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Supplementary Table 1. Restricted mean survival time and time lost until loss of virologic control

Exposed Unexposed Between group contrast
Estimate 95% ClI Estimate 95% ClI Difference® 95% ClI Ratio* 95% ClI
Restricted mean survival time! 2.964 (2.296-3.002) 2.938 (2.898-2.977) 0.026 -0.029 - 0.080 1.009  0.990-1.028
Restricted mean time lost? 0.070 (0.032-0.108) 0.096 (0.056-0.135) NA NA 0.730  0.370-1.443

Indicates the expected survival time until virological failure for a patient using CAB/RPV or a standard ART regimen
Indicates the survival time lost up to the minimum largest observed event time (i.e., 3.034 years)

Calculated as RMSTexposed — RMSTunexposed
Calculated as RMSTexposed/RMSTunexposed OF RMTLexposed /RMTLexposed

el A
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Supplementary Table 2. Reasons for switching ART

Exposed Unexposed
(n=57) (n=136)

n2 (%)a n2 (%)a
Loss of virologic control 7 12% 0 0%
Adverse eventst 28 49% 48 35%
Return to previous ART regimen 5 9% 0 0%
Patient wish 5 9% 2 1%
Interaction with co-medication 0 0% 6 4%
Regimen simplification 0 0% 51 38%
Pregnancy related 0 0% 3 2%
Precaution 3 5% 17 13%
Adherence problems 1 2% 1 0.7%
Other/unknown reason 8 14% 8 6%

1. Two individuals who experienced loss of virologic control re-suppressed spontaneously but later switched to an oral ART due to an adverse event.
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Supplementary Table 3. Characteristics of patients using CAB/RPV with loss of virologic control

#1 #2 #3 #4 #5 #6 #7 #8 #9 #10 #11 #12 #13 #14
Age, years 45 56 39 57 33 50 37 49 75 31 36 49 36 31
Gender Male Male Male Male Male Male Transgender Male Male Male Male Male Male Male
female
Region of origin Caribbean/  Caribbea Caribbean/L Caribbean/Latin Sub-Saharan The Netherlands The Caribbean/L The The Europe/Nort Sub-Sahara Other Caribbean/
Latin n/Latin  atin America America Africa Netherlands atin AmericaNetherlands Netherlands h Africa Latin
America America America/Au America
stralia
HIV transmission MSM MSM MSM Heterosexual Heterosexual Heterosexual MSM MSM Heterosexual MSM Unknown MSM MSM MSM
category
BMI >30 kg/m? at No No Yes No No Yes No Yes No No No No Yes No
start follow-up
BMI >30 kg/m? No* No Yes No Not available Yes Not Yes Yes Yes No No Yes No
around moment of available
loss of virologic
control
Longer needlesused No No Yes No No Yes No No No Yes No No No No
HIV subtype A6* No No Not No Not available Not available  Not No No No No No® Yes No’
available available
Years since start 13 18 15 16 85 75 6.7 7.6 52 5.2 24 12 7.2 1.9
ART
Nadir CD4 260 90 350 10 320 70 270 140 130 1,250 290 Unknown  Unknown 440
CD4 at start follow- 757 780 920 397 800 810 670 1,010 410 1,220 730 670 270 440
up
Blips before start 0 0 0 0 0 0 0 0 0 0 0 0 0 0
follow-up??
Blips during follow- 1 0 0 1 0 2 1 0 0 0 0 0 0 0
up?
Oral lead-in Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes No Yes Yes Yes
IM injections within ~ Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes Yes
window
Time since lastviral 8.0 55 6.0 7.2 5.7 1.9 7.0 5.8 7.3 0.2 15.1 4.8 4.7 1.8
load measurement,
months
HIV RNA at loss of 331 261 338 275 334 200 15000 94,230 215 600 1,471 3,750 635 1,738
virologic control, 2 months 4 days later 1 month 13 days later 5 days
c/mL later 503 later 814 later 1,413
614,761 14,510
Time until loss of 422 123 494 600 551 384 269 278 280 116 1,173 86 234 144
virologic control,
days
Re-suppression Yes No Yes Yes No Yes No No Yes Yes No Yes No No
without ART
change
Follow-up available 35 NA 0 0 NA 35 NA NA 441 0 0 66 NA NA
after re-
suppression, days
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ART switch after
loss of virologic
control

RAMs detected
after loss of
virologic control*

CAB concentration
at loss of virologic
control

RPV concentration
at loss of virologic
control

No

Not done

Not done

Not done

Yes

INI:
155H
RT:
101E+13
8K+
230L
Not done

Not done

No

Not done

Not done

Not done

No

Not done

Not available’

Not available’

Yes

RT: Y188L

1.31 mg/L

0.115 mg/L

No

Not done

1.86 mg/L

0.085 mg/L

Yes Yes Yes®
INI: 148R  INI: Not done
RT: 140CS+148
101E+138K R

RT: 101E
250 mg/L  Notdone  Notdone
0.005 mg/L Notdone  Notdone

Yes®

Not done

Not done

Not done

Yes

Attempt
failed®

Not
available”

Not
available”

No

Not done

Not done

Not done

Yes Yes

INI: 155S  INI: L741+

RT: 138K V165l
RT:
Y181C+H
221Y

0.91 mg/L  Not done

0.026 mg/L Not done

©CoNoOR~WNE

R2_LAI-CAB_Supplementary Tables_v1

HIV-1 sequence analysis interpreted with IAS-USA resistance tables and Comet subtype tool
Blip was defined as a viral load between 50-199 copies/mL.
Presented as the number of blips in the 2 years prior to start of follow-up.
BMI measured 16 months before virological failure
Change in ART regimen was due to an adverse event, after viral load was undetectable.
Individual had HIV subtype CRF18_CPX
Individual received injections in the leg
CAB and RPV plasma concentrations were not yet available at the time of writing

Genotypic resistance results were not available. Two attempts for sequencing by two different laboratories failed.



Supplementary Table 4. Characteristics of patients using CAB/RPV off-label with loss of virologic control

#1 #2 #3 #4 #5 Patient #6 Patient #7 Patient #8 Patient #9
Age, years 45 27 49 46 40 48 26 43 40
Gender Female Female Female Female Female Male Female Female Male
Region of origin The Netherlands Caribbean/Latin Sub-Saharan Africa Caribbean/Latin ~ Caribbean/Latin ~ The Netherlands Sub-Saharan Africa  Sub-Saharan The Netherlands
America America America Africa
HIV transmission Heterosexual Pediatric Heterosexual Heterosexual Heterosexual Heterosexual Heterosexual Heterosexual MSM
category
BMI >30 kg/m? No No No No Yes No Yes No Yes®
before start
CAB/RPV
BMI >30 kg/m?at No No Not available No Yes No Yes No* Yes®
loss of virologic
control
Longer needles No No No No No No No No No
used
HIV subtype A6* No No Not available No No No No No No
Known RPV No No Not available No No No No No No
associated RAMS
at baseline
Years since start 20 24 17 13 11 8 2 10 0
ART
ART regimen TAF/FTC/DRV/D TAF/FTC/BIC RPV/DTG TAF/FTC/BIC TAF/FTC/DRV/COTAF/FTC/DTG TAF/FTC/DRV/COB TAF/FTC/DRV/D TAF/FTC/BIC
before start TG/COB B TG/COB
CAB/RPV
Nadir CD4 20 140 240 98 40 69 280 Not available Not available
CD4 at start 120 270 630 19 1070 393 340 152 Not available
follow-up
Time since last 14 11 14 16 0.6 3.0 4.8 4.1 2.1
HIV-1 RNA
measurement,
months
HIV-1 RNA at 100 Undetectable Undetectable Undetectable Undetectable Undetectable Undetectable Undetectable Undetectable
start follow-up
Blips before start 4 0 1 0 0 5 2 1 1
follow-up??
Blips during 3] 3 2 0 0 1 0 4 0
follow-up?
Oral lead-in Yes No Yes Yes Yes No Yes No Yes
IM injections Yes Yes Yes Yes Yes Yes Yes Yes Yes
within window
HIV RNA at 200 962 753 2,230 231 8,310,000 200 3,122 220
moment of failure, 11 days later 2,959
c/mL
Time until loss of 18 243 213 23 332 82 678 152 121
virologic control,
days
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Re-suppression No Yes No No No No Yes No No
without ART
change
ART switch after Yes No Yes Yes Yes Yes Yes® Yes Yes
loss of virologic
control
RAMs detected INI: 155H No INI: Q148R RT: 138K No RT: No No RT: K101E
after loss of RT: Y181C K101EK+V179D+Y1
virologic control* 81C+V189I
CAB Not done Not done Not available’ Not done Not done 0.42 mg/L Not available 0.84 mg/L 0.95 mg/L
concentration at
loss of virologic
control
RPV concentration ~ Not done 0.09 mg/L Not available’ Not done 0.087 mg/L 0.036 mg/L Not available 0.085 mg/L 0.079 mg/L
at loss of virologic
control
1. HIV-1 sequence analysis interpreted with |AS-USA resistance tables and Comet subtype tool
2. Blip was defined as a viral load between 50-200 copies/mL.
3. Presented as the number of blips in the 2 years prior to start of follow-up.
4. BMI measured 13 months before loss of virologic control
5. BMI measured 12 months before loss of virologic control
6. Change in ART regimen was due to a pregnancy wish, after viral load was undetectable.
7. CAB and RPV plasma concentrations were not yet available at the time of writing
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Supplementary Table 5. Univariable and multivariable determinants of loss of virologic control

Exposed individuals

HR (95%CI)

aHR (95%CI1)°

Individuals with previous virological failure

HR (95%Cl)

aHR (95%Cl)

Age
Gender

Male

Female

Migration background

HIV subtype A6®

No

Yes

BMI > 30 kg/m?

No

Yes

Known RPV associated RAMS at baseline®
No

Yes

Years since HIV diagnosis, median [IQR]
Years since start ART, median [IQR]
Nadir CD4, median [IQR]

Prior AIDS diagnosis

No

Yes

Number of virological failure before start
follow-up

Oral lead-in

No

Yes

No
Yes

1.00 (0.96-1.04)

a

REF
0.32 (0.10-1.01)

a

REF
2.13 (0.67-6.79)

a

0.97 (0.89-1.06)
0.98 (0.90-1.07)
1.00 (1.00-1.00)

REF
1.93 (0.54-6.91)

REF
0.80 (0.10-6.08)

0.96 (0.90-1.02)

REF
9.95 (2.07-47.90)

REF
0.58 (0.15-2.33)

a

REF
2.39 (0.44-13.05)

a

0.98 (0.91-1.05)
1.00 (0.93-1.08)
0.99 (0.99-1.00)

REF
5.08 (1.21-21.26)
1.01 (0.99-1.04)

REF
0.22 (0.06-0.88)

REF

15.11 (1.85-123.07)

REF
4.32 (1.03-18.09)

Abbreviations: aHR, adjusted hazard ratio; AIDS, Acquired Immune Deficiency Syndrome; ART, antiretroviral therapy; BMI, body mass index; CAB,
cabotegravir; HIV, human immunodeficiency virus; HR, hazard ratio; IQR, interquartile range; kg, kilogram; m, meters; RAMS, resistance-associated mutations;

RPV, rilpivirine

a. Not taken into account due to 0 observations in one of the cells
b. No determinants were associated with the outcome in the multivariable model
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Acknowledgement list of principal treating physicians at participating HIV treatment centers
Latest update: 17 September 2024

Clinical centres
* denotes site coordinating physician

Amsterdam UMC, Amsterdam:

HIV treating physicians: F.J.B. Nellen*, M.A. van Agtmael, M. Bomers, G.J. de Bree, S.E. Geerlings, A. Goorhuis,
V.C. Harris, J.W. Hovius, B. Lemkes, E.J.G. Peters, T. van der Poll, J.M. Prins, K.C.E. Sigaloff, V. Spoorenberg,
M. van der Valk, M. van Vugt, W.J. Wiersinga, F.W.M.N. Wit. HIV nurse consultants: C. Bruins, J. van Eden, 1.J.
Hylkema-van den Bout, L.M. Laan, F.J.J. Pijnappel, S.Y. Smalhout, M.E. Spelbrink, A.M. Weijsenfeld. HIV clinical
virologists/chemists: N.K.T. Back, R. van Houdt, M. Jonges, S. Jurriaans, F. van someren Gréve, M.R.A. Welkers,
K.C. Wolthers.

Emma Kinderziekenhuis (Amsterdam UMC), Amsterdam:
HIV treating physicians: M. van der Kuip, D. Pajkrt. HIV nurse consultants: F.M. Hessing, A.M. Weijsenfeld.

Admiraal De Ruyter Ziekenhuis, Goes:
HIV treating physicians: M. van den Berge*, A. Stegeman. HIV nurse consultants: S. Baas,
L. Hage de Looff. HIV clinical virologists/chemists: A. van Arkel, J. Stohr, B. Wintermans.

Catharina Ziekenhuis, Eindhoven:
HIV treating physicians: M.J.H. Pronk*, H.S.M. Ammerlaan. HIV nurse consultants: E.S. de Munnik, S. Phaf. HIV
clinical virologists/chemists: B. Deiman, V. Scharnhorst, J. Tjhie, M.C.A. Wegdam.

DC Klinieken Lairesse — Hiv Focus Centrum, Amsterdam:

HIV treating physicians: J. Nellen*, A. van Eeden, E. Hoornenborg, S de Stoppelaar.

HIV nurse consultants: H. Berends, L.J.M. Elsenburg, H. Nobel. HIV clinical virologists/chemists: F. van Someren
Gréve, M. Welkers, K. Wolthers, N. Back, S. Jurriaans

ETZ (Elisabeth-TweeSteden Ziekenhuis), Tilburg:

HIV treating physicians: M.E.E. van Kasteren*, M.A.H. Berrevoets, A.E. Brouwer. HIV nurse specialist: A. Adams,
B.A.F.M. de Kruijf-van de Wiel. HIV nurse consultants: M. Pauwels-van Rijkevoorsel. HIV data collection:
B.A.F.M. de Kruijf-van de Wiel. HIV clinical virologists/chemists: A.G.M. Buiting, J.L. Murck.

Erasmus MC, Rotterdam:

HIV treating physicians: C. Rokx*, A.A. Anas, H.l. Bax, E.C.M. van Gorp, M. de Mendong¢a Melo, E. van Nood,
J.L. Nouwen, B.J.A. Rijnders, C.A.M. Schurink, L. Slobbe, T.E.M.S. de Vries-Sluijs. HIV nurse consultants: N.
Bassant, J.E.A. van Beek, M. Vriesde, L.M. van Zonneveld. HIV data collection: J. de Groot. HIV clinical
virologists/chemists: J.J.A. van Kampen, M.P.G Koopmans, J.C. Rahamat-Langendoen.

Erasmus MC Sophia Kinderziekenhuis, Rotterdam:
HIV treating physicians: P.L.A. Fraaij, A.M.C. van Rossum, C.L. Vermont. HIV nurse consultants: L.C. van der
Knaap.

Flevoziekenhuis, Almere:
HIV treating physicians: J. Branger*, R.A. Douma. HIV nurse consultant: A.S. Cents-Bosma, M.A. Mulder.

HagaZiekenhuis, Den Haag:
HIV treating physicians: E.F. Schippers*, C. van Nieuwkoop. HIV nurse consultants: J. Geilings, E. van de Ven.
HIV data collection: G. van der Hut. HIV clinical virologists/chemists: N.D. van Burgel.

HMC (Haaglanden Medisch Centrum), Den Haag:
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HIV treating physicians: E.M.S. Leyten*, L.B.S. Gelinck, F. Mollema. HIV nurse consultants: M. Langbein, G.S.
Wildenbeest. HIV clinical virologists/chemists: T. Nguyen.

Isala, Zwolle:
HIV treating physicians: P.H.P. Groeneveld*, J.W. Bouwhuis, A.J.J. Lammers. HIV nurse consultants: A.G.W. van
Hulzen, S. Kraan. HIV clinical virologists/chemists: S.B. Debast, G.H.J. Wagenvoort.

Leids Universitair Medisch Centrum, Leiden:

HIV treating physicians:

A.H.E. Roukens*, M.G.J. de Boer, H. Jolink, M.M.C. Lambregts, H. Scheper.

HIV nurse consultants: A. Metselaar, D. van der Sluis. HIV clinical virologists/chemists: S.A. Boers,
E.C.J. Claas, E. Wessels.

Maasstad Ziekenhuis, Rotterdam:

HIV treating physicians: J.G. den Hollander*, R. El Moussaoui, K. Pogany. HIV nurse consultants: C.J. Brouwer,
D. Heida-Peters, E. Mulder, J.V. Smit, D. Struik-Kalkman.

HIV data collection: T. van Niekerk. HIV clinical virologists/chemists: C. van Tienen.

Maastricht UMC+, Maastricht:

HIV treating physicians: S.H. Lowe*, A.M.L. Oude Lashof, D. Posthouwer, A. Stoop, M.E. van Wolfswinkel. HIV
nurse consultants: R.P. Ackens, M. Elasri, K. Houben-Pintaric, J. Schippers.

HIV clinical virologists/chemists: T.R.A. Havenith, M. van Loo.

Medisch Centrum Leeuwarden, Leeuwarden:
HIV treating physicians: M.G.A. van Vonderen*, L.M. Kampschreur, S.E. van Roeden. HIV nurse consultants:
M.C. van Broekhuizen, S. Faber HIV clinical virologists/chemists: A. Al Moujahid.

Medisch Spectrum Twente, Enschede:
HIV treating physicians: G.J. Kootstra*, C.E. Delsing. HIV nurse consultants: M. van der Burg-van de Plas, L.
Scheiberlich.

Noordwest Ziekenhuisgroep, Alkmaar:

HIV treating physicians: W. Kortmann*, G. van Twillert*, R. Renckens, J. Wagenaar.

HIV nurse consultants & HIV data collection: D. Ruiter-Pronk, B. Stander.

HIV clinical virologists/chemists: J.W.T. Cohen Stuart, M. Hoogewerf, W. Rozemeijer, J.C. Sinnige.

OLVG, Amsterdam:

HIV treating physicians: K. Brinkman*, G.E.L. van den Berk, K.D. Lettinga, M. de Regt, W.E.M. Schouten, J.E.
Stalenhoef, S.M.E. Vrouenraets. HIV nurse consultants: H. Blaauw, G.F. Geerders, M.J. Kleene, M. Knapen, M.
Kok, 1.B. van der Meché, A.J.M. Toonen, S. Wijnands, E. Wttewaal. HIV clinical virologists: D. Kwa, T.J.W. van
de Laar.

Radboudumc, Nijmegen:

HIV treating physicians: R. van Crevel*, K. van Aerde, A.S.M. Dofferhoff, S.S.V. Henriet, H.J.M. ter Hofstede, J.
Hoogerwerf, O. Richel, K. Stol. HIV nurse consultants: M. Albers, K.J.T. Grintjes-Huisman, M. de Haan, M.
Marneef. HIV clinical virologists/chemists: M. McCall, J. Rahamat-Langendoen, E. Ruizendaal. HIV clinical
pharmacology consultant: D. Burger.

Rijnstate, Arnhem: HIV treating physicians: E.H. Gisolf*, M. Claassen, R.J. Hassing,. HIV nurse consultants: G.

ter Beest, P.H.M. van Bentum, Y. Neijland, M. Valette. HIV clinical virologists/chemists: C.M.A. Swanink, M.
Klein Velderman.
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Spaarne Gasthuis, Haarlem:
HIV treating physicians: S.F.L. van Lelyveld*, R. Soetekouw. HIV nurse consultants: L.M.M. van der Prijt, J. van
der Swaluw. HIV clinical virologists/chemists: J.S. Kalpoe, A. Wagemakers, A. Vahidnia.

Medisch Centrum Jan van Goyen, Amsterdam:
HIV treating physicians: F.N. Lauw, D.W.M. Verhagen. HIV nurse consultants: M. van Wijk.

Universitair Medisch Centrum Groningen, Groningen:

HIV treating physicians: W.F.W. Bierman*, M. Bakker, J. Kleinnijenhuis, E. Kloeze, A. Middel, D.F. Postma, Y.
Stienstra, M. Wouthuyzen-Bakker. HIV nurse consultants: A. Boonstra, M.M.M. Maerman, D.A. de Weerd. HIV
clinical virologists/chemists: M. Knoester, C.C. van Leer-Buter, H.G.M. Niesters, X.W. Zhou.

Beatrix Kinderziekenhuis (Universitair Medisch Centrum Groningen), Groningen:
HIV treating physicians: B.R. Brandsema, E.H. Schélvinck, A.R. Verhage. HIV nurse consultants: N. van der
Woude. HIV clinical virologists/chemists: M. Knoester, C.C. van Leer-Buter, H.G.M. Niesters, X.W. Zhou.

Universitair Medisch Centrum Utrecht, Utrecht:

HIV treating physicians: T.Mudrikova*, R.E. Barth, A.H.W. Bruns, P.M. Ellerbroek, M.P.M. Hensgens, J.J.
Oosterheert, E.M. Schadd, A. Verbon, B.J. van Welzen. HIV nurse consultants: B.M.G. Griffioen-van Santen, L.
van de Koolwijk, I. de Kroon. HIV clinical virologists/chemists: F.M. Verduyn Lunel, A.M.J. Wensing.

Wilhelmina Kinderziekenhuis, UMC Utrecht, Utrecht:
HIV treating physicians: Y.G.T. Loeffen, T.F.W. Wolfs. HIV nurse consultants: M. Kok. HIV clinical
virologists/chemists: F.M. Verduyn Lunel, A.M.J. Wensing.

Curacao Medical Center, Willemstad (Curacao): HIV treating physicians: E.O.W. Rooijakkers, D. van de Wetering.
HIV nurse consultants: A. Alberto. Data collection: 1. der Meer.

Coordinating center

Board of directors: M. van der Valk, S. Zaheri.

HIV data analysis: A.C. Boyd, D.O. Bezemer, V.W. Jongen, S. Popping, A.l. van Sighem, C. Smit, F.W.M.N. Wit.
Data HIV data management and quality control: M.M.J. Hillebregt, T.J. Woudstra, T. Rutkens

HIV data monitoring: D. Bergsma, N.M. Brétin, J.M. Grolleman, L.E. Koster, K.J. Lelivelt, S.T. van Loenen, M.J.C.
Schoorl, K.M. Visser.

HIV data collection: K.J. Lelivelt, K.M. Visser, M. van den Akker, O.M. Akpomukai, R. Alexander, Y.M. Bakker,
L. Bastos Sales, A. el Berkaoui, M. Bezemer-Goedhart, C.B.J. Bon, E.A. Djoechro, I. el Hammoud, M.R. Khouw,
C.R.E. Lodewijk, E.G.A. Lucas, S. van Meerveld-Derks, M.A. van Montfoort, H.W. Mulder, L. Munjishvili, C.M.J.
Ree, R. Regtop, A.F. van Rijk, Y.M.C. Ruijs-Tiggelman, P.P. Schnérr, R. van Veen, W.H.G. van Vliet-Klein
Gunnewiek, E.C.M Witte.

Patiént registration: D. Bergsma, N.M. Brétin, Y.M.C. Ruijs-Tiggelman.
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