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Objectives
• 1. The participant will be able to describe

the importance of early initiation of
treatment for HIV-1 infection, and how/why
primary care providers can/should get
involved

• 2. The participant will be able to prescribe

(or assist) initial treatment of HIV positive
adults and adolescents, utilizing currentlyrecommended antiretroviral medications,
and will remember at least 1 combination
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Treatment reference

• Main source for recommendations on initiation
of ART (antiretroviral therapy)

– DHHS Guidelines, ARVs (antiretrovirals) for
adults/adolescents with HIV-1: U.S. Dept. Health
and Human Services (not for pediatric or HIV-2)
– Published on National Institutes of Health (NIH)
Website; latest is 10/17/17 update

https://aidsinfo.nih.gov/contentfiles/lvguidelines/adultandad
olescentgl.pdf
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Primary care providers will be in
position to start HIV treatment
• Routine screening recommended by US Preventive
Services Task Force (2013), CDC (2006)

– Law in CA for primary care to offer if order blood tests

• About 15% of US HIV not yet diagnosed
• Primary care providers will occasionally get a positive
•
•
•

result and need to do something about it
Call patient in ASAP: start treatment, tests
• Do not need to be an HIV expert to initiate therapy
See back 2-6 wks to assess labs, drug tolerance
Options: 1) refer total care; 2) refer HIV care, retain
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primary care; 3) include HIV care in practice

Deciding whether to be the HIV
provider and when to consult

• HIV can be simple to treat if

– High CD4 cell count, asymptomatic, no complications
– No serious co-morbidities (mental, physical)
– Patient tolerates, adheres to first drugs prescribed

• After 2-6 wk. f/u, see q2-8 wks. till virus

suppressed, then q 3-4 mos. for labs, refills,
counseling
• Once CD4 count <200 (AIDS), more complex
– Prophylaxis/treatment for opportunistic infections

– Metabolic, neurocognitive, renal, cardiac, other
– Get consults, refer specialty care when need help
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Studies justifying early treatment
• In 2011, Cohen et al.: HIV infectiousness is reduced

by at least 96% with suppressed (undetectable) viral
load (VL) = virus in blood: “treatment as prevention”
– http://www.nejm.org/doi/full/10.1056/NEJMoa1105243#t=article

• The START and TEMPRANO studies showed improved
clinical outcomes with early antiretroviral treatment
even at high CD4 levels
– https://www.ncbi.nlm.nih.gov/pubmed/26192873,
http://www.ncbi.nlm.nih.gov/pubmed/26193126

• Studies starting treatment on day of diagnosis show
• More rapid achievement of viral suppression
• Better 12-month viral suppression, retention in care

Koenig S. et al., PLOS Medicine 2017; 14(7) (Haiti), Pilcher CD, JAIDS 2017, 744:44-51
(San Francisco), https://www.ncbi.nlm.nih.gov/pubmed/27434707
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U.S. treatment guidelines since
2012: treat all positives, right away
• 2001-2011 guidelines delayed treatment till

CD4 count low, which could take years
• 2012 expanded treatment to anyone with HIV
(“test and treat”)
– Be sure truly positive; have documentation of
positive test
• Errors and fictitious cases, esp. in mental patients

• 9/15: WHO endorsed “test and treat” globally
http://www.sajhivmed.org.za/index.php/hivmed/article/view/459/870
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Exceptions to immediate treatment

• Patient refuses to start immediate treatment
• Patient in mental shock after first told of positive
•

HIV test, not ready to accept or recall instructions
Hepatitis C co-infection: Drug interactions if
treating both, but HIV treatment slows hep C
• Some clinicians defer
ARVs till after 12-wks.
of HCV treatment if
HIV is asymptomatic
and patient is compliant

is

• “Elite controllers” (<1%): baseline VL undetectable
– Clinical benefit of immediate treatment uncertain
– Treat if CD4 drops, viremia, or clinical progression

(DHHS 10/17)

Baseline tests (just) before start
treatment after HIV positive result

• Viral load (VL): How many viral copies/ml blood?
– Follow q2-8 wks till suppression, then q 3-4 mos.
– Rilpivirine, abacavir only if <100,000. Find elite controllers.

• CD4 count: How much immune function remains?

• <200 (“AIDS” or Stage 3) calls for cotrimazole prophylaxis
• Rilpivirine only if >200
• Repeat 3 mos. then q 3-6 mos.; can get with viral load ~quarterly

• Genotype: Detects mutations that characterize resistance
– If select dolutegravir, bictegravir, or darunavir, no resistance expected
– Genotype could detect mutations against other drugs in regimen, and useful if
switch to other drugs later
– Repeat if virological failure (assuming patient believed to be adherent)

• HLA B*5701: If +: 50% abacavir hypersensitivity (can be lethal)
• HBsAg: If +, use drugs that treat both HIV and hep B
• Anti-HCV:

Treat if +; some hep C drugs interact with ARVs
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More baseline tests (just) before start
treatment after HIV positive result
• Also obtain these (DHHS rec’s those in bold)
– Comprehensive metabolic profile (incl. creatinine)
• If creatinine elevated, avoid original form of tenofovir
• Baseline = “real” creatinine needed if give dolutegravir or cobicistat
– Elevation (inhibited secretion) not indicating renal damage
• Monitor periodically

–
–
–
–
–

Lipid profile (elevations from HIV, some meds)
CBC (some meds could cause anemia; need baseline)
Urinalysis (for renal function and to rule out UTI)
Hemoglobin A-1c (insulin resistance from HIV, some meds)
STD screen (STDs increase HIV transmission) including RPR;
chlamydia/GC: urine, also pharyngeal and anal for MSM
– Pap test; pregnancy test if indicated
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How the 5 main classes of HIV
antiretroviral drugs work; use 2
Booster drugs can be considered as a 6th class
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Original source (no longer unavailable): http://i-base.info/guides/starting/hiv-lifecycle

ARV drug classes utilized in initial
regimens, “2 + 1” model
• The model since 1996: 2 NRTIs (“nukes”) plus a 3rd
drug from another class

– A pair of NRTIs is typically combined in a single pill, taken
with or without food

• In first-line regimens for newly diagnosed patients,

the third drug is selected from the integrase inhibitor
or INSTI group (integrase strand transfer inhibitors)
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The recommended “backbone” for
HIV-1: tablets with 2 NRTIs
• Tenofovir, the most powerful NRTI, now comes in
•

two forms
Tenofovir alafenamide (TAF): introduced 2015,
used for HIV in combination pills with emtricitabine
(FTC), 25/200 mg: Descovy

• Safest combo; blue tablet, only 1/day)
• Need less than 1/10 the dosage of original tenofovir

disoproxil (of which it is prodrug): 25 mg vs. 300 mg
• Package insert permits use down to eGFR of 30 (vs. 60 for
the older form of tenofovir, TDF)
• Safe for both kidneys and bone
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The recommended “backbone”
NRTIs for HIV-1, contd.

• Original Tenofovir disoproxil (TDF): In combo pills, with
emtricitabine (FTC) 300/200 mg: Truvada, or with
lamivudine (3TC) 300/200 mg: Cimduo (new) not in video
– May cause osteopenia and renal tubular proteinuria, ^Cr
– Still some advantages and exclusive uses:
• Truvada is used for PrEP (pre-exposure prophylaxis); and with
protease inhibitors; TAF not yet approved for those
• TDF off patent, generic recently announced, may become less
expensive
• Beneficial effect on lipids; expect less with TAF

• Abacavir (ABC): Alternative to the tenofovirs, in combo

with lamivudine (3TC) 600/300 mg: Epzicom, generics
– Use only if HLA B*5701 negative, VL<100,000; ?^MI risk
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3rd Drug: integrase inhibitors (INSTIs)
INSTI group favored: stable lipids; well-tolerated; more rapid viral
suppression than PIs, NNRTIs

• Dolutegravir (DTG) available alone, 50 mg: Tivicay, or in
combo with abacavir and lamivudine: Triumeq

– Once daily with or without food; small beige tablet
– Very low resistance; fewer discontinuations than other drugs
– May raise creatinine levels without renal damage (inhibits secretion)

• Raltegravir (RAL) has longest clinical experience; tolerated
•
•

best; no combo pills; some resistance; with or without food:
Isentress HD 1200 mg/d or Isentress 400 mg bid
Elvitegravir (EVG) available in fixed-dose combination, with
TAF, FTC, and cobicistat boost, 150/10/200/150 mg; 1 tablet
once/day: Genvoya; some resistance; with food
NEW: Bictegravir in once/day combo pill with TAF and FTC,
50/25/200 mg: Biktarvy, almost no resistance, with or without
food; approved by FDA 2/7/18; not yet in DHHS guidelines 15

Dolutegravir does have side effects
• Neuropsychiatric (more common than other INSTIs,
and in women), 5% discontinuation

– Insomnia (0-7%, early), depression (0-1%, delayed),
headache (0-2%, early), fatigue (0-2%, early), suicidal
ideation (0-2%, delayed)

• GI: Nausea (0-2%), Diarrhea (0-2%), early)
• Also reported:
– Elevated liver transaminase tests (mostly hep B and C
patients, 1-18%, delayed); jaundice (0-3%, delayed)
– Elevations of blood sugar (6-18%, delayed)
– Neutropenia (2-4%, delayed)
– Lipodystrophy (unknown frequency, delayed)
– Pruritis (0-2%, rapid), rash (0-1%, early)

• If not tolerated, substitute a 2nd INSTI (raltegravir?)
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New warning on dolutegravir
(not included in Webinar video)
• 5/18/18 Safety Alert: FDA warns that cases of

neural tube birth defects have been reported in
women at the start of pregnancy or early in the
first trimester, receiving dolutegravir in Botswana
– Suggestion: Women anticipating pregnancy, or in early
first trimester, who are starting HIV treatment should
use a different integrase inhibitor
– Those in early pregnancy already taking dolutegravir
should consult their physicians about switching to an
alternative drug
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Alternative 3rd Drugs if >2 INSTIs not
tolerated : 1) Protease Inhibitor (PI)
• Darunavir (DRV), 800 mg: Prezista
– Inferior to dolutegravir or raltegravir in studies
– Very low resistance; can start pending blood results
– Combine with one of the two older “backbone” pairs of
NRTIs , TDF + FTC: Truvada, or ABC + 3TC: Epzicom
• Not yet approved with TAF; studies pending
– Boost with cobicistat, which is available combined with
darunavir: Prezcobix, total of 2 pills including NRTI
combo, once daily, with food
– Or boost with ritonavir, separately: Norvir or generic
• Also a protease inhibitor, but used as booster in low dosage
• Total regimen then requires 3 pills, all once-daily, with food 18

Alternative 3rd drugs, contd.:
2) An NNRTI (in 1 pill/day combo)
• Resistance to entire class develops with 1 mutation
•

and in HIV-2
Rilpivirine (RPV) 25 mg also mostly used in a
single once/day pill with TAF and FTC: Odefsey
– VL should be <100,000, CD4 >200 (“wimpier” ARV)

– Must take with food, and can’t use PPIs for acid reduction

• Efavirenz (EFV) is most used in a single once/day

pill, 600 mg with TDF (not safer TAF), FTC: Atripla
– High incidence of rash, nightmares
– Must take without food
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Keeping it simple (& safe with TAF)
• Remember two starting drugs few can fault:
• Descovy (tenovofir alefenamide/emtricitabine,

TAF/FTC), 1 tab (25/200 mg) daily, only 1 dosage
form; newest, safest combo of two NRTIs; plus

• Tivicay (dolutegravir, DTG) 1 tab (50 mg) daily,
integrase inhibitor with almost no resistance

• ADVANTAGES OF THIS REGIMEN (unless early pregnancy):
– Food or no food; few serious drug interactions
– Very little resistance; start immediately, before lab results
– Not 1 pill a day regimen, but only 2, taken together
• Combined generic from Mylan will soon be available elsewhere, not in U.S.

• Biktarvy (bictegravir, TAF/FTC) has promise as alternative,
only 1 tab/day, but comparative toxicity not yet known;
available but not yet recommended as starting regimen
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Ongoing: Behavioral, preventive

• Get good history including sexual, drug risks,

•

housing, social/mental health, systems review
Explain need for lifelong adherence to treatment
– Educate, reassure re hopeful prognosis if do so

– Outreach if miss appts.; urge return if side effects

• Motivational counseling on safe sex, no sharing
injection “works,” no plasma/blood donation

– Offer referrals: drug treatment, support groups, etc.
– Elicit partner contact info., can refer notification or total
partner services to public health
– Urge to notify current/future partners of HIV status
– Emphasize condom use; if reluctance, invite to refer
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regular partner(s) for PrEP with Truvada (?till VL neg.)

Summary

• Almost all HIV-infected patients should be rapidly
offered ART, primary care providers can do
– Can improve their clinical outcomes
– Prevent transmission (“treatment as prevention”)

• Draw blood before start treatment (DHHS recs in bold)
– For at least viral load (VL), CD4 count, genotype, HLA
B*5701, hepatitis B surface antigen hepatitis C
antibody (orange: pre-Tx baselines essential)
• Detect pre-existing drug resistance mutations
• Detect special or contra-indications for certain drugs
• Determine how advanced HIV is, which influences treatment
– Baseline CMP (incl creatinine), lipids, CBC, A-1c, UA
– Also recommended: STD screen incl. RPR, urine
chlamydia/GC (and pharyngeal, anal for MSM)
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– Pap test; pregnancy test if indicated

Summary, concluded

• Start treatment: General principle is to use 3 drugs:
– One of three available combinations of 2-NRTIs; Descovy
= tenofovir alafenamide/emtricitabine (TAF/FTC),
25/300 mg, has safety advantages
• Alternatively, Truvada = tenofovir/emtricitabine (TDF/FTC), or
Epzicom = abacavir/lamivudine (ABC/3TC)

– Add a third drug selected from the integrase inhibitor
(INSTI) group. Tivicay = dolutegravir (DTG), 50 mg if
not early preg.; hardly any resistance, no food restrictions
• Isentress HD = raltegravir (RAL), alternative if not tolerated; not in
combinations so give with Descovy once/day, no food restrictions
• Genvoya = Elvitegravir (EVG) available in 4-drug combo: 1 pill/day
complete regimen (with TAF, FTC, cobicistat); taken with food
• Biktarvy = bictegravir available in new 3-drug combo (with TAF,
FTC), 1 pill/day, no food restrictions; not yet in DHHS guidelines

• Assess at 2-6 weeks, decide to refer or follow
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