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19.00 — 19.25 Uhr

19.25 —19.50 Uhr

19.50 — 20.15 Uhr

20.15 — 20.40 Uhr

20.40 Uhr
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Programm

Virologie und Grundlagen
Dr. rer. nat. Nadine Lubke, Diusseldorf

Diskussion

ART = klinische Studien und neue Substanzen, PreP
Dr. med. Daniel Beer, Aachen

Diskussion

STD, Begleiterkrankungen und Komplikationen
Dr. med. Stefan Mauss, Dusseldorf

Diskussion

COVID
Dr. med. Jan Thoden, Freiburg

Diskussion

Ende der Veranstaltung

.\.._.
(’.
=)




bAalc .. dagnd

Funktionen & Tipps

Unterhalb des Streamingfensters befindet sich der Chat. Hier
konnen Sie sich mit Inren Kollegen offentlich oder privat
austauschen und sich an der Diskussion zu den Themen beteiligen

oder Fragen stellen!
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PMets” Die Deutsche Aids-Gesellschaft e.V. . \ \ : A

Wir hoffen, Sie fuhlen sich wohl als unser Gast!

Bei Fragen oder Wiinschen wenden Sie sich bitte
an den Diaplan Veranstaltungsservice:
02204 - 97 31 01

Wir winschen Ihnen eine interessante
und abwechslungsreiche Fortbildung!
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UMely. Die Deutsche Aids-Gesellschaft e.V.

Zertifizierung

Die Veranstaltung wurde von der
Arztekammer Hamburg mit 2 CME-Punkten zertifiziert.

Die Teilnahmezertifikate werden lhnen
iIn der kommenden Woche von der dagna per E-Mail zugesendet.
Die CME-Punkte werden automatisch an die Arztekammer tibermittelt.

Bitte verwenden Sie in dieser online-Fortbildung Ihren Vor- und Zunamen und
tragen Sie bitte zwecks Zertifizierung Ihre EFN Nummer ein, damit wir Ihnen lhr
Zertifikat zukommen lassen kdnnen.
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- Uefd” Die Deutsche Aids-Gesellschaft e.V. ' : :

Die dagna/DAIG-Webinar-Reihe wird finanziell unterstitzt durch:

@ GILEAD € 12.500-
oy
janssen ) € 7.500.-
€ 5.000 -

’ MSD € 5.000.-
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Financial Disclosures

Vortragshonorare und/oder Sponsorengelder von folgenden Firmen wurden erhalten:
« Daniel Beer: AbbVie, GILEAD, Janssen, MSD, ViV
* Nadine Lubke: GILEAD, MSD, Qiagen, TaKaRa Bio, Theratechnologies, ViiV
« Jan Thoden: AbbVie, GILEAD, Janssen, Pfizer, ucb
« Stefan Mauss: AbbVie, GILEAD, Janssen, MSD, ViV
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Spielt Transmitted Drug Resistance noch eine Rolle?

* MeditRes HIV (ART naive PLH diagnostiziert in Frankreich, Griechenland, Italien, Portugal, Spanien)
« 2018-2021
« 2657 Patienten mit Resistenzdaten der Integrase und PRRT

Mutation n (%) « [INSTI SDRMs: 0,23%

Te6 1(0.00) + NRTI SDRMs: 3,76%

M184V 23 (0.85) T66A 1(0.04)

M184l 5(0.18) E138T/K 2 (0.08) « INSTICRR: 2,42%

K65R 1(0.04) E92Q 1(0.04) * NRTICRR: 1,76%
_ AwTAM  72(266) R263K 1(0.04)

Prevalence of NRTI SDRM Prevalence of INSTI SDRM - INSTI basierte Regime flr

First-Line Therapien weiterhin

Drug n (%) Raltegravir 62 (2.29) sicher
TDF/TAF 24 (0.89) Elvitegravir 63 (2.33)
Abacavir 49 (1.81) Bictegravir 5 (0.18) SORM | SRM
_ s: surveillance s
3TC/FTC 31(1.15) Dolutegravir 5(0.18) CRR: clinically relevant resistance
Prevalence of NRTI CRR Prevalence of INSTIs CRR (HIVDB Algorithm >=3)

Salazar et al CROI 2022 #516
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Spielt Transmitted Drug Resistance noch eine Rolle?

« 2018-2021 Neudiagnosen in North Carolina
« 743 Patienten mit Resistenzdaten verschiedener Genregionen

@ Any NRTI & Any NNRTI e M184V, K65R und INSTIs
© M184V © K103N DRMs weiter niedrig (<5 %)
B K65R . Any PR * Anstieg TAMs und K103N
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Percentage of Participants w/ the DRM(s)

SDRMs: surveillance DRMs
CCR: clinivally relevant resistance
(HIVDB Algorithm >=3)

Zhou et al CROI 2022 #45
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Spielt Transmitted Drug Resistance noch eine Rolle?

« 2018-2021 Neudiagnosen in North Carolina
« 743 Patienten mit Resistenzdaten verschiedener Genregionen

@ Any NRTI & Any NNRTI e M184V, K65R und INSTIs
© M184V © K103N DRMs weiter niedrig (<5 %)
B K65R . AnyPR * Anstieg TAMs und K103N
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“Test and Treat” aktuell noch kein erhohtes Risiko

flr virologisches Versagen!

f&v

Number of Participants

(HIVDB Algorithm >=3)

Zhou et al CROI 2022 #45
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Dynamik des HIV Reservoirs
LOWER Studie

« Subanalyse: Evolution von archivierten Resistenz-

assoziierten Mutationen (RAMS) in proviraler DNA Fig. 3a. Change in absolute numbers
- 96 Patienten mit historischen 2 3 Klassenresistenzen of RAMs'in.2017{L1}:and 2020 {L2)
« Median 10 historische RAMs _
- Provirale Resistenzanalysen 2017 und 2020 ohne ART oy i
Wechsel e 2%

o o n n S o OO 4 oo LessRAMsnn50%¢
- Longitudinal hohe intra-individuelle Variabilitat 2

n=48

- Therapieentscheidungen nicht ausschlief3lich durch N
provirale Resistenzanalyse

Follow-Up Analysen der proviralen DNA sinnvoll!

Hoffmann et al CROI 2022 #513
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Neues aus der Tanzschule
48-Wochen-Daten der SALSA-Studie

Figure 1. SALSA Phase 3 Study Design Table. Most Frequent BL IAS Resistance by Class and TND Frequencies for Last On-Treatment VL

_
Category n (%) TND (%) n (%) TND (%) Category n (%) TND (%) n (%) TND (%)
NRTI total® 15(8%) 13(87%) | 16 (9%) 11(69%) | INSTI major total® | 1 (<1%) 1 (100%) 4 (100%)
Any TAM 7 (4%) 6 (86%) 5 (3%) 4 (80%) Y143H 1(<1%) 1(100%) 2 (100%)
A62V 5 (3%) 4 (80%) 4 (2%) 3 (75%) Q148R 0 NA 1 (100%)
M184V 5 (3%) 4 (80%) 4 (2%) 2 (50%) Y143C
M184l 0 NA INSTI minor total 8 (4%) 8 (100%) 5 (3%) 4 (80%)
T97A 3(2%) 3(100%) | 5(3%) 4 (80%)
| Pltotal’ | 14(7%) 13(93%) [ 12(6%) 9 (75%) | E138K 2(1%)  2(100% 0 NA
Mutations are from Sep/Oct IAS 2019. NA is not applicable.
aDenominators are those with BL proviral genotype generated. "NRTI totals count participants with at least one major NRTI mutation, including in
the TAMSs subgroup. TAM totals contain at least one TAM mutation. NRTI mutations with overall across arm frequency <1% are not included,
except for key M184I. <Only totals are shown for NNRTI and Pl IAS major resistance. 9All INSTI major and minor mutations >1% are included.

Randomized, open-label, active-controlled, multicenter,
parallel-group, non-inferiority study

Screening Randomization® Randomization phase
1:1

" supprossed (V-1 RNA DTG/3TC (N=246)
<50 c/imL) for >6 months

* 23 months uni
CAR (2 NRTIs + NNRTI,
INSTI, or P1) CAR (N=247)

Eligibility criteria

Week Week
«22d d HIV-1 RNA * . . . .
T <80 Wit - = Figure 1. VL <40 c/mL and TND Proportions Were Similar Across Arms by Baseline
. Pri Countries :
::JCE'IQRIL?I}IJI%?EF%I i Ngenzl'na France Spain Primary endpoint: C Ia ss‘Based ReS|Sta nce
« No HBV infection or need for Belgium Germany Sweden participants with plasma TND
HCV therapy Brazil italy Taiwan HIV-1 RNA 250 c/mL Pre-specified Major
R Canada Mexico United Kingdom at Week 48 per 2 A 3 2 2 :
(’;‘:cz':e'n\";agg;‘fm ) China Russia United States FDA Snapshot (ITT-E)" Overall Any major No major Major NRTI Major INSTI Minor INSTI INSTI NNRTI Major Pl
resistance Denmark South Africa & 83 81 80 80 83 87 0 & s 93
*Stratified by baseline third agent class (NNRTI, INSTI, or Pl). *5% non-inferiority margin. 69 75 76 75
. . o . . 44/ 32
—> kein signifikanter Unterschied zwischen s / ,
VL <4O u n d T N D DTG CAR DTG CAR DTG CAR DTG CAR DTG CAR DTG CAR DTG CAR DTG CAR DTG CAR

Underwood M et al CROI 2022 #481
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HIV Screening unter PreP
Was ist zu beachten?

Prior testing - HPTN 083 CAB arm

16 HIV infections among 2,282
enrolled (4 baseline, 12 incident)

* VL >500 c/mL - GenoSure PRIme
assay (Monogram Biosciences)

« 5/16 cases had INSTI resistance
(includes 1 baseline case)

« 2 cases had no results (VL <500 at
all visits)

083 Cabotegravir Arm Infections

Primary Analysis
Cases
(Blinded)

See Landovitz CROI 2022 Abstract
for detailed profiling of additional
cases seen in the unblinded
phase of the HPTN 083.

8 Oral lead-in

A\ CAB LA 600 mg IM

Landovitz et al CROI 2022 #96
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HIV Screening unter PreP
Was ist zu beachten?

« Case C1, Subtyp B

 Long acting CAB:
- Reduktion der Virusreplikation

—> nur sehr langsamer Anstieg der VL
bei Resistenz

- Verlangsamte Antikorperproduktion 2 ‘

- haufig falsch negative Schnelltests o] ” I | -
bzw. Ag/Ak Combo-Tests | " Weela sinos ervoliment

med

Eshleman et al CROI 2022 #95
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CAB PriEP - Risiko falsch negatives HIV Screening

« CAB vs. TDF/FTC zur PrEP (HPTN 083, 084)

* Verzogerter Nachweis eine HIV-Infektion Key Findings

’ Akkumulation von INSTI ReSiStenZ' In 5/7 cases, major INSTI RAMs were first detected in samples with
mutationen low VLs - not just in high VL "breakthrough" samples
e Erhohtes Risiko von HIV Transmissionen Use of a RNA assay for HIV screening would have detected infection

before a major INSTI RAM was detected (4 cases) or before
additional major INSTI RAMs accumulated (2 cases)

Eshleman et al CROI 2022 #95
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CAB PriEP - Risiko falsch negatives HIV Screening

« CAB vs. TDF/FTC zur PrEP (HPTN 083, 084)

* Verzogerter Nachweis eine HIV-Infektion

Key Findings
« Akkumulation von INSTI Resistenz- In 5/7 cases, major INSTI RAMs were first detected in samples with
mutationen low VLs - not just in high VL "breakthrough" samples

e Erhohtes Risiko von HIV Transmissionen Use of a RNA assay for HIV screening would have detected infection
before a major INSTI RAM was detected (4 cases) or before
additional major INSTI RAMs accumulated (2 cases)

RNA Analyse zum HIV Screening unter PrEP
empfohlen!

Eshleman et al CROI 2022 #95
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HIV Screening
Hat SARS-CoV-2 hier einen Einfluss?

* Einfluss von SARS-CoV-2 Infektionen auf die Reaktivitat im HIV Screening Test

» Retrospektive Analyse von 23.278 Krankenakten (Henry Ford Hospital Detroit):
Marz 2020 - August 2021

« 2,6-fach hohere Rate an falsch-positiven HIV Testen in SARS-CoV-2 positiven Patienten

HIV 4*" generation Test Overall p-
(n=23,278, %) value

_ False Positive | True Negative

SARS-CoV-2 |Positive |12 |16 067% [2354
PCR Test

Shallal et al CROI 2022 #815
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bNAb Immuntherapie — Wo stehen wir?

HEATHER trial : 173 MSM unter ART (UK)

Insgesamt 3138 provirale env Sequenzen (single genome amplification; n=148)
46,2% zeigten Resistenzen gegen mindestens einen der beiden untersuchten bNAbs

Resistenzalgorithmus erforderlich

Participants
Seroconversion to ART
Env amplification Status (of all participants in cohort)
Amplified Env
Clade (% of all participants with amplified Env)
B clade
other clades

Distribution of resistant Any sequence resistant
sequences per participant (% of all participants with
amplified Env, n=147)
10-1074 43 (29.2%)
3BNC117 19 (12.9%)
Both

All sequences resistant
(% of all resistant samples) sequences

59 days (range: 3-245 days)

147 (84.9%)

106 (72.1%)
41 (27.9%)
Mix of WT and resistant

(% of all resistant samples)
35 (52.2%) 8 (11.9%)
8 (11.9%) 11 (16.4%)
2 (2.9% 3(4.4%

Zacharopoulou et al CROI 2022 #505
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bNAb Immuntherapie — Wo stehen wir?

« HEATHER trial : 173 MSM unter ART (UK)

* Insgesamt 3138 provirale env Sequenzen (single genome amplification; n=148)
« 46,2% zeigten Resistenzen gegen mindestens einen der beiden untersuchten bNAbs

Resistenzalgorithmus erforderlich

Resistance per HIV subtype
Participants

Env amplifici

Clade (% of ¢

% Participants

Distribu
sequenc I

(106) Al (7) CRF02-AG (6) C(3) G (3) CRFO1-AE ( Other
recombinants

(11)

HIV Subtype
Figure 2: bNAD sensitivity frequency per HIV clade. Numbers of samples available for each clade in brackets.

m Sensitive

m 10-1074

s
samples)

)

= 3BNC117 -
anstant
m Both

Zacharopoulou et al CROI 2022 #505
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bNAb Immuntherapie — Wo stehen wir?

Resistenzvorhersage

[ Bl 41.7% Sensitive
- Vergleich von zwei 5 12:5% PhenoSense
genotypischen und einer Z B 225% HIV Sceening Analysis
phanotypischen L =40
Vorhersagemethoden

» Vorhersage der Empfindlichkeit
unterscheidet sich in
Abhangigkeit von der Methode

 Positive agreement:
« 52 % fiir 3BNC117
* 79 % fiir 10-1074

- Challenge!

Bl 45.8% Sensitive

[ 33.3% Resistant

[ 8.3% PhenoSense

Il 8.3% bNAb-ReP

Bl 4.2% HIV Screening Analysis

n=48

Pahuet al CROI 2022 #504
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bNAb Immuntherapie — Wo stehen wir?

Rockefeller University: long-acting (LS) 3BNC117 (CD4bs) und 10-1074 (V3) in HIV-1 infizierten
ohne ART

n=6 - alle Patienten zeigten nach bNAb Gabe eine VL Abfall
2/6 erreichten eine komplette Suppression der HIV VL = abhangig von baseline Resistenz

>20 0.1

PhenoS.ense 3BNC117 | 10-1074 3BNC117 | 10-1074 3BNC117 | 101074 .

Baseline Study ID |cso lcso 190 1C90 Study ID 1C90 _Ic9o o
30

PLASMA | sroz | 0.125 EECTE oo
0.104 wm 04

Sensitivity

® \Viral Load

@« 3BNC117-LS

® 10-1074-LS
ART

smoo T10¢
KUK

102

10’

Caskey et al CROI 2022 #140
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i
bNAb Immuntherapie — Wo stehen wir?

Rockefeller University: long-acting (LS) 3BNC117 (CD4bs) und 10-1074 (V3) in HIV-1 infizierten
ohne ART

n=6 - alle Patienten zeigten nach bNAb Gabe eine VL Abfall
2/6 erreichten eine komplette Suppression der HIV VL = abhangig von baseline Resistenz

>20 0.1
e [Tl [ ] [l 7o
Baseline Study ID 1C90 1C90 e
| sro1 | 0.539
0.607

PLASMA | _smoz | s1e2 | s0 | 78 o w0 [T Sensitivity

0.430
* @ Viral Load
3 ® 3BNC117-LS
® 10-1074-LS
ART

10°

bNAb Imntherapy nch keine Alnative ZUur
CART!

o T =25Tog,| T 1 -2.T16g,,[ "™
4 8 12 16 20 24 1 4 8 12 16 20 24 1 4 8 12 16 20 24

Caskey et al CROI 2022 #140
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Cure — 4. Fall einer HIV-1 Remission
Hellung durch Nabelschnurblut

Induction Haplofcord 1y 2y 3y 4y

chemo trarnsplant Post-T Post.T Post-T Post-T

« 59 jahrige Frau HIV dagnosis
e 2013: HIV ED 2013 toris | ! o

. 2017: High-risk AML unter ART - 1-—~—%———4I[ =,
« 2017: CCR5A32/A32 haplo-cord SCT

1003

CCR5A32/A32 Chimerismus l——~——r————v—

« D100 post SCT: AML Remission mit 100%
« ATI 37 Monate nach SCT

HIV-1 (copies/ml)

- seit 14 Monaten kein Nachweis von HIV-1

Cell coumtiul

« Vorteil Nabelschnurblut: ' ,,'nw

« Material archiviert und verftgbar ftr
Screening

« Weniger HLA Matches notwendig (< GVHD ) Hsu et al CROI 2022 #65

|
|
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First Second First Second First Second
TAF TDF Other

Figure 1: T/S ratio at the first and second visits for participants who used either TAF,
TDF, or other drugs. T/S ratio values are the residuals after adjustment for age, sex,

race/ethnicity, education, and leukocyte count,

DAIG

Die Deutsche AIDS-Geselischaft o V.

Ohne Telomer wird’s schwer!

Telomerlange unter TDF vs. TAF

Table 1. Demographic, Disease, and Treatment Characteristics at second visit.
'"Mean(SD), two sample t test, “Proportion, Fisher's exact test

« CHARTER-Projekt, n = 121 PWH
» Bestimmung der Telomerlange nach ~12,4 Jahren ART

Change in T/S Ratio (Residual)

TAF TDF Other

Characteristic

Age (years)'

Sex (female)?

Ethnicity (Hispanic) ?

Race (Black)'

Education (years)

Body Mass Index’

Leukocyte count (x10%/uL)’
Duration of HIV infection (years)'
AIDS Diagnosis?

Total duration of all ART (months)’
Duration of current regimen (months)!
Emtricitabine Use?

Plasma HIV RNA (< 200 cp/mL)?
Nadir CD4+ T-Cell Count (/uL)!
CD4+ T-Cell Count (/uL)’

CD4/CD8 Ratio!

dagna

TAF Group
(n=47)
57.2(7.6)
5(10.6%)
4 (8.5%)
21 (44.7%)
129 (2.6)
27.2(7.8)
6.1(2.0)
239(6.2)
39 (83.0%)
200.9 (68.3)
11.0 (9.8)
47 (100%)
41 (87.2%)
122.0 (120.0)
548.0 (320.8)
0.86 (0.58)

TDF Group
(n=59)

56.5 (6.6) 0.59
5 (8.5%) 0.75
4 (6.8%) 1.00
23 (38.9%) 0.69
13.2 (2.8) 0.74
23.3(9.3) 0.02
6.4(22) 0.50
229 (6.2) 0.39
53 (89.8%) 0.39
210.3 (60.4) 0.95
66.8 (54.2) <0.001
32 (54.2%) <0.001
55 (93.2%) 0.40
101.2 (112.8) 0.36
635.8 (305.8) 0.16
0.82 (0.44) 0.76

p-value

— mehr Telomerverlust bei Patienten unter TAF vs. TDF
— Limitation: nicht alle Patienten zu Beginn auch auf TAF

Roy U et al CROI 2022 #625
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Man welld nicht, was soll es bedeuten...
Kohortendaten zu Switch und Mortalitat unter ART aus Nordamerika und Europa

« Metanalyse von 20 HIV-Kohortenstudien (ART-CC und UK Collaborative HIV Cohort)

* n=50.722 ART-naive, 21% weiblich, ART- Start 2013-2018
« 1.081 Todesfélle (2,1%) bei 151.651 PY Follow-up

comparison, using multiple imputation to account for missing data.

TABLE: Hazard ratios (95% Cls) for mortality for each 3" drug

Analysis ‘ Mortality
FIGURE: Kaplan-Meier estimates of the cumulative incidence of switching from
starting ART regimen within the first 3 years of starting ART, stratified by regimen RPV vs DTG 0.78 (0.55-1.10) 1.31(1.16-1.48)
DRV vs DTG 0.98 (0.77-1.25) 1.50 (1.35-1.66)
| wavwore
oo EVG vs DTG 0.79 (0.60-1.05) 1.39 (1.23-1.56)
§° EFV vs DTG 0.75 (0.53-1.07) 1.56 (1.38-1.75)
% 2 RPV vs EVG 0.93 (0.68-1.28) 0.94 (0.85-1.05)
§ ° DRV vs EVG 1.17 (0.92-1.50) 1.08 (0.99-1.19)
S | raLwseve
° | cervuseve 0.87 (0.64-1.18) 1.12 (1.01-1.25)
8 | Dorvusrey 1.19 (0.91-1.57) 1.15 (1.04-1.27)
I RAL vs RPV 1.99 (1.49-2.66) 1.22 (1.08-1.38)
| ervusroy
| RaLwsoRy
| ervsony
| raLvserv 2.12 (1.60-2.81) 1.03 (0.91-1.15)

— trotz Adjustierung: Hinweise flr erhohte Mortalitat unter RAL
— Confounder ?

Rilpivirine (RPV), Darunavir (DRV), Raltegravir (RAL), Elvitegravir (EVG),

Dolutegravir (DTG), Efavirenz (EFV).

Trickey A et al CROI 2022 #764
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RATIOnell verordnet?
2DR vs. 3DR in First-line — Recovery CD4*/CD8*-Ratio

Y CORI
« Spanische Kohorte (CoRIS), n = 2.214 ART-naive, prospektive gematchte Analyse A
* 2DR (DTG+3TC) vs. 3DR (mit BIC oder DTG)

 Medianes Alter 37 Jahre, 88% Manner, CD4/CD8-Ratio median 0,3

Kaplan-Meier survival estimates for CD4/CD8 ratio normalization at 0.5, 1, and 1.5 cutoffs in participants with 2DR and 3DR

Kaplan-Meier failure estimates — , C gossp :
for CD4/CDS ratio normalization at cut-off 0.5 Kaplan-Meier failure estimates Kaplan-Meier failure estimates

for CD4/CD8 ratio normalization at cut-off 21.0 for CD4/CD8 ratio normalization at cut-off 21.5

log rank p=0.986
log rank p=0.484

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 O 4 8 12 16 20 24 28 32 35 40 44 48 52 556 60
Weeks from ART initiation Weeks from ART intiation

0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60

Weeks from ART initiation
Number at risk Number at risk
Dualtherapy 107 9 5 9 78 76 74 72 & % 6 6 9 5 6§ 0 Dualtherapy 175 166 66 161 158 1
22 Z19 15

, Number at risk
Tripletherapy 377 38 328 312 2% 279 268 256 251 245 236 223 224 219 2 0 Triple therapy 628 614 05

Dual H"erapy 198 156 195 154 18 168 187 187 1E6 18 1686 11686 1856 : S
T(iulu [bgyup-/ T2 T2 TIT T4 TIC 08 TOO €99 OE€ 637 (84 051 68 o [
% CI

2DR (DTG+3TC) 3DR (DTG or BIC +2 NRTI) 20R (DTG+3TC) = = === 3DR (DTG or BIC +2 NRTI)

2o G

2DR (DTG+ATC)

— kein signifikanter Unterschied in Bezug auf CD4/CD8-Ratio zu Woche 48

Martinez-Sanz J et al CROI 2022 #482
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Es geht auch ohne Nukes!
NRTI-freie 2DR-ART — metabolische / renale Vorteile?

» randomisierte, multizentrische Studie (D), open-label, Phase Illb _
* n =263 Patientinnen mit 2NRTIs+DRV/r, VL <50cpm flr mind. 24 Wochen

» Switch auf DTG+DRV/r (2DR) oder weiter 2NRTI+DRV/r (3DR) Figure2: Distribution of body weight changes at week 48

MDRD-eGFR

Change in body weight [kg]

— 2DR ohne Vorteil in Bezug auf Cholesterinstoffwechsel oder renale Endpunkte
— Gewichtszunahme +2,0kg (2DR) vs. 0,2kg (3DR)

Monin MB et al CROI 2022 #480
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Neues aus der Tanzschule
144-Wochen-Daten der TANGO-Studie

Switchstudie, n = 741 Patientinnen mit TAF-haltigem Regime

Figure 1. TANGO Study Design

Randomization?® Early-switch phase Late-switch
11 phase

TAF-based regimen (N=372)

Screening

+Adults, virologically suppressed
(HIV-1 RNA <50 c/mL) for >6 months
+Stable TAF-based regimen

Eligibility criteria Day Week Week
1

+ 22 documented HIV-1 RNA 24 48

measurements <50 ¢/mL
* No HBYV infection or need for HCV

therapy Primary endpoint?: participants
* No prior VF and no documented NRTI with virologic failure per

or INSTI resistance FDA Snapshot (ITT-E)*
* TAF/FTC + Pl or INSTI or NNRTI as
initial regimen®

aStratified by baseline third agent class (PI, INSTI, or NNRTI). "2 participants excluded who were randomized but not exposed to

study drug. “Participants with initial TOF treatment who switched to TAF 23 months before screening, with no changes to other drugs in
their regimen, were also eligible. °4% non-inferiority margin. ®Includes participants who changed a background therapy component or
discontinued study treatment for lack of efficacy before Week 48, or who had HIV-1 RNA 250 c/mL in the 48-week window.

— kein sign. Unterschied in Bezug auf TND vs. TD
— Viruslast = meistens blips
(5% (DTG/3TC) vs. 7% (TBR))

Figure 2. Summary of Proportion of Participants With VL <40 c¢/mL and
TND, VL <40 c/mL and TD, and VL 240 c/mL by Visit

100% == E™ == E= BN BN .. ll lI

90%

80%

Proportion of participants

Wk 4 Wk 8 Wk12 Wk24 Wk36 Wk48 Wk60 Wk72 Wk84 Wk98 Wk120 Wk 144

DTG/3TC TBR

(N=369)* (N=372)°

13 M No virologic outcome
Other discontinuations®
VL 240 c/mL

=) VL <40 c/mL, TD

=] VL <40 c/mL, TND

*Based on participants with available VL at each visit.
PIncluding lack of efficacy, change in ART, and discontinuations for other reasons.

Wang R et al CROI 2022 #484
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Lang... nachbeobachtet
5-Jahres-Daten zu B/F/TAF

Study Designs: Randomized, Double Blind, Active Controlled Weight Changes From Randomized Phase Baseline Through
1° Endpoint 2* Endpoint 2° Endpoint 2° Endpoint week 240*
T

Week D 43 96 144 192 240

Treatment-Naive Adults
=314 BIFITAF qd

Study 1489
- HLA B*5701 negative - DTG/ABCI3TC placebo qd

= Megative for chronic HEY
- eGFR__ =50 mL/min DTGIABCSTC qd

Open.label BIFITAF

Week
B 2400LE 86
Key inclusion criteria for both: B 1920LE 43
= Mo known resistance to FTC, TAF, ABC, or 3TC B 144

ea}

= HI'V-1 RNA =500 copiesimlL 3
BIFITAF qd ) -
Study 1490 » DTG + FITAF placebo qd -
- Chronic HEV or HCV infection allowed - Open-label BIFITAF :
- eGFR,__ =30 DTG + FITAF qd
[~ BIFITAF placebo qd 0
Study 1489 Study 1430

3TC. lamivudine; ABC. abacavir, eGFR,,. estimated glomerular filration rate by Cockerofi-Gault equation; HEW, hepatitis B virus; HCV! hepatitis G virus; HLA. human leukecyte antigen. *“Includes only participants initially randemized to BIFITAF.

BIFITAF placebo qd

Medlan Welght Change
From Basellne, Kg'y

— gutes virologisches Ansprechen, keine neuen Resistenzen bis zu Woche 240
— geringer Anstieg des Gesamtcholesterins bei stabiler Cholesterin:HDL-Ratio

— stabile eGFR und Knochendichte im Verlauf

Wohl DA et al CROI 2022 #494
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Neue Daten zu Lenacapavir in der First-line — Woche 54-Daten aus der CALIBRATE-Studie

TG 1: LEN SC + F/ITAF to LEN SC + TAF
TG 2: LEN SC + F/TAF to LEN SC + BIC
TG 3: LEN QD + F/ITAF

TG 4: BIFITAF

FDA-Snapshot-Analyse, Woche 54

X
-
et
C
©
=
9
=
©
o

1M1 10 g

HIV-1 RNA <50 copies/mL HIV-1 RNA =50 copies/mL No HIV-1 RNA Data
n= 47/52 45/53 44/52 23/25 2/52* 2/53*T  3/52t 025

3/52 6/53 5/52 2125

— schnelles virologisches Ansprechen (VL<50cpm zu Woche 4: ~80%)

— 2 Resistenzen in TG 2/3 (Q67H+K70R+M184M/I zu Woche 10 bzw. Q67H zu Woche 54)
— geringe Rate systemischer UAW (Ubelkeit/Diarrhoe ~10%)

Gupta S et al CROI 2022 #138
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Mit dem Rucken zur Wand !
Neue Daten zu Lenacapavir bei Heavily Treatment experienced — CAPELLA-Studie Woche 54

Study Desig

teria Functional monotherapy Maintenance 100
n (14 d)

P Oral LENt LEN SC Q&M for 52 wkt a0
L. |,

classes Failing regimen OBR*
ndomized cohort

NO ’7 (double blind)
: =12 Oral LENt LEN SC Q6M for 52 wkt

00
t HIV-1 RNA Failing regimen OBR?

n Changes in CD4 by Category in Randomized Cohort (n=36)

2200 CD4 cells/pL 50—<200 CD4 cellsipL <50 CD4 cells/pL

60

Participants, %

(vs screening); or
= <400 c/mL

HES L Nonrandomized cohort e Oral LEN® LEN SC @6M for 52 wk' |,
(open label)* OBR: OBR:
22 26
Week

SC maintenance

— gutes virologisches Ansprechen: VL < 200cpm: 86%, VL < 50cpm 83% (rand. Kohorte, n=36)
— gute lokale Vertraglichkeit der s.c.-Injektionen (Schwellung/Schmerz/Erythem fur wenige Tage)

— kein Hinweis fiir Kreuzresistenzen zu anderen ARV inkl. anderer Entry-Inhibitoren $

Ogbuagu O et al CROI 2022 #1047; $ Margot N et al CROI 2022 #508
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HPTN 083-Update: CAB-LA noch immer Uberlegen

« randomisierte, multizentrische, doppel-blinde Studie, 12/2016 — 06/2020 (STOPP DSMB), Data cut: 05/2021
* n =4.492 ProbandIinnen, TDF/FTC qd p.o. vs. CAB-LA Q8W i.m.

Combined Efficacy Analysis

HIV Incidence Hazard Ratio (95% Cl)

72 Infections

K-
g
)
©
14
o
o
c
)
=
o
(5
=
X

Cl, confidence interval

— insgesamt 7 ,breakthrough®-Infektionen im CAB-Arm trotz regelhafter Injektionen
— Zunahme der HIV-Inzidenz in beiden Armen. Adharenzproblem/Selection-Bias?

Landovitz, RJ et al CROI 2022 #96
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Neue Buchstabenkombinationen — auch im Bereich der PrEP

* in-situ forming implant (ISFI) als multipurpose prevention technologies (MPT) = Kontrazeption + HIV-PrEP
* 90-Tage PK- und Safety-Studie im Mausmodell, n=48,
» Etonogestrel (ENG) oder Medroxyprogesteronacetate (MPA) + CAB oder DTG

Mechanisms of drug release & DTG/ENG (278 mg/kg)

- DTG/MPA (278 mglkg)
e

Biodegradable polymer Diffusion-mediated
Water-miscible organic Water influx ;

of DTG (ng/mL)

Plasma Concentration

solvent
77 APls

Phase Inversion N W’
- . 45 60 75 90

+  Polymer degradation-mediated Time (days)

— sehr gute Spiegel im Mausmodell, geringe lokale Inflammation
— Studien in Primaten geplant
— zusatzliche PrEP-Studien zu Carbotegravir und Doravirin als ISFI 1.2

Young | et al CROI 2022 #80, 1 Massud | et al CROI 2022 #855, 2 Kovarova M et al CROI 2022 #446
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Augen zu und durch!

STI-Testverhalten in Pandemiezeiten
» Daten des Checkpoints Kéln 2017-2020, n= 15.153

W WSw @ WSM I MSW BB MSM  Ukwn

“TTNUWN 10 W W U

et

2018 2019

M Negative I Positive

Figure 1: Bi-weekly visitor numbers from 2017 to 2020.

— deutlicher weniger (40%) Klientinnen in 2020
— prozentual weniger MSM (46% — 35%), dafur prozentual mehr WSW und MSW
— Positivrate insgesamt 5%, 75 reaktive HIV-Tests (davon 77% bei MSM)

Boesecke C et al CROI 2022 #924
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Koinfektionen und Komorbiditaten

Stefan Mauss
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Inzidenz der akuten HCV Infektion in der Ara der DAA pra-CoVvID

(Spanien, Frankreich, Niederlande, Schweiz, Australien)

6 Kohorten

o Zeitraum 2010 — 2019
« N=45943

 Akute HCV + = 2051

0.91 /100 PY

50% reduction

2019 vs 2015

0.46 / 100 PY

the Netherilands

« Die akute HCV Infektion ist vor COVID
In der Kohorte ricklaufig, aber das ist
regional unterschiedlich

Van Santen DK et al CROI 2022 #73
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Inzidenz der akuten HCV Infektion in der Ara der DJAVAY
und COVID-19

* 6 Zentren in Deutschland

« >8000 HIV+ positive Patienten

* Inzidenz fallt nicht mit DAA
Einflhrung, sondern erst mit
COVID

« Aber Testung und Betreuung
In den Praxen nicht wesentlich
eingeschrankt

2014 2015 2016 2017 2018 2019 2020 2021
HIVHVISM in care —HCV incidence

Ingiliz P et al CROI 2022 #539
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HCV Therapie — einer geht noch (zumindest in Asien)
RavidasvVir zoomg)/ Sofosbuvir @oomg) (12/24 Wochen)

Sustained virological response at 12 weeks post-treatment — Full analysis set (n=602)

a0 [583/602 353/364 79/81 289/296 54/61 397/41 467/a82

. | 96.8% 97% 97.5% 97.6% 88.5% 096.8% 96.9%
230/238 158/161 3/3 153/157 186/192 116/120 397/410
96.6% 98.1% 100% 97.5% 96.9% 96.7% 96.8%

No cirrhosis
GT3 Cirrh
HIV co-infection
infection
Prior HCV
treatment
No prior
HCV treatment
HCV RNA
> 800,000 IUfml

An
w
=]

£
-

=

w

Overall SVR12 rate in per protocol set (n=580): 98.1% (95% CI: 96.6% to 99.0%).

There were no significant drug-drug interactions with anti-retroviral therapies.

DND:

Drrugs for Neglected Diseases initiative

Pangenotypisches Regime
mit (leichter) GT6 Schwache
HIV+ 97%, HIV- 97%
Kostengunstiges nicht
generisches Regime

(ca. 100 USD)

Menétrey C et al CROI 2022 #582
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Long acting HBV Therapie — nanoTAF als Depotinjektion

« HBV ist in der Regel eine langjahrige
Therapie

» Depotinjektionen mit Partikeln von
nanokristallinem TAF in lipophilem Medium

« Nanopartikel in entsprechender Formulierung

15 e ViEs T e WY sind eine mogliche parenterale long acting

weeks post treatment weeks post trestment
Option

’_

-
-
/ -5 ® NO rasiment

® NMITFV
® NTAF

g
-
3
§
:
3
g

Figure 5. Suppression of HBV replication in HBV transgenic Tg05 mice. The
dynamics of HBV DNA viral load in peripheral blood. NM1TFV suppressed viral
replication from baseline levels by several log10 over the 16 weeks experiment
duration. By contrast, NTAF exhibited minimal effect.

Das S et al CROI 2022 #545
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Leberfibrose ist todlicher als Leberverfettung

 N=1810, medianes follow up: 74 Monate, drop out 9%
 trizentrisch, prospektiv, HCV und HBV eingeschlossen

« Todesfélle n=134

» Leider keine Zahlen zu den Subgruppen oder der Zeitachse

Survival according to steatosis grade (n=1810) Survival according to liver stiffness (n=1810)

CAP <248 dB/m
, CAP 248268 dB/m
CAP 268-280 dB/m
CAP >280 dB/m

Causes of death = was 14-30KPa

Deaths: 134 (7.4%).
Median follow-up time: 74 (23-102) months.
Losses to follow-up: 163 (9%).

Causademuerte | N(%)

AIDS 15 (11)
Liver disease 36 (27)
Cancer 38 (28)
Cardiovascular disease 12 (9)
Other causes* 33 (25)

230 XPa

Cumulative survival

]
&
>
.
3
"
.
S
3
2
E
3
o

Non-AIDS infections: 10 [7.5%); Overdose: B (6%); Chronic lung disease: 7 (5.2%)
Accidental: 1 (0,7%); Unknown cause: 7 [5.2%)

b un MY Ko W ny Tim Ex L T LGN 1€ B0 B S 0 : PR R 00 “anm «.°0 o M0 w0 W0 100

Time (months) Time (months)

Macias J et al CROI 2022 #518
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Salsa - TDF halt schlank

@pAc . daghad

Figure 2. Adjusted Mean Change in Weight From Baseline to Week 48
by Baseline TAF or TDF Use

Randomized, open-label, actn{e-cqntr'olled. multicenter, . 30 aDTG/ATC  wCAR
parallel-group, non-inferiority study )

2.4 (1.2, 3.6)

2.4
2.5 0.2 (1.2, 1.5)

2.0
1.5
1.0
0.5
0.0

Screening Randomization® Randomization phase

DTG/3TC (N=246)

11
1.6
1.4

CAR (N=247)

Adjusted mean change in
weight from baseline, kg

Baseline TAF use Baseline TDF use

N= 83 91 108 106

Absolute mean weight 78.4 81.0 74.7 76.8
at baseline, kg

 Mittlere Gewichtszunahme W48: DTG/3TC 2.1 kg vs. CAR 0.6 kg
 Gewichtszunahme >10% W48: DTG/3TC 27/230 (12%) vs. CAR 9/224 (4%)

Hagins D et al CROI 2022 #603
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Deja vue 1 — (reversible) MITOX mit DTG?

Menschliche

Lungenfibroblasten
Mitochondriale
Morphologie _
Apoptose/ROS Reversibler Effekt

Klinisches Korrelat?

p=0.0002
p<0.0001

Apoptose reactive oxygen species

Caloren L et al CROI 2022 #601
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Deja vue 2 — MITOX mit DTG (humane Adipozytenkultur)?

Results

Dolutegravir suppresses basal and maximal
respiration rates in preadipocytes
Oxygen Consumption Rate

Dolutegravir decreases adiponectin secretion
despite changes in gene expression

 Uberprifung mit weiteren
Substanzen erforderlich

piasnhadt LRl *©  Klinisches Korrelat der

i MITOX?

Ll ° Reduzierte Insulinsensitivitat

bisher nicht generell den

INSTI zugeordnet

Antirrycin

e DMSO

p— # §_* e
‘ . i - DTG
g \ ' (.(i/‘ &

Vees

w

-

e

-

o

(-]
-

(#]

5]

o
L=}
-

c
2
=

e

%]

o
w
£
:
g
<

(ng/ngDNA)
S
Relative mRNA Expression

(=]

Dolutegravir increases lactate production in both
preadipocytes and adipocytes

0
SOOI TRy PPAR,  Adiponectin
Preadipocyte Lactate Adipocyte Lactate

5000

Adiponectin secretion was determined wsing ELISAs and normalized to DNA content. mRNA
Expression was determined using gRTPCR and normalized to DMSO, n=3

'y
=
=

g
2

[Lactate] (puhl)
8
2

» Adiponectin erh6ht Insulinsensitivitat
und die hepatische Lipolyse
« Adiponectin ist bei Diabetes mellitus Typ 2

erniedrigt Pickering TP et al CROI 2022 #600

DMSO DTG DRV
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Antiinflammatorische Medikamente und CVD

Hazard Ratios (HR) for CVD outcomes associated with rheumatic therapy exposure and
CVD risk factors from the multivariate model adjusting for RD diagnosis

Exposure No. HR 95%C| p-value e n=3930, VAMC Atlanta
Multiple medication 216 2121 1.259 3.575 0.0047 . :
* * monozentrisch, retrospektiv

NSAIDs 2216 1.694 1.196 2.400 0.0030

Sterold ses | 2312 | 1575 | 3as2 | <00001  Exposition 2000-2002, f-up -2019

Immunomodulator 1.539 0.392 6.041 0.5368 ° Keine bekannte (@AVAD)

Hypouricemic agents and <0.0001 S _
R e 105 | 3445 | 2137 5.553  Ereignisse n=660

Smoking 811 2.212 1.581 3.095 <0.0001 | (40% MI, 27% DCM, 17% ZNS,

Hypertension 744 1.257 0.924 1.712 01372 | 16% pAVK)
Hyperlipidemia 337 0.779 0.487 1.248 0.2939

Diabetes 80 2.352 0.967 5.747 0.0591 ) ) ) o
Aspirin 124 2.127 1212 3731 0.0077 | « NSAID, Steroide sind ein Risiko

RD 62 | 1154 | 0823 1620 | 04048 | fur CVD (auch) bei HIV+ Patienten

VACS Index 3930 1.014 1.010 1.019 <(.0001

Titanji BK et al CROI 2022 #590
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Machine learning um Gewichtszunahme >5% vorher zusagen

« Modena Metabolic HIV Clinic
« N=3516 (18874 Zeitpunkte)

Sensitivity Ability to correctly identify patients with

Local SHapley Additive exPlanation (SHAP) WG who do experience WG TPUTP+EN)

(observation: 00414)

(recall, true positive rate)

higher- lowe Specificity Ability to correctly identify patients without

WG who do not experience WG TNAFP+TN) 98.6%

(seloctivity, true negative rate)

5.38 Positive predictive value Probability of experiencing WG if the

. Cociton model classifies a patient as “positive” TP/ (TP+FP) . 93.0%

5 : Probability of not experiencing WG if the
Negative predictive value  model classifies a patient as “negative"” TN/ (FN+TN) : 98.6%

0l )

Closeness of the predicted valuetoa  (TP+TN)/(TP+FN+

Accuracy observed value FPATN) 97.7%

Current €
BW
Measure of accuracy, taking into an 2 : 2
account sensitivity and positive predictive (1467 TPY(1+F°) 93.0%
value TP + B FN +FP)
Ability to identify a patient with or without

ROCAUC WG with proposed ML models j TPR d (FPR)

Standard demographic, " Other vanables collected at

anthropometric, HIV and Dség'bﬁg'gonza' MHMC (diet, frailty,

ART data, diabetes and endocrinoloaical data sarcopenia, all co-
hypertension RS morbidities)

« TAF und InSTI tragen nur
Staderd amogragtc, DEXA, addioal untergeordnet zur Gewichtszunahme bei
ART data.dlab'etes and . mcentﬁbohc’ar:%‘ . . . 00 0 .
hypéronsion endocrnologicaldata Bei der Vielzahl der bendétigten Variablen
ISt machine learning nur bei digitaler
anbropomeric WY and

ART data, diabetes and Datenerfassung realisierbar

hypertension

Guaraldi G et al CROI 2022 #597
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Therapie oder Monitoring des HSIL — ANCHOR study

Demographics of randomized population (1)

Randomized population N=4,446 P value

Treatment arm

N=2,227

Median age at randomization (years, IQR) 51.0 (44.0-57.0)

Median years at randomization since HIV

diagnosis (years, IQR) 17.0 (10.0-24.0)

Months of follow-up (median, IQR) 25.3 (11.7 —42.0)

Gender identity N (%)

Male 1793 (80.5)
Female 346 (15.5)
Transgender 85 (3.8)

Neither male nor female

2 (0.1)

Decline to answer

1 (0.0)

Active monitoring arm
N= 2,219
51.0 (44.0-57.0)

17.0 (10.0-25.0)

27.2 (12.0 — 42.1)

1782 (80.3)
365 (16.5)
68 (3.1)
2 (0.1)
2 %) ANCHOR
Ao

stud
Palefsky J et al CROI 2022 #106
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Kaplan-Meier curve of time-to-confirmed cancer cases

Time to Anal Cancer Diagnosis

Cumulative Incidence of Anal Cancer

24

Months

. — the
Active Monitoring Treatment
@ ANCHOR
stud

Palefsky J et al CROI 2022 #106
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UMely. Die Deutsche Aids-Gesellschaft e.V.

ANCHOR-Study

Aufwendiges Screening mit hochauflosender Anuskopie
-> nicht in der Regelversorgung breit vorhanden

Warum Lasionen beobachten?
Inzidenz des Analcarcinoms erstaunlich niedrig
Einfache Therapie, teils fraglich wirksam -> kein Laser, topische medikamentose Therapie

Palefsky J et al CROI 2022 #106
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Krankheitslast / SARS-CoV-2-Impfungen
bel PLWH
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Grunde fur Hospitalisierung durch COVID-19 bei PLWH

Argentinien (N = 844 Pt.)

Figure 2. Adjusted Odds Ratios of factors associated with hospital admission due to . i
COVID-18 among PLWHIV in the COVIDARE study e PLWH mit SARS-CoV-2-Infektion
« 21.8% Hospitalisierung
Age =6l years . .
Risikofaktoren:

Comorbidities

« Alter > 60+
« Begleiterkrankungen

Viral load = 20 coples/mi
ART

Wiormen

Signifikant weniger Aufnahmen bei:
* Frauen
« CD4 >500

CD4a+ 200-495 callsiml

CO4a+ = 500 calls/mi

0LE DE DTOHEOSD
Odds Ratio

Kein Einfluss der HI-VL oder ART

Rombini F et al. CROI 2022 #643
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COVID-19 in Schwangerschaft (PLWH)
Relevant fur Mutter und Kind!

Risk ratios for adverse birth outcomes by exposure group

(HIV- COVID- as reference) Botswana/ Tsepamo (N = 11149 /10090 HIV-Status)
N =530 (5.3%) SARS-CoV-2+; 141 HIV+; 389 HIV-

Any Adverse Birth Outcome

Any Severe Adverse Birth Outcome

Preterm Delivery

Very Preterm Delivery

N Ergebnis:
+  Erhohte maternale Sterblichkeit bei COVID-19 (4%)
o SR - Nicht erhéht durch HIV!
s  Adverse birth Outcomes:
S I— 5.5% Totgeburten (2-fach erhoht)
Maternal Deaths covips covip- Risiko hdoher, wenn Mutter HIV+/COVID-19+

Age Adjusted Risk Ratio (95% Cl)

Overall 19 (4%) 12 (0.1%) 31.6 (15.4,64.7) a0 -
HIV Status Risiko Delta > pre-Delta (Omikron?)
97% ART HIV+ 4 (3%) 3(0.1%) 23.3 (5.3,102.8)
7 = % HIV+ COVID+ HIV+COVID- Age Adjusted Risk
HIV: 15 (4%) 9 (0.1%) 35.6 (15.7,81.0) (N=144) (N=2277) Ratio (Cl 95%)

Variant .
Pre-Delta 3 (2%) 5 (0.1%) 13.9 (3.4,57.2) 62 (43.1%) 592 (304%) 1./8(1.4/,2.15)

Delta; | 15/{5%) 5(0.1%) 56.3(20.5,154.7) Jackson-Gibson M et al. CROI 2022 #29
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South Asia -Saharan Africa

All participants

obability af Vaceinaticn

- T  _ __ r /] | ¥¥=—
JUR2T ALG2 aCT21 DEC21

Calerdar Manth

REPRIEVE Fopulation Total Population

| R e —— e Reprieve Trial (N = 7770 Pt.)
S  Deutliche regionale Unterschiede der Impfquote
NEa PLWH: Impfquote entsprechend der Region
Hohere Quoten bei:

Mannern, hdherem Alter, hoherem BMI,

langjahriger ART

Latim Brraricy

Fulda ES et al CROI 2022 #50
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Gutes, aber doch etwas geringeres Ansprechen?

RESULTS

« COVID-19 Impfung effektiv bei HIV, aber niedrigere Immunauntwort [REEEEEE RIS ETINE

COVID-19 vaccine at one month after the second dose.

754 PLWH vs. 720 Kontrollen, mind. 2 Impfungen MR e

(years) (ke/m’) ties on 3) (cop/mL)
454 Woman 238 .
56.4 Man 221 Diabetic
53.1 Man 25.5 .
61.4 Man 22.0
68,6 Man 20.1

[a]

< 200 239

< 200 0

< 200 20

<200 20
[200; 500{

Figure 3. Seroneutralization response up to 6 months
after second injection

Figure 2. Anti-Spike SARS-CoV-2 IgG response up to 6
months after second injection

Diabetic,

Man 319 Obese

[200; 500{
Man 19.8
Woman 324 Obese
Man 20.1 Cancer
Man 204 -
Woman 504 Obese
Man 205 -
Man 313 Obese
Man 24.2 -
Man 203
Man 22.8 -
Man 228 Diabetic
Man 203 -
Man 263
Man 18.0
243

- Insgesamt gutes aber etwas niedrigeres Impfansprechen bei PLWH e ol
—> Signifikant schlechter bei fortgeschrittener Infektion (14/22 CDC C)

2500

2 500
[200; 5001

< 200

<200

< 200

=500

< 200
[200; 500{

2500
[200; 500{

2 500

2 500

2500

2500

= 500

Monds afer socond dose hjpcion

C
C
C
C
C
C
C
C
C
C
C
C
C
B
B
B
A
A
A
A
A

Wittkop L et al CROI 2022 #868LB
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Mehr Blips nach SARS-CoV-2 Impfung?
Ausreichende Impfantwort bei PLWH?

r HIV-RMNA at each time point (various cut-off 1

METHODS
opuiation’s sam

pie Type of vaccine

-
i i} H 1T uantif of a
| BNT 162b2 40.5°
N al '131 PRNAIZTS 208 2 2500 No significant changes in HIV
Protocol timeline ] RNA before and after SARS
W § 2 COV-2 vaccine administration
& . < 1500 —
e fle flo © @ % (mRNA platform).
MO M1 M2 M6 booster M1 & 1000
1st 2nd booster booster M1 boosbar
dose dose dose g 500 u - - - -
? peroent
saien Mi o M2 M M1 booster IV i v cogisslmi)
# vaccination 7 self-reported timepoknt timmponi

£+ lvaccine side-effects [l PLWH B healthy voluntoers W ant-N negative at BL || am-N positive st BL

A - y

anti SARS-CoV-2 $1 RBD

iy oy Satisfactory anti-RBD antibodies titers up to 6 GMT were significantly higher in patients

anti SARS-CoV-2 N antibodies’ 0 COVID-18 history
HIV-RNA? months after two doses of SARS-CoV-2 mRNA o) i) with positive anti-N at bassiine

TRoche Elecsys, Roche Diagnostic, "COBAS 6800, Roche Diagnostic vaceine in PLWH,

Higher antibodies titers in healthy volunteers.

« PLWH unter ART entwickeln gute Anti-RBD-Ak auf die Grundimpfungen / Booster
« Impfansprechen besser, wenn zu Baseline Anti-N-Ak nachweisbar
* Nur geringe Schwankungen der HIV-RNA ohne klin. Relevanz oder verminderten Impf-Ak

Fedeli C et al CROI 2022 #941
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SARS-CoV-2:
Therapien?



Received Emergency Use Authorizations From the Food and

SA RS_CO V_ 2 Drug Administration

These authorized anti-SARS-CoV-2 mAb products are listed alphabetically as

Gestern hot, heute ,,S¢&2 1. Februar 2022

+ Bamlanivimab plus etesevimab: These are neutralizing mAbs that bind to

different, but overlapping, epitopes in the spike protein RBD of SARS-CoV-2.

Problem: Schnellebigkeit im SARS-CoV-2-Feld, Stichwort: C

The broad distribution of bamlanivimab plus etesevimab has been paused in

the United States because the Omicron variant has markedly reduced in vitro

ey
Neutralizing _ N _ B
About CROI Presenters Registra465, 532, 534, 557, Newborn: 67 s ot expected to provids clinical benefit for patients with Omicron

?63: ?64r :’65: ?661 Next generat _ _ infection.®

First Confirmed Case Of Omicr( NFkB: 340 « Casirivimab plus imdevimab: These are recombinant human mAbs that bind to

Detected iIl the United States ion: 680 NGS 554 nonoverlapping epitopes of the spike protein RBD of SARS-CaVv-2.
NIQETIE. 791 The broad distribution of casirivimab plus imdevimab has been paused in the

Media Statement sion: 28, 684! 685, NK tEHS: 279; 2801 286; 3051 3D8; 306: 307; United States because the Omicron variant has markedly reduced in vitro

Acrobat Reader susceptibility to casirivimab and imdevimab, and, therefore, this regimen is

Suchen susceptibility to bamlanivimab and etesevimab, and, therefore, this regimen

For Immediate Release: Wednesday, December 1, 2021

Contact: Media Relations . not expected to provide clinical benefit for patients with Omicron infection.”
(404) 639-3286 P ! Dokument wurde von Adobe Acrobat Reader durchsucht. Keine Treffer.

Sotrovimab: This mAb was originally identified in 2003 from a survivor of SARS-

The California and San Francisco Departments of Public Health hav CoV infection. It targets an epitope in the RBD of the spike protein that is
of COVID-19 among an individual in California was caused by the G
individual was a traveler who returned from South Africa on Noven 0K

had mild symptoms that are improving, is self-quarantining and ha _

All close contacts have been contacted and have tested negative. . . i . i :
LT 1Lt LT U1 IV £V M I G ML GLLS Y S L TU LI 10 Glot e L LU U GLLL L Gat Ul (asuany sowus s v guoiar e @ Tixagevimab plus cilgavimab: These are recombinant human anti-SARS-CoV-2

conserved between SARS-CoV and SARS-CoV-2. Sotrovimab retains in vitro

activity against the Omicron variant.®

submitted are accepted). mAbs that bind to nonoverlapping epitopes of the spike protein RBD of SARS-

Late-Breaking Abstract Deadline on January 5, 2022: Data analyzed after the general abstract submission deadline should not be submit ~ CoV-2. Although available in vitre data suggest that the Omicron variant remains
breaking unless they meet a high threshold of scientific merit. The selection criteria are much more rigorous than for general abstracts, and susceptible to this combination, more data are needed to fully assess the activity

late-breaking abstracts are accepted. of this regimen when the Omicron variant is circulating at high frequency.*#1°

www.croiconference.org; www.cdc.gov,
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Po statt Vene?
Sotrovimab i.m. zur Vereinfachung der Logistik?

COMET-TAIL (N = 764), Phase lIll, non-inferiority trial (ongoing)
* Vergleich Sotrovimab 500 mg IV oder IM (500 mg (bzw. 250 mg gestoppt)).
« Ziel: Krankheitsprogress / Hospitalisierung > 24h oder Tod (< 29 Tage)

Primary Efficacy Endpoint

Hospitalization >24 hours or death through Day 29, due to any cause

4 (1)
378
5(1.3)
5 (1.3)
0
365 (96.6)

8(2.1)

1.07

-1.25, 3.39)

pee

3 (<1)
376
10 (2.7)
10 (2.7)
2 (0.5)

356 (94.7)
10 (2.7)

Ergebnisse:

10/376 (2.7%; 2 Tote) Pt. im 500 mg IM—Arm
5/378 (1.3%) im IV-Arm erreichten Endpunkt
Gute Vertraglichkeit IM

—> Sotrovimab IM nicht unterlegen

Alternative im ambulanten Setting?
Hausbesuche?

Kohli A CROI 2022 #102LB



baic_ .. dagnd

Molnupiravir bestatigt Wirksamkeit

Phase lll; Indien (N = 1218), Phase Ill, open label randomized controlled
* Einschluss: SARS-CoV2-PCR+ (mild)
« Ziel: Hospitalisierung bis zu Tag 14; Progress auf WHO-Skala

Primary Endpoint
Rate of hospitalization from randomization up to Day 1jg

y = 0.0053]

3.36% * The difference in rate of hospitalizations between

R R S Ergebnisse:
Sponily G S wiuise Y * Niedrigere Hospitalisierungsrate unter
treatment up to day 14, M OI n u pi ra.Vi r
i + S0 « Raschere klinische Verbesserung
Standard of Molnupiravir .. 5 G
MO:‘::;:‘V" Ni::O Proportion 95% Confidence Standar‘:lsof Care y F ru h e re P C R - N e g atIVI e ru n g
patents, o(1a8) w026 28 48509 oo | « gute Vertraglichkeit

Hospitalized

**p-values were obtained using Fisher test

Kumarasamy N CROI 2022 #101
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“Herr Doktor, was kann ich denn noch tun?”
Zink?

 Zink als Antioxidanz bzw. antiinflammatorisch?
* N =149: Zink, sTNFaRII, I-FABP In akuter Infektion

Table 1. Hazard Ratios* and 95% Confidence Intervals (Cls)
COVID-19 ODutcome
UHR (955 C1)  AHR [95% Cl)

Age [years)*** 2.47 (147, 416)  3.53(1.34, 9.63] 0.01
Fernale 1.04 (0,66, 1.63] 1,30 (0L67, 2.52] 0,44
non-White 3.83 (.50, 6.40)  2.66(1.27, 5.57) 0,01
Comorbiditias [Any] 5.9201.85 1833  1.62 (035, 7.52 .54
sTHF-RII™*® 4,08 (2.17, 7.6A) 217 (1,10, 4,31] 0,026

pvalue

Asymptamatic or Symplomatic.  Hospitalzad Modaiata-Savars  Hospilalized. Symptematie, g o e B L ) ek S
Mild Disease(Ne 02) Disease(non-imvasie 02)  Seveie Dissasalinvashe O2) or L acfasied Mozord Rador ARE=Avsiad Horand Ralio
A

D "
= orElovraed

Iinc Stalus W SuMciert(>s75) @ Datcienti<75) i
o) ronsformed

Fig 1. Distribution of Zn status among groups of WHO COVID-19 outcomes

- Zink-Mangel korreliert mit hoheren sTNF-RII-Spiegeln - schlechterer Verlauf d. Infektion (WHO
Score)

Mouchati CF et al CROI 2022 #643
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Welche Substanz kdnnte man noch recyclen?

TOGETHER Trial (N > 3700 Pt., ongoing)
« Suche nach potenziellen Therapien fir FrUhphase der SARS-CoV-2-Infektion (symptomat. Pt.)

Hier: Fluvoxamin, Metformin and lvermectin
« Ziel: Pravention der Hospitalisierung (> 6h — 28d); Viral Clearance bis Tag 7, Mortalitat, AE ...

Ergebnisse:

Fluvoxamin - 79/741 Pt. vs. 119/756 Placebo (mit Event)
Metformin - 34/215 Pt. vs. 28/203 Placebo

lvermectin - 100/679 Pt. vs. 111/679 Placebo

- 32% Reduktion der Hospitalisierung unter Fluvoxamin

Reis G et al CROI 2022 #453
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Was bedeutet Long-COVID? PASC?

Post-Acute Sequelae of SARS-CoV-2 Infection (PASC): Neu aufgetretene oder persistierende
Symptome im Zusammenhang mit COVID-19, nach Genesung oder > 30 Tage nach Diagnose

Kaiser-Permanente, N = 28118 Falle / 70,293 COVID-19 negat. Kontrollen

Ergebnisse:

: B Conclusions: e  12% mehr Symptome naCh COVID-19

+ Specific Conditions of Focus are elevated in persons with a history of COVID for up to 120 days

* Respiratory + GU Disorders «  Non-specific Chest Pain
+ Mental Health +  Anosmia *  Fluid & electrolyte disorders

.. p?stégj:gnntﬁfﬂ:lnr:‘? coule u.id%iijeAssc defiton + Malaise Fatigue — - - - (3 O = 1 2 O Tag e p OSt C OV I D = 1 9)

« Signifikant mehr:
Anosmie, Dysrhythmie, Diabetes,
GU Erkrankungen, Malaise,
“Mental Health”,
Elektrolytverschiebungen
und unspezif. Thoraxschmerz

GU and
ill-defined
cond itions

Gastro
-intestinal

Malaise and
fatigue

1t

Horberg MA et al CROI 2022 #98
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Hand auf's Herz, eine Frage von CRP und Frequenz?

N =120: Untersuchung von Biomarkern und Echokardiogramm >2 Mo. nach Infektion
® Subgl‘uppenanalyse m|t CMR, LZ'EKG, Exercise capacity by symptoms, hsCRP, and chronotropy
Belastungstest (CPET) nach >12 Mo. '

40
40
40

.. °
®  B=.2.9(95%Cl-5.110-0.7; p=0.01)
o

°
=0.24 (95%CI1 0.01 to 2.47: p=0.04)
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Boxplot by presence of cardiopulmonary PASC Linear Fit ® Peak VO2 by In(hsCRP) Linear Fit @ Peak VO2 by Peak HR

Exercise capacity (Peak VO2 in ml/kg/min) by presence of cardiopulmonary symptoms (left panel), systemic inflammation (hsCRP, middle panel
and chronotropy (| feak HR as percetage of age-predicted maximum, right panel). Regression coefficients are adjusted for age, sex, BMI, and
time since acute infection.

- Persistierend erhohtes hsCRP (OR 1.32) bei symptomat. Pat. und bei erniedrigter peak VO2
auch noch nach 12 Monaten (Symptome: PE (p = 0.04), reduzierte Belastungskapazitat)

« V.a. Folge von “chronotropic incompetence”, nicht priméar pulmonal bedingt

Durstenfeld MS et al CROI 2022 #99LB
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