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Learning Objectives

After attending this presentation, learners will be able to

= Explain the circumstances around the latest purported
long-term remission case

= Advise their patients about the latest data about weight
gain on ART

= Counsel women who are contemplating pregnancy about
risk of neural tube defects and dolutegravir
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Cure/Remission
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Reservoir Size — Autopsy Study

= Autopsy study: 8 patients with negative blood HIV usRNA
on ART, 5 HIV RNA+ on ART
= Sampled tissues for HIV DNA, RNA and intact genomes

in many tissues

Imamichi #OAA0403

= 95% of pro-virusiefe—ctiveT + Rm
despite none in blood
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Pro-viral Integration Sites

= Viral integration mapping in T4 cells from 50 pts
suppressed on ART

= 38,214 unique integration sites, up to 8,000 per person

= 80% integrated within genes, skewed towards cell
cycling, inflammation

= Majority of integrated virus not replication competent
= Even in those with clonal proliferation, many other
infected cells also present
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< 3 Drug ART Pro-inflammatory?

= 8,415 otherwise healthy pts

suppressed on ART Moltiart Logit egression hanges durn foow.vp SO () v 200
= 7,665 on 3drugs, 424 D -
changed to 2 drugs, 327to 1 cRP ——t
drug Le{ F—er—i
APy —e— i
= No difference in endpoints of o TR e

death or end organ disease Adiusted O atofor Quartie increase
ot b . .k . i bk, . 4

= Studied biomarkers in 90
(3 drug), 60 (2 dr), 30 (1dr)
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Another Patient Cured?

1 patient from a study of adding DTG+ Maraviroc +
Nicotinamide to ART
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Post-ART Interruption

= No detectable HIV RNA or DNA in blood, co-culture
negative for HIV
= HIV-ElA reverted to negative, but Western blot positive

= No other study subjects in remission
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New ART - Islatravir

= Phase 1b study of
DOR/3TC/TDF vs. ISL + DOR
+ 3TC (3TC stopped at 24
weeks) w

= Atweek 48 viral suppression : =
similar; viral loads to low for
resistance testing in virologic
failures

=Adverse effects similar,
headache more common for ISL
" Sma” Sarnples (3O/arm) Orkin #OAB0302, DeJesus #0AB0304
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ART Complications
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Advance Study: TAF vs. TDF; DTG vs. EFV

ART Naive randomized
to FTC +: TDF/EFV or
TDF+DTG or TAF+DTG

~350 per arm N\  Changes in body composition to week 96 2)
Viral suppression 3 Ml evttepiit o st b e e i st
similar all arms, but ; R SRl
more RTI resistance |
in EFV arm
Hip osteopenia: : i
16/351(5%)TAF e e
58/608(10%)TDF R :
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What About Stopping TAF?

= TANGO study — 3 Drug regimen with TAF randomized
1:1 to continue or change to DTG/3TC
+ Adjusted® mean (SE) change from baseline in weight (kg) in the DTG/3TC and TAF-based regimen arms,

respectively, was 0.81 (0.27) and 0.88 (0.25) in the boosted subgroup and 0.81 (0.45) and 0.40 (0.44) in
the unboosted subgroup

DTGITC TAF-based regimen
Weight parameter (N=343) (N=343)
Adjusted® change from baseline, mean (SE), kg 0.81(0.23) 0.76 (0.22)
Prior TAF duration <1 y* 1.45 (0.46) 1.35 (0.47)
Prior TAF duration 21 y* 0.60 (0.26) 0.60 (0.25)
Increased from baseline, n (%)
210% 1n(3) 13 (4)
= Changing to DTG/3TC not associated with weight loss
by 48 weeks
Siide 13 of 23 van Wyk #0606
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OPERA Cohort - U.S.

= Analyzed 6,919 who changed TDF to TAF and
maintained 39 drug or changed to INSTI

Switched to
INSTI

Those maintaining NNRTI, PI, INSTI or changing to

side 140f 23 INSTI had similar weight gain switching TDF + TAF Mallon #OAB0604

Change to DOR/3TC/TDF - Effect on Weight

- Change from PI' NNRTI Mean Weight Change from Time of Switch to Week 144
or INSTI based regimen by Prior ART Regimen
to DOR/3TC/TDF

= Post hoc analysis of
weight trends

ok 810 Wk 184 ook 2410 Week 144

Patients on TAF+INSTI at
baseline did not lose weight
by week 48 after switch to
TDF+DOR

Slide 15 of 23

Kumar #OAB0603

TLD “Roll Out” — Effect on Weight

= Study Africans who
changed ART to 2]
TDF/3TC/DTG (TLD) |

= Switching to TLD H
showed faster g
progression to 3 p—

overweight 2| ontskamtperyeur| 034 kamipereu

= @

Predicted BMI by Days Since DTG Initaition

o 20 0
p<0.0001) D Snoe OTG rmton

= In adolescents BMI
gains greatest in thin
children
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DTG Neural Tube Risk — Tsepamo Update

= Continued follow-up of birth defects in Botswana

NTD Prevalence (95% Cl) with DTG at conception,

Apr 1, 2019-April 30, 2020
0,008

0,007 Total: 7 NTDs/3591 exposures
0,006
0,005
0,004
0,003
0,002
0,001
o
Mar Apr May Jun Jul Aug Sep Oct Nov Dec Jan Feb Mar Apr

= Conclusion: 1 excess neural tube defect/1000 treated
during conception
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DepoProvera — Effect on Bone with TDF

DMPA decreases “
estrogen and increases 3
bone resorption

Studied HIV+women age
18-35 on DMPA at start of
ART, compared to HIV+

“P-value<0.001

non-DMPA, HIV- 9 : Time (onirn)
DMPA associated with e KNATMPAVTOFs e HVoDMPALTORY

1’

increased bone loss with
TDF containing regimens
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Other Infections
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Risk Factors for HCV Re-Infection - MSM
= Analysis of European MSM cured of HCV by DAA
= Excluded those who relapsed with same virus

Risk Adjusted O.R.

Shared Sex Toys 4.9(2.3-10.3)
Receptive CAl 43(1.9-9.8)
CD4 < 500 3.6(1.7-7.6)
Group Sex 2.8(1.3-6.0)
Pre-Sex Anal Rinsing 25(1.1-5.4)
IDU 2.0 (0.7-4.8)
Slide 20 of 23 Newsum #PDB0306

Tuberculosis-

Update on the Nix-TB il iy
study of XDR/MDR
treated with 6 months

of Bedaquiline, e upm e

Pretomanid, Linezolid ) H .

(BPal) ' 1 "

109 patients, 51% HIV-+ on " "’“‘m:”[’: P

ART with mean CD4 304  [wipmiis { T — R
o | sisey —| s

Linezolid toxicity common,
but responds to interruption

Slide 21 of 23 Olugbosi #0AB0502

Tuberculosis: Household Transmission

= Incidence of infection among MDR household contacts
- Atlyear 21% acquired TB infection, 2.7% TB disease

Significant differences in age-specific incidence of TB
disease among household contacts

5 = Confirmed/Prodable Possdie.
1% Higher T8 incidence in <15 years.
2 ~ ‘compared 10 those older, p=0.023
a
e~ 7.0%
~ 3.9%
13% 23%
foiried 1.1%
Age<Syears  AgeS-14 AelS-45  Agedss Overait
Nes7) 29 (N6 Nes) | (Nea2)
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