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Measuring Quality of Life  
in Metastatic Pancreatic Cancer 
Predicts Survival
James Borwick

RESULTS FROM THE QOLIXANE study of quality of life (QOL) in patients 
with metastatic pancreatic cancer (mPC) were presented September 20, 
2020, at the European Society for Medical Oncology Virtual Congress 
2020 by lead author Thorsten Götze, MD, of the Institute of Clinical 
Cancer Research at Northwest Hospital and University Cancer Center 

ALSO IN THIS ISSUE:Phase 3 Trial Results Highlight 
Cemiplimab’s Potential in NSCLC
Maggie L. Shaw

DATA FROM THE EMPOWER-LUNG 1 TRIAL (NCT03088540) of cemiplimab 
monotherapy versus platinum-based doublet chemotherapy show why 
the fully human monoclonal antibody could become a new treatment 
option for first-line locally advanced or metastatic non–small cell lung 
cancer (NSCLC), especially for tumors with PD-L1 expression of at least 
50%, according to a late-breaking abstract presented at this year’s virtual 
European Society for Medical Oncology (ESMO) meeting.1 

“In new analyses presented at ESMO, Libtayo reduced the risk of death 
by 43% in patients whose cancer had confirmed PD-L1 expression of 50% 
or greater. This is notable given that nearly three-quarters of patients 
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Phase 3 Trial Results Highlight Cemiplimab’s Potential 
in NSCLC
(CONTINUED FROM COVER)

crossed over from chemotherapy following disease progression and 12% 
of patients had pretreated and stable brain metastases,” Ahmet Sezer, MD, 
associate professor in the Department of Medical Oncology at Başkent 
University in Adana, Turkey, and a trial investigator, said in a statement.2

In the open-label, multicenter, phase 3 trial, the 710 study participants 
were almost equally randomized into 2 groups: cemiplimab (n = 356) and 
investigator’s choice of chemotherapy (n = 354). Both groups had the same 
median follow-up of 13 months and range of follow-up, at less than 1 to 
32 months. Overall survival (OS) and progression-free survival (PFS) were 
the primary end points, with overall response rate, duration of response, 
and quality of life being the secondary end points.

The overall results demonstrate cemiplimab’s superiority on several fronts 
compared with chemotherapy:

• Risk of death decreased 32% (HR, 0.68; 95% CI, 0.53-0.87; P = .0022).

• Median OS was 22.1 months (95% CI, 17.7 months–not evaluable 
[NE]) versus 14.3 months (95% CI, 11.7-19.2).

• Risk of disease progression dropped 41% (HR, 0.59; 95% CI, 0.49-0.72; 
P < .0001), equating to a PFS of 6.2 months (95% CI, 4.5-8.3) versus 5.6 
months (95% CI, 4.5-6.1).

• Objective response rate (ORR) was 37% (3% had a complete response 
[CR], 33% had a partial response [PR]; 95% CI, 32%-42%) versus 21% 
(1% had a CR, 20% had a PR; 95% CI, 17%-25%).

Cemiplimab’s benefit carried over into the 563 patients (cemiplimab group, 
n = 283; chemotherapy group, n = 280) with confirmed PD-L1 expression of at 
least 50%. Both groups again had the same 11-month median follow-up, with 
almost equal ranges: less than 1 to 32 months and less than 1 to 30 months, 
respectively. Results in this group demonstrated the following:

• Risk of death decreased 43% (HR, 0.57; 95% CI, 0.42-0.77; P = .0002).

• Median OS was not reached (95% CI, 17.9 months-NE) versus  
14.2 months (95% CI, 11.2-17.5).

The overall results of EMPOWER-
Lung 1 demonstrate cemiplimab’s 
superiority on several fronts compared 
with chemotherapy. The risk of disease 
progression dropped 41%, equating to  
a PFS of 6.2 months versus 5.6 months.
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• Risk of disease progression dropped 46% (HR, 0.54; 
95% CI, 0.43-0.68; P < .0001), equating to a PFS of 
8.2 months (95% CI, 6.1-8.8) versus 5.7 months 
(95% CI, 4.5-6.2).

• ORR was 39% (2% had a CR, 37% had a PR; 95% CI, 
34%-45%) versus 20% (1% had a CR, 19% had a PR; 
95% CI, 16%-26%)

PD-L1 IHC 22C3 pharmDx was used to confirm 
PD-L1 expression.

Treatment in the trial consisted of 350-mg intravenous 
cemiplimab every 3 weeks, for a maximum of 108 weeks, 
or investigator’s choice of standard-of-care chemotherapy 
for 4 to 6 cycles (with or without histology-relevant mainte-
nance pemetrexed chemotherapy).

Importantly, the ORR for cemiplimab was highest in 
tumors with at least 90% PD-L1 expression, at 46% (range, 
36%-56%). These tumors shrank more than 40% after an 
average 6 months of treatment. Similar findings were not 
seen with chemotherapy.

The cemiplimab-treated patients also experienced 
32% fewer grade 3 adverse events (AEs) overall, at 37% 
versus 49% of patients receiving chemotherapy. The most 
common immune-mediated AEs, which occurred in 17% of 
patients receiving cemiplimab, were hypothyroidism (6%); 

hyperthyroidism (4%); pneumonitis, hepatitis, and skin 
adverse reaction (each 2%); and arthritis, increased blood 
thyroid stimulating hormone, thyroiditis, colitis, nephritis, 
and peripheral neuropathy (each 1%).

Crossover was allowed from the chemotherapy to the 
cemiplimab arm and occurred with 73.9% of patients, and 
those receiving cemiplimab could combine it with 4 to  
6 cycles of chemotherapy.

Cemiplimab already holds indications in the United 
States, European Union, and other countries for metastatic 
cutaneous squamous cell carcinoma (CSCC) or locally 
advanced CSCC in adults for whom curative surgery or 
radiation are not treatment options. ◆
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in Frankfurt, Germany. The rationale for the study 
(NCT02691052) was premised on the lack of available QOL 
data on first-line therapies in mPC, as well as a limited 
understanding of the relationship between QOL and 
survival outcomes in mPC.1

Although pancreatic cancer is an exceptionally aggres-
sive form of cancer with rapid disease progression and a 
short survival period, a proportion of patients experience 
somewhat better outcomes, and QoliXane sought to deter-
mine whether measuring QOL might offer a clue to which 
patients would do better or worse. QoliXane is a noninter-
ventional prospective study that included patients from  
95 centers in Germany and is an outgrowth of the 
PARAGON registry study (NCT04119362), which has 

transitioned into a permanent registry, compiling data on 
treatments for all types of pancreatic cancer in Germany.1

To study a more clinically homogenous patient popu-
lation, the QoliXane investigators focused specifically 
on treatment with gemcitabine plus nab-paclitaxel, a 
standard first-line therapy in mPC that was shown in the 
pivotal phase 3 MPACT trial (NCT00844649) to signifi-
cantly improve progression-free survival (PFS), overall 
survival (OS), and response rate in mPC compared with 
gemcitabine alone.1,2 The primary objective of QoliXane 
was determining the proportion of patients without deteri-
oration at 3 and 6 months based on results from the Global 
Health Status/QOL (GHS/QOL), a subscale of the European 
Organisation for Research and Treatment of Cancer 

Measuring Quality of Life in Metastatic Pancreatic Cancer Predicts Survival
(CONTINUED FROM COVER)
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(EORTC) QOL questionnaire (QLQ-C30). The authors also 
analyzed outcomes for PFS and OS and correlated these 
with the QOL data.1

The intention-to-treat (ITT) population included 
600 patients, predominately male (58.2%), with a mean age 
of 68.7 years. Nearly half of the patients (48.7%) had tumors 
in the head of the pancreas. ECOG performance status was 
0 in 32.0% of patients, 1 in 48.7%, and 2 in 12.3%. Patients 
in the study underwent a median of 4 cycles of chemo-
therapy, with 45.7% requiring a dose modification and 
48.5% receiving subsequent therapies.1

Baseline data from the EORTC QLQ-C30 instrument 
were available for 98% of patients; data for both baseline 
and month 3 were available in only 293 patients; and 
data at baseline, month 3, and month 6 were available for 
139 patients. “The mean GHS/QOL score at baseline was 
quite low, just 46.2,” Götze noted. Among the 5 functioning 
scales of the GHS/QOL, role functioning had the worst 
score (mean score: 53.2) and cognitive function had the 
best (mean score: 78.2). For the symptom scales, the worst 
score was for fatigue (mean score: 51.4) and the best was 
for nausea/vomiting (mean score: 15.7).1

Time to deterioration (TDD) of QOL analysis describes 
the time from baseline until the first instance of clinically 
important patient deterioration, defined as a change from 
baseline of at least 10 points, and employs a Kaplan-Meier 
analysis. The median TDD of GHS/QOL was 4.68 months 
(95% CI, 4.04-5.59), and the Kaplan-Meier analysis showed 
that 61% of patients had maintained GHS/QOL at month 3, 
whereas 41% maintained GHS/QOL at month 6. The mean 
GHS/QOL score improved from 46.1 (SD, 22.7) at baseline 
to 52.8 (SD, 21.3) after 6 months. In the QOL response 
analysis—the primary end point—35% of patients had 

maintained GHS/QOL (either improved or stable) at  
month 3 and 19% had maintained GHS/QOL at month 6.1

Regarding survival outcomes, the median PFS was 
5.85 months (95% CI, 5.23-6.25) in the ITT group, and 
median OS was 8.91 months (95% CI, 7.89-10.19).1,3 
Univariate Cox regression analysis showed that the GHS/
QOL score was strongly predictive of survival, with a 
hazard ratio (HR) of 0.86 (P < .0001). Indeed, nearly every 
functional and symptom subscale predicted survival, 
with several at a P value of .0001, including physical 
functioning and role functioning (of the functional 
subscales) and fatigue, nausea/vomiting, and pain (of the 
symptom subscales).1

Multivariate Cox regression analysis showed that only 
physical functioning, among the functional subscales, and 
nausea/vomiting, among the symptom subscales, were 
significantly associated with survival. Notably, the multivar-
iate analysis demonstrated that every increase of 10 points 
on the baseline physical functioning subscale (representing 
improvement) was associated with an 11% decrease in 
mortality risk, producing an HR of 0.89 (95% CI, 0.82-0.96; 
P = .004). Correspondingly, every increase of 10 points on 
the baseline nausea/vomiting score (representing deteriora-
tion) was associated with a 6% increase in the risk of death, 
producing an HR of 1.06 (95% CI, 1.01-1.13; P = .033).1

The QoliXane trial results represent the largest study of 
QOL in mPC thus far, and baseline data confirm the severe 
impairment of QOL that patients with mPC experience, 
primarily as a consequence of loss of function and fatigue. 
The QoliXane data also confirm the aggressive nature of 
mPC while identifying a subgroup of patients for whom 
QOL is preserved or even improved after 3 months and for 
as long as 6 months. The results demonstrate that patients 
with preserved QOL are more likely to experience a longer 
survival period compared with those who experience a 
deterioration of QOL.1,3 ◆
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The results demonstrate that 
patients with preserved QOL 
are more likely to experience
a longer survival period 
compared with those who 
experience a deterioration 
of QOL.
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EMPOWER-Lung 1: Q&A With Naiyer A. Rizvi, MD

Naiyer A. Rizvi, MD, is the Price Family Professor of Medicine and 

director of thoracic oncology, as well as codirector of cancer immu-

notherapy, at Columbia University Irving Medical Center in New 

York, New York. He is also the research director of the Price Family 

Comprehensive Center for Chest Care at NewYork-Presbyterian 

Hospital. He is an internationally recognized leader in the treatment 

of lung cancer and the development of immunotherapy drugs. His 

research focus involves studying mechanisms of sensitivity and resis-

tance to immunotherapy. 

An editor with Evidence-Based Oncology™ conducted a question-

and-answer session with Rizvi regarding the results of the 

EMPOWER-Lung 1 trial.

Evidence-Based Oncology™ (EBO™): What are some of the 

unmet needs for patients with advanced non–small cell lung 

cancer with PD-L1 expression of 50% or greater and without 

targetable mutations?

RIZVI: There is unmet need among the patients who are 
low PD-L1 expressers within this group. The response and 
progression-free survival for patients who are in the 50% to 
59% PD-L1 expression group was notably less than that in 
the 60% to 100% group. These findings are similar to those 
from a retrospective analysis with pembrolizumab showing 
the response and progression-free survival for the 50% to 
89% group was much less than the 90% to 100% group. 
Additional unmet needs are found among the subset of 
patients with STK11 and KEAP1 mutations who have worse 
outcomes with both immunotherapy and chemotherapy. 
They do tend to have an immunosuppressed tumor micro-
environment, and strategies to overcome this will be useful. 
We would like to determine additional reasons why only 
32% of patients from KEYNOTE-024 [NCT02142738] are 
alive at 5 years and improve outcomes for the remaining 
two-thirds of patients.

EBO™: Could you describe the key results of EMPOWER- 

Lung 1 (NCT03088540)? Given that the trial’s primary and 

secondary end points were met, what are the most important 

takeaways, in your view?

RIZVI: The key results reaffirmed the results of KEYNOTE-
024. With cemiplimab, patients experienced improved 
overall survival and progression-free survival (primary end 
points). Objective response rate and duration of response 
were also improved with cemiplimab.

EBO™: Were any new safety signals identified with 

regard to cemiplimab?

RIZVI: No new safety signals were detected. Cemiplimab 
was very well tolerated, and very few patients discontinued 
treatment due to adverse events.

EBO™: What are some of this study’s strengths and limitations?

RIZVI: The strength of the study was that it was truly real 
world. No new biopsies were required, and patients 
with HIV and hepatitis were eligible. Patients with brain 
metastases were also eligible, as long as the brain metas-
tases were treated. Additionally, our study design allowed 
those in the cemiplimab group who experienced disease 
progression to continue cemiplimab and add 4 cycles of 
chemotherapy. This is a novel design and we look forward 
to seeing these data. There were no real weaknesses. There 
were PD-L1 assay issues during the course of the study; 
however, these do not affect the overall outcome and 
importance of the study. 

EBO™: What is the relevance of these results for managed care 

professionals, and how could this information be used?

RIZVI: These results reaffirm the efficacy of PD-1 mono-
therapy in patients who have PD-L1 expression of 50% or 
higher. Also, they provide additional insight regarding the 
group of patients who are PD-L1 high expressers (60% and 
higher) versus the 50% to 59% group that could influ-
ence the decision of whether to use monotherapy versus a 
combination with chemotherapy.

EBO™: Based on the results of this study, what 

are the next steps? For example, should additional 

research be undertaken?

RIZVI: Additional research is needed in the group of PD-L1 
high expressers (50%-60%). In particular, data on the use 
of immuno-oncology combinations would be useful. We 
are eagerly awaiting the data from a study evaluating what 
happens when we add chemotherapy if patients experience 
disease progression.

EBO™: Is your team involved in additional research in this area?

RIZVI: We are currently involved in various clinical studies 
evaluating novel combinations of immuno-oncology drugs 
and biomarker strategies, including PD-L1 and tumor 
mutational burden. ◆
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Naloxegol Demonstrates Long-term Efficacy  
in Opioid-Induced Constipation
James Borwick

A SPANISH STUDY PRESENTED at the European Society for 
Medical Oncology (ESMO) Virtual Congress 2020 showed 
that the μ-opioid receptor antagonist naloxegol achieved 
sustained efficacy and safety in the treatment of opioid-
induced constipation (OIC) over the course of 12 months. 
The results, presented by lead investigator Carmen Beato 
Zambrano, Virgen Macarena University Hospital, Spain, 
were from the first long-term study of naloxegol in a 
real-world population of patients with cancer at hospi-
tals across Spain.1,2 Naloxegol is indicated in the United 
States for OIC in adults with chronic noncancer pain, 
including that which may originate from a previous 
cancer or its treatment.3 Patients in the Spanish study had 
OIC in addition to previously failed therapy with at least 
1 laxative agent.1

This was a 12-month observational prospective study 
conducted at 16 centers in Spain.4

The study population consisted of adult patients with 
active cancer and a Karnofsky Performance Status score 
of at least 50 who were receiving treatment with opioids 
for pain and had subsequently developed OIC. All patients 
had experienced inadequate response to treatment with 
at least 1 laxative agent for OIC. Patients received naloxegol 
at a dose of either 12.5 mg/day or 25 mg/day, based on 
clinical criteria.1,2

Three end points were measured at day 15 and at months 
1, 3, 6, and 12; these included:

• Patient Assessment of Constipation Quality of Life 
questionnaire (PAC-QOL)—28 questions across  
4 domains (worries and concerns, physical discom-
fort, psychosocial discomfort, satisfaction), each 
scored from 0 to 4 points;

• PAC symptoms—12 questions across 3 domains 
(abdominal symptom, rectal symptom, stool 
symptom), each scored from 0 to 4 points; and

• response rate—defined as 3 or more spontaneous 
bowel movements per week and 1 or more sponta-
neous bowel movement above baseline per week.1

Lower scores indicated better quality of life on PAC-QOL 
and improved efficacy on PAC-SYM. A change in score 

of at least half a point, for either total or subscale scores 
on either instrument, was considered clinically relevant. 
Outcome analyses were based on the intent-to-treat 
(ITT) population.1

Results
One hundred twenty-six patients were included in the 
study analyses, with 55 (43.7%) completing 6 months of the 
study and 29 (23.0%) completing the entire 12 months. The 
average age of patients was 61.5 years, 58.7% were male, 
and all but 1 were White. More than one-third (35.7%) had 
lung cancer, and 16.7% had breast cancer; two-thirds of all 
patients (67.5%) had metastases. Most patients (n = 111) 
were treated with the 25-mg/day dose; 48.4% were using 
concomitant laxatives.1,3,4 

Improvements from baseline were significant for 
total score and across all domains for both instruments 
(all P < .0001). Investigators observed most of the 
improvements in PAC-QOL and PAC-SYM total scores 
at the first follow-up on day 15. Additionally, they saw 
clinically relevant improvement in total PAC-QOL score in 
50.8% of patients at day 15, 60.3% at month 1, and 58.7% 
at month 12. Similarly, 54.8% of patients achieved clinically 
relevant improvement in PAC-SYM score at day 15, 63.5% 
at month 1, and 65.9% at month 12. For the PAC-QOL, 
the satisfaction domain showed the largest improvement, 
and stool symptoms were the most improved of the 
3 PAC-SYM domains.

At month 12, 77.8% of the ITT population were 
responders to treatment, with those not receiving a 
concomitant laxative doing marginally better than those on 
at least 1 laxative (78.5% vs 77%). For the 25-mg/day dose, 
which 89% of the study population received, response rates 
improved gradually from day 15 to month 6, at which point 
there was little change in outcome through the final follow-
up. At 12 months compared with 6 months, the responder 
rate was almost identical for the 12.5-mg/day and 25-mg/
day groups (78.6 vs 78.4), but those on concomitant laxa-
tives fared slightly better than those not receiving laxative 
treatment in the 25-mg/day group (79.2 v 77.6). Patients 
treated only with naloxegol did far better in the lower-dose 
group (71.4% vs 85.7%), although those results are less 
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reliable, having been observed in a group consisting of 
only 14 patients.1

Nineteen patients (15.1%) experienced at least 1 adverse 
event (AE) related to naloxegol treatment, primarily 
abdominal pain (n = 13), diarrhea (n = 6), and abdominal 
bloating (n = 5), out of a total of 28 reported AEs. Three-
fourths (n = 21) of these were mild in intensity, 17.9% (n = 5) 
were moderate, and 7.1% (n = 2) were severe. According to 
investigators, the large majority of AEs (67.9%) occurred 
during the initial 15 days of treatment.1

Naloxegol was previously studied in 2 pivotal phase 3 
trials in patients with OIC and inadequate response to 
laxative therapy, but inclusion criteria for these studies 
required that patients not have had cancer in the preceding 
5 years.5 Both studies, which were 12 weeks in duration, 
observed significantly higher response rates at the 25-mg/
day dose compared with placebo, whereas only 1 study 
showed significant response in the 12.5-mg/day dose.5 The 
Spanish study presented at ESMO 2020 differed from those 
phase 3 trials in that it included only patients who had 
active cancer, and the duration of the study was 12 months. 
These results confirm naloxegol’s long-term efficacy up to 
1 year in what the investigators describe as a real-world 
patient population. This description would appear to be 
valid considering that OIC affects 63% of patients with 
cancer, and the evidence of long-term efficacy in these 
patients would support an expanded use of naloxegol 
beyond its current indication.1,2

The clearest caveat to these positive results is the fact 
that less than one-quarter (23%) of patients completed the 
full 12 months of the study, and 44% completed just  

6 months.1 The reasons for discontinuation in the study 
were not given in the poster or abstract presentations, and 
full publication of the results is necessary before a fuller 
picture of the outcomes is possible. The other potential 
caution to be observed in the present study is the presence 
of severe AEs in 2 patients in the study,1 and further details 
will also be needed before investigators can better assess 
the implications of naloxegol’s safety profile. ◆
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Presentations Underscore Mortality Risk Factors  
in Patients With Cancer and Their Effects on Access  
to Care During COVID-19 Pandemic 
James Borwick

THREE SPEAKERS EXAMINED the relationship between 
cancer and coronavirus disease 2019 (COVID-19) 
outcomes, as well as the effects of COVID-19 on cancer 
care, during presentations at the European Society for 
Medical Oncology (ESMO) Virtual Congress 2020.

Petros Grivas, MD, PhD, an associate professor at Fred 
Hutchinson Cancer Research Center, on behalf of the 
COVID-19 and Cancer Consortium (CCC19), gave the first 
talk. He presented the results of a study examining risk 
factors for 30-day mortality in 3899 patients with active 
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or prior cancer and lab-confirmed COVID-19, using a 
cutoff date of July 31, 2020.1 Previous data from the CCC19, 
published in the Lancet in June 2020, identified 6 variables 
associated with an increased COVID-19 mortality rate: 
age, male sex, history of smoking, at least 2 comorbidities, 
ECOG performance status (PS) of at least 2 of those, and 
progressive cancer.2 The present study was both an update 
and an attempt to validate the previous study results with 
more robust data.1

Patients in the study were divided equally by sex. 
Two-thirds of patients were over the age of 60 years, and 
investigators observed solid tumors in 79% and hemato-
logic cancers in 21%. The primary end point was 30-day 
all-cause mortality, and the investigators used multiple 
logistic regression to analyze the association between 

mortality and predetermined potential risk factors. Patients 
were mainly drawn from across the United States (approxi-
mately 94%), roughly 4% originated in Canada, and about 
2% originated in Spain.1

The all-cause mortality rate as of the cutoff date was 
15% and the rate of hospitalization was 25%. Compared 
with the Lancet data, investigators noted, a larger group 
of risk factors was significantly associated with 30-day 
mortality, including age (older), sex (male), race (Black), 
history of smoking, having at least 3 comorbidities, and 
an ECOG PS of at least 2. “This was the case both for the 
overall cohort as well as the hospitalized patients,” Grivas 
noted. The odds ratio (OR) for mortality risk ranged from 
1.3 to 1.7 for the first 4 of these risk factors, whereas the 
OR for 3 or more comorbidities was 2.1, and for ECOG PS 2 
or higher. The OR for 30-day mortality was 4.6. Additional 
significant risk factors for COVID-19 mortality included 

progressive cancer, treatment for cancer within 3 months, 
hematologic cancer (vs solid tumor), and having more 
than 1 malignancy.1

Grivas also presented data from an exploratory analysis 
of the relationship between lab variables and risk of death 
from COVID-19. “Lymphopenia, neutrophilia, neutropenia, 
[and] thrombocytopenia, as well as abnormal creati-
nine, D-dimers, high-sensitivity troponin, and C-reactive 
protein, were all associated with higher 30-day all-cause 
mortality in hospitalized patients,” he reported.1

The CCC19 project will continue to contribute to 
the growing knowledge base about the disease, with 
longer follow-up and additional analyses planned for 
the near future.

Deborah B. Doroshow, MD, PhD, an assistant professor 
of medicine at Tisch Cancer Institute, Icahn School of 
Medicine at Mount Sinai Hospital, followed Grivas with 
a presentation of results from the COVID-19 and Cancer 
Outcomes Study (CCOS), which assessed the effect 
of the pandemic on cancer care. Patients with cancer 
are at greater risk of severe outcomes from COVID-19, 
she observed, and as part of a larger effort to minimize 
in-person visits and limit exposure to the virus that causes 
COVID-19, telehealth has been widely adopted.3

“The pandemic has also disrupted cancer clinical trials,” 
Doroshow stated. “Many have been placed on hold, and 
accrual is diminished as a result.” This is particularly 
impactful for the large number of patients with cancer 
whose best treatment option may be participation in 
a clinical trial. Doroshow also noted that racial and 
ethnic minorities are disproportionately affected by the 
pandemic, in terms of both morbidity and mortality. How 
these challenges have manifested themselves in terms of 
real-world cancer treatment was the subject of the study.3

CCOS was a prospective study of consecutive patients 
with active or previous cancer who visited Mount 
Sinai Hospital and Dana-Farber Cancer Institute from 
March 2 to 6, 2020. Investigators collected data from 
the previous 3 months and the following 3 months and 
recorded them at baseline. The primary end point was the 
impact of COVID-19 on clinical care, defined as the number 
of outpatient visits and the number of telehealth visits.3

The study population consisted of 2365 patients 
with a mean age of 64 years who were predominantly 
male (54%). Non-Hispanic White patients represented 
56.9% of the cohort, and non-Hispanic Black patients 
and Hispanic patients represented 12.6% each. A posi-
tive diagnosis of COVID-19 was made or presumed in 
5.5% of patients. The most common malignancy types 
were genitourinary (27.5%), hematologic (20.0%), breast 
(16.3%), and thoracic (13.2%). Approximately two-thirds 

Due to the pandemic, many 
clinical trials are currently on 
hold, so accrual is diminished. 
This is particularly impactful 
for the large number of 
patients with cancer whose 
best treatment option may be 
participation in a clinical trial. 
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of patients (62.7%) were being treated with systemic 
therapy at baseline.3

Across end points, Black and Hispanic patients experi-
enced consistently less access to treatment, beginning with 
the primary end point measuring inpatient and telehealth 
visits. Compared with White patients, “differences in the 
number of overall and in-person visits were not more 
likely in Black or Hispanic patients,” Doroshow reported. 
“However, in our analysis of telehealth visits in the 
pandemic period compared [with] the baseline period, we 
found that Black and Hispanic patients were significantly 
less likely to have telehealth visits compared [with] White 
patients, with odds ratios of 0.69 and 0.71, respectively,” 
she said. “Put simply, [although] the overall population 
trended toward increased televisits, non-White patients 
were less likely to have increased telehealth care during 
the pandemic period.”3 Thus, telehealth visits following the 
drop-off in office visits during the pandemic have occurred 
far less frequently for Black and Hispanic patients than for 
White patients.

Conversely, the risk of a COVID-19 diagnosis was 
higher in Black and Hispanic patients. Compared 
with White patients, the adjusted OR for a COVID-19 
diagnosis was 1.86 among Black patients and 3.19 among 
Hispanic patients. Regarding disparities in treatment 
delays, the study results showed that the adjusted ORs 
for delay were 1.26 and 1.53 for Black and Hispanic 
patients, respectively.3

The problem of disparity between racial and ethnic 
groups in the quality of, and access to, health care has been 
exacerbated by the pandemic, as evidenced by the CCOS 
results.3 During the best of times, such disparities would 
be regarded as unjust and as a cause for action at the local, 
state, and federal level. During the pandemic, when the 
stakes are even higher, narrowing these disparities is more 
important than ever.

Lastly, Javier Baena Espinar, a medical oncologist at the 
Hospital Universitario 12 de Octubre in Madrid, Spain, gave 
a presentation on COVID-19 and cancer care.4 Whereas 
Grivas addressed mortality risk in a patient population with 
a broad range of cancer types, Baena Espinar discussed 
mortality risk specifically in patients with thoracic malig-
nancies. “The COVID-19–related death rate ranges between 
13% and 35% in cancer patients across tumor types,” Baena 
Espinar noted. “Thoracic cancer patients seem to present 
with an even worse prognosis.”4

Data from the study were drawn from the Thoracic 
Cancers International COVID-19 Collaboration 
(TERAVOLT), a global consortium created to under-
stand the impact of COVID-19 on patients with thoracic 
malignancies. The present study was observational and 

longitudinal in design, bringing together data from  
1012 patients with solid thoracic cancers from 20 countries, 
including 74% from European countries and 23% from 
North America.4

The median patient age was 68 years; 58% were male, 
73% White, and 78% either current or former smokers. 
Most patients (82%) had non–small cell lung cancer, 
65% had stage IV cancer, and 31% had stage III disease; 
disease stage was not reported for 4% of patients. At least 
1 comorbidity was present in 83% of patients; 10% of 
patients were receiving oxygen support prior to COVID-19, 
and 13% were receiving steroids. A majority of patients in 
the study had received systemic cancer therapy within the 
previous 3 months.4

During the study period (cutoff date, July 15, 2020), 32% 
of patients died of COVID-19; 72% were hospitalized, 67% 
for COVID-19. Employing a multivariate logistic model, the 
study authors identified 6 risk factors with significant asso-
ciation with mortality in this patient group: ECOG PS (OR, 
3.6; P < .001); cancer stage IV versus III (OR, 1.9; P < .001); 
history of smoking (OR, 1.8; P < .01); prior use of steroids 
(OR, 1.7; P < .01); age above 65 years (OR, 1.5; P = .01); 
and oncological treatment, defined as no treatment or 
treatment with chemotherapy versus immuno-oncology 
therapy, cancer immunotherapy, or targeted therapy (OR, 
1.4; P = .03). Consistent with the data Grivas presented, 
the TERAVOLT results identified ECOG PS as by far the 
most significant risk factor for mortality among this 
patient population.4

Employing the TERAVOLT outcomes, the authors have 
developed a nomogram, which Baena Espinar presented 
during his talk, that allows for personalized mortality risk 
calculation based on the risk factors identified.4 This tool 
may help clinicians apply the knowledge gathered from 
TERAVOLT to their real-world practice. ◆
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Combination Treatment Bests Cemiplimab 
Monotherapy, Phase 2 Data Show
Maggie L. Shaw

EMPOWER-LUNG 4 DATA presented during the virtual 
European Society for Medical Oncology meeting demon-
strated the superiority of cemiplimab plus ipilimumab 
versus cemiplimab monotherapy antitumor activity in the 
second-line setting for advanced squamous or nonsqua-
mous non–small cell lung cancer (NSCLC).1,2 

Patients with advanced NSCLC without EGFR, ALK, or 
ROS1 mutations may find an additional treatment option 
through checkpoint inhibitor–based treatments. As a 
checkpoint inhibitor, the monoclonal antibody cemiplimab 
has high affinity for PD-1. In the setting of EMPOWER-
Lung 4 (NCT03430063), this was especially true for tumors 
with less than 50% PD-L1 expression.3

“The Libtayo clinical development program, as mono-
therapy or in combination with either conventional or novel 
therapies, focuses on the real-world challenges of patients 
confronting difficult-to-treat or rare cancers,” Peter Adamson, 
MD, global development head of oncology and pediatric 
innovation at Sanofi, said in a statement.4 “This development 
approach was evidenced by the initial approval of Libtayo for 
patients with advanced cutaneous squamous cell carcinoma, 
and it continues to guide our Libtayo clinical development 
program for NSCLC and basal cell carcinoma.” Sanofi and 
Regeneron are collaborating to develop Libtayo (cemiplimab).

In the phase 2, open-label study, 27 patients with 
advanced NSCLC were randomized 1:1:1 into 3 arms: 
arm A (n = 8), monotherapy treatment with 350-mg, or 
standard-dose, intravenous (IV) cemiplimab every 3 weeks; 
arm B (n = 11), combination treatment with 350-mg IV 
cemiplimab plus 50-mg IV ipilimumab every 6 weeks for up 
to 4 doses; and arm C (n = 8), monotherapy treatment with 
1050-mg, or high-dose, IV cemiplimab every 3 weeks, up to 
108 weeks or disease progression.

All patients had an ECOG performance status of 0 or 1, 
were former smokers, and had either stage IIIB/IIIC disease 
and were not candidates for concurrent chemotherapy or 
stage IV disease. Most (71.4%) were male, and more than 
half (57.1%) had PD-1 of less than 1%. One died following 
randomization. The data cutoff was August 28, 2019.

Patients in arm C were the oldest, with a mean (SD) age 
of 71.0 (46-80) years, and those in arm A, the youngest, 
at 64.5 (49-74) years. All were also stratified by histology 

(squamous, nonsquamous) and PD-L1 expression (< 1%, 
1%-49%, ≥ 50%). The primary measure was objective 
response rate (ORR) in each of the arms, and secondary 
objectives were ORR irrespective of PD-L1 status, safety 
and tolerability, and overall and progression-free survival 
among patients with PD-L1 expression less than 50%.

Overall, the results demonstrated the effectiveness of the 
cemiplimab/ipilimumab combination treatment over both 
doses of cemiplimab monotherapy. Arm B (the combination 
treatment arm), which had the longest median duration 
of treatment exposure, at 17.9 weeks (vs 10.8 weeks in 
both arms A and C), also had the highest ORR, 45.5% (95% 
CI, 16.7%-76.6%). Arm C (high-dose cemiplimab mono-
therapy) had just an 11% ORR (95% CI, 0.3%-48.2%). Arm A 
(standard-dose cemiplimab monotherapy) had a 0% ORR 
(95% CI, 0.0%-36.9%). Patients with PD-L1 expression less 
than 1% had a higher ORR in arm B versus Arm C, at 36.4% 
versus 11.1%, respectively. Patients with PD-L1 expression 
of 1% to 49% had a higher ORR in arm B versus arm C, at 
9.1% versus 0%, respectively. Combination treatment led 
to higher antitumor activity and more durable responses 
versus both doses of cemiplimab monotherapy.

Additional analyses revealed that a median duration of 
response (DOR) was not reached among patients achieving 
a complete response (CR) or partial response (PR) in arms 
B and C. However, there was an observed DOR in both: 
2-plus to 6.9-plus months in arm B compared with 4.8-plus 
months in arm C. Arm A had no CRs or PRs.

Ninety-three percent of patients enrolled in the trial 
experienced at least 1 treatment-emergent adverse event 
(TEAE) of any grade, and 59.3% of patients experienced 
grade 3 or higher TEAEs. The occurrence of any-grade 
TEAEs was similar across the 3 arms: arm A, 37.5% 
(decreased appetite, constipation); arm B, 36.4% (hypothy-
roidism, pneumonia); arm C, 37.5% (decreased appetite).

Five patients also experienced grade 3 or higher 
immune-related AEs: arm A, decreased appetite (n = 1); arm 
B, hypothyroidism (n = 1), increased γ-glutamyltransferase 
(n = 1), increased blood alkaline phosphatase and myalgia 
(n = 1); arm C, cerebrovascular accident (n = 1).

“This phase 2 study demonstrated that in patients with 
advanced squamous or nonsquamous NSCLC and [less 
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than] 50% PD-L1 expression, second-line combination 
treatment with cemiplimab 350 mg plus ipilimumab 50 mg 
exhibited numerically higher antitumor activity than 
cemiplimab monotherapy (350 or 1050 mg),” the authors 
concluded. “No new safety concerns were identified 
compared with previous analyses of cemiplimab.” ◆
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Postoperative Radiotherapy in NSCLC and Mediastinal 
N2 Involvement: An Unresolved Question
James Borwick

THE USE OF POSTOPERATIVE RADIOTHERAPY (PORT) in 
patients with completely resected non–small cell lung 
cancer (NSCLC) has been a cause for doubt and debate 
since a Lancet article in 1998 indicated that PORT was 
detrimental to patients with pN0 and pN1 disease, although 
the effect on those with pN2 disease was unclear.1 In the 
2 decades since that report, much has changed in disease 
treatment, and subsequent retrospective and database 
studies indicate that PORT in pN2 disease is associated with 
longer overall survival (OS) versus no PORT,1-3 but a large 
randomized trial has long been needed to clarify the role 
of mediastinal PORT in patients with NSCLC. The phase 3 
LUNG ART study (NCT00410683) was initiated to fulfill this 
need, and the results were presented by Cecile Le Pechoux 
of Gustave Roussy in Villejuif, France, at the European 
Society for Medical Oncology Virtual Congress 2020.4

Patients included in the study had completely 
resected NSCLC with N2 involvement and had received 
preoperative, postoperative, or no chemotherapy. Patients 
were randomized 1:1 to receive conformal PORT or no 
PORT (control group), and the primary end point was 
disease-free survival (DFS). Secondary end points included 
OS, patterns of relapse, local failure, second cancers, and 
safety. Based on a target enrollment of 500 patients with an 

estimated 292 events, the authors hypothesized that the 
3-year DFS rate would be 42% versus 30% in the PORT and 
control arms, respectively.4

At the data cutoff of May 31, 2019, 501 patients were 
included in the intention-to-treat population, mostly from 
France, and the median follow-up period was 4.8 years. 
Patients were primarily male (66%), with an average age of 
61, and more than 90% had a history of smoking. Clinical 
TNM staging revealed that 41% (control) and 42% (PORT) 
of patients had unforeseen N2 disease, and almost a 
quarter had N2 disease at more than 1 station. Histology 
revealed that approximately three-fourths of patients 
had adenocarcinoma and 20% to 23% had squamous 
cell carcinoma. 3D conformal radiation therapy was the 
PORT technique employed in 89% of cases, and intensity-
modulated radiation therapy was employed in 25% 
(unspecified, n = 26).

The primary end point results were not what the investi-
gators might have hoped for, although the details revealed 
a complex picture of outcomes in the 2 groups. Median 
DFS was 22.8 months (95% CI, 17-37) in the control group 
compared with 30.5 months (95% CI, 24-49) in the PORT 
group, a difference that was not statistically significant. The 
3-year DFS rate was 43.8% (95% CI, 37-51) in the control 
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group and 47.1% (95% CI, 40-54) in the PORT group. 
Adjusted Cox model analysis produced a hazard ratio of 
0.85 for DFS with PORT versus controls (P = .16).

Looking more closely at the components of the DFS end 
point, with regard to first events, there is a notable differ-
ence in the rate of mediastinal relapse, which was almost 
twice as common in the control group compared with the 
PORT group (46.1% vs 25.0%). At the same time, death as 
a first event was more common in the PORT group (n = 21; 
12.6%) than in the control group (n = 8; 5.3%). Notably, 
11 of those 21 deaths in the PORT group were due to cardio-
pulmonary factors and 2 were the result of PORT toxicity. 

There was little difference between the 2 groups in 
OS, with 3-year OS achieved by 68.5% (95% CI, 61-75) of 
patients in the control arm compared with 66.5% (95% CI, 
59-73) in the PORT arm. Nevertheless, both results may be 
regarded as positive regardless of how they compare with 
each other, and OS was higher in both groups than the 
investigators had anticipated.

There were 201 deaths in the study overall, evenly 
divided between the control group (n = 102; 41.5%) and the 
PORT group (n = 99; 39.6%), although the causes of death 
differed in several notable ways. Disease progression or 
recurrence was the cause of death in 86.1% of patients in 
the control arm compared with 69.4% of patients in the 
PORT arm. In contrast, cardiopulmonary-related deaths 
accounted for 16.2% (n = 16) of deaths in the PORT arm 
compared with 2.0% (n = 2) in the control arm. Three 
deaths in the PORT group were the result of radiotherapy or 
chemotherapy toxicity versus none in the control group.

Toxicities were common in both groups, somewhat more 
so in the PORT (92.1%) than in the control (81.3%), but 

PORT patients were more likely to experience grade 3/4 
early toxicity (ie, within the first 3 months; 11.6% vs 7.7%) 
and grade 3/4 late toxicity (14.6% vs 8.9%). Patients in the 
PORT group were more likely to experience at least 1 grade 
3/4 cardiac or pulmonary toxicity (10.8%) than patients in 
the control arm (4.9%). PORT patients were also more likely 
to experience second cancers than control patients (11.1% 
vs 7.2%), and the likelihood of the second cancer being lung 
cancer was higher in the PORT group (39.3% vs 22.2%).

LUNG ART was conducted to evaluate whether PORT 
should become a standard of care for all patients with 
stage III-N2 NSCLC, and the answer, at least for now, is no. ◆
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Abstract LBA3_PR.

Treatment Shows Promise for Locally Advanced 
Basal Cell Carcinoma After First-line Hedgehog 
Inhibitor Therapy
James Borwick

AT THE EUROPEAN SOCIETY for Medical Oncology (ESMO) 
Virtual Congress 2020, Alexander Stratigos, MD, PhD, 
presented encouraging results from a phase 2 trial of 
cemiplimab in patients with locally advanced basal cell 
carcinoma (laBCC) who experience disease progression or 

are intolerant to Hedgehog inhibitors (HHIs). “For patients 
with locally advanced BCC, there is no approved treat-
ment after first-line HHI therapy,” noted Stratigos, a faculty 
member of the Andreas Sygros Hospital–University of 
Athens Medical School in Greece.1
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HHIs including vismodegib and sonidegib are indicated 
for recurrent laBCC after surgery or radiation therapy and 
in patients ineligible for either procedure; vismodegib 
is also indicated for metastatic BCC.2,3 But the absence 
of second-line or later therapy after HHI leaves a large 
unmet need that provided a rationale for the phase 2 study 
of cemiplimab, a PD-1 antibody currently indicated for 
patients with metastatic cutaneous squamous cell carci-
noma (CSCC) or locally advanced CSCC.4

The study (NCT03132636) included both patients with 
laBCC and those with metastatic BCC, but the ESMO 2020 
presentation addressed only the former group of patients 
(n = 84), who were treated with intravenous cemiplimab 
350 mg for up to 93 weeks. Two-thirds of patients were male, 
with an average age of 70 years, and 89% had head and neck 
tumors. Previous discontinuation of HHI therapy was due to 
disease progression (71.4%) or intolerance to HHI therapy 
(mainly vismodegib). The primary end point was overall 
response rate (RECIST 1.1 and/or modified World Health 
Organization criteria), by independent central review.1

The response rate to cemiplimab therapy was 31% (95% CI, 
21.3%-42.0%), including 5 patients with complete response 
and 21 with partial response (2 of these were confirmed 
after the cutoff date). Nearly half of the patients in the study 
(48.8%) experienced stable disease, whereas 9 patients (10.7%) 
had disease progression and 8 (9.5%) were not evaluable.1

Duration of response and time to response were highly 
variable, but the Kaplan-Meier estimated probability of 
6-month duration of response was 90.9% (95% CI, 68.3%-
97.6%) and 85.2% (95% CI, 60.5%-95.0%) for 12-month 
duration of response. Estimated progression-free survival 
per Kaplan-Meier was 19.3 months, and estimated prob-
ability of 12-month event-free survival was 56.5%. The 
estimated probability of 12-month survival was 92.3%, and 
the median overall survival was not reached.1

Fifty of 84 patients in the study had baseline tumor 
samples evaluable for PD-L1 status, which showed that 
35 patients had PD-L1 less than 1% and 15 had PD-L1 of 
at least 1%. This also revealed that the overall response 
rate was nearly identical in the 2 groups: 26% versus 27%, 
respectively, although the group with a PD-L1 of at least 
1% was more likely to have a complete response. At day 56, 
the disease control rate (complete and partial response or 
otherwise nonprogressive disease) was 77% for patients 
with PD-L1 less than 1% compared with 87% in patients 
with PD-L1 of 1% or greater. At 182 days, little difference 
was observed between the 2 groups: 51% in the PD-L1 less 
than 1% group and 53% in the PD-L1 1% or greater group.1

Treatment-emergent adverse events (TEAEs) were 
reported in all but 2 of 84 patients in the study, with more 
than half (n = 43) experiencing a grade 3 or 4 TEAE. The most 

frequently observed TEAEs were fatigue (25%) and pruritus 
and asthenia (both 14%). Colitis was the most common 
grade 3/4 TEAE and was reported in 4 patients, whereas 
2 patients each experienced grade 3/4 fatigue or adrenal 
insufficiency. Serious TEAEs of any grade were observed in 29 
(35%) patients, 22 (26%) of which were grade 3 or 4. Fourteen 
patients discontinued treatment because of TEAEs.1

One-quarter of patients experienced immune-related 
AEs (irAEs), most commonly hypothyroidism (n = 8) and 
colitis (n = 5), whereas 10% had grade 3 irAEs, including 3 
reports of colitis and 2 of adrenal insufficiency. Stratigos 
characterized cemiplimab’s safety profile in this phase 2 
study as acceptable for the patient population with laBCC, 
“consistent with previously reported experience with 
cemiplimab” in other tumor types, and consistent with that 
of other PD-1 antibody agents.1

According to Stratigos, the results of this phase 2 study 
demonstrate that cemiplimab is “the first systemic therapy 
to show clinical benefit in patients with laBCC after HHI 
therapy.” Its utility in this patient population is, moreover, 
supported by its efficacy in patients regardless of baseline 
PD-L1 expression. He concluded that results of the study 
offered a “strong rationale” for cemiplimab as a second-
line or later therapy for patients who have failed or are 
intolerant to HHIs.1

The study is ongoing, with a completion date scheduled 
for the second quarter of 2022, at which point full results in 
patients with laBCC and those with metastatic BCC should 
be available. This study is one of several trials of cemiplimab 
in several tumor types, including non–small cell lung cancer, 
advanced CSCC, cervical cancer, and hematologic cancers.5 ◆
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Dual Blockade in Metastatic Castration-Resistant 
Prostate Cancer: Ipatasertib and Abiraterone 
Combination Improves PFS Compared With 
Abiraterone Alone
James Borwick

INITIAL RESULTS FROM the phase III IPATential150 study 
were presented by Johann de Bono of the Institute of 
Cancer Research and The Royal Marsden in London, 
United Kingdom, at the European Society for Medical 
Oncology Virtual Congress 2020. IPATential150 inves-
tigators compared ipatasertib (IPAT) plus abiraterone 
(ABI) versus placebo plus ABI in patients with metastatic 
castration-resistant prostate cancer (mCRPC). The ratio-
nale for the study originated from the fact that 40% to 50% 
of patients with mCRPC have a loss of the AKT phosphatase 
PTEN, which promotes hyperactive PI3K/AKT signaling. 

“PTEN loss in this disease,” de Bono said, “is associated 
with worse prognosis and reduced benefit from androgen 
receptor [AR] blockade, for example, with abiraterone.” 
This arises from reciprocal crosstalk between AR and PI3K/
AKT signaling and the potential for AR blockade to acti-
vate PI3K/AKT signaling, thereby promoting cancer cell 
survival.1 “Dual blockade,” de Bono noted, “has superior 
antitumor activity.” 

This benefit was confirmed in a previous phase II 
study comparing ABI plus IPAT with ABI plus placebo, 
which showed that dual blockade increased radiographic 
progression-free survival (rPFS) compared with ABI 
alone, and more so for patients with PTEN-loss tumors.2 
The IPATential150 trial (NCT03072238) compared the 
same therapies in a larger group of treatment-naïve 
patients with mCRPC.1

The study design involved 1101 patients with 
asymptomatic or mildly symptomatic mCRPC who were 
randomized 1:1 to receive IPAT 400 mg daily plus ABI 
100 mg daily or placebo plus ABI. The coprimary end 
points were rPFS in the intention-to-treat (ITT) population 
and the PTEN-loss population (defined as ≥ 50% of tumor 
area with no detectable PTEN staining). Median patient 
age was 70 years, approximately 70% of patients were 
White and 20% were Asian, and metastatic disease was 
located most often in bone (approximately 84%) and lymph 
nodes (approximately 39%). Of the 1101 patients in the 
ITT population, 521 had PTEN loss.1

At the cutoff date, 33% and 36% of patients in the 
ABI-plus-placebo and the ABI-plus-IPAT groups, respec-
tively, were still on treatment, whereas a similar proportion 
were in survival at follow-up. Twenty-five percent of 
patients in the placebo group had died compared with 22% 
in the IPAT group.1

The primary end point outcome for the PTEN-loss 
population was a median rPFS of 16.5 months (95% CI, 
13.9-17.0) in the ABI-plus-placebo group compared with 
18.5 months (95% CI, 16.3-22.1) in the ABI-plus-IPAT group, 
a 20% reduction in risk of radiologic progression. The 
hazard ratio (HR) for rPFS was 0.77 (95% CI, 0.61-0.98), with 
a P value of .034. The ITT population also showed a benefit 
with the addition of IPAT, although, as anticipated, the HR 
was less robust than that seen in the PTEN-loss population. 
The median rPFS in the placebo group was 16.6 months 
(95% CI, 15.6-19.1) compared with 19.2 months (95% CI, 
16.5-22.3) in the IPAT group, resulting in an HR of 0.84 
(95% CI, 0.71-0.99; P = .043). It should be noted that for this 
analysis, the threshold of significance was set at P = .01; 
thus, the difference in rPFS in the ITT population analysis 
was not significant.1

Among secondary end points, a series of predetermined 
subgroup analyses in the PTEN-loss cohort demon-
strated superiority of AB plus IPAT versus AB plus placebo, 
including ECOG PS (0 vs 1), age, lactate dehydrogenase 
level, and liver or lung metastases (yes rather than no). The 
objective response rate was superior with IPAT in both the 
PTEN-loss and ITT cohorts, with complete response in the 
PTEN-loss cohort seen in 6% of the placebo group and 19% 
of the IPAT group compared with 9% (placebo) and 18% 
(IPAT), respectively, in the ITT cohort. In the PTEN-loss 
cohort, duration of response (DOR) was 13.9 months versus 
17.7 months for the placebo and IPAT groups, respectively, 
whereas in the ITT cohort, DOR was similar for both treat-
ment groups (16.2 months vs 15.9 months, respectively). 
The prostate-specific antigen (PSA) response rate and time 
to PSA progression also significantly favored the IPAT treat-
ment groups for both the PTEN-loss and ITT cohorts.1
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One of the other secondary end points, time to pain 
progression, trended toward benefit with IPAT treatment 
in both cohorts, but the number of events was relatively 
low, preventing the drawing of any clear conclusions. 
A similar trend was seen in time to initiation of cytotoxic 
chemotherapy and OS, with the outcomes favoring IPAT 
treatment but with relatively few events reported at the 
time of cutoff.1

With regard to safety, most patients in both groups 
experienced adverse events (AEs), but the rate of grade 3/4 
AEs was notably higher in the ABI-plus-IPAT group (70.1%) 
compared with the ABI-plus-placebo group (39.0%). 
Serious AEs were also more common in the IPAT group 
(39.6% vs 22.7%), whereas deaths arising from AEs occurred 
in more patients treated with IPAT (n = 24; 4.4%) compared 
with those receiving placebo (n = 20; 3.7%). AEs resulting 
in discontinuation of treatment were 4-fold more frequent 
in the IPAT group (21.1% vs 5.1%), and dose reductions 
due to AEs were more than 6-fold more common with 
IPAT (39.9% vs 6.2%). Skin rash, hyperglycemia, alanine 

aminotransferase elevation, and diarrhea were the most 
common grade 3/4 AEs reported in the IPAT-treated group.1

The results from IPATential150 strongly support the 
efficacy of dual blockade with ipatasertib and abiraterone 
in mCRPC, although the safety data give cause for caution. 
Some of the toxicity concerns might be addressed with 
prophylactic treatment for diarrhea and cutaneous AEs, 
de Bono said, but it remains to be seen whether such an 
approach is sufficient to make this drug combination viable 
for the mCRPC patient population.1 ◆
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