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TREATMENT SHORTENING
FOR DRUG-SUSCEPTIBLE TB:

Where are we”? \What's next?

Susan E. Dorman, MD
Medical University of South Carolina, Charleston SC, USA

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Four-Month Rifapentine Regimens
with or without Moxifloxacin for Tuberculosis

S.E. Dorman, P. Nahid, E.V. Kurbatova, P.P.J. Phillips, K. Bryant, K.E. Dooley,
M. Engle, S.V. Goldberg, H.T.T. Phan, J. Hakim, J.L. Johnson, M. Lourens,
N.A. Martinson, G. Muzanyi, K. Narunsky, S. Nerette, N.V. Nguyen, T.H. Pham,
S. Pierre, A.E. Purfield, W. Samaneka, R.M. Savic, |. Sanne, N.A. Scott, J. Shenje,
E. Sizemore, A. Vernon, Z. Waja, M. Weiner, S. Swindells, and R.E. Chaisson,
for the AIDS Clinical Trials Group and the Tuberculosis Trials Consortium

Dorman S, et al. 2021. NEJM



CDC TBTC Study 31 / NIH ACTG 5349:

does high dose daily rifapentine, with or without moxifloxacin, allow
treatment shortening to 4 months for DS-PTB in adults & adolescents?

8 weeks! 17 weeks! 26 weeks!
Isoniazid (H) I | I
Control Rifampicin (R) I I |
(2HRZE/4HR) Ethambutol (E)| : } :
Pyrazinamide (Z) ! } I

8 weeksi 17 weeks}

RPT Isoniazid (H)

Rifapentine (P)
(2HPZE/2HP) Ethambutol (E)|

Pyrazinamide (Z)

e Estudio multicéntrico.
e Randomizado.

o * Fasellll.

17 weeks! i

RPT-MOX Isoniazid (H) I e Abierto.

(2HPZM/2HPM)  Fifapentine (P) * Disefio de no inferioridad.

Moxifloxacin (M)
Pyrazinamide (Z)

* N: 2516 participantes.

Objetivo primario: supervivencia libre de tuberculosis a los 12 meses

Dorman S, et al. 2021. NEJM



Analysis Population
Intention to treat
Microbiologically eligible
Assessable

Per-protocol 75%

Per-protocol 95%

Analysis Population
Intention to treat
Microbiologically eligible
Assessable

Per-protocol 75%

Per-protocol 95%

—&— Primary: adjusted for HIV and cavitation

—e— Secondary: adjusted for HV and cavitation

—O— Primary: unadjusted

—o— Secondary: unadjusted

Rifapentine-Maxifloxacin  Control Percentage-Point Difference (95% Cl1)
9% (no. with unfavorable outcomepatal no.)
21.3 (181/349) 20.9 (173/829) : 0.4 (-3.5t04.3)
] 0.5 (-3.5 to 4.4)
15.5 (123/791) 146 (112/768) —_———— i 1.0 (-2.6t0 4.5)
—_—— i 10 (-2.6t0 4.5)
11.6 (88/756) 9.6 (70/726) —_—— 20 (-L.1to5.1)
——a— ' 20 (-11to5.1)
6.1 (43/706) 3.1 (21/673) —_—— 3.0 (08t05.2)
—_— i 3.0 (081t05.2)
5.3 (37/641) 2.7 (15/563) e E 3.1 09t05.3)
e e 3.1 09t05.4)
I T T T T 1
-4 -2 2 4 6 8 10
Rifapentine-Maoxifloxacin Better Control Better
Rifapentine Control Percentage-Point Difference (95% C1)
% (no. with unfaverable outcome ftotal no.)
23.0 (193/838) 209 (173/829) : 21 (-18t06.1)
; 22 (-18t06.1)
17.7 (139/784) 146 (112/768) . 3.0 (-0.6t0 6.6)
O T 3.1 (-0.5t0 6.3)
14.2 (107/752) 9.6 (70/726) ! 44 (1.2t077)
—_—— 4.6 (13t07.9)
105 (75/715) 3.1 (21/673) e 7.3 4.7109.9)
—_—— 7.4 (43810 10.0)
10.9 (71/650) 2.7 (15/563) ———e——— 32(55t0110)
—t—o———— 3.3 (5.5t011.0)
r T T T T T T
-4 -2 2 4 6 E 10
Rifapentine Better Control Better

1. Any grade 3-5 AE -
2. Treatment-related grade 3-5 AE -

3. Tolerability* -

4. Any SAE I Control (2RHZE/4RH)

I RPT (2PHZE/2PH)

5. Death B RPT-MOX (2PHZM/2PHM)

T T T T T
0% 5% 10% 15% 20% 25%

La rama RPT/MOX alcanzé criterio de no inferioridad y
resultd una opcion segura y bien tolerada.

8 weeks! 17 weeks!

RPT-MOX Isoniazid (H) 1 I
(ZHPZM/ZHPM) Rifapentine (P)
Moxifloxacin (M)

Pyrazinamide (Z) ! I

Dorman S, et al. 2021. NEJM



PATIENT-LEVEL POOLED ANALYSIS
OF STUDY 31/A5349, A STRATIFIED
MEDICINE APPROACH
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INTRODUCTION

Study JUASIAG (NCT02410772) wass @ phasa 3 randomaed controlied trial
asseusing 4-month regimens of ance-cally sonkzd, nfapentne, and T
onamcs phas moxfoxsan (HPZM) or ethambulol (HPZE) compared 10 the
6-month sonazd, pyrazinamide, ehambutol, and rfampicin standard
treatment for drug-senuive tubecculosss (TB). While HPZM arm sucoess-
fuly Samonsyated nocinfarionty, HPZE am did not. Nonathadess, B2 of
paricipants receving MPZE were oured. Through a pocied analysis of pa
Uert-wved 0813, we 038ned phinolyDés that are hard 10 res! and populs-
tiors who may be treatod with the &-month HPZE rogmen

W inciuded 2343 patiets n the wiogicaly sligible populstion from
al ams in tha analysis. Paramatric timo-1o-evert analysus identfiod sigrif-

anaky-
wes were perdormed on HPZE and MPZM regmens stratfied by risk group.

RESULTS

Nagor #ah tactorn for TH-redated untescrdy s cotoormes 1 Hoth saparrrectsl morm sere
TRpACEIne pOLre 370 Losedre 356058 Tunden 3 meassind by GenaXpen oycke
Prendrohd ared Oienine exlert on Ol xop Low ik wis Swfonid wn GeneXpen 2 18 &t
W3 Cemann wemrt < 300 M 5% and 3% urvissorntie ausoomes Mwn Peaied win
HPZE and HPIM rogimers reepactsedy (Fig 3) The modennn risk guowp s MPZM is
e an (ConeXpart 2 13 ot and dasase wimnd 2 SON) or |GenaXgert « 18 ot and
danems arirt « 20 ) with & 3% urtwvoratée cutcomms. For MPZE, paterns weh MV or
bt wore ot Figher (5 Of LAEeCratio 0uicomes COTRNed 10 HIV.megaY e of

10N GANEC patnth (HA 36 1 uslioratés culcormns v B U5 HR « 195 (85 O
100, 371 Distetes &3% ws 8.5%, MR = 6.5 (C1 28 1511 Thersfors for HOZE, po
1000 Feryd wih MV o SRtenos presering sl MO0 308/ sh Diedre i Nirds
Wrnics wete wloend an hgh-rad. Tha hgh-rad grosp for MP2W wis dwlredd as Can
St « 1B of 30 Baeoss aadert & 3% wih 11 8% untyeoradie oulcomes For MPZE
e Paghash groud had 19 1% Ulietradia 0uecnes whch Consalod of hads pilenty
wory wih De dforemertired patats bvng wih MY or dusetes Poal hoo ronies
oty naipsns of HODW and WPZE regmees stiatfod Dy Ak group dermonstiated non
eronty N TRr ISEetive Dw and Moo 18k routs, whie nether eQenmartal
g rren decronateaied rosnderonty i fe dagh-oek grocus (g 1)

% TBavieted

Urfwezeatbe Ouczmen % Point Difference
e cTRy | , EXP . CTRL 90% CY
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Figure 1. Postdoc nosinferkorty analysis of NPZE and HPIM rish groups | ow
B3 PONINE MM SOBES Can DO DEE SCosslully with AU MPZE

THE VAST MAJORITY (70%) OF
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ATMENT DURATIONS
DOSES SHOULD BE FUR-
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Consortium

00661
STUDY 31 DRUG-SENSITIVE TUBERCULOSIS
PATIENTS MAY BE TREATED WITH 4-MONTH
[INE BASED (HPZE) REGIMEN.

Figure 2. T Nection decision tree., Lox. mod o
high<k groups were defned using most sy for
treatment outoome. GeneXpert, chest 1-ray disease extert, history of do-
betas, and HIV statks. Percantage of S31 patents in each ek grouwd e in
parantheses in each colored risk group box. Low-risk group and meder.
Ale-cuk group p e 10 equivalent HRZE pop
(Fig 1). Highizk group did not achiave noninfanarity when compared to
high-risk HRZE pogridation and therefore higher doses andior longer trewst-
ment durations should be Lrther Investigated for hese patients. Kaplan
Meier curves of stratfied by risk group and regimen can be found below n

“Moderate-risk pabents hving with HIV or dabetes are conzsidersd high-nsk.
fof HPZE and thatefore shondd no! L tresad with HPZE. Howewir, treated
with HPZM those pationts have when 0
HRZE standard of care.

KAPLAN MEIER ESTIMATES

Proporn wetas T e cvknen
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Figure 3. Moxifloxacin is crucial in high«isk group population. Risk
group Kagian-Mer estimates strafified by regmen. The substituton of ot
ambutol for moxfiaxasin s ncreasingly important gang from low 1o modee-
ate 1o high-rsk group popuation. In the high-nsk group, 11.6°% of HPZM pa
Sents expenenced TB-relsled urfavorstie oulcomes compered % 19.1% of
HPZE patents & 12 months.

Ow pait-noc andlysis demorslrates hal the HPZE regimen can dso be
wsed for e vast magaty of pationts that prosent with ow or moderate nsk
charactenstics. However, patents living with HIV andior disbetes should be
reatd with HPZM

AMough high-cib patirts hive Marksd Impeavemant in oukomas with
moxficaaan, Lrther ntecventions shoud be rvestiaged as $hese pabents
O O SChmve NONferonty Compared with equvalent HRZE patients




PATIENT-LEVEL POOLED ANALYSIS
OF STUDY 31/A5349, A STRATIFIED
MEDICINE APPROACH

OTHER AUTHORS: Marjorie imperial Patrick Paliips. Wendy Car, Edateriea Kurtatova.
Aodrow Vemaen Verc Wanw, Kaly £ Dooley, Sesan Dorman Jobn L Jobesen. Sumn
Swindels, Richard E Craisson, Payam Mabie, Rada W Savic. and the AIDS Clical
Trafs Grosp and the Tutercelonls Trads Consertum

RISK GROUPS DEFINITIONS

Gene Xpert = 18CT

/ Yes

Chest X-ray
Disease Extent < 50%

Chest X-ray
Disease Extent < 50%

No

Yes / Yes

High Risk (24%)

Requires stronger

History of diabetes
and/or

regimen than HPZM

living with HIV

Ng

Moderate Risk (46%)
May treat with

HPZE or HPZM

Yes

Mod Risk (6%)
Treat with
HPZM

High Risk (6%)
Requires stronger

regimen than HPZE

Low Risk (23%)

May treat with
HPZE or HPZM

% TB-related
Unfavorable Outcomes

% Point Difference

*HPZE moderate and hlgxh risk 2roups have different definitions than
HPZM. Please see text for clarification,
'EXP stands for experimental arms 4-month HPZE or HPZM, and CTRL

N EXP' CTRL' . EXP - CTRL (90% ClI)
HPZM Low Risk 363 3 3 1 e 0.1 (-2.9, 3)
HPZE LowRisk 345 5 3 : |—o—|I 2 (-1.4,5.5)
HPZM Mod Risk 813 45 2 [ loq | 2.5 (0.5, 4.5)
*HPZE Mod Risk 710 57 2 | el 3.7(1.3,6)
| |
HPZM High Risk 371 116 54 —e— 6.2 (1.4, 11)
‘HPZE High Risk 485 19.1 47 : —e— 14.4(9.7,19.2)
] 6.6% NI margin ||
12 6 0 6 12 18 24

% Point Difference fvors convnl

for the control standard of care, 6-month HRZE.

Figure 1. Post-hoc noninferiority analysis of HPZE and HPZM risk groups. Low
and moderate risk patients can be treated successfully with 4M HPZE.

Isoniazid (H)
Control Rifampicin (R),
(2HRZE/4HR) Ethambutol (E)
. .y H '
H 17 weeksi
RPT Isoniazid (H)
Rifapentine (P)
(2HPZE/2HP) ol (6) i
Pyrazinamide (2) | :
17 weeks|
RPT-MOX Isoniazid (H) I
(2HPZM/2HPM) Rifapentine (P)

Moxifloxacin (M)

inamide (Z)




PATIENT-LEVEL POOLED ANALYSIS
OF STUDY 31/A5349, A STRATIFIED

MEDICINE APPROACH Low Risk Group Mod Risk Group High Risk Group
V,:.'f‘“'“‘"‘" 1.00 4 o— S =
Candidate L S .
vincent.chang@ucsf.edu _‘E“ﬁ_l ) B
0.951 _ .

OTHER AUTHORS: Marjore imperial Patrick Pallips. Wendy Carr, Eateriea Kurtatowa.
Andres Vemen, Vars Weinw, Kaly £ Docley. Senan Dorman Jobn L Jotesen Susn
Swindels, Richard E Chaisson, Payam Mabis, Rada W Syvic, and the ADS Clricad

Trafs Grosp and the Tuterceloars Tra Comsermum 0.90 -

0.85+

0.80 4

0.754

0.70 4

Proportion without TB-related outcomes

0 2 4 6 8 10 12 0 2 4 6 8 10 12 0 2 4 6 8 10 12
Months since treatment initiation

Regimen == HPZE == HPZM

CONCLUSIONES
* Losregimenes de 4 meses basados en RPT pueden ser usado en la gran
mayoria de los pacientes que presentan riesgo bajo o moderado. . o~ s s
* Pacientes con VIH y/o DM, deberian recibir tratamiento con RPT-MOX. e | '
* En pacientes de alto riesgo no se alcanzd la no inferioridad comparado o cnied 8 ueck 1 e
con SoC. ey M‘ﬁr

RPT-MOX Isoniazid (H),

ez

Pyrazinamide (2)




TB-PRACTECAL RESULTS:

24 WEEK ALL-ORAL REGIMENS
FOR RIFAMPICIN RESISTANT
TUBERCULOSIS

Dr Bern-Thomas Nyang’wa

Médecins sans Frontieres
Amsterdam, the Netherlands

AIM: Patient Centred Treatment
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Evaluacion de la eficacia y seguridad de regimenes que contienen BEDAQUILINA, PRETOMANID y LINEZOLID para
el tratamiento de TBC pulmonar resistente a rifampicina confirmada microbiolégicamente.

e EC Fase ll-lll
e Randomizado.
7 e Abierto.

PRACTECAL 1 B-Pa-Lzd 600>300-Mfx

*  Multicéntrico.
PRACTECAL 2 B-Pa-Lzd 600>300-Cfz —

PRACTECAL 3 B-Pa-Lzd 600>300

CONTROL WHO Standard of Care

| | 1 Lo
S 24 72 108
h,c‘.;gnsoli‘darte‘d o w w w

on

drug-resistant
tuberculosis
treatment

1) I

B Practecal .»
Innovating MDR-TB Treatment




En Marzo 2021 el DSMB recomendd no continuar randomizacion

Numero de pacientes incluidos Caracteristicas basales

Control BPaLM BPaLC BPaL
| 66 62 64 )
Age (years), median (range) 36 (19to 71) 34 (1810 61) 29 (19t0 63) 34 (18 to 62)
Total randomised
33 (50.0) 26 (41.9) 24 (37.5) 28 (46.7)
BMI (kg/m?), median (IQR) 19.2 (17.31022.0) 19.8 (18.1t022.1) 18.8 (17.4 to 22.0) 20'52(21%2 i
ITT population (72 weeks) HIV positive, n (%) 15 (22.7) 14 (22.6) 14 (21.9) 14 (23.3)
mITT population (72 weeks) (o 2RI A BTN PG PN (oI 317 (154 to 383) 268 (18210 364) 394 (112to 511) 283 (153 to 424)
PP population (72 weeks) Smear positive, n (%) 50 (75.8) 40 (64.5) 43 (67.2) 45 (75.0)
Cavity present, n (%) 47 (71.2) 33(53.2) 39 (60.9) 41 (68.3)
mITT: participantes con nimero de randomizacién y medicaciéon administrada al
p P . . y . . .. Fluoroquinolone resistant, n (%) 18 (27.7) 17 (28.3) 16 (25.8) 19 (33.9)
menos una vez, con cultivo de esputo negativo y/o TBC sensible a rifampicina a la
inclusién. QTcF (ms), mean (SD) 398 (18) 396 (18) 393 (20) 398 (18)
ALT (IU/l), median (IQR) 20 (15 to 27) 18 (14 to 27) 18 (15 to 27) 19 (14 to 27)

Resultados de eficacia

m RiREicl i Unfavourable outcomes at 72 weeks post randomisation
BPaLM BPaLC BPaL
Number in mITT population 2 66 62 64 60
Control Investigational Risk diff ided 98.3% Cl
Number with no unfavourable outcome 34 (51.5%) 55 (88.7%) 52 (81.3%) 46 (76.7%) e . REPSEE vl et J
Number with an unfavourable outcome 32 (48.5%) 7 (11.3%) 12 (18.8%) 14 (23.3%) BPaLM Per protocol 4133 (12.1%) 257 (3.5%) < ! -8.6% (-2 t0 4.5%)
Risk difference (one-sided 98.3% confidence interval) ~37.2% (-0 10 -21.6%) -29.7% (-0 10 -13.1%) -25.2% (-oo t0 -7.7%) . i
Non-inferlority p-value (non-inferiority margin of +12%) p<0.0001 p<0.0001 p<0.0001 BratM il S2RBESOR)T e (LX) i 2B G0=21.0%)
Superiority p-value p<0.0001 p<0.0001 p =0.001 BPALC Perprotocol  4/33 (12.1%)  6/58 (10.3%) ¢ -1.8% (- to 13.0%)
Risk ratio (one-sided 98.3% confidence interval) 0.23 (-0 t0 0.52) 0.39 (-0 t0 0.71) 0.48 (-oo to 0.85) !
BPaLC mITT 32/66 (48.5%)  12/64 (18.8%) & ' -29.7% (- t0 -13.1%)
et 2(510%) Do) 1 (1.9%) 040%) BPaL Per protocol  4/33 (12.1%) 6/52 (11.5%) 3 E 0.6% (- to 14.7%)
Early discontinuations 28 (42.4%) 5(8.1%) 6 (9.4%) 8 (13.3%) B ’ ’ I ’ ’
Adherence issues 3 0 2 2 BPaL mITT 32/66 (48.5%)  14/60 (23.3%) & i -25.2% (- t0 -7.7%)
Adverse event 17 5 4 5 !
Not meeting inclusion/exclusion criteria 0 0 0 1 E
Withdrew consent whilst still on treatment 6 0 0 0 6'0 4'0 2[0 (; 1'2 2'0 3‘0
Other 2 0 0 0 Risk difference
Treatment failure 0 (0%) 0 (0%) 1(1.6%) 0 (0%) _
Lost to follow-up at 72 weeks 2 (3.0%) 2 (3.2%) 3 (4.7%) 3 (5.0%)
Recurrence 0 (0%) 0 (0%) 1(1.6%) 3 (5.0%)




CONCLUSIONES

e 24 semanas de tto oral con regimenes basados en bedaquilina, pretomanid y linezolid,
son seguros y eficaces para el tto de TBC resistente a la rifampicina.

 BPALM (rama 1) demuestra no inferioridad y superiodidad al SoC.

EFICACIA Rama 1 BPaLM > Rama 2 BPaLC > Rama 3 BPalL > SoC
SEGURIDAD Rama 1 BPaLM > Rama 3 BPalL > Rama 2 BPaLC > SoC

Current standard of care PRACTECAL Arm-1 (BPaLM)

B Practecal.»
Innovating MDR-TB Treatment




VORICONAZOLE OR AMPHOTERICIN B
DEOXYCHOLATE: WHICH IS THE
PREFERRED INDUCTION THERAPY?

Yaokai Chen

Chongqing Public Health Medical Center, Chongqing, China

* Estudio de cohortes prospectivo, abierto y multicéntrico (17 hospitales
de China).

e Criterios de inclusidon: PLWH con diagndstico de talaromicosis
confirmado mediante microscopia convencional, histologia o cultivo.

0.5 to 0.7 mg/kg/day

Eligible for 14 days mortality, clinical
participants resolution, and fungal

£ clearance
(n=359) 6 mg/kg BID. for the first day

4 mg/kg BID. for 3 days
200 mg BID. for 10 days




Objetivo primario Obijetivos secundarios

@ Amphotericin B... @ Voriconazole...
Adjusted odds ratio (95% Cl)
p=0.982 Ampbhotericin B @ Voriconazole
p=0.351

p=0.039 Amphotericin B Reference

[ 1.6% [l 3.80% 6.7% 6.7% Vori le —m

Death at week 2 Death at week 48 0.0 0.5

e e s s e e,

0.543 (0.338-0.872)

L]
1.5

-
o

Clinical resolution at week 2

Adjusted odds ratio (95% Cl)

=&« Amphotericin B
—4— Voriconazole
Hazard ratio 1.015 (0.421-2.447) p=0.974
T T T T T 56.3% 40.8% 63.7%
024 8 12 24 36

Time (weeks)

=
o
<
o0
8
=
B
=
z
=
2
=
=3
=9
=l
S
(-

Amphotericin B Reference

Vori

N I T——

0.605(0.377-0.972)
85

0.0 0.5 15

-
o

Clinical resolution at week 2 Fungal clearance at week 2
Patients at risk

Amphotericin B 255 251 245 243 239
Voricomazole 104 100 99 99 98

Fungal clearance at week 2

Adjusted for fever, cough, potassium

CONCLUSIONES
e Similar tasa de mortalidad.

* Con AnfoB desoxicolato se logré aclaramiento fungico y resolucion
sintomatica mas tempranos, pero mayor tasa de mielosupresion.




The DREAMM Project: 00663
Epidemiology of CNS Infection ! DREAMM

By Do OREAMM Cormartase
ObweslDads gov W{TIILINIYY

Objetivos:

1. Descripcidn prospectiva de la
epidemiologia de las infecciones
del SNC relacionadas con el VIH
en Camerun, Tanzania y Malawi.

2. Reducir la mortalidad
intrahospitalaria por estas
infecciones.

3. Idear un modelo de cuidados
para PLWH que acudan por una
probable infeccion del SNC.
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Overall Epidemiological Results
* 130 Dartcipants recruited n oy ohane, 114 in
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Conclusion

Resultados por fases:
* Reclutamiento:
*  Observacion 139.
* Implementacion 356.
* Infeccidn con confirmacidén micro
* Observacion 10.1%
* Implementacion 77.3%.
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Intervencion: algoritmo
para el manejo de
infecciones del SNC
relacionadas con el VIH
usando tests de
diagndstico rapido y los
tratamientos marcados
por la OMS.

Observation

Implementation

CONCLUSIONES

* Tras laimplementacion de DREAMM mas

de un 75% de las infecciones del SNC
tuvieron diagndstico.

* Laepidemiologia de estas infecciones varia

por regiones: la meningitis criptocécica fue
la causa mas frecuente en Tanzania y
Malawi y la toxoplasmosis cerebral en
Camerun.

La intervencion DREAMM demuestra ser
efectiva
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Objetivos principales
1. Determinar si el tratamiento de lesiones HSIL es efectivo en la reduccion de cancer anal incidente en PLWH.
2. Determinar la seguridad del tratamiento para HSIL anal.
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ANCHOR

study PACIENTES CRIBADOS
* 10.723 PLWH sept. 2014-agosto 2021
e HSIL histolégico: 52.2%

* 53.3% hombres

* 45.8% mujeres

* Prevalencia de cancer anal: 17 (0.16%, 160/100.000 hab./afio)

— EI DSMB paré el reclutamiento al alcanzar 32 diagndsticos
de cancer (30 analizados).
— Media de seguimiento: 25.8 meses.

RAMA DE TRATAMIENTO

Tratamientos recibidos:

- Electrocoagulacion 92.2%
-IRC 5.6%

-5-FU 7%

- Imiquimod 1.2%

Modalidades de tratamiento por paciente:
- 1 modalidad 86%.

- 2 modalidades 10.4%.

- 3 modalidades 1.5%.

- 4 modalidades <0.1%
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9 canceres en rama de tratamiento (I: 173/100.000 hab./afio).
21 canceres en rama de seguimiento activo (I: 402/100.000 hab./afio).
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CONCLUSIONES
 Eltratamiento del HSIL es efectivo en reducir la incidencia de cancer anal.

* Estos datos deberian tenerse en cuenta para incluir el screening y tratamiento de HSIL como SoC.

* Faltan biomarcadores predictores de progresion-regresion de HSIL anal.
* AUn hay que mejorar los tratamientos del HSIL anal.
e Hay que optimizar los algoritmos de cribado de HSIL anal.

* Hay que aumentar los programas de entrenamiento para AAR.

* Estos resultados podrian ser extrapolables a otros grupos de riesgo de cancer anal.
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BACKGROUND

Anal cancer is a major source of cancer morbidity for people living with
HIV (PWH)

Evolving guidelines recommend initiating anal cancer screening for PWH
at age 35.

Emerging evidence such as the preliminary results of the ANCHOR trial
are expanding the evidence base supporting the cancer prevention
benefits of anal high-grade squamous intraepithelial lesion (HSIL)
treatment.

Therefore, the goal of this project was lo determine the outcomes for
anal dysplasia screening in people living with HIV (PWH) younger than
35 years of age.

METHODS

.

Between January 2014 and August 2020, we identified initial anal
cylology and high-risk HPV (hrHPV) test results for all PWH < 35 years
who underwent screening in our health system (n=1,397).

We then collected information on subsequent high-resolution anoscopy
(HRA)-guided biopsies and linked cancer registry entries for this cohort.
Using these data we compared screening and HRA outcomes
according to demographics, CD4 count, HPV vaccination status and age

subgroups.
Characteristic
Age, n, %
<25 143 (10)
25-29 596 (43)
30.34 658 (47)
Men, n, % 1,294 (93)
High-risk HPV
Any 881 (85) [of 1037]
16/18 446 (43) [of 1037]
Cytology results
Inadequate 238(17)
Benign 242 (17)
ASCUS 426 (31)
LSIL 327 (24)
HSIL 156 (11)
HPV vaccination prior to screening 388 (28)
Underwent high-resolution anoscopy 710 (51)
Highest biopsy result, n, %
Benign 122 (17)
LSIL 299 (42)
HSIL 289 (41)

Table. Cohort characteristics for PWH younger than 35 years
undergoing anal dysplasia screening.

Results of Anal Dysplasia Screening in People with HIV Younger than 35

Icahn School of Medicine at Mount Sinai, New York, NY

For PWH <35 years old, high-
risk HPV infection, anal

cytologic abnormalities and
high-grade intraepithelial
lesions were very common.

RESULTS

Number of persons

% are proportion of previous category

65%
. 62%
. 66%
aa% I 61%
00 mm I 4%
: . o 3%

Siceened  ®ASCUS Cytology o Migher

66%
59%
I a%
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Figure. Anal dysplasia screening results for PWH younger than 35 at initial screen; overall
cohort and results stratified by age subgroups.

Keith Sigel, Michael Gaisa, Yuxin Liu for the Mount Sinai Anal Dysplasia Screening Program

RESULTS

» Most subjects (66%) had cytologic abnormalities of
ASCUS or greater (11% had HSIL cytology).

+ 75% of cylology samples were co-lested for hrHPV with
85% of tests positive for any hrHPV type and 43%
positive for HPV 16 and/or 18.

+ Of subjects with abnormal screening cytology 62%
underwent subsequent HRA which yielded anal HSIL in
44%

* Women had substantially less histologic HSIL than men
(8% wersus 22%, p=0.001).

+ There was no significant difference in the proportion of
persons diagnosed with histologic HSIL by age subgroup
(<25, 25-29, 30-34; p=0.7).

+ CD4 count at initial screen was not associated with
severity of cytologic abnormalities, hrHPV infection or
HSIL diagnosis.

» History of HPV vaccination was associated with lower
rates of HPV 16/18 infection (38% in vaccinated versus
45% in unvaccinated, p=0.02) but did not impact rates of
overall hrHPY infections or eventual HSIL diagnoses.

* No incident cancers were diagnosed during the follow-up
period.

CONCLUSIONS

» High-risk HPV infection, Cytologic abnormalities, and
associated histologic HSIL were all common in PWH
under age 35.

+ HPV 16/18 (along with other high-risk HPV types) were
highly prevalent supporting need for continued efforts to
vaccinate high-risk persons.

+ With emerging evidence regarding the benefits of anal
HSIL treatment, the role of screening should be further
investigated in this population.

ADDITIONAL KEY INFORMATION
Author contact: Keith.Sigel@MSSM.EDU

This work supported by NCI R0O1CA232890 and
RO1CA232888
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Determinacion de citologia anal y VPH-AR en PLWH < 35 afios (n=1.397)

% are proportion of previous category

citolégicas y HSIL histolégico asociado son

800

comunes en PLWH <35 anos.
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CONCLUSIONES
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m Genital and Anal Cytology-HPV Co-Testing Results From 381 Women Living With HIV
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Mount
Sinai
» Women living with HIV (WLH) are at increased risk for high-risk human Figure 1: Anal and cervicalvaginal screening reselts. Data prosented as percentage of -, Median age was 49 years (range: 20-81)
papillomavirus (HR-HPV)-associated cervical and anal cancer. participants in cach category. + Cytological diagnosis of ASCUS or worse (2ASCUS) was more prevalent in anus than
+ While cervical cancer screening has been accepted standard of care, anal cervix (44% vs. 22%).
cancer screening has not yet been universally adopted. A. Cytological diagnoses (47 inadequate samples were excluded) + HR-HPV and HPV16/18 were detected in 65% and 27% of participants, more frequently in

+ Comparative data on cervical and anal HR-HPV positivity and cytological anus than cervix (61% vs. 30% and 25% vs. 8%).
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Figure 2: Nomogram predictiog anal high-visk 1PV infection.
To caloulaw the probabiliny of anal high-risk HPV infection, add the score of each nsk factor and
then determine the probability based on the total score anis
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METHODS

» Clinicopathological data were analyzed from 381 WLH, including initial anal
and cervical/vaginal cytology/HR-HPV co-testing results obtained within 6 YT FRGT T T sl Tl JR i R SR VR

months of one another.
B. High-risk HPV testing results

. t f and correlati n cervical/vaginal nal rmaliti el E—— S A — I ——— —
Sgr?asalsz:d ation between cervicelivaginal :and anel abno wey Orhers HPV31, 33, 35, 39, 45, $1, 52, 5658, $9, 66, and 63 R R weaen o VSR D RO X0 89
» Significant predictors from logistic regression models were used to create mCervixonly ®Anusonly ® Both sites

A nomogram predicting anal HR-HPV infection based on nadir CD4 T-cell count < 200

prediction nomograme for anal HR-HPV and HPV16/18 infection. o cells/mm3, cervicalivaginal cytology 2ASCUS and cervicalivaginal HR-HPV positivity yielded

1% e 2% prediction probabilities ranging from <40% (all predictors absent) to >90% (all predictors
Anal cytology: HSIL 0% — present).

2% )

o

1%

s o High prevalence of anal HR-HPV infection and cytological abnormalites among WLH

% i x . e underscore the importance of anal cancer screening independent of preceding or concurrent

o - =1 genital disease. Clinical and cervical/vaginal cytological data can help stratify the risk of anal

Any high-risk HPV HPV16/18 Others disease via prediction nomograms, although further prospective validation is warranted.
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B. High-risk HPYV testing results

Others: HPV31, 33, 35, 39, 45, 51, 52, 56, 58, 59, 66, and 68

5%

5%

20%

15%

10%

5%

W Cervix only mAnus only

aw

%
L -

Any high-risk HPV HPV 16/18

3% O
== 0
HSIL

Both sites

24%

Others

Analisis de la correlacion entre citologia/VPH-AR
anal y cervical/vaginal en 381 mujeres con VIH.

CONCLUSIONES

La alta prevalencia de infeccion por VPH-AR y de
anomalias citoldgicas en mujeres con VIH, subrayan
la importancia de realizar cribado de cancer anal en
este grupo poblacional independientemente de la
patologia genital concurrente.
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BACKGROUND

Identifying local immunological mechanisms possibly

involved in the development of dysplasia and

progression to anal cancer could be critical for

prevention and treatment of precancerous lesions, as

Squamous intraepithelial lesion (SIL), in people at high

risk like men who have sex with men (MSM) living with
HIV.

METHODS

A cross-sectional study of 44 MSM living with HIV and
ART-suppressed was performed. 54 anorectal biopsies
were obtained for histological analysis and for
determining their immunological environment, comparing
pathological (LSIL/ HSIL) samples with non-pathological
samples. Selected biomarkers were confirmed by
immunohistochemistry.

Screening for anal dysplasia and possible biomarkers
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CONCLUSIONS

* The balance between resident effectors and
inflammatory subsels was tilted towards the second in
pathological anorectal samples.

+ Neutrophil infiltration, determined by CD15 staining, may
represent a valuable biomarker to determine the
dysplasia's grade.

ADDITIONAL KEY INFORMATION

cristina mancebo@vhirorg, * jburgos@vhebron. net,
*meriteell genesca@vhir.org
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Estudio transversal.
44 HSH con VIH y CV indetect.
54 biopsias anales.
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Determinacidon del microambiente inmunoldgico de las
muestras histoldgicas, comparando muestras patoldgicas
(LSIL/HSIL) con no patoldgicas.

CONCLUSION
La infiltracion neutrofilica, determinada
por la tincion de CD15, podria ser un
biomarcador util para determinar el
grado de displasia.

Se objetiva un aumento de la infiltracidn de neutrofilos
(células CD15+CD16+) en las muestras patoldgicas
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