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Learning Objectives

After attending this presentation, learners will be able to:
1 Discuss obstacles to Ending the Epidemic

1 Discuss evidence for treatment as prevention

i Describe newly approved antiretrovirals




The Global Epidemic
IAC 2018
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People with HIV can live a neaormal lifespan,
free of AIDS, with early and continuous ART.

We know how to prevent new HIV infections

We Are NOT on Track to End AlL

7

‘V.A """"""""" Experts Warn of a Return of the
Gardfearon AIDS Epidemic
o A campaign to end AIDS by 2030 is
SCleI'lce faltering worldwide
By Jon Cohen | Jul. 31,2018, 4:05 PM

T = Hope for 'end of Aids' is disappearing,

Glial%ian experts warn

851 311 )| HIV/AIDS: complacency risks reversing progress on
e 201836243241 €NAING epidemic, conference hears




HIV Pandemic in 2018
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40 36.9 Million

15.2 million NOT on AR 21.7 Million

| 29.4 million NOT suppressdd/? 17.5 Million

/ 1.8 Million
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Presented by StefaBaral IAC 2018 Plenary; SourddNAIDS, 2018
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THE LANCET
Advancing global health and strengthening the HIV

response in the era of the Sustainable Development Goals:
the International AIDS Society—Lancet Commission

The HIV pandemic is not on track to €
and the prevailing discourse on ending AIDS
has bred alangerous complacen@nd
may have hastened theeakening of

global resolveo combat HIV.

Bekker LG, et al. Lancet 2018; 392: B2




The Lancet Commission, 2018
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Without further reductions in
HIV incidence,
aresurgenceof the epidemic
isinevitable

Lancet 2018; 392: 3188

The Lancet Commission, 2018

Xintensified efforts are require
to address HIV among
populations and settings that

are being left behind

Lancet 2018; 392: 3188

HIV Treatment Cascade among MSM Across Sub
Saharan Africa
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PLWHI\iagnosed
Diagnosecn ARV 73%
On ARWvith undetectableVL PEA% \73% -

=
PLWHIMvith undetectbaleVL @ ‘ '
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Source: ECDC. Dublin Declaration monitoring

TeymurN, IAC 2018, Abs. MOAS3§

New HIV Cases in Eastern Europe and Former Soviet Ur{ion
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—

African Americans, Latinos Have Highes
Rates of New HIV Diagnosis in- 36817

w—Aslan/Pacific Islander

150
100

Black Men Living With HIV Have Highest Mortality

Rate per 100,000
N
8

&DPH HIV Epidemiology. Annual Report, 2017

PrEPWorks

Photo credit: @nposites Attract Stud

PARTNER ZerodifferentPartners

A HIV+ partner had HIV RNA < 200 ¢/mL
A Gay male couples from Partner 1 & 2
T 783 couples
1 76,991condomlessexacts (6,301 with STI)
A 15 HItransmissions:ZERGrom mainpartner

T Receptive anal intercourse with ejaculation from HIV+
partner: upper limit 95% CI = 0%/

Rodger AJ, et al. IAC, 2018




Melbourne: Reduction of Time witfliremia
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Proportion with Undetectable VL within 12 Months &
Time to Undetectable VL from Diagnosis
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StooveM et al, IAC 2018, TUAC0105

Melbourne: HIV Incidence

Annual Incidence Rate (95% CI)*
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PrEPWorks!

OnDemand

Year One

Observational,
not randomized
A 98.8% MSM
A 0.5% Trans

A 0.8% Hetero

Daily vs. éveni
y Prévenir

PrERN Paris:|| n=

Experience us 008
1607

assuming an incidence of 9.17/100 PY as cbserved in the ANRS pergay study in Pars

HIV Incidence (mITT Analysis) ‘

1594 Included; 124 through Month 12
HIV Incidence

Follow-Up
Treatment - per 100 Pts-years
Pts-years e

Mean Follow-up in this Open-Label Cohort: 7 months (SD: 4)

of study
3,31100 PY Including 1.5/100 PY who discontinued PrEP

85 HIV-infections averted® |
ane
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Molina JM, et al. IAC 2018. WEAE0406LB

PrEPWorks! BukX

PrEP-to-Need Ratio
Q22017

Aclive PrEP Prescriplions per

New HIV Diagnoses
Wos-09)
09-11)

[1.1-17)
(17-28)
[23-09)

Siegleret al, CROI 2018. Abstrac1§22LB




PrERBreakthrough Infection Rare But Possil]

A Total to date of 6 breakthroughs with well
documented highPrERadherence

A 5/6 had M184V mutation; 3/6 had TFV mutatig
(K70R or K65R)

A Newest case from San Francisco City Clinic
T High adherence by 3 measures
T M184V + norNRTI mutations; no TFV mutations
T Index partner had M184V + same nbIRTI mutations

Cohen S, et alDWeek Abstract 1298; Cohen S, Lancet HIV, online corrected proof 20NOV2018

le
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2 KI 0 Q& ARTHRéseakcif?

W
New DrugsNew Formulations

ARS Question 1: What is the least expensive newly approved single tablet regimen?

DRV/c/FTC/TAF

DOR/3TC/TDF

DTG +3TC

BIC/FTC/TAF

No ene knows the price
of anything these days




Study 1489

Bictegravir | e s
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Regimen

Troatmant-Naive Adu
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DTG + FIG/TAF Placebo QD
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ETATRGG 0 LR e Placebo GO
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. . B
: DOR/3TC/TDF
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| i Bl haginen Woek 24 § M =3 P .
i i Fooola s 3
, by
u o - Al DOR + 2NRTI
H non-inferior to
e A iy o DRVr + 2NRTI &
" Ui xes [rs— UL | * 4 Week48/96

Molina J et al. JAC 2018 LBPEB@/KInC, et allDWeek2018,LB1:Kumar Pet al. IDWeek2018, LB2

Darunavifcobi FTCTAF (D/dFHTAF):
FirstPtbased Single Tablet Regimen

AMBER D/c/F/TAR/sD/c + FTC/TDiR ARThaiveperson$

D/c/FITAFArm: HIV RNA < 50 ¢/mL
91% Week 48
85% Week 96

D/c/FITAF Switch Arm: HIV RNA <50 ¢/mL
95% Week 48
91% Week 96

1.0rkinC, et al. Glasgow 2018, 0212. EronJ,IDWeek2018, Abstract 768
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DIAMOND Week 24&Rapid Start Efficadyesults

D/C/F/TAF
(800/150/200/10 mg)
1 v v v v
Day1 Day3 Week 4 Week 24 Week 48
(screening/ (=1 week) (£7 days) analysis (primary
baseline) | safety assessment  + Review baseline endpoint)
of baseline resistance data™*
laboratory data™
Eligible patients: First dose of D/C/F/TAF was received:
- Adults 218 years of age - /s soon as within 24 hours - Before results of the baseline
- s2weeks from newly of screening/baseline visit safety and resistance labaratory
diagnosed Hiv-1 infection tests were available

Huhn G et al. IAC 2018 Abs WEPEQ]
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TMB 301 25 Week Results

Ibalizumabfor

. ITT-MEF (N=40) | Completer (N=31)
Multldl’ug Mean (£ SD) VL reduction 1.7 £15log,, 2.2 +14log,
Resistant HIV Median VL reduction 1.8 log,, 2.5 log;,
I~ ) . Percent with VL<50 coples 43% 55%
(Failing regimen witt] Percent with VL<200 copies 50% 65%
evidence of 34 class Percent with 21.0 log, reduction 8% 74%
resistance) Percent with 22.0 log, reduction 48% 61%
[ |_irrwer ve27) | Completer(ve28) | | TMB 311 48 Week Results
Mean (2 $D) VL reduction 2.1 £ 16log, 2.3 +14log,
| Median Vi reduction | 28t0g, 2.9 log,
| Percent with V1<50 coples | S9% 67%
[ Percent with vi.<200 copies 9% 7%
Percent with 21.0 log,, reduction 7% 5%
[ Percent with 22.0log,, reduction | 9% 7%
* All 15 patients with VL <50 copies/mL at Week 25 maintained
viral suppression to Week 48 Cohen Z, Glasgow 2018, 034!

Annually :

et sharp [l @
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Wholesale Acquisition Cost
Per Year

DOR/3TC/TDF
D/c/FITAF $41,784

BIC/FTC/TAF $35,352

DTG + 3TC $24,012

fo.credit-Avert ora
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US Drug Pricing: The Simple Version

Average Wholesale Price (AWP)
Wholesale Acquisition Cost (WAC)

Nonfederal Average Manufacturer Price

Average Manufacturer Price (AMP) Private sector

Best Price
Negotiation on most-favored 76% of non-FAMP minus

UrireEa R AR TSI AMEIon commercial customer price additional discounts
AMP i Best Price plus SR
CPI penalties &
B Coey)ssslstance Federal Supply Schedule (FSS) Price

\er price concessions.

3408 Price Medicaid Price

Federal Ceiling Price

Generics

Supplemental rebates and discounts negotiated Federal Upper Limit Federal Ceiling
(including ADAPs) Stae Nevimum
Allowable Cost

Supplemental discounts negotiated (VA and
DoD)

Horn, T. ACTHIV 2018

Successful and Unsuccessful
Strategies for Initial Therapy
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Which regimen shows efficacy for initial
therapy?

A Dolutegravir+ rilpivirine

A Dolutegravir+ 3TC for persons with VL
between 100,000 500,000 c¢/mL

A Monotherapydolutegravir
A BIC/FTCITAF for pregnant individuals

12/10/2018

3 group,
multicenter, noninferiority studies

Screening
(28 d) 12 phase phase phase

T T T T T
Day Week Week Week Week
1 24 a8 96 144
GEMINI 22: 48 Weeks —

DTG + 3TC fomitial Therapy
(HIV RNA < 500k ¢/mL)
A Non-inferior to DTG + TDFIC
A No treatmentemergent resistance

Basaline HIV-1 3
RNA, cimL. cell count, cellimm?

Cahn et allAC 2018TUABO106LB. W o7G + 3TC W oG + TorFTC

MONCAY: DT&DTG/ABC/3TC

for Maintenance of Viral Suppression

A 158 patients: HNRNA < 50 c/mi  maion DTG/AB@TC
A Week 24: DTG neinferior to DTG/ABC/3T®4%vs96%)
A Week 48 7virologicfailures onDTG
A INSTI resistance emergent iff n DTG/s0 on DTG/ABGTC
A DSMBrecommended to stop immediately theiudy

IMHO: Abandon 24k primary endpoints for phase IIl/IV trialg!
Abandon DT@onotherapy

HocquelouxL, IAC 2018, TUAB0103
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AntiretroviralsAlone
Are Not Enough!
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52y Qi C2-NBS{¥Y 6&h

CORES50 (Chicago) Causes of death (n=22)
Cohort
cv
0,
222408 cancer A Manage
36.7% risk factors
A Stop
smoking!

SansonS, et allDWeek2018, Abstract 2252)

Care Cascades Must Be Improved

100%

EHIV
° = Tuberculosis
£ 80% ® Diabetes
3 = Hypertension
§ 60% B Depression
°
g
g
2 40%
5
°
g
£ 20%
I3
&

Prevalent Diagnosed Treated Controlled

HyleE, IAC 2018.
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OpioidSubstitution Therapy for PLWH

AFacilitates ART initiation
Aincreases adherence to ART
AReduces treatment discontinuation
Aincreases viral load suppression

Aimproves HIV prevention benefit of ART

DeryabinaA, IAC 2018 Plenary
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Integrated Opioid Substitutiorifx& ART Service Deliverp]

Kazakhstan & Tajikistan

Deryabinaa, IAC 2018 Plenary, IC

Proportion of PLHIGNn ART
enrolledin OST

%of PLHIV enrolled in OST on ART

VL suppressiof<1000 c/ml)

91%
80%

42% 419

Baseline Endline
(2014) (2018)

87%
i

Baseline Endline
(2014) (2018)

u Intervention Sites

m Non-interveniton sites

Syndemic Approach to
Structural Barriers to Care

SRR > DM <oeeeeeees f

. Economic 3SR

instability

..... Food

insecurity

Eachsyndemicconditionincreased the oddsf transmission risk behavior by
1.84 (OR=1.84; 95%CI=1.67, 2.8Htyanarayan8, et alAIDS 2018

Adapted from Tsai et al. Soc Sci Med 2018

HyleE, IAC 2018.
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How Do We Improve .Q‘»
Care Engagement?| @& .

If customers stop coming to the
NBadl dN} yis K
a2 KFuoQa gNRY
Odza i 2 YSN&AK

LGiQa GAYS G2 A
- David Malebranche, MD MPH

Focus on Structural Barriers
Rather Than Primarily on Individual Behaviors

A Reduce barriers to care engagement
i Rapidtest and treatoptions
i Mobile medicalteams
i Peernavigation, case manager, home grown community interventions
1 Patient reminders

A Social interventions: housinépod, employment,
education

A General health initiativeg health is NOT jusdlV

A Getrid of antiLGBpolicies ancHIVcriminalization laws

AdaEied from Malebranche D. IAC 2018 Plenary

Advocacy INeeded!
:&/.. 1
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Tell YoulegislatorX

A Increase prograrfunding for HIV, STI, viral
hepatitis, TB, substance use and mental health

i Thereis not enough money or staff to take care of 3
the patients 0% nationallywho are out of care!

A Opposepolicies that decrease caezcess and
create stigma (including HIV criminalization lay

A Addresssyndemidactors: housing, jobs,
transportation, food insecurity, education

A Supportthe rights of PLWH

VS
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Question-and-Answer
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