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®. DURABLE POWER AT
WEEK 144

BIKTARVY® (bictegravir 50 mg, emtricitabine 200 mg, and tenofovir alafenamide 25 mg) combines
the FTC/TAF* backbone with bictegravir, a novel and unboosted INSTI—for a powerful STR'2

Long-term efficacy in treatment-naive adults at Week 14427
Results noninferior to comparators
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Pivotal treatment-naive study designs?7:

The efficacy and safety of BIKTARVY for treatment-naive adults were evaluated in Studies 1489 and
1490. In Study 1489, a phase 3, randomized, double-blind, active-controlled study, treatment-naive
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-naive 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. Secondary
endpoints included efficacy, safety, and tolerability through Week 96 and Week 144.

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

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.



#1 PRESCRIBED REGIMEN FOR HIV-1 TREATMENT

Source: Ipsos Healthcare US HIV Therapy Monitor & Scope Study May-July 2019.

Learn more about the BIKTARVY 144 week data at

BIKTARVY144.com

No treatment-emergent resistance associated with BIKTARVY through Week 144%7

CASES

OF RESISTANCE WITH
BIKTARVY

In two large phase 3 clinical trials in treatment-naive adults

« Among 634 treatment-naive adults in Studies 1489 and 1490, 8 treatment-failure subjects were
tested and no amino acid substitutions emerged that were associated with BIKTARVY resistance

IMPORTANT SAFETY INFORMATION (cont’d)

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 significant decreases in renal
function or evidence of Fanconi syndrome.

Renal monitoring: Prior to or when initiating BIKTARVY
and during therapy, assess serum creatinine, CrCl,

*emtricitabine 200 mg/tenofovir alafenamide 25 mg.

urine glucose, and urine protein in all patients
as clinically appropriate. In patients with chronic
kidney disease, assess serum phosphorus.

» 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 findings suggestive of lactic acidosis
or pronounced hepatotoxicity develop, including
hepatomegaly and steatosis in the absence of
marked transaminase elevations.

Please see Brief Summary of full Prescribing
Information for BIKTARVY, including BOXED
WARNING, on the following pages.

BIKTARVY”®

bictegravir 50mg/emtricitabine 200mg/
tenofovir alafenamide 25myg tablets




- DHHS RECOMMENDED AS AN INITIAL REGIMEN FOR MOST PEOPLE WITH HIV-1®

IMPORTANT SAFETY INFORMATION (cont’d)

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 significant drug interactions, including clinical comments.

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

» Drugs affecting 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 insufficient human data on the use of BIKTARVY during pregnancy. Dolutegravir, another
integrase inhibitor, has been associated with neural tube defects. Discuss the benefit-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 difference 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 Brief Summary of full Prescribing Information for BIKTARVY, including BOXED WARNING, on the
following pages.

3TC, lamivudine; ABC, abacavir; DHHS, Department of Health and Human Services; DTG, dolutegravir; eGFR, estimated glomerular filtration rate; FTC, emtricitabine;
INSTI, integrase strand transfer inhibitor; STR, single-tablet regimen; TAF, tenofovir alafenamide.

References: 1. Tsiang M, Jones GS, Goldsmith J, et al. Antiviral activity of bictegravir (GS-9883), a novel potent HIV-1 integrase strand transfer inhibitor [...]. Antimicrob
Agents Chemother. 2016;60(12):7086-7097. 2. BIKTARVY [package insert]. Foster City, CA: Gilead Sciences, Inc.; 2019. 3. 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. 4. 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. 5. Data on file. Gilead Sciences,
Inc. 6. Gallant J, Lazzarin A, Mills A, et al. Bictegravir, emtricitabine, and tenofovir alafenamide versus dolutegravir, abacavir, and lamivudine for initial treatment of
HIV-Tinfection (GS-US-380-1489): a double-blind, multicentre, phase 3, randomised controlled non-inferiority trial. Lancet. 2017;390(10107):2063-2072. 7. 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-1infection (GS-US-380-1490): a randomised, double-blind, multicentre, phase 3, non-inferiority trial. Lancet. 2017;390(10107):2073-2082.
8. 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/contentfiles/adultandadolescentgl.pdf. Updated July 10, 2019. Accessed July 10, 2019.
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BIKTARVY® (bictegravir 50 mg, emtricitabine 200 mg, and
tenofovir alafenamide 25 mg) tablets, for oral use

Brief Summary of full Prescribing Information. See full
Prescribing Information. Rx only.

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
[see Warnings and Precautions].

INDICATIONS AND USAGE

BIKTARVY is indicated as a complete regimen for the treatment of
human immunodeficiency virus type 1 (HIV-1) infection in adults and
pediatric patients weighing =25 kg who have no antiretroviral treatment
history or to replace the current antiretroviral regimen in those who are
virologically suppressed (HIV-1 RNA less than 50 copies per mL) on a
stable antiretroviral regimen with no history of treatment failure and
no known substitutions associated with resistance to the individual
components of BIKTARVY.

DOSAGE AND ADMINISTRATION

Also see Warnings and Precautions and Use in Specific Populations.
Testing Prior to or When Initiating: Test patients for HBV infection.
Testing Prior to or When Initiating, and During Treatment:
As clinically appropriate, assess serum creatinine, estimated creatinine
clearance (CrCl), urine glucose, and urine protein in all patients.
In patients with chronic kidney disease, assess serum phosphorus.
Dosage: One tablet taken once daily with or without food in patients
weighing =25 kg.

Renal Impairment: BIKTARVY is not recommended in patients with
CrCl <30 mL/min.

Hepatic Impairment: BIKTARVY is not recommended in patients
with severe hepatic impairment.

CONTRAINDICATIONS
Also see Drug Interactions.
BIKTARVY is contraindicated to be co-administered with:

¢ dofetilide due to the potential for increased dofetilide plasma
concentrations and associated serious and/or life-threatening events

e rifampin due to decreased BIC plasma concentrations, which may
result in the loss of therapeutic effect and development of resistance
to BIKTARVY

WARNINGS AND PRECAUTIONS

Also see BOXED WARNING, Contraindications, Adverse Reactions,
and Drug Interactions.

Severe Acute Exacerbation of Hepatitis B in Patients Coinfected
with HIV-1 and HBV: Patients with HIV-1 should be tested for
the presence of chronic hepatitis B virus (HBV) before or when
initiating ARV therapy. Severe acute exacerbations of hepatitis B
(e.g., liver decompensation and liver failure) have been reported
in patients who are coinfected with HIV-1 and HBV and have
discontinued products containing FTC and/or TDF, and may occur
with discontinuation of BIKTARVY. Patients coinfected with HIV-1 and
HBV who discontinue BIKTARVY should be closely monitored with
both clinical and laboratory follow-up for at least several months
after stopping treatment. If appropriate, anti-hepatitis B therapy may
be warranted, especially in patients with advanced liver disease or
cirrhosis since post-treatment exacerbation of hepatitis may lead
to hepatic decompensation and liver failure.

Risk of Adverse Reactions (ARs) or Loss of Virologic Response
Due to Drug Interactions: Coadministration of BIKTARVY with
certain other drugs may result in known or potentially significant
drug interactions; this may lead to loss of efficacy and development

of resistance to BIKTARVY or clinically significant ARs from greater
exposures of concomitant drugs. Consider the potential for drug
interactions and review concomitant medications prior to and during
therapy. Monitor for ARs associated with concomitant drugs.
Immune Reconstitution Syndrome (IRS): IRS has been reported
in patients treated with combination ARV therapy. During the initial
phase of treatment, patients whose immune systems respond
may develop an inflammatory response to indolent or residual
opportunistic infections, which may necessitate further evaluation
and treatment. Autoimmune disorders have been reported to occur
in the setting of immune reconstitution; the time to onset is variable,
and can occur many months after initiation of treatment.

New Onset or Worsening Renal Impairment: Renal impairment,
including acute renal failure and Fanconi syndrome, has been
reported with the use of tenofovir prodrugs in animal studies
and human trials. In clinical trials of BIKTARVY in subjects
with no ARV treatment history with eGFRs >30 mL/min, and
in virologically suppressed subjects switched to BIKTARVY
with eGFRs >50 mL/min, renal serious adverse events were
encountered in <1% of subjects treated with BIKTARVY through
Week 48. BIKTARVY is not recommended in patients with
CrCl <30 mL/min. Patients taking tenofovir prodrugs who have
renal impairment and/or are taking nephrotoxic agents including
NSAIDs are at increased risk of developing renal-related
ARs. Discontinue BIKTARVY in patients who develop clinically
significant decreases in renal function or evidence of Fanconi
syndrome. Renal Monitoring: Prior to or when initiating
BIKTARVY, and during treatment with BIKTARVY, assess serum
creatinine, CrCl, urine glucose, and urine protein in all patients
as clinically appropriate. In patients with chronic kidney disease,
assess serum phosphorus.

Lactic Acidosis/Severe Hepatomegaly with Steatosis:
Lactic acidosis and severe hepatomegaly with steatosis, including
fatal cases, have been reported with the use of nucleoside
analogs, including FTC and TDF. Treatment with BIKTARVY should
be suspended in any individual who develops clinical or laboratory
findings suggestive of lactic acidosis or pronounced hepatotoxicity,
including hepatomegaly and steatosis in the absence of marked
transaminase elevations.

ADVERSE REACTIONS
Also see BOXED WARNING and Warnings and Precautions.
In Adults with No ARV Treatment History:

The safety assessment of BIKTARVY is based on Week 48 data
from two randomized, double-blind, active-controlled trials: 1489
(n=314) and 1490 (n=320), in HIV-1 infected, ARV treatment-naive
adults. Through Week 48, 1% of subjects discontinued BIKTARVY
due to adverse events, regardless of severity.

Adverse Reactions: ARs (all Grades) reported in =2% of subjects
receiving BIKTARVY through Week 48 in Trials 1489 and 1490,
respectively were: diarrhea (6%, 3%), nausea (5%, 3%), headache
(5%, 4%), fatigue (3%, 2%), abnormal dreams (3%, <1%),
dizziness (2%, 2%), and insomnia (2%, 2%). Additional ARs (all
Grades) occurring in <2% of subjects administered BIKTARVY in
Trials 1489 and 1490 included vomiting, flatulence, dyspepsia,
abdominal pain, rash, and depression. Suicidal ideation, suicide
attempt, and depression suicidal occurred in <1% of subjects
administered BIKTARVY; all events were serious and primarily
occurred in subjects with a preexisting history of depression, prior
suicide attempt, or psychiatric illness.

Laboratory Abnormalities: Laboratory abnormalities (Grades 3—4)
occurring in =2% of subjects receiving BIKTARVY through Week
48 in Trials 1489 or 1490, respectively were: amylase >2.0 x ULN
(2%, 2%), ALT >5.0 x ULN (1%, 2%), AST >5.0 x ULN (2%, 1%),
Creatine Kinase =10.0 x ULN (4%, 4%), Neutrophils <750 mm?
(2%, 2%), and fasted LDL-cholesterol >190 mg/dL (2%, 3%).
Changes in Serum Creatinine: Increases in serum creatinine occurred
by Week 4 of treatment and remained stable through Week 48.
In Trials 1489 and 1490, median serum creatinine increased by
0.10 mg/dL from baseline to Week 48 in the BIKTARVY group and
was similar to the comparator groups.

Changes in Bilirubin: In Trials 1489 and 1490, total bilirubin
increases were observed in 12% of subjects administered BIKTARVY
through Week 48.

Continued on next page.



Continued from previous page.

In Virologically Suppressed Adults: The safety of BIKTARVY in HIV-1
infected, virologically suppressed adults is based on Week 48 data
from 282 subjects in a randomized, double-blind, active-controlled
trial in which virologically suppressed subjects were switched from
either DTG + ABC/3TC or ABC/DTG/3TC to BIKTARVY; and Week
48 data from 290 subjects in an open-label, active-controlled trial
in which virologically suppressed subjects were switched from a
regimen containing atazanavir (given with cobicistat or ntonawrg or
darunavir (given with cobicistat or ritonavir) plus either FTC/TDF or
ABC/3TC, to BIKTARVY.

Adverse Reactions: Qverall, the safety profile in virologjcally
suppressed adult subjects was similar to that in subjects with no
antiretroviral treatment history.

In Virologically Suppressed Pediatric Subjects: The safety of
BIKTARVY was evaluated in HIV-1 infected, virologically suppressed
subjects between the ages of 12 to <18 years and weighing =35 kg
(N=50) through Week 48, and in virologically-suppressed subjects
between the ages of 6 to <12 years and weighing =25 kg (N=50)
through Week 24 in an open label clinical trial.

Adverse Reactions: No new ARs or laboratory abnormalities were
identified compared to those observed in adults. ARs were reported
in 10% of pediatric subjects. The AR reported by more than one
subject was abdominal pain (n=2). One subject (1%) had Grade 2
ARs of insomnia and anxiety that led to discontinuation of BIKTARVY.
The of[herd Aﬁs that occurred in single subjects were similar to those
seen in adults.

DRUG INTERACTIONS

Also see Indications and Usage, Contraindications, and Warnings
and Precautions.

Other Antiretroviral Medications: BIKTARVY is a complete regimen
for the treatment of HIV-1 infection, BIKTARVY coadministration
with other ARV medications for treatment of HIV-1 infection is not
recommended. Complete information regarding potential drug
interactions with other ARV medications is not provided.

Potential for BIKTARVY to Affect Other Drugs: BIC inhibits organic
cation transporter 2 (0CT2) and multidrug and toxin extrusion
transporter 1 (MATE1) in vitro, Coadministration of BIKTARVY with
drugs that are substrates of 0CT2 and MATE1 (e.qg., dofetilide) may
increase their plasma concentrations.

Potential Effect of Other Drugs to Affect BIKTARVY: BIC is a
substrate of CYP3A and UGT1A1. A drug thatis a strqn? inducer of
CYP3A and also an inducer of UGT1A1 can substantially decrease
the plasma concentrations of BIC which may lead to loss of efficacy
and development of resistance. The use of BIKTARVY with a dru
that is a strong inhibitor of CYP3A and also an inhibitor of UGT1A
may significan é)y increase the plasma concentrations of BIC. TAF is
a substrate of -8cho rotein (P-gp) and breast cancer resistance
Broteln (BCRP). Co-administration of drugs that inhibit P-gp and

CRP_may increase the absorption and plasma concentrations
of TAF. Co-administration of drugs that induce P-gp activity are
expected to decrease the absorption of TAF, resulting in decreased
plasma concentration of TAF, which may lead to loss of efficacy and
development of resistance.

Drugs Affecting Renal Function: Because FTC and tenofovir are
primarily excreted by the kidneys by a combination of quromerular filtration
and active tubular secretion, coadministration of BIKTARVY with drugs
that reduce renal function or compete for active tubular secretion may
increase concentrations of FTC, tenofovir, and other renally eliminated
drugs, which may increase the risk of ARs.
Established and Potentially Significant Drug Interactions:
The listing of established or potentially clinically significant drug
interactions with recommended prevention or management strategies
described are based on studies conducted with either BIKTARVY, the
components of BIKTARVY (BIC, FTC, and TAF) as individual agents,
or are drug interactions that may occur with BIKTARVY. An alteration
in regimen may be recommended.

e Antiarrhythmics: dofetilide. Coadministration is contraindicated
due to potential for serious and/or life-threatening events.

* Anticonvulsants: carbamazepine, oxcarbazepine, phenobarbital

henytoin. Coadministration with alternative anticonvulsants should
e considered.

e Antimycobacterials: rifampin. Coadministration is contraindicated
due to the effect on BIKTARVY. Rifabutin, rifapentine. Coadministration
is not recommended.

* Herbal Products: St. John’s wort. Coadministration is not recommended.

e Medications/oral supplements containinAql})olyvaIent cations

(e.g., Mg, Al, Ca, Fe?]: ntacids containing Al/Mg: BIKTARVY can

be taken at least 2 hours before or 6 hours after taking antacids

containing Al/Mg. Routine administration of BIKTARVY together with,
or 2 hours after, antacids containing Al/Mg is not recommended.
Supplements or antacids containing Ca or Fe: BIKTARVY and
supplements or antacids containing Ca or Fe can be taken together
with food. Routine administration of BIKTARVY under fasting
conditions together with, or 2 hours after, supplements or antacids
containing Ca or Fe is not recommended.

e Metformin: Refer to the prescribing information of metformin for
assessing the benefit and risk of concomitant use of BIKTARVY
and metformin.

Consult the full Prescribing Information prior to and during
treatment with BIKTARVY for important drug interactions; this
list is not all inclusive.

USE IN SPECIFIC POPULATIONS

Also see Dosage and Administration, Warnings and Precautions,
and Adverse Reactions.

Pregnancy: Pregnancy Exposure Registry: There is a pregnancy
exposure registry that monitors pregnancy outcomes in women
exposed to BIKTARVY during pregnancy. Healthcare providers are
encouraged to register patients by calling the Antiretroviral Pregnancy
Registry (APR) at 1-800-258-4263. Risk Summary: There are
insufficient human data on the use of BIKTARVY during pregnancy
to inform a drug-associated risk of birth defects and miscarriage.
Dolutegravir, another integrase inhibitor, has been associated with
neural tube defects. Discuss the benefit-risk of using BIKTARVY with
individuals of childbearing potential, particularly if pregnancy is being
planned. BIC and TAF use in women during pregnancy has not been
evaluated; however, FTC use during pregnancy has been evaluated
in a limited number of women as reported to the APR. Available data
from the APR show no difference in the overall risk of major birth
defects for FTC compared with the background rate for major birth
defects of 2.7% in a U.S. reference population of the Metropolitan
Atlanta Congenital Defects Program. The rate of miscarriage is not
reported in the APR.

Lactation: The Centers for Disease Control and Prevention
recommend that HIV-infected mothers not breastfeed their infants
to avoid risking postnatal transmission of HIV. Based on published
data, FTC has been detected in human milk; it is not known whether
BIKTARVY or all of the components of BIKTARVY are present in
human breast milk, affects human milk production, or has effects on
the breastfed infant. BIC was detected in the plasma of nursing rat
pups likely due to the presence of BIC in milk, and tenofovir has been
shown to be present in the milk of lactating rats and rhesus monkeys
after administration of TDF. It is unknown if TAF is present in animal
milk. Because of the potential for HIV transmission in HIV-negative
infants, developing viral resistance in HIV-positive infants, and ARs
in nursing infants, mothers should be instructed not to breastfeed.

Pediatric Use: Clinical studies of BIKTARVY included 50 subjects aged
12 to <18 years and weighing =35 kg, and 50 subjects aged 6 to <12
years and weighing =25 kg. Safety and effectiveness of BIKTARVY
in pediatric patients weighing <25 kg have not been established.
Geriatric Use: Clinical studies of BIKTARVY did not include sufficient
numbers of subjects aged 65 and over to determine whether they
respond differently from younger subjects.

Renal Impairment: BIKTARVY is not recommended in patients with
severe renal impairment (CrCl <30m|/min%. No dosage adjustment of
BIKTARVY is recommended in patients with CrCl >30ml/min.
Hepatic Impairment: No dosage adjustment of BIKTARVY is
recommended in patients with mild (Child-Pugh Class A) or
moderate (Child-Pugh Class B) hepatic impairment. BIKTARVY is not
recommended for use in I5)atients with severe hepatic impairment (Child-
Pugh Class C) as BIKTARVY has not been studied in these patients.

OVERDOSAGE:

If overdose occurs, monitor the patient for evidence of toxicity.
Treatment consists of general squortivg measures including
monitoring of vital signs as well as observation of the clinical status
of the patient.
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LETTER FROM THE DIRECTOR

By BRUCE J. PACKETT Il
Executive Director, AAHIVM

Navigating the World of Adolescence

S | WAS READING DRAFTS FOR THE GREAT ARTICLES in this edition of HIV Specialist, I found myself think-
ing back to my own adolescence. How prepared was I, between ages 13 and 18, for making “responsible”

and safe decisions with regard to my own cis-heteronormative identity and sexuality (and thus comparably

very simple to some of the cases you will read about in this issue)? Despite all the privileges of a relatively

affluent suburban public education, a generally “liberal” east coast state (with sex-ed policies to match), mostly

progressively oriented parents and so on, I found myself - in retrospect — very much still with an unfledged and

dubious psyche, ill-equipped to foresee and manage risks of various kinds effectively, inherently suspicious of

educators and systems. As an obvious result, I certainly made misjudgments and induced jeopardy along the way.

It seems to me that this disposition in adolescence, specifically with regard to nascent identity formation (sexual,

gender and otherwise), must be nearly universal.

When we start to peel away those privileges
I was afforded, and even add additional societal
and personal challenges, it becomes precisely clear
why STIs and HIV continue to be remarkable
hazards for people in this age group. In our sex-
ual health-focused issue last quarter, we talked
a lot about unstable housing, stigma, structural
racism and inequality, substance use and mental
illness. Those same perils intersect in magnifying
proportions with the adolescent brain.

Our guest editor for this issue, Dr. Michelle
Collins-Ogle, is an experienced provider of ad-
olescent care. In one of her articles, she under-
scores the issue of “denial,” specifically as it relates to substance
use disorder in adolescents. “Denial,” uncertainty, stigmatization
and social and familial pressures of all kinds as they relate to one’s
sexual and gender identities and predilections, are all informing
the many risk-inducing aspects of adolescent behaviors, and
underscore the need for practitioners to communicate effectively
with their adolescent patients (and, when appropriate, their
parents) on issues of prevention, sexual health and wellness.

Other articles herein focus on issues of transgender patient
care, especially in the adolescent population and those atten-
dant considerations. We also look at best practices as it relates
to clinical care, how barriers to care and prevention differ for
adolescents based upon where they live, and the challenges

parents face when talking to their kids about sex.

The common theme throughout is of the
need for an integrated educative response to
these challenges, from the family, the clinic, the
schools and the community. The CDC uses evi-
dence to tell us that routine HIV testing should
begin at 13. It is obviously an important marker
to bear in mind, but must also be paired with
other prevention and sexual health awareness
interventions. There is not one model solution
to all the challenges, and different settings and
specific identities and people require different
responses and different pedagogical and in-
frastructural models and approaches. Despite the diversity,
universally, we have to build trust into all these models and
approaches.

Adolescents present the strongest structural, individual and
psychological challenges, but the solutions therefrom will truly
pave the path towards ending the HIV epidemic and reducing
STIs. If we can meet the complex and uncertain needs of ado-
lescents in these ways, we can expand those lessons to everyone.

The Academy would like to thank Dr. Ogle for her excep-
tional guidance and contribution to this issue. As a member
of the Academy’s Board of Directors and in her daily practice,
Dr. Ogle is always committed to her role in educating others
on the need to optimize the care of our youth. HIv
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APPLICATIONS NOW BEING ACCEPTED

GILEAD SCIENCES
RESEARCH
SCHOLARS
PROGRAM IN

HIV

The Gilead Research Scholars Program supports innovative
research from emerging investigators around the world to
advance scientific knowledge in areas of unmet medical
needs and improve the lives of patients everywhere

e =a v =¥ Research
Scholars
Program

for Cardiovascular
smorbidities

Each award will be funded up to USD130,000,
to be paid in annual installments of up to USD65,000

Awards are subject to separate terms and conditions

SCIENTIFIC REVIEW COMMITTEE

Applications will be reviewed by a Committee of
internationally recognized experts in basic and
clinical research in the fields of HIV and
Cardiovascular Comorbidities

For complete program information and to apply for an award,
please visit the website below

http://researchscholars.gilead.com
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HIV CARE PROVIDERS IDENTIFY THE TOP BARRIERS

TO ENDING THE EPIDEMIC

HE AMERICAN ACADEMY of

HIV Medicine highlighted critical

barriers to ending the HIV epidemic
as identified by HIV care providers in the
hardest hit areas of the country. The survey
participants — made up of AAHIVM members
and HIV credentialed providers — reside in the
50 counties, urban jurisdictions and seven
rural states identified as initial geographic
targets within the Trump Administration’s
Ending the Epidemic (EtE) initiative. According
to respondents, the most urgent challenges
include a critical workforce shortage,
homelessness/unstable housing, HIV stigma,
and transportation barriers.

In the State of the Union Address on
February 5, 2019, President Trump announced
his Administration's goal to end the HIV epidemic
in the United States within 10 years. The stated
goals are to reduce new HIV infections in the US
by 75% in five years and 90% by 2030.

“The Administration’s ambitious goals
seem remarkably achievable if you are simply
focused on the clinical tools available, such as
treatment therapies and prevention options
including PrER" stated Bruce J. Packett Il,
executive director of AAHIVM. "But this survey
tells us that we are not looking at the whole
picture. We have to address the real problems
and barriers articulated by the people on the
ground and in the fight every day, including
issues like stigma and unstable housing.
Administration officials in charge of fund
allocation need to understand the greatest
areas of concern in order to maximize results.”

AAHIVM conducted an online survey of
their membership and credentialed providers
specifically in the EtE geographic jurisdictions
in July and August of 2019. There were 325
total respondents, representing 10.2 percent
response rate among targeted providers in
43 out of the 50 jurisdictions and in all seven
states. One quarter of the respondents have
been treating people living with HIV for more
than 20 years.

The Academy needs to continue
to provide education and

training to support the clinical '
HIV workforce, but we need to
redouble our efforts to ensure
that providers are entering the
field.

-

Key findings include:

® Nearly half of providers treating patients with HIV
have caseloads of over 200 patients currently,
and over half of respondents anticipate the HIV
patient caseloads to increase over the next 12
months. The few providers who anticipated a
decrease in HIV patient caseloads are nearing
retirement or leaving the field of HIV medicine.
This strongly suggests a critical workforce short-
age of clinical providers to treat people with HIV
in these high-incidence jurisdictions.

® Providers cite homelessness/unstable housing,
HIV stigma, and transportation barriers as the
three biggest barriers to care. They also cite
the homeless/unstably housed, people with
substance use disorders, and people with
mental health disorders as the hardest to
bring into care; however, long acting agents
coming to the market soon may play a role in
the ability to treat these populations.

® Across the care continuum, providers in every
jurisdiction consistently said their community
needed significant improvement on getting pre-
exposure prophylaxis (PrEP) into the hands of
people who need it the most and who ask for it.
Some of the data, especially in the South, point
to providers not believing certain populations
are at risk for HIV. More education needs to
be offered to all health professionals in these
areas around the effectiveness of PrEP and
how to identify risk.

® Providers' assessment of the local epidemic
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varies based on their practice setting. Clinicians
in private practice and Ryan White Funded
clinics typically view their community as better
off in terms of their management of the local
epidemic than those in Hospitals and Health
Center settings.

The data indicates that the U.S. is experiencing
two HIV epidemics. In urban jurisdictions where

there is an historical HIV epidemic, clinicians
believe their community is faring better across
the HIV care continuum, there are more pro-
viders available to treat people with HIV and
provide PrEP and there are fewer barriers to
care. In jurisdictions where HIV is emerging
and in the rural southern states targeted by
the EtE, there is a general shortage of clinical
providers, pervasive barriers to providing care
and community stigma around HIV and its
risk factors.

AAHIVM plans to utilize this data as a
needs assessment for AAHIVM's education
and training activities for providers in 2020
and beyond.

"“This data indicates that the Academy
needs to continue to provide education and
training to support the clinical HIV workforce,
but we need to redouble our efforts to ensure
that providers are entering the field,” stated
Packett. “We also look forward to sharing this
data with the members of the Administration
in hopes of providing insights that can lead to
meaningful steps in ending the epidemic.”

SHUTTERSTOCK/ROBERT KNESCHKE
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HIV Testing, Treatment, Prevention not Reaching Enough Americans

ARTOO MANY AMERICANS with HIV are unaware that they have it. Far too few have the virus under control through effective
treatment. And far too few Americans are taking the daily pill that prevents HIV. The findings — showing that progress in reducing new
HIV infections in the United States has stalled in recent years — come in a new CDC Vital Signs report recently published.
The report shows that increasing HIV testing, treatment, and prevention is critical to stopping HIV transmission in the United States.
In addition, health disparities must be addressed to achieve the goals of Ending the HIV Epidemic: A Plan for America, a proposed federal

initiative to reduce new HIV infections by 90% by 2030.

“The time is now to end HIV in America. We have the right tools, the right data and the right leadership to get this done,” said CDC
Director Robert R. Redfield, M.D. “Those living with HIV are our best teachers. They are key to helping us reach people where they are so
that we can better diagnose and link patients to care!” Highlights from the report include:

HIV Testing and Treatment in 2017

® About 154,000 people with HIV (14%) were unaware of their status
and therefore could not take advantage of HIV treatment to stay
healthy, control the virus, and prevent transmitting HIV to others.
Young people ages 13 to 24 were less likely to know their HIV status
than those age 25 and older.

® Only two-thirds (63%) of those who knew they had HIV had the
virus under control through effective treatment. Young people and
African Americans were least likely to have the virus under control.

Pre-Exposure Prophylaxis (PrEP) in 2018:

® About 18% (219,700) of the 1.2 million people who could benefit
from PrER a daily pill that prevents HIV, had received a prescription
for the medication. Coverage was especially low among young
people, African Americans, and Latinos who could benefit from PrEP

® This analysis captured data from 92% of all prescriptions from U.S.
retail pharmacies, but did not include prescriptions from closed health
care systems, such as managed care organizations and military health
plans. Therefore, PrEP coverage was likely higher than these estimates.

New HIV Infections:
® CDC estimates that new HIV infections remained relatively stable,
at about 38,000 per year, from 2013 to 2017
If it is funded, the ETE initiative will substantially increase
resources, technology, and expertise where they're needed most.
“The number of people who acquire HIV each year is
unacceptably high,” said Jonathan Mermin, M.D., M.PH., director
of CDC's National Center for HIV/AIDS, Viral Hepatitis, and STD
Prevention. “Ending this epidemic would be one of the greatest
public health triumphs in our nation’s history."

Ready, Set PrEP Launches

The U.S. Department of Health and
Human Services (HHS) launched a national
program to distribute medications used
as pre-exposure prophylaxis to uninsured
Americans. The initiative, Ready, Set
PrePR follows up on Gilead Sciences’
announcement earlier this year that it would
donate 2.4 million bottles of Truvada each year
for 11 years. This donation will extend
PrEP to 200,000 uninsured parties.

HHS announced the details to
apply for free PrEP and

test negative for HIV, have valid prescription
for Truvada, and not have prescription drug
coverage. Healthcare providers who are
interested in helping patients enroll may also
get information at www.getyourprep.com.
Three retail pharmacies, Walgreens,
Rite Aid, and CVS Health have also donated
their dispensing services and will have
medications available no later than
March 30. In addition, the retail chains
will offer patient counseling services to
promote patient adherence.

years. “Ready Set PrEP is a historic expansion
of access to HIV prevention medication and a
major step forward in President Trump's plan
to end the HIV epidemic in America,” HHS
Secretary Azar said in a release.

Thanks to Ready, Set, PrER, thousands
of Americans who are at risk for HIV will
now be able to protect themselves and their
communities.

AAHIVM believes that PrEP is an
important prevention strategy for ending the
HIV epidemic. We encourage our members

has established a
new website, www.
GetYourPrEPcom
where individuals
can apply for the
free medication.
Applicants can also
call toll-free to 855-
447-8410 and must

Ready, Set,
PrEP is part of the
administrations, Ending
the Epidemic plan
which aims to reduce
new infections in the
United States by 75
percent in five years
and 90 percent in 10

to share Academy resources including our
enduring webinar from the PrEP Grand
Rounds Series with 0.75 CME credit ours
with medical providers beyond the Academy’s
network credentialed providers and dues
paying members. Combined we can ensure
that Ready, Set, PrEP is utilized widely by
people without prescription drug coverage
and expand access to PrER
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AAHIVM Signs on to GLAAD Letter Calling for
Facebook to Remove Anti-PrEP Ads

N DEC. 9, GLAAD (prior to 2013, known as a the
Gay and Lesbian Alliance Against Defamation),
released an Open Letter to Facebook calling on its
Chair and CEO, Mark Zuckerberg, to remove all Facebook and
Instagram messages that “are convincing individuals to avoid
PrEP” by claiming that it is “invariably leading to avoidable
HIV infections.” These misleading ads, the Open Letter
states, are “causing significant harm to public health” by
“claiming that the drug has caused harmful side
effects” among people who use it.
The Open Letter was
spearheaded by GLAAD
and co-signed by over
50 organizations
including the
Academy. Last
summer, we
noticed these
ads being
posted by
personal
injury
lawyers in
increasing
numbers.
We
responded
to this
issue by
developing an
easy-to-read fact
sheet explaining
that these ads are
incorrect and urging
Academy members to make
copies and distribute to their
patients and in other venues where they
will reach potential PrEP users. The fact sheet is designed to
warn Facebook and Instagram users and their communities
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that these ads are inaccurate and misleading -- and provide
them with correct information about the value of PrEPR
More copies of this sheet are available for free on request.
With HIVMA, the Academy also co-authored a commentary
in POZ magazine on the subject.

The messages in the false Facebook ads about PrEP are
also extensively contradicted by other sources, including
the US Preventive Services Task Force. The USPSTF, a
Congressionally-appointed body, approved the use of
Truvada for PrEP earlier this year, designating it both safe
and effective. This designation enables the ACA to require
that it be paid for by most private insurers and Medicaid
expansion programs. Unfortunately, this requirement cannot
be enacted until one full “plan year"” after the USPSTF
ruling (which will be 2020 or 2021 for most people —
depending on their coverage).

A third recent development contradicting Facebook’s
decision to allow the ads is the Administration’s move to
provide low income Americans with free PrEP. On Dec. 3,
Health and Human Services Secretary Alex Azar announced
that his department would, “with donated drugs and services
provided by major pharmacy chains’ deliver free Truvada to
200,000 HIV-negative uninsured Americans who needed it.
According to Scientific American, Gilead will donate
the medication and the government will “cover costs of
the program, which include determining if someone
who applies is eligible as well as distribution and
processing claims.”

Whether the anti-PrEP ads appearing on Facebook
will discourage individuals targeted to benefit from this
Administration’s PrEP offer remains to be seen. According
to Pew Research Center, however, “lower income teens are
more likely than high-income teens to use Facebook.” In
2018, 70% of those living in households with $30,000 or less
annually versus 36% of those from households with $75,000
annually or more. It is foreseeable that the Facebook ads, if
continued, may cripple this attempt to expand PrEP Lots of
people considering the new DHHS program are also likely
Facebook and Instagram readers.

SHUTTERSTOCK/ BARS GRAPHICS
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Viral Suppression Greater for Those with
Qualified Health Plans Through ADAPs

ESEARCH PUBLISHED by Oxford University Press found that

PLWH enrolled in an ADAP-funded QHPs were more likely

to achieve viral suppression than people on ADAP without
enrollment in a QHPR. The study by McManus et al. was based on a
multistate comparison that included 7,776 participants in total; most
of them living in Virginia (59%) and South Carolina (37%), with a few
from Nebraska (4.7%). Extrapolating from the data they collected,
McManus calculated that, if all 114,394 direct ADAP clients in the
United States in 2017 shifted to ADAP-funded QHPs, an additional
5,719 PLWH would potentially achieve VS. If QHP enroliment directly
leads to improvements in VS, then this would translate to an additional
2.4% of ADAP patients achieving VS nationally.

McManus decided to examine differences between the

from ADAP-funded Quality Health Plans than through “regular”
care provided through Medicaid expansion. If this can be validated
with further research, if could help pave the way toward longer and
healthier lives. Combined with the new imitative to provide PrEP
to those at highest risk, we will hopefully see a decrease in HIV
transmission rates as well.

experiences of people in the three states where ADAP-funded
QHPs coverage was offered and those with “regular” care through
Medicaid expansion. She found that those who received ADAP-
funded QHP coverage had a viral suppression rate of 86%, while
those who received medication directly from an ADAP had a viral

suppression rate of 80%.

Based on interviews of the study participants, McManus
hypothesized that the PLWH enrolled in a QHP may have experienced
viral suppression as a result of one or more of the following: “1)
either perceived or actual improved medication coverage, 2) improved
method of obtaining medication for those who preferred receiving
medications by mail, and 3) increases access to overall healthcare
leading to improved engagement in healthcare, including HIV care.”

This study suggests that low-income PLWH may benefit more

New Antiretroviral Therapy Linked to Increased Diabetes Risk in
North Americans: Authors Say Monitoring and More Research Needed

Research presented at the Annual IDWeek
Conference and published in Open Forum
Infectious Diseases in October looked at
increased risk for diabetes among adults
starting common antiretroviral therapy (ART)
in the United States and Canada.

The study compared 21,516 individuals
starting integrase strand inhibitor (INSTI)-
based ART, protease inhibitorbased ART
or non-nucleoside reverse transcriptase
inhibitor (NNRTI)-based ART from January
2007 through December 2016 in the North
American AIDS Cohort Collaboration on
Research and Design (NA-ACCORD). The
authors found that that the newer therapies
may have an increased risk of diabetes
compared to the older NNRTI regimens.

Researchers followed individuals until

diabetes was diagnosed, a diabetes specific
medication was prescribed or other measure
indicating diabetes was recorded, the participant
switched regimens or could no longer be
contacted. Overall 669 (3%) developed diabetes
and among INSTIs raltegravir was associated
with a 5-% increased risk of diabetes.

"While more research is needed, this
research shows the importance of monitoring
for diabetes, hypertension, weight, and other
common medical disorders among people
living with HIV, and not just viral load control,”
says co-author Michael Horberg, MD, an HIV
specialist with the Mid-Atlantic Permanente
Medical Group and director of the Mid-
Atlantic Permanente Research Institute.

The findings are compounded by recent
data suggesting some of these medications

may also contribute to weight gain. While
the study indicates an increased risk of
developing diabetes for individuals who
began ART with INSTI- or PI- vs. NNRTI-
based regimens the authors conclude further
research is needed to determine whether the
increased risk for diabetes can be attributed to
weight gain. Dr. Horberg is leading additional
research through the Kaiser Permanente HIV
Interregional Initiative to better understand
the role of these medications in serious
clinical outcomes proximal to weight gain.
Abstract available here:
Open Forum Infectious Diseases,
Volume 6, Issue Supplement_2,
October 2019, Pages S996-5997,
https://doi.org/10.1093/ofid/0fz415.2492
Published: 23 October 2019
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The Future of HIV Prevention
and Treatment for Youth

BY HASIYA E. YUSUF, MBBS, MPH AND ALLISON L. AGWU, MD, SCM

ICHAEL, NOW 22-YEARS-OLD, WAS FIRST DIAGNOSED WITH HIV at the
young age of 17, having acquired the infection from one of his older male

sexual partners. Prior to his diagnosis, not unlike many adolescents, he

had never been tested for HIV, nor even thought he was at an increased

risk. Michael was skipping school, smoking marijuana and couch-surfing having

been kicked out of his house after disclosing to his family that he may “like boys.”

The unexplained symptoms that seemed to emerge from nowhere prompted

him to go to the emergency room (He no longer saw his childhood doctor),
where he agreed to be tested for HIV, although he did not expect the results to be
positive. He was wrong. The test was positive and his CD4 count was only 149/mm?,

and his HIV viral load was over a million copies/mL. Today, Michael is on a triple-drug

regimen of antiretroviral therapy (ART) and sees his doctor every three months, which is

challenging as he struggles to achieve a school/work balance. Michael has also developed

depression about his diagnosis and misses his medication about two times each week when

he either forgets to take them or is trying to avoid the occasional side effects.

Michael’s story, unfortunately, has been retold in
the thousands of young people who continue to ac-
quire HIV annually in the United States.! Worldwide,
HIV infection among youth is on the rise with more
than half of all new infections affecting persons
younger than 24.2 In 2017 alone, nearly a third of
new HIV infections in the U.S were recorded in
youth and 50 percent of these went undiagnosed.
This is substantial considering that in contrast, 85
percent of adults living with HIV are aware of their
diagnosis.! Furthermore, the burden of HIV in the
U.S disparately impacts along racial/ethnic and sexual
minority lines, particularly among same-gender
loving African American and Latinx males.?

Youth with HIV (YHIV) tend to be challenged in
reaching HIV treatment goals i.e. viral suppression
(undetectable viral load (<200 copies/mL), immune
recovery (normalize CD4 count) and reduced risk
of HIV transmission. In fact, barely 25 percent of
YHIV attain viral suppression.' As a demographic

group, youth pose a challenge to HIV treatment and
the enrollment, retention and viral suppression of
YHIV pales significantly in comparison to older
adults. The limited uptake of HIV preventive and
diagnostic services and the disparate access to HIV
treatment observed in YHIV is attributed to a com-
plex interplay of factors ranging from developmental
and cognitive stage, social stigma, financial and
geographic inaccessibility and youth-unfriendly
environments to youth unawareness.*”

In the last three decades, an array of preventive,
diagnostic and therapeutic options have emerged,
changing the course of HIV for the better.*! Global
life expectancy of persons living with HIV (PLWH)
rose by 20 to 43 years,"? and HIV incidence plum-
meted from 5.6 million infections in 1999 to less
than a million in barely two decades.>* Despite
the promising trend, HIV risk in young people
remains a principal concern, necessitating a shift
in focus from simply optimizing existing strategies
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to exploring new possibilities. As a result, novel research in
pursuit of superior alternatives and modalities are forthcom-
ing.!*'*Hopefully, breakthroughs with newer modalities for
both treatment and prevention, driven by the aspiration
for an HIV-free future will change the narrative for youth
like Michael.

On the social front, open discussions about youth sexuality
and sexual orientation remain an uncomfortable dialogue in
the U.S. for parents, teachers, healthcare providers and youth
themselves, contributing to stigma and inhibiting access to
prevention. Open and non-judgmental conversations about
sexual behavior is now more critical than ever, given that a

Growing advancements in technology make social media

and gaming apps indispensable tools for HIV messaging,

youth sexual health education and empowerment. Digital games
are rapidly becoming an important tool for improving health
behaviors and supporting the delivery of care and education.

third of high school students in the U.S. are sexually active."”
When youth are seen, minimal time is often spent on sexual
history taking.'® Providers must be taught to engage in effec-
tive sexual health discussions with their young patients. This
can be achieved through fostering trainings and reeducation
for all healthcare providers who come in contact with youth.
These affirming discussions are the first step on the continuum
toward HIV prevention.

HIV prevention is indisputably crucial to controlling HIV
in adolescents and young adults. Millions of infections have
been averted through abstinence, condom use, behavioral
interventions, treatment as prevention (TasP) and more
recently, oral pre-exposure prophylaxis (PrEP)."**' In spite
of its proven efficacy in HIV prevention, oral PrEP has
been met with low uptake and adherence especially among
youth aged 13 to 24.%-** Having identified this drawback,
attention is shifting towards long-acting formulations, first
popularized by the introduction of injectable, dermal and
intrauterine contraceptives.”

Presently, long-acting alternatives are utilized in the men-
tal health arena such as with risperidone and paliperidone
injections for schizophrenia.?® The first long-acting PrEP
formulation, cabotegravir, an integrase inhibitor, is currently
in clinical trials.?”* Additionally, HPTN 083, a phase III
clinical trial is comparing oral lamivudine/tenofovir with
eight weekly cabotegravir injections for possible use as PrEP?
The Thai study, a phase III trial of a bivalent gp120 vaccine
successfully demonstrated the feasibility of stimulating HIV
antibody responses in 97 percent of study subjects.'* Motivated
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by its success, a trial on the safety profile and efficacy of a
heterologous Clade C gp140 vaccine in preventing HIV-1
infection is ongoing."* 10E8.4/iMab bispecific broadly neu-
tralizing antibodies, which effectively prevent HIV infection
in macaques monkeys is being studied for HIV treatment and
prevention.'® Microbicides and topical ARV are not left out
as alternatives to oral therapy for gay and bisexual men who
have sex with men (GBMSM) and cis/transgender adolescent
girls and women.***! Rectal microbicide gels, besides being
highly acceptable, exhibit adherence profiles approximating
oral PrEP?? On the contrary, minimal success was achieved
with earlier formulations of vaginal microbicides in younger
women due to limited adherence. However, a newer prod-
uct, a dapivirine vaginal ring is showing greater efficacy of
30 to 50 percent and offers better prospects for adherence.
Leveraging the success of long-acting contraceptives through
integration with long- acting antiretrovirals for women might
also improve adherence.

Growing advancements in technology make social me-
dia and gaming apps indispensable tools for HIV messag-
ing, youth sexual health education and empowerment.*?*
Utilization of Internet applications and blogs for HIV mes-
saging, though still in its nascent stage is demonstrably
successful in youth recruitment for HIV testing and PrEP
initiation, and with improvement could be transformational
for the future.®

New strides in HIV diagnostics have enhanced the speed
and accuracy at which HIV tests are conducted. Individuals
can now perform tests in their homes using over the counter
oral swab testing kits."'Yet, HIV testing in young people
remains low. Only 22 percent of high school students who
have ever had sex have been tested for HIV, while rates of STIs
are skyrocketing among youth.”* Targeted youth-friendly
spaces in addition to universal HIV testing are required
for youth engagement, as access to HIV testing for youth
is often unrealizable through emergency departments and
HIV clinics alone. Therefore, integrating HIV testing into
community health centers, school clinics, youth clubs and
other spaces where youth are likely to congregate would
facilitate enhanced uptake.”

YHIV on antiretroviral treatment are seen either in
pediatric clinics or by adult-care providers, though the
majority tend to be managed by the latter. However, clinical
outcomes of HIV treatment in adolescents and young adults
enrolled in adult clinics are generally poorer than their adult
counterparts in the same clinics.***! This may be due to gaps
created by care transition, lapses in communication, poor
collaboration between clinics and unfriendly environments
for youth in adult clinics.* Fluidity between adult and adoles-
cent-care centers promotes better coordination and smoother
transitions of care, while we seek to foster youth-friendly
environments in both youth and adult-treatment centers.*
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Attendance to routine clinic visits remain challenging for
YHIV. Missed appointments negatively impact adherence and
viral suppression. In response, the use of technological in-
terventions to heighten treatment adherence and decrease
frequency of clinic visits is gaining traction. Patients’ access to
their electronic health records (EHR) and care teams through
patient portals allows for the integration of HIV messaging,
medication reminders, notification of appointments, access
to health records and laboratory results to improve treatment
outcomes.** Further strengthening these portals with video
chatting or two-way text/electronic messaging reinforces doc-
tor-patient communication, fosters closer relationships between
healthcare providers and patients and builds trust in the system.
Innovations through which patients can collect and send blood
samples remotely, receive treatment in the mail or drop locations
or even by drones which are already in use in different fields of
medicine are exciting and worthy of consideration.”

In our experience, ascertainment of patients’ real-time viro-
logic status and if necessary, alterations to treatment regimens,
assessment of adherence barriers and interventions can rarely
be made during the visit. This is due to delays in reporting
viral load testing which can take days to weeks depending on
the center. Faster or even real-time reporting allow for honest
real-time discussion of barriers and implementation of inter-
ventions. Treatment decisions can be made and implemented
on the day of the visit rather than awaiting patient return to
the clinic, which for some patient may not happen resulting in
missed opportunities to intervene.*

Newer drug formulations consisting of single tablet regimens
(STRs), smaller pill sizes and a renewed vigor for developing

modalities that provide expanded options are progressively
changing the HIV-treatment cascade. Integrase inhibitors such
as bictegravir and dolutegravir have better pharmacokinetic
and pharmacodynamic profiles, and very good tolerability and
thus are recommended as first-line treatments for the majority
of patient.” However, adherence is impacted by a complex
web of social, biological, cultural and economic factors and
not merely the characteristics of the drugs.®®' This is why
targeting long-acting formulations and the possibility of a cure,
has never been more important. One research consortium,
the Long-acting, Extended-release Antiretroviral resource
Program (LEAP), is looking to expand the HIV-treatment
armamentarium for key populations, youth inclusive, with
alternatives such as injectables (e.g., cabotegravir/rilpivirine,
capsid inhibitor (GS-6207)), monthly or bimonthly pills (e.g.,
islatavir (novel NRTI)), dermal patches and implants.®*->
Judging by the enthusiasm of YHIV toward the prospect
of long-acting ART, its acceptability is projected to be very
high and these modalities are being assessed in adolescents.*
Other modalities with diverse immunological targets are also
being explored. For example, ibalizumab, a recently approved
prototypical CD4 antibody with potentially fewer side effects
is recommended for heavily treatment-experienced patients
with multi-drug resistance. Several other monoclonal anti-
bodies are at different phases of clinical development.*® Other
strategies including CRiSPR, latency reversal agents and stem
cell transplantation are being studied for the possibility of
prolonged remissions or cure.””*

Finally, chronic HIV infection is characterized by inflam-
mation, immune activation and accelerated aging, which is
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often aggravated by poor viremic control seen commonly in
youth.® Aging in HIV can be a result of chronic infection,
immunological aging or possibly due to the effect of some
ARVs® and presents with early signs of chronic diseases
such as cardiovascular disease, diabetes, dyslipidemias,
osteoarthritis and neurological disorders.® Comorbidities
widen the complexities of HIV management, likely taking
a greater toll on the young.®* By implication, as YHIV grow
older, the incidence of chronic diseases is projected to increase.

The impact of aging in YHIV remains an under-re-
searched subject and it is therefore unclear which YHIV
are at highest risk for development of co-morbidities and
would therefore benefit from preventive interventions. It is
vital for providers of youth HIV care to be on the lookout
for comorbidities, institute prompt interventions when
appropriate and to recommend lifestyle modifications
such as exercise and smoking cessation to avert prevent-
able complications. Ideally, development of youth-specific
prognostic markers and indicators would help to identify
those at highest risk.

Through a combination of well-timed prevention, prompt
diagnosis and early initiation of ARVs, Michael’s experience

would possibly have been mitigated or averted altogether,
using current and emerging approaches to HIV preven-
tion and treatment. Future progress, in addition to the
knowledge and tools, will improve clinical outcomes and
propel society toward an AIDS-free generation. Hopefully,
in the not so distant future, experiences like Michael’s will
become history, not just for youth in the U.S. but globally.
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Integrafion of Adolescent
inRural and

BY ROBERTO PARULAN SANTOS, MD, MSCS, AAHIVS, FIDSA

DOLESCENTS REMAIN ONE OFTHE MOSTVULNERABLE GROUPS andaremostdisproportionately
affected by HIV infections. In the recent report from Centers for Disease Control and Prevention
(CDC) on the 2017 National Youth Risk Behavior Survey, there were several encouraging trends noted
which included fewer high school students having sex (48% in 2007 down to 40% in 2017) and fewer
students having had four or more sex partners (15% in 2007 down to 10% in 2017).! However, there remains
some challenges as well including fewer sexually-active students using condoms (62% were using condoms in
2007 down to 54% in 2017).! These risky sexual behaviors make adolescents vulnerable to unintended health
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outcomes like sexually transmitted diseases (STDs).
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Healthcare Services
Resource-Limited Communities

In 2017, youth aged 13 to 24 years old comprised more than
20 percent of the approximately 39,000 new HIV diagnoses in
the U.S.? The rates of adolescents with the diagnosis of HIV
infection by state with at least 16 per 100,000 persons are
mainly in the southern U.S. from Texas to North Carolina.?
(Figure 1) Similar patterns are seen in the rates of young adults
with HIV infection with at least 164 per 100,000 persons
aged 20 to 24 years old living in the southern U.S.? (Figure 2)

HIV testing remains at the crux of “Ending the HIV
Epidemic (EtHE)”* How can at-risk adolescents and young

| Testing Among Adolescents | intended to educate the

Hew Sehools Can Support HIV The GYT campaign is

| youth on HIV and STDs
as well as prevention,
connecting adolescents
to testing and counseling

| services and promoting
open discussions with
healthcare providers,
peers and their partners.
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Figure 1. Rates of HIV Infections Among Adolescents
Ages 13 to 19 Years old (Adapted from CDC)
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Figure 2. Rates of HIV Infections Among Young
Adults Ages 20 to 24 Years old (Adapted from CDC)
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adults prevent HIV infection or be linked to care if they
don’t know their HIV statuses? In 2006, CDC recommended
routine screening for HIV infection in all healthcare settings
for all patients aged 13 to 64 years old.’ A decade later, in
2016, of the estimated 50,900 youth living with HIV; only
56% were aware of their diagnoses. Compared to other age
groups, young people were less likely to be aware of their HIV
infection.” In the U.S., nine percent of high school students
had never been tested for HIV which varied from only 8.2
percent to 23.8 percent in those states with available data.!
HIV testing among high school students in the southern
states were available in Texas (13.5%), Louisiana (22.5%),
South Carolina (12.1%) and North Carolina (10.8%) while
Mississippi, Alabama and Georgia did not have weighted data.!
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Adolescents are one of the most challenging groups to
engage in healthcare. They are disproportionately impacted
by incidence of HIV infection. And yet, they are the least
likely to be linked to healthcare in a timely fashion. They
are also the least likely group to have viral suppression.? To
optimize the care of adolescents and young adults impacted
by HIV would entail the best of implementation science
including innovative models of healthcare for this group.
Short of bringing the clinic to the adolescent doorstep, this
calls upon not only the infrastructure for innovative strategies
but integrating adolescent healthcare services in rural and
resource-limited communities.

School-Based Health Centers

CDC supports the implementation of effective interventions
such as sexual health education, youth-friendly health services
and safe, supportive environments. These all provides great
resources for school-based health programs for adolescents.
On top of this is the CDC’s Youth HIV, STD, & Pregnancy
Prevention Program that develops linkages between education
and public health, delivers quality health education, creates
systems to link students to health services and establishes safe
and supportive school environments.® From 2015 to 2017,
as a result of school-based programs, there was a significant
decrease in youths’ level of sexual risk behaviors.® From 2014
t0 2018, CDC funded and implemented four key school con-
nectedness programs (high risk substance use, mental health
and suicide, sexual behavior and violence victimization) that
impacted more than risky sexual behaviors.®

Another school-based program for adolescents is the Get
Yourself Tested (GYT) which is a campaign empowering
young people to get tested for HIV and STDs.” This is a joint
program between the students and the school staff developing
materials for school-wide activities concerning HIV and STD
prevention and testing.” It is intended for both sexually active
and non-sexually active youths regardless of their ethnicity,
gender, race and sexual orientation.” The GYT campaign is
intended to educate the youth on HIV and STDs as well as
prevention, connecting adolescents to testing and counseling
services and promoting open discussions with healthcare
providers, peers and their partners.” Additional information
is available online on how schools are in a unique position
to support and encourage students to get tested for HIV®
(https://www.cdc.gov/healthyyouth/sexualbehaviors/pdf/
hiv_testing_fact_sheet.pdf?s_cid=tw-zaza-1179)

All these school-based strategies and projects should be
tailored towards the needs of the youth in rural areas and
other resource-limited communities. While these programs
are promising, most high school students do not have access
to effective school-based interventions. In fact, CDC reaches
less than ten percent of the more than 26 million high school
students in the U.S.° Also most schools nationwide are not
teaching the 11 key HIV, pregnancy and STD prevention topics
as a required course in middle and high schools. Most schools
do not have a student-led inclusive club and a majority do not
provide on-site services or referrals to healthcare providers.®
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Various comprehensive support system
being provided in a one-stop shop clinics

(Adapted from RHIhub — Rural Health Information Hub, https://www.
ruralhealthinfo.org/toolkits/hiv-aids/2/manage/one-stop-shop)

Care coordination

HIV testing

Improved access to health insurance and healthcare
Routine vaccination services

Substance use disorder treatment referrals

Transportation assistance for accessing healthcare services

Various technology-based platforms in

improving adherence and engagement to HIV
care among YLWH

o Ability to directly message clinics and providers or real-time
engagement to receive individualized counseling support

e An anonymous support group among YLWH through a private
Facebook network that allows teens to share their adherence
problems, lessen social isolation and provision for emational social
support

e Computer-delivered interventions for YLWH such as computer-
based motivational interviewing intervention and a private
telehealth or remote video-conferencing that includes medication
adherence counseling

o Health educator using different social media platforms based on
the YLWH preference

e |nteractive daily text messages to improve adherence

e Personalized content of text messages and the use of animated
memes or Graphics Interchange Formats (GIF)

e Personalized text message reminders

We should not undermine the participation and shared
responsibility of parents, community leaders and teachers
making a more impactful intervention for adolescents.

Mobile Clinics, Mobile Vans

Mobile clinics and mobile outreach projects may work for hard
to reach communities, rural areas and resource-limited settings
where transportation to the nearest clinic is a major barrier. A
mobile outreach strategy for screening hepatitis C and HIV
has proven to be effective in providing access for high-risk
populations in several locations in western Massachusetts.” They
identified two important priorities in the success of mobile out-
reach projects among inaccessible at-risk populations: effective
educational resources for counseling and teaching.’ The use of
mobile vans has been instrumental in finding HIV positive youth.
This outreach method may work for adolescents who remain
a “hidden population” in our efforts to identify HIV infections
and eventually link and engage them to care. Enhancing the
visibility of mobile vans’ on the street should be tailored to dif-
ferent geographic settings particularly in community locations,
to increase acceptance and engagement among the youth.'

One-Stop Shop

In many rural programs or resource-limited communities, a
one-stop shop model may be the most appropriate in providing
comprehensive healthcare to youth living with HIV (YLWH).

All these school-
based strategies
and projects

should be tailored
towards the needs
of the youth in rural
areas and other
resource-limited
communities. While
these programs are
promising, most
high school students
do not have access
to effective school-
based interventions.
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Essential Components of a Comprehensive HIV Care Model

Program Sustainability

Access to Care
Ryan White/Public Health Funding
Public & Private Health Coerage

Provider Reimbursement

Patients

Adherence to Medications
Adherence to Patient Visits
Enhanced Quality of Life
Improved Immune Status
Risk/Harm Reduction
Virologic Control

Service Delivery & Integration

HIV Testing
Linkage to Care
Engagement & Retention in Care
Access to Medications
Medication Adherence Support
Medical Case Management
Co-location

Social Services to Address Unmet
Social Needs

Public Health & Community Agencies

Healthcare Team

HIV/Primary Care Provider
Specialty Medical Care
Clinical Pharmacist

Care Coordinator

Oral Health

Nursing

Support Services

Alcohol and Drug Treatments
Drug Assistance Programs
Housing

Legal Services

Secondary Prevention Counseling
Nutrition Couneling

Pharmacy Services
Psychosocial-Mental Health

[ | ]

Quality Improvement
Performance Standards
Practice Guidelines

Electronic
Health
Records

CLIN INFECT DIS. 2011 DEC;53(11):1043-50. DOI: 10.1093/CID/CIR689

The one-stop shop HIV/AIDS program provides an entire
spectrum of services in both health and non-health related
issues." (Table 1) Provisions for many healthcare services are
under one roof which can be effective in reducing challenges
related to adherence and retention to HIV care." The essential
components of a comprehensive HIV care model have been
identified in a public policy statement by the HIV Medicine
Association.”? (Figure 3) Furthermore, most one-stop shop
clinics are tailored to address the needs and barriers of specific
populations, which make them beneficial for YLWH.

A recently established multidisciplinary clinic for LGBTQ
patients is now serving both the rural and urban communities
around Jackson, Miss. Aptly named the TEAM (Trustworthy,
Evidence-based, Affirming and Multidisciplinary Care) Clinic
opened its doors last September 2019 not only for adults but
also for adolescents.” It is a safe haven for young individuals
who may not fit well in their local communities. It is situated
in what used to be a mall and provides different medical and
non-medical services under one roof tailoring to the specific
needs of the LGBTQ population. The multitude of healthcare
services includes primary care, gender affirmative medicine
including hormone therapy, HIV/STD screening and treatment
and behavioral health services including therapy and medication
management. The University of Mississippi Medical Center
is fully committed in maintaining diversity and supports the
TEAM Clinic by providing medical staff: endocrinologists,
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family medicine and internal medicine providers, HIV spe-
cialists, pediatricians, psychiatrists as well as psychologists.
As with other one-stop shop clinics, transportation remains
a barrier for those living more than an hour away.

Technology-Based Interventions
There is growing evidence on the use and feasibility of tech-
nology-based interventions among teens and young adults
in improving engagement and adherence to their HIV care.
A recent survey from Pew Research Center - Internet &
Technology reported nearly all teens and young adults (18
to 29 years old) own cell phones even in rural areas (95%).**
This includes ownership of smartphones which remains high
in both urban (83%) and in rural settings (71%).'* A recent
systematic review on electronic health (eHealth) and mobile
health (mHealth) described the acceptability and feasibility
of technology-based interventions in reducing disparities
in the clinical outcomes related to adherence and viral sup-
pression among YLWH." The unique adherence patterns
among YLWH and their increased use of cell phones makes
the several technology-based strategies appealing as summa-
rized in Table 2.”* These interventions may overcome several
structural barriers particularly in rural and resource-limited
settings where clinic scheduling difficulties and transportation
challenges are major issues.

We should have more information in the recently concluded



mixed-methods study consisting of a set of interrelated strat-
egies to prevent and treat HIV infections in high-risk youth
and YLWH in the U.S." Rather than focusing on a particular
app, the technology-based interventions used in this study
are truly innovative i.e. off-the-shelf and rapidly deployable
tools adaptable for flexible communication channels, private
social media discussion forums and SMS text messaging.'¢
The research was conducted in Los Angeles and New Orleans
from May 2017 to June 2019.

Online Resources and Suggested Readings

There are several online resources available to medical pro-
viders from the American Academy of Pediatrics, that address
some of the challenges and practical issues when caring for
adolescents (https://pedialink.aap.org/visitor/home) and
from other organizations.

“Affirming Medical Care for LGBTQ Adolescents” aimed
to help clinicians in being consistent with the definition of
LGBTQ and gender identity, to be inclusive in providing
healthcare services to LGBTQ youth, identify risk factors
confronting LGBTQ youth and applying current recommen-
dations on STI screening for this vulnerable group of patients.

“Confidential Adolescent Care and Billing” designed to
increase parental comfort with private time for adolescents
with their providers, provisions for confidentiality protec-
tions in electronic medical record and various options for
confidential services when billing is a concern.

“Let’s Talk About Sex” intended to increase the number
of medical providers who are comfortable in addressing the
sexual health needs of adolescents as well as young adults.

Medicaid expansion and what it means for you from
Healthcare.gov (https://www.healthcare.gov/medicaid-chip/
medicaid-expansion-and-you/)

“Middle Childhood and Adolescence” designed to guide
providers in the current preventive and health promotion
needs of middle childhood and adolescents.

Recommendations for Electronic Health Record Use
for Delivery of Adolescent Healthcare from the Society for
Adolescent Health and Medicine. (https://www.ncbi.nlm.
nih.gov/pubmed/24656534)

Towards a Progressive and Collaborative Future

I envision a future where integrated healthcare services
are readily available for everyone, including those living in
rural and resource-limited communities. I look forward to
a progressive future where we set aside our differences and
internal biases and work together towards the common goal
of ending the HIV epidemic.* There should be a paradigm
shift in our behavior as medical providers making HIV
testing a routine part of every adolescent’s clinic visit in-
cluding in the emergency room or at an urgent care, to avoid
missed opportunities. Implementation science holds great
promise in the prevention and treatment of HIV infections
and other STDs. However, we must tailor novel strategies to
meet the needs in the local communities. Certainly, much
needed funding should be secured and available to rural and

resource-limited settings making the promise of innovative
strategies operational. I hope for healthier, sexually-educated
and empowered adolescents actively taking part in their
healthcare and ready to transition to adulthood. HIV
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Challenges Integrating
Transgender Healthcare
or Adolescents

AreThey Living Their Best Lives?

BY MICHELLE COLLINS-OGLE, MD, FAAP, AAHIVS

EAT-UP, BEAT-DOWN, bullied and using drugs to dull the pain, is how M.]. described her adoles-

cent years as a transgender female. She began drinking alcohol at age 15 to cope with isolation

and sometimes to “fit-in” Once M.]J. “came-out” and began living life as a female, she was kicked

out of her home and told to live any place where she could wear “girl clothes” and make-up. She
certainly couldn’t do it in her stepfather’s house. According to M.J. and girls like her, it's an every day
struggle to survive and live in their truths as females. M.]. says, “I don't go to the movies, hang out at
the mall or have a favorite place to eat where everybody knows my name””

active and homeless. M.J’s grim outlook on life and
mistrust of the healthcare system is not unique and
is shared among most trans-youth of color. Trans-
adolescents are among the most vulnerable youth
and face the highest barriers when attempting to
access comprehensive healthcare services.! M.J’s
journey, challenges and inability to access medical
services without fear, including mental health,
remains embedded within my soul and to a large
extent, the reason I continue to advocate for the
health and safety of transgender youth. We must
forcefully demand the healthcare system improve
access, engagement and retention of our most

After leaving home, M.]. couch-surfed, dropped out of
high school and after several months, engaged in commercial
sex work to make money for food and rent, what she called
“survival sex” “My life so far hasn't been that great, guess
I need to make the next 20 years count because girls like
me don't live that long” Above everything M.J. shared with
me, those words were the most chilling and rendered me
speechless. We'll come back to why this statement should
give each of us pause.

M.Js first sexual experience was at age 16, initially having
receptive anal intercourse with school-age boyfriends. As
she became more experienced, exchanging sex for “favors”
was the expectation from older male partners and this
became a business transaction. She became concerned  vulnerable youth into care.
that she had a sexually transmitted disease (STD) but was I met M.J. at the age of 19 during her first
too afraid to seek healthcare services. M.J. was ashamed  hospitalization. I was consulted to see a patient
and feared she was seen as “nasty” or deserving of an STD  with suspected Pneumocystis jirovecii pneu-
because she was a trans-teenage girl who was sexually monia and a “weird-looking” rash. When I

'STOCK/MOToRﬂoN
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CHALLENGES INTEGRATING TRANSGENDER HEALTHCARE FOR ADOLESCENTS

walked into her room we smiled and she immediately asked
questions concerning her health. She was so eager to share
her journey and tell me how she wound up hospitalized
with pneumonia. After everything M.]. shared, I knew her
life wasn’t going to get any easier because I had to deliver
the news she had syphilis and her HIV test was positive.
The discussion began with connecting the rash to syphilis
and pneumonia to HIV. Her nadir CD4 was 22/mm®and
HIV viral load, 750,00 copies/mL. After hearing the words,
“M.J., your HIV test is positive and you have AIDS,” she
said, “Okay, now what do we do?”

She is now 25-years-old and clinically doing well. ML.J. is
on a combination triple-antiretroviral drug regimen taken
once daily. She struggles with adherence and depression,
as do most adolescents and young adults with chronic
diseases. As part of her comprehensive healthcare, M.]. is
on a feminizing regimen consisting of injection estradiol
valerate once every two weeks and oral spironolactone
taken once daily. Adherence to medical appointments has
improved as her body appearance has become more femi-
nine. She feels more confident and admittedly happier. M.J.
has achieved durable viral suppression and understands the
importance of adherence to all medications if she wants to
have a healthy, long life. Now back to M.J’s comment, “Girls
like me don't live that long”

Risks for HIV in Transgender Youth
The true prevalence and incidence of HIV in the transgender
community is not accurately documented. The Centers for
Disease Control and Prevention (CDC) estimates approxi-
mately 25 percent of transwomen living in the United States
are living with HIV and about 50 percent of all transwomen
diagnosed with HIV are black/African American.? Many
transgender people living with HIV are unaware of their
statuses and therefore, not included in statistics.
Trans-female youth and young men of color who have
sex with men (MSM) of color, are disproportionally affected
by HIV and experience disparities and barriers accessing
healthcare. The following statistic is staggering: as much
as 35 percent of trans-youth are bullied in school (Johns
MMWR 2019).
According to the United States Transgender Survey in
2015:
® 29 percent of trans-youth live in poverty
® 47 percent face family rejection
® 14 percent experience homelessness
® 40 percent have attempted suicide; 10 percent attempted
suicide within the last year
® 1 in 3 face discrimination in healthcare settings
HIV-related stigma is not the only form of discrimina-
tion this vulnerable population experiences. Other forms
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of stigma can result in an unpleasant and often fearful
interaction between transgender adolescents and clinicians
within the healthcare domain.* Transphobia is a major
barrier for trans-youth to access healthcare, advanced
education and employment. These structural barriers often
lead trans-youth to engage in “survival sex” and substance
misuse which are high risk factors for HIV acquisition as
well as other STTs.

Too many trans-youth/gender non-binary (GNB) youth
live in context of intersection discrimination.? That is, being
transgender/GNB, poor, ethnic minority and homeless,
which is multilayered and often unappreciated by clinicians
and the healthcare system in general.

Importance of Providing Gender-Affirming Care
When it comes to engaging adolescents and young adults
into care, it is important (if you want to have success) to
understand that your priorities may not be their priorities.
In M.Js case, after understanding what having AIDS meant,
she wasn’t very concerned about medication adherence and
achieving a healthy immune system. I quickly understood
that being a “real girl” was the most important thing in her
life. If she couldn’t be a girl, she didn’t care about living. To
improve adherence to ART and medical visits, together we
created a medical plan that included gender-affirming care
which included feminizing hormone therapy. It was important
for her to understand if she wanted to be “Trans-Fabulous,”
she need to be “Trans-Undetectable.”

Hormone therapy is an important part of comprehensive
gender-affirming care. Concerns about interactions between
ART and hormonal therapy is number one on the list of
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concerns for most transgender youth and should be the
same for their healthcare providers.* Studies show increased
nonadherence to ART in trans-females with HIV because
they are concerned that ART will negatively interfere with
hormonal therapy.® There is limited data on the pharmaco-
dynamics of ART in people concurrently using feminizing
or masculinizing hormones.®

Current literature citing data on drug interactions is pri-
marily based on oral contraceptive use in cis-gender women or
testosterone therapy for cis-men treated for hypogonadism.®”
Use of progesterone and spironolactone is often a component
of hormone therapy in trans-people.

However, there is almost no data on the pharmacody-
namics of these medications when used in trans-people
on ART.*” It is important for clinicians to emphasize that
there are rarely contraindications to hormonal therapy.
Providing hormonal therapy for trans-teens living with
HIV has a powerful impact on engagement and retention
into medical care. Clinicians providing care for adolescents
and young adults with HIV should emphasize the con-
nection between being healthy, maintaining durable viral
suppression and living their best lives as they continue on
their trans-journey. Clearly more research must be done
and include teens and young adults to better understand
hormonal therapy in the context of ART for trans-people
living with HIV.

Violence Against Transwomen and GNB

In 2018, advocates reported at least 26 deaths of transgender
or gender non-conforming people in the U.S. due to violence,
the majority of whom were black, transgender women. The

The Centers for Disease Control and Prevention (CDC) estimates approximately
== 25 percent of transwomen living in the United States are living with HIV and about
L_....___J 50 percent of all transwomen diagnosed with HIV are black/African American.

average age of the people murdered was 33 years. Oftentimes,
these victims were killed by acquaintances, partners and
strangers. Some of these cases were clearly associated with
transphobia. In other cases, being a transgender female
may have put them at increased risk of being victims of
violence such as forcing them into unemployment, poverty,
homelessness and survival sex work.

The statistics appear to be worse for 2019, which has al-
ready seen at least 22 transgender or gender non-conforming
people fatally shot or killed by other violent means. Fatal
violence against transgender women is frightening as the
average age is considerably younger at 30. According to the
Human Rights Campaign, it is important to note that many
transwomen of color are murdered and these murders are
never reported and go unsolved.

Back to M.]. and the fear she won’t live that long. It
shouldn’t go unrecognized that these young transwomen of
color are aware of the continued threat of violence against
their communities and they too fear they may be next. M.J’s
fear of not living long has also become mine. When she
misses an appointment or doesn’t respond to a call, I fear
the worst. This fear is now projected onto all of my trans-
girls. If they miss an appointment, I've instructed several
of them who I know engage in survival sex to at least call
and say, “I'm alive!” They know I'm concerned and need to
know they are all right.

Addressing “The Talk” With a Transgender Child

M.J. described the most miserable childhood imaginable
because “he” was born a boy, assigned male and grew up
with brothers. M.]. vividly remembers the expectation to

What can Clinicians do to Improve Comprehensive Care?

1. Provide compassionate healthcare in a non-stigmatizing, affirming environment
2. Make sure clinic staff and support personnel are knowledgeable, culturally sensitive and respectful.

ou

Not using the patient’s “dead name” is germane.

3. Likewise, clinicians must demonstrate ongoing training and education to remain current in health-
care needs of transgender adolescents.

4. Educational materials designed to improve clinicians ability to provide evidence-based, high-quality
care for transgender patients. The World Professional Association for Transgender Patients (WPATH)
(https://www.wpath.org) provide guidelines for healthcare clinicians. Another excellent source
for transgender clinicians is University of California, San Francisco (UCSF) Transgender Care &
Treatment Guidelines. https://transhealth.ucsf.edu

5. Use preferred names and pronouns. Apologize to the patient when you make a mistake. Our pa-
tients are very forgiving and will accept an honest mistake.

6. Recognize and document trauma as well as PTSD in transgender adolescents. It is key to their over
all health and may help in ongoing high-risk behaviors. Providing mental health services needs to be
incorporated as part of comprehensive healthcare.

www.aahivm.org QTR EI# DECEMBER 2019 27



CHALLENGES INTEGRATING TRANSGENDER HEALTHCARE FOR ADOLESCENTS

do all the things “boys” do and participate in sports with
his older brothers. The more feminine M.]. tried to be,
the harder everyday life as a boy became. When M.]. was
10-years-old, she visited the doctor for a school physical.
M.J. tried to explain how difficult it was to feel like a girl on
the inside, but looking like a boy on the outside. M.]. tried to
tell the doctor that girls didn’t seem to be attractive to him,
and that he really liked boys. The doctor reassured M.]. that
this was a phase and that some boys go through this phase.
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These issues worsened for M.]. during middle-school
sex-education class. Sex-education curricula does not
include same gender sexual relationships, transgender
or GNB. Current sex-education curricula is designed to
encourage abstinence or delay sexual debut and prevent
teenage pregnancy. STI prevention is only taught in the
context of condom use in heterosexual vaginal sex. For
LGBTQ pre-adolescents and adolescents, these conversations
and school-based sessions are useless. Furthermore, it is

SHUTTERSTOCK/JUSTIN STARR PHOTOGRAPHY



More research is needed to understand any possible long term drug-drug interactions
between hormone therapy and ARV. HIV research in transgender youth living with HIV has the
potential to better inform the best treatment protocol for hormone therapy in this population.

reported that there is virtually no information or on-line
resources to help parents navigate or negotiate conversations
with their sons and daughters about same-gender sexual
relationships.®® For a transgender child like M.]., these
years can be terribly challenging leading to depression and
suicide attempts.

How do we Help Trans-Adolescents

Live Their Best Lives?

Compared to any other age group, adolescents in general
are least likely to be screened for HIV."® In the U.S,, less than
10 percent of high school students have ever received a test
for HIV and overall varies between 8 percent to 23 percent
in states with available data."! Transgender adolescents
of color must also be an integral part of HIV testing and
prevention as their engagement is a critical component of
“Ending the HIV Epidemic (EtHE).” Trans-youth must be
able to access healthcare in a non-stigmatizing, gender-af-
firming environment with culturally-competent clinicians.
Too often transgender adolescents of color have a negative
experience when attempting to access healthcare services.
Stigma, transphobia and structural racism negatively impact
engagement and retention into medical care.

As we look forward, it is imperative that we examine ways
to eliminate these barriers and find facilitators to encourage
and welcome vulnerable LGBTQ into the healthcare system.
The goal must be to engage them in care before exposure
to HIV or before they become infected with other STTs.

Transgender adolescents of color disproportionately
experience discrimination in a variety of ways: within the
healthcare system, within their families, within the education
system and within the employment sector. Discrimination
and insensitivity in healthcare is common, causing most
transgender people to delay or avoid obtaining medical
care altogether.

Negative experiences ranges from disrespect and harass-
ment to culturally non-inclusive clinics and flat out denial
of medical treatment. Discrimination and insensitivity,
combined with lack of knowledge about the healthcare
needs of transgender and GNB youth, provide a powerful
deterrence from obtaining care.

An equally important yet not well discussed challenge for
the future is the need to include transgender adolescents and
young adults living with HIV in research.! Overall, trans-
gender and GNB people are disproportionally impacted by
HIV, and yet, not well represented in HIV research.! More
research is needed to understand any possible long term
drug-drug interactions between hormone therapy and ARV.
HIV research in transgender youth living with HIV has the
potential to better inform the best treatment protocol for
hormone therapy in this population.

Finally, creating initiatives to provide support services

for transgender youth can help decrease high-risk situ-
ations like survival sex. Gilead has been pivotal in this
endeavor. In 2017, one company pledged $100 million
over 10 years to address stigma and disparities in the
south. The TRANScend Community Impact fund was
established to improve the lives of transgender people. This
initiative originated from an advisory panel composed of
transgender people and organizations that provide services
for people of trans-experience.
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XCERPT 1: I have to preface this by saying that talking to your kids about sex is really, really icky. So, John, my bisexual teen
son, came into my bedroom, and wanted to know if he could get an STD from kissing. I had to try not to laugh because when
you hear a question like that you just kind of want to die. So he was sixteen and I was like, “No, you can’t get STDs from kiss-
ing, but you can catch colds or strep throat or the flu, or something like that” And I said, “You have to have sexual contact to
catch an STD. So as long as you're not having sexual contact involving anything under the pants, you're not going to catch an STD.”
And he’s like, “Oh, OK, whew.” And I said, “Any time that contact is involving anything under your clothes, under your pants, you
need to use a condom so you don’t catch an STD. So, mouth to under-the-pants contact, you need to take precautions.” Knowing his
sexual orientation, I don’t know if he’s going to be with a man or a woman, so that “under the pants” kind of was my way of saying,
“Whomever youre with,” whether you’re with someone who's trans, or male or female... or intersex. It’s just so awkward. I can talk

with my coworkers about these things. It’s not embarrassing to say penis, but with my kid, I just wanna die.

—Linda, mother of a bisexual son




NOT YOUR PARENTS" SEX TALKS

While Linda’s story may seem commonplace and resonate with parents
with heterosexual teenagers, her situation is unique in that she does not have
any personal experience or insight on how it is to come of age as a lesbian,
gay;, bisexual, transgender or queer (LGBTQ) adolescent. Most heterosexual
parents use their own experiences, including their own parents’ missteps, as
a guide for having discussions about sex and health with their children at
home." Aside from the challenge of trying to come up with accurate responses
to children’s sex-related questions, for many parents, making LGBTQ sexual
health a central consideration in home-based sex talks is unchartered territory.

Adolescent LGBTQ Health Disparities
Societal acceptance of LGBTQ individuals in the U.S. is on the rise, which
may account for earlier ages of sexual and gender minority teens coming out.
Despite these positive trends, LGBTQ youth still have disproportionate rates
of negative health outcomes compared to their heterosexual counterparts.
For example, not only are young men who have sex with men still more at
risk for contracting HIV/STIs compared to other youth groups,” they also
report greater dating violence and forced sex.’ Compared to their cisgender
counterparts, not only are transgender youth more likely to experience vi-
olence victimization, substance use and suicide risk* but overall, 9 percent
of transgender people are HIV-positive, while HIV prevalence among U.S.
cisgender adults is less than one percent.®

When compared to their heterosexual female peers, LBQ female adoles-
cents engage in more frequent sexual relations. According to data from the
most recent Youth Risk Behavior Surveillance Survey of U.S. high school
students, only 25 percent of lesbian-identifying youth and 27 percent of
bisexual-identifying youth reported never having sex compared to 50 percent
of heterosexual female youth.¢ For parents of LGBTQ youth, understanding
sexuality-sensitive, parent-child sex communication can help them meet
their child’s needs.” To date, parental guidance for information-seeking
and skill-building as a strategy to deter these negative health outcomes for
emerging LGBTQ youth has been largely understudied.*

Hegemonic Masculinity and Inclusive

Parent-Child Sex Communication

Consistent and effective sex talks, the bi-directional discussions between
parents and their children about sex and health-related topics, at home are
associated with condom use, delayed sexual debut, teens’ capacity to broach
HIV prevention with sexual partners and access and use of reproductive and
sexual health services.'*** However, to date, no evidence-based sex communi-
cation intervention for families with LGBTQ adolescents has been published.

What we do know though from parents and GBQ sons is that both
parties typically find sex discussions at home to be awkward and embar-
rassing' and that parents tend to provide heteronormative guidance with
fathers placing a premium on making sure their sons are socialized into
becoming heterosexual.'>'® Additionally, Rose and colleagues'” reported
that parents found limited online information for YMSM’s health which
deterred parents from broaching sexual health talks with their sons. The
experiences of families with cisgender LBQ adolescents and with trans-
gender children are even more underreported.

Gay, bisexual and cisgender males have identified parents and healthcare
providers as their preferred sources of sexuality-related information when
they were younger." Prior to leaving home for college or work, a sample
of 30 GBQ adolescent and young adult males indicated that parents, in
particular, would have been their preferred sexuality educators because they
could anticipate questions based on pubertal milestones, provide answers on
youth’s emergent concerns, and engage with them in follow-up discussions
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throughout adolescence. Since the ecological systems outside the home
is marked by hegemonic masculinity that makes it difficult for LGBTQ
children to explore their unique attractions and identities (e.g. most school
settings do not provide LGBTQ-specific sex education, peers are unreliable
sources of sex information and can be sources of bullying), parents can be
reconfigured as a proximal source of inclusive sex information. Preliminary
data from our ongoing work with parents of GBQ cisgender males describes
a parent group cognizant of the need to learn more about LGBTQ-specific
health information and ways they can facilitate their sons’ socialization as
young men who will have sex with men.

In order to address the informational gaps in parents’ knowledge,
healthcare providers can be parents’ allies as they step up to this new
parenting charge. Just as important, healthcare providers can be parents’
crucial resource for information about biomedical HIV/STI prevention
options tailored around LGBTQ adolescents” behavior and risk profiles.

EXCERPT 2: It would be great to give parents information to assist
their children with the decision to get preexposure prophylaxis or
to help them make the decision about HPV vaccine, and so on.
Protecting your son from diseases is important especially when it is
within our means today.

—Dori, mother of gay son

Providers Bridging Gaps

Healthcare providers are in a unique position to address the HIV/STT pre-
vention needs of LGBTQ youth and in clarifying for parents the roles they
can plan to mitigate these health risks. Aside from not assuming adolescents
as heterosexual or cisgender during wellness visits, providers can normalize
with parents and youth the sexual and gender fluidity that is a hallmark of
adolescence. Aside from having visible signage to indicate that one’s practice is
a safe space for LGBTQ individuals (e.g. having rainbow stickers or inclusive
mission statements prominently displayed in waiting rooms), providers can
model how to have nonjudgmental discussions about sexual behavior for
parents and youth and how to search online from credible health sources.

Given the common parental fear that talking about sex with children
leads to sexual experimentation or early sexual debut, providers can cite
recent studies that have debunked such beliefs (e.g. Widman et al, 2019)
and make explicit the established outcomes related to consistent and
open sexual health discussions (e.g. condom use, comfort talking about
sex). Regardless of a child’s age, providers can also inquire if parents have
started having routine sex talks at home, normalize for them the initial
awkwardness of such conversations, identify and address barriers parents
may have about this area of family discussion, and refer families to services
that meet their unique circumstance. Local chapters of PFLAG (formerly
Parents and Family of Lesbians and Gays) offer support groups for families
whose child has just recently disclosed as LGBTQ.

Given the myriad of ways that unconscious bias detrimentally impacts
how teenage LGBTQ patients and their families engage with the healthcare
setting,”?' providers are cautioned against subsuming the experiences of pa-
tients and families from racial/ethnic backgrounds with that of gay, cisgender
white men’s experiences. Discrimination in the healthcare setting is a noted
barrier that keeps racial/ethnic and sexual and gender minority individuals
from staying engaged in care,>* including preventive services.

Through an inclusive practice that acknowledges and balances an
LGBTQ teen’s growing sense of autonomy and parents’ roles as caregivers,
providers can partner with them to identify emergent sexuality questions or
concerns. For example, with pre-exposure prophylaxis (PrEP) use among



adolescents approved by the FDA since 2018, providers can be the crucial
resource that introduces this biomedical option to parents for an adolescent
population that might maximally benefit from it. Parents’ supportive roles
(e.g. as adherence, emotional, financial or transportation support)* in the
successful uptake of biomedical interventions such as PrEP for LGBTQ
adolescents of color promises to be a robust area healthcare providers can
make a difference in, especially given historical mistrust.

EXCERPT 3: Doctors of adolescents also need to recognize that
parents should leave the room for part of the check-up. My kids’ pedi-
atricians were very good, but it wasn’t until my son was 17 that one
of them asked me to leave for a few minutes and had a conversation
centered around whether he had a girlfriend and whether they were
sexually active...I'm reasonably certain that there was no open-ended
question about my son’s sexual orientation. In retrospect, this seems
to be something doctors of young people should find a way to address
with their young patients in an accepting and confidential way.
—Sarah, mother with a gay son

Future Work

Overall, providers can take the lead in dismantling heteronormative
assumptions that reinforce sexual and gender binaries and show parents
the many opportunities they have in ensuring their LGBTQ children’s
wellbeing. Parents we have worked with through the years want to be

Sexuality-Inclusive Sex Talks (ASSIST),” a video-based pilot study that
aimed to increase the amount of parents’ LGBTQ health information
and model inclusive communication skills when discussing sexual
health with gay, bisexual and queer cisgender males, had very promising
results. Our online study was able to recruit more participants than we
initially targeted. Parents deemed the animated videos as an acceptable
means of learning about LGBTQ content and inclusive sex communi-
cation, and clamored for more information beyond the roster of topics
covered in our videos (e.g. HIV testing, PrEP access, condom and lube
compatibility, etc.).

The Parents ASSIST pilot findings highlight the partnerships parents
and providers can forge in covering all the bases crucial for ensuring
sexual minority males’ sexual health. They can serve as a basis for
work with families who have female sexual minority and transgender
adolescents. This nascent field of inclusive sex communication needs
all hands on deck and can extend healthcare practice and patient and
family education beyond traditional talking points. HIv
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ON THE FRONTLINES

BY ACE ROBINSON, MHL, MPH

Adapting the Clinical Response
to be Culturally Responsive

Achieving theTenets of the EtHE Requires Partnership
with Patients and not Stewardship

OR NEARLY FORTY YEARS, the world has been aware of HIV. HIV has decimated not just the lives of
individuals, but has destroyed entire communities, and has come close to functionally eliminating

entire countries. For all of us living near the end of the millennium, HIV is and remains the epidemic

of our lifetimes. Thanks to tireless clinicians, researchers, patients, supporters, and advocates, new

and better treatments were created that not only extended life, but additionally improved the quality of life

for people living with HIV (PLHIV) and indirectly for those people who support them. HIV best clinical

practices have been dynamic with steady updates to ensure that PLHIV have improved health outcomes.

This is a result of patient-driven advocacy and clinical researchers who have not only focused on the

biological needs of people impacted by the virus, but also on their sociopolitical needs.

The HIV response required a high level of coordination
in order to reach the point where it is today. That coordina-
tion goes beyond care coordination amongst primary care
and infectious disease clinicians. It has required political
will, community engagement and expanded access to HIV
prevention and treatment options in addition to optimal
clinical care. In February 2019 at the State of the Union ad-
dress, President Donald J. Trump announced a new federal
initiative to End the HIV Epidemic (EtHE) by 2030. The
goals were simple: 1) diagnose all PLHIV; 2) treat PLHIV
rapidly and effectively to reach sustained viral suppression;
3) prevent HIV with proven interventions, i.e. pre-exposure
prophylaxis (PrEP) and syringe services programs (SSPs);
and 4) respond quickly to potential HIV outbreaks. However,
execution of EtHE will not be simple.

EtHE focuses on the 57 most HIV-impacted jurisdic-
tions (cities, counties, states) in the United States and its
territories where the majority of PLHIV reside. In some
of these jurisdictions, the HIV response has been subopti-
mal with the impact of the virus still expanding. In other
areas, the HIV response has been robust which has led to
successful reductions in HIV incidence and HIV-related
deaths for much of their communities. However, across all
jurisdictions, any level of success has been uneven with key
subpopulations being disproportionately impacted by HIV,
i.e. Black/Latinx/American Indian GBTQ+ individuals, Black
cisgender heterosexual women, people living with substance
use disorders (SUDs), and those experiencing homelessness
and/or transitionally housed.

Through EtHE activities in the identified jurisdictions, a
concerted effort is being launched to help PLHIV and those
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at-risk for HIV acquisition to access clinical care. However,
accessing clinical care and treatment will not be enough.
Those individuals will need to stay in care. Until a cure is
found, PLHIV will need to stay in care for the rest of their
lives and people at-risk of HIV acquisition will need to stay
in care through their identified seasons-of-risk. Through a
plethora of clinical care data, we know that the patients’
experiences with the medical system before and during
medical care greatly impacts their desires to seek care ini-
tially and to also begin and adhere to treatment/prevention
plans. Medical mistrust in clinical care goes well beyond
HIV, especially in the highly impacted subpopulations.
Changing this phenomenon will be at the core to end the
HIV epidemic in the United States. Success will be rooted
in one thing and one thing only: true partnership between
healthcare providers and their respective patients.

For many patients, trust will need to be earned and
not assumed which may require some clinicians to amend
their bedside manners and address any explicit or implicit
biases that they may harbor. Like in any relationship, true
partnership requires open and honest communication that
can only be accomplished through nonjudgmental cultural-
ly-responsive engagement devoid of prejudice. The patients
must feel comfortable sharing their lived experiences to their
clinicians which includes sexual and reproductive histories
in addition to substance use histories, familial/friend support
and current living situations.

To foster open and honest communication, healthcare
providers and their support staff must facilitate an envi-
ronment throughout the clinical space where each patient
feels honored and valued. For instance, clinical staff, not
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Success will be
rooted in one thing
and one thing only:

true partnership

between healthcare
providers and their
respective patients.

just the providers, need to be culturally responsive to the
needs of transgender/gender non-conforming people (T/
GNC). T/GNC individuals, especially Black and Latinx
identified people, experience extremely high rates of HIV
acquisition and HIV-related mortality. This is exacerbated
by the poor clinical experiences that many T/GNC people
encounter when they do seek care from being misgendered
by staff; not being able to access gender-affirming public
accommodation, i.e. restrooms; and even being denied or
delayed treatment for gender-affirming care and/or HIV
prevention or treatment.

Many PLHIV have been diagnosed late. They have engaged
healthcare multiple times prior to their initial diagnoses either
in primary care or emergency room settings. Missed oppor-
tunities can be traced to a clinical assessment that the person
is not at-risk for HIV infection or due to clinical discomfort
with taking a full sexual/drug history of the patient. The first
step to accessing treatment is diagnosis. And once diagnosed,

best clinical practices states that the person should initiative
treatment immediately. Clinical bias has unfortunately led
to a delay in treatment post-diagnosis, especially for Black/
Latinx/American Indian GTBQ+ individuals, Black cisgen-
der heterosexual women, people living with substance use
disorders and those experiencing homelessness. Clinicians
often hold the key to the initial gateway to treatment. And
when that key is withheld, those individuals and those that
they love are impacted.

Patients may be unaware of the expansive benefits of ini-
tiating and staying on treatment. Not only does a person on
sustained successful treatment mitigate the impact of HIV
through viral suppression, the person also eliminates any
chance of passing the virus onto a sexual partner. In a world
filled with HIV-related stigma and fear of PLHIV, the message
that Undetectable equals Untransmittable, or U=U, needs to be
relayed. Far too many patients report and clinicians self-report
that U=U education is withheld in clinical settings to the detri-
ment of PLHIV. One internationally renown advocate, William
Matovu, repeatedly states that the HIV-impacted community
cannot tolerate HIV Colonialism where the clinical gatekeepers
decide whom has access to life-sustaining treatment and whom
is educated about U=U.

Nowhere is the success of the EtHE initiative more dependent
on clinicians than in the offer and utilization of Truvada® or
Descovy® as PrEP at-risk for HIV acquisition. The messaging and
offering of PrEP are often completely reliant on clinicians since
the vast majority of people are unaware that PrEP even exists.
PrEP is over 99 percent effective at averting sexual acquisition
of HIV when taken as prescribed. And for receptive partners
solely practicing anal sex and insertive partners, intermittent
PrEP has proven to be just about as effective when following the
2-1-1 dosing scheme. Only through effective communication
and partnership between the patient and the clinician can an
HIV-prevention strategy be optimally obtained.

In the world of PrEP, post-exposure prophylaxis (PEP)
and U=U, clinicians can guide patients to make safer sex
choices. These choices may or may not include the utilization
of condoms which previously were the only option to greatly
decrease the possibility of sexually passing/acquiring HIV
when one partner is living with the virus. Now, that has
changed. Clinicians have the opportunity to partner with
their clientele to live healthier lives. Thirty-eight years since
the identification and pathology of HIV has taught one thing:
clinical and community messaging based in fear, abstinence
and prejudice has not and will not get aid in the collective
goal to end HIV. HIv
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Adolescents and fhe
Fear of Addressing
substance Use
and Adaiction

BY MICHELLE COLLINS-OGLE, MD, FAAP, AAHIVS

DOLESCENT DRUG ADDICTION AND SUBSTANCE ABUSE PROBLEMS are one of the most serious
crisis among youth in America.! Adolescent substance use is often complicated by fear and denial.

Confronting substance use in the adolescent patient can be frightening, in part, because neither the

parent nor child wants to admit there could be a serious problem. Denial is an intellectual act by

which people dismiss or block the evidence of an experience: the existence of a painful past, of a current

traumatic event, or of a fear of potential danger that may have a negative impact.?

As substance use becomes more serious, denial gets
more powerful with the young person stubbornly refusing
to acknowledge the need for help, as the effects of substance
use are altering their life. Initially, the parent may deny
their child has a problem. The adolescent denies they are
behaving differently and the clinician may underestimate
drug use and denies that their patient may be struggling with
addiction. In today’s environment, adolescent substance use
and misuse is more of a serious challenge than at any time
in recent history.> Addiction occurs when repeated use of
drugs changes how a person’s brain functions over time. The
transition from voluntary or “recreational” to compulsive
drug use reflects changes in the brain’s natural inhibition
and reward centers that keep a person from exerting control
over the impulse to use drugs - even when there are negative
consequences.® This is the defining hallmark of addiction.

Clinicians have a unique position in dealing with sub-
stance use as it relates to the the pediatric patient population.
Children and adolescents may have incidental exposure
to illicit substances or knowingly take them. The current

opioid crisis, has components of a pediatric problem as well.
Thousands of babies are born yearly with opioid withdrawal
symptoms and management of neonatal abstinence syndrome
is often done by the pediatrician or neonatologist. Frequently,
pre-schoolers and young children have accidental ingestion
of adult caregivers’ pain medications, prevention and treat-
ment of these unintentional exposures are managed by the
pediatrician or emergency room personnel. Children and
adolescents are being prescribed opioids for too long and in
doses that are too high for their body weight.* Identification
of youth at high risk for substance use disorder (SUD) is
germane and can be very challenging for pediatric and ad-
olescent clinicians. There are many risk factors, including
genetic vulnerability, prenatal exposure to alcohol or other
drugs, lack of parental supervision or monitoring, and as-
sociation with drug-using peers all play an important role.

Adolescents and young adults are struggling with sub-
stance use disorder (SUD) and addiction at alarming rates.
Pediatricians and other Primary Care providers are on the
front lines and likely to engage with a child at any age who has
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ADOLESCENTS AND THE FEAR OF ADDRESSING SUBSTANCE USE AND ADDICTION

been accidently exposed to illicit substances or is struggling
with issue related to addiction. Despite its pervasiveness,
addiction to opioids as well as other illicit substance use
may elude the clinicians. No matter how disruptive their
lives have become, youth who regularly use and rely on
substances to function do not usually self-refer for help.
Youth addiction is prevalent in today’s society, which often
leaves parents feeling powerless, helpless and not in control.

The Problem of Adolescent Drug Addiction

Many adolescents consider experimenting with drugs and
alcohol to be a normal part of growing up. Teenagers are
often exposed to street drugs upon entering high school. The
four-year period between entering high school and graduation
are important formative years and often transformational.
It’s also a time to experiment, and for millions of youth,
this may mean trying alcohol and drugs. The availability of
drugs at school is surprisingly high. Schools have taken a
strong stance on illicit drug and alcohol use, however even
with their efforts, addiction and SUD are still on the rise.®

There are various types of drugs that are available to
high school students. SUD has a major impact on school
performance in children and adolescents. Grades often
suffer due to lack of energy and focus, poor concentration,
and loss of personal drive. Students using alcohol or drugs
often lose interest in extracurricular activities and other
social organizations. Ultimately if not addressed, SUD and
addiction can lead to not only academic failure, but to the
student dropping out of school all together. Sadly, some
teens using drugs will suffer more serious consequences as
a result of their substance use.

Many developmental changes occur during the adoles-
cent years, including physical, psychological and behavioral
changes. Adolescence can be a time for experimentation,
testing boundaries, rebellion and poor choices. Some of the
problems young people face stem from these characteristics,
as they lead to curiosity and identity formation. Some adoles-
cents may use drugs and alcohol in response to peer pressure
or out of a desire to fit in and form personal bonds. Other
adolescents may start to use out of curiosity or boredom,
while other adolescents may use drugs and alcohol as a way
to cope with low self-esteem, depression and stress. Some
children and adolescents are introduced to drug use through
prescriptions and then gradually begin to use recreationally.
Some youth begin experimenting with drugs as a result of
friends or become curious after watching a movie or video
referencing drug use. Some discover drugs by stealing from
their parents’ medicine cabinets. No matter how a child or
adolescent first begins using drugs, prescription medications
or drinks alcohol, addiction is a very real risk. Students have
high rates of drug use, in fact 1 out of 5 students admit to
use of drugs. Commonly used drugs by students in 2017
survey (Used in the past 30 days): &7
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Drug Among 12th  Among 10th Among 9th
Graders Graders Graders
Alcohol 61.5% 42.2% 23.1%
Marijuana 45% 37% 13.5%
Adderall 5.5% 4% 1.3%
Inhalants 4.9% 6.1% 8.9%
Amphetamines 9.2% 8.2% 5.7%

The most striking realization is how much alcohol and
marijuana is used in the lower grades. Almost as troubling
is how easily-available these drugs truly are.
We can’t overlook the fact that many adults and adolescents
may use drugs or drink alcohol and it never lead to addiction.
There are people who are more vulnerable to addiction than
others, due to a range of possible factors including genetic.
Stressful early childhood experiences such as being abused
or suffering other forms of trauma are one important risk
factors.® Adolescents with a history of physical and/or sexual
abuse are more likely to be diagnosed with SUD or addiction.
As we approach 2020, clinicians who provide care
for children, adolescents and young adults need to be
aware that these young people face challenges that did
not exist a generation or two ago. For parents, it is not
enough to just keep an eye on their children or monitor
social media use. Parents should have open dialogue with
their children and adolescents regarding the dangers of
drug and alcohol abuse. While education often starts at
home, pediatric and adolescent clinicians must offer drug
education information to teach them about the dangers
of drugs and alcohol.
Clinicians who care for children and adolescents should
pursue education about drug threats that were less prevalent
a generation or more ago. Pediatric and adolescent clinicians
must also overcome the fear of addressing SUD in children
perceived as too young or “not that kind of kid.” Some of
the fear is based on the stigma associated with SUD. As
clinicians, we must resist the fear of addressing SUD and
addiction in young children. We must impart the message
to our patients that substance use and misuse is NOT an
inevitable “rite of passage” to adulthood. Even experimen-
tation or casual recreational usage can quickly progress to
dependence, abuse, and addiction. There are serious, even
fatal consequences to substance use and addiction:
® Auto Accidents - 7-fold increased risk to be in an alcohol-
related car crash.

® Sexual Assault — 89% of victims self-report drinking prior
to the assault.

® Violence - Roughly half of both assailants and victims
admit to using alcohol or drugs before the incident.

Stigma and Substance Use Disorder
Substance use disorders consistently rank among the most
stigmatized conditions worldwide. Thus, this can make the
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conversation very challenging between the clinician and the
pediatric patient. SUD stigma fosters health inequities among
children, adolescents and young adults with substance use
disorders and remains a key barrier to successful screening
and treatment efforts. The Substance Abuse and Mental
Health Services Administration’s (SAMHSA) National
Survey on Substance Abuse and Health states that while 21
million Americans aged 12 and over needed drug or alcohol
treatment in 2016, only 3.8 million received the help they
needed at a specialized treatment facility. Stigma has the
potential to negatively affect a person’s self-esteem, damage
relationships, and prevent those suffering from addiction
from accessing treatment.

Adolescents, Drug Use and HIV...0h My!

It is unarguable that the road to “Ending the Epidemic”
runs through prevention of HIV transmission in ad-
olescents and young adults of color. Drug use and the
behaviors that sometimes accompany it, can increase
the risk of contracting HIV. Adolescents who are, “high”,
intoxicated or inebriated may engage in high risk sexual
behavior, such as having impulsive sexual encounters or
not using condoms—which significantly increases the
risk of exposure to HIV and other sexually transmitted
diseases as well. In 2017, about 39,000 new cases of HIV
were attributed to sexual contact, and around 2,300 people
contracted HIV from injecting drugs.’

Children and adolescents are exposed to tobacco,
e-cigarettes, alcohol, and other drugs at increasingly
younger ages. Social media is loaded with images that
promote smoking and drinking as being “cool,” fun, and
a natural part of being an adolescent. That’s why pediatric

and adolescent clinicians need to talk to their patients
about the perils of drugs and help them understand
fact from fiction. The time to begin these conversations
is NOW! Children as young as 3 - 5 years old should
begin to understand the connection between drug use
and consequences - drug use and inability to make good
decisions. As your patient gets older, it’s okay to let them
know how you feel about tobacco use, underage drinking
and how social media distorts the dangers of substance
misuse. Overcoming our fear and discomfort in talking
to young children, adolescents and young adults about
substance use and misuse is germane and in part linked
to “Ending the Epidemic.” HIV
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Development of an Integrated Drug Utilization

Review and Medication Therapy Management

Program for Primary HIV Care in the District
of Columbia AIDS Drug Assistance Program

HE AIDS DRUG ASSISTANCE PROGRAM (ADAP), established by the United States Congress in 1990 and
funded through the Ryan White Comprehensive AIDS Resources Emergency Act, provides HIV posi-

tive adults with critical access to a growing number of antiretroviral (ARV) drugs, anti-infective drugs

for opportunistic infections, and other HIV-related drugs in all 50 states and U.S. jurisdictions."? Client

engagement and ARV adherence is required to optimize therapy with HIV RNA viral suppression, treatment

of significant comorbidities and avoid serious adverse drug reactions.’ Drug utilization review (DUR) pro-

grams are required within state ADAPs and by design, overcome some care limitations. Medication therapy

management (MTM) is a newer model of quality improvement that has been integrated into Medicare Part

D programs, but not required by state ADAPs.* This report describes the integration and initial assessment of
an established DUR program and a new MTM program within the District of Columbia ADAP (DC ADAP).

Background
The DC ADAP provides medication and health insurance
assistance to eligible District residents. The D.C. Department
of Health (DC Health) is awarded grant funding for its Ryan
White Part B program; funds are allocated specifically for
drug assistance. DC ADAP contracts with a network of
pharmacies to dispense formulary drugs for eligible clients.
DC ADAP has ~986 beneficiaries, and an average of 1,997
claims monthly, with 23,970 claims reconciled annually.
The patient demographics are 66 percent Black or African
American, 33 percent White, 0.5 percent Asian, 0.2 percent
American Indian or Alaskan Native; 22 percent Hispanic/
Latino and 78 percent non-Hispanic; and 71 percent men,
26 percent women, and 3 percent transgender women. DC
ADAP has maintained a viral suppression rate of 80 percent
since 2015 with a goal to increase to 90 percent by 2020.
A lack of timely integration and coordination of HIV
care including underutilization of pharmacists in HIV
medication therapy management have been recognized as
barriers to optimal care. Strategies are needed to improve
the use of pharmacists in HIV care to increase the capacity
of HIV service integration with primary medical providers.
In 2011, the HIV Medicine Association of the Infectious
Disease Society of America (IDSA) and the Ryan White
Medical Providers Coalition published a policy statement
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that included medication management as a critical compo-
nent of primary HIV care. The policy noted that ideally a
clinical pharmacist with HIV expertise should be involved
to identify drug interactions, support patient adherence
and medication management as well as oversee medication
profiles for patients who see multiple providers. The D.C.
Health, in collaboration with its infectious disease train-
ing and consulting service contractor Clinical Pharmacy
Associates, Inc. (CPA), recently began a pilot project to
establish an integrated DUR-MTM program to advance
quality improvement and optimal client outcomes in the
primary care setting. The integrated program supports the
D.C. Health 90/90/90/50 Plan released in December 2016 to
end the HIV epidemic in D.C. by 2020. Comprehensive core
goals of the 90/90/90/50 plan include: 1) 90 percent of D.C.
residents with HIV will know their status; 2) 90 percent of
D.C. residents with HIV will be in treatment; 3) 90 percent
of D.C. residents with HIV in treatment will achieve HIV
RNA viral suppression; and 4) D.C. will evidence an overall
50 percent decrease in new HIV cases.

Methods

The launch of the integrated DUR-MTM program required
substantial education and team building among key stake-
holders including the 1) DC Health, 2) Pharmacy Benefits
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"

Manager (PBM), 3) community pharmacies, 4) medical
and clinic provider community, 5) technology providers,
i.e. MTM and PBM sources, and 6) members of the HIV/
AIDS Drug Advisory Committee (HADAC). CPA led the
design, integration, delivery and assessment of the pilot.
The pilot period was projected to be six months, but it
was extended due to technical challenges with the inte-
gration of the member (client), provider (physician and
pharmacy) and prescription claims files. The DUR activity
consists of monitoring quality of drug use, primarily based
on clinical quality indicators from the U.S. Public Health
Services (USPHS) Guidelines for Use of Antiretrovirals
in Adolescents and Adults. Prospective, concurrent and
retrospective DURs are conducted on a routine basis by the
point of care pharmacists and by CPA clinical pharmacists.
Computerized pharmacy profiles as well as the electronic
prescription claim records are utilized to accomplish the
reviews. Client records are selected for further concurrent
review based on initial evidence of polypharmacy, treatment
non-adherence, under or overdosing, significant drug-drug
interactions and non-compliance with treatment guide-
lines. Furthermore, a focused assessment of adherence is
conducted on the young adult clients in care. Suboptimal
pharmacotherapy and non-adherence issues are often
clarified with the pharmacy/physician providers. Clients
confirmed to be non-adherent are referred for enrollment
in the MTM program.

The MTM process includes an initial call by the CPA
clinical pharmacist team whereby each client is informed
of the referral to the MTM program and an overview of the
procedure, followed by an appointment offer. If an appoint-
ment is scheduled, a licensed clinical pharmacist provides
the Comprehensive Medication Review (CMR) from the Call
Center. Each CMR includes a client health assessment and
client updated medication list and medical conditions. Safety
alerts identified may include interactions such as drug-drug,
drug-allergy, and drug-disease. Potential care gaps identified

may include medical conditions lacking therapy and gaps in
medication adherence. Safety alerts, potential care gaps as
well as additional pharmacist-identified medication-related
problems are all addressed as clinically appropriate with a
goal of resolution.

The client has an opportunity to ask questions through-
out the CMR session, at the end and after the session. Each
concern is addressed during or after the CMR session. Client
confidentiality is maintained as MTM is within the scope
of the clinical pharmacist provider practice. Follow-up calls
for clarifications and recommendations are made to clients,
the network pharmacy, and/or the physician provider as
appropriate. Each client is mailed a Personal Medication List
(PML) and a Medication Action Plan (MAP). A Physician
summary letter is provided to each client’s provider.

Results

The findings for the first 18 months of the integrated DUR-
MTM program are available. A summary of the team’s
quantitative and qualitative work is highlighted in the fol-
lowing sections.

Program Population

The DC ADAP demographics reflect a shift towards an
increasing older group of clients with 67.4 percent = 45
years old. This group is increasingly reliant on multiple
medications for conditions seen more commonly with older
age, i.e., = 65 years or after the onset of chronic conditions
including cardiovascular, metabolic and liver disorders. It
is in the setting of polypharmacy, comorbidities, changing
drug utilization patterns and multiple medical and pharmacy
providers that medication management is most challenging
and essential. A second notation in the demographics is a
higher rate of nonadherence among young adult clients in
care. This group represents about 7 percent of the ADAP
population but tends to have complex issues with social
determinants of health that affect ARV adherence.
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TABLE 1: Concurrent and Retrospective DUR Client Group 2

Client Medications

#1 e Abacavir 600 mg/

e Dolutegravir 50 mg /lamivudine 300 mg—1 tablet
daily

e Atazanavir 300 mg/cobicistat 150 mg- 1 tablet daily

Concerns/ Resolution

Non-adherence
Pharmacy confirms client is non-adherent.
Refer for medication therapy management.

mg—1 tablet twice daily

#2 Abacavir 300 mg/ lamivudine 150 mg/ zidovudine 300

Incomplete regimen
Non-adherence

Per pharmacy, client is currently on Triumeg. Client
appears to be consistent with medication refills. Client has
alternative insurance.

e Dolutegravir 50 mg 1 tablet daily
e FEtravirine 200 mg 1 tablet twice daily

#3 e Darunavir 800 mg/ cobicistat 150 mg- 1 tablet daily

Drug-interaction
COMBO not recommended

Cobicistat is a CYP3A4 substrate used to boost darunavir.
When used with etravirine, cobicistat levels are decreased.
This may lead to loss of efficacy and increased risk of
darunavir resistance.

Etravirine plus dolutegravir may result in decreased
dolutegravir exposure. This interaction is mitigated by
adding darunavir/ritonavir or atazanavir/ritonavir to the
combination.

Cobicistat should be changed to ritonavir in this regimen.

No response from Physician Provider after numerous
attempts via telephone and written communication.

Concurrent and Retrospective DUR- Client Group 1

A total of 768 ADAP client claims data including all age
groups from January to May 2017 was screened by the clin-
ical pharmacist team with 23 records selected for further
concurrent review of the indicators. Twenty-one (91.3%)
client regimens met the criteria for appropriateness based
on USPHS guidelines. All clients were receiving appropri-
ate antiretroviral drug dosages. Two clients were receiving
regimens deemed to be inappropriate; one client appeared
to be receiving only one active ARV (atazanavir/ritonavir).
The pharmacy provider confirmed that prescriptions were
only presented for atazanavir and ritonavir, but neither
was collected, and the claims were reversed. The client
was no longer in the DC ADAP. The second client with
the inappropriate regimen was receiving the combination
of darunavir/cobicistat, etravirine and raltegravir. The use
of cobicistat-boosted darunavir with etravirine (a CYP3A
inducer) may result in reduced plasma concentrations
and pharmacologic effects of cobicistat and subsequently,
darunavir.’ In patients receiving etravirine, atazanavir or
darunavir, they should be co-administered with low-dose
ritonavir.>® Cobicistat was changed to ritonavir after discus-
sions with the physician provider. Drug-drug interactions
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were present in seven of the regimens with six requiring
monitoring and two requiring dosage or regimen adjust-
ments, which was made for one client. Seven clients, who
were confirmed to be non-adherent as evidenced by claims
data and verification with pharmacy providers, were referred
to the MTM program.

DUR for Young Adults in Care Client Group 1

A clinical pharmacist reviewed claims data for 86 clients
(aged 18-30) enrolled in ADAP from January to May of
2017. Fifty clients were receiving ARV or other prescription
medications. Seventy-six percent were identified as male,
18 percent as female and 6 percent were designated as “3”
with the categorization as “sex unknown”. Most clients
were receiving integrase strand transfer inhibitor (INSTI)-
based regimens (68%) and single tablet regimens (82%).
Secondary treatment non-adherence to ARV treatment
regimens was verified with pharmacy providers based on
pharmacy fill data for 12 of the 50 clients. However, care
coverage had expired for four of the clients. The remaining
eight clients were referred to the MTM program. Thirty-six
(41.9%) clients were non- utilizers of antiretrovirals based
on available data.



TABLE 2: Young Adults in Care Client Issues/Concerns and MTM Service
Actions/Outcomes Client Group 2

Client# Regimen

#1a

Dolutegravir
Emtricitabine
Tenofovir DF

Concerns/issues

Last filled in February

1/31/18: CD4 count 669 cells/mm3
& VL 3,470 copies/mL

Action/Outcome

Spanish interpreter scheduled MTM appointment; client called to
cancel and did not respond to repeated attempts to contact. MCM
stated that she has made several attempts to contact client without
success.

#3a

Dolutegravir
Emtricitabine

Scripts transferred to a “specialty”
pharmacy. Unclear which specialty
pharmacy.

12/18/17: CD4 count 344 cell/mm3
& viral load 51,233 copies/mL

#2a |° Elvitegravir No refills since January 2018. Client | Spanish interpreter unsuccessful in attempts to contact & schedule
I~ requested refills but needs to be appointment. MCM stated that client is hard to reach due to unstable
e (Cobicistat - o .
o seen by Physician Provider first. housing and no personal phone.
e Emtricitabine
) 4/26/18: CD4 count 350 cell/mm? &
* Tenofovir AF viral load 31,900 copies/mL
e Abacavir No fills since December 2017. Phone number on file was client’s father; left messages.

Social worker indicated that client was seen on 6/5/18, is now
taking her ARVs and getting better with adherence. 6/20/18: CD4
count 376 cell/mm3 & viral load 9,960 copies/mL

#4a

Dolutegravir
Emtricitabine

Inconsistent refills. Last filled in
May. Filled in November 2017
before that. Recent visit to MD.

Spanish interpreter scheduled appointment for MTM service; client
is illiterate in English and Spanish as well as health literacy. During
the discussion, client requested to meet in person for service, which

* Tenofovir AP | ¢116/18: CD4 count 40 cell/mm3

and viral load 510,000 copies/mL

was scheduled. Client canceled and stated that he was no longer
interested in ARV treatment and was returning to El Salvador.

and financial issues as well as nonadherence.

Concurrent and Retrospective DUR Client Group 2
DC ADAP claims data from October 2017 to March 2018
was reviewed by the clinical pharmacist team. A total of 690
client records including all age groups were screened for
the indicators and 30 were selected for further concurrent
review. All the clients were receiving at least two active ARV
medications with 73 percent receiving three-drug regimens.
Twenty-nine client regimens (96.7%) were considered to
be appropriate based on the USPHS Guidelines for Adults
and Adolescents. One client was receiving a combination
of cobicistat-boosted darunavir, etravirine and dolutegravir.
The appropriate PI booster for this regimen is ritonavir.>
Using the traditional two NRTI backbone-plus one class
definition, eight (26.7%) clients received INSTI-based reg-
imens, three (10%) received NNRTI-based regimens, and
five (16.6%) were on PI-based regimens. The remaining 14
(46.7%) clients were on a combination of drugs from two
or more classes that did not follow the traditional NRTT
backbone plus one rule.

Twenty-nine of the 30 clients were receiving appropriate
ARV doses. The client who did not meet this criterion was
receiving atazanavir 300mg, ritonavir 100mg, efavirenz
600mg, and emtricitabine/tenofovir DF 200mg/300mg, once

a day. The atazanavir dose recommended is 400mg when
used in combination with efavirenz in ART-naive patients.”
Potential drug-drug interactions were present with 14 clients’
regimens with one requiring no precautions. Monitoring was
required in six of the clients. Seven clients were receiving drug
combinations with significant drug interactions that required
some dose/regimen adjustment; however, regimen/dosage
adjustments had not been made for two of these clients. One
client was the previously mentioned case of efavirenz and
atazanavir, and the other client was receiving a combination
of cobicistat/darunavir, etravirine and dolutegravir, which
could result in lower plasma concentrations of cobicistat,
darunavir and dolutegravir.®

Twelve (40%) clients appeared to be non-adherent based
on pharmacy claims data. Many of these were clarified by
contacting the pharmacy providers for verification of client’s
adherence. When pharmacy providers could not provide
the necessary information, physician providers were con-
tacted for further clarification. One client was confirmed to
be non-adherent and was enrolled in the MTM program.
The client with the efavirenz-atazanavir drug interaction
was discussed with the physician provider. The physician
explained that this client had not been seen at the clinic
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TABLE 3: Concurrent and Retrospective

TABLE 4: DUR for Young Adults in Care Summary—

DUR Summary—Client Group 2 Client Group 2
Category Number  Percent Category Number  Percent
Clients contacted 70f13 54% Clients contacted 50f8 62.5%
Clients scheduled for CMR of total 6 of 13 46% Clients scheduled for CMR of total 20f8 25%
Clients scheduled for CMR of those contacted 6of 8 75% Clients scheduled for CMR of those contacted 20f5 40%
Clients scheduled who kept their MTM 50f 6 83% Clients scheduled who kept their MTM 10f2 50%
appointment appointment
Clients contacted who declined of those 20f8 25% Clients contacted who declined of those 3ofb 60%
contacted contacted
Clients contacted who need Spanish interpreter 30of8 38% Clients with contact attempts by Spanish 70f8 88%
int t
Clients with 2018 viral load <20 copies/mL 3011 27% el
Clients with 2018 viral load <20 copies/mL 0of8

for about one year prior to the inquiry. This client was also
referred for enrollment in the MTM program. Several attempts
via telephone and written communications were made by the
clinical pharmacist to reach the physician provider for the
cobicistat/darunavir-etravirine-dolutegravir drug interaction
without success. Client examples are briefly described below
(see Table 1).

DUR for Young Adults in Care Client Group 2

A focused review of only young adults aged 18-30 was conducted
during the period of October 2017 and March 2018. A total of
73 young adults were in care. Fifty-five were identified as males,
15 as female and 3 were classified as undetermined or unknown.
Fifty-four (~74%) were receiving single tablet regimens. Most
(64.4%) clients were on INSTI-based therapies (2 NRTI back-
bone + INSTI). Sixteen percent were on NNRTI-based regimens
and nine were receiving PI-based regimens. The remaining
five clients were receiving other drug regimen combinations.
Initial screening of adherence as indicated by gaps in prescrip-
tion refill history generated a list of 27 clients (37%). Further
verification with DC ADAP and clarification with pharmacy
providers yielded eight non-adherent clients. These clients were
referred to the MTM program and have been briefly described
in Table 2. Intense efforts to connect with non-adherent clients
were made by working with ADAP staff and their medical case
managers (MCM). In addition, a Spanish interpreter was used
to connect with clients who only spoke Spanish and those with
limited English proficiency. MTM appointments were made with
two of the eight clients (25%). One client kept the first phone
appointment; service was not able to be provided because of
illiteracy and client requested an in-person appointment which
was not kept. None of the non-adherent young adult clients had
documented 2018 viral suppression.
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MTM

Results from DUR review period October 2017 to March 2018 revealed
twenty-one clients who are non-adherent to ARV therapy and referred
to the MTM Program. Thirteen clients were from the Concurrent and
Retrospective DUR and eight clients were from the targeted DUR for
Young Adults in Care. Six of the thirteen clients from the Concurrent
DUR were scheduled for a CMR. Five clients kept their appointment
and received the service. Three of the five clients received the service via
a Spanish interpreter. Two clients refused the service. Three of the five
clients who did not receive service had 2018 documentation of virally
suppression.

For the DUR for Young Adults in Care, seven clients were provided
Spanish interpretation to schedule the MTM appointment. Two of the
seven clients were scheduled for a CMR. The one client who kept his
appointment was illiterate (reading and writing) in English and Spanish
as well as being deficient in health literacy. He requested and scheduled
an in-person meeting for service but cancelled the appointment and did
not want to reschedule. His most recent viral load was 501,000 copies/
mL and his CD4 count was 40 cells/mm°. Contact was made with his
physician provider and care navigator; both confirmed social and financial
issues that contributed to non-adherence. The second client cancelled
his CMR appointment and did not respond to phone calls thereafter.
The remaining six clients were unable to be scheduled for appointments.
One client was in a rehabilitation facility in Florida. In addition, four
of the eight clients who had 2018 laboratory data available were not
virally suppressed.

The following descriptions highlight the MTM actions for the 21 cases
referred to the MTM program from the Concurrent and Retrospective
DUR Summary Client Group 2 (see Table 3) and the DUR for Young
Adult Clients Client Group 2 (see Table 4).

The two case descriptions below are examples from the integrated
DUR- MTM program.



CASE #1
CN is a 45-year old male with a history of an
allergy to Bactrim and Zithromax (ICU admit).

Conditions: HIV, hypertension, diabetes

Medications: abacavir/dolutegravir/lamivudine daily, ataza-
navir/cobicistat daily, amlodipine 10mg daily and metformin
500mg bid.

CN was referred to the MTM Program because of incon-
sistent refills of ARV prescriptions. He stated that his primary
health insurance does not cover ARVs. He was getting his
ARVs at one network pharmacy; his ARV’ prescriptions
were transferred to another network pharmacy without
notification. Through a series of events he said that he did
not take his ARVs for two months but is now adherent with a
non-detectable viral load. He stated that he has gastrointestinal
adverse effects from abacavir/dolutegravir/lamivudine that
requires him to consume a large meal before taking it; he also
said that he alternates dose timing of his ARVs. His doctor
visits are currently every three months. He stated that his
diabetes is not well-controlled (recent blood glucose ~190),
but recent improvement in Alc from ~9 to 7.6. The CD4
count and viral load on file at DC ADAP dated 3/15/18 were
1189 cells/mm?® and <20 copies/mL, respectively.

CMR revealed the following concerns:

Safety Alert: Non-adherence

Non-adherence to ARV increases the risk of viral replication,
resistance and HIV transmission. Client was made aware
that each ARV product should be taken at the same time
every day and to discuss the option of a possible alternative
to abacavir/dolutegravir/lamivudine with his doctor.

Care Gap: Omission
Client has diabetes and should be considered for low dose
aspirin to reduce the risk of cardiovascular events.

CASE #2

NM is a 35-year old transgender female
with a history of allergy to trimethoprim/
sulfamethoxazole.

Conditions: HIV, hepatitis C, asthma

Medications: atazanavir 300mg daily, ritonavir 100mg daily,
emtricitabine/tenofovir DF daily, conjugated estrogens 1.25mg
bid, spironolactone 25mg bid, atovaquone 10mL daily and
an unknown inhaler for asthma prn

NM was referred to the MTM Program because of incon-
sistent refills of ARV prescriptions. Service was provided via

a Spanish interpreter. The client admitted to non-adherence
and attributed it to social drinking on the weekends. However,
this would not account for two-month lapse in ARV refills.
She indicated that she was taking one tablespoonful (15mL)
of atovaquone daily, was unsure of the name and dose of
second drug for transgender therapy as well as the inhaler
used for asthma. Validation with the pharmacy provider
confirmed the prescribed dose of atovaquone as 10mL daily,
transgender hormone therapy as conjugated estrogens 1.25mg
bid and Spironolactone 25mg bid. There was no record of
a prescription filled for an inhaler. Client stated that she
had not been treated for hepatitis C because of drug costs.
Discussion with MCM and previous communication with
physician provider confirm long history of non-adherence
to ARV regimen and making and keeping appointments.
The CD4 count and viral load on file at DC ADAP dated
2/23/18 were 264 cells/mm° and <29 copies/mL, respectively.

CMR revealed the following concerns:

Safety Alert: Non-adherence

Non-adherence to ARV increases the risk of viral replica-
tion, resistance and HIV transmission. Client admitted to
non-adherence; discussion with encouragement and need
for adherence was presented.

Care Gap: Omission

Client has not been treated for hepatitis C. Based on discus-
sion with MCM and previous communication with Physician
provider, non-adherence is most likely the reason.

Health Literacy
Client lacks knowledge of medication names and doses as
well as critical need for ARV adherence.

Discussion/ Conclusion

DUR programs, as required in state ADAPs, help organi-
zations understand the medication use process, discover
issues or concerns, interpret, and improve the prescribing,
dispensing, administration practices and use of medi-
cations.” Results are used to guide improvements to the
medication use process that can impact the lives of pa-
tients. Pharmacists must collaborate with other members
of the healthcare team to conduct a successful DUR.>**
Some of the issues commonly addressed by DURs include
drug-disease contraindications, drug-allergy interactions,
drug-drug interactions, under-/over-dosing, duplicate
therapies, polypharmacy, inappropriate duration of ther-
apy, inappropriate prescribing practices, non-adherence,
cost-effectiveness and adverse drug events. Reports of the
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findings are generally shared with the interdisciplinary

team and oversight committees.

Beyond DUR, is the well-established practice innova-
tion, MTM services, that have been integrated into the DC
ADAP program. Several consensus definitions of MTM
exist including the following: “A distinct service or group of
services that optimize therapeutic outcomes for individual
patients” Most notable is that MTM was adopted by CMS for
provision of pharmacy benefits for patients when Medicare
Part D programs were initially established in 2010 in the US.

Several of the major limitations of the current DUR
activities within DC ADAP have been fulfilled with MTM
including:

1. Provisions for the time commitment and expertise of
the clinical pharmacist team in direct patient care for
medication management

2. Access and review of complete medication history within
the patient’s medical history

3. Greater integration of the client’s interdisciplinary team

within the community and across the client’s continuum
of care

There is limited published data on MTM in HIV pop-

ulations in general and in ADAP populations specifically.

Reportedly, at least one ADAP provider has described an

MTM program utilizing the call center model in Oregon.

The findings from our pilot with DC ADAP demonstrates

the feasibility and need for MTM to be integrated into

established DUR programs to:

1. Identify and provide client-level medication therapy
management by clinical pharmacists to high risk and
nonadherent populations

2. Support care integration with the primary care team, in-
cluding the dispensing pharmacist and the ADAP program

3. Promote quality improvement models

4. Incorporate modern technologies and enhance use of elec-

tronic prescription claims and other national prescription
utilization databases from dispensing and e- prescribing
records HIv
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New from CDC

HIV Nexus is a new comprehensive website from the Centers
for Disease Control and Prevention that provides the latest
scientific evidence, guidelines, and resources on:

Screening for HIV.

Preventing new HIV infections by prescribing PrEP
and PEP.

Providing treatment to people with HIV to help improve
health outcomes and stop HIV transmission.

To access tools for your practice and patients, visit:
www.cdc.gov/HIVNexus.




JEFFREY T. KIRCHNER, DO, AAHIVS
AAHIVM Chief Medical Officer

Update to the Varicella-Zoster Virus (VZV) Disease Section of the
DHHS Adult and Adolescent Opportunistic Infections Guidelines.
Published online September 6, 2019. https://aidsinfo.nih.gov/
guidelines/html/4/adult-and-adolescent-oi-prevention-and-treatment-
guidelines/0?utm_source=AIDSinfo&utm_medium=email&utm_
campaign=9-5-19-Adult_0I_Guidelines

The DHHS Guidelines for the Prevention and Treatment of Opportunistic
Infections recently updated their recommendations on the use of the two
FDA-approved vaccines — recombinant zoster vaccine Shingrix® [RZV]
and older zoster live vaccine Zostavax® [ZVL] for prevention of herpes
zoster in persons with HIV. This information specifically focuses on
PLWH age 50 years and older. The guidelines now recommend using
RZV instead of ZVL.The newer RZV is a subunit preparation containing
recombinant VZV glycoprotein E (gE) and adjuvant AS01B that elicits a
much stronger immune response than ZVL. The current schedule for RZV
is one IM injection followed by a second “booster” at two to six months.
The guidelines note that ZVL may still be used if RZV is not available or
cannot be given due to allergy or intolerance. They also note that ZVL is
contraindicated in persons with a CD4 count < 200 cells/mm3.

The 2017 approval and recommendations for RZV use were based on
several phase 3 randomized, placebo-controlled clinical trials involving
>30,000 participants. In these studies, vaccine efficacy against herpes zoster
was 97 percent overall and 91 percent in those aged >70 years. The most
common adverse reactions were pain (78%), myalgia (45%), and fatigue
(45%). Grade 3 injection site reactions (pain, redness, and swelling) were
reported in 9 percent of vaccine recipients and grade 3 systemic events
(myalgia, fatigue, headache, fever, and gastrointestinal symptoms) in 11
percent of recipients. These reactions occurred more frequently after the
second dose of RZV. There are some limited data on use of RZV in persons
with HIV, and currently ACIP/CDC has not specifically recommended
its use in persons with HIV. There are also no data regarding the optimal
timing of vaccination for persons who have CD4 counts <200 cells/mm3
or who are not virologically suppressed on ART. It would be reasonable,
as with other vaccines to give RZV following initiation of ART with viral
suppression and subsequent CD4 count recovery.

COMMENTARY: Following the approval of the RZV in October of
2017 there was such great demand that a subsequent shortage occurred
for about one year. The vaccine is again available and we have been
recommending for our age-appropriate ( >50 years) HIV patients. A
few caveats with RZV included: counseling patients about adverse re-
actions and reassuring them that is it reccommended even if they have
had shingles in the past. There are insurance reimbursement issues with
payers including Medicare, so most of our patients are getting Shingrix®
at their community pharmacy or hospital outpatient pharmacy to cover
the cost, which is billed under their prescription benefits.
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Kerchberger AM et al. Weight gain associated with Integrase Stand
Transfer Inhibitor use in women. Clinical Infectious Diseases,
Published on line: 28 August 2019. https.//doi.org/10.1093/cid/ciz853.

Integrase strand-transfer inhibitor (INSTI)-based regimens have
become the primary therapies for the majority of persons with HIV
disease. Several recent reports have linked these drugs to weight gain -
similar to what was seen in the past with protease inhibitors. This paper
is from the Women’s Interagency HIV Study (WIHS) - a cohort of 10
clinical sites in the U.S. They included 234 women enrolled from 2006
through 2017 who either switched to an INSTI or added an INSTT to
their ART regimens. These women were compared to 884 women who
were taking non-INSTI ART. Their mean age was approximately 49
years and 61 percent were black. The authors measured weight, body
mass index, body fat percentage, along with waist, hip, arm, and thigh
circumference. Measurements were obtained at six to 12 months before
starting then 6 to eighteen months after starting an INSTI.

Changes in measurements over time in each group were adjusted
for race, age, education, smoking status, and baseline ART regimen.
Compared to the women maintained on non-integrase regimens, the
INSTI group experienced mean greater increases in body weight (2.1kg),
BMI (0.8 kg/m?), and percent body fat (1.4%). They also had 2.0 cm, 1.9
cm, 0.6 cm, and 1.0 cm increases respectively in waist, hip, arm, and thigh
circumference. All of these differences were statistically significant and
affected nearly 20 percent of the women on an INSTI. No differences in
body changes were observed by one specific integrase inhibitor compared
to another. The authors note that these increases in adiposity over a short
follow-up period indicate an underappreciated health impact of integrase
inhibitors, especially in women, and may influence future acceptability
of these ART regimens.

COMMENTARY: This study adds to a growing body of data associ-
ating INSTT use and weight gain. As the majority of PLWH in the U.S.
are now taking an INSTT as part of their ART regimen, greater attention
will have to be made to the growing problem of obesity and associated
health risks including CVD, diabetes, and hypertension. The gains in
both peripheral and central adiposity differ from previously described
HIV-associated lipodystrophy. Whether these changes are hormonally-
mediated or related to improved appetite and increased caloric intake
remains to be determined. I believe it would be reasonable to have this
discussion with patients at the start of therapy, however it is not a reason
to choose a non-INSTI based regimen.



Short, W. et al. Use of Recommended Preventive Health Care
Services and Variations in HIV Care among Women with HIV in the
United States, 2013-2014. Opportunities for Expanded Partnerships in
Support of Ending the HIV Epidemic, JA/IDS Nov 1, 2019;82(3):234-244.
doi: 10.1097/QA1.0000000000002141

Along with maintaining patients on effective ART, preventive care and
health screening interventions are indicated for the majority of persons
living with HIV. Recommendations for preventive health services are
issued regularly by various national organizations including the USPSTE,
CDC, and other professional societies. There is limited data in regards
to how often women who are receiving HIV care are also getting com-
prehensive medical care. This study used data from the CDC Medical
Monitoring Project for the years 2013-2014. The authors used various
statistical methods to look at the associations between preventive health
screenings, routine HIV care (using CD4 count and viral load measure
as proxies), and sociodemographic factors. The study included 2766
women of whom almost half (48%) were 50 years and older. In terms
of other demographics, 62 precent were non-Hispanic black, 68 percent
were living below the federal poverty level, 67 percent had public health
insurance and 37 percent had greater than a high school education.
Regarding HIV treatment, 94% were prescribed ART of whom only 66
percent had sustained viral suppression at 12 months. Among women
in this cohort who were at least 18 years of age or older, 44 percent were
screened for cervical cancer, 28 percent had breast cancer screening, and
35 percent were screened for STIs. Twenty-six percent did not meet six
month, and 37 percent did not meet 12-month intervals for obtaining
CD4 counts and viral load testing. In multivariable analyses, women
with no viral load testing in the past six months were less likely to have
viral suppression. The authors note that the delivery of preventive health
care in these women was suboptimal and cite the need for interventions
to improve uptake and implementation.

COMMENTARY: Overall, these data are rather discouraging but also
are five to six years old so I am optimistic that most HIV clinical pro-
grams, in particular those that are Ryan White funded are doing better
than this cohort of women from the MMP. Newer guidelines have less-
ened the frequency for mammography and PAP smears which may also
improve these data regarding the percent of women screened. However,
less frequent visits for CD4 and viral load monitoring - usually every
6 months, make it more challenging to perform all preventive services
(including immunizations) at one office visit. Having CQI programs in
place that include chart auditing and call-back systems as part of standard
office practice are interventions that should help improve these numbers.

Michos ED et al. Lipid management for the Prevention of
Atherosclerotic Heart Disease, N Engl J Med 2019;381(16):1557-67.
DOI: 10.1056/NEJMra 1806939

Because of the growing importance of prevention and treatment of
cardiovascular disease in persons with HIV, I have decided to cite an
excellent review article on this topic. The content is mainly based on the
2019 ACC-AHA guidelines for cholesterol management for primary
prevention of CVD. Here are some key take-home points from the article.
® It has been known since 1961 from Framingham data that an elevated
level of low-density lipoprotein (LDL) is a major contributor to ath-
erosclerotic CVD

® Although the general assumption regarding LDL cholesterol is “lower
is better;” 40 percent of persons with coronary artery disease have
normal total cholesterol levels (< 200 mg/dL)

® As a starting point, all adults 40-75 years old should have their overall
CVD assessed by using the ACC-AHA risk calculator (cvriskcalculator.
com). This should NOT include persons with diabetes or whose LDL
is > 190 mg/dL as statin therapy is reccommended for these patients

® A low risk ACC-AHA score is less than 5 percent, intermediate risk is
5 to 20 percent, and high-risk is greater than 20 percent

® Statin therapy is recommended for high-risk patients to reduce LDL
by 50 percent

® Statin therapy is recommended for intermediate-risk patients to lower
LDL by 30 percent

® The presence of risk-enhancing factors, including HIV infection and
chronic kidney disease, favor initiation of statin therapy for interme-
diate risk patients

® For patients at intermediate risk who are statin-intolerant or have
concerns about side-effects, coronary artery CT to calculate a calcium
score is reasonable. Patients with scores of 0 may defer a statin (except
for smokers)

COMMENTARY: The above is a summation of the key points regarding
primary prevention of CVD. The article also includes a discussion of
secondary prevention and of non-statin therapies including ezetimibe,
PCSK9 inhibitors, and N-3 fatty acids. These latter drugs still play a role
in persons with elevated triglyceride levels — something that was seen
very commonly in the past in patients on boosted-protease inhibitors.
Life-style modifications remain very important for primary and secondary
prevention of CVD. Shared decision-making regarding risks and benefits
of statins is also emphasized in this article.

Readers are also referred to the comprehensive review by
Feinstein and Hsue—Characteristics, Prevention, and Management
of Cardiovascular Disease in People Living with HIV: A Scientific
Statement From the AHA. Circulation. 2019; 140: e98-e124; DOI:
10.1161/CIR.0000000000000695 HIv



Quest

Diagnostics”

From HIV scre
Quest covers al

or HIV prevention,

Quest Diagnostics is the first natio

Our easy-to-use panel includes all the CDC-reco

you can spend more time with patients and less time

With the Quest HIV PrEP Panel, prevention is just one te
about the accuracy and efficiency of our PrEP Panels at HI\



