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ESTUDO KEYLYNK-009: PEMBROLIZUMABE + OLAPARIBE VS. PEMBROLIZUMABE +
QUIMIOTERAPIA APOS TERAPIA DE INDUGAO COM PEMBROLIZUMABE +
QUIMIOTERAPIA PARA CANCER DE MAMA TRIPLO NEGATIVO (TNBC) LOCALMENTE
RECORRENTE, INOPERAVEL OU METASTATICO

e apresentado por Dra Hope Rugo, SABCS 2023

Dra Solange Moraes Sanches
AC Camargo Cancer Center
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Estudo KN 355-
ganho significativo de PFS e OS

e Pembrolizumabe + quimioterapia em 1° linha de tratamento do cancer de

mama TN metastatico com PDL1 CPS>10
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Cortes J, et al. Lancet. 2020;396:1817-28., Cortes)J, etal. N EnglJ Med. 2022;387:217-26
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Necessidade de tratamentos toleraveis e eficientes
neste contexto, que mantenham o beneficio clinico
apos terapia de inducgao

* Combinacgéo de anti-PD(L)1 e inibidor de PARP

* Em modelos pré clinicos, PARPI regulam positivamente a expresséo de PD-L1 (via STING) e
apresenta atividade antitumoral sinérgica quando combinado com anticorpos anti-PD-(L)1,
independentemente do status de BRCA.
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Jiao S, et al. Clin Cancer Res. 2017;23:3711-3720., Wang Z, et al. Sci Rep. 2019;9:1853.
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e Estudosde fase1com AC anti-PD-(L)1 + PARPI
o Toxicidade toleravel

o Atividade antitumoral promissora em mTNBC
Domchek SM, et al. Lancet Oncol. 2020;21:1155-64, Vinayak S, et al. JAMA Oncol. 2019;5:1132-40

e Manutencao de PARPi em cancer de ovario platina-sensivel, independente de status
de BRCA
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KEYLINK-009: estudo fase 2, avaliando eficacia e seguranca de manutencio de
pembrolizumabe + olaparibe vs pembrolizumabe + QT em tumores TN avancados
ou metastaticos, que haviam obtido beneficio clinico com tratamento de inducao
com QT baseada em platina + pembrolizumabe

ITT Population

Induction Post-induction

Key Eligibility Criteria
* Locally recurrent inoperable
or metastatic TNBC not
previously treated in the
metastatic setting

Measurable disease per

Olaparib 300 mg twice daily2?
+

Pembro 200 mg Q3W up to 35 cycles
including induction®

Carboplatin AUC 2 on days 1 and
8 of each 21-day cycle and
gemcitabine 1000 mg/m? on days
1 and 8 of each 21-day cycle
+

RECIST v1.1 by local
radiology review

Interval between treatment
with curative intent and
recurrence 26 months

+ Confirmed PD-L1 status

Pembro 200 mg Q3W
Carboplatin AUC 2 on days 1 and 8 of each
21-day cycle and gemcitabine 1000 mg/m?
on days 1 and 8 of each 21-day cycle®
+
Pembro 200 mg Q3W for up to 35 cycles
including induction®

(4 to 6 cycles)

O=—=HP>PN-S200Z>»3

Randomization was stratified by

* Induction response (CR or PR vs SD)

*  Tumor PD-L1 status (CPS 21 vs <1) R tal SABCS 2023

+  Genomic tumor status (BRCAm vs BRCAwt) tgo et &
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Desfechos

e Primary Endpoints?
— PFS per RECIST v1.1 by BICR in ITT
population
— OS in ITT population
» Secondary Endpoints?

— PFS in PD-L1 CPS 210 tumors and
tBRCAm populations®

— 0OS in PD-L1 CPS 210 tumors and
tBRCAm populations®

— Safety

Median follow-up: 17,2 months
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Multiplicity:

H1: PFS H2: OS

Initial alpha: Initial alpha:
a=0.025 a=0

All a=2.5% will be allocated to PFS first, and if
superiority is demonstrated, the full alpha 2.5% from
the superiority test for PFS will be passed to the
superiority test for OS

Rugo et al, SABCS 2023

AN
(e




460 patients received induction therapy
271 were randomized 1:1°

Pembro + Olaparib
* 135 allocated

* 135 started pembro + olaparib
* 1 completed pembro (35 administrations)
* 99 discontinued

*«74PD

* 13 physician decision
* 7 AE
+ 5 patient withdrawal

* 35 ongoing

Analysis Populations®
« ITT:n=135
» Safety: n =135

Median (range) follow-up?: 17.2 (8.8-29.9) mo
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Pembro + Chemo

* 136 allocated
* 133 started pembro + chemo
* 2 completed pembro (35 administrations)
* 102 discontinued

« 67 PD

* 18 physician decision

* 5 AE

* 12 patient withdrawal
* 29 ongoing

Analysis Populations®

*ITT: n=136
» Safety: n=133
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* 189 not randomized
* 143 PD
» 25 AE
» 21 Other2

~ Median (range) follow-up®: 17.2 (9.1-29.5) mo

Rugo et al, SABCS 2023
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Caracteristicas dos pacientes

Characteristic, n (%) Pemblr"o=+1glsaparib Pembnr:-:gshemo
— Age, median (range), y 54 (25-82) 52 (30-80)
ECOG PS 1 48 (35.6) 45 (33.1)
Postmenopausal 96 (71.1) 94 (69.1)
PD-L1 status?
PD-L1 CPS 21 106 (78.5) 105 (77.2)
PD-L1 CPS <1 29 (21.5) 31(22.8)
— PD-L1 CPS 210 65 (48.1) 65 (47.8)
PD-L1 CPS <10 69 (51.1) 71(52.2)
=————>  BRCA mutation® 29 (21.5) 30 (22.1)
— HRD 233¢ 83 (61.5) 77 (56.6)
Disease status
Metastatic, de novo 47 (34.8) 37 (27.2)
Metastatic, recurrence 87 (64.4) 96 (70.6)
Locally recurrent inoperable 1(0.7) 3(2.2)
Response at randomization
— CR/PR 95 (70.4) 96 (70.6)

3PD-L1 assessed at a :entralEBDratury using PD-L1 IHC 22C3 pharmDx and measured using the combined pnsi&\&: fﬁgrﬁSCPS; number of PD-L1-positive tumor cells, Iymphocms( chsnacrophages divided by total number of tumor

cells x 100).

Rugo et al, SABCS 2023
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Sobrevida Livre de Progressao (ITT)

Events, Median, mo HR
n (%) (95% CI) (95% Cl) P-value®
100 6-mo (95% CI)
Pembro + Olaparib 80 (59.3) 5.5 (4.2-8.3
904 47.8% (38.5%—56.5%) ke aak (59.3) ( ) 0.98 s
50 45.8% (36.8%—54.4%) Pembro +Chemo 90 (66.2) 5.6 (4.3-69) (072-1:33)
70- : 12-mo (95% Cl)
33.3% (24.5%—42.3%)
2 60+ 29.3% (21.2%-37.8%)
E 50 :
401
30- edd 1 1 1) 1 il ]
204 "I_I_IJ
101
o T ; T ; T T T T T 1
0 3 6 9 12 15 18 21 24 27 30
No. at risk Time from randomization, mo
135 76 50 38 23 14 8 6 2 0 0
136 86 52 32 22 15 6 3 0 0 0

Rugo et al, SABCS 2023
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Estimativa de Sobrevida Global (ITT)

Events, Median, mo HR>
n (%) (95% Cl) (95% Cl)
12-mo (95% Cl) Pembro + Olaparib 50 (37.0)  25.1 (18.3-NR) 0.95
0.64—
100 76.4% (68.2%-82.8%) Pembro + Chemo 54 (39.7)  23.4 (15.8-NR) (1.40)
72.6% (64.0%-79.4%)
90° : 18-mo (95% Cl)
80" 62.0% (51.9%-70.6%)
701 55:7% (45.5%—64.7%)
< 607
U; -
8 50
401
307
207
107
0 T T T ; T l T T T 1
0 3 6 9 12 15 18 21 24 27 30
No. at risk Time from randomization, mo
135 131 122 107 87 59 36 20 9 2 0
136 135 127 114 79 54 32 21 9 3 0
CONFERENCIA BRASILEIRA DE Rugo etal, SABCS 2023
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PFS em tumores PDL1+ (CPS>10) e tBRCAM

Tumor PD-L1 CPS 210 Population tBRCAm Population
Events, Median, mo HR® Events, Median, mo HR®
n (%) (95% CI) (95% CI) n (%) (95% CI) (95% CI)
Pembro + Olaparib 36 (55.4) 5.7 (2.9-13.9) (0.92 Pembro + Olaparib 12 (41.4) 12.4 (8.3-NR) 0.70
0.59— 0.33-
Pembro + Chemo 45 (69.2) 5.7 (3.8-7.6) 1.43) Pembro + Chemo 17 (56.7) 8.4 (5.4-NR) (1 .48)
1004 1004
6-mo (95% CI)
90 49.1% (35.7%-61.2%) 90
o, of 0, 12-mo (95% Cl)
801 46.9% (33.9%-58.8%) 801 52.2% (30.0%-70.4%)
70- : 12-mo (95% Cl) 70 45.1% (25.9%—62.6%)
40.7% (27.7%~53.3%) .

= 607 30.9% (19.5%—42.9%) = 607
(73 - : Ui 501
g 50 £ 50 : . , L

407 1 1 J 407 6-mo (95% Cl) :

304 301 84.4% (63:6%-93.9%) ! L1

201 20 611% (40,;8%—76.2%)

10- 10- :

D T ; L] T T T L] T T 1 0 T ; T ; T T T T T 1
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
No. at risk Time from randomization, mo No. at risk Time from randomization, mo
65 35 25 21 13 7 5 3 1 0 0 29 24 20 16 7 5 4 2 1 0 0

NR, not reaa‘id; tBRa?m, tun%? BRCA ﬂnﬁtation (Hcludes g%rmline aQId soma‘Rc mutati&'ls). HR ﬂ)embro polaparib Vs pembrogpchemo?aased oﬂ on reg?&sion moEeI with Efron’s m&hod of t?e handling with tregtment a?a
covariate stratified by response to induction therapy and BRCA status. "HR (pembro + olaparib vs pembro + chemo) based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by

response to induction therapy and tumor PD-L1 status.

Rugo et al, SABCS 2023
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Estimativa de OS em tumores PDL1+ (CPS>10) e tBRCAmM

Tumor PD-L1 CPS =10 Population tBRCAm Population
Events, Median, mo HR2 Events, Median, mo HR®
n (%) (95% Cl) (95% ClI) n (%) (95% CI) (95% Cl)
Pembro + Olaparib 22 (33.8) NR (17.0-NR) 0.97 Pembro + Olaparib 6 (20.7) NR (17.1-NR) 0.81
0.53— 0.28—
Pembro + Chemo 22 (33.8) NR (15.5-NR) (1.76) Pembro + Chemo 8 (26.7) 23.4 (17.3-NR) (2_37)
1001 18-mo (95% ClI) 1004
90+ 62.4% (47.4%74.3%) 90+
80- 59.1% (43.1%-72.1%) 80-
701 : 704
I ——
o 607 o 607
5 501 5 501
8 8
407 : : 401 : :
304 12-mo (95% CI) 304 12-mo (95% CI) :18-mo (95% CI)
74.7% (61.9%—83.7%) : : 96.6% (77.9%—99.5%) :73.3% (45.9%—88.4%)
201 77.6% (65.1%—86.2%) : 201 82.9% (63.7%-92.5%) : :70.4% (45.5%—85.5%)
104 : i 104 : :
0 . . ' ; . ; , . ' . 0 . . ' ; . ; . . . .
0 3 6 9 12 15 18 21 24 27 30 0 3 6 9 12 15 18 21 24 27 30
No. at risk Time from randomization, mo No. at risk Time from randomization, mo
65 62 57 51 41 29 17 12 5 1 0 29 28 28 27 21 13 8 6 3 2 0
65 65 62 55 37 25 15 10 6 2 0 30 30 28 27 19 16 9 6 2 0 0

NR, not reached. *HR (pembro + olaparib vs pembro + chemo) based on Cox regression model with Efron’s method of tie handling with treatment as a covariate stratified by response to induction therapy and BRCA status. °HR
(oembro + olaparib vs bembro + chemo) based on Cox reeression model with Efron’s method of tie handline with treatment as a covariate stratified bv resnonse to induction theraov and tumor PD-L1 status.

Rugo et al, SABCS 2023
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Analise de subgrupos

PFS

No. of Events/No. of Patients

Overall 170/271 = =

Response at randomization

CR/PR 118/191 .

SD 51/79 —-—
PD-L1 status CPS 1 cutoff

CPS >1 130/211 —

CPS <1 40/60 oo
PD-L1 status CPS 10 cutoff

CPS =10 81/130 — -

CPS <10 89/140 ——

Genomic tumor BRCA status

HR (95% Cl)

0.98 (0.72-1.33)

0.82 (0.57-1.18)
1.30 (0.75-2.25)

0.91 (0.64-1.28)
1.06 (0.57-1.98)

0.82 (0.53-1.27)
1.08 (0.72-1.64)

0.66 (0.31-1.38)
1.04 (0.75-1.45)

BRCAm 29/59 —=—1—
BRCAwt 141/212 ——
T T
0.1 1 10

<

Favors P;mbro + Olaparib Favors Pembro: Chemo
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No. of Events/No. of Patients

Overall 104/271 —a—

Response at randomization

CR/PR 71191 ——

SD 33/79 |
PD-L1 status CPS 1 cutoff

CPS =1 78/211 —.—

CPS <1 25/60 —=—1—

PD-L1 status CPS 10 cutoff

CPS =10 44/130 ——

CPS <10 60/140 —a—
Genomic tumor BRCA status

BRCAm 14/59 ——a1—

BRCAwt

90/212 T

HR (95% CI)

0.95 (0.64-1.40)

0.85 (0.53-1.35)
1.12 (0.56-2.21)

1.07 (0.69-1.66)
0.55 (0.24-1.26)

0.98 (0.54-1.77)
0.87 (0.53-1.45)

0.78 (0.27-2.25)
0.93 (0.62-1.41)

0.1 1

<

10

»

Favors Pembro + Olaparib Favors Pembro + Chemo

Rugo et al, SABCS 2023
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Efeitos Adversos

: Treatment-Related AEs
Pembro + Olaparib Pembro + Chemo 50 . k Grade Grade
Incid: 220% treatment 12 35
n=135 =133 . © (Incidence in any treatment group) :::“:r’:::::::"’ :
Treatment-related AEs ‘g 3°
Any grade treatment-related AEs 114 (84.4) 128(96.2) £
Grade 3-5 treatment-related AEs 44326 o1 (68.4)° "
Treatment-related AEs leading to discontinuation of any 12(69) 26(105) ’ Anemia Hausea Neuropeia " Thionbocyipenia _ Dectessed T Dectedsed T Doceased  incrased AT
treatment ’ ’ 12 Immune-Mediated AEs and Infusion Reactions Grade Grade
12 3-4
Immune-Mediated AEs and Infusion Reactions® 2 Pembro + Olaparib -
N Pembro + Chemo -
Any grade 26(19.3) 31(233) ﬁ
Grade 3/44 6(4.4) 6 (4.5) a ¢
LEd fo dlSOUmII'IUatIDn Of any treatment 0 4 (30} 0 Hypothyroidism |nrul55 Pneumonitis !igvem i Ar:frenal ‘Hnr;‘m:h;gm):’tﬂc ?um: HuepaI# Hyperthyraid- Hm ;y?zl‘\-_
riwersel shinms iy tmphotisiooriosts o jaboles

|

Menor toxicidade

Rugo et al, SABCS 2023
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Conclusoes dos autores

« Ap0s QT de inducédo + pembrolizumabe em mTNBC ( DE/RP e RC), em pacientes nao
selecionados, pembrolizumabe + olaparibe ndo demostrou impacto na sobrevida livre
de progressao e sobrevida global, comparado na QT+ pembrolizumabe.

-HR PFS: 0.98 (95% CI, 0.7201.33; 1-sided P-value = 0.4556) —HR OS: 0.95 (95% Cl, 0.6401.40)

« Em pacientes com tBRCAmM, houve uma tendéncia a melhor sobrevida livre de
progressao e sobrevida global no grupo que recebeu pembrolizumabe + olaparibe,
comparado a pembrolizumabe + QT.

« O perfil de toxicidade foi consistente com os ja observados com pembrolizumabe e
olaparibe em monoterapia, com menor incidéncia de efeitos adversos relacionados ao
tratamento no grupo olaparibe + pembrolizumabe comaprado a QT + pembrolizumabe.

« Interromper a quimioterapia em pacientes com resposta clinica ou doenca estavel e
tratar com manutencdo de pembrolizumabe + olaparibe mostrou eficacia semelhante e
desfechos de sobrevida semelhantes a prosseguir com o tratamento, com melhor
perfil de toxicidade.
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Maintenance Pembrolizumab-Olaparib Fails to Boost Survival
in TNBC

— But better safety profile versus continued pembrolizumab plus chemotherapy

e Os resultados do estudo aberto de fase 2 demonstram que, apesar dos desfechos
primarios nao serem atingidos, ainda é necessario aguardar os resultados futuros para
avaliar o potencial da terapia de manutencéo em pacientes com cancer de mama
triplo negativo.

1
e Embora o estudo ndo tenha atingido seus objetivos primarios de SLP e SG, observou-se
que pacientes com mutacdes tumorais BRCA (tBRCAm) apresentaram tendéncias
promissoras para melhora da SLP e SG quando tratados com pembrolizumabe + olaparibe
em comparacao com o tratamento a base de pembrolizumabe + quimioterapia, indicando
um potencial estratégia de manutencgao.
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solange.sanches@accamargo.org.br

@solangesanches
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