
What physicians need 
in a � nancial adviser Investing during stock market turbulence

VOL. 99  NO. 10

OCTOBER 2022

SMARTER BUSINESS. BETTER PATIENT CARE.SMARTER BUSINESS. BETTER PATIENT CARE.

PAGE 8

A conversation on physician well-being

8 tips for managing 
your malpractice risk

LAWSUITPROTECTIONLAWSUITPROTECTIONLAWSUIT GUIDELAWSUIT GUIDELAWSUIT

Careers Physician roundtable on burnout
Tech Addressing your practice’s software needs

Chronic Conditions Gout management

Practice Management
Not enough time in the day? 

It’s not your imagination

LAW
SU

IT PRO
TECTIO

N
 G

U
ID

E    
    N

O
T EN

O
U

G
H

 TIM
E IN

 TH
E D

AY    
    PH

YSIC
IAN

 BU
RN

O
U

T RO
U

N
D

TABLE
O

C
T

O
B

E
R

 2022
M

E
D

IC
A

L EC
O

N
O

M
IC

S



Job Name 22SHX_11738651_HCP_JA_MedEconomics_September.indd

GraphicServices:CLIENTS:GSK:SHINGRIX:22SHX:22SHX_11738651_HCP_JournalAds_September:22SHX_11738651_HCP_JA_MedEco-
nomics_September.indd

Fonts
Nolan (Heavy, Bold, Regular, Medium), Minion Pro (Regular)

Links
red_squared.psd (CMYK; 453 ppi), Arm with band-aid getty.jpg (CMYK; 501 ppi), SHI_4CP_FC.ai

 Cyan
 Magenta
 Yellow
 Black

Inks Document Path, Fonts & Placed Graphics

WHEN YOU
POKE THEM,
PROD THEM.

Indication
SHINGRIX is a vaccine indicated for prevention 
of herpes zoster (shingles) in adults aged
50 years and older.
SHINGRIX is not indicated for prevention of 
primary varicella infection (chickenpox).

Important Safety Information
• SHINGRIX is contraindicated in anyone 

with a history of a severe allergic reaction 
(eg, anaphylaxis) to any component of 
the vaccine or after a previous dose of 
SHINGRIX

• Review immunization history for possible 
vaccine sensitivity and previous vaccination-
related adverse reactions. Appropriate 
medical treatment and supervision must be 
available to manage possible anaphylactic 
reactions following administration of 
SHINGRIX

• In a postmarketing observational study, an 
increased risk of Guillain-Barré syndrome 
was observed during the 42 days following 
vaccination with SHINGRIX

• Syncope (fainting) can be associated with 
the administration of injectable vaccines, 
including SHINGRIX. Procedures should be 
in place to avoid falling injury and to restore 
cerebral perfusion following syncope

When giving a COVID-19 or flu
vaccine to patients 50 years and older,

urge them to schedule a shingles 
vaccination, too.*

*Routine vaccination is an essential preventive care service that should not be delayed because of the 
COVID-19 pandemic. Because of COVID-19-related reductions in people accessing vaccination services,
it is important to assess vaccination status at each patient visit. Please visit CDC’s COVID-19 webpage
for more information.1
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• Solicited local adverse reactions reported in 
individuals aged 50 years and older were pain 
(78%), redness (38%), and swelling (26%)

• Solicited general adverse reactions reported 
in individuals aged 50 years and older were 
myalgia (45%), fatigue (45%), headache 
(38%), shivering (27%), fever (21%), and 
gastrointestinal symptoms (17%)

• The data are insufficient to establish if there 
is vaccine-associated risk with SHINGRIX in 
pregnant women

• It is not known whether SHINGRIX is 
excreted in human milk. Data are not 
available to assess the effects of SHINGRIX 
on the breastfed infant or on milk
production/excretion

• Vaccination with SHINGRIX may not result in 
protection of all vaccine recipients  

Please see Brief Summary of
Prescribing Information for SHINGRIX
on the following pages.
References: 1. Interim guidance for routine and influenza immunization services 
during the COVID-19 pandemic. Centers for Disease Control and Prevention. 
Reviewed April 15, 2021. Accessed September 9, 2021. https://www.cdc.gov/
vaccines/pandemic-guidance/index.html 2. Kilgore PE, Kruszon-Moran D, 
Seward JF, et al. Varicella in Americans from NHANES III: implications for 
control through routine immunization. J Med Virol. 2003;70 (suppl 1):S111-S118. 
3. Centers for Disease Control and Prevention. Prevention of herpes zoster: 
recommendations of the Advisory Committee on Immunization Practices (ACIP). 
MMWR. 2008;57(RR-5):1-30.

©2021 GSK or licensor.
SGXJRNA210047 September 2021 
Produced in USA.   

Trademarks are owned by or licensed to the GSK group of companies.

There are a lot of things that patients can’t prevent as they age—
but you can help them prevent shingles. Don’t wait another day to 
schedule a SHINGRIX vaccination with your appropriate patients.

SHINGRIX Dark Red SHINGRIX Gray (60K) SHINGRIX Gray (10K)
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99.5% of people 
aged 50 years and older 

are infected with 
varicella zoster virus2,3

In 1 out of 3 people the 
virus reactivates and 

causes shingles3

Patients may be coming in for their COVID-19 or annual flu 
vaccination. But for patients 50 years and older, there’s another 
risk to watch out for—shingles.2,3 That’s why it’s also the perfect 
opportunity to discuss vaccination with SHINGRIX.

If they’re 50 years and older, 
it’s time to start the conversation

Download our Shingles Discussion Guide at

talkshingles.com
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BRIEF SUMMARY

SHINGRIX (Zoster Vaccine Recombinant, Adjuvanted)

The following is a brief summary only; see full prescribing 
information for complete product information.

1 INDICATIONS AND USAGE

SHINGRIX is a vaccine indicated for prevention of herpes zoster (HZ) 
(shingles) in adults aged 50 years and older.

Limitations of Use:

•  SHINGRIX is not indicated for prevention of primary varicella 
infection (chickenpox).

2 DOSAGE AND ADMINISTRATION

2.2 Administration Instructions 

For intramuscular injection only.

After reconstitution, administer SHINGRIX immediately or store 
refrigerated between 2° and 8°C (36° and 46°F) and use within 
6 hours. Discard reconstituted vaccine if not used within 6 hours.

2.3 Dose and Schedule

Two doses (0.5 mL each) administered intramuscularly according 
to the following schedule:

•  A fi rst dose at Month 0 followed by a second dose administered 
2 to 6 months later.

4 CONTRAINDICATIONS

Do not administer SHINGRIX to anyone with a history of a severe 
allergic reaction (e.g., anaphylaxis) to any component of the vaccine 
or after a previous dose of SHINGRIX [see Description (11) of full 
prescribing information].

5 WARNINGS AND PRECAUTIONS

5.1 Preventing and Managing Allergic Vaccine Reactions

Prior to administration, the healthcare provider should review the 
immunization history for possible vaccine sensitivity and previous 
vaccination-related adverse reactions. Appropriate medical treatment 
and supervision must be available to manage possible anaphylactic 
reactions following administration of SHINGRIX.

5.2 Guillain-Barré Syndrome (GBS)

In a postmarketing observational study, an increased risk of GBS 
was observed during the 42 days following vaccination with 
SHINGRIX [see Adverse Reactions (6.2)].

5.3 Syncope 

Syncope (fainting) can be associated with the administration of 
injectable vaccines, including SHINGRIX. Syncope can be 
accompanied by transient neurological signs such as visual 
disturbance, paresthesia, and tonic-clonic limb movements. 
Procedures should be in place to avoid falling injury and to restore 
cerebral perfusion following syncope.

6 ADVERSE REACTIONS

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, 
adverse reaction rates observed in the clinical trials of a vaccine 
cannot be directly compared with rates in the clinical trials of another 
vaccine and may not refl ect the rates observed in practice. There is 
the possibility that broad use of SHINGRIX could reveal adverse 
reactions not observed in clinical trials.

Adults Aged 50 Years and Older

Overall, 17,041 adults aged 50 years and older received at least 1 
dose of SHINGRIX in 17 clinical studies.

The safety of SHINGRIX was evaluated by pooling data from 2 
placebo-controlled clinical studies (Studies 1 and 2) involving 29,305 
subjects aged 50 years and older who received at least 1 dose of 
SHINGRIX (n = 14,645) or saline placebo (n = 14,660) administered 
according to a 0- and 2-month schedule. At the time of vaccination, 
the mean age of the population was 69 years; 7,286 (25%) subjects 
were aged 50 to 59 years, 4,488 (15%) subjects were aged 60 to 69 
years, and 17,531 (60%) subjects were aged 70 years and older. Both 
studies were conducted in North America, Latin America, Europe, 
Asia, and Australia. In the overall population, the majority of subjects 
were White (74%), followed by Asian (18%), Black (1.4%), and other 
racial/ethnic groups (6%); 58% were female.

Solicited Adverse Reactions: In Studies 1 and 2, data on solicited local 
and general adverse reactions were collected using standardized diary 
cards for 7 days following each vaccine dose or placebo (i.e., day of 
vaccination and the next 6 days) in a subset of subjects (n = 4,886 
receiving SHINGRIX, n = 4,881 receiving placebo with at least 1 

documented dose). Across both studies, the percentages of subjects 
aged 50 years and older reporting each solicited local and general 
adverse reaction following administration of SHINGRIX (both doses 
combined) were pain (78%), redness (38%), and swelling (26%); and 
myalgia (45%), fatigue (45%), headache (38%), shivering (27%), fever 
(21%), and gastrointestinal symptoms (17%).

The reported frequencies of specifi c solicited local adverse reactions 
and general adverse reactions (overall per subject), by age group, 
from the 2 studies are presented in Table 1.

Table 1. Percentage of Subjects with Solicited Local and 
General Adverse Reactions within 7 Daysa of Vaccination in 
Adults Aged 50 to 59 Years, 60 to 69 Years, and 70 Years and 
Olderb (Total Vaccinated Cohort with 7-Day Diary Card)

Adverse
Reactions

Aged 50-59 
Years

Aged 60-69 
Years

Aged ≥70 
Years

SHINGRIX Placeboc SHINGRIX Placeboc SHINGRIX Placeboc

Local 
Adverse
Reactions

n = 1,315
%

n = 1,312
%

n = 1,311
%

n = 1,305
%

n = 2,258
%

n = 2,263
%

Pain 88 14 83 11 69 9
Pain, 
Grade 3d 10 1 7 1 4 0.2

Redness 39 1 38 2 38 1
Redness, 
>100 mm 3 0 3 0 3 0

Swelling 31 1 27 1 23 1
Swelling, 
>100 mm 1 0 1 0 1 0

General 
Adverse 
Reactions

n = 1,315
%

n = 1,312
%

n = 1,309
%

n = 1,305
%

n = 2,252
%

n = 2,264
%

Myalgia 57 15 49 11 35 10
Myalgia, 
Grade 3e 9 1 5 1 3 0.4

Fatigue 57 20 46 17 37 14

Fatigue, 
Grade 3e 9 2 5 1 4 1

Headache 51 22 40 16 29 12
Headache, 
Grade 3e 6 2 4 0.2 2 0.4

Shivering 36 7 30 6 20 5
Shivering, 
Grade 3e 7 0.2 5 0.3 2 0.3

Fever 28 3 24 3 14 3
Fever, 
Grade 3f 0.4 0.2 1 0.2 0.1 0.1

GIg 24 11 17 9 14 8
GI, 
Grade 3e 2 1 1 1 1 0.4

Total vaccinated cohort for safety included all subjects with at 
least 1 documented dose (n).
a 7 days included day of vaccination and the subsequent 6 days.
b  Data for subjects aged 50 to 59 years and 60 to 69 years are based 

on Study 1. Data for subjects 70 years and older are based on pooled 
data from Study 1: NCT01165177 and Study 2: NCT01165229.

c Placebo was a saline solution.
d  Grade 3 pain: Defi ned as signifi cant pain at rest; prevents 

normal everyday activities.
e  Grade 3 myalgia, fatigue, headache, shivering, and GI: Defi ned 

as preventing normal activity.
f   Fever defi ned as ≥37.5°C/99.5°F for oral, axillary, or tympanic 

route, or ≥38°C/100.4°F for rectal route; Grade 3 fever defi ned 
as >39.0°C/102.2°F.

g  GI = Gastrointestinal symptoms including nausea, vomiting, 
diarrhea, and/or abdominal pain.

The incidence of solicited local and general reactions was lower 
in subjects aged 70 years and older compared with those aged 
50 to 69 years.

The local and general adverse reactions seen with SHINGRIX had 
a median duration of 2 to 3 days.

(continued on next page)
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There were no differences in the proportions of subjects reporting 
any or Grade 3 solicited local reactions between Dose 1 and 
Dose 2. Headache and shivering were reported more frequently 
by subjects after Dose 2 (28% and 21%, respectively) compared 
with Dose 1 (24% and 14%, respectively). Grade 3 solicited 
general adverse reactions (headache, shivering, myalgia, and 
fatigue) were reported more frequently by subjects after Dose 2 
(2.3%, 3%, 4%, and 4%, respectively) compared with Dose 1 
(1.4%, 1.4%, 2.3%, and 2.4%, respectively).

Unsolicited Adverse Events: Unsolicited adverse events that 
occurred within 30 days following each vaccination (Day 0 to 29) 
were recorded on a diary card by all subjects. In the 2 studies, 
unsolicited adverse events occurring within 30 days of 
vaccination were reported in 51% and 32% of subjects who 
received SHINGRIX (n = 14,645) or placebo (n = 14,660), 
respectively (Total Vaccinated Cohort). Unsolicited adverse events 
that occurred in ≥1% of recipients of SHINGRIX and at a rate at 
least 1.5-fold higher than placebo included chills (4% versus 
0.2%), injection site pruritus (2.2% versus 0.2%), malaise (1.7% 
versus 0.3%), arthralgia (1.7% versus 1.2%), nausea (1.4% versus 
0.5%), and dizziness (1.2% versus 0.8%).

Gout (including gouty arthritis) was reported by 0.18% (n = 27) 
versus 0.05% (n = 8) of subjects who received SHINGRIX or 
placebo, respectively, within 30 days of vaccination; available 
information is insuffi cient to determine a causal relationship
with SHINGRIX.

Serious Adverse Events (SAEs): In the 2 studies, SAEs were 
reported at similar rates in subjects who received SHINGRIX 
(2.3%) or placebo (2.2%) from the fi rst administered dose up to 
30 days post-last vaccination. SAEs were reported for 10.1% of 
subjects who received SHINGRIX and for 10.4% of subjects who 
received placebo from the fi rst administered dose up to 1 year 
post-last vaccination. One subject (<0.01%) reported 
lymphadenitis and 1 subject (<0.01%) reported fever greater than 
39°C; there was a basis for a causal relationship with SHINGRIX.

Optic ischemic neuropathy was reported in 3 subjects (0.02%) 
who received SHINGRIX (all within 50 days after vaccination) and 
0 subjects who received placebo; available information is 
insuffi cient to determine a causal relationship with SHINGRIX.

Deaths: From the fi rst administered dose up to 30 days post-last 
vaccination, deaths were reported for 0.04% of subjects who 
received SHINGRIX and 0.05% of subjects who received placebo 
in the 2 studies. From the fi rst administered dose up to 1 year 
post-last vaccination, deaths were reported for 0.8% of subjects 
who received SHINGRIX and for 0.9% of subjects who received 
placebo. Causes of death among subjects were consistent with 
those generally reported in adult and elderly populations.

Potential Immune-Mediated Diseases: In the 2 studies, new onset 
potential immune-mediated diseases (pIMDs) or exacerbation of 
existing pIMDs were reported for 0.6% of subjects who received 
SHINGRIX and 0.7% of subjects who received placebo from the fi rst 
administered dose up to 1 year post-last vaccination. The most 
frequently reported pIMDs occurred with comparable frequencies in 
the group receiving SHINGRIX and the placebo group.

Dosing Schedule: In an open-label clinical study, 238 subjects 50 
years and older received SHINGRIX as a 0- and 2-month or 0- and 
6-month schedule. The safety profi le of SHINGRIX was similar when 
administered according to a 0- and 2-month or 0- and 6-month 
schedule and was consistent with that observed in Studies 1 and 2.

6.2 Postmarketing Experience

The following adverse reactions have been identifi ed during 
postapproval use of SHINGRIX. 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 the vaccine.

General Disorders and Administration Site Conditions

Decreased mobility of the injected arm which may persist for 1 or 
more weeks.

Immune System DisordersImmune System Disorders

Hypersensitivity reactions, including angioedema, rash, and urticaria.

Nervous System DisordersNervous System Disorders

Guillain-Barré syndrome.

Postmarketing Observational Study of the Risk of Guillain-BarréPostmarketing Observational Study of the Risk of Guillain-Barré
Syndrome following Vaccination with SHINGRIXSyndrome following Vaccination with SHINGRIX

The association between vaccination with SHINGRIX and GBS was 
evaluated among Medicare benefi ciaries aged 65 years or older. 
Using Medicare claims data, from October 2017 through February 
2020, vaccinations with SHINGRIX among benefi ciaries were 

identifi ed through National Drug Codes, and potential cases of 
hospitalized GBS among recipients of SHINGRIX were identifi ed 
through International Classifi cation of Diseases codes.

The risk of GBS following vaccination with SHINGRIX was assessed 
in self-controlled case series analyses using a risk window of 1 to 42 
days post-vaccination and a control window of 43 to 183 days 
post-vaccination. The primary analysis (claims-based, all doses) 
found an increased risk of GBS during the 42 days following 
vaccination with SHINGRIX, with an estimated 3 excess cases of 
GBS per million doses administered to adults aged 65 years or older. 
In secondary analyses, an increased risk of GBS was observed
during the 42 days following the fi rst dose of SHINGRIX, with an 
estimated 6 excess cases of GBS per million doses administered to 
adults aged 65 years or older, and no increased risk of GBS was 
observed following the second dose of SHINGRIX. These analyses
of GBS diagnoses in claims data were supported by analyses of 
GBS cases confi rmed by medical record review. While the results 
of this observational study suggest a causal association of GBS 
with SHINGRIX, available evidence is insuffi cient to establish a 
causal relationship.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

The data are insuffi cient to establish if there is vaccine-associated 
risk with SHINGRIX in pregnant women [see Use in Specifi c 
Populations (8.1) of full prescribing information].

8.2 Lactation

Risk SummaryRisk Summary

It is not known whether SHINGRIX is excreted in human milk. Data 
are not available to assess the effects of SHINGRIX on the breastfed 
infant or on milk production/excretion [see Use in Specifi c 
Populations (8.2) of full prescribing information].

8.5 Geriatric Use

Adults Aged 60 Years and OlderAdults Aged 60 Years and Older

Of the total number of subjects who received at least 1 dose of 
SHINGRIX in Studies 1 and 2 (n = 14,645), 2,243 (15%) were aged
60 to 69 years, 6,837 (47%) were aged 70 to 79 years, and 1,921 
(13%) were 80 years and older. There were no clinically meaningful 
differences in effi cacy across the age groups [see Clinical Studies 
(14.1, 14.2, 14.3) of full prescribing information].

The frequencies of solicited local and general adverse reactions in 
subjects aged 70 years and older were lower than in younger adults 
(aged 50 through 69 years). [See Adverse Reactions (6.1).]

17 PATIENT COUNSELING INFORMATION

•  Inform patients of the potential benefi ts and risks of immunization 
with SHINGRIX and of the importance of completing the 2-dose 
immunization series according to the schedule.

•  Inform patients about the potential for adverse reactions that have 
been temporally associated with administration of SHINGRIX.

•  Provide the Vaccine Information Statements, which are available
free of charge at the Centers for Disease Control and Prevention 
(CDC) website (www.cdc.gov/vaccines).

Trademarks are owned by or licensed to the GSK group
of companies.

Manufactured by GlaxoSmithKline Biologicals
Rixensart, Belgium, U.S. License 1617, and
Distributed by GlaxoSmithKline
Research Triangle Park, NC 27709

©2021 GSK group of companies or its licensor.
July 2021 SHX:6BRS

©2021 GSK or licensor.
SGXJRNA210047 September 2021
Produced in USA.
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PUBLISHER’S NOTE

M edical malpractice — the threat of being sued by a 
patient — is one of those topics that keep physicians 
up at night. There’s lots of statistics out there that 

say that most physicians will face a lawsuit at some point in 
their career.

It makes intuitive sense. Physicians are humans, and 
humans make mistakes. Bad things sometimes happen; 
unfortunate outcomes cannot be completely avoided. 

But there’s no need to be fatalistic about it. Preparation, 
not worry, is the correct response, according to experts we 
interviewed as part of our cover story this month.

Preparation does not just mean getting your legal and 
risk management house in order. It also means being a 
caring physician. Because mistakes do happen, when they 
do it helps if the patient in question likes you.

As malpractice defense attorney Christopher Ryan told 
us: “I’ve seen situations where people chose not to pursue 
litigation because they liked the physician.”

So check out our cover story this month, which takes a 
comprehensive look at all the ways physicians can fortify 
their legal protections. We hope it will help put any of your 
worries to rest.

We’ve got some other great content in this issue. For 
example: Did you ever think there wasn’t enough time in 
the day to get done all of the work in your practice and 
with your patients that you need to? Well, that hunch has 
been proven correct by a recent study. We interviewed the 
author, so check that out. 

As always, we value your feedback on our coverage, and 
welcome your story ideas and other thoughts. Please reach 
out at medec@mjhifesciences.com.

Mike Hennessy Jr.
President and CEO

of MJH Life Sciences®

Lawsuit  
protection guide
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Use key sectors to stake your 
position in a chaotic stock market
By Dave S. Gilreath, CFP

Stock market turbulence may 
increase in the coming weeks, as 
it has in early autumn in recent 
years. This time, bumps from 
potentially rising volatility could 
be especially rough because of 
existing market chaos. 

But investors shouldn’t be 
looking around for parachutes 
marked “sell.” Instead, they 

should strap in 
and consider buy-
ing opportunities 
still remaining 
from this year’s 
market decline 
— a path easily 

accessible to people with high 
disposable incomes, such as 
physicians.

After likely hitting the bot-
tom of 2022’s bear market on 
June 17, the market ascended 
until pulling back a bit in late 
August after a hawkish speech 
by Federal Reserve Board Chair 
Jerome Powell. As rates rise in 
the coming months, the stock 
market may whipsaw again, per-
haps dipping down to test the 
June lows.

But even if this happens, 
long-term trends still would 
probably drive major indexes 
well above current levels over 
the next 12 to 24 months. His-
torically, varying versions of this 
rebound dynamic have played 

out after steep declines in the 
fi rst half of the year.

Fear of  the ‘R’ word
Talking heads and high-profi le 
advisers predicting imminent 
recession are spreading fear 
without reason in the absence 
of any definitive signs of eco-
nomic shrinkage. The economy 
is clearly slowing, but from the 
breakneck speed it achieved 
coming out of the COVID-19 
pandemic, propelled by arti-
ficially high pent-up demand. 
Naturally, this kind of growth is 
unsustainable. 

Investment conditions may 
appear dunning now, but this 
shouldn’t come as a surprise. 
Government policies around 
the world created chaos and eco-
nomic trauma from shutdowns, 
so why wouldn’t there be chaos 
after reopening?

Yet contrary to popular belief, 
the economy isn’t a consistent 
market indicator. The problem 
with making investment deci-
sions based purely or largely 
on the economy is that markets 
(stocks and bonds) are forward 
looking. But economic data are 
always backward looking and 
thus may not predict market 
behavior.

Markets and the economy 
are cousins that speak the same 
language, agree in the long run, 
often disagree in the short term 

and only get together to chat 
periodically. So although the 
economy has a big infl uence on 
fi nancial markets, relying on it 
too heavily for market guidance 
can be faulty. 

No place like home 
In the current global conditions, 
investors probably will do best by 
keeping investments domestic, 
as U.S. markets are still the best 
neighborhood in a gritty global 
city. Europe has a lot of prob-
lems aff ecting investment con-
ditions: infl ation rate higher than 
in the U.S. (the annual rate in the 
United Kingdom is projected to 
rise into the teens before the end 
of 2022), a lack of population 

growth throughout the continent 
and the war in Ukraine.

China is increasingly prob-
lematic. Don’t invest in an econ-
omy that is based heavily on real 
estate (owned by the govern-
ment), increasingly burdened 
with commercial debt, under-
going COVID-19 lockdown after 
lockdown (the latest started in 
September in Chengdu, which 

has a population of 21 million) 
and demographically destined 
for long-term decline from 
shrinking working-age popu-
lation. Japan is more stable, 
but it, too, lacks population 
growth — a distinct liability for 
an economy based largely on 
labor alone, because Japan lacks 
raw materials.

By contrast, the U.S. still has 
fairly friendly regulations and 
culture of entrepreneurship. 
Our globally high immigration 
rate sustains our workforce and 
will continue to do so. Some 
American youths may not 
believe in the American Dream, 
but many immigrants still do.

Market sentiment among 

individual investors in the U.S. 
has been fairly pessimistic in 
recent months. Much of this 
stems from expectations of neg-
ative market impacts from the 
sad state of the world and the 
nation today. But the market 
has come roaring back from 
early-in-the-year declines in the 
past, amid conditions that make 
today’s market seem like a day at 

Gilreath

“Markets and the economy are cousins that speak the 
same language, agree in the long run, often disagree in the 

short term and only get together to chat periodically.”
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Use key sectors to stake your 
position in a chaotic stock market

the beach.
Professional investors use the 

market sentiments of individual 
investors as a contrarian indica-
tor, meaning that if the average 
investor thinks the market will 
perform poorly, it will probably 
do quite well. This ironic cal-
culus relies on the belief that 
individual investors are likely 
to be wrong, and their investing 
record bears this out. As a rule, 
they tend to invest, hold back or 
sell when they shouldn’t.

Key sectors
With all this in mind, how 
should equity investors posi-
tion in this confusing market? 
Some observations on poten-
tially advantageous sectors: 

• Consumer discretionary 
goods and services, materials 
and technology have excellent 
near-term prospects. Accord-
ing to historical data on post-
dip performance from Fidelity 
Investments and MAPsignals, 
consumer discretionary is highly 

likely to outperform in the sec-
ond half of 2022. Given the unu-
sual events of the past two years, 
the pattern might not repeat 
precisely this time around. But 
odds are that consumer discre-
tionary should do quite well 
for the rest of 2022, regardless. 
Holdings of Consumer Discre-
tionary Select Sector SPDR Fund 
(XLY), the largest and most 
liquid exchange-traded fund in 
this sector, include some familiar 
names: Amazon, Tesla, Home 
Depot, McDonald’s, Nike and 
Starbucks.

• Based on the same data, 
materials and technology are 
the second and third most likely 
outperforming sectors, respec-
tively, for the rest of this year.

Materials companies are 
those involved in the discovery, 
removal and processing of raw 
materials. Materials firms are 
among the holdings of Global 
X U.S. Infrastructure Develop-
ment ETF (PAVE), one of only 
four funds or ETFs (among the 

more than 11,800 available) to 
have beaten the S&P 500 in 
total return each year since 2019, 
through July 2022. (The other 
three are: Distillate U.S. Fun-
damental Stability & Value ETF 
(DSTL), Dividend Performers 
ETF (IPDP) — managed by my 
fi rm, it became an ETF this year 
after starting as a mutual fund — 
and Payson Total Return Fund 
(PBFDX).)

Regarding tech stocks, though 
the NASDAQ has bounced back 
substantially from a disastrous 
start this year, some worthy 
companies still have relatively 
low prices. The quality to look 
for is what I call TARP (tech at 
a reasonable price), companies 
with real profi ts and reasonable 
price-earnings (P/E) ratios, in 
contrast with profi t-challenged 
tech firms with stratospheric 
P/Es. Companies in some tech 
categories, including semicon-
ductors, remain a bargain, with 
generally positive growth pro-
jections from analysts. 

• Health care and fi nancials 
should also be expected to do 
well in the coming months. 
Health care is benefi ting from 
fairly friendly government reg-
ulation and the increasing care 
needs of aging baby boomers. 
Among financials, regional 
banks are particularly attrac-
tive right now, as rising rates 
help their bottom lines. These 
banks — examples can be found 
in SPDR S&P Regional Bank-
ing ETF (KRE) — have far less 
vulnerability to currency and 
trading risks, compared with 
large banks.

• Another sector with good 
near-term prospects is energy. 
Energy stocks have been on a 
wild ride this year from high 
post-pandemic demand, and the 
sector may have multiyear legs. 
But performance can turn on a 
dime, so investors should keep 
a cautious eye on their holdings. 
Energy is by no means set it and 
forget it.

By making judicious invest-
ments in sectors likely to growth 
over the next year or two, inves-
tors can ride out turbulence with 
more comfort. The ride will 
always be too bumpy for those 
with no tolerance for volatility; 
they shouldn’t be investing in 
stocks in the fi rst place. 

But for investors who accept 
the idea that jagged lines are no 
cause for concern, provided that 
the long-term trend is upward, 
a bumpy ride shouldn’t be a 
problem.

Dave S. Gilreath, CFP, is a 40-year 
veteran of the fi nancial services 
industry. He is a partner and chief 
investment offi  cer of Sheaff  Brock 
Investment Advisors, LLC, a portfo-
lio management fi rm for individual 
investors, and Innovative Portfolios, 
LLC, an institutional money man-
agement fi rm. Based in Indianapolis, 
the fi rms manage approximately 
$1.4 billion in assets nationwide.
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There are many people you can con-
sult when making investment decisions, 
including investment advisers, research 
firms, investment clubs, and good 
friends. But there is one person that 
you should consult first: your spouse.

If you are making investment deci-
sions for your household, you are 
essentially a fund manager and your 
spouse is both your client and man-
aging partner. This means that you 
hold a position of great responsibility 
because this person is relying on you to 
make sound investment decisions that 
materially affect their life.

As investors, we have to process 
and consider an immense volume of 
data and information to make sound 
decisions. There are entire strate-
gies designed around how to manage 
this information. It can be easy to get 
caught up in the pursuit and forget an 
essential step: communication.

At the end of the day, we are each 
held accountable by our spouse, and 
there are no artful accounting tricks to 
obscure our performance. It not only 
matters how well we did — it also mat-
ters how we got there.

How to do it
Investing is inherently risky, and it is 
inevitable that we will lose money from 
time to time. Being on the same page 

as your spouse is absolutely critical 
to investing and relationship success. 
Over the past two years of the “meme 
stock craze,” I have seen inexperienced 
investors bet their entire life savings 
on obviously speculative investments 
only to lose all or most of their money 
— without their spouse or significant 
other knowing.

These are the situations we must 
avoid. I am an investor, not a gambler. 
Your spouse will understand when 
an investment loses money, but they 
will not be so understanding when 
a bet loses money.

It is important to develop an invest-
ment plan with your spouse. This plan 
does not need to be on paper, but it 
should be well understood and agreed 
upon. These are the major segments of 
our plan:

The investment goal
My spouse and I have the same invest-
ment goal: highest risk-adjusted total 
returns. Because we are relatively 
young, we have time to weather the 
volatility of equity markets and we 
don’t need income. This may be dif-
ferent for other couples. Volatility is 
unkind to the emotions of unseasoned 
investors. If you know that your spouse 
wants to avoid volatility, you should 
avoid assets that experience high vol-
atility, such as crypto, commodity pro-
ducers such as BHP Group Limited 

(BHP) or niche classes such as ura-
nium, represented by the North Shore 
Global Uranium Mining ETF (URNM).

To focus on low volatility invest-
ments, focus on blue-chip compa-
nies with reliable track records such 
as PepsiCo, Inc. (PEP) and McDonald’s 
Corporation (MCD). Alternatively, port-
folio volatility can be subdued by allo-
cating assets to low volatility ETFs such 
as the Invesco S&P 500 Low Volatility 
ETF (SPLV).

The portfolio allocation
One of the most important decisions 
that a fund manager can make is decid-
ing the portfolio allocation. Investing is 
dealing in probability, not certainty, and 
a properly constructed portfolio will 
help achieve your goals by diversifying 
risk and providing flexibility.

I keep a portfolio allocation data-
base, which allows me to produce port-
folio allocation graphics that I can 
quickly share with my spouse. We have 
a portfolio allocation goal pie chart and 
a current portfolio allocation pie chart 
to visualize where we are, where we 
want to be and what needs to change.

The strategy
The portfolio is composed of the 
types of asset classes that we agree 
work toward our goal. It is impor-
tant that your spouse understands 
what it means to be long or short on wh
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Consult with your top investment 
adviser: your spouse
By Garrett Duyck
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equity before you initiate the trade. 
Trading an equity short includes par-
ticular risks that your spouse may not 
be comfortable with. Likewise, I make 
sure that my spouse is comfortable 
with how options work before includ-
ing them in our investing strategy.

Having conversations about risk 
can be difficult. I would not invest in an 
asset if I could not explain the risks to 
my spouse. By communicating often 
and discussing portfolio strategy, I have 
a sense of my spouse’s risk tolerance 
and what position sizes they are com-
fortable with for blue-chip companies 
versus speculative ones.

How we got there
Investing with a spouse is not simply 
about performance and risk. Investing 
is an emotional process. Like me, my 
spouse has her own ideas about what 
types of assets are investable and 
which are not.
   Spouses may differ in their 
opinions about the moral or 
ethical suitability of investment 
options. Here are a few examples 
of sectors and companies that 
may be objectionable to my 
spouse:

   Companies that are involved 
in the production and sale 
of weapons, such as Sturm, 
Ruger & Company, Inc. (RGR) 
and Raytheon Technologies 
Corporation (RTX).

   Privatized prison companies such 
as The GEO Group, Inc. (GEO) 
and CoreCivic, Inc. (CXW).

   Companies that produce or 
sell tobacco or marijuana such 
as Altria Group, Inc. (MO) 
and Innovative Industrial 
Properties, Inc. (IIPR).

Consulting with your spouse 
about these decisions is impor-
tant and expresses your respect and 
accountability to them. Still, there 
may be companies that you already 
know what their answer will be, such 
as the recently popular equity with 
superb SA ratings RCI Hospitality 
Holdings, Inc. (RICK). The com-
pany is in the top 10 stocks rated on 
Seeking Alpha with “strong buy” rat-
ings. This is one equity that I agree 
has strong fundamentals but I won’t 
invest for ethical reasons.

Your spouse also may object to spe-
cific equities due to political reasons. 
There are countless potential politi-
cal conflicts that are worthy of inves-
tigation and discussion. The recent 
war between Russia and Ukraine has 
certainly brought many equities into 
question.

On the flip side, there may be com-
panies that your spouse wants to invest 
in that you do not agree with. As exam-
ple, my spouse may prefer to invest in 
brands that she is familiar with, such 
as Starbucks Corporation (SBUX) or 
Target Corporation (TGT). Although 
I think these are good companies, I 
may not be interested in investing in 
them at the time. I expect that I should 

be prepared to present my research 
and investment thesis to my spouse, 
just as I would on Seeking Alpha, as to 
why I am avoiding those companies. 
This is more than just a courtesy to my 
spouse; it is my duty. 

Summary
Investing is not easy, and by its nature 
it is risky. Every person who makes an 
investment decision is assuming con-
siderable responsibility for that deci-
sion. When we share our lives and 
money with someone else, we assume 
additional responsibility.

A successful investing relation-
ship requires work. It adds additional 
steps to our investment process and 
demands higher quality communica-
tion between spouses. It is important 
to me to involve my spouse in these 
decisions as much as she wants to be. 
I never want to have to disclose a posi-
tion I took against her wishes, even if 
the position was profitable. The money 
cannot buy back the loss of trust.

Every successful investor has a team 
they work with to gather the right 
information, interpret it correctly and 
deploy it effectively. Your spouse or 
significant other is the most important 
person on that team.

Subscribe, or renew, to the Medical Economics® eNewsletter  
to receive 50% off your first-year subscription of Seeking Alpha Premium!
A $120 value!

Claim this exclusive offer here:

www.medicaleconomics.com/
view/seeking-alpha-premium
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Congestive Heart Failure: KRYSTEXXA has not been formally studied in patients with congestive heart failure, but some 
patients in the pre-marketing placebo-controlled clinical trials experienced exacerbation. Exercise caution in patients who 
have congestive heart failure and monitor patients closely following infusion.
ADVERSE REACTIONS
The most commonly reported adverse reactions (≥5%) are:
KRYSTEXXA co-administration with methotrexate trial:
KRYSTEXXA with methotrexate: gout flares, arthralgia, COVID-19, nausea, and fatigue; KRYSTEXXA alone: gout flares, 
arthralgia, COVID-19, nausea, fatigue, infusion reaction, pain in extremity, hypertension, and vomiting.
KRYSTEXXA pre-marketing placebo-controlled trials: 
gout flares, infusion reactions, nausea, contusion or ecchymosis, 
nasopharyngitis, constipation, chest pain, anaphylaxis, and vomiting.

Please see Brief Summary of Prescribing Information, including Boxed 
Warning, for KRYSTEXXA on the following pages.

Skeletons are artist rendition. 
Hand DECT images and MSU volume are from an actual patient. Individual results may vary.

DECT is a dual-energy computed tomography—it can reveal uric acid deposits (in green) throughout the body, 
including soft tissue deposits, like tendons and ligaments.

• Improved Effi  cacy: >80% relative improvement in patient response; 
71% (71/100) vs 39% (20/52) complete response* compared to 
KRYSTEXXA alone at Month 61

• Reduced Infusion Reactions: 87% relative reduction in infusion 
reactions; 4% (4/96) vs 31% (15/49) compared to KRYSTEXXA alone1

• Improved Confi dence: With fewer infusion reactions and improved 
patient response you can confi dently reduce years of urate burden

sUA, serum uric acid.

* Complete sUA response: The primary effi  cacy endpoint was the proportion responders, 
defi ned by patients achieving and maintaining sUA <6 mg/dL for at least 80% of the 
time during Month 6.1

52-week, randomized, double-blind trial conducted in adult patients with chronic gout 
refractory to conventional therapy to evaluate administration of KRYSTEXXA 8 mg Q2W 
co-administered with 15 mg oral methotrexate QW and 1 mg oral folic acid QD vs 
KRYSTEXXA alone.1,2

Discover more about 
KRYSTEXXA with methotrexate 
at ReduceUrateBurden.com
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INDICATION
KRYSTEXXA® (pegloticase) is indicated for the treatment of chronic gout in adult patients who have failed to normalize serum uric 
acid and whose signs and symptoms are inadequately controlled with xanthine oxidase inhibitors at the maximum medically 
appropriate dose or for whom these drugs are contraindicated.
Limitations of Use: KRYSTEXXA is not recommended for the treatment of asymptomatic hyperuricemia.
IMPORTANT SAFETY INFORMATION
WARNING: ANAPHYLAXIS AND INFUSION REACTIONS, G6PD DEFICIENCY ASSOCIATED HEMOLYSIS AND 
METHEMOGLOBINEMIA
•  Anaphylaxis and infusion reactions have been reported to occur during and after administration of KRYSTEXXA.
•  Anaphylaxis may occur with any infusion, including a fi rst infusion, and generally manifests within 2 hours of the 

infusion. Delayed hypersensitivity reactions have also been reported.  
•  KRYSTEXXA should be administered in healthcare settings and by healthcare providers prepared to manage 

anaphylaxis and infusion reactions. 
•  Premedicate with antihistamines and corticosteroids and closely monitor for anaphylaxis for an appropriate period 

after administration of KRYSTEXXA. 
•  Monitor serum uric acid levels prior to each infusion and discontinue treatment if levels increase to above 6 mg/dL, 

particularly when 2 consecutive levels above 6 mg/dL are observed.
•  Screen patients at risk for glucose-6-phosphate dehydrogenase (G6PD) defi ciency prior to starting KRYSTEXXA. 

Hemolysis and methemoglobinemia have been reported with KRYSTEXXA in patients with G6PD defi ciency. KRYSTEXXA 
is contraindicated in patients with G6PD defi ciency.

CONTRAINDICATIONS: 
•  In patients with G6PD defi ciency.
•  In patients with history of serious hypersensitivity reactions, including anaphylaxis, to KRYSTEXXA or any of its components.

NOW FDA APPROVED

REFERENCES: 1. KRYSTEXXA (pegloticase) [prescribing information] Horizon.
2. Botson J, et al. J Clin Rheumatol. 2022;28:e129-e134.

KRYSTEXXA and the HORIZON logo are trademarks owned by or licensed to Horizon.
© 2022 Horizon Therapeutics plc P-KRY-US-00397 07/22

WARNINGS AND PRECAUTIONS
Gout Flares: An increase in gout fl ares is frequently observed upon initiation of anti-hyperuricemic therapy, including 
KRYSTEXXA. Gout fl are prophylaxis with a non-steroidal anti-infl ammatory drug (NSAID) or colchicine is recommended 
starting at least 1 week before initiation of KRYSTEXXA therapy and lasting at least 6 months, unless medically contraindicated 
or not tolerated. 
Congestive Heart Failure: KRYSTEXXA has not been formally studied in patients with congestive heart failure, but some 
patients in the pre-marketing placebo-controlled clinical trials experienced exacerbation. Exercise caution in patients who 
have congestive heart failure and monitor patients closely following infusion.
ADVERSE REACTIONS
The most commonly reported adverse reactions (≥5%) are:
KRYSTEXXA co-administration with methotrexate trial:
KRYSTEXXA with methotrexate: gout flares, arthralgia, COVID-19, nausea, and fatigue; KRYSTEXXA alone: gout flares, 
arthralgia, COVID-19, nausea, fatigue, infusion reaction, pain in extremity, hypertension, and vomiting.
KRYSTEXXA pre-marketing placebo-controlled trials: 
gout flares, infusion reactions, nausea, contusion or ecchymosis, 
nasopharyngitis, constipation, chest pain, anaphylaxis, and vomiting.

Please see Brief Summary of Prescribing Information, including Boxed 
Warning, for KRYSTEXXA on the following pages.

Skeletons are artist rendition. 
Hand DECT images and MSU volume are from an actual patient. Individual results may vary.

DECT is a dual-energy computed tomography—it can reveal uric acid deposits (in green) throughout the body, 
including soft tissue deposits, like tendons and ligaments.

• Improved Effi  cacy: >80% relative improvement in patient response; 
71% (71/100) vs 39% (20/52) complete response* compared to 
KRYSTEXXA alone at Month 61

• Reduced Infusion Reactions: 87% relative reduction in infusion 
reactions; 4% (4/96) vs 31% (15/49) compared to KRYSTEXXA alone1

• Improved Confi dence: With fewer infusion reactions and improved 
patient response you can confi dently reduce years of urate burden

sUA, serum uric acid.

* Complete sUA response: The primary effi  cacy endpoint was the proportion responders, 
defi ned by patients achieving and maintaining sUA <6 mg/dL for at least 80% of the 
time during Month 6.1

52-week, randomized, double-blind trial conducted in adult patients with chronic gout 
refractory to conventional therapy to evaluate administration of KRYSTEXXA 8 mg Q2W 
co-administered with 15 mg oral methotrexate QW and 1 mg oral folic acid QD vs 
KRYSTEXXA alone.1,2

Discover more about 
KRYSTEXXA with methotrexate 
at ReduceUrateBurden.com
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14 were Asian, 5 were Native Hawaiian/Other Pacific Islander 
and 5 identified as Other; 28 were Hispanic or Latino. Common 
co-morbid conditions among the enrolled patients included 
hypertension (63%), osteoarthritis (25%), hyperlipidemia (24%), 
gastroesophageal reflux disease (22%), obesity (20%), type 2 
diabetes (18%) and depression (16%). Patients with an eGFR 
<40 mL/min/1.73 m² were excluded from this trial.

The most commonly reported adverse reaction during the 
methotrexate pre-treatment periods was gout flare. The most 
commonly reported adverse reactions that occurred in ≥ 5% in 
either treatment group during the KRYSTEXXA co-administered 
with methotrexate or KRYSTEXXA alone period are provided in 
Table 1.

Table 1. Adverse Reactions Occurring in 5% or More of 
Patients in Either the KRYSTEXXA Co-administered with 
Methotrexate or KRYSTEXXA Alone Treatment Period

Adverse  
Reaction

KRYSTEXXA
with 

Methotrexate
(N=96)
n (%)

KRYSTEXXA
Alone

(N=49)
n (%)

Gout flare 64 (67%) 35 (71%)

Arthralgia 13 (14%) 5 (10%)

COVID-19 9 (9%) 3 (6%)

Nausea 5 (5%) 6 (12%)

Fatigue 5 (5%) 2 (4%)

Infusion reaction 4 (4%)a 15 (31%)

Pain in extremity 1 (1%) 3 (6%)

Hypertension 1 (1%) 3 (6%)

Vomiting 0 4 (8%)

a Included one case of anaphylaxis

KRYSTEXXA ALONE
The data described below reflect exposure to KRYSTEXXA in 
patients with chronic gout refractory to conventional therapy 
in two replicate randomized, placebo-controlled, double-
blind 24-week clinical trials: 85 patients were treated with 
KRYSTEXXA 8 mg every 2 weeks; 84 patients were treated with 
KRYSTEXXA 8 mg every 4 weeks; and 43 patients were treated 
with placebo. These patients were between the ages of 23 and 
89 years (average 55 years); 173 patients were male and 39 
were female; and 143 patients were White/Caucasian, 27 were 
Black/African American, 24 were Hispanic/Latino and 18 were 
all other ethnicities. Common co-morbid conditions among the 
enrolled patients included hypertension (72%), dyslipidemia 
(49%), chronic kidney disease (28%), diabetes (24%), coronary 
artery disease (18%), arrhythmia (16%), and cardiac failure/left 
ventricular dysfunction (12%).

During the pre-marketing placebo-controlled clinical trials, the 
most commonly reported adverse reactions that occurred in 
greater than or equal to 5% of patients treated with KRYSTEXXA 
8 mg every 2 weeks are provided in Table 2.

Table 2. Adverse Reactions Occurring in 5% or More of 
Patients Treated with KRYSTEXXA Compared to Placebo

Adverse  
Reaction

KRYSTEXXA
8 mg every 2 
weeks (N=85)

na (%)

Placebo
(N=43)
n (%)

Gout flare 65 (77%) 35 (81%)

Infusion reaction 22 (26%) 2 (5%)

Nausea 10 (12%) 1 (2%)

Contusionb or 
Ecchymosisb 

9 (11%) 2 (5%)

Nasopharyngitis 6 (7%) 1 (2%)

Constipation 5 (6%) 2 (5%)

Chest Pain 5 (6%) 1 (2%)

Anaphylaxis 4 (5%) 0 (0%)

Vomiting 4 (5%) 1 (2%)
a If the same subject in a given group had more than one 
occurrence in the same preferred term event category, the 
subject was counted only once.

b Most did not occur on the day of infusion and could be related to 
other factors (e.g., concomitant medications relevant to contusion 
or ecchymosis, insulin dependent diabetes mellitus).

Immunogenicity 
As with all therapeutic proteins, there is a potential for 
immunogenicity. The observed incidence of antibody positivity 
in an assay is highly dependent on several factors including 
assay sensitivity and specificity and assay methodology, sample 
handling, timing of sample collection, concomitant medications, 
and underlying disease. For these reasons, the comparison of 
the incidence of antibodies to pegloticase with the incidence of 
antibodies to other products may be misleading.

In a 52-week, randomized, double-blind trial which evaluated 
KRYSTEXXA co-administered with methotrexate compared to 
KRYSTEXXA alone, approximately 26% of patients had pre-
existing antibodies to pegloticase. Patients with an increase 
in titer from baseline or who were negative at baseline and 
developed an anti-pegloticase response at one or more post 
dose time points was 30% and 51%, for the KRYSTEXXA co-
administered with methotrexate and KRYSTEXXA alone treatment 
groups, respectively. Patients with higher antibody titers were 
more likely to have faster clearance and lower efficacy.

During pre-marketing 24-week controlled clinical trials with 
KRYSTEXXA alone, anti-pegloticase antibodies developed in 92% 
of patients treated with KRYSTEXXA every 2 weeks, and 28% 
for placebo. Anti-PEG antibodies were also detected in 42% of 
patients treated with KRYSTEXXA. High anti-pegloticase antibody 
titer was associated with a failure to maintain pegloticase-induced 
normalization of uric acid. The impact of anti-PEG antibodies on 
patients’ responses to other PEG-containing therapeutics  
is unknown.

There was a higher incidence of infusion reactions in patients 
with high anti-pegloticase antibody titer: 53% (16 of 30) in the 
KRYSTEXXA every 2 weeks group compared to 6% in patients 
who had undetectable or low antibody titers.

Postmarketing Experience 
The following adverse reactions have been identified during 
postapproval use of KRYSTEXXA. 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.

General disorders and administration site conditions: asthenia, 
malaise, peripheral swelling

DRUG INTERACTIONS
Methotrexate
KRYSTEXXA 8 mg every 2 weeks has been studied in patients 
with chronic gout refractory to conventional therapy taking 
concomitant oral methotrexate 15 mg weekly. Co-administration 
of methotrexate with KRYSTEXXA may increase pegloticase 
concentration compared to KRYSTEXXA alone.

PEGylated products
Because anti-pegloticase antibodies appear to bind to the PEG 
portion of the drug, there may be potential for binding with 
other PEGylated products. The impact of anti-PEG antibodies on 
patients’ responses to other PEG-containing therapeutics  
is unknown.

USE IN SPECIFIC POPULATIONS
Pregnancy 
Risk Summary
There are no adequate and well-controlled studies of KRYSTEXXA 
in pregnant women. Based on animal reproduction studies, no 
structural abnormalities were observed when pegloticase was 
administered by subcutaneous injection to pregnant rats and 
rabbits during the period of organogenesis at doses up to 50 
and 75 times, respectively, the maximum recommended human 
dose (MRHD). Decreases in mean fetal and pup body weights 
were observed at approximately 50 and 75 times the MRHD, 
respectively [see Data].

All pregnancies have a background risk of birth defect, loss 
or other adverse outcomes. In the US general population, the 
estimated background risk of major birth defects and miscarriage 
in clinical recognized pregnancies is 2% to 4% and 15% to  
20%, respectively.

Data 
Animal Data 
In 2 separate embryo-fetal developmental studies, pregnant 
rats and rabbits received pegloticase during the period of 
organogenesis at doses up to approximately 50 and 75 times 
the maximum recommended human dose (MRHD), respectively 
(on a mg/m² basis at maternal doses up to 40 and 30 mg/kg 
twice weekly, in rats and rabbits, respectively). No evidence of 
structural abnormalities was observed in rats or rabbits. However, 
decreases in mean fetal and pup body weights were observed 
at approximately 50 and 75 times the MRHD in rats and rabbits, 
respectively (on a mg/m² basis at maternal doses up to 40 and 30 
mg/kg every other day, in rats and rabbits, respectively).
No effects on mean fetal body weights were observed at 
approximately 10 and 25 times the MRHD in rats and rabbits, 
respectively (on a mg/m² basis at maternal doses up to 10 mg/kg 
twice weekly in both species).

Lactation 
Risk Summary 
It is not known whether this drug is excreted in human milk. 
Therefore, KRYSTEXXA should not be used when breastfeeding 
unless the clear benefit to the mother can overcome the unknown 
risk to the newborn/infant.

Pediatric Use 
The safety and effectiveness of KRYSTEXXA in pediatric patients 
less than 18 years of age have not been established. 

Geriatric Use 
Of the total number of patients treated with KRYSTEXXA 8 mg 
every 2 weeks in the controlled studies, 34% (29 of 85) were 
65 years of age and older and 12% (10 of 85) were 75 years of 
age and older. No overall differences in safety or effectiveness 
were observed between older and younger patients, but greater 
sensitivity of some older individuals cannot be ruled out. No dose 
adjustment is needed for patients 65 years of age and older.

Renal Impairment 
No dose adjustment is required for patients with renal impairment. 
In a 52-week, randomized, double-blind trial which evaluated 
KRYSTEXXA co-administered with methotrexate compared to 
KRYSTEXXA alone, 85% of patients had chronic kidney disease 
based on estimated glomerular filtration rate (eGFR) of ≥ 40 to  
< 90 mL/min/1.73 m² at baseline. In the pre-marketing 24-week 
controlled clinical trials with KRYSTEXXA alone, a total of 32% 
(27 of 85) of patients treated with KRYSTEXXA 8 mg every 2 
weeks had a creatinine clearance of ≤62.5 mL/min. No overall 
differences in efficacy were observed.

OVERDOSAGE 
No reports of overdosage with KRYSTEXXA have been reported. 
The maximum dose that has been administered as a single 
intravenous dose is 12 mg as uricase protein. Patients suspected 
of receiving an overdose should be monitored, and general 
supportive measures should be initiated as no specific antidote 
has been identified.

PATIENT COUNSELING INFORMATION 
Advise the patient to read the FDA-approved patient labeling 
(Medication Guide).

Anaphylaxis and Infusion Reactions 
•  Anaphylaxis and infusion reactions can occur at any infusion 

while on therapy. Counsel patients on the importance of 
adhering to any prescribed medications to help prevent or 
lessen the severity of these reactions.

•  Educate patients on the signs and symptoms of anaphylaxis, 
including wheezing, peri-oral or lingual edema, hemodynamic 
instability, and rash or urticaria, nausea or vomiting.

•  Educate patients on the most common signs and symptoms of 
an infusion reaction, including urticaria (skin rash), erythema 
(redness of the skin), dyspnea (difficulty breathing), flushing, 
chest discomfort, chest pain, and rash.

•  Advise patients to seek medical care immediately if they 
experience any symptoms of an allergic reaction during or at 
any time after the infusion of KRYSTEXXA [see Warnings and 
Precautions, Adverse Reactions]

•  Advise patients to discontinue any oral urate-lowering agents 
before starting on KRYSTEXXA and not to take any oral urate- 
lowering agents while on KRYSTEXXA.

Glucose-6-phosphate dehydrogenase (G6PD) Deficiency 

Inform patients not to take KRYSTEXXA if they have a condition 
known as G6PD deficiency. Explain to patients that G6PD 
deficiency is more frequently found in individuals of African, 
Mediterranean, or Southern Asian ancestry and that they may be 
tested to determine if they have G6PD deficiency, unless already 
known [see Warnings and Precautions, Contraindications].

Gout Flares 
Explain to patients that gout flares may initially increase when 
starting treatment with KRYSTEXXA, and that medications to 
help reduce flares may need to be taken regularly for the first 
few months after KRYSTEXXA is started [see Warnings and 
Precautions, Adverse Reactions]. Advise patients that they should 
not stop KRYSTEXXA therapy if they have a flare. 

Manufactured by: 
Horizon Therapeutics Ireland DAC 
Dublin, Ireland 

US License Number 2022 
Distributed by: 
Horizon Therapeutics USA, Inc.
Deerfield, IL 60015

KRYSTEXXA and the HORIZON logo are trademarks owned by  
or licensed to Horizon.
© 2022 Horizon Therapeutics plc L-KRY-US-00018 7/22

KRYSTEXXA® (pegloticase) injection, for intravenous use

Brief Summary - Please see the KRYSTEXXA package insert 
for Full Prescribing Information.

WARNING: ANAPHYLAXIS and INFUSION REACTIONS, 
G6PD DEFICIENCY ASSOCIATED HEMOLYSIS and 

METHEMOGLOBINEMIA
See full prescribing information for complete boxed warning.

 •  Anaphylaxis and infusion reactions have been reported  
to occur during and after administration of KRYSTEXXA. 

 •  Anaphylaxis may occur with any infusion, including a  
first infusion, and generally manifests within 2 hours  
of the infusion. However, delayed hypersensitivity 
reactions have also been reported.  

 •  KRYSTEXXA should be administered in healthcare  
settings and by healthcare providers prepared to  
manage anaphylaxis and infusion reactions. 

 •  Pre-medicate with antihistamines and corticosteroids  
and closely monitor for anaphylaxis for an appropriate 
period of time after administration of KRYSTEXXA. 

 •  Monitor serum uric acid levels prior to each infusion  
and discontinue treatment if levels increase to above 6 
mg/dL, particularly when 2 consecutive levels above 6 
mg/dL are observed. 

 •  Screen patients at risk for G6PD deficiency prior to 
starting KRYSTEXXA. Hemolysis and  
methemoglobinemia have been reported with  
KRYSTEXXA in patients with G6PD deficiency.  
KRYSTEXXA is contraindicated in patients with G6PD 
deficiency. 

INDICATIONS AND USAGE
KRYSTEXXA® (pegloticase) is indicated for the treatment of 
chronic gout in adult patients refractory to conventional therapy. 

Gout refractory to conventional therapy occurs in patients who 
have failed to normalize serum uric acid and whose signs and 
symptoms are inadequately controlled with xanthine oxidase 
inhibitors at the maximum medically appropriate dose or for 
whom these drugs are contraindicated.

Limitations of Use:
KRYSTEXXA is not recommended for the treatment of 
asymptomatic hyperuricemia.

CONTRAINDICATIONS
KRYSTEXXA is contraindicated in:

•  Patients with glucose-6-phosphate dehydrogenase (G6PD) 
deficiency [see Warnings and Precautions]

•  Patients with history of serious hypersensitivity reactions, 
including anaphylaxis, to KRYSTEXXA or any of its components

WARNINGS AND PRECAUTIONS
Anaphylaxis 
In a 52-week controlled trial, which evaluated KRYSTEXXA 
co-administered with methotrexate compared to KRYSTEXXA 
alone, patients were pre-treated with standardized infusion 
reaction prophylaxis and were discontinued from treatment 
with KRYSTEXXA if serum uric acid levels increased to above 6 
mg/dL at 2 consecutive visits after the initiation of KRYSTEXXA 
therapy to reduce the risk of anaphylaxis. One patient randomized 
to the group treated with KRYSTEXXA co-administered with 
methotrexate (1%) experienced anaphylaxis during the first 
infusion and no patients experienced anaphylaxis in the group 
treated with KRYSTEXXA alone [see Adverse Reactions].

During pre-marketing clinical trials with KRYSTEXXA alone, 
KRYSTEXXA was not discontinued following 2 consecutive serum 
uric acid levels above 6 mg/dL. Anaphylaxis was reported with a 
frequency of 6.5% (8/123) of patients treated with KRYSTEXXA 
every 2 weeks and 4.8% (6/126) for the every 4-week dosing 
regimen. There were no cases of anaphylaxis in patients  
receiving placebo. Anaphylaxis generally occurred within  
2 hours after treatment.

Diagnostic criteria of anaphylaxis were skin or mucosal tissue 
involvement, and, either airway compromise, and/or reduced 
blood pressure with or without associated symptoms, and a 
temporal relationship to KRYSTEXXA or placebo injection with no 
other identifiable cause. Manifestations included wheezing, peri-
oral or lingual edema, or hemodynamic instability, with or without 
rash or urticaria, nausea or vomiting. Cases occurred in patients 
being pre-treated with one or more doses of an oral antihistamine, 
an intravenous corticosteroid and/or acetaminophen. This pre-
treatment may have blunted or obscured symptoms or signs  
of anaphylaxis and therefore the reported frequency may be  
an underestimate.

KRYSTEXXA should be administered in a healthcare setting by 

healthcare providers prepared to manage anaphylaxis. Patients 
should be pre-treated with antihistamines and corticosteroids. 
Anaphylaxis may occur with any infusion, including a first infusion, 
and generally manifests within 2 hours of the infusion. However, 
delayed type hypersensitivity reactions have also been reported. 
Patients should be closely monitored for an appropriate period of 
time for anaphylaxis after administration of KRYSTEXXA. Patients 
should be informed of the symptoms and signs of anaphylaxis and 
instructed to seek immediate medical care should anaphylaxis 
occur after discharge from the healthcare setting.

The risk of anaphylaxis is higher in patients whose uric acid level 
increases to above 6 mg/dL, particularly when 2 consecutive 
levels above 6 mg/dL are observed. Monitor serum uric acid levels 
prior to infusions and discontinue treatment if levels increase to 
above 6 mg/dL. Because of the possibility that concomitant use of 
oral urate-lowering therapy and KRYSTEXXA may potentially blunt 
the rise of serum uric acid levels, it is recommended that before 
starting KRYSTEXXA patients discontinue oral urate-lowering 
medications and not institute therapy with oral urate-lowering 
agents while taking KRYSTEXXA.

Infusion Reactions
In a 52-week, controlled trial which evaluated KRYSTEXXA 
co-administered with methotrexate compared to KRYSTEXXA 
alone [see Adverse Reactions], patients were pre-treated with 
standardized infusion reaction prophylaxis and were discontinued 
from treatment with KRYSTEXXA if serum uric acid levels 
increased to above 6 mg/dL at 2 consecutive visits after the 
initiation of KRYSTEXXA therapy to reduce the risk of infusion 
reactions. Infusion reactions were reported in 4% of patients 
in the KRYSTEXXA co-administered with methotrexate group 
compared to 31% of patients treated with KRYSTEXXA alone 
experienced infusion reactions [see Adverse Reactions]. In both 
treatment groups, the majority of infusion reactions occurred at 
the first or second KRYSTEXXA infusion and during the time of 
infusion. Manifestations of these infusion reactions were similar 
to that observed in the pre-marketing trials.

During pre-marketing 24-week controlled clinical trials with 
KRYSTEXXA alone, KRYSTEXXA was not discontinued following 
2 consecutive serum uric acid levels above 6 mg/dL. Infusion 
reactions were reported in 26% of patients treated with 
KRYSTEXXA 8 mg every 2 weeks, and 41% of patients treated 
with KRYSTEXXA 8 mg every 4 weeks, compared to 5% of 
patients treated with placebo. These infusion reactions occurred in 
patients being pre-treated with an oral antihistamine, intravenous 
corticosteroid and/or acetaminophen. This pre-treatment may 
have blunted or obscured symptoms or signs of infusion reactions 
and therefore the reported frequency may be an underestimate. 

Manifestations of these reactions included urticaria (frequency of 
10.6%), dyspnea (frequency of 7.1%), chest discomfort (frequency 
of 9.5%), chest pain (frequency of 9.5%), erythema (frequency 
of 9.5%), and pruritus (frequency of 9.5%). These manifestations 
overlap with the symptoms of anaphylaxis, but in a given 
patient did not occur together to satisfy the clinical criteria for 
diagnosing anaphylaxis. Infusion reactions are thought to result 
from release of various mediators, such as cytokines. Infusion 
reactions occurred at any time during a course of treatment 
with approximately 3% occurring with the first infusion, and 
approximately 91% occurred during the time of infusion.

KRYSTEXXA should be administered in a healthcare setting by 
healthcare providers prepared to manage infusion reactions. 
Patients should be pre-treated with antihistamines and 
corticosteroids. KRYSTEXXA should be infused slowly over no less 
than 120 minutes. In the event of an infusion reaction, the infusion 
should be slowed, or stopped and restarted at a slower rate.

The risk of infusion reaction is higher in patients whose uric acid 
level increases to above 6 mg/dL, particularly when 2 consecutive 
levels above 6 mg/dL are observed. Monitor serum uric acid levels 
prior to infusions and discontinue treatment if levels increase to 
above 6 mg/dL. Because of the possibility that concomitant use of 
oral urate-lowering therapy and KRYSTEXXA may potentially blunt 
the rise of serum uric acid levels, it is recommended that before 
starting KRYSTEXXA patients discontinue oral urate-lowering 
medications and not institute therapy with oral urate-lowering 
agents while taking KRYSTEXXA.

G6PD Deficiency Associated Hemolysis and 
Methemoglobinemia 
Life threatening hemolytic reactions and methemoglobinemia 
have been reported with KRYSTEXXA in patients with glucose-
6-phosphate dehydrogenase (G6PD) deficiency. Because 
of the risk of hemolysis and methemoglobinemia, do not 
administer KRYSTEXXA to patients with G6PD deficiency [see 
Contraindications]. Screen patients at risk for G6PD deficiency 
prior to starting KRYSTEXXA. For example, patients of African, 
Mediterranean (including Southern European and Middle  
Eastern), and Southern Asian ancestry are at increased risk  
for G6PD deficiency.

Gout Flares
In a 52-week, randomized, double-blind trial which evaluated 
KRYSTEXXA co-administered with methotrexate compared to  
KRYSTEXXA alone, patients were administered gout flare prophylaxis 
similar to that in the pre-marketing, placebo-controlled trials. 

In this trial, the percentages of patients with any flare for the 
first 3 months were 66% and 69% for the group treated with 
KRYSTEXXA co-administered with methotrexate and the group 
treated with KRYSTEXXA alone, respectively. In the group 
treated with KRYSTEXXA co-administered with methotrexate, 
the percentages of patients with any flare for the subsequent 3 
month increments of treatment were 27% during Month 6, 8% 
during Month 9 and 9% during Month 12. In the group treated 
with KRYSTEXXA alone, the percentages of patients with any flare 
were 14% during Month 6, 9% during Month 9 and 21% during 
Month 12.

During pre-marketing, 24-week controlled clinical trials with 
KRYSTEXXA alone, the frequencies of gout flares were high in all 
treatment groups, but more so with KRYSTEXXA treatment during 
the first 3 months of treatment, and decreased in the subsequent 
3 months of treatment. The percentages of patients with any flare 
for the first 3 months were 74%, 81%, and 51%, for KRYSTEXXA 8 
mg every 2 weeks, KRYSTEXXA 8 mg every 4 weeks, and placebo, 
respectively. The percentages of patients with any flare for the 
subsequent 3 months were 41%, 57%, and 67%, for KRYSTEXXA 
8 mg every 2 weeks, KRYSTEXXA 8 mg every 4 weeks, and 
placebo, respectively. Patients received gout flare prophylaxis with 
colchicine and/or nonsteroidal anti-inflammatory drugs (NSAIDs) 
starting at least one week before receiving KRYSTEXXA.

Gout flares may occur after initiation of KRYSTEXXA. An increase 
in gout flares is frequently observed upon initiation of anti-
hyperuricemic therapy, due to changing serum uric acid levels 
resulting in mobilization of urate from tissue deposits. Gout flare 
prophylaxis with a non-steroidal anti-inflammatory drug (NSAID) 
or colchicine is recommended starting at least 1 week before 
initiation of KRYSTEXXA therapy and lasting at least 6 months, 
unless medically contraindicated or not tolerated. KRYSTEXXA 
does not need to be discontinued because of a gout flare. The 
gout flare should be managed concurrently as appropriate for the 
individual patient [see Dosage and Administration].

Congestive Heart Failure 
KRYSTEXXA has not been formally studied in patients with 
congestive heart failure, but some patients in the pre-marketing, 
24-week controlled clinical trials experienced exacerbation of 
congestive heart failure. Two cases of congestive heart failure 
exacerbation occurred during the trials in patients receiving 
treatment with KRYSTEXXA 8 mg every 2 weeks. No cases 
were reported in placebo-treated patients. Four subjects had 
exacerbations of pre-existing congestive heart failure while 
receiving KRYSTEXXA 8 mg every 2 weeks during the open-label 
extension study.

Exercise caution when using KRYSTEXXA in patients who have 
congestive heart failure and monitor patients closely following 
infusion.

Re-treatment with KRYSTEXXA 
No controlled trial data are available on the safety and efficacy 
of re-treatment with KRYSTEXXA after stopping treatment for 
longer than 4 weeks. Due to the immunogenicity of KRYSTEXXA, 
patients receiving re-treatment may be at increased risk of 
anaphylaxis and infusion reactions. Therefore, patients receiving 
re-treatment after a drug-free interval should be monitored 
carefully [see Adverse Reactions].

ADVERSE REACTIONS
The following serious adverse reactions are discussed in greater 
detail in other sections of the label:
• Anaphylaxis [see Warnings and Precautions]
• Infusion Reactions [see Warnings and Precautions]
•  G6PD Deficiency Associated Hemolysis and Methemoglobinemia 

[see Warnings and Precautions]
• Gout Flares [see Warnings and Precautions]
• Congestive Heart Failure [see Warnings and Precautions]

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

Co-administration with Methotrexate
A 52-week, randomized, double-blind trial was conducted in 
adult patients with chronic gout refractory to conventional 
therapy to evaluate administration of KRYSTEXXA 8 mg every  
2 weeks co-administered with weekly administration of oral 
methotrexate 15 mg, compared to KRYSTEXXA alone. In this trial, 
patients who were able to tolerate two weeks on methotrexate 
15 mg were then randomized to receive four additional weeks on 
either methotrexate 15 mg or matching placebo prior to initiating 
KRYSTEXXA therapy. A total of 152 subjects were randomized, 
and of these, 145 subjects completed the 4-week methotrexate 
run-in period and received KRYSTEXXA (96 subjects received 
KRYSTEXXA co-administered with methotrexate and 49 received 
KRYSTEXXA plus placebo) during the treatment period. All 
patients received pre-treatment with an oral antihistamine, 
intravenous corticosteroid and acetaminophen. These patients 
were between the ages of 24 and 83 years (average 55 years); 
135 patients were male and 17 and were female; 105 patients 
were White/Caucasian, 22 were Black/African American, 
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14 were Asian, 5 were Native Hawaiian/Other Pacific Islander 
and 5 identified as Other; 28 were Hispanic or Latino. Common 
co-morbid conditions among the enrolled patients included 
hypertension (63%), osteoarthritis (25%), hyperlipidemia (24%), 
gastroesophageal reflux disease (22%), obesity (20%), type 2 
diabetes (18%) and depression (16%). Patients with an eGFR 
<40 mL/min/1.73 m² were excluded from this trial.

The most commonly reported adverse reaction during the 
methotrexate pre-treatment periods was gout flare. The most 
commonly reported adverse reactions that occurred in ≥ 5% in 
either treatment group during the KRYSTEXXA co-administered 
with methotrexate or KRYSTEXXA alone period are provided in 
Table 1.

Table 1. Adverse Reactions Occurring in 5% or More of 
Patients in Either the KRYSTEXXA Co-administered with 
Methotrexate or KRYSTEXXA Alone Treatment Period

Adverse  
Reaction

KRYSTEXXA
with 

Methotrexate
(N=96)
n (%)

KRYSTEXXA
Alone

(N=49)
n (%)

Gout flare 64 (67%) 35 (71%)

Arthralgia 13 (14%) 5 (10%)

COVID-19 9 (9%) 3 (6%)

Nausea 5 (5%) 6 (12%)

Fatigue 5 (5%) 2 (4%)

Infusion reaction 4 (4%)a 15 (31%)

Pain in extremity 1 (1%) 3 (6%)

Hypertension 1 (1%) 3 (6%)

Vomiting 0 4 (8%)

a Included one case of anaphylaxis

KRYSTEXXA ALONE
The data described below reflect exposure to KRYSTEXXA in 
patients with chronic gout refractory to conventional therapy 
in two replicate randomized, placebo-controlled, double-
blind 24-week clinical trials: 85 patients were treated with 
KRYSTEXXA 8 mg every 2 weeks; 84 patients were treated with 
KRYSTEXXA 8 mg every 4 weeks; and 43 patients were treated 
with placebo. These patients were between the ages of 23 and 
89 years (average 55 years); 173 patients were male and 39 
were female; and 143 patients were White/Caucasian, 27 were 
Black/African American, 24 were Hispanic/Latino and 18 were 
all other ethnicities. Common co-morbid conditions among the 
enrolled patients included hypertension (72%), dyslipidemia 
(49%), chronic kidney disease (28%), diabetes (24%), coronary 
artery disease (18%), arrhythmia (16%), and cardiac failure/left 
ventricular dysfunction (12%).

During the pre-marketing placebo-controlled clinical trials, the 
most commonly reported adverse reactions that occurred in 
greater than or equal to 5% of patients treated with KRYSTEXXA 
8 mg every 2 weeks are provided in Table 2.

Table 2. Adverse Reactions Occurring in 5% or More of 
Patients Treated with KRYSTEXXA Compared to Placebo

Adverse  
Reaction

KRYSTEXXA
8 mg every 2 
weeks (N=85)

na (%)

Placebo
(N=43)
n (%)

Gout flare 65 (77%) 35 (81%)

Infusion reaction 22 (26%) 2 (5%)

Nausea 10 (12%) 1 (2%)

Contusionb or 
Ecchymosisb 

9 (11%) 2 (5%)

Nasopharyngitis 6 (7%) 1 (2%)

Constipation 5 (6%) 2 (5%)

Chest Pain 5 (6%) 1 (2%)

Anaphylaxis 4 (5%) 0 (0%)

Vomiting 4 (5%) 1 (2%)
a If the same subject in a given group had more than one 
occurrence in the same preferred term event category, the 
subject was counted only once.

b Most did not occur on the day of infusion and could be related to 
other factors (e.g., concomitant medications relevant to contusion 
or ecchymosis, insulin dependent diabetes mellitus).

Immunogenicity 
As with all therapeutic proteins, there is a potential for 
immunogenicity. The observed incidence of antibody positivity 
in an assay is highly dependent on several factors including 
assay sensitivity and specificity and assay methodology, sample 
handling, timing of sample collection, concomitant medications, 
and underlying disease. For these reasons, the comparison of 
the incidence of antibodies to pegloticase with the incidence of 
antibodies to other products may be misleading.

In a 52-week, randomized, double-blind trial which evaluated 
KRYSTEXXA co-administered with methotrexate compared to 
KRYSTEXXA alone, approximately 26% of patients had pre-
existing antibodies to pegloticase. Patients with an increase 
in titer from baseline or who were negative at baseline and 
developed an anti-pegloticase response at one or more post 
dose time points was 30% and 51%, for the KRYSTEXXA co-
administered with methotrexate and KRYSTEXXA alone treatment 
groups, respectively. Patients with higher antibody titers were 
more likely to have faster clearance and lower efficacy.

During pre-marketing 24-week controlled clinical trials with 
KRYSTEXXA alone, anti-pegloticase antibodies developed in 92% 
of patients treated with KRYSTEXXA every 2 weeks, and 28% 
for placebo. Anti-PEG antibodies were also detected in 42% of 
patients treated with KRYSTEXXA. High anti-pegloticase antibody 
titer was associated with a failure to maintain pegloticase-induced 
normalization of uric acid. The impact of anti-PEG antibodies on 
patients’ responses to other PEG-containing therapeutics  
is unknown.

There was a higher incidence of infusion reactions in patients 
with high anti-pegloticase antibody titer: 53% (16 of 30) in the 
KRYSTEXXA every 2 weeks group compared to 6% in patients 
who had undetectable or low antibody titers.

Postmarketing Experience 
The following adverse reactions have been identified during 
postapproval use of KRYSTEXXA. 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.

General disorders and administration site conditions: asthenia, 
malaise, peripheral swelling

DRUG INTERACTIONS
Methotrexate
KRYSTEXXA 8 mg every 2 weeks has been studied in patients 
with chronic gout refractory to conventional therapy taking 
concomitant oral methotrexate 15 mg weekly. Co-administration 
of methotrexate with KRYSTEXXA may increase pegloticase 
concentration compared to KRYSTEXXA alone.

PEGylated products
Because anti-pegloticase antibodies appear to bind to the PEG 
portion of the drug, there may be potential for binding with 
other PEGylated products. The impact of anti-PEG antibodies on 
patients’ responses to other PEG-containing therapeutics  
is unknown.

USE IN SPECIFIC POPULATIONS
Pregnancy 
Risk Summary
There are no adequate and well-controlled studies of KRYSTEXXA 
in pregnant women. Based on animal reproduction studies, no 
structural abnormalities were observed when pegloticase was 
administered by subcutaneous injection to pregnant rats and 
rabbits during the period of organogenesis at doses up to 50 
and 75 times, respectively, the maximum recommended human 
dose (MRHD). Decreases in mean fetal and pup body weights 
were observed at approximately 50 and 75 times the MRHD, 
respectively [see Data].

All pregnancies have a background risk of birth defect, loss 
or other adverse outcomes. In the US general population, the 
estimated background risk of major birth defects and miscarriage 
in clinical recognized pregnancies is 2% to 4% and 15% to  
20%, respectively.

Data 
Animal Data 
In 2 separate embryo-fetal developmental studies, pregnant 
rats and rabbits received pegloticase during the period of 
organogenesis at doses up to approximately 50 and 75 times 
the maximum recommended human dose (MRHD), respectively 
(on a mg/m² basis at maternal doses up to 40 and 30 mg/kg 
twice weekly, in rats and rabbits, respectively). No evidence of 
structural abnormalities was observed in rats or rabbits. However, 
decreases in mean fetal and pup body weights were observed 
at approximately 50 and 75 times the MRHD in rats and rabbits, 
respectively (on a mg/m² basis at maternal doses up to 40 and 30 
mg/kg every other day, in rats and rabbits, respectively).
No effects on mean fetal body weights were observed at 
approximately 10 and 25 times the MRHD in rats and rabbits, 
respectively (on a mg/m² basis at maternal doses up to 10 mg/kg 
twice weekly in both species).

Lactation 
Risk Summary 
It is not known whether this drug is excreted in human milk. 
Therefore, KRYSTEXXA should not be used when breastfeeding 
unless the clear benefit to the mother can overcome the unknown 
risk to the newborn/infant.

Pediatric Use 
The safety and effectiveness of KRYSTEXXA in pediatric patients 
less than 18 years of age have not been established. 

Geriatric Use 
Of the total number of patients treated with KRYSTEXXA 8 mg 
every 2 weeks in the controlled studies, 34% (29 of 85) were 
65 years of age and older and 12% (10 of 85) were 75 years of 
age and older. No overall differences in safety or effectiveness 
were observed between older and younger patients, but greater 
sensitivity of some older individuals cannot be ruled out. No dose 
adjustment is needed for patients 65 years of age and older.

Renal Impairment 
No dose adjustment is required for patients with renal impairment. 
In a 52-week, randomized, double-blind trial which evaluated 
KRYSTEXXA co-administered with methotrexate compared to 
KRYSTEXXA alone, 85% of patients had chronic kidney disease 
based on estimated glomerular filtration rate (eGFR) of ≥ 40 to  
< 90 mL/min/1.73 m² at baseline. In the pre-marketing 24-week 
controlled clinical trials with KRYSTEXXA alone, a total of 32% 
(27 of 85) of patients treated with KRYSTEXXA 8 mg every 2 
weeks had a creatinine clearance of ≤62.5 mL/min. No overall 
differences in efficacy were observed.

OVERDOSAGE 
No reports of overdosage with KRYSTEXXA have been reported. 
The maximum dose that has been administered as a single 
intravenous dose is 12 mg as uricase protein. Patients suspected 
of receiving an overdose should be monitored, and general 
supportive measures should be initiated as no specific antidote 
has been identified.

PATIENT COUNSELING INFORMATION 
Advise the patient to read the FDA-approved patient labeling 
(Medication Guide).

Anaphylaxis and Infusion Reactions 
•  Anaphylaxis and infusion reactions can occur at any infusion 

while on therapy. Counsel patients on the importance of 
adhering to any prescribed medications to help prevent or 
lessen the severity of these reactions.

•  Educate patients on the signs and symptoms of anaphylaxis, 
including wheezing, peri-oral or lingual edema, hemodynamic 
instability, and rash or urticaria, nausea or vomiting.

•  Educate patients on the most common signs and symptoms of 
an infusion reaction, including urticaria (skin rash), erythema 
(redness of the skin), dyspnea (difficulty breathing), flushing, 
chest discomfort, chest pain, and rash.

•  Advise patients to seek medical care immediately if they 
experience any symptoms of an allergic reaction during or at 
any time after the infusion of KRYSTEXXA [see Warnings and 
Precautions, Adverse Reactions]

•  Advise patients to discontinue any oral urate-lowering agents 
before starting on KRYSTEXXA and not to take any oral urate- 
lowering agents while on KRYSTEXXA.

Glucose-6-phosphate dehydrogenase (G6PD) Deficiency 

Inform patients not to take KRYSTEXXA if they have a condition 
known as G6PD deficiency. Explain to patients that G6PD 
deficiency is more frequently found in individuals of African, 
Mediterranean, or Southern Asian ancestry and that they may be 
tested to determine if they have G6PD deficiency, unless already 
known [see Warnings and Precautions, Contraindications].

Gout Flares 
Explain to patients that gout flares may initially increase when 
starting treatment with KRYSTEXXA, and that medications to 
help reduce flares may need to be taken regularly for the first 
few months after KRYSTEXXA is started [see Warnings and 
Precautions, Adverse Reactions]. Advise patients that they should 
not stop KRYSTEXXA therapy if they have a flare. 
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KRYSTEXXA® (pegloticase) injection, for intravenous use

Brief Summary - Please see the KRYSTEXXA package insert 
for Full Prescribing Information.

WARNING: ANAPHYLAXIS and INFUSION REACTIONS, 
G6PD DEFICIENCY ASSOCIATED HEMOLYSIS and 

METHEMOGLOBINEMIA
See full prescribing information for complete boxed warning.

 •  Anaphylaxis and infusion reactions have been reported  
to occur during and after administration of KRYSTEXXA. 

 •  Anaphylaxis may occur with any infusion, including a  
first infusion, and generally manifests within 2 hours  
of the infusion. However, delayed hypersensitivity 
reactions have also been reported.  

 •  KRYSTEXXA should be administered in healthcare  
settings and by healthcare providers prepared to  
manage anaphylaxis and infusion reactions. 

 •  Pre-medicate with antihistamines and corticosteroids  
and closely monitor for anaphylaxis for an appropriate 
period of time after administration of KRYSTEXXA. 

 •  Monitor serum uric acid levels prior to each infusion  
and discontinue treatment if levels increase to above 6 
mg/dL, particularly when 2 consecutive levels above 6 
mg/dL are observed. 

 •  Screen patients at risk for G6PD deficiency prior to 
starting KRYSTEXXA. Hemolysis and  
methemoglobinemia have been reported with  
KRYSTEXXA in patients with G6PD deficiency.  
KRYSTEXXA is contraindicated in patients with G6PD 
deficiency. 

INDICATIONS AND USAGE
KRYSTEXXA® (pegloticase) is indicated for the treatment of 
chronic gout in adult patients refractory to conventional therapy. 

Gout refractory to conventional therapy occurs in patients who 
have failed to normalize serum uric acid and whose signs and 
symptoms are inadequately controlled with xanthine oxidase 
inhibitors at the maximum medically appropriate dose or for 
whom these drugs are contraindicated.

Limitations of Use:
KRYSTEXXA is not recommended for the treatment of 
asymptomatic hyperuricemia.

CONTRAINDICATIONS
KRYSTEXXA is contraindicated in:

•  Patients with glucose-6-phosphate dehydrogenase (G6PD) 
deficiency [see Warnings and Precautions]

•  Patients with history of serious hypersensitivity reactions, 
including anaphylaxis, to KRYSTEXXA or any of its components

WARNINGS AND PRECAUTIONS
Anaphylaxis 
In a 52-week controlled trial, which evaluated KRYSTEXXA 
co-administered with methotrexate compared to KRYSTEXXA 
alone, patients were pre-treated with standardized infusion 
reaction prophylaxis and were discontinued from treatment 
with KRYSTEXXA if serum uric acid levels increased to above 6 
mg/dL at 2 consecutive visits after the initiation of KRYSTEXXA 
therapy to reduce the risk of anaphylaxis. One patient randomized 
to the group treated with KRYSTEXXA co-administered with 
methotrexate (1%) experienced anaphylaxis during the first 
infusion and no patients experienced anaphylaxis in the group 
treated with KRYSTEXXA alone [see Adverse Reactions].

During pre-marketing clinical trials with KRYSTEXXA alone, 
KRYSTEXXA was not discontinued following 2 consecutive serum 
uric acid levels above 6 mg/dL. Anaphylaxis was reported with a 
frequency of 6.5% (8/123) of patients treated with KRYSTEXXA 
every 2 weeks and 4.8% (6/126) for the every 4-week dosing 
regimen. There were no cases of anaphylaxis in patients  
receiving placebo. Anaphylaxis generally occurred within  
2 hours after treatment.

Diagnostic criteria of anaphylaxis were skin or mucosal tissue 
involvement, and, either airway compromise, and/or reduced 
blood pressure with or without associated symptoms, and a 
temporal relationship to KRYSTEXXA or placebo injection with no 
other identifiable cause. Manifestations included wheezing, peri-
oral or lingual edema, or hemodynamic instability, with or without 
rash or urticaria, nausea or vomiting. Cases occurred in patients 
being pre-treated with one or more doses of an oral antihistamine, 
an intravenous corticosteroid and/or acetaminophen. This pre-
treatment may have blunted or obscured symptoms or signs  
of anaphylaxis and therefore the reported frequency may be  
an underestimate.

KRYSTEXXA should be administered in a healthcare setting by 

healthcare providers prepared to manage anaphylaxis. Patients 
should be pre-treated with antihistamines and corticosteroids. 
Anaphylaxis may occur with any infusion, including a first infusion, 
and generally manifests within 2 hours of the infusion. However, 
delayed type hypersensitivity reactions have also been reported. 
Patients should be closely monitored for an appropriate period of 
time for anaphylaxis after administration of KRYSTEXXA. Patients 
should be informed of the symptoms and signs of anaphylaxis and 
instructed to seek immediate medical care should anaphylaxis 
occur after discharge from the healthcare setting.

The risk of anaphylaxis is higher in patients whose uric acid level 
increases to above 6 mg/dL, particularly when 2 consecutive 
levels above 6 mg/dL are observed. Monitor serum uric acid levels 
prior to infusions and discontinue treatment if levels increase to 
above 6 mg/dL. Because of the possibility that concomitant use of 
oral urate-lowering therapy and KRYSTEXXA may potentially blunt 
the rise of serum uric acid levels, it is recommended that before 
starting KRYSTEXXA patients discontinue oral urate-lowering 
medications and not institute therapy with oral urate-lowering 
agents while taking KRYSTEXXA.

Infusion Reactions
In a 52-week, controlled trial which evaluated KRYSTEXXA 
co-administered with methotrexate compared to KRYSTEXXA 
alone [see Adverse Reactions], patients were pre-treated with 
standardized infusion reaction prophylaxis and were discontinued 
from treatment with KRYSTEXXA if serum uric acid levels 
increased to above 6 mg/dL at 2 consecutive visits after the 
initiation of KRYSTEXXA therapy to reduce the risk of infusion 
reactions. Infusion reactions were reported in 4% of patients 
in the KRYSTEXXA co-administered with methotrexate group 
compared to 31% of patients treated with KRYSTEXXA alone 
experienced infusion reactions [see Adverse Reactions]. In both 
treatment groups, the majority of infusion reactions occurred at 
the first or second KRYSTEXXA infusion and during the time of 
infusion. Manifestations of these infusion reactions were similar 
to that observed in the pre-marketing trials.

During pre-marketing 24-week controlled clinical trials with 
KRYSTEXXA alone, KRYSTEXXA was not discontinued following 
2 consecutive serum uric acid levels above 6 mg/dL. Infusion 
reactions were reported in 26% of patients treated with 
KRYSTEXXA 8 mg every 2 weeks, and 41% of patients treated 
with KRYSTEXXA 8 mg every 4 weeks, compared to 5% of 
patients treated with placebo. These infusion reactions occurred in 
patients being pre-treated with an oral antihistamine, intravenous 
corticosteroid and/or acetaminophen. This pre-treatment may 
have blunted or obscured symptoms or signs of infusion reactions 
and therefore the reported frequency may be an underestimate. 

Manifestations of these reactions included urticaria (frequency of 
10.6%), dyspnea (frequency of 7.1%), chest discomfort (frequency 
of 9.5%), chest pain (frequency of 9.5%), erythema (frequency 
of 9.5%), and pruritus (frequency of 9.5%). These manifestations 
overlap with the symptoms of anaphylaxis, but in a given 
patient did not occur together to satisfy the clinical criteria for 
diagnosing anaphylaxis. Infusion reactions are thought to result 
from release of various mediators, such as cytokines. Infusion 
reactions occurred at any time during a course of treatment 
with approximately 3% occurring with the first infusion, and 
approximately 91% occurred during the time of infusion.

KRYSTEXXA should be administered in a healthcare setting by 
healthcare providers prepared to manage infusion reactions. 
Patients should be pre-treated with antihistamines and 
corticosteroids. KRYSTEXXA should be infused slowly over no less 
than 120 minutes. In the event of an infusion reaction, the infusion 
should be slowed, or stopped and restarted at a slower rate.

The risk of infusion reaction is higher in patients whose uric acid 
level increases to above 6 mg/dL, particularly when 2 consecutive 
levels above 6 mg/dL are observed. Monitor serum uric acid levels 
prior to infusions and discontinue treatment if levels increase to 
above 6 mg/dL. Because of the possibility that concomitant use of 
oral urate-lowering therapy and KRYSTEXXA may potentially blunt 
the rise of serum uric acid levels, it is recommended that before 
starting KRYSTEXXA patients discontinue oral urate-lowering 
medications and not institute therapy with oral urate-lowering 
agents while taking KRYSTEXXA.

G6PD Deficiency Associated Hemolysis and 
Methemoglobinemia 
Life threatening hemolytic reactions and methemoglobinemia 
have been reported with KRYSTEXXA in patients with glucose-
6-phosphate dehydrogenase (G6PD) deficiency. Because 
of the risk of hemolysis and methemoglobinemia, do not 
administer KRYSTEXXA to patients with G6PD deficiency [see 
Contraindications]. Screen patients at risk for G6PD deficiency 
prior to starting KRYSTEXXA. For example, patients of African, 
Mediterranean (including Southern European and Middle  
Eastern), and Southern Asian ancestry are at increased risk  
for G6PD deficiency.

Gout Flares
In a 52-week, randomized, double-blind trial which evaluated 
KRYSTEXXA co-administered with methotrexate compared to  
KRYSTEXXA alone, patients were administered gout flare prophylaxis 
similar to that in the pre-marketing, placebo-controlled trials. 

In this trial, the percentages of patients with any flare for the 
first 3 months were 66% and 69% for the group treated with 
KRYSTEXXA co-administered with methotrexate and the group 
treated with KRYSTEXXA alone, respectively. In the group 
treated with KRYSTEXXA co-administered with methotrexate, 
the percentages of patients with any flare for the subsequent 3 
month increments of treatment were 27% during Month 6, 8% 
during Month 9 and 9% during Month 12. In the group treated 
with KRYSTEXXA alone, the percentages of patients with any flare 
were 14% during Month 6, 9% during Month 9 and 21% during 
Month 12.

During pre-marketing, 24-week controlled clinical trials with 
KRYSTEXXA alone, the frequencies of gout flares were high in all 
treatment groups, but more so with KRYSTEXXA treatment during 
the first 3 months of treatment, and decreased in the subsequent 
3 months of treatment. The percentages of patients with any flare 
for the first 3 months were 74%, 81%, and 51%, for KRYSTEXXA 8 
mg every 2 weeks, KRYSTEXXA 8 mg every 4 weeks, and placebo, 
respectively. The percentages of patients with any flare for the 
subsequent 3 months were 41%, 57%, and 67%, for KRYSTEXXA 
8 mg every 2 weeks, KRYSTEXXA 8 mg every 4 weeks, and 
placebo, respectively. Patients received gout flare prophylaxis with 
colchicine and/or nonsteroidal anti-inflammatory drugs (NSAIDs) 
starting at least one week before receiving KRYSTEXXA.

Gout flares may occur after initiation of KRYSTEXXA. An increase 
in gout flares is frequently observed upon initiation of anti-
hyperuricemic therapy, due to changing serum uric acid levels 
resulting in mobilization of urate from tissue deposits. Gout flare 
prophylaxis with a non-steroidal anti-inflammatory drug (NSAID) 
or colchicine is recommended starting at least 1 week before 
initiation of KRYSTEXXA therapy and lasting at least 6 months, 
unless medically contraindicated or not tolerated. KRYSTEXXA 
does not need to be discontinued because of a gout flare. The 
gout flare should be managed concurrently as appropriate for the 
individual patient [see Dosage and Administration].

Congestive Heart Failure 
KRYSTEXXA has not been formally studied in patients with 
congestive heart failure, but some patients in the pre-marketing, 
24-week controlled clinical trials experienced exacerbation of 
congestive heart failure. Two cases of congestive heart failure 
exacerbation occurred during the trials in patients receiving 
treatment with KRYSTEXXA 8 mg every 2 weeks. No cases 
were reported in placebo-treated patients. Four subjects had 
exacerbations of pre-existing congestive heart failure while 
receiving KRYSTEXXA 8 mg every 2 weeks during the open-label 
extension study.

Exercise caution when using KRYSTEXXA in patients who have 
congestive heart failure and monitor patients closely following 
infusion.

Re-treatment with KRYSTEXXA 
No controlled trial data are available on the safety and efficacy 
of re-treatment with KRYSTEXXA after stopping treatment for 
longer than 4 weeks. Due to the immunogenicity of KRYSTEXXA, 
patients receiving re-treatment may be at increased risk of 
anaphylaxis and infusion reactions. Therefore, patients receiving 
re-treatment after a drug-free interval should be monitored 
carefully [see Adverse Reactions].

ADVERSE REACTIONS
The following serious adverse reactions are discussed in greater 
detail in other sections of the label:
• Anaphylaxis [see Warnings and Precautions]
• Infusion Reactions [see Warnings and Precautions]
•  G6PD Deficiency Associated Hemolysis and Methemoglobinemia 

[see Warnings and Precautions]
• Gout Flares [see Warnings and Precautions]
• Congestive Heart Failure [see Warnings and Precautions]

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

Co-administration with Methotrexate
A 52-week, randomized, double-blind trial was conducted in 
adult patients with chronic gout refractory to conventional 
therapy to evaluate administration of KRYSTEXXA 8 mg every  
2 weeks co-administered with weekly administration of oral 
methotrexate 15 mg, compared to KRYSTEXXA alone. In this trial, 
patients who were able to tolerate two weeks on methotrexate 
15 mg were then randomized to receive four additional weeks on 
either methotrexate 15 mg or matching placebo prior to initiating 
KRYSTEXXA therapy. A total of 152 subjects were randomized, 
and of these, 145 subjects completed the 4-week methotrexate 
run-in period and received KRYSTEXXA (96 subjects received 
KRYSTEXXA co-administered with methotrexate and 49 received 
KRYSTEXXA plus placebo) during the treatment period. All 
patients received pre-treatment with an oral antihistamine, 
intravenous corticosteroid and acetaminophen. These patients 
were between the ages of 24 and 83 years (average 55 years); 
135 patients were male and 17 and were female; 105 patients 
were White/Caucasian, 22 were Black/African American, 
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THE BEST WAY
to prevent a malpractice 
lawsuit is to prepare for the 
likelihood of being sued, 
experts say. The more 
prepared a physician is, the 
better chances of a successful 
outcome. Although no physician can manage all the possible risks that lead to malpractice 
lawsuits, best practices include making sure you have the best insurance policy, working on 
patient-communication strategies, and following the right steps if a lawsuit is fi led.
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Insurance 
Malpractice defense depends upon 
having good malpractice insurance. 
For this reason, the least expensive 
insurance is not always best, says 
attorney Christopher Ryan, counsel 
and co-chair of the healthcare 
litigation task force at Dickinson 
Wright in Ann Arbor, Michigan. 
He recommends physicians look 
for insurance that comes with risk 
management tools that can add 
value to a practice. 

“There’s what’s called a legal 
defense rider, where they can 
represent you in depositions even 
where you’re not a party to the 
litigation. There are also risk man-
agement publications or in-service 
trainings that help physicians 
document better,” Ryan said. 

Additionally, physicians should 
make sure they have a policy in 
place with an admitted carrier 
in their state, according to Tom 
Benvenuto, a senior trial attor-
ney with Benvenuto & Slattery in 
Roslyn, New York. “Insurers can be 
admitted carriers or risk reten-
tion groups (RRGs). RRGs aren’t 
insured by every state, so physi-
cians have no safeguard against the 
company going out of business. 
And then the doctor is left unin-
sured for any claim.”

Out-of-pocket costs for a mal-
practice defense would be stagger-
ing, Benvenuto said. “On top of the 
exposure they have with regard to 
indemnity, it could pretty much 
ruin a doctor,” he said.

Bedside manner matters
To mitigate risks, physicians should 
understand some of the common 
drivers of malpractice lawsuits 
in the fi rst place. Benvenuto 
explained that bedside manner 
really does make a diff erence to 

patient experience. “Some doctors 
are friendlier. They shouldn’t be 
glib, they shouldn’t be too collo-
quial, but they should make it clear 
that they’re listening to the patient 
and responding to the patient,” he 
said.

Ryan echoed this. “I’ve seen sit-
uations where people chose not to 
pursue litigation because they liked 
the physician, whereas people will 
pursue litigation because they did 
not like the physician,” he said 

So much of the patient/physi-
cian relationship is a matter of per-
ception, according to Peter Kolbert, 
senior vice president for claims and 
litigation management for Health-
care Risk Advisors, a strategic 
business of The Doctors Company 
in New York City. He referred to a 
study that looked at how patients 
perceived the length of time their 
doctor communicated with them in 
two diff erent scenarios. Although 
the sessions were the same length, 
in one scenario the physician was 
standing up, and in the other they 
were sitting down. “The study 
validated that when physicians sat 
down, universally patients felt the 
physician was more engaged and 
spent more time with them. In gen-
eral, with patients who have com-
plications, physicians who have 
been super responsive get sued less 
(frequently) than physicians who 
aren’t as responsive,” Kolbert said.

Avoid communication 
problems
“Bad communication is a common 
reason for a lawsuit,” Benvenuto 
said. “Or if you’re very critical 
when a patient has done their own 
research. You have to answer ques-
tions. You can’t be in a hurry.”

Kolbert feels that the commu-
nication problem can be solved 
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simply by modeling a phenomenon 
he sees take place when people 
order food, which is also known as 
“closed loop communication.”

“When you order Chinese 
food, you place your order and 
the person says, ‘OK, you’ve 
ordered General Tso’s chicken 
and fried rice’ to ensure that they 
heard what you said, so there’s 
not a dispute. How often does the 
clinician, when speaking with a 
patient, ask, ‘Can you tell me what 
the next steps are, so that I can be 
sure you heard me?’�”

Additionally, physicians may 
get a little too comfortable with 
the treatment they’re off ering. So 
when a patient comes in for care 
or treatment, although it may just 
be another day to a physician, 
he said, to a patient it’s a scary, 
nerve-wracking and emotional day, 
and physicians need to remem-
ber this. Though it may seem like 
an extra step, taking the time to 
enhance a patient’s understanding 
at the outset of the relationship 
can prevent problems that lead to 
malpractice lawsuits, Kolbert said.

He shares an example of a physi-
cian friend who adopted the phrase 
“proper preoperative planning 
prevents postoperative problems.”

“What drives people away from 
the clinician’s offi  ce and to the 
lawyer’s offi  ce is a lack of feeling 
connected to the doctor, or not 
having a relationship with one. 
This comes down to physicians 
not setting proper expectations,” 
Kolbert said. 

Nuances of informed 
consent
Most physicians understand the 
law of informed consent pretty 
well: Let the patient know what 
they’re signing up for before they 
do it. However, a problem can 
occur, Kolbert said, when a phy-
sician makes assumptions about 

common complications or side 
eff ects of a treatment and fails to 
alert the patient. 

“Informed consent is a recogni-
tion of the limitations of medicine. 
It’s a recommendation that we 
can’t give a guarantee; therefore it’s 
about shared decision-making. So 
physicians can spend extra time to 
make sure our patients understand 
the benefi ts of what we’re doing 
and the limitations and be active 
listeners,” Kolbert said

The importance of 
documentation
Becoming better listeners as physi-
cians can prevent another common 
problem in malpractice law-
suits—poor documentation in the 
electronic health record (EHR). “As 
a lawyer, there are very few times 
when I’ve seen perfect documen-
tation, a record that has everything 
in it that I would hope to see,” 
Ryan said. “It’s such a big issue, 
we’ve given entire presentations on 
medical record documentation.”

In addition to traditional notes, 
Kolbert said that physicians should 
always chart issues of patient 
nonadherence. “If there’s a lawsuit 
and (nonadherence) information 
doesn’t make it into the chart, 
when someone wants to explain 
to a jury that the patient refused, 
deferred or just didn’t do what the 
physician recommended, those 
kinds of notations really help you. 
The jury is not just going to take 
your word for it.”

The irony, Kolbert said, is that in 
general, most notes in an EHR will 
be read maybe once or twice, until 
there’s a lawsuit. “When there’s a 
problem and a claim, everyone’s 
going to read it front to back, mul-
tiple times, questioning every sen-
tence and looking at every word. 
Therefore, it just makes good sense 
that when you have a problem or 
complication, you stop and spend a 

LEGAL / MEDICAL MALPRACTICE DEFENSE

“Resist the urge 
to add anything 
to the note.
 I don’t even 
mean falsifying 
it, but just adding 
information that 
you didn’t put in 
the fi rst place.
Those always 
get you 
bi� en.”
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little more time writing your note. 
Clear writing is a product of clear 
thinking.”

Steps to take after a 
lawsuit is fi led
Physicians will need that clear 
thinking in the instance of a 
claim or a lawsuit, Kolbert said. 
“When physicians get sued, it’s a 
new universe and they don’t fully 
understand it,” he added. Often the 
cases that end up getting fi led are 
not necessarily the ones physicians 
would expect, so they may take a 
physician by surprise, Ryan said.

Benvenuto said it’s normal for 
a physician to want to go back in 
and change the note, but it’s a bad 
idea. “The fi rst thing you must do 
is resist the urge to add anything 
to the note. I don’t even mean 
falsifying it, but just adding infor-
mation that you didn’t put in the 
fi rst place. Those always get you 
bitten,” he said.

Get a lawyer 
immediately
The fi rst thing to do is call your 
insurance carrier and insist on 
speaking to a lawyer immediately, 
while everything is still fresh, 
Benvenuto said. The worst thing a 
physician can do is to try to ignore 
it or put it off . “A lot of doctors 
will ostrich their way through an 
unpleasant situation, and that’s the 
wrong way to deal with it,” he said. 

The quicker a physician meets 
with a lawyer, the better, Ben-
venuto noted. “Generally, we 
lawyers try to get out there and 
meet these guys quickly, while 
conversations are still fresh in their 
mind, and we’ll have them create a 
memo that’s not in the chart that 
documents all these conversations 
because they could be very useful 
years down the road when there’s 
a diff erence of opinion as to what 
was said,” he said.

Benvenuto said that the 
right lawyer will get back to the 
physician right away. “If you fi nd 
an attorney who won’t take your 
call, get another attorney. Most 
of us are used to working late, 
answering texts and phone calls.

Malpractice trials take time, as 
well, so don’t expect a swift pro-
cess if it goes that far. According 
to Ryan, in his state of Michigan, 
if a case goes to trial, it takes an 
average of two-and-a-half years 
before the case is settled.

Prepare for deposition 
or pretrial statement
The next most important step of 
malpractice defense after a law-
suit has been fi led is to prepare 
thoroughly for the deposition or 
pretrial statement, Kolbert said. 
He said that physicians need to 
understand how this testimony 
will be used to support or work 
against the physician, and how 
they can properly prepare. 

Ryan agreed. “Don’t under-
estimate the importance of fully 
preparing for that deposition. Put 
in the time and work,” he said.

Although malpractice suits 
may hang like a dark specter in 
the back of a physician’s mind, 
Kolbert said that the number 
of adverse outcomes is larger 
than the number of claims on 
average, which are a fraction of 
1% of patient encounters. “Most 
of the time physicians are doing 
a good job, but there’s always 
room for improvement,” 
he said.

MEDICAL MALPRACTICE DEFENSE / LEGAL

“What drives 
people away 
from the 
clinician’s 
offi  ce and to 
the lawyer’s 
offi  ce is a 
lack of feeling 
connected to 
the doctor, or 
not having a 
relationship 
with one.” 

Check out our Medical Malpractice 
Topic Resource Center at MedicalEconomics.com
https://www.medicaleconomics.com/topics/malpractice

MORE ONLINE
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any parents, seeking to be 
completely fair, bequeath 
assets in equal amounts to 

each of their children. For sibling 
heirs who inherit their parents’ 
estates collectively, this usually means 
liquidating assets to settle the estate. 

Relatively new tax rules on 
inherited tax-deferred retirement 
accounts—IRAs and 401(k)s—com-
plicate this kind of estate planning 
considerably, especially for physicians 
with high net worth bequeathing 
large, highly appreciated accounts. 
The new rules are forcing even the 
most doting of parents to reconsider 
what’s fair.

These rules are part of the 
SECURE Act of 2019, a sweeping 
package of legislation with ramifi-
cations that are taking time to sink 
in regarding estate planning. Under 
previous rules, heirs receiving tax-de-
ferred retirement accounts had their 
entire lives to draw them down com-
pletely, as required by the IRS; that’s 
why these accounts acquired the 
moniker, “stretch” IRAs. By stretching 
out these distributions, heirs could 
minimize the tax impact in any one 
year and avoid bracket creep. 

The SECURE Act changed all this 
by requiring heirs to draw down 
these accounts down within 10 years 
of the benefactor’s death in most 
cases, but there are exceptions for 
certain categories of beneficiaries. 
(For more information, see IRS Pub-
lication 590-B, “Distributions from 
Individual Retirement Arrangements,” 
available on www.irs.gov). 

Depending on the size of the 
retirement account, the income of 
the recipient and their tax scenario, 

inheriting the account may result not 
only in higher income tax in any one 
year, but also higher rates of taxation 
from bracket creep, or even what 
could be called bracket zoom—going 
up multiple brackets.

As a result, for the tax benefit of 
the entire family, parents with highly 
appreciated retirement accounts may 
want to re-think bequests. Here are 
some considerations regarding strat-
egies for minimizing tax impacts: 

The practice of leaving 
everything to the children for them 
to divide may now be less than 
optimal. Regarding large accounts, 
the 10-year distribution limit might 
mean that even part of one could 
bring a huge tax burden to one or 
more heirs. A preferable alternative 
might be for such heirs to instead 
receive other items, such as real 
estate. The stepped-up basis of real 
property might have far less impact-
ful tax consequences.

Consider leaving taxable 
accounts, such as IRAs, to children 
who are doing less well than their 
siblings, and then evening out the 
dollar-value of bequests using 
other assets. If you have three 
children and one has a relatively low 
income, that child might be the best 
candidate for receiving the entire 
retirement account. The other two 
could receive more tax-friendly assets.

One solution might be to 
leave all the children a Roth IRA 
collectively. Like regular IRAs and 
401(k) accounts, Roths also must 
be distributed within 10 years. But, 
as these accounts are funded with 
post-tax money, withdrawals don’t 
incur tax or add to taxable incomes. 

As converting tax-deferred accounts 
into Roths involves paying the tax due 
on these distributions, conversions 
can involve considerable expense. 
Whether this is a good option 
depends on how the numbers work 
out for benefactors and heirs.

For wealthy benefactors, Roth 
conversions are usually a partial 
solution at best. IRS rules prohibit 
Roth contributions from individu-
als with annual earned incomes of 
$144,000 and up and, for married 
couples filing jointly, of $214,000 and 
up. So it’s difficult for high earners to 
accumulate a substantial portion of 
their wealth in a Roth. Though some 
high earners may have started Roth 
IRAs when they were earning far less, 
and these accounts may have appre-
ciated substantially over the years, 
they aren’t likely to hold much in the 
way of total assets, proportionately, 
of wealthy individuals.

Converting a regular IRA to a 
Roth might be a solution. Though 
the income limits for contributions 
also apply to conversions, this strat-
egy still might be feasible, depending 
on your circumstances and the 
timing involved. That’s because it’s all 
about the tax year of the conversion.

You might be able to convert in 
the tax year after retiring. Under 
this strategy, the idea is to limit 
income in the year of conversion, 
perhaps by delaying Social Security 
benefits (which must be claimed by 
age 70), and/or by delaying other 
retirement income streams (such 
as pensions) and withdrawals from 
taxable investment accounts.

LEGAL / LEGALLY SPEAKING

SECURE Act is a 
game-changer for 
estate planning

M

ON THE WEB 

To read the rest of the 
tips, check out: https://www.
medicaleconomics.com/view/ 
new-tax-rules-are-a-game-changer-
for-family-estate-planning

David Robinson, CFP, is a director and senior 
wealth adviser with Mariner Wealth Advisors 
in Phoenix. Send your questions to medec@
mjhlifesciences.com
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Quality vs. quantity

PRACTICE 
MANAGEMENT

How does quality of care compare between NPs and PAs 
vs physicians? It depends on who you ask.

The second in a four-part seriesTHE FUTURE
OF PRIMARY CARE
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QUALITY OF CARE / PRACTICE MANAGEMENT

P rimary care is all 
about taking care of 
patients and trying 
to keep them healthy 
through prevention 
and early detection.

But who is qualifi ed to provide 
primary care and who does it in a 
way that is most cost eff ective, safe 
and effi  cient for patients? Nurse 
practitioners say study results 
illustrate that they are just as good 
or in some instances better at 
caring for patients than physicians. 
Similarly, physician associates list 
studies with results showing they 
are equally eff ective as primary 
care givers. 

But physicians will argue 
they have the most training and 
hands-on experience, are the only 
ones who should be overseeing 
a patient’s care and — when all 
factors are taken into considera-
tion — provide the best care at the 
best price. 

“There are a lot of nurse 
practitioners who feel that their 

experience as a registered nurse 
qualifi es them as being trained 
appropriately, despite the fact that 
they learn a nursing model and 
don’t learn medicine,” says Chris-
topher Garofalo, M.D., a family 
medicine physician and member of 
Physicians for Patient Protection, 
a group that advocates for physi-
cian-led care. “In fact, there are 
some schools of nurse practition-
ers that allow them to get credit for 
having been a nurse on the fl oor 
for X number of years. So what 
they think is appropriate training, 
at least according to the criteria we 
have set out for medicine, is not.”

The arguments over 
the data
Both the American Association of 
Nurse Practitioners (AANP) and 
the American Academy of Physi-
cian Associates (AAPA) maintain 
a list of studies to validate both 
their cost and eff ectiveness claims. 
These studies were published in 
an array of medical journals, span 
diff erent years and were from 
diff erent researchers and health 
systems or populations (see sidebar 
for the full list).

When asked about what the 
overall results of these studies say 
about the cost and quality of NP 
care, Bryan Black, vice president of 
communications, AANP, said, “The 
question about the eff ectiveness 
of NP care has been asked and 
answered numerous times over 
the last four decades. Consist-
ently, peer-reviewed, independent 
research demonstrates that nurse 
practitioners provide high-quality, 
cost-eff ective care.”

AAPA President Jennifer Orozco 
had a similar response. “Time and 
time again, research has supported 
what we as physician assistants 
(PAs) have always known: PAs 
provide compassionate, high-qual-
ity care to patients. As part of one 
of the fastest-growing professions 
in health care, PAs provide critical 

access to care for millions of 
patients every year. These studies 
also demonstrate that oftentimes 
PA-delivered care costs less for the 
patient than physician-delivered 
care,” she said.

She referenced results of a 2021 
metastudy where of the 39 studies 
examined, 18 found PA care better 
than that from a physician and 15 
found it comparable.

Garofalo says some of the 
results presented by both groups 
can be misleading.

“Quality of care studies can get 
a little bit tricky because that’s a 
very broad range,” Garofalo says. 
“Depending on the paper, it can 
mean patient satisfaction — are 
patients more satisfi ed with NPs 
versus an M.D. or D.O.? It can also 
mean process measures — did (the 
doctors) get more patients in to have 
their diabetes measured over a year 
than the nurse practitioners did?”

He says results from outcome 
studies are the most important 
ones because they measured if the 
doctor or NP/PA was able to make a 
diff erence in the patient’s health.

“When you look at a lot of the 
literature that the nurse practition-
ers point to, they will tell you that 
their studies show they provide 
equal or better care than physi-
cians,” Garofalo says. “However, 
most, if not all, of those studies are 
either process measures or patient 
satisfaction; they are not outcome 
studies. And one more thing to 
note about all those nurse practi-
tioner studies: They have all been 
done while nurse practitioners 
have been supervised, not unsuper-
vised. So you cannot make the leap 
that says, ‘We provide better care 
when we’re supervised, therefore, 
we provide better care when we are 
not supervised.’ ”

Garofalo also points out that 
the studies are not randomized, 
meaning the NPs may be getting 
the patients with less-complicated 
diagnoses and physicians are 

By Todd Shryock, Managing Editor
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treating the more complex cases.
The study Garofalo says that is 

the best comparison is the Hatties-
burg Clinic study, which looked at 
the cost effectiveness of NPs and 
PAs compared with physicians. The 
results at the 300-physician clinic 
showed that advanced practice 
providers (APPs) cost patients an 
average of $120 more than physi-
cians, and because of this, the clinic 
now has patients see only doctors 
as their primary care provider with 
APPs in a supporting role.

But both the AANP and 
AAPA argue results of this study 
are flawed.

“The Hattiesburg article is a 
summary of an internal program 
evaluation from a single clinic in 
a restricted practice state, a state 
where it is against the law for an 
NP to practice without a collab-
orative relationship with a physi-
cian,” Black says. “It presents only 
descriptive analysis and compari-
son. It isn’t a study.”

He points out there are no data 
related to the total sample size in 
each provider group, and no stand-
ard deviations, among other issues.

“Ultimately, the findings of 
this internal program evaluation 
cannot be generalized or extrap-
olated to address questions of NP 
cost-effectiveness or quality of care 
compared (with) physicians for 
several reasons, including but not 
limited to: it didn’t analyze the data 
to allow for a direct comparison of 
M.D./D.O. to NP, it doesn’t meet 
the basic requirements for statisti-
cal evidence, and it lacks the rigor 
of traditional cost-effectiveness 
research,” Black says. He also notes 
that the study did not differentiate 
between NPs and PAs.

Likewise, the AAPA also has 
issues with the study results. 

“Twice as many physicians saw 
13 to 16 times more patients in the 
same time period,” Orozco says. 
“This calls into question issues 
related to visit attribution.”

In addition, Orozco says the 
study does not show co-managed 
teams as a standalone comparison 
group, only physician-led versus 
APP-led teams. “They even stated 
that the patients who were co-man-
aged had the best quality of care and 
cost outcomes,” she says. “In fact, 
when we examined data for patients 
who were co-managed in primary 
care, being defined as alternating 
visits between physician and APP, 
those patients had the best quality 
and cost outcomes of all.”

Orozco also had issues with the 
conclusion that physicians rated 
higher across six domains and the 
narrowness of the cost analysis. 
The physician ratings were only 
0.03 better, which Orozco says is 
not a meaningful difference. She 
also says the cost analysis was not 
representative because researchers 
only looked at patients who did not 
have end-stage renal disease and 
patients enrolled in non-nursing 
home Medicare accountable care 
organizations. She notes that the 
2021 metastudy results showed 
that PA-led care costs were found 
to be lower than those of physi-
cian-led care in 29 of the 39 studies.

Is this the end for 
primary care physicians? 
Even if NPs and PAs do order 
more tests and cost patients 
more money, that doesn’t nec-
essarily help physicians, says 
Niran Al-Agba, M.D., co-author of 
“Patients At Risk: The Rise of the 
Nurse Practitioner and Physician 
Assistant in Healthcare.” 

“If you think of yourself like a 
hospital CEO, and you could pay 
someone you employ to do the 
same job as a doctor for less, and 
yet they made you more money 
because they ordered more tests, 
more CTs, more labs — it’s a no 
brainer, you are not going to keep 
the physician,” Al-Agba says.

Although payers may be 
incentivized to keep costs low, 

Garofalo says the integrated nature 
of today’s health system works 
against that. “A lot of systems 
tend to benefit when they do more 
procedures, when they have more 
testing, when more specialists are 
seen,” he says. “So even if nurse 
practitioners, as in the Hattiesburg 
study, order more testing and refer 
to specialists more often, that 
unfortunately does mean more rev-
enue for certain parts of the health 
care system, so that part may not 
be incentivized to lower costs.”

Value-based care, which pays 
more for positive patient outcomes 
and efficient use of health care 
dollars, uses data to reward the 
best stewards of payer funds, and 
experts predict it will eventually be 
a driving force in health care. But 
a recent report from the Medical 
Group Management Association 
shows that less than 7% of primary 
care income is generated from 
value-based care contracts.

April Kapu, president of the 
AANP, says that nurse practitioners 
thrive in a value-based environ-
ment because of their focus on 
prevention and treating the whole 
patient, but that current barriers 
hold them back.

“One example is the need to 
modernize state legislation nation-
wide to allow NPs to practice to 
the top of their profession and to 
eliminate costly physician con-
tracts,” Kapu says. “Another is a 
need to create better tools and 
resources for NPs leading small 
and independently owned practices 
to transition to value-based care 
while navigating the financial risks 
associated with administering a 
new reimbursement model.”

Orozco says PAs also do well 
when allowed to practice to the 
top of their license in a value-based 
care setting. “They increase access 
to care, they improve patient out-
comes, patients don’t have to wait 
months for an appointment and 
they don’t have to drive three or 



A ccording to a report from the National 
Academies of Sciences, Engineering and 
Medicine, “primary care is the only health 
care component where an increased supply 
is associated with better population health 

and more equitable outcomes.” And yet we dramatically 
underinvest in robust primary care.

What makes primary care so impactful is its focus 
on clinician-patient relationships and comprehensive, 
longitudinal care. Unfortunately, our current fee-for-ser-
vice (FFS) payment model is indiff erent to relationships 
and long-term health. That is why value-based payment, 
such as full-risk and capitated payments, allow for 
care models that actively foster relationships and align 

patient care, population outcomes, and 
economic sustainability.

Successful primary care is rooted in 
what’s known as the “4 C’s.” In practice, 
this is defi ned as the primary care team 
being available for fi rst contact when 
there is an issue; providing continu-
ous and comprehensive care, and 
coordinating the care of the patient 

across diff erent stakeholders and needs. These are the el-
ements necessary to enable a deeply trusting relationship 
between patients and their primary care team and lead to 
individual behavior change, one of the goals of eff ective 
primary care.

Primary care in the U.S. falls far short of fulfi lling the 
4 C’s and much of that failure is due to our reliance on the 
FFS model. Rather than fostering engagement, FFS pay-
ment systems reward transactions and services provided, 
leading to impossibly large patient panels and extremely 
limited time spent during patient visits. The result is 
a formula that is not conducive to building the strong 
patient-clinician bonds needed for identifying the under-
lying issues impacting the patient’s health and working 
together to make changes to improve their health.

On the fl ip side, when practices implement a val-
ue-based care model and move to full-risk, the 4 C’s 
become the North Star, reinforced by more robust teams 
and systems.

For example, CenterWell Senior Primary Care facilities 
and Conviva Care Centers, which are Humana’s se-
nior-focused primary care centers, utilize a value-based 

care team approach that has allowed us to reduce patient 
panels to 400-600 patients compared to the normal 
2,000 or more patients at FFS practices. Recognizing the 
importance of regular touchpoints with patients and that 
building trusting relationships takes time, patients are 
seen an average of 4-6 times per year and PCP visits typ-
ically last as long as 40 minutes. Supporting the PCP is 
a care team that includes care management nurses, care 
coordinators, social workers, pharmacists and behavioral 
health specialists to treat not only patients’ physical and 
mental health needs, but also to identify and address 
social service gaps impacting their health. 

To support a patient, the care team meets regularly to 
discuss the resources and treatment plans required for 
each individual. Our model also requires that we look 
beyond the walls of our own practices and collaborate 
with the other clinicians and services our patients utilize, 
forging deeper partnerships and coordination mecha-
nisms across specialty care, acute, and post-acute care, 
so that we can holistically guide our patient’s health with 
their goals front and center.

While this model embodies the care that every senior 
deserves, you’re likely asking where the resources are 
coming from to fund this comprehensive, team-based 
approach. Humana has shown that value-based groups 
that have taken on full risk deliver 15-17% of healthcare 
dollars to the primary care practice, compared to the 
usual 4-7% for traditional primary care. That diff erential 
investment goes a long way to fund the comprehensive-
ness care team, as well as the technology and analytics 
that enable this type of care.

Practicing primary care according to the 4 C’s and with 
a value-based, care team approach also delivers im-
proved clinical outcomes, as illustrated in a recent JAMA 
study that showed primary care practices adopting this 
approach reduced emergency department visits by over 
13% and hospitalizations by almost 6%.

Providing fi rst contact, continual, comprehensive 
and coordinated primary care is necessary to radically 
improve the health of our population, deliver the kind 
of patient care that seniors deserve and expect, and 
create sustainable practice models for clinicians. If we 
keep the 4 C’s as our North Star and re-orient around a 
value-based care team approach, we will go much further 
in improving population health and equity. 

Practicing the 4 C’s of High-Quality Primary 
Care with a Value-Based Care Team Model

S P O N S O R E D

By Vivek Garg, M.D., MBA, Chief Medical O�  cer of Humana’s Primary Care Organization

VIVEK GARG, M.D.
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four hours to get to a high-quality 
provider who can help take care of 
them,” she says. “When you have 
that consistent continuity of care 
and improved effi  ciency in the 
health care system, those patient 
outcomes and patient satisfaction 
scores will improve.”

Garofalo and Al-Agba both point 
out that this isn’t about a fi ght over 
patients, as there are plenty to go 
around, but about who should be 
directing primary care for them.

“This isn’t a turf war,” Garofalo 
says. “Nurse practitioners have 
their role and they belong in our 
health care system, but they should 
be where they are, where there 
training allows them to be. The 
nurse practitioners like to say, ‘We 
should be allowed to practice at the 
top of our license,’ and I have yet 
to hear anybody give me a defi ni-
tion of what ‘the top of our license’ 
means. What they mean to say is, ‘I 
should be able to practice inde-
pendently and basically do what I 
want to do,’ but that doesn’t neces-
sarily mean that they are trained to 
be able to do that.”

He says that part of the problem 
with the trend toward NPs and PAs 

taking more primary care roles is 
that a lot of people think primary 
care is easy, so they think it’s fi ne 
to have a nonphysician do it. 

“Primary care physicians deal 
with the largest swath of patients 
out there,” Garofalo says. “It’s not 
easy to go from taking care of an 
80-year-old who’s there for a phys-
ical, followed by a 3-year-old who 
needs a splinter removed, followed 
by a prenatal patient who’s halfway 
through her pregnancy, followed 
by a 25-year-old who just learned 
they have a brain tumor. So just the 
very notion that our society thinks, 
‘Oh, just let NPs do primary care 
because it is easy’ is just wrong.”

With the growing cost diff er-
ence and public acceptance of NPs 
and PAs providing primary care, 
Al-Agba doesn’t see a bright future 
for primary care physicians. 

“The long-term ramifi cation 
is going to be that they are going 
to take over the jobs in hospitals 
and urgent care clinics in the next 
10 years,” Al-Agba says. “You will 
not see a doctor in an urgent care 
clinic or an emergency depart-
ment any longer, and you also 
won’t see one in the hospital once 

you’re admitted. The NPs and PAs 
are more economical for the big 
private equity hospitals and other 
owners, and they generate more 
money for those entities. What’s 
the future? Very few doctors 
employed or working in hospitals, 
and then the second piece of that, 
which is really sad, is it will cost 
patients more for basic care.”

Orozco says the aging popu-
lation is outstripping the ability 
of any one profession to keep up 
with its health care needs and 
that something has to change. 
“Let’s work together and seek to 
understand one another,” she says. 
“Let’s try to take care of all these 
patients and stop arguing with one 
another, because at the end of the 
day, all we want is for patients to 
be healthier and for our economy 
to be healthier. But we can’t do that 
when we’re against one another, 
so let’s partner together and start 
fi guring out how to move forward 
with these teams so that we can 
provide better care.”

Next month: Part three, the 
battle for independent full-practice 
authority by NPs and PAs. 

A list of studies from the American Association of Nurse Practitioners 
showing the eff ectiveness of nurse practitioners can be found here:
https://www.aanp.org/advocacy/advocacy-resource/position-statements/
quality-of-nurse-practitioner-practice

A list of studies from the American Academy of Physician Associates 
showing the eff ectiveness of physician associates can be found here:
https://www.aapa.org/download/39029/

THE STUDIES

The Hattiesburg Clinic study that shows care from NPs and PAs costs patients 
more money can be found here:
https://ejournal.msmaonline.com/publication/?m=63060&i=735364&p=20&ver=html5
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P rimary care physicians get 24 hours a 
day — but would need at least 26.7 to 
provide guideline-based care to their 
patients.

The fi ndings were part of “Revisiting 
the Time Needed to Provide Adult Pri-

mary Care,” a study published July 1 in the Journal of 
General Internal Medicine. Authors Justin Porter, 
M.D.; Cynthia Boyd, M.D., M.P.H.; M. 
Reza Skandari, Ph.D.; and Neda Lait-
eerapong, M.D., M.S., used 2020 
data from the National Health 
and Nutrition Examination 
Survey to create model 

patient panels of 2,500 patients. 
Based on the U.S. Preventive Services Task Force 

guidelines, they calculated how much time physi-
cians would need each day to handle preventive care, 
chronic disease care, acute care, and documentation 
and inbox management. The authors estimated that if 
primary care physicians used team-based care, those 
26.7 hours could decrease to 9.3 hours per day.

Medical Economics® discussed the results with 
Porter, the lead author and an assistant profes-

sor of medicine at University of Chicago 
Medicine. 

Responses have been edited for 
length and clarity.

By Richard Payerchin, Associate Editor

New study proves it:
Primary care physicians have 
more work than time in the day

Continued on page 30
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Medical Economics® (ME): 
In your own words, can you 
explain why it’s so important 
for primary care physicians to 
spend time with their patients?

Porter: When many people think 
about what a doctor does, it’s 
diagnosing disease, it’s prescribing 
medications, but more than that, 
it’s about taking patients by the 
hand and explaining their medical 
problems to them and what they 
need to do to put the problems in 
perspective. Patients now are in an 
increasingly fragmented medical 
system where they have many dif-
ferent subspecialists talking about 
many different things that they 
need to do, but they need some-
one to take them by the hand and 
put all these things in perspective. 
That’s really what the role of the 
primary care doctor is. And that 
takes time. That’s more than just 
writing a prescription. It’s making 
patients understand what’s going 
on and understanding their values. 
It’s complicated, and it certainly 
takes time.

ME: Your study examined the 
time physicians need to provide 
adult primary care. What did 
you find?

Porter: We took a bottom-up 
approach to answer this question. 
We were trying to think not so 
much how long does a doctor take 
to provide primary care to their 
patient panel, but how long should 
it take if they follow the guidelines 
as written? We broke down the 
tasks that a primary care doctor 
needs to do. All primary care 
doctors need to provide preventive 
care services for their patients and 
chronic disease services for their 
patients, and they need to address 
acute care issues that come up. 

Then there’s documentation, inbox 
management. We tackled each of 
these processes individually. Then 
we thought about applying the 
guidelines as they are written to 
a standard patient panel and then 
adding up the total amount of time. 
The result that we got was, unfor-
tunately, if a doctor followed the 
guidelines as they were written for 
a standard patient panel represent-
ative of the adult U.S. population 
of 2,500 patients, it would take 26.7 
hours per day to provide that care, 
which is obviously an infeasible 
amount of time.

ME: Given your own 
experience, were you surprised 
at that result?

Porter: Unfortunately, I was 
actually not surprised. When I first 
started working on this paper, I 
was a resident, and I noticed the 
difference between the way we are 
taught to provide care and the con-
straints of a clinic workday. And 
I felt those two things were very 
much at odds. This is something I 
think all clinicians feel intuitively. 
It was actually not a surprise.

ME: Can you explain how you 
measure the time?

Porter: We use the National 
Health and Nutrition Examina-
tion Survey data set. This was a 
very useful data set for us to make 
hypothetical patient panels from, 
and we created our hypothetical 
panels of 2,500 patients. Then 
we looked at the guidelines. For 
example, there are preventive care 
guidelines of what should be done 
for each patient. 

So, for example, if you had a 
patient with obesity, there’s a 
United States Preventive Services 
Task Force (USPSTF) recommen-
dation that patients should get die-
tary counseling to prevent comor-
bidities associated with obesity. For 
each patient with obesity in our 
panel, they would need counseling. 
And then we thought, well, how 
long should we spend on those 
counseling services? If you look 
at the USPSTF meta-analysis that 
underlines that recommendation, 
they found it takes a minimum of 12 
visits per year to have measurable 
evidence of benefit. It is very differ-
ent than what clinicians are actually 
able to do, but it’s important to 
make this calculation to expose the 
gap between what the guideline 
suggests we should do and what the 
limits of a clinical workday are. 

We worked up a bottom-up 
approach, and we did that for all 
the USPSTF class A and B recom-
mendations. Then we did separate 

“When I first 
started working 
on this paper, I 
was a resident, 
and I noticed 
the difference 
between 
the way we 
are taught 
to provide 
care and the 
constraints of a 
clinic workday. 
And I felt those 
two things were 
very much at 
odds.”

Continued from page 27

PRACTICE MANAGEMENT / PRIMARY CARE TIME STUDY 
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calculations for the chronic diseases 
that existed in a particular patient 
— how much time it would take to 
address each of those chronic dis-
eases. We added that up, and then 
we thought about how long it would 
take on average to address acute 
care issues for these patients. And 
then overall documentation, inbox 
management for that whole panel. 

ME: With electronic health 
records (EHR), what role does 
technology play in adding to the 
work burden for primary care 
physicians? And what is the role 
of technology in relieving the 
work burden?

Porter: There are challenges 
and opportunities with greater 
integration of EHR and the way 
we provide medical care. Starting 
with opportunities first, it had the 
potential for you to connect with 
your patients much more fre-
quently. There’s potential to share 
information with patients more 
easily — they can send pictures of 
rashes over the EHR. That defi-
nitely is an opportunity. 

For challenges, any clinician 
can attest to a lot of bloat in the 
amount of paperwork we need to 
do for patients, and that tends to 
come through the electronic medi-
cal record. People now understand 
that doctors are more accessible 
than they were, and that adds to 
the workload. Although you have 
the opportunity to provide more 
care, the challenge is the time 
requirements have increased.

ME: No physician wants to 
shortcut their care for patients, 
but do the workloads force 
physicians to take shortcuts 
during the workday to save 
time?

Porter: Our paper showed there’s 
this growing gap between the care 

that patients should receive if we 
all work according to the guidelines 
and the limits of the clinic work-
day. We have to think about, how is 
this gap bridged in practice? 

There are a few ways that’s 
happening. One is that physicians 
are not doing the guidelines or not 
providing all the guideline-based 
care recommendations for a 
patient panel. And there’s certainly 
evidence to back this up; there have 
been studies that primary care pro-
viders only provide approximately 
50% of the guideline-based care 
recommendations to their patients. 
There’s definitely evidence for that. 

The other option is that pro-
viders are providing these guide-
line-based care recommendations, 

but they’re not doing them 
according to the guidelines. So, 
for example, if we were to turn 
to dietary counseling for obesity 
again, providers may be spending a 
couple of minutes a year on dietary 
counseling with patients, even 
though the guidelines show that it 
requires a much more time-inten-
sive process to actually promote 
behavioral change and get results. 

The third option is that primary 
care providers are spending addi-
tional time outside the standard 
clinic workday writing paperwork, 
calling patients back, and there’s 
certainly evidence for that as well. 
So a combination of all three things 
is happening.

ME: The paper suggested how 
team-based care could relieve 
some of the workload on 
primary care physicians. Who 
should the team members be, 
and what should they be doing?

Porter: There are many health 
care professionals who are spe-
cialized to provide care that’s 
distinct from the physician, and 
they all have their own area of 
specialty. Think about a dietitian, 
for example, providing counseling 
services. If you compare a dietitian 
to a primary care provider like 
myself, I may have gotten a couple 
of lectures in medical school on 
dietary counseling. But a dietitian, 
that is their focus. I like to think 
that I provide decent dietary coun-
seling, but a dietitian may provide 
better counseling than I would. 
If they were able to take that task 
and do it, I would have more time 
to do other things that I have been 
specifically trained for, like the 
diagnosis and treatment of disease. 

A lot of these preventive care 
tasks don’t require a medical 
degree to perform. Giving routine 
vaccinations is something that 
could certainly be done by the 

“I certainly do 
believe this gap 
between what 
the guidelines 
suggest a 
physician should 
do in the clinical 
workday and 
the limits in 
the workday 
is driving 
burnout.”

 PRIMARY CARE TIME STUDY / PRACTICE MANAGEMENT
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nurse. The nurse could contact 
the patient independently from 
the physician, give the vaccination 
and record it in the chart. 

I think it’s worth asking: Can 
this task be done partially or 
completely by another health care 
team member? And if that’s the 
case, maybe it should be done 
that way. That was the premise 
behind our calculation of how 
much primary care provider time 
could be saved in an idealized, 
perfectly functioning team-based 
care model. Nurses, nursing 
assistants, pharmacists, dietitians, 
mental health counselors and 
social workers could potentially 
be considered part of the health 
care team. Each of them could 
potentially do tasks that might 
save primary care providers time.

ME: Within the health care 
sector, it’s recognized that 
workload, the amount of 
time that physicians spend 
at work and difficulty 
maintaining work-life 
balance are contributors 
to burnout. What needs 
to take place to integrate 
more team-based concepts, 
especially to relieve the 
physician workload?

Porter: To address the first part 
of your question, I certainly do 
believe this gap between what 
the guidelines suggest a physician 
should do in the clinical workday 
and the limits in the workday 
is driving burnout. If you ask 
physicians, it’s a common feeling 
that they have. As for what to do 
about it, that’s the million-dollar 
question. In some sense, it’s much 
easier to identify the problem than 
to propose the solutions. 

However, one solution, or at 
least a partial solution, is to adjust 
the funding mechanisms that 
support the delivery of primary 

care. If you think about a primary 
care clinic that works under a 
fee-for-service system, there is 
no incentive to hire a lot of these 
additional team members to 
provide care. 

Currently, for example, Medi-
care only pays dietitians to provide 
counseling if the patient has spe-
cific diagnoses, such as diabetes or 
renal disease. If you broaden that 
definition to include things like 
obesity, it might allow dietitians to 
bill for services independently of 
the primary care physician. In that 
context, there will be more incen-
tive for the primary care physician 
to incorporate these other team 
members in delivering care. Allow-
ing these other members to bill 
for services independently of the 
primary care physician could go a 
long way to supporting team-based 
care models. 

Additionally, with the move 
toward value-based care models, 
this might incentivize team-based 
care. If you think about models 
that are not fee-for-service but 
where you provide funding on a 
per-patient basis, per unit of time, 
incentivizing quality, those would 
incentivize more of a team-based 
care approach as well.

ME: Our main audience is 
primary care physicians. 
What would you like to say 
to them, or what would you 
like them to know about 
this issue?

Porter: I am a primary care phy-
sician myself. A lot of the reason 
that we did this paper was based 
on my personal experience and 
my coauthors’ personal experi-
ence. This is definitely an issue 
that feels very tangible and real to 
us. In speaking with other primary 
care physicians, this study really 
is not news to them, in a sense. I 
think they all intuitively feel this. 

This may just be providing num-
bers and data to support what 
they intuitively feel. This validates 
the feelings that primary care 
physicians have.

ME: When we’re talking 
about physician time, that 
includes the doctor-patient 
relationship. As a physician, 
what would you like patients 
to know about this topic?

Porter: The doctor-patient 
relationship is fundamental to 
many aspects of medicine, but it’s 
certainly even more fundamental 
to the primary care physician and 
patient relationship because as 
I mentioned earlier, it’s the role 
of primary care physician to help 
patients navigate a complicated, 
complex medical system — and 
that requires a close personal 
relationship. It’s important for 
patients to know that doctors do 
understand this and they really 
prioritize this.

However, if you look at the 
guidelines, there’s nothing in pri-
mary care or preventive care guide-
lines that mentions the doctor-pa-
tient relationship. There’s nothing 
in guidelines to providing chronic 
disease care that mentions the 
doctor-patient relationship. And in 
my paper, there is no line item for 
each of the patients to build the 
doctor-patient relationship. 

The challenge becomes that 
we work in a system that has 
time constraints and that pays for 
particular services to be deliv-
ered. Unfortunately, building the 
doctor-patient relationship isn’t 
prioritized in that context. I think 
there’s a challenge that although 
doctors, on an individual level, 
absolutely prioritize the doc-
tor-patient relationship, some-
times it get left behind because of 
the larger structural factors that 
work against it. 



O C TO B E R  2 0 2 2 M E D I CA L  ECO N O M I C S � ®Medical Economics.com 33

Will the Infl ation Reduction Act aff ect your fi nances? Page 35     

PHYSICIAN’S 
MONEY DIGEST®

Working with a fi nancial adviser who 
knows the specifi c requirements 
of the profession is critical for 
doctors and their practices. It’s 
a safe bet that a physician has a 

good salary, but because of income compression, 
tax reduction demands and asset preservation con-
cerns, doctors have issues that many other profes-
sions don’t have. 

That’s why it’s important that when choosing a 
fi nancial adviser to look for one who has experience 
dealing with doctors and perhaps even specializes 
in the health care fi eld.

“Doctors should look for someone who truly 
understands a physician’s life, loans and con-
straints,” says Brynna Connor, M.D., owner of a 
family practice in Austin, Texas, and health care 
ambassador at NorthWestPharmacy.com. “We have 
specifi c needs that many other professions don’t, 
and our fi nancial advisers should be well versed in 
how to best serve those needs.”

She notes that because most doctors don’t take 
business courses in medical school or have a strong 
business background, having a fi nancial adviser is 
important to make the best use of one’s income for 
retirement purposes.

Making the right choice
In health care fi nance circles, you often hear the 
expression “no margin, no mission.” 

“In the context of medical practices, this means 

that after all nonphysician staff , supply, space and 
other expenses are paid, a practice needs to gener-
ate enough revenue to support any employed physi-
cians and physician owners, otherwise the practice 
won’t exist for long,” says Stu Schaff , founder and 
principal of Intentionate Healthcare Advisors, a 
health care consulting fi rm that works with medical 
practices.

He adds that because most physicians don’t have 
much formal business education and they typically 
prefer to focus on the health of their patients, it 
makes sense for them to seek out an adviser who 
will help them achieve their goals and fi nd the most 
sustainable way to practice.

“The two keys to success are communication 
and trust,” Schaff  says. “It’s critical that the phy-
sician is open and honest about their goals, so the 
consultant can tailor their advice accordingly.”

Andrew Rosen, a fi nancial planner and president 
of Diversifi ed LLC in Wilmington, Delaware, notes 
it’s imperative to understand the client-adviser 
relationship and realize it’s just as important as a 
doctor-patient relationship.

“You need to be able to trust your adviser, know 
that they’ll get back to you in a timely manner and 
feel that they understand your goals, lifestyle and 
wishes,” he says. “You want your relationship with a 
fi nancial adviser to be a long partnership, so a clear 
understanding of how often you’re going to meet, 
how often they communicate and what individu-
als (CPA, attorney, etc.) might be on their team is 
important before you get started.”

Also, just as doctors each have a diff erent 

By Keith Loria, Contributing author

Look for proper credentials, experience with medical fi eld, 
and even a good bedside manner

How physicians can pick 
the best fi nancial adviser
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bedside manner, advisers do too, so 
they need to find one that fits well 
with their personality. 

“If you’re concerned about mar-
ket volatility, find an adviser who 
addresses your concerns and ques-
tions instead of brushing them off,” 
Rosen says. “It’s important that 
your adviser listens to your specific 
needs and questions to create a 
financial plan that works for your 
life and your risk tolerance.”

Warren Ward, founder and 
certified financial planner at WWA 
Planning & Investments in Colum-
bus, Indiana, advises physicians to 
start seeking an adviser through 
referrals, as it’s easy to be misled 
in an online search for an appropri-
ately credentialed expert. 

For example, the term “board 
certified” has a clear and consist-
ent meaning among physicians. In 
the world of investment advice, 
however, there are more than 200 
designations, several starting with 
the words “board certified,” but 
their meaning is entirely different, 
he notes.

“One of the most important 
qualifiers is registered investment 
advisor (RIA). They are held to a 
fiduciary duty of care, meaning the 
person or firm is required by law to 
work in their clients’ best inter-
ests,” Ward says. “Those without 
an RIA classification are permitted 

to only provide advice incidental 
to their primary business of selling 
insurance and/or investments. And 
when it comes to investments, they 
are only required to recommend 
those that are not unsuitable in the 
situation.”

Once a few names are gathered, 
physicians should do their due 
diligence on each. Just as a doctor 
isn’t able to treat every patient, not 
every adviser will be helpful for 
every situation. 

Some questions to ask include, 
“In whose best interests does your 
firm work?” “How are fees calcu-
lated and charged?” “How long has 
the adviser been in the industry?” 
“Would I be working with a person 
or a team?” and “Will the adviser 
sign a fiduciary oath?”

“Physicians, who are themselves 
held to the highest possible stand-
ard in the practice of medicine, can 
readily grasp how using a nonfidu-
ciary financial adviser might pose 
a danger to their own financial 
health,” Ward says. “Doing the 
research to make an informed 
choice is the best preventive 
medicine.”

Kevan Melchiorre, co-founder 
and managing partner of Tenet 
Wealth Partners in Champaign, 
Illinois, specializes in financial 
planning and management for 
physicians. In addition to need-
ing an experienced fiduciary, he 
suggests finding an adviser who has 
recognized and well-respected cre-
dentials in financial planning and/
or investment management, citing 
the designations of CFA, CFP and 
CMP. 

“Beyond illustrating the advis-
er’s subject-matter knowledge and 
expertise, all of these designations 
have their own code of ethics and 
fiduciary duty in order to con-
tinue using the designation,” he 
says. “You should also seek out a 
technical expert, not just from an 
investment perspective but also in 
financial planning, particularly if 

they understand the complexities 
around tax, insurance, investments, 
retirement, estate planning, as well 
as philanthropic planning.”

Red flags
A good marriage between adviser 
and physician starts with commu-
nication. The adviser must know 
the physician’s goals and the physi-
cian must trust the adviser.

However, not every financial 
adviser is right for every physician. 
A bad match might be someone 
who does not consider the specific 
goals the physician has in mind, 
such as leaving clinical work at 
some point, starting a private prac-
tice, retiring early or other things 
related to the field.

“I have changed my advisers 
over the years as I needed some-
one more in tune with my goals,” 
Connor says. “I would advise all 
people never to hesitate to find a 
new financial adviser if they aren’t 
entirely confident that they truly 
understand your goals and have 
relevant experience to help you 
reach them.”

Although adviser value is often 
defined by investment returns, 
often the most significant long-
term value can be added through 
proper planning techniques. 

“Physicians will also want to 
look for an adviser who is transpar-
ent, both in potential conflicts of 
interest as well as how they charge 
for their services,” Melchiorre says. 
“The commission-based broker-
age model is becoming a thing of 
the past, so you should try to find 
an adviser who is fee based or fee 
only. These advisers generally 
charge a percentage of assets under 
management and/or a financial 
planning fee but do not charge 
commissions on transactions.”

At the end of the day, a physi-
cian should always know exactly 
what they are paying, how they 
are paying and what value they are 
getting in return for the cost.
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By Michael Joyce, CFA, CFP

A
fter a year of deadlocked 
negotiations and a great 
deal of waiting and won-
dering, President Joe Biden 
has signed the Infl ation 

Reduction Act (IRA) into law. You 
may be wondering how the IRA will 
aff ect the lives and wallets of physi-
cians. Some eff ects will be indi-
rect, some will be direct and other 
elements of the IRA will not be felt 
at all. Let’s look at the tax planning 
and fi nancial planning implications 
of the legislation for doctors.

Corporate minimum tax
One of the most signifi cant features 
of the IRA is the new corporate 
minimum tax of 15% for businesses 
with revenues greater than $1 bil-
lion. Doctors — and most investors, 
for that matter — are likely to be 
indirectly aff ected by the corporate 
minimum tax. This new tax expend-
iture has the potential to reduce 
corporate dividends, and, therefore, 
the retirement savings of investors.

More directly, the 15% corporate 
minimum tax is likely to aff ect 
employees of businesses with more 
than $1 billion in revenue — pos-
sibly with slower wage growth 
(smaller raises and bonuses, etc.) 
It also may slow hiring. When 
it comes to physicians, those in 
private practices would not feel 
these eff ects directly because their 
practices’ revenues would not be 
$1 billion, but those who work for 
large hospital systems could very 
well be aff ected. It’s possible, of 
course, that doctor groups could 
negotiate not having salary/bonus 

structures reduced by the new 
corporate minimum tax.

Tax credits for electric 
vehicles, home upgrades
You have likely read about the 
extension of tax credits on electric 
cars included in the IRA ($7,500 tax 
credit for new electric vehicles and 
$4,000 for a used one). But eligibil-
ity for these tax credits is deter-
mined by income level. Physicians 
and others with incomes above 
$150,000 individually or $300,000 
jointly will not be eligible for the 
electric car tax credits. The tax 
credits enacted for home upgrades 
(e.g., solar panels, better insula-
tion and heat pumps) have similar 
income limits.

Carried interest loophole
One piece of the Infl ation Reduc-
tion Act that has been widely 
reported on that will not aff ect 
doctors has been misleadingly 
referred to as the “carried interest 
loophole for wealthy people.” The 
loophole was preserved in the IRA 
after a great deal of back and forth. 
Although carried interest will
continue to receive preferential tax
treatment and those who earn car-
ried interest are generally wealthy
people, closing the loophole would
have applied only to those who
manage investments and earn a
performance fee, such as hedge
fund managers, private equity fund
managers and real estate fund 
managers. 

So neither doctors nor most
other wealthy individuals benefi t
from the preservation of the carried
interest loophole.

Additional elements of 
the IRA worth mentioning
One element of the IRA that has 
been widely publicized is the $2,000 
cap on Medicare benefi ciaries’ 
annual out-of-pocket drug expenses. 
Those with private insurance have 
no such cap.

The new legislation extends 
Aff ordable Care Act (ACA) health 
insurance premium assistance for 
three years, through 2025. Had the 
ACA premium assistance not been 
extended, the costs would have 
escalated and some patients may 
have given up insurance coverage 
altogether. As a result, they may 
have cancelled or postponed medi-
cal appointments and procedures.

IRS enforcement
In addition, the IRA will increase 
IRS enforcement with the funding 
of hiring more agents to conduct 
audits of higher wage earners. This 
could aff ect doctors if for no other 
reason than the hassle factor. I am 
always skeptical that more audits 
will correlate to the increases in 
government revenue projected 
by such enforcement. It would be 
better if the IRS hired more agents 
to answer their phones or open 
correspondence, including returns 
that have been fi led.

Physicians in private practice 
will experience very little upside 
or downside as a result of the IRA. 
Those working for larger health 
systems are at greater risk of being 
impacted aff ected by the 15% corpo-
rate minimum tax. And both groups 
should be careful to dot their i’s and 
cross their t’s when fi ling their tax 
returns. Employing a trusted CPA 
to fi le next year’s 2022 tax returns 
would be a smart move 

Michael Joyce, CFA, CFP, is founder and 
president of Agili, a registered investment adviser 
and fi duciary in Richmond, Virginia, and Bethlehem, 
Pennsylvania. 
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Will your � nances be a� ected
by the In� ation Reduction Act?
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By Jiang Li

R
unning a medical practice can be like managing a baseball team. 
it requires skill, talent, equipment, facilities and gut instincts. But 
managers also need to include technology expertise in their compe-
tencies. It’s not enough for a physician to be a good doctor or even a 
good businessperson. The tools of the trade have evolved. The upside 

is some of the tools can have a signifi cant impact on the ultimate goal — bet-
ter patient outcomes — without excessive cost to the practitioner.

The COVID-19 pandemic brought attention to issues such as patient access 
to care, and it accelerated existing technology and innovative options, includ-
ing telemedicine and remote patient monitoring (RPM).

The business
RPM isn’t new, but its devices and 
technology continue to evolve and 
improve. If RPM is expected to 
save the U.S. health care system 
$200 billion over the next 25 years, 
as research from Deloitte indicates, 
how will that aff ect specifi c practices?

RPM off ers a more eff ective 
method of care with today’s technol-
ogies, but there are initial costs in 
equipment, training, process adap-
tation, etc., even if the capital outlay 
often is lower than for conventional 
medical equipment. Implementing a 
new technology isn’t immediate, so 
there’s the need to carry existing sys-
tems while phasing in the new one.

For medicine, the upside is multi-
fold. When RPM technology is used 
successfully, patients don’t have to 
drive back and forth to the clinic, 
and appointments can be managed 
on a tighter schedule. RPM can also 
improve speed and access to data. For 
example, vital signs and other physio-
logical information can automatically 
be captured from patients at home 
and routed to the clinic with little 
intervention by either the patient or 
the care provider, thereby increasing 

both speed and accuracy of data.
With acute care for a specifi c 

incident or condition, RPM can 
facilitate a patient’s earlier discharge 
from the hospital or inpatient facil-
ity if the condition can be eff ectively 
monitored from home. 

The savings
There’s no denying that health 
care is a business. Practices and 
care facilities must effi  ciently treat 
patients in order to be profi table, 
so optimizing the physician’s time 
is critical. Even with RPM, it can 
be diffi  cult to justify the return 
on investment for new technol-
ogy to replace an existing process. 
However, using RPM to add a new 
revenue source may be fi nan-
cially attractive for providers. For 
example, cardiologists have used 
Holter monitors for decades, but 
they still require multiple in-person 
patient visits as well as a techni-
cian to download and review the 
data. Although a Holter could be 
the best choice for some patients, 
adding an option for mobile telem-
etry-based cardiac monitoring adds 
a service option that may be more 

appealing to more patients.
McKinsey & Company reported 

in 2021 that “$250 billion of U.S. 
health care spend could potentially be 
shifted to virtual or virtually enabled 
care,” especially among patients 
who’ve grown up with technology. But 
for virtual care to go beyond video 
calls and telemedicine, clinicians must 
identify the compelling application for 
use of the new technology.

Think about when computers 
fi rst became mainstream. Being told 
you can do myriad novel tasks with 
a computer is great — conceptually. 
But realistically, it doesn’t mat-
ter unless one of those functions 
fulfi lls a compelling need. Using a 
computer to create a spreadsheet 
that reduces the time to do your 
books from 15 hours to three hours 
justifi ed the cost of the equipment, 
software and training.

RPM is similar. For example, to 
monitor blood pressure, patients are 
often asked to take manual readings 
throughout the day over multiple 
days. The problem with conventional 
blood pressure cuff s is that the bur-
den falls on the patient to remember 
to read and record the information, 
which often results in poor and/or 
sporadic data. By using a medical 
wearable that can automatically and 
continuously capture blood pres-
sure readings, the data will be more 
accurate and reliable, which results 
in better diagnosis and treatment.

RPM’s continuous monitoring 
provides an enormous amount of 
raw data. The right application must 
show the clinician streamlined data 
that’s applicable to the situation.  
Continuous RPM monitoring results 
in mounds of data but the right soft-
ware and algorithm make the data 
useful to the clinician without being 
overwhelming.

Jiang Li is founder and CEO of Vivalink, a provider 
of connected health care technology for patient 
monitoring and telemedicine.

RPM technology is a 
smart innovation 
for savvy practitioners

TECHNOLOGY / OPINION
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iverse medical software 
has become essential for 
the efficient operation of 
any health care provider, 

be it a cross-state health care network 
or a small private practice. Though 
providers probably can use any type 
of medical software, the financial 
resources they are able to invest in 
medical solutions differ significantly 
based on the type of practice.

There are numerous classifications 
of health care providers. This article 
uses the one that divides providers 
into groups depending on the life cycle 
stage the clinic is at the given moment. 
According to this classification, medi-
cal providers fall into three groups:

 ɋ Beginners
 ɋ Growing clinics
 ɋ Well-established providers

Health care providers are business 
entities, so their life cycle, like that 
of any business, consists of the early 
stage or launch, growth and matu-
rity. At each stage, providers have 
different priorities and goals, and the 
choice of medical software solutions 
should be made accordingly.

Medical software for beginners
The launch phase can be tough. At 
this stage, the profits are usually low 
and providers may even incur losses. 
Hence, they need tools that enable 
efficient work at this point, such as 
an electronic health records (EHR) 
solution, a patient scheduling tool 
and billing software. Those tools 
can make a solid foundation for any 
clinical operation.

An EHR stores patient health 
data, including medical histories, lab 
data, and more. This information is 
paramount for accurate diagnostics. 
Scheduling solutions allow providers 
to coordinate patients’ appointments 
with clinicians’ schedules and the 

available rooms, thus preventing 
confusion and ensuring time  and 
cost efficiency. Billing software 
automates billing and filing insurance 
claims and helps manage them. Such 
software also can inform users about 
upcoming deadlines on document 
submission or payments. 

Medical software  
for growing clinics
At the stage when the profits are sta-
ble, providers aim at increasing their 
customer base. This is when mobile 
technologies may be of help. As of 
2021, 85% of the U.S. population own 
a smartphone. This means medical 
providers can consider integrating 
some engaging mobile apps in their 
practice. The experts recommend 
starting   with a mobile-friendly 
patient portal, as it allows providers 
to build strong relationships with 
their patients.

Using the portal, a patient can 
view, download, and send their health 
information to providers. They also 
can suggest edits to their treat-
ment and medication plans, which 
improves their adherence. Although 
patients manage their health inde-
pendently, doctors can supervise.

Experts recommend setting up a 
telemedicine solution after launching 
a portal. Telemedicine tools helped 
medical providers during the COVID-
19 pandemic offer an opportunity to 
deliver care without virus exposure. 
Though the crisis is subsiding, tele-
medicine tools remain relevant. They 
can be valid solutions for nonurgent 
care provision for busy profession-
als, chronic-condition patients, and 
patients in remote or rural locations.

Medical software for  
well-established providers
At the final stage, all clinical 

processes are up and running. 
However, their course is not always 
smooth and trouble-free, so there 
is a need for process optimization. 
Direct messaging solutions and 
speech recognition software can 
speed up clinical processes and 
even reduce clinicians’ burnout 
rate. According to results of a 
recent physicians poll by Medical 
Economics®, approximately 80% 
of respondents are dealing with 
burnout. Curiously, it’s not the 
pandemic that is to blame here. 
Instead, the respondents said, burn-
out was caused by the complexity 
of administrative tasks. So how can 
technology help?  

Direct messaging solutions 
ensure secure health data trans-
mission across a private network 
run by a Health Information Service 
Provider. Health care providers use 
direct secure messaging to send 
referrals, transfer patient care plans, 
and communicate with patients. 
Such tools are compliant with the 
Health Insurance Portability and 
Accountability Act and support 
confidentiality of patient-doctor 
communication. Those tools save 
clinicians a lot of time and effort in 
ensuring secure data sharing.

Speech recognition software, the 
tools transform speech into text, 
allows clinicians to save time on tasks 
such as taking patient notes.

Well-informed decision-making is 
often the key success factor in health 
care, and analytics solutions can bring 
this process to a new level. Although 
many tools are optional for begin-
ners, they can be a game changer for 
well-established providers.

Inga Shugalo is a health care industry analyst 
with Itransition. Send your technology questions to 
medec@mjhlifesciences.com.

TECH TALK / TECHNOLOGY

Select medical software based  
on your practice’s life cycle stage
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Physician roundtable: 
Burnout continues to escalate  
By Richard Payerchin, Associate Editor

P hysician burnout is “very disturb-
ing,” “quite worrisome,” and “a cri-
sis” in U.S. health care, according 
to three leaders of the Physicians 
Foundation. In a 2021 survey by 
the Physicians Foundation, 56% of 
independent physicians and 66% of 

primary care physicians reported frequent burnout 
symptoms. Overall, 61% of physicians reported 
frequent burnout symptoms in 2021, compared 
with 40% in 2018, before the COVID-19 pandemic, 
according to the survey results. 

Physicians Foundation President Gary Price, 
M.D., PC, and Physicians Foundation board mem-
bers Joseph Valenti, M.D., an obstetrician-gynecol-
ogist, and Ripley Hollister, M.D., a family medicine 
specialist, responded to Medical Economics® ques-
tions about levels of physician burnout and ways to 
help, especially for independent practitioners and 
those in small communities and rural and under-
served areas. Their written answers were compiled 
to create a roundtable-style discussion of this issue.

Medical Economics® (ME): What are leading 
causes of physician burnout in independent 
and smaller practices?

Price: Our surveys clearly show 
that the time spent with patients 
is the most rewarding aspect of 
most physician’s careers. They list 
time wasted obtaining preapproval 
for recommended treatments, growing 
mountains of bureaucratic checklists not pertinent 
to care, ineffi  cient electronic records systems and an 
erosion of their ability to direct their patient’s care as 
the leading causes of frustration and burnout.

Valenti: Physician burnout is a complex challenge 
but at its core it is caused by physicians losing 

clinical autonomy and navigating burdens impeding 
the physician-patient relationship, such as prior 
authorizations, electronic health record (EHR) 
challenges and barriers to addressing patients’ 
social drivers of health. On top of this, independ-
ent and smaller practices are dealing with rampant 
fi nancial constraints, including value for payment 
not keeping pace with overhead costs, pharmacy 
benefi t managers driving up costs and stagnant 
government reimbursement rates. For example, 
Medicare in Texas just dropped 4% and Medicaid 
has been at the same rate for the past 23 years. 

Hollister: Factors such as practice size and loca-
tion, practice population makeup (local community 
affl  uence and socioeconomic status), staff  support, 
professional training and support, peer connected-
ness and collegiality all contribute to burnout. 

The Physicians Foundation’s studies shown a 
consistent reduction in percent of physicians who 
have ownership in their practices over the past 
decade, and the 2021 survey found that physicians 
expect there will be even fewer independent phy-
sician practices after the pandemic. Although the 
number of independent practices has consistently 
decreased, physician burnout has consistently risen. 
There is certainly a relationship between autonomy 
and ownership. The link between loss of autonomy 
and burnout is also clear. 

In my experience, the key issue for practice 
satisfaction and personal resiliency has to do with 
an acknowledgement of the physician’s core values 
being realized daily; the opposite of moral injury.

ME: In independent and smaller practices, 
and in rural and underserved areas, 
are physicians burned out because they 
are always working, because there aren’t 
enough of them to go around? Are they 
spread too thin?

CAREERS
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Price: Although overwork can 
certainly lead to burnout, I believe 
that hard stressful work has always 
been a part of the medical profession. 
Independent and smaller practices 
have been under unique stresses for 
decades, as federal reimbursement 
policy has favored hospital-based 
practices. Large insurers have denied 
these same independent practices 
any negotiating power and further 
shifted care into paradoxically more 
expensive larger systems. They faced 
proportionately larger fi nancial 
challenges implementing EHRs that 
were not designed to make clinical 
work fl ows more effi  cient and, in fact, 
had the opposite eff ect. During the 
COVID-19 pandemic, 68% of inde-
pendent practices reported decreased 
incomes; 44% of employed physicians 
reported that in our survey.

Valenti: Independent physicians, 
especially those in rural and under-
served areas, are absolutely spread 
too thin. The problem is that physi-
cians in underserved areas are usu-
ally serving patients who are at or 
near the poverty level, so the reim-
bursement rate is often very low. 
If you had to have an all-Medicaid 
panel in Texas you wouldn’t be able 
to stay open, as Medicaid in Texas 
pays 63% of Medicare and Medicare 
is reimbursing, on average, approx-
imately 20% less than commercial 
insurance. They can’t make it work; 
they can’t attract people, they can’t 
keep overhead costs low enough 
and, certainly with the way people 
are changing jobs and increasing 
salaries, they can’t retain staff . 

ME: In smaller, independent 
practices, do physicians have 
more control over practical 
steps in work fl ow and in 
establishing workplace culture? 
Can that help alleviate burnout? 
Or are they too busy to address 
these issues?

Price: One of the advantages of 

independent practice is more control 
over many practice-related issues. 
This kind of control can be used in 
scheduling, human resource issues 
and technology adaptation, to name 
just a few. Empowering the insight 
of physicians at the practice level 
brings a tremendous advantage in 
these decisions. Restoring a sense 
of control over one’s work is a key 
feature of reversing burnout. This 
adds another dimension to the work 
of independent physicians compared 
with their employed counterparts 
at large health care systems. Unfor-
tunately, both groups still face the 
major systemwide sources of frustra-
tion and burnout I mentioned earlier.

Valenti: Physicians in smaller 
and independent practices do have 
more control and autonomy, which 
can help alleviate 
burnout, but the 
problem is that 
they don’t have 
the necessary 
resources. These 
physicians have 
the right to have 
more control, and they have the 
latitude to do so, but they lack the 
resources and fi nances to imple-
ment the evidence-based programs, 
practices and policies that improve 
physician well-being.

ME: Apart from closing the 
practice doors, what are some 
steps that physician leaders 
in independent and smaller 
practices can do to alleviate 
burnout?

Price: Recognizing the reality 
and pervasiveness of burnout is 
the fi rst step. I am surprised at the 
number of physician leaders who 
believe that it is not a problem 
in their own groups despite the 
disturbing statistics that have 
been reproduced in numerous 
studies. Next, a diligent and cre-
ative approach to identifying and 

resolving points of frustration in 
the daily work fl ow is required, 
including taking a hard look at 
the way EHRs impede or facilitate 
care, how preapprovals and patient 
calls or emails are handled, and 
how after-hours records burdens 
are dealt with, to name a few. Of 
equal importance is ensuring that a 
culture is in place encouraging phy-
sicians to seek help and providing 
access to that help for physicians 
who do feel symptoms of burnout. 
I would encourage all physician 
leaders to familiarize themselves 
with the ALL IN campaign, as 
well as the Vital Signs campaign. 
Sadly, many surveys predict that 
an increasing number of physicians 
will be closing their doors.

Valenti: Unfortunately, there is 
no one-size-fi ts-all approach to 
addressing physician burnout. This 
is a problem that requires a par-
adigm shift from a system where 
physicians think that burnout is 
something they must overcome 
by themselves to one where they 
see the support systems around 
them willing to help. For those 
leading independent and small 
practices, resources are out there 
— state and local medical socie-
ties are actively off ering access to 
well-being programs. For example, 
Travis County Medical Society 
Foundation in Texas, a Physicians 
Foundation grant-supported 
partner, developed and released a 
free toolkit to help health prac-
tice establish their own physician 
well-being program. There are 
also many national programs and 
resources independent physicians 
can access for themselves or their 
team. PeerRxMed is a free peer-to-
peer program for physicians and 
other health care professionals 
that off ers support, connection, 
encouragement, resources and skill 
building for optimal well-being. 
The American Medical Associa-
tion’s Practice Transformation 
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Initiative, another Physicians 
Foundation grant-supported part-
ner, provides a framework on how 
to create the conditions where joy, 
purpose and meaning are possible 
for physicians. 

Hollister: Operating a small 
independent practice requires 
signifi cant leadership skill. Physi-
cian leadership has 
been a core value 
of the Physicians 
Foundation, and 
it is central to 
maintaining the 
sanctity of the 
physician-patient 
relationship. In small practices, 
leadership means building an 
eff ective team that works toward 
a common goal. That goal must 
encompass and validate the goals 
of all team members. I hired a navi-
gator whose purpose was to engage 
patients outside of the practice. 
They would ensure that patients 
could adhere to the care plan, get 
ordered studies completed, have 
laboratory tests and consults done 
and have results available at fol-
low-up. As navigation has become 
part of our team culture, this role 
has morphed into chronic care 
management, which is reimbursable 
under Medicare.

The main point is to understand 
that small practices are completely 
able to develop teams similar to 
large practices, and that physicians 
should ensure that they unload 
mundane issues, which impair 
their effi  ciency in practice, to team 
members who have the time to 
accomplish this process. 

ME: Do issues such as spending 
too much time on EHRs and 
staff  shortages tend to aff ect 
independent and smaller 
practices more than large 
health systems? Less? About the 
same, except to scale?

Price: Both of these issues are 
major problems in either setting 
and require strong continuing 
eff orts among physician leaders to 
eff ect systemic change. Our survey 
data would suggest that smaller and 
independent practices do experi-
ence a greater economic burden and 
stress with these issues, as refl ected 
in the practice income stress with 
COVID-19 cited above, and the 
rapidly diminishing numbers of 
independently employed physicians. 

Valenti: Many small practices 
haven’t transitioned to EHRs; 
they’re still on paper, which can 
be sustainable if you only have 
one offi  ce. Personally, I fi nd EHRs 
to be faster and enjoy the remote 
access to them. Practices that don’t 
want to spend the time and money 
to transition to an EHR may face 
greater challenges. 

ME: What is the role of technolo-
gy in addressing physician burn-
out? Are physicians ready to go 
back to paper charts? If time 
spent on electronic systems is 
part of the problem, how can 
health systems and physicians 
make them part of the solutions?

Price: Technology, which primarily 
facilitates billing and bureaucratic 
reporting tied to reimbursement, is 
one major part of the problem and 
will play an important role in the 
solution. I believe that this same 
technology can be used to make 
care more effi  cient, eff ective and 
gratifying. It will require system-
wide recognition that most current 
EHRs are falling short of those goals 
and a commitment to change. Phy-
sician leadership in these eff orts is 
and will be critical. I have yet to get 
a note done as quickly in any of the 
EHRs I use as I could on paper. Hav-
ing said that, I am unaware of any 
instance in recorded history where 
things ever successfully returned to 
“the good old days.”

Valenti: I don’t think we should 
ever go back to paper charts; I 
think they are archaic. Once you 
get used to an EHR, it is more effi  -
cient. Dictaphone is a helpful tool; 
it is quicker than typing. Another 
benefi t is being able to prep charts 
before the patient visit and being 
able to edit them should something 
change during the visit. With paper 
charts, once you write something 
in there, it can’t be undone. I feel 
as though I am more prepared to 
see my patients when I’m using an 
EHR, and I don’t see myself ever 
going back.

However, I don’t think that’s the 
answer to burnout. I don’t think 
EHRs or the use of EHRs are the 
problem; it’s the lack of interop-
erability among the EHRs that is 
exceedingly frustrating. This is the 
issue that needs to be rectifi ed. 
Interoperability is the number one 
frustration with EHRs, not the 
actual use of EHRs. If I can’t get on 
another system to pull a patient’s 
charts, we’re going to waste time, 
money and eff ort. 

ME: In local, state and 
federal governments, what 
policy changes would help 
in alleviating burnout for 
physicians in independent 
and smaller practices?

Price: An unfl inching examina-
tion of how governmental policies 
have led to consolidation of health 
systems, eliminated independent 
practices and added to rising health 
care costs without clear evidence of 
improved quality would be a good 
start. The recent passage of the Dr. 
Lorna Breen Health Care Provider 
Protection Act is a great example of 
a step in the right direction toward 
supporting the mental health of 
those caring for our citizens. 

Valenti: Texas outlawed the 
corporate practice of medicine, 
which prevents corporate entities, 
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including hospitals, from engaging in 
any activity that can be construed as 
the de facto practice of medicine. This 
has become especially important when 
faced with decisions about reproduc-
tive health. Physicians must remain 
the health care team leaders in every 
aspect of health care delivery. Medi-
care needs to lift the moratorium on 
physician-owned hospitals; indeed, the 
highest-quality hospitals in the coun-
try were those owned by physicians, 
and allowing this will create competi-
tion for quality care. Finally, we need 
to support physicians financially by 
aiming for Medicaid and Medicare 
parity on a national level, as Medicaid 
payments are far too low.

ME: Any closing thoughts?

Price: Primary care physicians are the 
backbone of our health system, and 
the Physicians Foundation recog-
nizes their importance in making that 
system work properly. We want them 
to know that their work is valued, as 
are they. Our foundation is committed 
to making sure that the physician’s 
perspective is informing policy and 
that physician leaders receive the 
information and training they need to 
effectively pursue those goals. 

Valenti: Primary care physicians are 
the backbone of the entire health care 
mechanism, and we need to focus on 
reimbursements being adequate.

Hollister: My recommendation is for 
physicians to strive to understand and 
define their personal mission in life, 
then accept that the ability to follow 
that mission will have both wins and 
compromises. Physicians should think 
about what is the most important to 
them. How does money fit into that 
equation? Is it possible to have both? 
Although we can certainly have what 
is most important to us, we may have 
to dispense with the notion that every 
single box must be checked in order 
for us to consider our current situa-
tion a success.
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Immunomodulator 
therapy advances the 
management of gout  

CHRONIC 
CONDITIONS

A brief background on gout 

Orrin M. Troum, M.D.: Jeff , can 
you discuss some of the burden of 
gout on patients’ quality of life?

Jeff  R. Peterson, M.D.: When 
patients have a fl are of gout, they 
describe it as though somebody was 
tearing their skin off  and putting 
acid on. I can’t imagine how terrible 
that it is, but I do know that it’s 
completely incapacitating to most 
patients during the fl are. What we 
don’t recognize is that in chronic 
gout or uncontrolled gout, the 
tophaceous material builds up over 
time and that leads to a lot of other 
disability. Patients don’t even want 
to go for a walk with their family or 
play with their children because they 
can’t pick them up because their 
hand hurts too much. Sometimes 
they can’t work. In fact, many of the 
patients become disabled because 
of this. Quality of life issues are 
dramatic, and I’ve seen it. When we 
treat these patients well they get 
their life back and they’re so happy.

By Lana Dykes, Editor

PARTICIPANTS

Orrin M. Troum, M.D., is a clinical professor of medicine and 
voluntary faculty member at the Division of Rheumatology at the Keck 
School of Medicine, University of Southern California, in Los Angeles. 
He is in practice in Santa Monica and is affi  liated with Providence.

Jeff  R. Peterson, M.D., is a rheumatologist specialist in 
Bothell, Washington, and is associated with the University of 
Washington Medical Center in Seattle.

Gout aff ects an estimated 9.2 million people in the United 
States. It occurs when serum uric acid levels chronically 
remain above the solubility limit of 6.8 milligrams per deciliter 
(mg/dL). The following transcript focuses on a conversation 
between a clinical professor and a rheumatologist discussing 
the multicenter, open label MIRROR trial, which examined 
Krystexxa (pegloticase) in combination with methotrexate in 
patients with uncontrolled gout. They review the practical and 
clinical implications of the MIRROR study and consider the 
impact of pegloticase combined with an immunomodulator.

Scan here to watch Between The Lines™
video presentation online
Using your smartphone camera, hover over the QR code.  
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Troum: I think we’ve all found 
that as rheumatologists and other 
health care providers taking care 
of patients with gout, when their 
gout is controlled, they lead an 
otherwise normal life. The current 
landscape regarding management 
of gout really hasn’t changed much 
over the decades. Can you tell me 
what urate therapies you use? 

Peterson: There are very few 
choices. They talk about using 
probenecid, which is a uricosuric 
agent, but we as rheumatologists 
almost never use the drug. Most 
of our patients have renal insuf-
ficiency, and uricosurics usually 
cause kidney stones, which is prob-
ably about as bad or worse than 
gout. Also there are a lot of drug 
interactions with probenecid. 

Allopurinol is the classic one we 
always use. It’s inexpensive and it’s 
generally well tolerated. But what 
happens is a lot of the primary care 
doctors, or even rheumatologists, 
don’t push the dose up enough to 
get good adequate treatment from 
it. However, there are patients who 
just don’t respond or who have side 
effects. We also have Uloric (febux-
ostat), which is the other medica-
tion that we use. That’s basically it 
for medications in the past 10 years 
except for Krystexxa (pegloticase), 
and that has been a game changer 
especially now that we’re using 
immunomodulation.

Troum: One of the other caveats 
about using allopurinol is that we 
typically start at 100 milligrams 
and might go up to 200 or 300. 
Most of the patients who are 
referred to me have started on 
300 milligrams. I’ve had a couple 
of patients who are on 800 or 
900 milligrams of allopurinol. 
Once you get past 300 milligrams, 
you’re supposed to split the 
dosing to twice daily. The caveat 
is that some patients may not be 
able to tolerate that. 

What treatment options are 
available for those who don’t 
achieve their target urate level? 

Peterson: There are a lot of 
patients out there who are not 
being treated and the unmet need 
is really how to get them to us or 
to somebody who is comfortable 
managing gout. We have medica-
tions that work. Especially now 
that we have pegloticase, we can 
really debulk these patients and 
get their uric acid levels down very 
low and get rid of the tophaceous 
burden. Then we can reinitiate oral 
therapy at a much lower, more tol-
erable dose because, as you know, 
allopurinol has a ceiling effect. 

In my patients, I try to get them 
down to approximately 4.5 mg/dL 
or even a little bit lower because 
that’s going to help get rid of the 
sodium urate burden quicker. The 
lower the uric acid, the faster the 
crystals will dissolve. However, it 
does increase risk for infusion reac-
tions and gout flares. In essence, 
now that Krystexxa is out there 
and we’re using immunomodula-
tion, we’re getting such a dramatic 

improvement in the response 
rate. I think that’s really where 
the unmet need lies, in getting 
those patients to us.

The MIRROR Trial

Troum: The guidelines, includ-
ing the American College of 
Rheumatology guidelines, recom-
mend maintaining the serum uric 
acid levels below 6 mg/dL and in 
patients with tophaceous gout it’s 
below 5 mg/dL. 

Unfortunately, the urate 
lowering therapies are often 
underutilized, and a small subset 
of patients with gout cannot tol-
erate or do not respond to them. 
Pegloticase, or pegylated uricase, 
is highly effective in lowering 
serum uric acid. However, the 
clinical studies have shown that 
only 42% of patients maintain 
their serum uric acid below 6 mg/
dL over six months of pegloticase 
therapy alone. We now know 
that that was due to anti-drug 
antibody production. 
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Dr. Peterson and his colleague 
Dr. John Botson came up with a 
pilot study to look at the effect of 
using immunomodulation along 
with pegloticase. This is not new; 
rheumatologists have been utilizing 
that for more than two decades and 
using our initial biologic therapies 
with anti-TNF therapies, such as 
infliximab. For example, although 
methotrexate is used to manage 
rheumatoid arthritis by itself, when 
in conjunction with the anti-TNF 
therapies it not only improved 
efficacy but also decreased the pro-
duction of anti-drug antibodies. 

(Dr. Peterson and Dr. Botson 
posed the question:) If it worked 
in those medicines, why shouldn’t 
it work with this medicine? Even 
though methotrexate is not 
indicated for use in gout itself or 
uncontrolled gout, they recognized 
the importance of inhibiting these 
anti-drug antibodies. 

There was a screening period 
of less than two weeks. There 
was a four-week methotrexate 
run-in period to make sure that 
the patients were able to tolerate 
methotrexate. They were given 
the 15 milligram dose of oral 
methotrexate weekly and 1 mil-
ligram of folic acid daily, similar 
to what we do for our patients 
with other systemic diseases. 
(During the treatment period,) 
patients received 8 milligram of 
pegloticase intravenously every 
two weeks plus the 15 milligram of 
oral methotrexate weekly, with a 
maximum of 52 weeks. 

The modified intent-to-treat 
population (was) 14 patients. The 
mean age was approximately 50 
years (49.3) and all were male. 
There was a smattering of White 
and Asian patients. There were no 
Black, native Hawaiian, or other 
Pacific islander patients. The body 
mass index would be as expected; 
these were obese patients. The 
mean time since the first gout 
diagnosis was 13.8 years. The mean 

number of gout flares in the 12 
months prior to screening was 10.8, 
which is significant. As pointed out 
earlier, this has a major impact on 
patients. To have that many gout 
attacks in a year is disabling. There 
was a significant number of tophi 
and the baseline serum uric acid 
was 9.2 mg/dL. 

Efficacy points were the per-
cent of patients who maintained 
a serum uric acid of less than 6 
mg/dL and serum uric acid of less 
than 5 mg/dL for at least 80% of 
the time. 

There were significant reduc-
tions in the serum uric acid at 
week 12 and week 24. And this 
happens almost immediately with 
the change of the urates. At week 
two, there was already a dramatic 
reduction in serum uric acid, which 
is maintained through week 24. 

There was one serious adverse 
event, and adverse events were 
slightly higher in the combination 
group. Diarrhea, upper respiratory 
tract infection, sinusitis, muscle 
strain and hypertension (were 
reported). 

Gout flares, as expected, were 
greater than 85% overall day 1 to 12. 
But then from days 12 to 24, less so. 
Any time you mobilize these mon-
osodium urate crystals in the body, 
you’re going to get a flare. We try to 
mitigate that by using medications 
as they did in the trial. 

Challenges of  
Managing Gout

Troum: What challenges do we 
encounter through treatment? 

Peterson: The first thing that’s 
important about patients with gout 
is that (they can be) terribly incon-
sistent with follow-ups and taking 
their medications. I try to impose 
on them the knowledge that gout 
is a chronic disease. Just because 
you’re not having a flare doesn’t 

mean it’s not there. But so many 
of my patients stop taking their 
allopurinol because they’re not 
having a flare. And then they come 
back a year later with a horrible 
flare, and they say, “Well, I didn’t 
fill it, because I didn’t think I had 
gout anymore.” A big problem for 
me is making sure those patients 
are educated, and that they stay 
on their oral medications. But we 
already know that many patients 
don’t. Having an intravenous med-
ication that we can give them and 
knowing that they’re getting the 
medication is helpful. 

Education is my main approach 
with my patients. I always start 
with oral therapies because that’s 
appropriate. Once I’m done with 
the oral therapies, if they require 
Krystexxa, then I have the dis-
cussion with them about why I’m 
using immunomodulation. We’re 
trying to prevent the antibody 
formation. The results have shown 
very clearly in the intent-to-treat 

“I try to impose on 
them the knowledge 
that gout is a chronic 
disease. Just because 
you’re not having a 
flare doesn’t mean it’s 
not there.”
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population that we’re getting 
about double the efficacy if we use 
immunomodulation. And that’s 
huge. This is our last-ditch-effort 
drug; we want to make sure we’re 
going to keep those patients on for 
a complete course so that we can 
achieve our goals. 

Troum: There are more than a 
dozen medications that can con-
trol rheumatoid arthritis, but only 
a few medicines that are used to 
manage gout.

Peterson: Right, and we’re work-
ing on that right now. And I think 
a lot of these patients are going to 
podiatry clinics, or they’re being 
seen in nephrology clinics. And so, 
educating those physician groups 
has been helpful in identifying 
these patients (with severe gout). 
I’m hoping that we can get in front 
of more primary care doctors as 
well, because patients with bad 
gout have a higher cardiovascular 
risk. We just need to get that mes-
sage out there.

Troum: Approximately 25% of 
patients on pegloticase experience 
infusion reactions. What steps do 
you take to reduce the likelihood 
or manage the reactions effectively 
when they do occur? 

Peterson: I want to point out that 
with the use of immunomodula-
tion, the infusion reactions have 
gone from 24% to less than 4%. 
And in my practice, it almost never 
happens. I think I’ve gone to less 
than 1%. And so by using immuno-
modulation with Krystexxa, you get 
double the efficacy, and five times 
the safety. It’s a no brainer.

What I do for those patients 
before treatment is we always 
have them on antihistamines. We 
do use some steroids, although 
we’re trying to lower that dose so 
that our patients with diabetes 
aren’t overloaded with steroids. 

Dr. Botson and I are working on a 
protocol about how to get lower 
levels of steroid injection before 
the infusion. Also, if a patient’s had 
a problem with a slight infusion 
reaction in the past, we’ll go a little 
slower on the infusion. But gen-
erally, patients do well, especially 
using immunomodulation.

Troum: That’s an important point 
because when this medicine first 
came out, it was a big concern 
that patients could experience 
anaphylaxis. But, as you know, of 
the people who had those types of 
anaphylactic reactions, nobody was 
hospitalized, nobody was put on a 
respirator, nobody died. Three out 
of 4 kept using the drug, and they 
slowed the infusion. 

But the message that got out 
was if you’re doing this in your own 
office, watch out. (Luckily,) that 
really is being mitigated by the fact 
that we’re using methotrexate now. 
Now the FDA has included it and 
allowed Horizon Therapeutics to 
include it in their label. So that was 
really a good thing, because now 
a lot of rheumatologists will have 
seen the data and will understand 
that this is an improved way to 
utilize this medicine. And as you 
pointed out, it is not just increasing 
efficacy by doubling it, but also 
decreasing the risk of infusion 
reactions, which is significant. 

Are there any other take-home 
messages or other implications?

Peterson: It’s been really grat-
ifying for me in this whole pro-
cess, knowing that there was this 
problem with my patients and 
knowing that there’s a medication 
out there that we could do better 
with. The study was funded by the 
Alaska Rheumatology Alliance, 
which is a non-University, non-
pharma company, just regular 
doctors in the trenches doing what 
they think is right for patients. And 
for me to see this label change is 

very gratifying. I would love for all 
patients with gout to get adequate 
therapy. I would like better educa-
tion out there so that we know that 
patients with gout have opportu-
nity to get full recovery of their life. 
I don’t want to see anybody disa-
bled anymore. And I certainly don’t 
want to see any more patients die 
from comorbidities of gout.

Editor’s note: This transcript has been 
edited for length and clarity.

“If a patient’s had a 
problem with a slight 
infusion reaction 
in the past, we’ll 
go a little slower on 
the infusion. But 
generally, patients do 
well, especially using 
immunomodulation.”
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Medical World News® (MWN):
Can you discuss some of the key diff erences 
between physician burnout, depression 
and suicide? Sometimes those get lumped 
together, but they’re not necessarily the same 
thing. Can you explain?

Yu Moutier: I’m really glad that you’re asking the 
question in that way. As a national suicide preven-
tion expert … I actually got my start and my inter-
est in suicide prevention more broadly, in my own 
personal and professional experiences as a medical 
student or resident, and then a dean in the medical 
school at University of California, San Diego, where 
I was really doing my best at that local institu-
tion level to address well-being, as well as suicide 
prevention for the medical students, residents and 
faculty physicians. And I think there has been a lot 

of confl ation of any form of distress. The research 
is very weakly linked … . We’ve just published some 
data that show that among health workers and train-
ees who have burnout alone, depression alone, or the 
combination of burnout and depression, it’s really 
only the group that has depression present, whether 
burnout is present or not, that has those higher risk 
factors for suicide such as suicidal ideation.

MWN: Do you think it’s helpful? Or is it 
harming the conversation to sometimes 
group these together? 

Yu Moutier: I think the main thing that we worry 
about when it’s all lumped into one big, confl ated 
grouping is that the key diff erence between depres-
sion and burnout is that depression is a very serious 
medical illness that has potentially life-threatening 
consequences, if not addressed, and well-researched 
treatments that can be used to bring depression to 
bear. And so, what we worry about is that if, say, a 
physician who is truly severely depressed is only 
being recognized by himself or herself or by some-
one who is trying to support that person as being 
burned out, they may or may not make a referral to 
actual treatment. … 

Self-care strategies and peer to peer, and debrief-
ing — all of those things are essential … for all of us. 
But we wouldn’t want to miss the opportunity to 
eff ectively address and treat the medical illness of 
depression.

MWN: Just how powerful is that stigma 
attached to mental health care in relation 
to ability to practice medicine?

Wellbeing Checkup™
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Yu Moutier:  I think the stigma is still alive. And 
there’s a lot of confusion. And there are a lot of current 
and historical reasons that those barriers are still in 
place. … The bottom line is that mental health is a part 
of human health, just like physical health is. And we 
would never [assume] that a physician with diabetes or 
hypertension, or cancer or other physical health prob-
lems, produce an absolute 100% of the time. We know 
that there are gradations of symptoms and diff erent 
ways that diff erent types of symptoms might aff ect a 
physician’s performance, depending on their scope of 
practice. And that is a very … nuanced thing. And in fact, 
most physicians, especially the older we are … the more 
likely we all are to be managing one or more medical 
and/or psychiatric conditions. And there should not be 
an assumption of impairment unless there’s evidence of 
that. I think that’s … one great misunderstanding that 
we need to really reframe and correct. 

MWN: What would you like to say to primary 
care physicians about this topic?

Yu Moutier: Anyone who is a physician and front-line 
health worker, especially in primary care, you know 
better than anyone that you and all of your colleagues 

are human beings, that mental health is very 
dynamic, depending on a whole set of factors 
that relate to things like your genetic loading, 
your early childhood experiences, all of the 
things that we know are multifactorial determi-
nants of a complex health outcome, like any of 
the mental health conditions. … . We can become 
much more proactive, and it’s not that it’s all on 
the individual. We need institutional change; we 
need those questions in the medical licensing 
and hospital privileging boards to be changed. 
We need access to treatment that’s confi den-
tial and appropriate, all of that. But it also does 
take our own eff ort as individuals, not only for 
ourselves, but to be on the lookout for colleagues 
whom you might be noticing, who are struggling, 
and to really take the mindset that we are part of 
a community together; we can make a diff erence. 
We don’t need to be their doctor or therapist, 
only a colleague and a friend; if we approach 
someone … we notice isn’t in their usual state 
of health, to just ask the caring questions, to let 
them know that you’re there to support them. 
It should be normal to get the help and support 
that we need.

Scan here to read more 
Medical World News® content online.
www.medicalworldnews.com

Photo courtesy of XXXX
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expert care to your patients—right here in Mid-Michigan.
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Start your referral now and let us demonstrate a better breast cancer 
care experience for you and your patients right here in Mid-Michigan.

To refer a patient or learn more, call 517.364.9402, fax 517.487.3148,
or visit Sparrow.org/Refer.
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