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When to Start?

« Exact CD4 count at which to initiate therapy is not
known, but evidence points to starting at higher
counts

« 2 large RCTs (START and TEMPRANO) have
addressed the optimal time to initiate ART



Strategic Timing of Antiretroviral
Therapy (START)

« 4685 HIV-positive adults with CD4>500 cells/mm? were
followed for a mean of 3.0 years

« Randomized to
— start ART immediately, or

— defer until the CD4<350 cells/mm?3 or until the development of
AIDS or condition that dictated the use of ART

* Primary composite end point:
— serious AlIDS-related event
— serious non—AIDS-related event
— death from any cause

The INSIGHT START Study Group. N Engl J Med 2015 Jul 20. [Epub ahead of print]



START: Primary and Secondary End Points

End Point

Immediate-Initiation
Group
(N=2326)

no./100
person-yr

Deferred-Initiation

Group
(N=2359)

no./100
person-yr

Hazard Ratio
(95% CI)7

P Value

Composite primary end point

0.60

1.38

0.43 (0.30-0.62)

Components of the primary end
point

Serious AIDS-related event

Serious non—AlIDS-related
event

0.28 (0.15-0.50)
0.61 (0.38-0.97)

Death from any cause

0.58 (0.28-1.17

Tuberculosis

Kaposi’s sarcoma

0.29 (0.12-0.73
0.09 (0.01-0.71

Malignant lymphoma
Cancer not related to AIDS
Cardiovascular disease

Other secondary end points
Grade 4 event:

Unscheduled
hospitalization(

Grade 4 event, unscheduled
hospitalization, or death
from any cause

0.50 (0.22-1.11

( )
( )
( )
0.30 (0.08-1.10)
( )
0.84 ( )

0.39-1.81

1.01 (0.73-1.39)
0.91 (0.77-1.08)

0.91 (0.77-1.07)

The INSIGHT START Study Group. N Engl J Med 2015 Jul 20. [Epub ahead of print]



Conclusions

* The Initiation of antiretroviral therapy in HIV-
positive adults with a CD4+ count >500
cells/mm?3 provided net benefits over starting
such therapy in patients after the CD4+ count
had declined to 350 cells/mm?

The INSIGHT START Study Group. N Engl J Med 2015 Jul 20. [Epub ahead of print]



A Trial of Early Antiretrovirals and Isoniazid
Preventive Therapy in Africa (TEMPRANO)

e CD4+ count <800 cells/mm3 without WHO
Indication for ART

« Participants were randomly assigned to
— deferred ART
— deferred ART plus IPT
— early ART
— early ART plus IPT

* The primary end point was a composite of
diseases or death from any cause at 30 months

The TEMPRANO ANRS 12136 Study Group. N Engl J Med 2015;373:808-22.



TEMPRANO Study

2962 Patients were screened

886 Were excluded
451 Declined to participate
3 Were pregnant
48 Had clinical indication to start ART
261 Had CD4+ below range for inclusion
88 Had CD4+ count range for inclusion
2 Were alre > ART
33 Had other rea

2076 Underwent randomization

518 Were assigned to deferred 517 Were assigned to deferred 520 Were assigned to early
ART+IPT (group 2) ART (group 3)

7 Were excluded early
3 Were HIV-2-p
3 Were HIV-negative
sl
combined

5 Were exclude
owing to b

5 Were excluded ear
4 Were HIV-2—positive
1 Was HIV-negative

304 Received ART

3 Received ART 461 Received IPT

17 Were lost to follow-up

511 Were included in the
7 (1.4%) xclu
the

The TEMPRANO ANRS 12136 Study Group. N Engl J Med 2015;373:808-22.

10 Were lost to follow-up
30 Discontinued IPT

5 (1.0%) Wer
the analysis

13 Were lost to follow-up
29 Discontinued IPT

e included in the analys
) W xcluded from




Primary outcome

All Patients
30-Mo

Probability
— Deferred ART 14.1%

— Deferred ART+IPT 8.8%
Early ART 7.4%
— Early ART+IPT 5.7%
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or Severe HIV-Related lliness (%)

18 24

Months since Randomization
No. at Risk
Deferred ART 511 473 448 418 400
Deferred ART+IPT 512 489 473 459 440
Early ART 515 481 463 452 432
Early ART+IPT 518 501 478 459 445

The risk of death or severe HIV-related iliness
was lower with early ART than with deferred ART




Conclusions

* |n this African country, immediate ART and 6
months of IPT independently led to lower rates
of severe iliness than did deferred ART and no
IPT, both overall and among patients with CD4+
counts =500 cells/mm?3

The TEMPRANO ANRS 12136 Study Group. N Engl J Med 2015;373:808-22.



When to start?

* ART Iis recommended for all HIV-infected
Individuals, regardless of CD4 T lymphocyte cell
count, to reduce the morbidity and mortality
associated with HIV infection (Al)

DHHS guidelines, January 2016



Adults?
(>19 years)

Pregnant and
breastfeeding
women

When to start?

ART should be initiated in all adults Strong Moderate
living with HIV at any CD4 cell count NEW

As a priority, ART should be initiated in | Strong Moderate
all adults with severe or advanced HIV

clinical disease (WHO clinical stage 3 or

4) and individuals with CD4 count <350

cells/mm?

ART should be initiated in all pregnant Strong Moderate

and breastfeeding women living with

HIV at any CD4 cell count and continued

lifelong UPDATED

WHO Recommendation, Sep 2015



When to start?
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HIV Prevention

= ART is also recommended for HIV-infected
iIndividuals to prevent HIV transmission (Al)

 Perinatal transmission

— use of combination ART during pregnancy has
reduced the rate of perinatal transmission of HIV from
approximately 20% to 30% to 0.1% to 0.5%

e« Sexual transmission

— HPTN 052 (1,763 HIV-serodiscordant couples): 96%
reduction in transmission associated with early ART
(HR 0.04; 95% CI, 0.01-0.27; P<0.001)

DHHS guidelines, January 2016



Oral pre-exposure prophylaxis to
prevent HIV acquisition

HIV-negative Oral PrEP (containing TDF) Strong
individuals at should be offered as an
substantial risk additional prevention choice for
WL IVAN (1Ll people at substantial risk of HIV
infection as part of combination
prevention approaches

WHO Recommendation, Sep 2015



What to Start?

DHHS guidelines, January 2016



Recommended Regimen Options

INSTI based (Al)

DTG/ABC/3TC (HLA-B*5701 negative)
DTG + TDF/FTC

EVG/c/TAF/FTC (CrCI=30)
EVG/c/TDF/FTC (CrCI=70)

RAL + TDF/FTC

Pl based (Al)

DRV/r + TDF/FTC

DHHS guidelines, January 2016




Alternative Regimen Options

NNRTI based EFV/TDF/FTC (BI)
RPV/TDF/FTC (VL<100000, BI)
Pl based ATV/c + TDF/FTC (CrCl 270 mL/min, BI)

ATV/r + TDF/IFTC (BI)
(DRV/c or DRV/r) + ABC/3TC (Blll and BII)
DRV/c + TDF/FTC (CrCl 270 mL/min, BIl)

DHHS guidelines, January 2016




Other Regimen Options

INSTI based |= RAL+ABC/3TC(CII)

NNRTI based [= EFV + ABC/3TC (VL<100000, CI)

Pl based = (ATV/c or ATVIr) + ABC/3TCL2 (Clll, CI)
= LPV/r (QD or BID) + ABC/3TC (ClI)
= LPV/r (QD or BID) + TDF/FTC (Cl)

Other = DRV/r + RAL (VL<100000, CD4>200, CI)
= LPV/r (BID) + 3TC (CI)

DHHS guidelines, January 2016




First-line ART regimens for adults

First-line ART for adults (including pregnant and breastfeeding women and people with
TB and HBV coinfection)

Preferred regimens TDF + 3TC (or FTC) + EFV

Alternative regimens AZT + 3TC + EFV (or NVP)

TDF + 3TC (or FTC) + NVP

Special circumstances® Regimens containing ABC, d4T® and boosted Pls

WHO Recommendation, Jun 2013



First-line ART regimens for adults
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Thai Guidelines, Sep 2014



ART In patients with active Ol



Considerations

Degree of iImmunosuppression
Avallability of effective therapy for the Ol
Risk of drug interactions

Overlapping drug toxicities

Risk of the consequences of the development of
IRIS

Willingness of the patient to adhere to drug
regimens

NIH, CDC, HIVMA/IDSA Guidelines for prevention and treatment of OI, June 2008



Worsening of patients
after initiation of ART

ARV adverse effects/complications

» Breakthrough of Ol or
Inflammatory reactions after ART

— Unmasking of preexisting Ol

— Immune reconstitution inflammatory
syndrome (IRIS)

—Recurrence of Ol due to antiretroviral
fallure
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All Disoazes

—18% F21% to —14%), P=.001

Toxoplasmosis

—21% 33% to—8%), P=.003

Kaposl Sarcoma

—38% (=539 to —18%), P00

Montubercuous Mycobactenal Dissase

—17% [(-259% to 0%, P= 001

Tubarculcsiz

—1E% (—31% to —3%), P =.02

Unmaskln of reeX|st|n Ol

Prsumocystis cannd Preumenia

—30% FA1% o 189, P00

Cytomegalovines Diseasa

=17% F25% to -8%), P<.00

Esophageal Candidiasis

=14%% F200G to -7 %), P00

Mon-Hodgkin Lymnphoma

—55% (-1 4% 40 +5%), P=.31




Ols occurring after
Initiation of HAART
» Retrospective observational study In
2154 HIV patients (ACTG trials)

* Ol occurred Iin fewer than 20% of
patients on HAART

—Major Ols: 5%, Minor Ols: 17%

» Approximately half occurred after first
6 months of HAART

Smurzynski M, et al. J Acquir Immune Defic Syndr. 2010 Sep 1;55(1):117-27.



Ols occurring after
Initiation of HAART

» Risk factors for development of Ols

History of Ols
_ow baseline CD4+ cell count*
High baseline plasma HIV-1 RNA level*

—emale sex

— Older age

*Risk factors for Ols in early months of
HAART

Smurzynski M, et al. J Acquir Immune Defic Syndr. 2010 Sep 1;55(1):117-27.



Immune Reconstitution
Inflammatory Syndrome (IRIS)

« AIDS patient

 Recelving ART with increased CD4 cells
and suppressed plasma viral load

« Symptoms/signs compatible with Ol or
Inflammatory reactions after ART

« Symptoms/signs are not due to new Ol
and adverse drug reactions



Immune Reconstitution
Inflammatory Syndrome (IRIS)

« TB: fever, lymphadenopathy, worsening of lung
lesions

 MAC: lymphadenopathy, worsening of skin lesions
« PCP: pneumonitis

« CMV: vitritis, neovascularization, retinal
detachment, pneumonitis

« Cryptococcosis: lymphadenopathy, pneumonitis,
aseptic meningitis

« Histoplasmosis: pneumonitis, cerebral lesions
 PML: worsening of cerebral lesions



Incidence and risk factors for IRIS

 Shelburne, et al. AIDS 2005: 19: 399-
4006.

— A retrospective chart review from 1997-
2000 in Houston, Texas

— 180 HIV patients with TB, MAC, or C.
neoformans and HAART

—31.7% developed IRIS



Time to diagnosis of IRIS
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Risk factors for IRIS

Patients Patients P value for
Characteristic with IRIS without IRIS difference

No.

Underlying opportunistic
infection (No.)
M. tuberculosis 2€ 60
M. avium complex 11 24 0.897
C. neoformans 20 3¢

Age at starting 38.! 38.9 0.39
Hf\f\lﬂ (years)

Ethnicity (%)
White, non- Hispanic
Black, non-Hispanic 0.5519
White Hispanic '
Other .. )
Gender (male %) 93 0.018
Median CD4 cell count 30 33 0.529
prior to HAART
(% 10" cells/l)
Median HIV-1T RNA 5.40 5.3: 0.091
Iexel prlor to HAART

Median m‘rerxal between 50 < 0.001
ml’rla’rmg treatment for
opportunistic infection and
starting HAART (days)
Antiretroviral drug naive
at time of diagnosis of
underlying opportunistic
infection (%)




Cryptococcal IRIS

« Patients who develop cryptococcal IRIS are
more likely to be antiretroviral naive and
have higher HIV RNA levels

* Appropriate management of IRIS Is to
continue ART and antifungal therapy (All)

 |n patients with severely symptomatic IRIS,
short-course corticosteroids are
recommended (Blll)

NIH, CDC, HIVMA/IDSA Guidelines for prevention and treatment of OI, June 2008



ACTG A5164
Immediate ART Initiation in Patients Presenting With Acute Ols

Stratified by CD4+ cell count
< or 50 cells/mny,
PCP,. Bl, or other Ol

|

Immediate antiretroviral therapy
(imitsation within 48 hours of randomization and

HIV-infected within 14 days of starting O treatment)
patients receiving n=141)

treatment for

presumed or

confirmed acute
OB \ Deferred antiretroviral therapy
{initiation between Weeks 4 and 32)

(M = 282) (n=141)

Bl, bactenal infechion; FCF, Pneumocystis jirovec pneumona.

Zolopa A, et al. PLoS One. 2009;4(5):e5575.




Study design

* Inclusion criteria

— Presumptive or confirmed AIDS-related Ol or BI
- PCP
» Bl with CD4+ cell count < 200 cells/mm3
— Pneumonia, sepsis, deep-seated infections
» Cryptococcal disease; disseminated histoplasmosis

« Mycobacterium avium complex (MAC), atypical
mycobacterial infections

» Toxoplasmosis, cytomegalovirus (CMV), end organ disease

* No patients with TB were enrolled.

Zolopa A, et al. PLoS One. 2009;4(5):e5575.



Study design

* Primary endpoint
— 3 ordered categories of clinical and virologic
outcomes at Week 48

 Clinical progression or death (least optimal)

 Survival without clinical progression; HIV-1 RNA > 50
copies/mL (intermediate)

 Survival without clinical progression; HIV-1 RNA < 50
copies/mL (most optimal)

Zolopa A, et al. PLoS One. 2009;4(5):e5575.



Study design

* Secondary outcomes

— Clinical progression or death over 48 weeks

— Change in HIV-1 RNA and CD4+ cell count over
48 weeks

— Rates of viral suppression after 24 weeks of
antiretroviral therapy

— Change in CD4+ cell count
— Safety and tolerabillity
— Adherence to antiretroviral therapy

— Therapy switches, interruptions, and

discontinuations
Zolopa A, et al. PLoS One. 2009;4(5):e5575.



Main results

« Median duration from start of Ol treatment to
Initiation of HAART

— Immediate group: 12 days
— Deferred group: 45 days

* No significant difference between immediate vs
deferred groups in primary endpoint through Week
48 (P = .215)

— Clinical progression or death: 14.2% vs 24.1%,
respectively
— Survival without clinical progression; HIV-1 RNA > 50
copies/mL: 38.3% vs 31.2%, respectively
— Survival without clinical progression; HIV-1 RNA < 50
copies/mL: 47.5% vs 44.7%, respectively
Zolopa A, et al. PLoS One. 2009;4(5):e5575.



Secondary outcomes

* Immediate treatment associated with significant
reduction in clinical progression or death through
Week 48 (Odds ratio: 0.51 (99% CI: 0.23-1.15),
P =.035)

* Immediate treatment associated with shorter

time to clinical progression or death (Hazard
ratio: 0.53 (99% CI: 0.25-1.09); P =.023)

* Immediate treatment associated with
significantly shorter time to achieving CD4+ cell
count > 50 or > 100 cells/mm? (P < .001)

Zolopa A, et al. PLoS One. 2009;4(5):e5575.



Secondary outcomes

* No significant difference between groups in
proportion of patients with HIV-1 RNA < 50
copies/mL at Week 48 (approximately 50% in
both arms)

* No significant difference in clinical or laboratory
adverse events or hospitalizations between
groups over 48 weeks

* |RIS confirmed in 5.7% of immediate group vs
8.5% of deferred group

Zolopa A, et al. PLoS One. 2009;4(5):e5575.



Timing of ART for HIV-1 Infection and Tuberculosis

809 Were enrolled

3 (<1%) Were clinically ineligible
2 Started tuberculosis treatment >14 days
before entry
1 Had received previous ART

Y

806 Underwent randomization

| |

405 (50%) Were assigned to earlier ART 401 (50%) Were assigned to later ART

37 (9%) Were lost to 25 (6%) Were lost to
follow-up ' follow-up
31 (8%) Died 37 (9%) Died

! \

337 (83%) Completed 48-wk study 339 (85%) Completed 48-wk study




Timing of ART for HIV-1 Infection and Tuberculosis

—— Earlier ART, CD4+ <50/mm?3
Earlier ART, CD4+ =50/mm?

o0
T

Later ART, CD4+ <50/mm?>
Later ART, CD4+ =50/mm?>
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Earlier therapy
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CD4+ =50/mm?




Timing of ART for HIV-1 Infection and
Cryptococcal Meningitis

177 HIV-infected adults in Uganda and South Africa who
had cryptococcal meningitis and had not previously
received ART.

Randomly assigned to 1) earlier ART Iinitiation (1 to 2
weeks after diagnosis) or 2) deferred ART initiation (5
weeks after diagnosis)

Participants received amphotericin B (0.7 to 1.0 mg per
kilogram of body weight per day) and fluconazole (800
mg per day) for 14 days, followed by consolidation
therapy with fluconazole

Assessed survival at 26 weeks

Boulware, et al. N Engl J Med 2014;370:2487-98.



Cumulative Probability of Survival According to Timing
of ART in HIV with cryptococcal meningitis

Deferred ART
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T T T
4 6 8

Months since Randomization

No. at Risk
Earlier ART 88 47 47 46
Deferred ART &9 62 62 61

Boulware, et al. N Engl J Med 2014;370:2487-98.




Appropriate time to initiate HAART
In patients with acute Ol

 |n patients who have Ol for which no effective
therapy exists, treatment should be started as
soon as possible (Alll).

« For patients with mild to moderate cutaneous
KS, prompt initiation of ART alone without
chemotherapy has been associated with
Improvement of the KS lesions.

DHHS guidelines, January 2016



Appropriate time to initiate HAART
In patients with acute Ol

* In the setting of some Ols, such as cryptococcal
and TB meningitis, for which immediate therapy
may increase the risk of serious IRIS, a short
delay before initiating ART may be warranted

* In the setting of other Ols, such as PCP, early
Initiation of ART Is associated with increased
survival; therefore, therapy should not be
delayed (Al)

DHHS guidelines, January 2016



TB and HIV Coinfection:
ART Recommendations

* Immediately initiate TB treatment (Al)

 All patients should be treated with ART (Al)
— Start ART within 2 weeks if CD4<50 cells/uL (Al)

— Start ART within 2-4 weeks if CD4>50 cells/pL with
severe disease
« who have CD4 count 50-200 cells/uL (Bl)
« CD4 count >200 cells/uL (BIII)

— ART can be delayed to 8-12 weeks if CD4>50 cells/pL
with mild disease

* CD4 count 50-500 cells/pL (Al)
« CD4>500 (BIII)

DHHS guidelines, January 2016



Appropriate time to initiate HAART
In patients with acute Ol

Tspdndaaalana s¥A1 CD4 (cells/mm?) ‘

0Ul3A (Tuberculosis)
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Thai Guidelines, Sep 2014



HIV Treatment fallure



Development of Viral Resistance

« High replication rat tations

« |Latent reservolirs

« Subtherapeutic concentratio

« Selective pressure of

less potent ARV therapy * Nonadherence

« Side effects



Viral load

Selective Pressures of Therapy

Treatment begins

Drug-susceptible quasispecies
Drug-resistant quasispecies

Selection of resistant
guasispecies

Incomplete suppression
Inadequate potency

Inadequate drug levels
Inadequate adherence
Pre-existing resistance

Time



Adherence and Emergence of
Resistant Virus Strains

Probability of
resistance

0% - Adherence » 100%

Based on Friedland GH, et al. 1999;13(suppl 1):S61-S71.



Adherence and Emergence of
Resistant Virus Strains

<> Ciew View>

Probability of
resistance

0% - Adherence » 100%

Based on Friedland GH, et al. 1999;13(suppl 1):S61-S71.
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* SCOPE cohort of ART-
experienced subjects (n = 1006)

1 new major Pl mutation
1 new NRTI mutation*

§ 1.00+ Any new mutation
c c
— HIV RNA > 1000 ¢/ml. § -% 0.75-
— 2 1 resistance mutation 5= 0.50-
5=
. O -
* Emergence of new mutations g£2 92
Dt *Pl-treated subjects (n = 71)
at 1 Yr 0% T T T T T T
0] 4 8 12 16 20 24
— Any mutation = 44% (95% CI: 5 1.00 A
o
33% to 56%0) < ? | Time to loss of
=@ Y7o 1 drug equivalent
— NAM = 23% (95% CI: 15% to = - 0.50-
349%) £,
8 8 0.25 7 Number of available antiretrovirals from the following: ZDV,
— PI = 18% (95% CI: 9% to 34%) DSj—' [0 0 B4 Y, S, 200 45
0 4 8 12 16 20 24
Time (Mos)

Hatano H, et al. CROI 2006. Abstract 615.
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» Acute HIV infection
* Chronic HIV Infection
 Patients with virologic failure

» Patients with suboptimal suppression
of viral load

» HIV-infected pregnant women

DHHS guidelines, January 2016
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® Genotype assays
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® Virtual phenotype combined G+P databases
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Mutation Nomenclature

Codon (position)
PR = 1-99 amino acids
RT = 1-560 amino acids

|

M184V



Mutation Nomenclature

Codon (position)
PR = 1-99 amino acids
RT = 1-560 amino acids

|

184V



Mutation Nomenclature

Codon (position)
PR = 1-99 amino acids
RT = 1-560 amino acids

|

184V

N

Mutant
amino acid



Y, ~

s1uveuan 1% lunsulana

A9 U

® The International AIDS Society-USA
https://www.1asusa.org/content/drug-resistance-

mutations-in-HIV

® Stanford HIV RT and Protease Sequence Database
http://hivdb.stanford.edu



Mutations in the Reverse Transcriptase Gene Associated With Resistance to
Reverse Transcriptase Inhibitors (cont’d)

Abacavir

e
o

=E=E=m3

& o [ - . -
“fzmaf~fzma = S=
]
=5
- -
—g:E-u.‘_ _qg“_

Didanosine

Emtricitabine

Lamivudine
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Tenofovir
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https://www.iasusa.org/content/drug-resistance-mutations-in-HIV



Mutations in the Reverse Transcriptase Gene Associated With Resistance
to Reverse Transcriptase Inhibitors

Nucleoside and Nucleotide Analogue Reverse Transcriptase Inhibitors (nRTIs)

Multi-nRTI Resistance: 69 Insertion Complex (affects all nRTIs currently approved by the US FDA)
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Multi-nRTI Resistance: 151 Complex (affects all nRTIs currently approved by the US FDA except tenofovir)
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Multi-nRTI Resistance: Thymidine Analogue-Associated Mutations (TAMs; affect all nRTIs currently approved by
the US FDA)
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https://www.iasusa.org/content/drug-resistance-mutations-in-HIV



Mutations in the Reverse Transcriptase Gene Associated With Resistance to
Reverse Transcriptase Inhibitors (cont’d)

Nonnucleoside Analogue Reverse Transcriptase Inhibitors (NNRTIS)

Efavirenz

Etravirine
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Nevirapine 100 101 103 106 108

https://www.iasusa.org/content/drug-resistance-mutations-in-HIV



Mutations in the Protease Gene Associated With Resistance to Protease Inhibitors

Atazanavir L G K L v E ] i G ) Ao W | M
+/-ritonavir R E: : 33 36 %6 48 53 5 . 3 Z 1?:1 Eraa

Darunavir/
ritonavir

Fosamprenavir/
ritonavir

Indinavir/
ritonavir

Lopinavir/
ritonavir

https://www.iasusa.org/content/drug-resistance-mutations-in-HIV



Mutations in the Protease Gene Associated With Resistance to Protease Inhibitors
(cont’d)

Saquinavir/
ritonavir

Tipranavir/ V N
82 83 84

ritonavir
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https://www.iasusa.org/content/drug-resistance-mutations-in-HIV



Mutations in the Envelope Gene Associated With Resistance to Entry
Inhibitors

Enfuvirtide

Maraviroc

https://www.iasusa.org/content/drug-resistance-mutations-in-HIV



Mutations in the Integrase Gene Associated With Resistance to Integrase
Strand Transfer Inhibitors

Dolutegravir

Elvitegravir

Raltegravir

https://www.iasusa.org/content/drug-resistance-mutations-in-HIV



Assessment of Virologic Failure

Suboptimal Adherence
Medication Intolerance
Pharmacokinetic Issues

Suspected Drug Resistance

— Perform resistance testing while the patient is still
taking the failing regimen or within 4 weeks of
regimen discontinuation if the patient’s plasma HIV
RNA level is >1,000 copies/mL (Al)

DHHS guidelines, January 2016



Approach to Patients with
Confirmed Virologic Failure

The goal of treatment is to establish virologic
suppression (Al)

New ARV regimen should contain at least 2, and
preferably 3, fully active drugs (Al)

Adding a single ARV agent is not recommended (BII)

If maximal virologic suppression is not possible, ART
should be continued (Al) with regimens designed to
minimize toxicity, preserve CD4 cell counts, and delay
clinical progression

Discontinuing therapy is not recommended (Al)

DHHS guidelines, January 2016



Questions?

Thank you for your attention



