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ATHENA:
HIVEZEBICH TS5 mB DI SILSRBIEMT S
e Observational cohort of 10,278 HIV-infected pts in the Netherlands

* Modeling study projections: Median age of HIV-positive pts on combination ART to
increase from 43.9 yrs in 2010 to 56.6 yrs in 2030
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Molecular and cellular mechanisms of ageing in
HIV-infected patients
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A total 665 HIV patients undergoing ART for at least 2 years with a stable
undetectable viral load (<40 copies/mL).(median age, 53 years; median CD4, 730/uL).
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e Survey data from 831 PWH aged 50 yrs or older

56% 27% 39%

have been have been felt lonely or
diagnosed with diagnosed with isolated within 2
depression posttraumatic stress wks prior to taking
disorder the survey
31%
have been

diagnosed with a
mental health issue,
other than
depression

46% 25%
went 24 hrs without

interacting with
another person

felt down or
depressed

HealthHIV’s Inaugural State of Aging With HIV National Survey. 2020. https://healthhiv.org/programs/healthhivs-pozitively-aging.

Slide credit: clinicaloptions.com



http://www.clinicaloptions.com/

H IVBgl_:H! %% n:b\ﬂ] [

&% (HAND)

2014FE7H ~2016FE 7R ETH 25 707‘—917-—975\113@3117‘:0

2 175EE
LT L= X728,

HAND 25.3%

EINECE

Normal 544 (74.7%)
ANI 98 (13.5%)
MND 77 (10.6%)
HAD 9 (1.2%)
ast 728

S T1,3996IM) U )L—bkENn, SBEAESIMADRIEMN

BFonEE%x
HAD
1.2%
(9)
Normal,
74.7%
(544)
n=728
( ):fEBIE

IASR Vol. 38 p.182-184: 20174



HIVEREE IISHEICK B IZERERICEER
SaFIREEDME T

RE (T Fannl ICIRE(L

(%)
100 N 0

90
80
70
60
50
40
30
20
10

0

B Normal EANI OMND [OHAD
2 3 4

220 to <30 230 to <40 240 to <50 250 to <60
Fin

2. FERBIDOHANDERE
IASR Vol. 38 p.182-184: 20174



(#EH)

70

60

50

40

30

20

10

10

HIVEZIZEADPBETLTWS?

20

30

® HIVEFEE (n=295)
MSM (n=50)

/i b N Bt

#EALE

40 50 60 70 80

()

BEANT—2  XEBE A T2 FEEEEHRTAMNER
HIV/MSM: AINEEEZ—T—74



Frailty D38 (XHIVELEE S HIVIERR

Assessment of frailty* in HIV-infected (n=521) and -uninfected (n = 513) pts
(AGEhIV cohort : &7 T — &)
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L 604
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40 J
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O 1 1 1 1 ] 1
HIV Status - + - + - + - + - +
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*Using Fried frailty phenotype. tIn HIV-infected patients only.

Kooij KW, et al. AIDS. 2016;30:241-250. 2°
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Cumulative Survival

Retrospective Cohort Study of Cardiac Events
Among PWH Receiving TAF

Unadjusted Kaplan-Meier Cardiac Event-Free Survival

. . TAF TDF No TFV
1.00 1’3'; CardiacBvent,n \_1c37) (n=1170) (n=278)
Ml 8 23 4
No TFV _ _
Angina pectoris 13 15 5
0.957 Cardiomyopathy 6 3 1
Arrhythmia 16 17 1
Total 43 58 11
0.90-
Risk of Cardiac Adjusted HR P Value
Event (95% Cl)
0.85 : : , TAF vs no TFV 3.86(1.51-9.82) .005
0 10 20 30 TAFvs TDF 1.94 (1.05-3.57) .034

Yrs After Start Date

Appelman. CROI 2020. Abstr 655.

Slide credit: clinicaloptions.com
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ART &EEHEBE D B {%R(2)
TAF/FTC vs ABC/3TC

ABC/3TC% & ¢ ARTIZTHIV-RNA<50copies/mL>6months
—TAF/FTC switchE¥&ABC/3TCHEFREEIZIRY 7217

A

20— -®- Tenofovir alafenimide plus emtricitabine (n=280)
Abacavir plus lamivudine (n=276)

=
T

Median change in estimated creatinine
clearance (mL/min)

. e T O ... ? [i3mb/mingy
2 -11 mLfmin:| P 3
-10 T T 1
0 12 24 36 48
Weeks

Winston A,et al.Lancet HIV. 2018 Apr;5(4):e162—e171



74 ILRHE : 3-drug ART vs. 2-drug ART
CoRIS cohort (N = 8416)

2004-20174F [Z3-drug ARTIC TR % BitA L48LL/<W 7 A IV ZAHNE] E TR
3-drug ART #kift & 7= 13 2- drug ART /monotherapy |l Z & (retrospectlve study)

Virologic Failure

Simplified Dual Therapy Monotherapy
Regimen, n (%) (n=339) (n=327) " 0.50+
(S
DTG + RPV 143 (35.8) — S 0.40-
©
3TC + bDRV 104 (26.1) -- E 0.30-
(]
3TC + bATV 75 (18.8) -- 2 0.20-
T
3TC + DTG 56 (14.0) -- g 0.104
3TC + bLPV 21 (5.3) -- S
0-
bDRV -- 241 (73.7) 5 c 10 15
bLPV -- 86 (26.3) Time Since Suppression, Yrs
— Triple —— Dual —— Monotherapy
therapy therapy
[e]

Serrano-Villar. CROI 2020. Abstr 494, . . .. .
Slide credit: clinicaloptions.com
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AIR Nested Study:
Impact of ART Reduction on Inflammation
2DR vs. 3DR

D-dimer - : - |
CRP - : . |
IL-6 - | - |
IFABP i - |
' LI | v L | v LA LI |
0.1 1 10 100

Adjusted OR* for Quartile Increase: 3-Drug ART (ref) vs
2-Drug ART (N = 148)

*Model adjusted for sex, age, risk group, education, AIDS, CD4+ nadir, maximum HIV-1 RNA,
biomarker level at HIV-1 RNA suppression, yrs of follow-up.

Serano-Villar. AIDS 2020. Abstr OAB03509.



TANGO Study
Change From Baseline to Week 48 in Inflammation

Biomarkers
Switching to 2-DR( DTG/3TC) vs Continuing a TAF—Based 3- or 4-DR

Baseline Geometric Maan Visit to Baseline Ratio

Parameter Treatment n/N 1959% CIPF (95% CI)P Treatment Ratio (95% CII*  PValug®

Blood D-dimer, nmol/L FEU  DTG/3TC 334/369 1.69 (1.69, 1.79) 0.968 (.920, 1.019) 0.573 (.907 1.044) 0.440
TARbased regimen 334/371 1.66 (1.58, 1.76) 0.995 (.948, 1.044)

Serum hs-CRE mg/L DTG/3TC 342/369 1.37 (1.23, 1.53] 1.012 (811, 1.124) 0.934 (811, 1.07k) 0341
TAFbased regimen 342/371 1.30 (1.16, 1.46) 1.083 (.986, 1.190)

Serum -6, ng/L DTG/3TC 343/369 1.64 (1.52, 1.78) 0.990 (.909, 1.078) 1.163 (1.045, 1.293) 0.006
TARbased regimen 340/371 1.67 (1.54, 1.80) 0.852 (.800, .307)

Serum sCD14, ng/L DTG/3TC 343/369 1606.5 (1573.1, 1640.8) 0.963 (.933, .973) 0.971 (.942, 1.000) 0.048
TAFbased regimen 343/371 1578.6 (1546.4, 1611.4) 0.982 (962, 1.002)

Serumn sCD163, pg/L DTG/3TC 342369 660.9 (630.5, 632.7) 0.916 (.889, .943) 1.013 (.8974, 1.054) 0.508
TARbased regimen 342/31 642.0 (815.3, 670.0) 0.904 (.881, .927)

Abbreviations: 3TC, lamivudine; DTG, dolutegravir; FEU, fibrinogen eguivalent unit; hs-CRP high-sensitivity C-reactive protein; |16, interleukin-g; MMAM, mixed model repeated measures;
sCD14, soluble CD14; sCD163, soluble CD163; TAF tenofovir alafenamide.

*Geometric mean is calculated by exponentiating the mean of log_-transformed baselines values.

Ratio is the estimated adjusted ratio (Week 48 to baseline) in each group calculated using MMRM applied to change from baseline in log -transformed data adjusting for the following:
treatment, visit, baseline third agent class, CD4+ cell count (continuous), age {continuous), sex, race, body mass index (continuous), smoking status, hepatitis C virus coinfection status,
log -transformed baseline biomarker (continuous), treatment-by-visit interaction, and baseline value-by-visit interaction, with visit as the repeated factor.

“Treatment ratio is DTG/3TC to TARbased regimen.
4P value for treatment comparison.



Treatment cascades for non-communicable diseases
and HIV disease among PLWH (n = 329)

The inclusion criteria :age 225 years, HIV RNA < 50 copies/mL on ART for at least 12 months

Observation periods: 24mo
(a) (b)

Total hypertension = 145/329 (44%) Total dyslipidemia = 288/329 (88%)
200+ 400-
New MNew
_ 150+ _ 3007
@ @
¥s] n=89 n=93, 64% 2 n=165 n=189, 66%
E 100 E 200
= =
= 50+ < 100+ n=73, 25%
0- 0-
Diagnosed Treated Controlled Diagnosed Treated Controlled
() (d)
Total diabetes mellitus = 44/329 (13%) HIV management cascade, n=329
80- New 400% =320, 100% n=319,07% n=206, 00%
= 3004
= 40 — n=39, 89% .
L L
£ £ 200
2 204 n=17, 30% =
100+
0- il
Diagnosed Treated Controlled On ART VL<50 =80% clinic

copies/ml attendance
Meng Li C et al. Journal of the International AIDS Society 2020, 23:e25638
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FinEROHAREH (BF)

2010.1~2015.12F TIZR 4 HIfRIEZE 22 L= 1445 ADHIVIR L E
BXVEHE . HETYFIET=IEHIVERLE 144504

BEDOPLWHTIEpolypharmacyA \EIETH B,

a) People living with HIV (PLWH) b) People without HIV

100% A 100% -
. . =5 co-medications

60% A 4 co-medications
m 3 co-medications
m 2 co-medications
40% - 1 co-medication

® No co-medication

80% A

60% A

40% A

20% - 20% -

0% -
18-29 30-39 40-49 50-59 6069 =270 18-29 30-39 40-49 50-59 60-69 =270

Age (years) Age (years)

0% -

Ruzicka DJ, et al.) Infect Chemother. 2019 Feb:25(2):89-95.
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* US PWH 2 65 yrs of age from
Jan 2015 — Aug 2018 (N =112)

Risk of serious DDI correlated with polypharmacy
(P < .01) and inappropriate prescribing (P < .01)

e 87% with HIV-1 RNA < 20
copies/mL
* Polypharmacy: > 5 medications

* 95% considering all drugs; 84%
considering only non-HIV
drugs

* Average number of medications:
12.3, including 9.0 non-HIV
medications

* Inappropriate prescribing defined
by 2012 Beers, 2011 STOPP, and
2011 START criteria

* DDIs assessed using University of
Liverpool HIV Drug Interactions
database

Cabanilla. IAS 2019. Abstr WEPEB314.
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