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Learning Objectives

After attending this presentation, learners will be able to:

« Switch antiretroviral therapy (ART) in the setting of viral
suppression

» Switch ART to long-acting cabotegravir and rilpivirine

» Switch ART for virologic failure
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Should I simplify an initial regimen?
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Case 1
Man, 53 Years

May 2015:

« Diagnosed HIV infection

« HIV encephalopathy
(multiple cerebral
seizures at initial
diagnosis)

* Nicotine abuse

+ Arterial hypertension

« Hypercholesterolemia

+ CD4 nadir 200/l (12%),
HIV: 850,000 cop/m.

ART History:

- Start: DTG/3TC/ABC

Good tolerability
Very good HIV surrogate
paramelers

+ HIV-RNA < 20 cop/ml
+ CD4 250/l (16%)
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ARS Question 1: What would you do?

A. Continue his current ART

B. Change his ABC/3TC to TAF/FTC
containing regimen

C. Change to DTG/3TC

D. Some other option
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Can | switch patients with viral suppression in the
setting of M184V or K65R mutations
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Case 2
Woman, 42 years
Winter 2019: Resistance- Testing:
« Diagnosed HIV infection NRTI: M184V
« cerebral Toxoplasmosis NNRTI: none
* Late Presenter PI: none
InSTI: none
Initial: ) Start ART 2019:
+ CD4 nadir 150/l (15%)
* HIV: 650,000 cop/ml TAF/ FTC/ DRVIr
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ARS Question 2: What would you propose?

A. TDF/3TC/DOR

B. FTC/TAF/BIC

C. FTC/TAF/DRV/c

D. TAF/FTC/IDTG

E. Other option
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High Efficacy of Switching to Bictegravir/FTC/TAF with
Suppressed HIV and pre-existing M184V/|

HIVRNA <50 (LOCF) at ast visit)
90% 100%

« Pooled data from 6 trials in 2%
which PWH and virologic
suppression switched to
B/FITAF (n=1825 with baseline
data)

« Preexisting M184V/| identified in
182 participants (10%)

+ 98% of participants with pre- Alpsens® AU wanR R s
existing M184V/I maintained (=1825) _(=182)  (n-07)  (ne5B) (n=a)
viral suppression Masav/s

LOCF: last observation carried forward.
*Patients with baseline data.

Patients (%)
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Should | switch to Long-acting Cabotegravir and Rilpivirine?
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CASE 3
AR, WOMEN 59 YEARS, KENYA
May 2002: ART History:
+ Diagnosed HIV infection + 03/05-08/05: AZT/3TC +CCR5
« Cured hepatitis B (Study)
- Arterial hypertension + 08/05-03/10: ART break
- Hypercholesterolemia + 03/10-05/15: EFV/TDF/FTC
05/15-09/16: TDF/FTC/RPV
* Since 09/16: FTC/TAF/RPV
Good tolerability
Very good HIV surrogate
parameters (09/21)
« HIV-RNA < 20 cop/ml
+ CDA4 400/l (35%)
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ARS Question 3: At this point what would you propose?

A. Talk to her and keep her on her
current Rx (FTC/TAF/RPV)

B. Resistance analysis on proviral
HIV level

C. CAB/RPVim.
D. Some other option
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LONG ACTING
CABOTEGRAVIR (CAB) AND RILPIVIRINE ( RPV)
Indication
Approved for treatment only in combination in patients
*  Who are currently virologically on a stable antil regimen (HIV-1 RNA < 50
copies/mL)
*  Without current or historically documented resistance to the NNRTI or INI class of drugs
*  Without a history of virologic failure to NNRTI- and INI-class agents.
Contraindications
+ Active HBV infection unless also receiving an oral HBV active regimen
« Pregnancy or plans to become pregnant
* Receiving medications with significant drug interactions with CAB or RPV
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DOSING
4 Weeks 4 Weeks 8 Weeks
Depot i.m. Depot i.m.
CAB LA 600 mg CAB LA 600 mg
RPV LA 900 mg RPV LA 900 mg
« Depotinjection according to the scheme (weeks) 0 - 4- 8- etc.
« In case of termination/interruption of therapy, an oral suppressive regimen
must be taken 4 weeks after the firstinjection or 8 weeks after the second/later
injection.
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Patients (%)
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EFFICACY- ATLAS: Switch to LA CAB + RPV vs Continued
3-Drug ART in Virologically Suppressed Adults

Virologic Outcomes at Wk 48
100 92.5 95

W LACAB + LARPV
(n=308)

M Continued ART
(n=308)

5. 3,

Swindells, NEIM, 2020,382:1112

" Virolofic | Virologic 'No Virol8gic'
Nonresponse  Success
(250 ¢/ml) (<50 c/mL)

Data

Adjusted Treatment Difference (95% Cl)

Continued ART

LACAB+LARPV

%Ny
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LACAB + LARPY

noninferor to continued BL
AR

0 & 6 4 2 0 2 4 LR}
Difference (%)
Continued ART AB + LA RPV
| 3.0 Key Secondary Endpoint
0% —_— (HIV-1 RNA <50 copies/mL)
margin} 6.7 07 LACAB+ LARPY noninferor to
H continued Bl
a0 & 6 & 10

4 2 IR
Difference (%)
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How do | manage virologic
failure ?
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Case 4
Man 46 Years, Nigeria
May 2018: ART History:
+ Diagnosed HIV infection + Stat: TDF / FTC/ EFV
- Initial Good tolerability
+ CDA4 nadir 250/ul (15%), Very good HIV surrogate
HIV: 450,000 cop/ml parameters
(wild type)
Spring 2019
+ HIV-RNA < 40 cop/ml
+ CD4 450/ (21%)
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ARS Question 4: At this point which regimen would you
choose?

TDF/3TC/DTG
ABC/3TC /DTG
TDF/3TC/DRVIr
FTC/TAF/BIC
Some other option

moowp
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NADIA: 2nd-Line ART after NNRTI Failure

HIV RNA <400 Copies/mL.
6)

(ITT, week 96)
1007 e s PO
+ Participants vith virologic failure on TDF/3TCINNRTI (n=464)
« Randomized to switch to DTG or DRV/r with either TOF/3TC or _ &
TI3TC &
g
- Study participants: H 60
+ CD4 <200: 51%; VL >100,000: 28% £ w0
+ Resistance: KESRIN: 50%; M184V: 86% H
&
+ DTG +2 NRTIs non-inferior to DRV/r + 2 NRTIs 20
+ High rate of suppression even when no NRTIs predicted to be
active! o
+ Continuing TDF/3TC superior to switch to AZTI3TC Dolutegravir Darunavirkr  TDF 2oV
+ 9 participants (4%) in DTG group developed resistance; no resistance. - (n=229)  (n=233) (=231
in the DRVIr group
Paton N, Lancet, 2022 Slide 20
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Conclusions

Persons with suppressed virus and no history of transmitted or acquired HIV drug resistance
can generally switch therapy to any of the recommended initial regimens (BIC/TAF/FTC,
DTG plus TXF/XTC or DTG/3TC ) and maintain viral suppression,

In persons with viral suppression switching to DTG plus 2 nRTIs or BIC/FTC/TAF, even in
the setting of likely or proven nRTI resistance (M184V and K65R mutations) is safe.

+  2-drug regimens (DTG/3TC or DTG/RPV): unless there is documented or suspected history
of treatment failure, proviral resistance testing is not required prior to switching to 2-drug
therapy, even if there is no available p test result idl rating: BIl)

+ Long-acting CAB + RPV is safe and effective ART for PLWH with proven viral suppression
for at least 3 months and no history of treatment failure and no known or suspected
resistance to CAB or RPV
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Question-and-Answer Session
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