharing information, and some federal 
and state laws can limit data transfer;

2. The transition of fi nancial risk cannot be “passive,” because the deci-
sion-making drives movement toward high-value care;

3. More transparency is needed, because “it’s still very diffi  cult for patients 
to understand what they’re paying for”; and

4. Much of what aff ects payments in cancer care happens fi rst in primary 
care or other specialty care, and while alternative payment models exist 
in these areas, they aren’t yet aligned with oncology models.

The mixed progress means that patients can still face huge out-of-pocket 
costs, which Fendrick said leads to results that no one should fi nd acceptable. 
“I think that my patient should not have to have a bake sale, or open a Kick-
starter campaign, just to be able to get a cancer drug that 
she and her oncologist agree was designed specifi cally to 
treat her tumor,” he said.

But Russo said the hunt for cost savings, aided by 
technology, can yield insights of “low-value care” that 
would go undiscovered without the pressure of shared risk. 
“Clearly, some low-hanging fruit is easy to identify. But 
then when you get into the weeds, it [can] be a whole lot 
more complicated. And the defi nition of ‘low-value care’ 
really evolves,” he said. ◆
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Moving Beyond Precision 
Oncology to “Precision Prevention” 
in Oncology Practices

IN A PAIR OF SESSIONS at the Quality Cancer Care Alliance Virtual Fall 
Leadership Summit, speakers discussed the promise of precision medicine for 
not only informing individuals’ cancer treatment decisions but also identifying 
individuals at high risk before disease develops.

Keynote speaker Michael Snyder, PhD, professor and chair of genetics at the 
Stanford University School of Medicine and director of the Stanford Center 
for Genomics and Personalized Medicine, kicked off  his talk by arguing that 

the health care system is not providing individual-based 
precision medicine to the fullest possible extent. Using 
temperature as an example, he said that we should get 
to know individuals’ personal baselines, rather than 
using population-based averages, to detect disease at its 
earliest moments.

Snyder also spoke of the importance of accounting 
for time of the year when evaluating patients’ biomarker 
measurements; for instance, the gut and nasal microbi-

omes fl uctuate throughout the year, meaning that a result might be more or 
less concerning depending on the season in which it was measured.

Together with colleagues, Snyder is conducting a study that collects longitu-
dinal measurements of 43 participants to group them into 4 aging types, with 
clinical markers associated with each. The next step is to scale the project up 
to many more participants in partnership with the company Q.Bio. Another 
important step, according to Snyder, is to harness the 
power of wearable trackers to seamlessly measure and 
collect health data and send it to individuals’ smartphones.

“We think your smartphone is going to be one of 
the most important health monitors for the future,” 
Snyder explained.

Another potential application of wearables is in the coro-
navirus disease 2019 (COVID-19) pandemic, as Snyder and 
his fellow investigators noticed that increased resting heart 
rate may be a predictor of infection even before symptoms set in. They plan to 
roll out the second part of that study to millions of people later this month.

Panning back out to the broader picture, Snyder spoke about the personal 
health dashboard that will allow patients to visualize their own health data on 
their smartphones at the daily, weekly, monthly, or yearly level. These data can 
also be shared with physicians remotely, he said, “so we can pull out infor-

mation and better follow people’s health at a much more 
comprehensive level than we currently do.”

Following Snyder’s talk, a panel of experts discussed the 
precision medicine developments that are making their 
way into community oncology practices. Moderator W. Mi-
chael Korn, MD, chief medical offi  cer of Caris Life Sciences, 
introduced the panel with a vignette of his company’s 
eff orts to build a molecular database of 260,000 patients’ 
comprehensive tumor profi les and a matched database of 

215,000 clinical outcomes, in hopes of identifying molecular features that could 
drive diagnoses and treatment decisions.

Panelist Tony Blau, professor of hematology at the University of Washington, 
spoke of how in his own experience as a patient with multiple myeloma, he 
had many diff erent treatment options over the course of his treatment, but he 
“had very little information upon which to base a rational decision, no way 

of knowing which treatment was best for me.” He most wanted to know the 
treatments and outcomes of every other patient with myeloma, which inspired 
him to found All4Cure, a company that compiles patients’ cancer history and 
allows them to compare themselves with other patients.

However, the knowledge gleaned from these eff orts won’t save lives if 
patients are unable to enroll in the clinical trials that may make a diff erence in 

treating their disease, explained panelist Edward S. Kim, 
MD, chair of the Department of Solid Tumor Oncology and 
Investigational Therapeutics at the Levine Cancer Institute. 
He argued that the eligibility criteria for many oncology tri-
als are too numerous and restrictive, and that the process 
of enrolling in a clinical trial is often too convoluted.

At Levine Cancer Institute, his team created the EAPath-
ways system to empower doctors to easily see if a clinical 
trial may be applicable to their patients and directly send 

a message to the study coordinator from within the platform. Their eff orts 
have been successful in making clinical trial enrollment more demographically 
representative of their patient population, Kim explained. He called for greater 
ability to “facilitate our physicians in enrolling patients, as well as giving them 
tools and then simplifying these protocols so they can be more inclusive.”

Next, Funmi Olopade, MD, professor of medicine and human genetics 
and director of the Center for Clinical Cancer Genetics and Global Health at 
the University of Chicago, spoke of her work with her daughter to found the 
CancerIQ software company to democratize access to the tools needed to 
provide genetic counseling. She works with genetic testing 
companies to send kits directly to patients to identify any 
genetic mutations, then the patients can be referred to 
genetic counselors if they need additional counseling.

The fi eld of precision oncology is moving beyond 
detection of genes like BRCA 1/2 into the future of 
next-generation sequencing and the use of population 
databases to train artifi cial intelligence to perform risk 
prediction, Olopade explained. Whereas genomic testing is 
now performed to inform the use of targeted therapies for patients, the future 
will include testing to identify high-risk patients.

“We all really have to begin to think about precision prevention, because 
when you do that targeted therapy for precision oncology, they have family 
members, and I’m hoping that community oncologists will begin to see how 
they can incorporate this into their practices,” Olopade concluded. ◆

QCCA FALL LEADERSHIP SUMMIT

”We all really have to begin to think about 
precision prevention, because when you do that 
targeted therapy for precision oncology, they have 
family members, and I’m hoping that community 
oncologists will begin to see how they can 
incorporate this into their practices.” 

—Funmi Olopade, MD,
director, Center for Clinical Cancer Genetics and Global Health,

University of Chicago
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Hodgkin Lymphoma Patients Face 
Higher Risk of Noncancer Death 

CLASSICAL HODGKIN LYMPHOMA (cHL) is a highly curable cancer, and 
treatment methods continue to evolve. But patients are still at a higher risk of 
nonlymphoma death from causes that may be preventable, according to results 
of a study published in the Journal of Clinical Oncology.1 In an accompanying 
editorial, the authors illustrated how postacute morbidity and late effects 
associated with modern frontline courses of treatment continue to negatively 
affect patients.2

Despite high survival rates for cHL, which accounts for 9 of 10 cases of 
Hodgkin lymphoma (HL) in developed countries,3 treatment-related toxicities 
and late effects, such as secondary malignant neoplasms (SMNs) and cardio-
vascular disease (CVD), have an adverse impact on survival. Part of this has to 
do with the young age of many cHL patients, as the editorial points out. People 
in their 20s are especially likely to be diagnosed with cHL, and the risk rises 
again after age 55.4

Not only do the late effects affect cHL survivors’ health-related quality of life, 
but they also have economic ramifications. HL has the second-highest cost 
per death or lost productivity cost, just after malignant melanoma, according 
to the editorial. It is also the second most costly disease when it comes to lost 
lifetime earnings.

Past studies have highlighted the impact on quality of life and mortality that 
may result from treatment-related late effects such as CVD and SMN. But the 
editorial notes that many of the patients included in those analyses were treat-
ed before 2000, a time when the use of doxorubicin, bleomycin, vinblastine, 
and dacarbazine was not yet first-line treatment for cHL. It became widespread 
about 2 decades ago as treatment with radiation therapy declined.

The study from Dores et al aimed to gauge the mortality of patients in this 
evolving era of treatment. Investigators analyzed SEER data to identify 20,007 
patients receiving diagnoses of early (stage I or II) or advanced (stage III or 
IV) cHL and treated with initial chemotherapy between 2000 and 2015, with 
follow-up data through 2016. They used standard mortality ratios (SMRs) 
to compare relative cause-specific mortality risk in the cHL cohort with the 
general population. Estimated excess absolute risks (EARs, per 10,000 patient 
years) reflected the absolute increase in death risk.

There were 3380 deaths reported in the cHL population, with 1321 (39%) 
nonlymphoma deaths. Noncancer SMRs in patients with advanced-stage 
cHL were 2.4 times higher (95% CI, 2.2 to 2.6; observed, 559; EAR, 61.6), and 
early-stage cHL patients saw a 1.6-fold increase (95% CI, 1.4 to 1.7; observed, 
473; EAR, 18.2) compared with the general population.

Heart disease was the highest where EAR for noncancer death was concerned 
(EAR, 15.1; SMR, 2.1), followed by infections (EAR, 10.6; SMR, 3.9) and inter-
stitial lung disease (ILD; EAR, 9.7; SMR, 22.1). Heart disease, ILD, infections, 
and solid tumors were especially prevalent in patients aged 60 to 74 who had 
advanced-stage disease.

Potential limitations included the relatively short follow-up period, consider-
ing the known late effects that occur 10 to 20 years after diagnosis, the editorial 
notes. But given the changes in therapy in the past 20 years, that same limita-
tion means the data highlight the postacute morbidity and excess mortality 
present in modern first-line treatment for cHL. Overall, the data included in 
the study confirm that cHL survivors face a significant increase in noncancer 
mortality, despite the changes in frontline cHL treatment in the modern era.

“In terms of next steps, an overarching question is how to optimally 
integrate data from the current and prior reports of treatment-related mor-
bidity and mortality into clinical practice,” Evens et al wrote. “A limitation of 
population-based analyses relates to the lack of patient-level data.” Research 
including individual patient data with more granular information about 
patients, disease characteristics, and therapy descriptions would help isolate 
demographics on a more detailed level than just age and sex, which could help 
identify higher risk patients who may benefit from alternate therapy options.

Evens et al conclude that while survival is high with the current frontline 
treatment of cHL, analyses such as the Dores et al report show a significant cost 
of survival given the postacute morbidity and late effects patients face. For that 
reason, both the study results and the editorial authors stress the importance 
of continued research to improve patient longevity and quality of life after 
cHL treatment ◆
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Mortality Higher Among Women With 
Interval Breast Cancer Versus Screening-
Detected Breast Cancer

RESULTS FROM A STUDY of Canadian women who did and did not participate 
in a population-based breast cancer screening program showed that interval 
breast cancers (IBCs) are more aggressive and deadlier than screening-detected 
breast cancers (SBCs).1

“Many of the aggressive and lethal forms of breast cancers either go unno-
ticed on mammogram or develop in the interval between mammograms,” 
according to a statement on the results of the retrospective study, which 
was published in JAMA Network Open.2

The patient population consisted of 69,025 women from the Canadian 
province of Manitoba who did and did not participate in its population-based 
screening program during the January 2004 to June 2010 study period. (“Every 
woman in Manitoba is invited via a personal letter to participate in the popula-
tion-based screening mammography on their 50th birthday,” the study authors 
noted.) They accounted for 212,579 screening mammograms, with participants 
aged 50 to 64 years. Data were gleaned from the Manitoba BreastCheck registry, 
the Manitoba Cancer Registry, and a census conducted by Statistics Canada.

The tumor and patient characteristics associated with both cancer types were 
compared using multinomial logistic regression analysis, and mortality risk for 
each was assessed using competing risk analysis. The 2 primary outcomes were 
differences in tumor characteristics and breast cancer-specific mortality.

SBCs were defined as those found diagnosed within 6 months of an ab-
normal screening, while IBCs were considered so if they were diagnosed in 

”In terms of next steps, an overarching question is 
how to optimally integrate data from the current 
and prior reports of treatment-related morbidity and 
mortality into clinical practice.” 
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the 2-year period after a normal mammogram. “Noncompliant” was used 
to classify women with invasive breast cancer diagnosed more than 2 years 
after their previous screening mammogram and who had missed at least 1 
previous mammogram.

Results from the authors’ analysis showed that 1687 women in the study were 
diagnosed with breast cancer, equating to a 2.4% positivity rate. Broken down, 
the 1687 diagnoses were as follows:

• 705 SBC
• 206 IBC
• 275 noncompliant
• 501 from outside detection
The overall mortality rate was 13.3%, or 225 deaths. Of these deaths, 170 were 

due to breast cancer, most of which (94) happened among screening program 
nonparticipants. There were 20, 27, and 29 deaths among women in the SBC, 
noncompliant, and IBC groups, respectively.

IBC had greater odds of being both grade 3 (odds ratio [OR], 6.33; 95% CI, 
3.73-10.75; P < .001), versus grade 1. These results were found after adjusting for 
income quintile, estrogen receptor (ER) status, ERBB2 status, and age. The data 
also showed that ER-negative disease (OR, 2.88; 95% CI, 2.01-4.13; P < .001) 
was significantly more likely to be interval compared with ER-positive cancer. 
Investigators adjusted for income quintile, grade, ERBB2 status, and age.

Breast cancer–specific mortality remained higher in the IBC group versus the 
SBC group even after a 7-year follow-up (HR, 3.55; 95% CI, 2.01-6.28), including 
a 2-year sojourn “to account for lead-time bias,” the authors noted. However, 
nonbreast cancer mortality was similar (HR, 1.33; 95% CI, 0.43-4.15).

“Breast cancer is a highly heterogenous disease; although indolent cancers 
with likelihood of better outcomes are detected easily by screening mammog-
raphy raising overall incidence of breast cancer, many of the aggressive and 
lethal forms of breast cancers either go unnoticed on mammogram or develop 
in the interval between mammograms,” the authors concluded. “Improvement 
of breast cancer deaths and overall population mortality requires strategies 
above and beyond conventional screening mammography.”

Their suggestions include individualized screening protocols, utilizing 
other methods of breast cancer detection (eg, tomosynthesis, MRI), and 
changing screening frequency, “with attention to potential for consequences 
of overdiagnosis.” ◆
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Nivolumab Meets Primary End Point in 
Resectable NSCLC

NIVOLUMAB, THE PROGRAMMED CELL–DEATH-1 (PD-1) therapy sold 
under the name Opdivo by Bristol Myers Squibb, met a primary end point of 
pathologic complete response (pCR) in resectable non–small cell lung cancer 
(NSCLC) in a phase 3 study, the company reported recently.

Significantly more patients treated with nivolumab plus chemotherapy 
before surgery demonstrated no evidence of cancer cells in their resected tissue 
compared with those treated with chemotherapy alone. The safety profile of 
nivolumab plus chemotherapy was also consistent with previously reported 
studies in NSCLC.

CheckMate 816 (NCT02998528) is the first and only phase 3 trial to display a 
benefit with an immune checkpoint inhibitor in combination with chemother-
apy as a neoadjuvant treatment in nonmetastatic NSCLC, the company said.

The phase 3, open-label, multicenter trial randomized 358 patients to receive 
either 360 mg of nivolumab plus histology-based platinum doublet chemother-
apy every 3 weeks for up to 3 doses, or platinum doublet chemotherapy every 
3 weeks for up to 3 doses, followed by surgery.

Patients included in the experimental arm of the trial were dosed with up to 
3 doses of nivolumab plus chemotherapy prior to surgery, which is a standard 
number of cycles of therapy in the neoadjuvant setting.

The dual primary end points of the trial are pCR and event-free survival 
(EFS). Key secondary end points include overall survival, major pathologic 
response, and time to death or distant metastases.

The CheckMate 816 trial remains ongoing to evaluate the other primary 
end point of EFS, to which the company is blinded, as well as key sec-
ondary end points.

Lung cancer is the leading cause of cancer deaths globally, accounting 
for approximately 1.8 million deaths each year, according to the World 
Health Organization. ◆

R E F E R E N C E 

1. Opdivo (nivolumab) plus chemotherapy shows statistically significant improvement in pathologic complete 

response as neoadjuvant treatment of resectable non-small cell lung cancer in phase 3 CheckMate 816 trial. 

News release. Bristol Myers Squibb. October 7, 2020. Accessed October 19, 2020. https://bit.ly/37mg5uk

Pembrolizumab Expanded to 
Treat Relapsed, Refractory cHL 
in Adults, Children

MERCK’S PEMBROLIZUMAB (KEYTRUDA) received an expanded list of indi-
cations to include relapsed or refractory classical Hodgkin lymphoma (cHL) in 
adults, making it the first anti–PD-1 therapy to be approved for this indication.

Additionally, the FDA granted an undated pediatric indication for pembroli-
zumab to include refractory cHL and cHL that has relapsed after 2 or more 
lines of therapy.

“An estimated 8500 patients in the US, many of them 40 years of age or younger, 
will be diagnosed with cHL this year. Now, patients with cHL who progress after 
frontline therapy have a new option in Keytruda,” Vicki Goodman, MD, vice presi-
dent of Clinical Research at Merck Research Laboratories, said in a statement. 1

Previously, pembrolizumab was approved as a 100-mg injection for the treat-
ment of adult and pediatric patients with refractory cHL, or who have relapsed 
after 3 or more prior lines of therapy as well as several other types of cancer, 
including gastric, esophageal, cervical, melanoma, lung, and renal cancers.

In June, the FDA approved pembrolizumab for patients with recurrent or 
metastatic cutaneous squamous cell carcinoma that is not curable by sur-
gery or radiation.2

Pembrolizumab’s original approval was part of the FDA’s Project Orbis, which 
is conducted by the FDA Oncology Center of Excellence and allows for the 
submission and review of oncology drugs among the agency’s international 
partners. The FDA is working alongside the Australian Therapeutic Good 
Administration and Health Canada on the ongoing review.

“The patients with cHL who do not achieve remission following initial 
treatment or who relapse after transplantation face a poor prognosis, reflecting 
the unmet need for improved therapies in the relapsed/refractory setting…
With this approval, Keytruda has the potential to change the current standard 
of care and help these patients achieve better outcomes,” John Kuruvilla, MD, 
hematologist and associate professor of medicine at Princess Margaret Cancer 
Centre and University of Toronto, said in a statement.

The approval for the expanded indication is based on positive results 
from a randomized, open-label, active-controlled trial conducted in 304 
patients with relapsed or refractory cHL. The phase 3 KEYNOTE-204 trial, 
which compared pembrolizumab with brentuximab vedotin (BV), found »
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that pembrolizumab reduced the disease progression or death risks by 35% 
(HR = 0.65; 95% CI, 0.48-0.88; P < .0027).

The trial also revealed that median progression-free survival (PFS) was 13.2 
months (95% CI, 10.9-19.4) for patients treated with pembrolizumab compared 
with BV, which had a PFS of 8.3 months (95% CI, 5.7-8.8).

Serious adverse reactions were reported in 30% of patients who took pem-
brolizumab. The most commonly reported serious adverse reactions included 
pneumonitis, pneumonia, pyrexia, myocarditis, acute kidney injury, febrile 
neutropenia, and sepsis.

Adverse reactions caused 14% of patients to discontinue the trial, and 30% of 
patients had dosage interruptions due to adverse events.

The most frequently reported adverse reactions, affecting greater than or 
equal to 20% of patients, were upper respiratory tract infection (41%), muscu-
loskeletal pain (32%), diarrhea (22%), pyrexia (20%), fatigue (20%), rash (20%), 
and cough (20%). The most commonly reported adverse reactions that resulted 
in dosage interruptions were upper respiratory tract infection, pneumonitis, 
transaminase increase, and pneumonia. ◆
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Propelled by Targeted Therapies, NSCLC 
Mortality Fell Between 2013 to 2016

DRIVEN BY TREATMENT ADVANCES and a reduction in incidence, US pop-
ulation-level mortality from non–small cell lung cancer (NSCLC) fell sharply 
from 2013 to 2016, according to researchers.

That time period was also marked by improved survival, which investigators 
attributed to increased use of targeted therapies as they were approved and 
became part of clinical practice. 

Nearly 10,000 deaths from NSCLC were likely delayed between 2014 to 2016, 
the investigators calculated.

Although deaths from small cell lung cancer (SCLC) also fell, the cause was a 
reduction in incidence, reflecting of a lack of treatment breakthroughs for this 
subtype of lung cancer, the investigators wrote in the New England Journal of 
Medicine. There was no improvement in survival in SCLC, they said.

The authors used the Surveillance, Epidemiology, and End Results (SEER) 
database, which links death records to incident cancer cases, to determine 

mortality trends by subtype. Less is known in this area, but analyzing informa-
tion about incidence trend by subtype is key, they wrote.

“It is important to assess trends in mortality from lung cancer according to 
subtype because the potential adoption of lung-cancer screening coupled with 
reductions in smoking are likely to influence future mortality from lung cancer 
differentially according to histologic subtype,” the authors wrote.

NSCLC accounts for 76% of all US lung cancer cases and SCLC makes up 
13%. NSCLC treatment has changed with the findings that certain genotypes, 
namely ALK and EGFR, are targetable with tyrosine kinase inhibitors.

NSCLC deaths fell rapidly from 2006 to 2013, and the decline sped up in 
2013, shortly after routine testing for EGFR and ALK was recommended and 
targeted therapy launched.

NSCLC survival patterns were similar for both men and women and im-
provement in survival was found across all races and ethnic groups.

Among men, incidence-based mortality from NSCLC decreased 6.3% 
annually from 2013 through 2016; incidence fell 3.1% annually from 
2008 through 2016. 

NSCLC survival improved from 26% among men diagnosed in 2001; by 2014, 
survival had risen to 35%.

In women, NSCLC incidence was flat from 2001 through 2006 and then 
started decreasing by 1.5% annually from 2006 through 2016. Incidence-based 
mortality fell slowly, by 2.3% from 2006 through 2014, but picked up after 2014, 
dropping nearly 6% through 2016.

This greater reduction in mortality rather than in incidence between 2014 
and 2016 means an estimated 6800 male patients and 3200 female patients 
likely had delayed deaths. ◆
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FDA Approves Liquid CDx for Advanced 
Castration-Resistant Prostate Cancer

THE FDA APPROVED ANOTHER APPLICATION of Foundation Medicine’s 
liquid genomic biopsy assay, this time for patients with metastatic castra-
tion-resistant prostate cancer (mCRPC), to see if they are candidates for 
olaparib (Lynparza).

The assay, Liquid CDx, was cleared on November 9, 2020, for use as 
a companion diagnostic for olaparib to identify patients with BRCA1/2- and/
or ATM-mutated mCRPC.

In September, it was announced that for patients with mCRPC with those 
alterations, olaparib cut the risk of death by 31% compared with those who 
received a novel hormonal therapy.

Olaparib has already received a category 1 recommendation in guidelines 
from the National Comprehensive Cancer Network, viewed as the gold stan-
dard for payers deciding what new therapies to add to their formulary

Liquid CDx is able to evaluate more than 300 cancer-related genes for alter-
ations. Results from testing with the FoundationOne Liquid CDx are provided 
in a report that shows alteration in patients and the matched FDA-approved 
therapies to target them.

For some patients with mCRPC, tissue availability can be an issue. mCRPC 
has a high mortality rate because of limited treatment options. The company’s 
tissue-based comprehensive genomic profiling test, CDx, was approved as a 
companion diagnostic for olaparib last May.

November’s action marked the eighth FDA approval of Liquid CDx as a com-
panion diagnostic test for approved cancer therapies. FoundationOne Liquid 
CDx was approved by the in August to detect more than 300 cancer-related 
genes within all solid tumors through a simple blood draw.

Prostate cancer is the second most common cancer in men. ◆

”Patients with [classical Hodgkin lymphoma] who do 
not achieve remission following treatment or who 
relapse after transplantation face a poor prognosis, 
reflecting unmet need for improved therapies in the 
relapsed/refractory setting.” 

—John Kuruvilla, MD,
hematologist and associate professor of medicine, 

Princess Margaret Cancer Centre, University of Toronto
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A. Mark Fendrick, MD, on Value-Based 
Insurance Design

FENDRICK IS COEDITOR-IN-CHIEF OF THE AMERICAN 
JOURNAL OF MANAGED CARE®, AND DIRECTOR OF 
THE UNIVERSITY OF MICHIGAN CENTER FOR VALUE-
BASED INSURANCE DESIGN (V-BIN).

Do any of the issues in health care that the pandemic 
has highlighted have implications that could be 

applied to the discussion of V-BID in cancer care?
Obviously, many public and private payers have taken a serious fi nancial hit 
since the pandemic began, and they’re scrutinizing even more of their health 
care spending. I’ve been worried that there’ll be a resurgence of these blunt 
instruments, like high deductibles, that prevent patients from getting the care 
they need as well as the care they don’t need. And we’re hopeful that we might 
be able to apply more nuanced payment strategies and benefi t designs that will 
allow my patients and providers to provide the care that we know is evi-
dence-based and will improve patient-centered outcomes, but also put levers 
in place to make sure that the care that was just provided because we could and 
didn’t make patients any healthier would not return to levels that they were at 
before the pandemic. ◆

Bhuvana Sagar, MD, on Making Payment 
Reform Work in Oncology

SAGAR IS A NATIONAL MEDICAL EXECUTIVE AT 
CIGNA HEALTH CARE.

Given Cigna’s national footprint, how do you 
strike the right balance between a standard you 
can scale and making period changes to reflect 
the feedback you receive to make models work 

for oncology providers?
Overall, a lot of things that apply to community oncology do not apply to 
hospital-based practices. As you know, the practice setting is diff erent. The 
methodology is diff erent; the way the physicians operate is diff erent. Some of 
these institutions are NCCN [National Comprehensive Cancer Network], or NCI 
[National Cancer Institute] cancer centers, [so] the way they manage care is a 
little bit diff erent from the way our community oncology practices manage care. 

Initially, our model was [introduced in] 2015. Our model was primarily like 
an oncology medical home. We were a little ambitious; we had a lot of risk 
adjustment built into the model to understand cost diff erences that can be 
accounted for by advanced-stage disease or early-stage disease. We’ve also 

looked into doing a total medical cost model with episodes. We look at the en-
tire gamut, we get feedback, and it is not an easy thing to do on our side. Also, 
we have a lot of administrative burdens as we do try to operationalize these 
models. It does take a lot of eff ort on our end to get the feedback to make the 
necessary changes. And then there’s a lot of contracting language that [comes] 
into play and several folks that work on the model to make things happen. 
It’s not an easy task, but we do try to get feedback from all the providers...how 
Florida practices [is] not exactly how New Jersey practices. So we did take those 
comments into account. ◆

Barbara McAneny, MD, on Issues 
With Step Therapy and Home Infusion 
in Oncology

MCANENY IS A FOUNDING PARTNER OF NEW 
MEXICO ONCOLOGY HEMATOLOGY CONSULTANTS 
LTD., AND FORMER PRESIDENT OF THE AMERICAN 
MEDICAL ASSOCIATION.

When CMS permitted step therapy in Medicare 
Advantage, oncologists predicted that patients 

would encounter situations where they would not be able to get 
access to the best therapy for their particular cancer. What do you 
see in both the data and in clinical practice?
This is why I call it Medicare Disadvantage because it has all of the hassles of 
commercial insurance with the payment of Medicare. What we have been con-
cerned about—and we’ve only seen a couple of instances in the practice, but 
this has been in the literature. For example, on an oral medication, if a patient 
with chronic myelogenous leukemia is stable on one medication, there are a 
series of those that are available. And it’s very logical for the insurance compa-
ny that is interested in the money to say, “Oh, stop what you’re doing and go to 
the cheapest one.” Well, the patient may have failed [on] that one. And if they 
block their prescription, we’re doing an unintended gap in therapy, and we 
don’t know what the eff ect of that will be because it takes a while to argue. It’s 
bad for the patient, and it’s bad for the doctor because one of the things that 
contribute to physician burnout is having to argue for every single thing the 
patient needs and trying to explain to the retired pediatrician who has never 
seen a cancer patient in their life, why these drugs are not interchangeable, and 
they can’t just use them as whatever the insurance company thinks they could 
make the most money.

The second area that we have seen this is in the antinausea medicines. We 
all know as oncologists that there’s a phenomenon called anticipatory nausea. 
So if the patient throws up with their fi rst cycle, they’re likely to throw up with 
every cycle of chemotherapy. Well, in this fail-fi rst scenario, if they decide to 
make them use the less expensive, older antiemetic that didn’t work very well, 
then that patient is likely to throw up, and then they failed, and they can have 
the good stuff . But by that time, they’re going to have anticipatory nausea, and 
it’s going to make the whole course terrible. They’re also looking at the support 
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drugs where they’re hoping that oncologists will not push back. My hope is that 
oncologists will push back. If you’re getting people sniffl  e medicine for their 
vasomotor rhinitis they get on cold days, then perhaps doing the less expensive 
one will not hurt anybody. But in cancer, it will hurt patients, and it will burn 
out physicians. ◆

Lucio Gordan, MD, on the Value of 
Telehealth in Coronavirus Disease 2019 
(COVID-19)

GORDAN IS PRESIDENT AND MANAGING PHYSICIAN 
AT FLORIDA CANCER SPECIALISTS.

COVID-19 has seen increased coverage of telehealth. 
What new insights should payers take into account 
when reassessing those policies post-pandemic?
Telehealth has been a lifesaver for our patients as far as al-

lowing them to maintain access to care, especially in the fi rst wave and second 
wave—March, April, and then July here in Florida. It alleviates a lot of the stress 
because patients don’t have to necessarily come to the clinic, and a lot of times, 
we’re able to do telehealth visits.

I think telehealth is an incredible tool for value. A lot of times, patients who 
don’t feel that they have the proper access to care end up showing up in the 
emergency department or urgent care just because of a simple question or 
something that could be handled pretty quickly with a face-to-face electronic 
visit. And when they show up in the emergency [department] or urgent care, 
there’s at least a 50% to 70% chance they get admitted and then stay in the 
hospital and undergo unnecessary tests, which is very expensive and there’s 
potential exposure. So, I think telehealth should continue not only during 
COVID-19, which is a must just to prevent more complications of COVID-19 
exposure, but also in the future. I don’t think anybody wants to go back to the 
past, pretelehealth. ◆

Bo Gamble Discusses 2-Sided Risk in 
Oncology Care

GAMBLE IS THE DIRECTOR OF STRATEGIC PRACTICE 
INITIATIVES FOR THE COMMUNITY ONCOLOGY 
ASSOCIATION (COA).

Last year, the COA Payer Exchange Summit 
discussion concerned whether practices would 
embrace 2-sided risk. How are practices who took 

that step faring during coronavirus disease 2019 (COVID-19)?
We were involved in supporting the OCM [Oncology Care Model] for a year 
before it started. We have a good network of participants, and we gave them 
feedback suggestions for the model. So, as soon as it launched, we said, “OK, 
let’s get to it.” And we created a network of support for the team; we had about 
80% of all the participants in our closed network. We did calls every month 
to educate and spotlight changes. But because they made that decision in 
December, either you got a performance-based payment, or you have to take 
a 2-sided risk, or you’re out. Since that time, our communications have been 
minimal, just because they’ve made that decision.

From just a standpoint of cancer care, we have seen a big drop in referrals. 
We saw it pick up again in June or July. Now we see it slide a little bit, but that’s 
everywhere. That’s just not for the participants. That’s all referrals, and we’re 

trying to fi gure out what we can do to help that as best we can because it’s not 
like you can create business if you’re in cancer care. So, a lot of it is just trying to 
get practices to hold on and do what they can and manage your staff  accord-
ingly. Get creative and follow up with your patients.

We have been very active in the changes to telehealth and how those tele-
health changes can be implemented. I’d probably say we were one of the fi rst 
out of the gates. Within 30 days of the changes, we had had webinars with close 
to 1000 people. Telehealth was one of those projects that could take anywhere 
from 9 months to a year, and people were implementing it in 24 hours. We were 
sharing how people who were doing well were doing it because staying in touch 
with patients was the very key to care. And it’s tough for patients, tough for 
providers and care teams. We had to work, and they had to work through a lot 
of logistics, but from an OCM standpoint, we were like, “OK, let’s kind of watch 
things and support where we can.” ◆

Frederick Schnell, MD, FACP, on 
Employer Concerns in Cancer Coverage

SCHNELL IS THE MEDICAL DIRECTOR OF THE 
COMMUNITY ONCOLOGY ALLIANCE (COA) AND IS 
BOARD-CERTIFIED IN INTERNAL MEDICINE AND 
MEDICAL ONCOLOGY.

Based on your experience and feedback from 
member practices, what seems to be the biggest 

concerns employers have surrounding coverage for cancer care?
The biggest concerns remain focused around cost and quality. But cost is still 
high. And the major cost issue for most of the employers that we interact with, 
as it relates to cancer care, is specialty drugs. You really can’t make any headway 
in cancer care delivery in a more cost-eff ective way without ultimately address-
ing the drug costs. 

[COA] has been focusing a lot of educational initiatives and interacting with 
employers on the use of precision medicine tools and have a strong, enduring 
focus and commitment to making biosimilars work in the marketplace. We 
have task forces touching on all of these initiatives, as well as those related to 
clinical pathways and to integrating high-quality clinical care delivered on the 
ground to these other cost initiatives.

We want the experience to improve, and we believe that quality of care and 
oncology in COA practices is on an equal scale to any. I believe, as a community 
oncology practitioner for over 30 years, that’s very much the case. We’re going 
to try to deliver the value message as we go forward and try to develop means 
of controlling costs as part of quality. ◆

Lalan Wilfong, MD, on Employer 
Involvement in Cancer Care enefi ts

WILFONG IS EXECUTIVE VICE PRESIDENT FOR 
QUALITY PROGRAMS AND VALUE-BASED CARE AT 
TEXAS ONCOLOGY AND COMMUNITY ONCOLOGY 
ALLIANCE PAYMENT REFORM COCHAIR.

What specifi c concerns do employers have about cancer 
diagnoses or deferred care during the pandemic?

The biggest concern that employers should have about this is the delay in 
diagnoses. We know that a screening mammography or screening colonoscopy, 
for example, can catch cancers early where they are much more easily treated. 
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And so employees can get treated and get back to work very quickly, versus 
waiting for that cancer to progress and present at a later stage, which then has 
negative impacts on patient survival, as well as people’s productivity because 
the treatment protocols can be much more onerous on patients as their cancer 
stage is higher. ◆

Sibel Blau, MD, on the Importance of 
Precision Medicine in Oncology

BLAU IS THE PRESIDENT AND CEO OF THE QUALITY 
CARE ALLIANCE (QCCA) AND MEDICAL DIRECTOR IN 
THE DIVISION OF HEMATOLOGY AND ONCOLOGY AT 
NORTHWEST MEDICAL SPECIALTIES.

Precision medicine came up repeatedly at the QCCA 
Fall Leadership Summit. Why is the topic of precision 

medicine so important to cancer practices?
It just fi ts with the value-based care mentality. I mean, QCCA network is 
focusing on 2 major topics, although we have other goals together. One is the 
research network and bringing clinical trials—and every kind of trial, not just 
the traditional trials—and every kind of resource to our patients so that we 
can contribute to that innovation and give our patients access to treatment 
with the new drug developments. The other thing is value-based care. When 
you put those 2 together and look at the precision medicine defi nition that we 
heard from speakers at the QCCA Fall Leadership Summit—that it is not just 
genomic testing, and it’s all about everything from diverse patient populations, 
to economics, to testing, to data-sharing platforms, or data tools, and all of it 
together to be able to bring it into that given patient. 

The talk is about the right patient, the right time, and the right place, and we 
have to provide the right care for the patient. And in order to do that, you have 
to look at it from a global perspective. So we thought when we were trying to 
bring our thoughts together, what should be the theme of this meeting? I think 
precision medicine is what we are trying to do in our daily practices and bring 
a bigger, broader perspective of precision medicine that fi ts with value-based 
care and research. ◆

Basit Chaudhry, MD, PhD, on Making 
a Smooth Transition to Oncology Care 
First (OCF)

CHAUDHRY IS THE FOUNDER OF TUPLE HEALTH. 

How can practices take advantage of the delay in 
moving to OCF to take what they’ve learned while 
participating in the Oncology Care Model to make a 
smoother transition and be successful?
I think participating in these models, there’s just a number 

of diff erent goals that you want to be explicit about and have in mind, and one 
of them is to essentially learn how to build new capabilities and put processes 

in place. These models are just so complicated to implement and the change 
is so big, I think this interim period is a really good opportunity to focus on 
embedding more high-quality processes in place around value, building 
capabilities, and infrastructure.

I think it’s also a really good time to try to do what is constantly needed and 
yet really hard to do, which is create engagement with physicians. I think now, 
because you could have opted out of downside risk, this is a window in which 
you can do that. And I think kind of more broadly, from a strategic standpoint, 
in order to move to value in today’s independent practice, one of the trade-off s 
or decisions you have to make is, how are you going to read conceptualize 
yourself as a cohesive practice? And what I mean by that is historically, phy-
sician practices and oncology practices could roughly run as a series of more 
or fewer independent structures or fairly independent structures, where each 
oncologist was kind of operating their own way. But I think the way treatment 
is going and the issues related to the total cost of care, how you think about 
practicing as a whole—as a truly integrated group—is one of the big questions 
in the future. And I think having that conversation or thinking through what 
that architecture looks like now would be a very prudent thing to do. ◆

Amy Ellis on Telemedicine Post Pandemic

ELLIS IS THE DIRECTOR OF QUALITY AND VALUE-
BASED CARE AT NORTHWEST MEDICAL SPECIALTIES.

Do you see telemedicine still being a large part of 
the practice after the pandemic, or do you think that 
that’s going to fade away?
I think it depends on the regulatory side of it, and we would 

hope that payers and Medicare will continue paying for telemedicine in the 
way they are. But of course, our delivery of care is often dependent on the 
reimbursement. So I think that the jury’s probably still out on that. 

We know that if they take away the reimbursement for the services in some 
fashion, we’ll still use it for several diff erent things, whether that be nurse 
check-ins or other visits, that prior to the pandemic, weren’t really reimburs-
able. But I think it’s going to depend on what it looks like on the regulatory and 
the payer side of it. ◆

Jeff Hunnicutt on Electronic Patient-
Reported Treatment Outcomes (ePROs) 
in Oncology Care

HUNNICUTT IS THE CEO OF HIGHLANDS 
ONCOLOGY GROUP.

What is the importance of integrating ePROS into a 
practice? What are they adding to practices that can 
deliver better care to patients?
It’s really the proactive nature of care. There aren’t many 

opportunities for us to do that once patients get outside of our walls. I think 
with most community oncology practices, we’re able to do a great job caring 
for our patients when they’re with us. But when they leave, you really lose that 
visibility. And you can have some success in a value-based care mindset where 
you’re training patients to ‘call us fi rst.’ But when it comes down to it, they don’t 
always call you fi rst. So having something like this, that is going to be checking 
in with the patient regularly when we may not be able to do that, helps to 
automate that process and continue that proactive method of care. ◆

QUALITY CANCER CARE ALLIANCE FALL LEADERSHIP SUMMIT

C O N T I N U E D  F R O M  S P 3 5 9

A J M C ® I N T E R V I E W S

 EBOncology | ajmc.com

EBO_12_2020_02INS_08AJMCtv.indd   362 12/9/20   1:19 PM



Although great progress and vast investments are being made 
in developing novel therapeutics, these mortality numbers are 
simply unacceptable. As such, we believe the best chance at 
reducing cancer mortality is to increase focus on cancer preven-
tion and early detection. Because age is an established risk factor 
for many malignancies, there may be a misperception that cancer 
is a disease of the elderly; however, cancer strikes all age groups.

Cancer is a disease that strikes great fear in many individuals, 
but it is also a disease of interest and concern for the self-insured 
and employers. Employers have a bigger stake in the health of 
their employees, employees’ families, and employee productivity 
than any other entity or institution in our society. As they balance 
strategies to optimize the health of their employees and beneficia-
ries while constraining growth in health care costs, employers find 
cancer represents a substantial challenge. This complexity relates 
to many factors, including a dearth of data on quality of care, as 
well as a lack of price transparency. These factors are magnified by 
the fact that the term “cancer” translates into hundreds of specific 
clinical scenarios, compared with hypertension or diabetes, with 
each having an extensive array of services needed to support 
employees and their families when faced with a cancer diagnosis. 

Cancer is among the top diagnoses in terms of the number of 
claims and the total cost of treatment. In 2018 alone, there were 12 
claims over $3 million, and 4 were driven by cancer-related treat-
ments.2 Additionally, cancer was the most common million-dollar 
claim category for ages 40 to 59.2 Out-of-pocket costs for cancer 
treatments, including surgical procedures, radiation treatment, 
and chemotherapy totaled a whopping $5.6 billion in the United 
States in 2018.3 Not surprisingly, for the past several years, cancer 
has continually topped the list as both the number 1 and number 
2 highest-cost claim conditions, accounting for 26.8% and $936.3 
million of the total stop-loss reimbursements.2

“Financial toxicity, ” which refers to the negative impact of rising 
out-of-pocket costs on patients’ physical and financial well-being, 
is well documented across numerous cancer diagnoses. Prospects 
to mitigate these cost pressures are bleak in that overall cancer costs 
continue to rise. The US expenditure on cancer-related health care 
is projected to increase from $183 billion in 2015 to $246 billion in 
2030—an increase of 34%. These high costs are paid by people with 
cancer as well as their families, employers, insurance companies, 
and taxpayer-funded public programs like Medicare and Medicaid.4

The direct costs of cancer care can be superseded by the indirect 
costs resulting from lost productivity.5 Estimates suggest that 
indirect costs represent the greatest proportion of total cancer 
costs to an employer in certain clinical circumstances, largely due 
to short-term and long-term disability.5 Cancer also contributes 
significantly to early retirement and premature death.5

We have made great strides in the development of cancer 
therapeutics, particularly with specialty pharmaceuticals, but 
this has led to a parallel increase in cost. Notably, within the top 
20 highest-cost injectable drugs, 71% of the spending was related 
to medications used to treat cancer. Furthermore, all of the top 5 
highest-cost injectable drugs and 8 of the top 10 were drugs most 
commonly used in cancer treatment.2 Employers have expressed 
a substantial interest in better understanding how to improve the 
quality and reduce the cost of treatment once a diagnosis is made.5

This prompts us to ask: What if cancer diagnoses were made early 

enough to have treatments lead to superior patient-centered 
outcomes and more efficient health care spending? 

Early detection of cancer can undoubtedly save lives, yet most 
cancers are diagnosed too late. It is well recognized that cancers 
diagnosed at earlier stages have dramatically better 5-year 
cancer-specific survival than cancers diagnosed after distant 
metastases.6 Even so, screening is currently recommended for 
only 5 types of cancers in the Unites States: breast, colorectal, 
cervical, lung (for high-risk individuals only), and prostate (on 
an individualized basis). Due to the lack of screening programs 
for other cancers, they are typically identified at advanced stages 
when outcomes are poor. Thus, these cancers without currently 
available screening tests account for about 71% of US cancer 
deaths among those aged 50 to 79 years old.1,7

There is a misconception that we don’t screen for these 
cancers because treatments are unavailable. However, a review of 
evidence-based practice guidelines and peer-reviewed literature 
shows that nearly all early cancers have effective treatments, 
including watchful waiting for some non-aggressive malignancies 
such as early prostate cancers.

A paradigm shift in early detection of cancer is needed to impact 
the outcomes in patients’ lives. So, what if we were to transition 
from screening for individual cancers to screening individuals for 
all possible cancers? This could dramatically improve overall cancer 
detection, or the Cancer Detection Rate (CDR), in a population. 

CDR is the overall number of cancers detected out of the total 
number of expected cancers in a monitored population. In the 
United States, for example, there will be an estimated 1.2 million 
cases of cancer in adults between the ages of 50 to 79 this year; 
mammography is expected to detect 114,000 of those 1.2 million 
cancers, yielding a CDR of approximately 9%. A combination of 
all 5 single-cancer screening tests will yield a CDR of only approx-
imately 16%.8,9 Although this is a notable accomplishment, it will 
not suffice by itself to bend the cancer mortality curve or address 
the public health crisis posed by cancer. 

Rapid and significant advancement in genomic technologies 
shows great promise to develop a solution for the inability to diag-
nose a greater proportion of cancer cases. There are several novel 
multi-cancer early detection (MCED) tests nearing commercial 
availability.10-12 These MCED tests use sophisticated technologies 
to identify signals of early cancer in blood and can detect a variety 
of cancers, many of which are potentially lethal and currently have 
no recommended screening tests. The ease and convenience of 
cancer detection via a single blood draw is an important added 
advantage that could help achieve better compliance than existing 
single-cancer screening tests. Still, the goal is not to have an 
MCED test replace the current cancer screening paradigm, but 
rather to complement existing single-cancer screening tests. 

An MCED test could easily be integrated during preventive 
care visits or routine blood tests, which approximately 70% of 
Americans aged 50-79 undergo at least annually.13,14 If everyone 
received an annual MCED blood test in addition to current 
screening tests, we could potentially increase the CDR to 50%. 
Notably, this could include detection of some of the deadliest 
cancers, such as pancreatic, stomach, and lung cancers, which all 
currently have 5-year survival rates of less than 50%.1,7

Why is MCED such a groundbreaking idea? Because it is simply 
not feasible to spend billions of dollars over decades to develop »

C O N T I N U E D  F R O M  C O V E R

Novel Multicancer Early Detection Technology— 
Potential Value to Employers and the Workforce

JOSHUA J. OFMAN, MD, MSHS; AZRA RAZA, MD; AND A. MARK FENDRICK, MD
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and test new screening approaches for each indi-
vidual cancer. An MCED test could increase CDRs, 
and yield low false-positive rates which could trans-
late into tremendous benefits for the population. 
Used alone, MCED tests may still miss some cancers, 
but some detection is better than no detection.

From an employer’s perspective, stage of disease 
at diagnosis is an important predictor of clinical 
outcome and treatment cost, because treatment of 
advanced-stage cancer is often more intensive than 
earlier-stage cancer. MCED tests have the potential 
to reduce per-case resource utilization for cancer 
management by shifting cancer treatment to earlier 
stages when fewer resources are needed and cost 
of treatment is lower. Indeed, 2 to 4 stage I patients 
could potentially be treated for the same cost as 
treating 1 stage IV patient (GRAIL, Inc; unpublished 
data on file). Additionally, early detection of cancers 
leads to fewer disability claims and less frequent 
early departure from the workforce.15

In conclusion, it is safe to say that the burden of 
cancer, both clinically and economically, is immense. 
While we are making advances in developing novel 
therapeutics, cancer screening or early detection 
technologies have not innovated at the same pace 
thus far, leading to unacceptable cancer mortality 
numbers. The development of MCED tests could 
help alleviate this crisis, because these tests could 
lead to early detection when patient outcomes are 
more favorable, and they could substantially increase 
the CDR when compared to the current strategy 
of single-cancer screening tests. The forthcoming 
commercial availability of MCED tests could 
potentially translate to an important value proposi-
tion for patients, employers, and payers due to their 
potential to improve patient-centered outcomes, and 
the use of MCED tests could lower direct and indirect 
costs associated with each case diagnosed. ◆
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10-Year BRCA Testing Decreases, Study Shows
Maggie L. Shaw

AMONG OLDER WOMEN with and 
without breast cancer and ovarian cancer, 
testing for the BRCA gene dropped precip-
itously between 2008 and 2018, according 
to a study published November 5, 2020, 
in JAMA Network Open.

Results from testing for BRCA1/2 patho-
genic variants help to inform the treatment 
and prevention of related cancers, with 
positive findings indicating higher ris , but 
changing testing criteria li el  mean e er 

omen no  these results  he present stud  
investigated the impact of these changes.

 chie  finding as the greater li elihood o  a 
BRCA-positive result among women who were 
non- ispanic lac  ad usted odds ratio a , 
1.52; 95% CI, 1.04-2.22), living in the West 
a ,   , -  or outh a , 

  , -  regions o  the nited 
tates, and living in areas ith e  college grad-

uates a ,   , - , as ell 
as those without a personal history of breast or 
ovarian cancer a ,   , -

he current stud  evaluates ho  
the rate of documented positive results 
for BRCA testing changed over time and also 
evaluates the association between clinical and 
demographic characteristics and positive test 
results among  omen  ears o  age or 
older,” the authors noted.

he stud  population o   omen, ith 
a mean age o    , -  ears, 

ere culled rom ptum s laims- linical data 
set. All received BRCA test results between 
anuar  , , and arch ,  he 

primary outcome was percentage change 
in positive BRCA results and how that was 
affected by race/ethnicity, region of residence, 
income, educational level, and personal 
history of breast or ovarian cancer.

Analyses found:
• n overall  decrease in positive 

BRCA results  rom  /  in 

 to  /  in , or an 
annual percentage change  o  

  ,  to 

•   decrease in posi-
tive BRCA results for women with 
breast or ovarian cancer  rom  

/  in  to  /  in 
, or an  o  

• A 45.0% decrease in posi-
tive BRCA results for women without 
breast or ovarian cancer  rom  

/  in  to  /  in 
, or an  o  

rops in positive findings ere also soon 
over the 10-year period in the Midwest 
and Northeast regions, while in the West 
they increased.

During the study period, most of the 
women tested were non-Hispanic White 

, n   and rom the id est 
 n   he ptum database 

their data came from represents more than 
91 million lives across all states, and race/
ethnicity were self-reported.

he significantl  decreasing rate o  
positive BRCA test results is evident among 

omen  ears o  age or older, hich ma  
be partly explained by loosening of testing 
criteria during the evaluated time range,” 
they concluded. “However, socioeconomic 
and regional disparities ere identified and 
persisted in testing use.”

uture studies should investigate their find-
ings compared with those of women younger 
than , the authors recommended  ◆
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AccessHope has created an organized set of services that 
employers can use to connect their employees and their oncolo-
gists with cutting-edge insights and clinical trials. “Best practices 
in oncology are evolving at an extraordinary pace, and the health 
plans and delivery system need support to ensure that all patients 
have consistent access to the most current data and best treat-
ments,” Harlan Levine, MD, president of Strategy and Business 
Ventures at City of Hope and AccessHope chair of the board, said 
during the launch.4 “By leveraging the knowledge that comes from 
precision medicine and clinical research, our aim is to address 
disparities in health outcomes and optimize a patient’s opportu-
nity for survival.”

Levine said that more than 80% of cases engaged through 
AccessHope are aff ected by the decision support opportunities 
or other assistance. The program is also helping employers 
save money. One AccessHope service, Accountable Precision 
Oncology, can return more than $3 in value for every $1 spent 
by the employer when the recommendations that AccessHope 
provides are adopted. 

In an interview with Evidence-Based Oncology™, Levine 
discussed the rising interest of employers in cancer care and 
how AccessHope can help them deliver better care where their 
employees live.

This interview has been edited for clarity.

EVIDENCE-BASED ONCOLOGY™ (EBO): Can you describe the 
evolution of the employer interest in cancer care?

LEVINE: It’s been progressively evolving since World War II, when 
employers fi rst became interested in health benefi ts. For decades 
afterward, employers have been driving much of the innovation in 
health management. 

In support of that, and in support of the health and welfare of 
the workforce, more recently you’ve seen employers get involved 
in direct care. They’ve gone into onsite clinics, they’re doing direct 
contracting with providers, and they’re engaging with health care 
navigators to help their employees directly.

The interest in cancer care is natural. Human resources (HR) 
directors are seeing cancer in the news all the time: the new 
discoveries, new therapeutics, and lives saved in [new] ways. But 
it’s also in the news because they’re reading about disparities in 
cancer care, where outcomes are really driven by social deter-
minants of health and access to expertise. I feel that employers 
are more aware of this than ever, and they want to connect their 
employees to the right experience in cancer care. [As a result,] 
their HR directors recognize that the current solutions, such as 
utilization management and narrow networks, aren’t doing the 
trick. They’re looking for something better to help their employees 
and their family members with cancer.

Of course, the other driver is the rising cost of cancer care, given 
all the new and targeted therapies. It’s natural that employers want 
to make sure that these are all being used eff ectively. From an HR 
and a health management point of view, [only a] small group of 
employees—typically, 1% to 2% of a workforce—will have active 
cancer in a year. But if it’s driving 12% to 14% of your expenses, 
and increasing over time, and you see the variability in the 
outcome and the quality, it’s just a natural place to want to focus 

your attention. So, for all those reasons, you’re seeing increasing 
interest in cancer care on the part of employers.

EBO: As employers are taking that more active role, are they also 
trying to make sure their employees have a better experience 
when they are treated for cancer?

LEVINE: I think they are. They’re getting very active and making 
sure their employees have access to better care. For years, cancer 
was a third-rail topic: You didn’t want to interfere with the doctor- 
patient relationship, and you didn’t want to be heavy-handed in 
utilization management. So, for years, there was [little] focus on 
this. But the data and the reality of the day have changed things: 
HR leaders are seeing the variable outcomes based on demo-
graphics that include zip code and race.

And that’s where this fi eld is changing fast. Medical oncologists 
themselves report the challenges of keeping current with precision 
medicine. And cancer is very diff erent from other conditions. 
For example, guidelines and care  are very well ensconced for 
conditions [such as] back pain and diabetes. In cancer, you have 
several challenges. One is that the guidelines are very broad. 
So, the guidelines can tell you what’s acceptable, but they don’t 
tell you what’s optimal. And the fi eld is changing so fast that 
published guidelines are often lagging behind the best science. In 
fact, I would say that unlike most chronic conditions, where the 
gap between usual care and optimal care is actually narrowing 
over time, in cancer, given how fast things are progressing, I 
think you’re seeing a widening of the gap between usual care 
and optimal care. 

Employers are trying to bridge that gap. The proof is in 
the market experience: In AccessHope, we serve 1.95 million 
members through 34 employer partnerships. These include eleven 
Fortune 500 companies; we’re adding more in 2021. We also have 
partnerships with third-party administrators (TPAs) and a large 
regional health plan. And with our employer consortium and 
many more ongoing discussions, it’s clear that this interest is 
going to continue. 

I’ve been a health care administrator for 25 years. During that 
time, when executives from every sector of health care, and many 
outside health care, have come to me for support when there’s 
a cancer issue, they never say, “Tell me the establishment that 
has the best published guidelines.” They always say, “Help me 

“I’ve been a health care administrator for 
25 years. During that time, when executives 
from every sector of health care, and many 
outside health care, have come to me for 
support when there’s a cancer issue, they 
never say, ‘Tell me the establishment that has 
the best published guidelines.’ They always 
say, ‘Help me find the institution that has the 
best experience and the best expertise and 
can give the patient the best outcome.’ ”
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find the institution that has the best experience 
and the best expertise and can give the patient 
the best experience and best outcome.” [In short,] 
employers now want to deliver what they’ve always 
wanted for themselves and their loved ones. They 
want to deliver it to their employee base, and [they 
want] solutions like AccessHope that can deliver it 
both affordably and at scale. For all those reasons, 
you’ll see employers take an even more active 
role going forward.

EBO: When an employee has a bad experience with 
cancer care, how does that affect the rest of the staff?

LEVINE: Well, employers tell me that cancer—more 
than other conditions—really impacts the entire 
work unit. In a recent survey, we found that far more 
than half of adults have been touched by cancer—
meaning someone in their family or their close circle 
of friends—and more than half have experienced the 
death of someone from cancer. So, when [the experi-
ence] is negative, it tends to be a topic of discussion 
around the workplace. [Plus,] negative experiences 
will lead to time away from work or presenteeism. 
When a person [in the workplace] has cancer, 
everyone rallies and supports them in it, which is 
wonderful for the person, but it’s a distraction. And 
then if the [cancer care represents] a bad experience, 
that often translates into people believing it’s due 
to benefit design, so that can often impact morale 
and engagement.

Employers are very aware of this, and there’s a lot 
they can do. And there’s a lot that they are doing. 
First, they recognize that having cancer is a shock 
to the system. They help people find their bearings 
by offering navigation programs. Also, more than 
ever, employers are creating access to reliable 
information and making sure that programs have 
psychosocial support. From my point of view, the 
best way to avoid a bad experience is to get in at 
the beginning. One of the philosophies behind 
AccessHope is to get in early and to recognize that 
cancer is a chronic condition. [The point is] to stay 
with the case throughout the patient journey. That’s 
what employers can do: Seek out programs that are 
able to proactively engage a member with cancer, or 
a patient with cancer, and then have a program that 
has longitudinal support for that patient. 

One part of our AccessHope program is called 
Accountable Precision Oncology. It’s unique among 
all the cancer programs in that it partners with the 
health plans, the TPAs, and the pharmacy benefit 
managers (PBMs). It identifies [patients] proactively 
based on an algorithm that recognizes the most 
complex cases. Then, through health operations, 
it intervenes in tracking to ensure that the plan 
optimizes the opportunity for the patient to have 
access to the best expertise. 

The core of this program is to make sure that 
the cancer patient and their doctor have access to 
the best expertise, and that the expertise is multi-
disciplinary—because cancer now often requires 
expertise of the pathologist and the surgeon and the 
radiation therapist. And the support must be longi-
tudinal, because we recognize it’s a chronic journey. 

Another example of offering support to avoid bad 
experience, or to provide an optimal experience, is 

our cancer support telephone line, which is staffed 
by a team of oncology nurses who are available to 
provide information to the cancer patient. But what 
they’re really doing is offering support and advice, 
including some of the logistics that patients should 
think about, [such as] how to get ready for chemo-
therapy, or what radiation therapy is. The nurses 
[even] help people plan for childcare issues as they 
go through treatment. So, it’s supporting not only the 
expertise [that’s required] but the psychosocial needs 
of the patient with cancer. That’s how I think you opti-
mize the experience of what is really, often, the most 
difficult challenge that a person will ever go through.

EBO: What is AccessHope’s role in bringing cutting-
edge therapies to patients who can’t travel to an 
academic center? 

LEVINE: Access to expertise is important, but it’s 
equally important to have it be close to home 
[because] the support that you get from your local 
environment, [especially] because it’s a chronic 
condition, [is crucial.] So, our principle is that 
regardless of where someone lives, they should 
have access to leading-edge care, and it should be 
available close to home. 

And that’s why City of Hope established 
AccessHope: to make sure that we’re really democra-
tizing good cancer care throughout the country. And 
this has become more important with coronavirus 
disease 2019 (COVID-19), because even if people 
have the means to travel, they don’t really want to 
want to travel anymore. Our core principle is that 
our interventions must be led by experts, for specific 
cancer types. And, in general, our interventions are 
to work directly with the treating doctor, preserving 
and respecting that doctor-patient relationship, 
and the patient, and allowing the patient to get 
access to that leading-edge information while 
remaining at home.

We do that in 3 ways. I mentioned Accountable 
Precision Oncology, in which we partner with 
the TPA, the health plan, and the PBMs. And we 
proactively identify the cases that will need complex 
care, using algorithms to target the top 20% complex 
cases. Second, we have a program called Expert 
Advisory Review. Any member, any person with 
cancer, can call in and get the multidisciplinary, 
long-term or longitudinal opinion rendered [that 
any other member would get]. And again, that 
opinion is shared with both the patient and the 
treating doctor. We think it’s very impractical to 
expect a cancer patient to be negotiating new 
ideas with their treating physician. So, we work 
with both of them.

Finally, we have an on-site program, in which the 
patient can come to City of Hope in Duarte and get 
a comprehensive evaluation. And because it’s an 
in-person evaluation, it can include components 
like [personal] counseling, couples counseling, 
nutritional support, more psychosocial support. 
Again, it really is a comprehensive, multidisciplinary 
opinion. The goal is that the patient will return back 
to their home community for the care and we’ll 
continue to coordinate with the local care team. 

So those are the 3 programs where we share our 
expertise with the local team. And those are in 

addition to the cancer support [phone] line, which 
is really focused on the cancer patient and helping 
them navigate the journey.

EBO: You mentioned COVID-19. Is a program like 
AccessHope more important during this pandemic?

LEVINE: I think the answer is yes. Before COVID-19, 
there were clear health care disparities, where [a 
cancer patient’s] survival is based on distance from 
a major [cancer treatment] center. And as I said 
earlier, our programs are designed to democratize 
good cancer information and good cancer care 
across the country. I think we’re starting to [realize] 
that a new normal [will exist] post COVID-19. And 
our goals before COVID-19 were already very ambi-
tious—that we wanted to reimagine cancer care. 

This then gives us an opportunity, as the health 
care delivery system is going to evolve anyway. 
Telehealth is now core to the future of care delivery. 
The other thing that’s interesting is, if you go back 
just a few years, there were maybe 10 common 
cancer types defined by the site of origin, like breast 
cancer or colon cancer; now, it’s now hundreds of 
different types of cancer. And if the condition itself 
is changing, and the specialty is changing, why 
shouldn’t the care model change? 

As I said, we’re very ambitious about reimagining 
[the care model, imagining] a new way of delivering 
cancer care in which everybody has access to the 
leading-edge diagnostic and treatment options 
that we would want for our loved ones. I think 
what we see is a redefining of value, based on what 
a patient values—survival and experience—as 
opposed to other measures that aren’t as relevant 
to the patient. 

Now, specific to COVID-19, I think the pandemic 
has heightened the relevance and importance of 
remote access to expertise. People are afraid to 
travel, and we also see a dramatic decrease in cancer 
screening. To some extent, we see a decrease in 
cancer surveillance among people who have already 
had cancer. So, we expect that people will be mani-
festing with more advanced stages of cancer, which 
will put more lives at risk. Ultimately, we believe 
there will be more need for AccessHope services 
than there was before COVID-19.

EBO: If an employer wants to learn more about 
AccessHope, what’s the first step?

LEVINE: We work very closely with the benefit 
consulting firms and large employer consortia 
and many industry groups. You can learn about us 
through any of those [outlets], and you can also 
contact us directly at myaccesshope.org online and 
look at our website. 

EBO: Any final thoughts?

LEVINE: Your question about getting leading-edge 
therapies to people is important. What [we] see is 
a chasm: All this great discovery is going on but, 
for many reasons, [we] see reduced access to the 
treatments and the diagnostics. One reason is that 
the field is moving so fast, it’s hard to keep up. For 
instance, a study showed that only one-fourth of 
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patients who would benefi t from precision medicine 
testing are getting that testing.

Second, even among those who get the testing, not 
everyone receives evidence-based care, based on what 
we know about the newer targeted therapies. Again, I 
think this is because of the rapidity of all the change. 
I think AccessHope closes that gap by bringing that 
information [to the patient and their doctor], because 
we have an [available] expert in a specifi c cancer type. 
That’s really the diff erentiator that we’re bringing—the 
expertise of a person who specializes in a cancer 
type—to the doctor-patient relationship.

I would also highlight the importance of clinical 
trials in cancer, which is increasing, particularly 
with precision medicine. Even the trials are more 
targeted....I think that the world of health care is 
so busy, and the ability to access these trials has 

become so complicated, that we’re seeing only about 
3% to 4% of people with cancer get on clinical trials. 
What AccessHope does, as part of rendering that 
access, is inform the physician about the availability 
of relevant clinical trials for that patient. It optimizes 
the opportunity for people to get on trials. 

Why is that important? In other conditions, such 
as diabetes or high blood pressure, it’s so important 
to stay on the guidelines [because doing so will give 
the patient a high chance of survival]. But often, 
in cancer, the guideline [for conventional therapy] 
might give an individual [only] a 10% chance of 
survival. So, in situations where conventional 
therapy is not all that promising, I think we would 
all want the opportunity to at least have access to a 
clinical trial. And AccessHope really brings that to 
the doctor-patient relationship. ◆
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Stunningly, some of the most dramatic gains in cancer survival 
rates have occurred among patients with certain cancer types, 
such as metastatic non–small cell lung cancer (NSCLC), for which 
survival outcomes were poor historically. At this time, however, 
our abilities to eff ectively deliver these extraordinary advances 
are challenged by the rapidly escalating costs of care, continued 
disparities in cancer survival outcomes, and care payment and 
deliver systems that erect barriers for patients and families trying 
to access the care they need. 

Rising costs are a signifi cant challenge to the fi nancial sustain-
ability of health care payers, including state and local govern-
ments, private health plans, and employers. One major success 
story in cancer care has been the rapid pace of development of 
novel, innovative anticancer therapeutics and immuno-oncolog-
ical agents. Authors of the IQVIA report, “Global Oncology Trends 
2019,” note that between 2016 and 2018 the number of patients 
who were treated with immuno-oncologic treatments doubled to 
over 200,000 patients in 2018.2 Additionally, they write:

The pipeline of drugs in late-stage development expanded 
19% in 2018 alone, and 63% since 2013. Within the pipeline, 
across all phases of clinical development, the most intense 
activity is focused on nearly 450 immunotherapies with 
more than 60 diff erent mechanisms of action. Ninety-eight 
next-generation biotherapeutics—defi ned as cell, gene and 
nucleotide therapies—are also under clinical investigation and 
leverage 18 diff erent approaches. The combined immunother-
apies and next-generation biotherapeutics are targeting almost 
all cancer tumor types with over 80 mechanisms of action.2

The IQVIA authors, however, make the sobering observation 
that in 2018 the average cost of a new oncology drug was $140,000, 

with new drug costs potentially exceeding $300,000 annually.2

Moreover, a survey of Medicare Part B oncology drug pricing, 
the pricing of 24 index anti-cancer drugs rose an average of 25% 
between 1996 and 2012 (18% after adjustments for infl ation), even 
after generic drugs became available.4

Another contributing factor to higher, nonvalued added health 
care costs is the impact of low-value care delivery. This includes 
the issue of interclinician variability in treatments for patients. 
A 2019 analysis of CMS/Medicare data for claims related to 
3,159,834 Medicare benefi ciaries found that physician practice 
may contribute substantially to the delivery of low value care.5

While this CMS data analysis was performed for patients receiving 
care in from generalist physicians, the issue is also present in the 
domain of cancer care. In an analysis of 5651 women with stage 
breast cancer with secondary metastatic disease, nearly 1 in 5 
received care that was not concordant with treatment guidelines 
adopted by the National Comprehensive Cancer Network. 
“Nonconcordant treatment was associated with higher health care 
utilization and costs, with mortality diff erences observed by the 
type of guideline deviation.”6

Enormous disparities exist in the cancer care domain, with 
many patients, including those from historically underserved 
minority communities, have worse cancer survival outcomes 
and a lower likelihood to receive such care advances equitably.7

Moreover, signifi cant disparities in clinical outcomes are also 
evident. These include disparities for patients from underrepre-
sented minorities, patients in rural and underserved areas, and 
members of the LGBTQ population. Patients who are benefi ciaries 
of state Medicaid programs may also have particularly poor cancer 
care outcomes.8

In response to escalating drug and care costs for oncology 
patients, many commercial, government, and private payers have 
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focused upon lowering the inflation rate in cancer 
care costs by applying the same tools that they have 
used with varying degrees of success in primary care. 
The Institute for Healthcare Improvement Triple 
Aim of Care model proposes that population health 
can be delivered more effectively and in a more 
patient-centered way while, in the process, provide 
for care that is delivered at a lower per-capita cost.9

The “Triple Aim” is meant to drive increasingly effec-
tive, efficient, equitable care, but in cancer care, it is 
a blunt instrument. Failing to account for challenges 
that are specific to cancer can drive false choices 
and a fatal misalignment between value-based 
reimbursement and care delivery. Narrow networks 
and limited provider networks may contain costs 
in primary care, but in cancer care, they may block 
access to disease-specific care expertise, which may 
raise the risk of disparate survival outcomes. . It is 
worth noting that the doubling time for new knowl-
edge in the cancer domain is less than 3.5 years.10

Systems focused on cost and simplistic models of 
value—that fail to account for survival and patient 
experience—frequently fall short in valuing inno-
vation and the importance of survival outcomes. 
The drive to lower costs does not, by necessity, 
lead to better care decision-making nor does it 
lead to more equitable access to the fundamental 
knowledge needed to effectively wield the rapidly 
growing armamentarium of anticancer therapeutics. 
Avoidance of, or delay in, the use of newer, more 
effective targeted therapies may reduce short term 
expense, but does not optimize a patient’s chance of 
survival. This approach may not achieve long term 
cost savings when taking into account total lifetime 
cost and productivity.

Simple solutions far too often culminate in 
simplistic systems that over promise and under-
deliver. In places like California, the delegated risk 
model demonstrates how well-intentioned attempts 
to place accountability for cost and use upon 
clinicians can actually result in less efficacious, less 
equitable care that undermines the effectiveness of 
care in the cancer domain. Much of the focus upon 
increasing cost efficiency in care, including cancer 
care, has been placed upon shifting risk from payers 
toward those delivering care. When care expertise 
and the knowledge base from which care is delivered 
is relatively stable, frequency of disease is high to 
allow risk amortization and predictability, and the 
year over year cost of therapeutics are consistent 
with inflation, this can be achieved by leveraging 
care pathways, guidelines, nurse-based support 
systems, and patient engagement strategies that do 
not require continuing evolving treatment strategies. 
This same care model, when applied to the cancer 
care domain, however, is likely to result in less 
effective care, less patient-tailored care delivery, and 
less effective integration of new knowledge into the 
care delivery model.

In a world where death rates from cancer vary 
by ZIP code and distance from an National Cancer 
Institute-designated or academic center, there 
is little evidence that the traditional levers of the 
population health model are producing the best 
outcomes or reducing disparities in cancer care. 
Disease management, case management, narrow 
networks and Centers of Excellent (COH) for cancer 

have been in place for over 25 years. Yet, while the 
science continues to evolve, disparities in health 
care based on race and geography persist; enroll-
ment in clinical research trials remains at 4% for 
all patients, and lower for minorities; practice and 
institution-specific survival rates for cancer are not 
transparent to patients and families and are largely 
invisible to even the most engaged of consumers; 
and there is ample evidence that genomic testing 
to guide selection of targeted therapy is poorly 
or underused.11,12 

The Role for Employers
While many wait for CMS to clarify its reim-
bursement and care delivery policies, employers 
are currently taking an active, innovative role in 
improving patient access, care effectiveness, patient 
experience, and more sustainably managing health 
care costs and value for their respective member 
populations.13 It is hard to overstate the impact 
of American employers upon patient access to 
care and health care coverage. As of 2019, 68% of 
Americans had private insurance coverage; 55.4% 
of the American population received their health 
care coverage through employer-provided health 
care coverage.14 Their role as guarantors of patient 
access to health care comes at a significant cost. In 
2020, the average annual employer contribution 
per employee (not including the portion paid by 
the employee) “was $7188 for single coverage and 
$20,576 for family coverage.”15 More startling, the 
Kaiser Family Foundation finds that, “the average 
premium for employer-sponsored family health 
coverage increased 22% over the [past] 5 years and 
54% over the last 10 years.”16

Employers may provide health care benefits to 
their members (representing their employees, family 
members, and defined beneficiaries) through 2 
models.17 Under a fully insured model, employers 
pay a monthly fee to a health plan that assumes 
subsequent financial risk for the care of the popula-
tion. At the end of the year, there is no opportunity 
for the employer to receive money back should the 
aggregate health care expenditures for the popula-
tion prove to be less than the sum of the premiums. 

As part of their expenditure management strategy, 
many employers have moved toward a self-funding 
model. Under this strategy, the employer assumes 
the financial risk for the costs of health care delivery 
to their population, while contracting with a third-
party administrator to administer their health care 
benefits. Self-funding is a model that may be more 
suitable for larger employers for whom creation of 
a trust fund financial pool may be more feasible. As 
part of their financial management strategy, self-
funded employers may purchase re-insurance for 
stop-loss coverage for high cost outliers. Employers 
who choose the self-funded model may also be 
exempt from some federal and state regulations 
related to plan design. Such employers need to 
develop a summary plan description that details 
covered services and member benefits. In an article 
for the Business Benefits Group, Brandon Downs 
noted the 4 key benefits of the employer self-funded 
model: (1) Cost savings from benefit design changes; 
(2) increased flexibility and control of the plan; (3) 
Enhanced flow of cash, and (4) Cost savings from 
reduced premiums.18

Among the breadth of health care issues encoun-
tered by employers, cancer care represents a particu-
larly important area of focus. Inasmuch as health 
care costs continue to rise at significant pace, rising 
cancer care costs represent a significant challenge 
for many employers. Moreover, authors of an NEBG 
presentation noted that, “Employers report a level of 
complexity in managing employees’ cancer-related 
needs beyond that associated with any other type 
of disease or condition.”19 The authors further note 
that although cancer care accounts for only 1% 
of their health care claims, this consumes 12% of 
more of their annual health care expenditures.19

Employers therefore face a series of significant 
challenges related to cancer care including those 
of equitable care delivery to their members, the 
financial sustainability of their model, and ensuring 
that their expenditures are not wasted in the delivery 
of low value care.

Employers have embraced an innovation mindset 
in meeting the challenge of cancer care. While defi-
nitions by government payers of what constitutes 
value-centric care focuses primarily upon health 
care costs or relative weak process-based metrics of 
assessing care quality, employers are able to focus 
upon factors, that include a much more expansive 
view of patient outcomes, the quality of patient 
experience (including patient and family input 
on the human experience of the care), duration 
of disability, and long-term costs associated with 
care (rather than just the short-term transactional 
costs of care). Using the flexibility afforded under 
the self-funded model, employers have creatively 
explored benefit design to ensure for more effective, 
equitable, and financially sustainable care for 
the beneficiaries.19

This innovation mindset has taken a number 
of directions. Some employers have begun 
direct contracting with academic cancer centers 
to provide services to their employees and 
members. These include General Electric, Boeing, 
Walmart, and Lowe’s all of which have used this 
model to reduce costs, improve quality, and to 
carefully define a patient experience so that 

Employers have embraced an 
innovation mindset in meeting 
the challenge of cancer care. 
While definitions by government 
payers of what constitutes 
value-centric care focuses 
primarily upon health care 
costs or relative weak process-
based metrics of assessing care 
quality, employers are able to 
focus upon factors that include 
a much more expansive view of 
patient outcomes.
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their members can benefit from a consistent 
care delivery model.20 Part of the benefit of this 
direct contracting model, is that it allows for 
more transparent tracking of patient experience 
and outcomes that may be achieved through a 
standard care payment model. One example of 
such a program is Walmart’s collaborative Centers 
of Excellence Program that includes a partnership 
with Mayo Clinic in the care of patients with 
certain cancer types, joint replacement, spine care, 
and transplant services.21

In line with this model, a number of employers 
have partnered with the Pacific Business Group 
on Health (PBGH) to deliver more transparent, 
effective, and more patient-centric care through 
the Employers Centers of Excellence Network 
(ECEN). On January 1, 2019, ECEN expanded their 
care models to include cancer care. City of Hope 
Comprehensive Cancer Center was the first center 
included in the program.22 The ECEN model aims 
to provide a robust care ecosystem where employer 
members can immediately access advanced care 
expertise that is delivered in a manner that includes 
interdisciplinary care collaboration, psychosocial 
care needs assessments and support, and behavior 
health care and support. Under this offering patients 
may benefit from clinical expertise in supportive/
palliative care medicine, cancer genetics, genomic 
diagnostics, and survivorship that is delivered 
through a unique patient and family centric care 
model. For the employer, this addresses the needs 
to ensure that transformative care expertise is 
made easily available to patients and families, that 
patients may be screen for relevant clinical trials 
in a robust and consistent manner, and that care 
is delivered in a way that minimizes burdens to 
patients and their families.

Yet, the center of excellence model does have a 
number of limitations, not the least of this is that 
for many patients extended travel away from their 
home is not a sustainable model for receiving cancer 
care. In reality, approximately 55% of patients with 
cancer in the United States receive their cancer 
care in the community practice setting.23 As such, 
developing more effective decision support tools 
for community clinical, assistance in identifying 
relevant clinical trials for patients at high risk or 
those for whom the existing standard of care may 
be ineffective or unsuitable to a particular patient, 
and assistance in supporting clinicians in the 
interpretation and clinical decision-making related 
to the interpretations of genomic and molecular 
testing results.

Employer innovation has also involved pushing 
the boundaries of knowledge access and disease-ex-
pertise access. AccessHope is a subsidiary of City 
of Hope that is working within this innovation 
space.24 A key part of the model for AccessHope is 
the belief that transformational clinical knowledge is 
exportable even across geographic barriers in which 
the capacities of “bricks and mortar” care represent 
a challenge to patient access to essential care (See 
related cover story). At present, AccessHope is 
working with more that 34 employers that represent 
2 million covered lives through models that are 
geared toward forming supportive, collaborative 
relationships with local clinicians that is focused 

upon keeping patients closer to home, with their 
community-based clinician. 

Through multiple innovation models, employers 
are beginning to have a significant impact upon 
cancer care access and care delivery. Part of 
their engagement strategy includes a clear value 
proposition for what they seek from cancer care 
experts and cancer centers. This includes the 
expectation that high complexity care is delivered 
in increasingly patient-centric ways that enhance 
timely patient access to transformation care 
knowledge. It also includes higher demands for 
significantly more transparent reporting of cancer 
care outcomes. In addition, as employers work with 
cancer care delivery thought leaders and centers 
of expertise, it will be feasible for multidisciplinary 
team of clinicians, health care plan executives, 
patients and the employers’ internal health care 
benefits leadership to define the rights of all 
patients with cancer and define a list of critical or 
complex cancer conditions or situations for which 
the patients would be allowed to seek expertise 
beyond their HMO, medical group or accountable 
care organization and how their internal cancer 
care ecosystem can be enhanced to ensure that 
all patients, regardless of wherever they live, have 
the opportunity to benefit from the full breadth of 
cancer care innovations.

Employers have the focus, innovative mindset, 
analytical tools, and drive to partner effectively with 
innovative cancer care entities to bring better care 
to their respective members. Under the balanced 
model of wanting better, more innovative care 
made available in ways that reflect best practice 
and knowledge-driven stewardship over the rapidly 
growing portfolio of anticancer therapeutics, 
employers and their clinical partners are best 
positioned to define best in class access, care, and 
patent-center models for cancer care. ◆
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Streamlining the Complexity of HER2+ 
Metastatic Breast Cancer

PTCE would like to acknowledge Seattle Genetics, Daiichi Sankyo, Inc., and AstraZeneca 

for their generous support of pharmacist education. 

HER2+ BREAST CANCER represents up to 20% of all breast cancers, the 
leading cause of cancer in women. While HER2 amplifi cation is a poor prog-
nostic factor, the continued development of HER2-targeted strategies has 
dramatically improved patient outcomes. Six medications as well as multiple 
biosimilars have received FDA approval for HER2+ metastatic breast cancer 
(MBC) in the past 4 years. A triad of speakers demystifi ed this topic in a virtual 
symposium titled HER2+ Metastatic Breast Cancer:  What Targeted Therapy 
Means for Managed Care at the 2020 AMCP Specialty Connect Virtual Meeting.

KELLY GAERTNER, PHARMD, BCOP, BCPS, started the session by explaining 
the critical nature of accurate identifi cation of HER2 status. Patients who will 
benefi t will have an anti-HER2 targeted therapy as part of their treatment 
plan. Gaertner reviewed the data supporting use of pertuzumab in addition to 
trastuzumab and docetaxel in the fi rst-line setting before shifting the focus to 
second or greater relapse. Ado-trastuzumab emtansine has been the standard 
of care; however, the approval of tucatinib, capecitabine, and trastuzumab 
in the second-line setting adds an alternative option for decision makers to 
consider. This regimen has shown to be particularly eff ective in patients with 
brain metastases. She then reviewed data for the use of fam-trastuzumab 
deruxtecan-nxki and capecitabine plus neratinib in the third-line setting. 
Gaertner diff erentiated the adverse eff ect profi les of anti-HER2 therapies, 
noting cardiotoxicity is more prevalent with monoclonal antibodies, diarrhea 
is more frequent with tyrosine kinase inhibitors, and interstitial lung disease 
is a concern with fam-trastuzumab deruxtecan-nxki. Gaertner fi nished by 
emphasizing guidelines endorse substitution of an FDA-approved biosimilar 
for trastuzumab.

PHILIP SCHWIETERMAN, PHARMD, MHA, shifted the focus to the continued 
growth in oncology drug spending in the United States. He emphasized the 
complexity of care for patients with HER2+ MBC, explaining that patients 
will potentially receive medications from multiple diff erent locations. 
Schwieterman reviewed several publications that demonstrate delays in 
insurance approval, time to receipt of cancer therapy, and reversal or abandon-
ment of cancer therapy due to cost. Schwieterman wrapped up by reviewing 
a study fi nding the managed care/payer contracting team in health systems is 
inadequately prepared to manage payer site-of-care requirements. 

LAURA BOBOLTS, PHARMD, BCOP, began by presenting data showing treatment 
that diff ers from guideline recommendations is associated with higher health-
care utilization and costs as well as increased mortality. She suggested strate-
gies to manage costs, including use of biosimilar trastuzumab, subcutaneous 
trastuzumab, and adoption of clinical pathways. She ended with a discussion 
of cost-eff ectiveness data in HER2+ MBC, with all of the therapies showing an 
ICER/QALY over $150,000 per QALY gained. 

The trio wrapped up the session with a discussion of several cases high-
lighting factors to consider with a formulary request for HER2+ MBC, empha-
sizing the viewpoints of diff erent stakeholders. ◆

Improved Outcomes in Triple-
Negative Breast Cancer and Impact 
to Resource Utilization

PTCE would like to acknowledge Eisai Inc. and Genentech, a member of the Roche 

Group, for their generous support of pharmacist education.

HISTORICALLY, TRIPLE-NEGATIVE breast cancer (TNBC) was defi ned by the 
absence of targetable receptors and is associated with a signifi cantly shorter 
median overall survival (OS) compared with HR-positive, HER2-negative breast 
cancers. New insights into the molecular diversity of metastatic TNBC have led 
to therapeutic options for TNBC beyond conventional chemotherapy alone. 
A panel of 3 speakers presented both clinical data and impact on healthcare 
utilization in a presentation titled Advancements in Metastatic Triple-Negative 
Breast Cancer: Treatment Discussions and Managed Care Considerations as 
part of a virtual symposium held in conjunction with the 2020 AMCP Specialty 
Connect Virtual Meeting.

DANIELLE ROMAN, PHARMD, BCOP, started by explaining patients with meta-
static TNBC should undergo genomic testing for germline BRCA1/2 mutations 
and programmed cell death-ligand 1 (PD-L1) expression as well as consider 
next-generation sequencing for other markers to guide therapy selection. 
Roman indicated patients with BRCA1/2 mutations should be directed 
toward therapy with PARP inhibitors. Patients who are positive for PD-L1 
benefi t from combination therapy with atezolizumab and nab-paclitaxel. 
She noted while NTRK fusion is less common in patients with TNBC, these 
patients should receive larotrectinib or entrectinib; similarly, microsatellite 
instability-high/defi cient mismatch repair (MSI-H/dMMR) tumors respond 
well to pembrolizumab. Patients without specifi c targets typically receive 
therapy with sequential, single-agent chemotherapy with an anthracycline 
(doxorubicin or liposomal doxorubicin), taxanes (paclitaxel), antimetabolites 
(capecitabine and gemcitabine), or microtubule inhibitors (eribulin and 
vinorelbine). Sacituzumab govitecan-hziy has been more recently approved 
and is an option for patients with relapsed disease who have received 2 or more 
previous therapies. 

ANDREA IANNUCCI, PHARMD, BCOP, shifted the presentation to focus on health 
care utilization and presented data from a retrospective cohort based on the 
Surveillance, Epidemiology, and End Results (SEER)-Medicare database that 
looked at both OS and economic burden of TNBC. She drove home the point 
that half of patients receive any chemotherapy for metastatic TNBC. Patients 
receiving no therapy survived approximately 3.5 months and incurred cumula-
tive costs of $51,070. Patients receiving therapy had substantially improved OS, 
up to 25.3 months in patients receiving at least 3 lines of therapy, with a cost 
per patient of $143,150. She noted inpatient admissions and physician offi  ce 
visits were the biggest drivers of cost (not the cost of the drugs). The study also 
found that two-thirds of hospitalizations were in patients receiving 3 or more 
lines of therapy. Notably, this dataset did not include signifi cant numbers 
of patients receiving immune checkpoint or PARP inhibitors. She provided 
a framework for analyzing therapies for metastatic TNBC based on OS and 
cost of therapy.

LAURA BOBOLTS, PHARMD, BCOP, focused on implementation of oncology clin-
ical pathways to standardize care to optimize outcomes and control costs. She 
emphasized the need for patient care that is based on guidelines, citing a 2020 
study including 16,858 patients with TNBC, results of which found noncon-
cordance with NCCN guidelines was associated with worse disease-specifi c 
survival compared with recipients of concordant care. She then transitioned 
to providing tips to reduce the cost of care, including proactively ensuring 

Philip Schwieterman, PharmD, MHA, highlighted,

”The staggering cost of poor adherence needs 
to be addressed with a comprehensive approach 
of multiple solutions, including improved care 
coordination, enhanced patient engagement 
and education, investment in health information 
technology infrastructure, employment of quality 
measurement, and establishment of financial 
incentives, among others.” 
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appropriate supportive care medications are provided, reinforcing counseling 
on adverse effects and routine monitoring, and effectively managing toxicities 
to reduce the risk of nonadherence. 

The faculty members wrapped up the session with a systems-based case to 
demonstrate how a new regimen approval in metastatic TNBC impacts clini-
cians, systems, and resources in the health system and prompts adjustments in 
formularies, contracts, clinical decision support, and education initiatives. ◆

The Cost of a New Way of Life  
in β Thalassemia

PTCE would like to acknowledge Celgene Corporation, a Bristol Myers Squibb company, 

for their generous support of pharmacist education. 

TWO TALENTED SPEAKERS shared perspectives on the clinical and long-term 
economic costs in a presentation reviewing health care utilization and novel 
treatment advances of β thalassemia in conjunction with the 2020 AMCP Nexus 
Meeting. The symposium, titled Beta Thalassemia: A Look Into Health Care 
Utilization and Novel Treatment Advances, examined emerging therapies that 
could be life changing for patients with β thalassemia. Patients with transfu-
sion-dependent β thalassemia are destined to a lifetime of red blood cell (RBC) 
transfusions administered every 2 to 5 weeks. 

CLARENCE D. MOORE, PHARMD, BCPS, BCOP, began by reviewing the clinical 
presentation of β thalassemia, its pathophysiology, and its diagnosis. He 
discussed RBC transfusions as the mainstay of therapy, leading most patients 
to require iron chelation starting in childhood. Although vigorous iron chela-
tion improves survival, it is not without challenges. Chelation therapy may lead 
to adverse effects at high doses, and patient adherence can be suboptimal. 
Additionally, single chelating agents may not be sufficient to achieve treatment 
goals. Dr Moore then explained that allogeneic stem cell transplant is curative 
for patients with β thalassemia; however, patients need an appropriate donor 
and are at risk for late complications. 

PETER BRYAN, PHARMD, then introduced luspatercept, a recombinant 
fusion protein approved by the FDA to treat anemia in adult patients with β 
thalassemia. Its approval was based on a phase 3, placebo-controlled trial 
demonstrating a greater than 33% reduction in RBC transfusion burden and 
reduction of at least 2 RBC units during weeks 13 to 24 in 21% of patients 
receiving luspatercept versus 4.5% of patients receiving placebo. He presented 
updated results showing 45.1% of patients receiving luspatercept achieved this 
end point over any 24-week period, and the median duration of benefit was 
76.3 weeks. Bryan noted luspatercept was associated with an improvement in 
quality of life, with the most common adverse effects reported as bone pain, 
arthralgia, and dizziness. Bryan then reviewed pipeline therapies for β thalas-
semia, with a focus on betibeglogene autotemcel, a potentially curative therapy 
that could be approved in the United States in the next 2 years. 

Shifting the focus to economic considerations, Bryan reviewed healthcare 
utilization associated with β thalassemia. He explained RBC transfusions 
account for almost half of expenditures in β thalassemia, amounting to over 

$330,000 annually. Bryan highlighted the cost of gene therapies is expected 
to reach more than $16 billion in the United States by 2024. Currently, gene 
therapies are managed by payers through single case agreements and may 
be covered on pharmacy or medical benefits. He noted gene therapies pose 
several challenges with large upfront costs and uncertain clinical benefits 
over a prolonged time period. Bryan concluded by noting the gene therapy 
for β thalassemia will need to be weighed against stem cell transplant, iron 
chelation, luspatercept, and RBC transfusions for efficacy, late effects, and 
quality of life. ◆

Strategies to Address High Healthcare 
Utilization in Hepatocellular Carcinoma

PTCE would like to acknowledge Merck Sharp & Dohme Corp for their generous support 

of pharmacist education.

THE CHANGING TREATMENT LANDSCAPE of advanced hepatocellular carci-
noma (HCC) was a hot topic at the 2020 AMCP Specialty Connect Virtual 
Meeting, given the FDA approval of 9 new therapies in the past 4 years. A 
panel of 3 expert speakers dissected both clinical outcomes and health care 
utilization in a virtual symposium titled Hepatocellular Carcinoma: The 
Evolving Treatment Landscape and Cost Utilization Strategies for Managed 
Care Professionals.

JOLYNN K. SESSIONS, PHARMD, BCOP, kicked off the discussion by describing 
the efficacy and safety data of recent approvals in advanced HCC. Sorafenib 
and lenvatinib are similarly effective in the first-line setting, with a median 
overall survival (OS) of 12 to 13 months. Combination therapy with atezoli-
zumab plus bevacizumab subsequently demonstrated an improvement in OS 
over sorafenib. Sessions reviewed second-line therapy options, noting they 
provide an additional 2- to 3-month improvement in OS. Second-line treat-
ment options include the tyrosine kinase inhibitors cabozantinib, lenvatinib, 
regorafenib, and sorafenib, as well as ramucirumab, a monoclonal antibody 
targeting vascular endothelial growth factor. Sessions presented some of the 
early results of immune checkpoint inhibitor combination therapy, noting 
many of the ongoing phase 3 clinical trials for advanced HCC involve combina-
tion therapies. She indicated both payers and health systems should anticipate 
combination therapy moving to center stage for advanced HCC.

ADAM PEELE, PHARMD, MBA, MHA, BCPS, BCOP, pointed the audience to 
the economic burden of advanced HCC by highlighting $63.3 million in lost 
productivity attributed to patients with advanced HCC in the United States. He 
reported all-cause, per-patient per-month total costs of $18,381 (± $19,633) for 
first-line therapy and $19,559 (± $30,065) for second-line therapy. Peele shared 
results of a recent cost-effectiveness study, finding the most cost-effective 
strategy was first-line sorafenib therapy followed by second-line immunothera-
py-based regimens.   

Peele suggested the following strategies to mitigate costs associated 
with advanced HCC:

• Thorough review and understanding of the available published data
• Assessment of patient-reported outcomes
• Avoidance of unnecessary emergency department encounters or 

hospitalizations
• Active patient navigation on both payer and provider sides
• Implementation of clinical pathways
• Participation in value-based contracts
• Adopting biosimilars where supported/available

JEFF REICHARD, PHARMD, MS, BCOP, wrapped up the session by reviewing 
formulary and reimbursement considerations. He emphasized key consider-
ations for formulary status, including comparing the clinical, quality, and safety 
profiles; cost relative to other medications and with respect to the patient; and 
site of care and reimbursement. ◆

Clarence D. Moore, PharmD, BCPS, BCOP, noted,

”Untreated and undertreated beta thalassemia can 
lead to devastating consequences.”

Peter Bryan, PharmD, forecasted,

”Biologics changed the industry 20 years ago, 
and gene and cell therapies will change it again.” 
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