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INDICATION
BIKTARVY® is indicated as a complete regimen for the treatment of HIV-1 infection in adult and 
pediatric patients weighing ≥25 kg who have no antiretroviral (ARV) treatment history or to replace 
the current ARV regimen in those who are virologically suppressed (HIV-1 RNA <50 copies per 
mL) on a stable ARV regimen with no history of treatment failure and no known resistance to any 
component of BIKTARVY. 

IMPORTANT SAFETY INFORMATION
BOXED WARNING: POST TREATMENT ACUTE EXACERBATION OF HEPATITIS B
   Severe acute exacerbations of hepatitis B have been reported in patients who are coinfected 

with HIV-1 and HBV and have discontinued products containing emtricitabine (FTC) and/or 
tenofovir disoproxil fumarate (TDF), and may occur with discontinuation of BIKTARVY. Closely 
monitor hepatic function with both clinical and laboratory follow-up for at least several months 
in patients who are coinfected with HIV-1 and HBV and discontinue BIKTARVY. If appropriate, 
anti-hepatitis B therapy may be warranted.

Contraindications
  Coadministration: Do not use BIKTARVY with dofetilide or rifampin. 

Warnings and precautions
  Drug interactions: See Contraindications and Drug Interactions sections. Consider the potential 

for drug interactions prior to and during BIKTARVY therapy and monitor for adverse reactions.

  Immune reconstitution syndrome, including the occurrence of autoimmune disorders with 
variable time to onset, has been reported.

  New onset or worsening renal impairment: Cases of acute renal failure and Fanconi syndrome 
have been reported with the use of tenofovir prodrugs. In clinical trials of BIKTARVY, there 
have been no cases of Fanconi syndrome or proximal renal tubulopathy (PRT). Do not initiate 
BIKTARVY in patients with estimated creatinine clearance (CrCl) <30 mL/min. Patients with 
impaired renal function and/or taking nephrotoxic agents (including NSAIDs) are at increased 
risk of renal-related adverse reactions. Discontinue BIKTARVY in patients who develop clinically 
signifi cant decreases in renal function or evidence of Fanconi syndrome. 
Renal monitoring: Prior to or when initiating BIKTARVY and during therapy, assess serum 
creatinine, CrCl, urine glucose, and urine protein in all patients as clinically appropriate. 
In patients with chronic kidney disease, assess serum phosphorus.
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LONG-TERM EFFICACY IN TREATMENT-NAÏVE ADULTS AT WEEK 1441-4

 Results noninferior to comparators

Study designs:
Treatment-naïve adults: The e  cacy and safety of BIKTARVY for treatment-naïve adults were evaluated in Studies 1489 and 1490. In Study 1489, a phase 3, randomized, double-blind, 
active-controlled study, treatment-naïve adults with an eGFR ≥50 mL/min were randomized in a 1:1 ratio to receive either BIKTARVY (n=314) or ABC/DTG/3TC (n=315) once daily. In Study 
1490, a phase 3, randomized, double-blind, active-controlled study, treatment-naïve adults with an eGFR ≥30 mL/min were randomized in a 1:1 ratio to receive either BIKTARVY (n=320) or 
FTC/TAF+DTG (n=325) once daily. The primary endpoint for both trials was the proportion of adults with HIV-1 RNA <50 copies/mL at Week 48 using the FDA snapshot algorithm. Secondary 
endpoints for both studies were e  cacy, safety, and tolerability through Weeks 96 and 144.1-6
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No treatment-emergent resistance associated with BIKTARVY through Week 1441-6

In two large phase 3 clinical trials in treatment-naïve adults 
• Among 634 treatment-naïve adults in Studies 1489 and 1490, 8 treatment-failure subjects were

tested and no amino acid substitutions emerged that were associated with BIKTARVY resistance

Most common adverse reactions (incidence ≥5%; all grades) in clinical studies through
Week 144 were diarrhea (6%), nausea (6%), and headache (5%)2 

DHHS RECOMMENDED AS AN INITIAL REGIMEN FOR MOST PEOPLE WITH HIV-17

PRESCRIBED REGIMEN FOR HIV-1 TREATMENT
Source: Ipsos Healthcare US HIV Therapy Monitor & Scope Study Oct-Dec 2019.

IMPORTANT SAFETY INFORMATION (cont’d)
Warnings and precautions (cont’d)

  Lactic acidosis and severe hepatomegaly with steatosis: Fatal cases have been 
reported with the use of nucleoside analogs, including FTC and TDF. Discontinue 
BIKTARVY if clinical or laboratory fi ndings suggestive of lactic acidosis or pronounced 
hepatotoxicity develop, including hepatomegaly and steatosis in the absence of 
marked transaminase elevations.

Adverse reactions
  Most common adverse reactions (incidence ≥5%; all grades) in clinical studies through 

week 144 were diarrhea (6%), nausea (6%), and headache (5%).

Drug interactions
  Prescribing information: Consult the full prescribing information for BIKTARVY for 

more information on Contraindications, Warnings, and potentially signifi cant drug 
interactions, including clinical comments.

  Enzymes/transporters: Drugs that induce P-gp or induce both CYP3A and UGT1A1 
can substantially decrease the concentration of components of BIKTARVY. Drugs 
that inhibit P-gp, BCRP, or inhibit both CYP3A and UGT1A1 may signifi cantly increase 
the concentrations of components of BIKTARVY. BIKTARVY can increase the 
concentration of drugs that are substrates of OCT2 or MATE1.

Drugs a� ecting renal function: Coadministration of BIKTARVY with drugs that reduce 
renal function or compete for active tubular secretion may increase concentrations of 
FTC and tenofovir and the risk of adverse reactions.

Dosage and administration
  Dosage: Patients weighing ≥25 kg: 1 tablet taken once daily with or without food.

  Renal impairment: Not recommended in patients with CrCl <30 mL/min.

  Hepatic impairment: Not recommended in patients with severe hepatic impairment.

  Prior to or when initiating: Test patients for HBV infection.

  Prior to or when initiating, and during treatment: As clinically appropriate, assess 
serum creatinine, CrCl, urine glucose, and urine protein in all patients. In patients with 
chronic kidney disease, assess serum phosphorus. 

Pregnancy and lactation
  Pregnancy: There is insu�  cient human data on the use of BIKTARVY during 

pregnancy. Dolutegravir, another integrase inhibitor, has been associated with 
neural tube defects. Discuss the benefi t-risk of using BIKTARVY during pregnancy 

and conception. An Antiretroviral Pregnancy Registry (APR) has been established. 
Available data from the APR for FTC shows no di¡ erence in the rates of birth defects 
compared with a US reference population.

  Lactation: Women infected with HIV-1 should be instructed not to breastfeed, due 
to the potential for HIV-1 transmission.

Please see full Prescribing Information for BIKTARVY, including BOXED 
WARNING, in the attached pocket.

3TC, lamivudine; ABC, abacavir; DHHS, Department of Health and Human Services; DTG, dolutegravir; 
eGFR, estimated glomerular fi ltration rate; FTC, emtricitabine; TAF, tenofovir alafenamide.
References: 1. BIKTARVY [package insert]. Foster City, CA: Gilead Sciences, Inc.; 2019. 2. Data 
on fi le. Gilead Sciences, Inc. 3. Gallant J, Lazzarin A, Mills A, et al. Bictegravir, emtricitabine, 
and tenofovir alafenamide versus dolutegravir, abacavir, and lamivudine for initial treatment of 
HIV-1 infection (GS-US-380-1489): a double-blind, multicentre, phase 3, randomised controlled 
non-inferiority trial. Lancet. 2017;390(10107):2063-2072. 4. Sax PE, Pozniak A, Montes ML, et 
al. Coformulated bictegravir, emtricitabine, and tenofovir alafenamide versus dolutegravir with 
emtricitabine and tenofovir alafenamide, for initial treatment of HIV-1 infection (GS-US-380-1490): a 
randomised, double-blind, multicentre, phase 3, non-inferiority trial. Lancet. 2017;390(10107):2073-
2082. 5. Stellbrink HJ, Arribas JR, Stephens JL, et al. Co-formulated bictegravir, emtricitabine, and 
tenofovir alafenamide versus dolutegravir with emtricitabine and tenofovir alafenamide for initial 
treatment of HIV-1 infection: week 96 results from a randomised, double-blind, multicentre, phase 
3, non-inferiority trial. Lancet HIV. 2019;6(6):e364-e372. 6. Wohl DA, Yazdanpanah Y, Baumgarten 
A, et al. Bictegravir combined with emtricitabine and tenofovir alafenamide versus dolutegravir, 
abacavir, and lamivudine for initial treatment of HIV-1 infection: week 96 results from a randomised, 
double-blind, multicentre, phase 3, non-inferiority trial. Lancet HIV. 2019;6(6):e355-e363. 7. US 
Department of Health and Human Services. Panel on Antiretroviral Guidelines for Adults and 
Adolescents. Guidelines for the use of antiretroviral agents in adults and adolescents living with HIV. 
http://aidsinfo.nih.gov/contentfi les/adultandadolescentgl.pdf. Updated December 18, 2019. Accessed 
December 18, 2019.
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Be an Upstander, 
Not a Bystander
By Aasna Shaukat, MD, MPH

I  am a female immigrant gastroenterologist  
from Pakistan, practicing in Minneapolis. 
Having lived in this country for 22 years and 

married to a white man, I generally feel that I fit  
in pretty well. A couple weeks ago at work, I  
walked into a procedure room and intro- 
duced myself to a 66-year-old white male on  
whom I was about to perform a procedure.  
There were three other people in the room— 
a nurse and two techs. I explained the proce-
dure in my usual cheerful voice and asked,  
“Do you have any questions?” like I always do  
at the consent process.

The patient said, “Yes, I do. Where’s your  
burqa?” I was quite taken aback and wondered 
if I misheard.

Me: “I’m sorry. What did you say?”

Patient: “I said, where’s your burqa?”

Me, confused: “Sir, why would I have a burqa?”

Patient: “Don’t women like you wear one to  
cover themselves?”

Me (more confused): “What do you mean  
women like me?”

Patient: “Well, aren’t you from Pakistan or  
Afghanistan? Aren’t you Muslim?” I was at a loss 
for words and desperately wanted to end the  
conversation.”

Me: “Let’s not talk about me but about your  
procedure. Any questions about the procedure?”

The patient replied, “no,” and we went ahead 
with the procedure and the rest of the day.

The incident bothered me all day and the fol-
lowing many days. I couldn’t quite put a finger 
on what it was and brushed it aside and stopped 
thinking about it. In the wake of recent events, 
it dawned upon me that it wasn’t the patient’s 
comments that bothered me. It was the fact that 
no one standing in the room witnessing the  
conversation stepped in. Not during the conver-
sation, and not after. Considering I’ve worked 
with my colleagues every day and in the same 
place for the last 12 years, I felt strangely betrayed.

Stories like this happen every day and are sadly 
more common than we realize. There will always 
be racist, insensitive, inappropriate comments 
by people across life. It’s how we react to them 
that will shape our lives. Most individuals have 
asked how they can help. Well, start by being an 
upstander and not a bystander. That will mean 
the world to us people of color and immigrants.

And let’s start teaching and training students in 
medical school, nursing, and technical schools 
how to identify and stand up to inappropriate 
comments. It may take us a few generations to 
make seismic changes, but we must start now.

Aasna Shaukat, MD, MPH is a gastroenterologist and 
can be reached on Twitter at @aasmashaukatmd.
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Dealing With  
Non-Compliant Patients:
Avoiding Liability
The first step in avoiding liability due to patient 
non-compliance is identifying that the patient  
actually is non-compliant. Then, ask about the 
reason for it and do what you can to counter  
it. Your record must reflect your attempt to  
determine what correctable issues underlie the 
non-compliance and what steps you took to 
counter it. If non-compliance is not solvable as 
a single issue and verbal reminders are not fruit-
ful, you can consider a treatment contract, which 
breaks the compliance into specific acts of pa-
tient cooperation that may be easier to follow. 
Your last option is an “at risk” letter that states 
the specific non-compliant acts and their clinical 
consequences. This can include the warning that 
a failure to correct the non-compliance will result 
in termination from the practice. You should not 
create a “decline” note in which the patient signs 
their refusal to comply. You would be retaining 
the patient in your practice despite being unable 
to treat them as you believe is proper. 

Your records need to demonstrate that the pa-
tient is being non-compliant rather than just 
being ill-informed. Descriptions of the patient’s 
non-compliant conduct should state the fact of 
the non-compliance undeniably but without con-
demnatory or self-serving language. But it should 
not be so removed as to become meaningless in 
convincing a reviewer that you are not an appro-
priate target or in closing off patient claims that 
you never said something you actually did.  

When the therapeutic relationship is irrevoca-
bly broken down and it is necessary for you to 
step away because the patient is actually prevent-
ing you from practicing medicine properly, you 
will have to terminate them from your practice. 
You will then have to consider abandonment. If 
you are going to take the maximum step against 
someone who is already in opposition to you,  
do so carefully. Non-compliance leading to no 
option but termination is a gradual process by 
definition and so an evaluator will want to see 
that it was handled that way. 

You should also consider stating the reason for  
the termination in a letter. The general rule is 
to not give a specific reason, but here stating “As 
we have discussed, and as outlined in the treatment 
contract that you agreed to, it was essential that you 
follow through on prescribed care. Due to your con-
tinued refusal to follow treatment guidelines, this 
practice will no longer be able to retain you as a  
patient as of (date)” may stop a retaliatory process 
before it starts. 

This article was written by Dr. Medlaw, a physician and 
medical malpractice attorney. 

In Case You Missed It
Online Program, Population 
Health Management Combo 
Aids Weight Loss
Combining population health management  
with an online program can aid primary care 
patients in achieving small, but statistically sig-
nificant, weight loss at 12 months, according to 
a study published in the Journal of the American 
Medical Association. Researchers evaluated the  
effectiveness of an online weight management 
program plus population health management 
(298 patients) versus an online program only 
(216 patients) or usual care (326 patients). 
Electronic health records were used to measure 
weight change at 12 months among the primary 
care participants with overweight or obesity and 
hypertension or type 2 diabetes. The study team 
observed significant differences in mean weight 
change at 12 months: usual care, −1.2 kg; online 
program only, −1.9 kg; and combined interven-
tion, −3.1 kg. Findings were similar at 18 months 
for the mean weight change: usual care, −1.9 kg; 
online only, −1.1 kg; and combined interven-
tion −2.8 kg. “To our knowledge, this is the first  
study to demonstrate that an online program 
can be integrated with existing population health 
management support delivered by nonclinical 
staff without any specialized training in nutrition 
or weight counseling and be implemented in 
routine primary care,” the authors write.

Final Diagnosis Often Differs 
From Referral Diagnosis for EIS 
For children with exercise-induced respiratory  
symptoms (EIS), diagnosis at an outpatient  
clinic often differs from that proposed by the  
referring physician, according to a study pub-
lished in Pediatric Pulmonology. Investigators 
compared the diagnosis proposed by primary  
care physicians to the final diagnosis from re-
spiratory outpatient clinics where children were  
referred for EIS. Data were included for 214 
children (mean age, 12). The final diagnosis was  
asthma, extrathoracic dysfunctional breathing 
(DB), thoracic DB, asthma plus DB, insufficient  
fitness, chronic cough, and other diagnoses in 
54%, 16%, 10%, 11%, 5%, 3%, and 1% of  
patients, respectively. In 54% of the children, the  
final diagnosis differed from referral diagnosis.  
Almost all patients underwent spirometry, body 
plethysmography, and exhaled nitric oxide 
measurement; one-third underwent exercise- 
challenge tests; and none underwent laryngo- 
scopy. Of  the children with a final diagnosis of  
asthma, 91% were prescribed inhaled medica- 
tion; 505 of those with DB were referred for  
physical therapy. “Extrathoracic and thoracic  
DB were common diagnoses in  
children with EIS but had rarely 
been suspected by the referring 
physician and were also not 
well followed up,” the authors 
write. “Increased awareness,  
both among primary care  
physicians and among respira- 
tory specialists of how com-
mon DB are in children 
with EIS, might lead to faster  
referral to specialized clinics 
and better treatment.”  

The Influence of Parental  
Marijuana Use on Children

D
ata suggest that the ascen-
dancy of medicalization, 
legalization, and social 

acceptability of marijuana has 
resulted in an overall rise of 
past-year marijuana use from 
11.0% (25.8 million) in 2002 
to 15.9% (43.5 million) in 
2018 among the US popula-
tion aged 12 or older. Parallel- 
ing these trends is mounting 

apprehension of the health consequences of mar-
ijuana, especially among adolescents. Evidence  
indicates that early versus later initiation of 
marijuana use is associated with higher rates of  
addiction, impaired cognition, pre-clinical or  
clinical symptoms of psychosis, schizophrenia, 
depression, suicidality, and reduced educational 
achievement or employment status. With peak  
marijuana use found to be among adults of  
child-bearing and -rearing ages, parental use  

conceivably poses a direct environmental risk  
of normalizing marijuana use and enabling easy  
access to marijuana for children living at home.

For a study published in JAMA Network Open, 
my colleagues (B. Han, W. Compton, C. Jones, 
E. Lopez, E. McCance-Katz) and I sought to
determine whether intergenerational associations
are detectable within specific substances, across
substances, and across a broad age range of off- 
spring (aged 12-30 years) living in the same
household as a parent using marijuana. Most
importantly, we simultaneously examined asso- 
ciations between parental marijuana use at de- 
tailed frequency levels and adolescent and young
adult offspring substance use.

Parental Influence
We used repeated cross-sectional survey data on 
adolescents or young adults living with a parent 
(mother or father) from the nationally represen- 

tative 2015-2018 National Surveys on Drug Use  
and Health. More than 24,000 father-offspring  
or mother-offspring dyads were sampled. Parental  
marijuana use status was compared with off-
spring’s marijuana, alcohol, and tobacco use and 
opioid misuse.

We found substantial past-year marijuana use  
of 7.6% to 9.6% (Table) among mothers or  
fathers living with offspring. Parental past-year  
marijuana use was consistently associated with  
increased unadjusted prevalence of past-year  
marijuana, tobacco, and alcohol use and opioid  
misuse among both adolescent and young adult 
offspring. Even among parents with lifetime  
but no past-year marijuana use or relatively less  
frequent use (<52 days in the past year),  
unadjusted prevalence of past-year substance use  
among offspring was generally elevated. 

Multivariable models adjusting for potential 
confounders related to offspring, familial, and 
environmental factors suggested that parental 
marijuana use was a specific risk factor for mar-
ijuana and tobacco use by both adolescent and 
young adult offspring, as well as for alcohol use  
by adolescent offspring. 

Adolescent offspring’s substance use appeared 
to be particularly associated with mother’s mar-
ijuana use status. Our study indicates that a  
mother’s marijuana use status could have a  
pivotal role in the development of her adoles-
cent offspring. Environmentally mediated nor-
malization of substance use and increased access 
to substances at home are possible explanations. 
Regardless of mechanisms, providers and parents 
alike should be aware of the significant influence 
of parenting, parental marijuana use, and the  
poor prognosis of early marijuana initiators.

Protecting Children
Given the poor prognosis of substance use dis-
orders for long-term outcomes, direct and indi-
rect screening of family members and counseling 
for marijuana use in pediatric and general medi-
cal settings is an important and achievable goal.  
A positive screen should trigger counseling of  
parents on risks posed by using and storing mar-
ijuana, tobacco, or opioids at home, educating 
parents on risk and protective factors, and offering 
reassurances that substance use is modifiable. 

Future research should focus on the feasibility of 
pediatrician and other primary care physicians 
performing screening for substance use of parents 
and offspring living in the same households, and 
whether screening alone or combined with coun-
seling alters parental substance use.  

Written by

Bertha K. Madras, 
PhD 
Professor of Psychobiology 
Department of Psychiatry 
Harvard Medical School

Table Past-Year Substance Use by Parental Marijuana Use Status

Abbreviations: LT, lifetime; mo, month; y, year.
Source:  Adapted from: Madras B, et al. JAMA Netw Open.

  Offspring aged 12-17 who lived with a parent born 1955-1984

Parental Marijuana Use 
Status

Marijuana Use, 
Past y

Heroin Use or Rx 
Opioid Misuse, 

Past y

Tobacco Use, 
Past y

Alcohol Use, 
Past y

Mother
   Never use 8.4% 2.5% 6.1% 16.1%
   LT use, not in past year 15.6% 4.0% 11.8% 25.8%
   <52 days use in past year 21.3% 6.7% 12.5% 28.4%

≥52 days use in past year 21.2% 5.0% 13.7% 25.4%
Father
   Never use 6.8% 1.7% 5.5% 15.1%
   LT use, not in past year 13.3% 3.2% 11.6% 23.6%
   <52 days use in past year 25.1% 6.1% 9.8% 34.2%

≥52 days use in past year 17.5% 4.0% 15.7% 25.0%

  Offspring aged 18-30 who lived with a parent born 1955-1980

Parental Marijuana Use 
Status

Marijuana Use, 
Past y

Heroin Use or Rx 
Opioid Misuse, 

Past y

Tobacco Use, 
Past y

Binge 
Alcohol Use, 

Past mo.
Mother
   Never use 22.7% 5.8% 29.2% 30.3%
   LT use, not in past year 41.2% 9.4% 43.6% 36.7%
   <52 days use in past year 50.5% 12.9% 43.2% 48.8%

≥52 days use in past year 61.2% 20.2% 50.2% 37.1%
Father
   Never use 21.1% 4.8% 27.7% 27.8%
   LT use, not in past year 32.7% 7.6% 39.5% 43.4%
   <52 days use in past year 41.9% 9.2% 51.4% 47.2%

≥52 days use in past year 58.9% 10.5% 51.1% 27.8%




