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H I g h | I g h tS Trastuzumab Deruxtecan in Previously
Treared HER2-Low Advanced Breast Cancer

Mamma

* Trastuzumab-deruxtecan ++
* Pembrolizumab +

< Palbociclib -

Pembrolizumab for Persistent, Recurrent,
Cervix or Metastatic Cervical Cancer
+ Adjuvant chemotherapie -
* Immuuntherapie 1° en 2¢ lijn +

[ OULIGANAL ABTICLE |

° Endome_trium o Survival with Cemiplimab in Recurrent
* Pembrolizumab (+ lenvatinib) + Cervical Cancer
 Ovarium [ 1

* PARP remming +

. Mirvetuximab + Lenvatinib plus Pembrolizumab

for Advanced Endomertrial Cancer
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Trastuzumab deruxtecan (T-DXd)
vs treatment of physician’s choice in patients with
HER2-low unresectable and/or metastatic breast cancer:

Results of DESTINY-Breast04, a randomized, phase 3 study
Shanu Modi Memorial Sloan Kettering Cancer Center, Memorial Hospital, New York, NY, USA
June 5, 2022
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Third generation ADC: bystander effect

+ High potency
« BUT « off target » toxicities
* Interstitial Lung Disease (ILD)

Appropriate strategies for the
management in clinical practice

Fu Z ot &l Signal ransduction and Targ py 2022
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DESTINY-Breasto?

Background

PFS by BICR®»
i +  T-DXd, a HER2-targeted ADC, was approved for
CFFS (ONCH e NA(MSNE) GRS ERD) the treatment of patients with HER2+
" b-nlag A P unresectable or mBC who have received a prior
HR (98% C1} 0.28 (0.22.0.37) anti-HERZ therapy in the metastatic or
<39 P=78 X 10% necadjuvantiadjuvant setling and had recurrence
during or within 6 months after therapy?
- + DESTINY-Breast03 (NCT03529110) investigated
: 1 T-DXd vs T-DM1 in patients with HER2+
i \bk unresectable or mBC
\*“—~—s«k * In the primary analysis (May 21, 2021),
ko T-DXd was superior to T-DM1 for PFS by
) PALL e 1O BICR (prnimary endpoint)’
B 3 520 M A S B S P B A I a * Overall health status and QoL was
P Tirre, merests maintained with T-DXd and numerically
e 0 L N 03 favored T-DXd over T-DM1?

ADC atnoes 23] Dengas SICR. PavIAD POMpHaT DOTEE teveew VAT BNY wReTe AR TR0 e0opiot 2 AR et et iNL PR IR TRt (TET R OMNIAS PROMMEELUNS REVeR PR Agreanon e s m a‘.
of e TN racsuned svmsssew 7002 tascaernd doratecay t Corton J sl WO Mg 002 300 11431154 2 Dot Pam tamosnd Seotocss bl hx gecron. Ar stamorus e Deocls Sevdye e 2000 1 Cungawo G

Pemeried ¢ UMD St Coscar vaseng 8w 31 X002 Setn Carumy Pwesssban 10X Free Mee Drgless Joame/ of Meckone Cave J o ¥ Tiamaarad Seafest stes Futuorel srssowrs b bt comee, Wl 208 ’\F|NI| "
Coprat C 07 Wmahners Vedox Jcot) Sepvme met permmmem oy Mavactheen e ooy
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DESTINY-Breast04 Summary and Impact

T-DXd treatment showed unprecedented improvement in efficacy for patients with HER2-low mBC

Current mBC paradigm'?

The new mBC paradigm

» T-DXd is the first HER2-targeted

HERZ+
therapy to demonstrate improved
efficacy in HER2-low mBC
JJRemeRz + DESTINY-Breast04 establishes
S T-DXd as the new standard of
HER?Z- 4 HER2-low: care for HER2-low mBC
IHC 1+ or
IHC 2+/ISH-
, * Potential improvement for ~50%
of all mBC patients
RHD Dot opdarmmd Graeits S twiaphin & MR hrmaite Incamne I & r L sl A RC reaaend tonatt Casond T80 Mnsmed setadmant. TARIL Yo rwpnins vt covam TR iaawnt o
1 Sotis F oot b NP Rt Covomr 200171001 3 Tamedno P et a4 G Omoot. 2060 381 T 1M 1eie
2022ASCO iR St ASCO SR
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#2. DESTINY-Broast04
DESTINY-Breast04: First Randomized Phase 3 Study of T-DXd for

HER2-low mBC
An open-label, multicenter study (NCT03734029)

T-DXd
5.4 mg/kg Q3IW
(n =373)

Patients?

+ HER2-low (IHC 1+ vs IHC
2+/ISH~-), unresectable, and/or
mBC treated with 1-2 prior
lines of chemotherapy in the
metastatic setting

* HR+ disease considered
endocrine refractory

Primary endpoint
+ PFS by BICR (HR+)

Key secondary endpoints®
« PFS by BICR (all patients)
» QS (HR+ and all patients)

TPC

Capechating, uribulin,

gamcitabine, paclitaxel,
nat-pactitaxet*

{n = 184)

Stratification factors
+  Cantraly assessed HERZ stag® (IHC 1+ vs IHC 2+/1SH-)
1 versus 2 pnoc knes of chemotharagryy
MR+ (with ys without pnor treatment with COX4A/S inhibitor) versus MR-

ASCOCAP, Ararcan Scoety of Cieical Oncoiogy Catege of American Paftaiogaty TACH Shades boepeondert ooras: ivview. CON, cyzin capendant trmms: DO, 9urston of seporms HEFZ b agder e goowih fackr recepkor &
R, Sorvene sscepty, ME rurotiatachematy” B x s hetriietior rOC, resstek domes cacet 06, sl neveat VS peogrestion-fas sawest QW svery 3 weska R srssmsston 30N restaemats Gerodocs

TPC. antrmwre 3 phgaicm s oocs

A aatems fest I 30C. ror sadootm Perery was e ‘Ot saccodwy saboinis sciuced OFF (DO ond weestgeior], DORLTRCIT, PFS Ormeigekon. sad sefory. sacy 0 fhe 102 conor! wes a0 tgioonay sxgort ‘T7C s
AWt SEe Ay 13 $a bt Parkrred or sdanen artiead of 1cen teTor Bopy per ASCOCAR gudeirns unrg fa VENTAVA MENZne: (O3] rratgeon ues sty [LID] Asssy wywwr
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Prior Therapies

Hormone receptor-positive All patients

T-DXd T-DXd TPC
(n=331) {n = 373)
Lines of sy ic tharapy setting)
Numbsar of lines, medan [rangs) 3(19) 3(1-8) 3(1-8) 3(1-8)
Numbser of lines, n (3%}
1 23(7) 14 (9) 39 (10} 19(10)
2 B85 (26) 41(25) 100 (27) 53 (29)
#3 223 (67) 108 (€6) 234 (83) 112 (61)
Lines of chemotherapy (metastatic setting)
Number of lines, medan {range) 1(0-3) 1(0:2) 1{0:3) 1{0-2)
Number of lines, n (%)
a 140.3) 1(06) 1(0.3) 1{0.5)
1 203 (61.3) 93(57.1) 221(59.2) 100 (52 3)
2 124 (37.5) 69 (423 145 (38.9) 83 (45.1)
z3 i o ) i 3{09) | 0 6(1.6) ! 0
LUines of end h ¥ setting)
Number of lines, medan {range) 210-7) 2(0-6) 2(0-7) 2(0-5)
Nombar of lines, n (%)
a 28 (8) 17 {10) 80 (186) 34 (18)
1 105 (32) 49 {30) 108 (29) 51 (28)
2 10 (33) 53 (33) 115(31) 54 (29)
= BB (271 44 (27) 90 (24). A5 (24) .
Hormone receptor,® n (%)
Pastive 328 (49) 162 (99) 333 (89) 166 (90)
Negative 3(1) 1(1) 40(11) 18 (10)
Brain metastases st baseline, n (%) 18 (5) 7(4) 24 (6) a4
Liver metastases at baseline. n (%) 247 (75) 116(71). 286 (71) 123067
Lung metastases st baseline, n (%) 98 (30) 58 (36) 120 (32) ! 63 (34).
Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
Hazard ratio: 0.64 o Hazard ratio: 0.50
ot B MNCLoOMIM 95% €1, 0.40.0.0)
\\"”’"’ [ S P<0,0001
L \ T.0X
- . d
’ ol ! \ 6431}0 mPFS: 9.9 mo
} . [ e
g SN
i . - N
"1 - !
-0 oo sy s e ‘
-t Wevatte L R e R N T T I O T R TR R
PE0 by i inded Binperbast cottr e review
IOL S et . YETTL ot e we s Sk v otd P g et Sam mrrvnl U arha st et T b d M e s e
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Subgroup Analysis: PFS in HR+

e e miadian (WL C Y io Hazard Ratio for Digsase Progression or Death {85% C1)
Price COKAS inkibitors K
Yo 149233 Tants WOEI14) 544078 - g 055 (0.42-0.73)
No 00ss Inuy NN 504302} s | 042 (0.25-0 64)
IHC status d
IHC 1+ 112192 6696 103(88-12.5) 534178 —— 1 048 (0.35-0.65)
IHC 2#08H~ bk a4a87 101 (829221 394379 —— | 0355 (0,38-0.80)
Prioe lines of chemotherapy :
129720 s 108 @5-123) 6445082 — i 054 (0.20-0.73)
z2 suzr aree 298317 482862 —— | 047 (0.33.068)
)
<5 paary 1700260 TAN0 9884-113) 5414178 —— : 051 (0.39-0 67)
65 years Aun RIE S 120257 S8 (4.3-108) —— | 047 028071
Race '
Wrilo 100158 aa7e 100(35122) 7.9(4.0:400) —_— 054 (0.48.0.91)
Askin 23 5486 1.0 (8.4-135) 4.8 (4.2-64) g H 040 (0.28-0.58)
Cthar 2537 1018 6054105 7O 4-10) ——e Q&3 (D411 69)
Reglon !
Ma sui2s 4ae0 10834947 53 (4268 —— \ 041 (0200.58)
Europe and isros 200149 awn 108 (35130} 7.4 R2.0-50.7) —— : 062 (0.83:0.89)
North America 4054 wn 0.5 463113 4.8 12842) — ] 054 (0.30-097)
ECOG performance status '
0 116187 SRS 109 (95-130) 7.014.2-85) - | 056 (0.40-0.77)
1 9144 5568 97{73 15 46(2962) o \ 045 (0.32-0 64)
Viscoral disessa at baselne !
You 156228 100148 BABSILY) 58487 —— : 054 (0.82.0.85)
No 1533 wny 179010.9-264) 45116124 S — i 023 (0.08.0.55)
(1] s 10 s w
FES Ly b rded mévperdent centrat mn-unummammmmm IITNETEE TN
CO%. cythscparres bame OO0, Zasterr: Coopurewe Ormsagy Geag: WY, Sorrene scase; BT V.S . 3. ooy v 000
P PO v o b e at s s oy ey of - 3
2?'2‘*’.#_«5';,0 #ASC022 Sharu Mod, MD Authun: St 49 2400 Aveundurraipirod Ry vasn ‘.\-,...ngc-m.-. awry
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Best Change in Target Lesions (All Patients)

B T-DXd (n = 348) w TPC (n = 156)

Best % Change in Sum of Diameters From Baseling

| =
0, -
€0 O
o -
BIHC 1+ B IHC 1+
o HIHC 2408~ | HC24/I8H~
seee
*Pationts with HR~ disesse
Mo e b bl L ) e sam ol e rge - el i o aly horad 1w srd prrdluns bw snaeirrnrds of Lasge lnsers by indogerbnd toebod 1nnwn
e vt Ths appe e nhastes o 205 " b Petmets A el e bvwes bt bre vl sien o T dnawess i hamar slis |patie Ieapanen)
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Drug-Related TEAEs in 220% of Patients

Nausea| 73

W T-DXd, Any Grade

Fatigue® W T-OXd, Grade 23
Alopecia [ TPC, Any Grade
W TPC, Grade 23
Vomiting
Neutropenia®
Anemia*
Decreased appetite
Thrombocytopenia®
Transaminases increased®
Leukopenia’
Diarrhea
Constipation
80 60 40 20 0 20 40 60 80
Patients Experiencing Drug-Related TEAE (%)
1000 T, bnmwww of phymosers choee
mwmmkm”m- -dave 03 velewn TV camgory mohais (he DuAEsed T ey sue teereesed £ » 7 o
Petmens) area asd “Thes ctmgry Dol coue oo vemt and Peastaeyixess “Thy rdamqn‘ [ rorvemt,
frew > wareesnd. ¥ror hewban o ehwrrwl Sopeiy broioe s rel Tl cowpey mmnm:rQ“-vamvmﬂ ") erpee
f e -
02ASCO EEEE S SRt ASCO T
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Overall Safety Summary

» Median treatment duration
— T-DXd: 8.2 months (range, 0.2-33.3)

Safety analysis set®
T-DXd TPC

n (%) (n=371) Dinatte) ~ TPC: 3.5 months (range, 0.3-17.6)
Total patient-years of exposure, years® 28355 63.59 * Most common TEAE associated with treatment
e discontinuation
TEARS 09(99) [N IEe: — T-DXd: 8.2%, ILD/pneumonitis®

Grade 23 195(53) | 116{67) -~ TPC: 2.3%, peripheral sensory neuropathy
Serious ICAES | 103(28) | 43{25)  .Most common TEAE associated with dose reduction
TEAEs associated with dose discontinuations 60 (16) 14 (8) — T-DXd: 4.6%, nausea and fatigue”

— TPC: 14.0%, neutropenia?

TEAEs associated with dose | ons 143 (39 7242 !

o e . ,“ : « Total on-treatment deaths®

TEAEs associated with dose reductions 84 (23) 66 (38) — T-DXd: 3.8%

TEAEs associated with deaths 14.(4) 5(3) - TPC: 4.7%
LD rewrwihed lg: T.0Re 2 L 4 went ahvere srert TIC Sstvart of phunows » phokce
Wuwmmmum*m—!?la—u-ouﬂ';"! Tatervyeas of epomes erw P bastmerd Sernbon wih reer 15 Urd Tauped loee. Targor ctutes Py orelerwr fres Mg relese. ol mPene repene
b aowd Pe prohe Overastrard tnat s cebrot e oy Serh ad sutuned e B thole of S it Sooe 50 4T Seve st fw hewt done of vty rog Tempecive of e ceue. e TEAES mosiebed
mmw--‘udnammmwmmwim-ym-m
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Trastuzumab-deruxtecan

Conclusies

Zeer effectieve antibody drug conjugate
Eerder al bij HER2+ mammacarcinoom
Nu ook bij HER2-low mammacarcinoom belangrijke behandeloptie

Bystander effect zorgt ook voor toxiciteit

» doelgerichte chemotherapie = chemotherapie

Kosten!

Resistentie mechanismen nog weinig bekend
Nieuwe indicaties gaan ongetwijfeld volgen

TITEL VAN DE PRESENTATIE

Gevolg voor pathologen

' HER2 Testing by Validated IHC Assay

|

[

1HC 3+

HER2-Positive

HER2-negative BC ——

|

IHC 2+

| ISH Test

HER2-positive BC ——

ISH Test
NEGATIVE

~— HER2-low BC
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CDK 4/6 remmers in 18 lijn gemetastaseerd ER+ BC

First lime « AL ‘ |

PALOMA-2 (Palbociclity) 34.5 mos 24.8 mos
MONALEESA-2 (Wubocichib) 16 mos 253 mos
MONARCH- 3 (Abemaciclin) 14.8 mos 8.2 mos

Overall Survival (OS) With First-Line Palbociclib Plus Letrozole
(PAL+LET) Versus Placebo Plus Letrozole (PBO+LET) in Women
With Estrogen Receptor-Positive/Human Epidermal Growth Factor
Receptor 2-Negative Advanced Breast Cancer (ER+/HER2- ABC):
Analyses From PALOMA-2

Richard S. Finn," Hope S. Rugo,? Veronique Diéras,” Nadia Harbeck,* Seock-Ah Im,®
Karen A. Gelmon,® Janice M. Walshe,” Miguel Martin,® Mariana Chavez-MacGregor,?

Eustratios Bananis, ' Eric Gauthier,’ Dongrui R. Lu,'? Sindy Kim,'? Dennis J. Slamon'

, USA: *Cer
tal, Munich, Germar
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PALOMA-2 Study Design

Palbociclib 125 mg/day
3 weeks on, 1 week off
-

Letrozole 2.5 mg/day
(N=424,)

Primary endpoint

Investigator-assessed PFS

Secondary endpoints
0S. Response, Safety, Biomarkers. PRO
+« ECOGPS 0.2

Stratification factors
Placebo 125 mgfday * Disease site (visceral, non-visceral)
3 weeaks on, 1 week off + Disease-free intarval (de novo
+ metastatic, <12 mo, >12 mo)
Letrozole 2.5 mg/day * Pnor neo/adjuvant hormonal therapy
(N=222) (yes, no)

RANDOMIZATION

Statistical Assumptions for PFS as Primary Endpoint:

« Sample size determined to detect ~44% improvement in median PFS from 9 months for the control arm to
13 months for the palbociclib arm

+ Assuming a true hazard ratio of 0.69 in favor of the palbeciclib arm (90% power with 1-sided «=0.025)

Statistical Assumptions for OS as Secondary Endpoint:

* Assumption for the control arm median OS of 34 to 46 months (~35% improvement)
+ 390 events required to detect a hazard ratio of 0.74 or less (80% power with 1-sided «=0.025)

ADC=aavmrced Sranat cancer, £0C

PFoasrogeasonfrunsanng PR

25 awtam Cooneeatin Orcology Group Parformance Stetoe. §Renstione mceptor W2 waiman scisesmal croeth fcior secectorn 2; O%eoveeal sunral

paluriconad oz one

Overall Survival = ITT

PBO+LET
(N=222)

512
(43.7, 58.9)

Median Follow-up PAL+LET
20 months (N=444)

Median OS, months 539
(95% CI) (49.8, 60.8)

Stratified hazard ratio
(95% Ci)

1-sided P value

0.956
(0.777, 1.177)

0.3378

20 4
10
0

Overall Survival Probability (%)

L) L] L)

0 12 24 36 48 60
Number of patients at risk Time (Month)

PAL+LET Add 400 325 260 222 174
PBO+LET 222 203 168 126 95 72

TT=enstovoat: LETmorozow: O5=ovorsl survival AL palboc kit PBO=plzeto
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Why are there OS differences between the studies?

Randomized P3 PALDMA-2 MONALEESA-2 | MONALEESA.7 | MONALEESA2
Trinls Falbockib Ribocictn Ribocichd Rivocidhib
1L Cohart
38% 34% a1% 20%

De nove mec « DF1<12 mos in Paloma 1 ~ 35%
Disease-lree intacval *  Combined OS analysis with PALOMA-1 planned
| oF< 12 mos 22% 1% 7% 0% | *  Analysis by DFl subgroup unplanned

DFE> 12 mos aA0r% NR 53%

DF1 > 24 mos NA 60% NI y PALOMA-1 and PALOMA-2 Combined OS Analysis:
Subgroup DFI >12 months

L.

4=

No substantial differences in prior therapy, visceral disease, usa of
subsequent CDKAGI in placebo arm, other variables

Limitations
* Post hoc analyses
* Definition of “missing survival data”

Owarat Burvoval Probabidty (%

o

™
=
re
w
"
-
x
>
e

c

Fove of 3INEIM OB Hortchags o1 ol NEM 2006 Trigadtry o1 ol Luntes Qoced ZNE Shrdn ot ol NEM 2020
O L TSP VPG S—— A O
202ASCO =y sl SR S e ASCO am
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CDK4/6 remmers

. 1€ jjn

» OS voordeel voor ribociclib; niet voor palbociclib; onbekend abemaciclib

2¢ lijn

» OS voordeel voor ribociclib en abemaciclib; niet voor palbociclib

Adjuvant

» DFS voordeel voor abemaciclib, niet voor palbociclib, onbekend ribociclib

Hebben de drie middelen toch andere effectiviteit?
Of komt het door verschil in studie populaties (bv TF)?

11
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..%,+ OPTIMALCANCER
s %* CARE ALLIANCE
* o* . % Oplimal Dosage. Best Outcome

SONIA study

optimal use of CDK4/6 inhibitors in
advanced breast cancer

iMTA \Ij Amsterdam UMC s v .
[iMTA. W Amsterda s ¢@® zonMw .
=\

0o, - =
_'ﬂg KNL ® borstkankervereniging nederland E o U s
.. SRREALANCER CDK4/6 inhibition as treatment

in advanced breast cancer

Endocrine
therapy

Endocrine therapy

Progression-free survival

Based on Paloma, Monaleesa and Monarch studies

12
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72,08 SAREALLIANGE SONIA study design

Aromatase inhibitor
+ CDK4/6 inhibitor
o Fulvestrant +
A t hibit:
FOMEAESSE ITIBIEOE CDK4/6 inhibitor
NCT03425838

BMC Cancer. 2018 Nov 20;18(1):1146

9 N=1050

Primary endpoint
* Progression-free survival
after 2 lines (PFS2)

Secondary endpoints
* Quality of life
* Overall survival
* Cost-effectiveness

T

CDK4/6 remmers

1¢ ijn

» OS voordeel voor ribociclib; niet voor palbociclib; onbekend abemaciclib

. 2¢ lijn

» OS voordeel voor ribociclib en abemaciclib; niet voor palbociclib

Adjuvant

» DFS voordeel voor abemaciclib, niet voor palbociclib, onbekend ribociclib

L[]

Hebben de drie middelen toch andere effectiviteit?
Of komt het door verschil in studie populaties (bv TFI)?

13
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A randomized phase Il trial of fulvestrant or exemestane with or without
ribociclib after progression on anti-estrogen therapy plus cyclin-
dependent kinase 4/6 inhibition in patients with unresectable or

metastatic hormone receptor positive, HER2 negative breast cancer:

MAINTAIN Trial

Kevin Kalinsky, Melissa K Accordino, Cody Chiuzan, Prabhjot Mundi, Meghna S Trivedi,

Yelena Novik, Amy Tiersten, Amelia Zelnak, George Raptis, Lea Baer, Sun Y Oh, Erica

Stringer-Reasor, Sonya Reid, Eleni Andrecpoulou, William Gradishar, Kari B Wisinski,
Anne O'Dea, Ruth O'Regan, Katherine D Crew, Dawn L Hershman

ZOZZASCO PASCO22 IRy o o s pasasenstian 5 o prsgurty o the ASCO o "‘_- S

ANNLUAL MEET Content of this Bréseiitation’is the property of the author, licensed by ASCO. Permission*tequited for ratisar =« v WOWAIDGE CO

Schema
Key Entry Criteria R
. Primary Endpoint
W or Wormen sge = 1573 * Progression free survival
b ER and/or PR Z 1%. HERZ' MBC . Loca"y assessed per
+ Progression on ET + any CDK 4/6 inhibitor Ribocigsl;n_*"Swit h RECIST 1.1
» < 1 line of chemotherapy for MBC Endocrine Therapy*

i
Overall response rate
Clinical benefit rate

* Measurable or non-measurable

11
» PSOort \ Arm 2

. s s .

* Postmenopausal Placebo + Switch Safety
« GnRH agonist allowed if N=120 | Endocrine Therapy" TU"::" and lztl?dod
premenopausal markers, including

circulating tumor DNA

Stable brain metastases allowed

Fulvestrant as endocring therapy In pts with progression on & prior aramatase inhibitor for MBC and no prior fulvestzant, Protocol amended 10 allow exemestane
as endocrine tharapy if progression on prior fulvestrant (September 2018); Ribscklib 800 mg administered 3 wesks an/1 week off

2022 ASCO PASCO22 praagta i hars o s g o i by ASCO s

ANNLUAL MEET Content of this*préséftationis the property of the author, licensed by ASCO. Permfi$sion‘tequited for retsEr ™ ™ == [ iwiimor conaurns cances
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Primary Endpoint: Progression Free Survival (PFS)

3 1.001 ~ Placebo == Ribociclib
E Placebo + Ribociclib
3 0.751 ET (n=59) +ET(n=60)
v HR=0.57 (95% CI: 0.39-0.95), p=0.006 |  tedan 2.76 5.29
E 0.50- 95% Cl (months) | {2.66-3 25) | (3.02-8.12)
5
o
) 0.257
& 0001 - : =
0 8 12 18 24 30
Placeboq 59 13 4 1 1 1
Ribociclib{ &0 21 1" 5 3 2
0 6 12 18 24 30
Time from Randomization (months)
392%, M ‘CQ Content of thig*préséntation'is the property of the author, licensed by ASCO. Per%m‘ymz o ﬁ?slo....: :.-'.—u“-rl

Conclusion
» First randomized trial to show the benefit of ribociclib and switching ET
after CDK 4/6 inhibitor progression

* Ribociclib + ET led to a statistically significant improvement in PFS compared to
placebo + ET in pts with tumor progression following prior CDK 4/6 inhibitor

= Palbociclib was the prior CDK4/6 inhibitor in 87% of pts

* 43% risk reduction of progression or death with ribociclib vs. placebo in ITT
population

= Higher PFS rate at 6 months and 12 months, as well as improved clinical benefit
rate, with ribociclib vs. placebo

* Ribaciclib + ET demonstrated a manageable safety profile

2022ASCO e ASCO o

T
Wawm Kalnsky, MO, M5 o CHOWLIDER COMTAIINS AW TS

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Optimale sequentie van CDK4/6 remmers

« 1¢ of 2¢ lijn volgt uit SONIA studie (verwacht volgend jaar)

» Treatment beyond progression?

* Maintain studie is hypothese genererend
» Andere studies lopen, bv head tot head comparisons (Harmonia studie)

Event-free Survival by Residual Cancer Burden After
Neoadjuvant Pembrolizumab + Chemotherapy vs
Placebo + Chemotherapy for Early-Stage TNBC:
Exploratory Analysis From KEYNOTE-522

Lajos Pusztai!, Carsten Denkert?, Joyce O'Shaughnessy®, Javier Cortes®, Rebecca Dent®, Heather
McArthur®, Sherko Kimmel’, Jonas Bergh®, Yeon Hee Park?, Rina Hul'®, Nadia Harbeck'', Masato

Takahashi'?, Michael Untch™, Peter A. Fasching’, Fatima Cardoso'®, Yalin Zhu'®, Wilbur Pan'®,
Konstantinos Tryfonidis'®, Peter Schmid'”

ne, Yale Cancer Center, New Haven, CT, US. ' ilippe-University Matbarg and University Ho

Ltutet and
ung Mat
the Universit

Lisbor 0
y University ¢
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KEYNOTE-522 Study Design (NcT03036488)

N

Neoadjuvant Phase

(cycles 1-4; 12 weeks)

Key Eligiditity Criteria
+ Age 218 yeoars
* Newly diagnosed TNBC of
either T1c N1-2 or T2-4 NO-2 R

+ ECOG PS 041 2:1
N»=1174

* Tissue sample for PO-L1
assessment*

Stratification Factors:

« Nodal status (+ va -)

« Tumor sze (T1/T2 vs T3T4)

« Carbopiatin schedule (QW va Q3W)

L g o A T

1

Placebo

Neoady Treatment 2
[cycles 5-8; 12 weeks)

Adjuvant Phase sep

Adguvant Treatment
[cycles 1-8; 27 weeks)

Pembrolizumab 200 mg QIW

Neoadjuvant phase: starts from the first neocadjuvant treatment and ends after definitive surgery (post treatment inciuded)

Adjuvant phase: starts from the first adjuvant treatment and includes radiation therapy as indicated (post treatment included)

Wt coment of o least 2 secarate tuma cores from the prmary tumer *Cartop)
“Eprubicn dose was 50 mginy Q3W Tyclophosphamde dose was §00 mgim” QWY

win dose was AUC 5 QW or AUC 1 S OW “Pacitaeel cove was B0 mpm' QW "Dosonbicn dose ws 80 mg'm® Q3W

Eerdere resultaten uit KEYNOTE-522

Pembro + Chemo (N = 401)
Pbo + Chemo (N = 201)

100~ e, 94.4%
o —— e ]»pCRYs
0~ 92.5%
100 4 -
A 136 (5.4-21.8) 0
A = b
90 P=0.00055 o 74
80 B
64.8% % " e g PCRNo
_ 70 1 3 . 56.8%  luad
o B
£ 60 ? w
[re} -
€ 50 4 0
O\ -4
40 A x
(5} .
2 30 - o
0 T T T T T T T T T T 1
T o 3 o 9 12 ® M 29 M 77 X 3 M B @ 4 2 mn
20
10 Mo st Risk Wosithe
Peratrs ¢ ChomaFernetes Rsgsndet @4 A M AN D W AN W D AN AN W N o 12 1] 0
0 - Pba + Chema¥ta Respandar BT AN AT OIW I ONT D MW MO M W S W W M 9 ¢ 0

203+ CrarmaPta Ko 6

1 e
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Residual cancer burden

+ Semi kwantitatieve maat voor de hoeveelheid restziekte die over is op schaal

100 = W NCB
: noa nnt nee 2 nee)
20 B Pembro + Chemo = < o N L.
B Pto + Chemo ' .
o e o Chenn .u"m "s 1.-.n. " \’A'\‘.m 1 Ill.l'l.'n
70 g3am

407 210 n-69 nadn

RCB-0 RC8-1 RCB-2 RCB-3

EFS in RCB-0

100— : ' 94.TY%
80~ ‘
| 92.6%
80 ;
£ 70 :
[d '
£ 60- E Ly
3 s niN Events (95% CI)
] ' Pembro + Chemo 26/497  5.2% 70
& 40— ; 0.70 :
£ ; Pbo + Chemo 16,219 7.3% (0.38-1.31)
> 30~ }
“ .
20—+ :
10 :
¢ I e e e e e e [ s o S e
0D 3 6 9 %2 15 18 21 24 27 30 33 36 39 42 45 43 51
Time, months
No. atrisk
497497 A9T 493 487 486482 481476474463 390310223124 18 0 0
219219219218216 209208 205202 202199167132 89 58 10 0 ©
Hazard raso (CI) arady2ed based on & Cos model mth = e Dials cotedf dese. Mareh 23, 2021

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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EFS in RCB-1

100 -

3
15 :
H : HR
ﬁ 50+ : n/N Events (95% CI)
3 - Pembro + Chemo 12/69  17.4% 0.92
2 0 : Pbo + Chemo 9145  200%  (0-39-2:20)
20— 3
10 :
0 1 S N S g S S S Cum S CE S s ST mum g g |
0 3 6 9 121518 21 24 27 30 33 36 39 42 45 48 51
Time, months
No. at risk
69 69 68 67 67 65 62 61 61 60 59 50 38 24 & 1 0 O
45 45 45 44 44 43 42 41 41 39 38 32 2518 11 1 0 O
Hazard raso (Cl) asatyzed based ot a Con model wth e Diats cotolf dae. Mareh 23, 2021
Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
EFS in RCB-2
3
5 ! HR
$ | 35.9% nN  Events  (95%Cl)
= 40~ i Pembro + Chemo 37/145  25.5% 0.52*
£ 30— 5 Pbo+Chemo 3579  443% (032082
20— E
10~ :
0 T T T R ST Ry, MU A TR % | JRNT YOWR X e |
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51
Time, months
No. at risk
145145143140 132126123 117 114112107 20 70 46 26 9 0 O
79 79 78 74 69 65 57 53 40 46 45 40 29 24 7 2 0 O
“Hazard raso (Cl) assdyzed based ot & Con model mith e Diats cutodf date. March 23, 2021

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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EFS in RCB-3

100 ——
80 lg !
80— \t- :
70~ : HR

e n/N Events (95% CI)
s 1 ; Pembro + Chamo  29/40  72.5%

1.24%
Pbo + Chemo 1826  69.2%  (0.69-2.23)

Event-free Survival (%)
-3
|

TR T T N TR T R AR IR O, T L IR I e e o
D 3 6 9 %215 18 21 24 27 30 33 35 19 42 45 48 N

Time, months
No. at risk
40 39 38 31 23 22 18 17 15 13 1211 & 3 3 0 0 0O

26 26 26 22 19 15 3 Q3 21110 8 7 7 5 3 0 0

Hazard raso (Cl] aralyzed based ar & Con regrisson model mih Deatnet &S & cosanale Dats cotoff date. March 23 2021

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.
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Pembrolizumab neo-adjuvant triple negatief

* Verbetert response (meer pCR)
* Als er goede response is dan voegt pembrolizumab niets toe

» Zeer onzeker of 12 maanden behandeling nodig is

20
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VB: trastuzumab 6 vs 12 maanden adjuvant

1.00 R—

080 ——

HR = 0,91 (0,81 — 1,01)

0 12 24 16 44 Ho /2 Ha 96 108 120

Cervixcarcinoom

Conclusies

* Geen indicatie adjuvant chemotherapie
* neo-adjuvante studies lopen wel (ook met oog op fertiliteit)

* Anti-PD-(L)1 actief bij M+ in 1 en 2° lijn bij PD-L1+
+ EMA registratie, CieBOM en vergoeding volgen
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Chemoradiatie £ adjuvant chemotherapie bij cervixcarcinoom
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Mileshkin. Abstract #LBA3

Cemiplimab 2¢ lijn cervixcarcinoom OVERALL SURVIVAL

Overall Population

1.0
No. of Median OS (95% Cl),
0.8 - patients mo
S ' Cemiplimab 304 12.0 (95% Cl, 10.3-13.5)
g 056 Chemotherapy 304 8.5(95% Cl, 7.5-9.6)
2 6 -
hS) HR (95% CI) = 0.69 (0.56-0.84)
£ one-sided P=0.00011
S 04+
8
[}
& 02 Cemiplimab
Median duration of follow-upt: 18.2 months (range: 6.0-38.2) Chemotherapy
0 T T T T T T T T T T T T T T T T T 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
No. at risk: Month
Cemiplimab 304 281 236 206 167 139 110 83 65 52 35 26 13 10 9 4 2 2 0
Chemotherapy 304 264 224 183 132 99 70 54 32 22 15 12 9 5 3 2 1 0 0
*Stratified by geographic region (North America vs Asia vs ROW) and Histology (SCC vs AC) according to interactive web response system. tFrom randomisation to data cutoff date.
AC, adenocarcinoma or adenosquamous carcinoma; Cl, confidence interval; HR, hazard ratio; mo, month; OS, overall survival; ROW, rest of world; SCC, squamous cell carcinoma..
ESMD VIRTUAL PLENARY Data cutoff date: 4 Jan 2021
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Pembrolizumab 1© lijn cervixcarcinoom OS

100+

12-mo rate (95% Cl) 24-mo rate (95% Cl)
904 74.8% (69.5-79.3) 50.4% (43.8-56.6)

63.6% (57.9-68.7) 40.4% (34.0-46.6)
80+

704 HR 0.67 (95% Cl, 0.54-0.84)

o P < 0.001
50 Ptsw/  Median, mo M
40- Event (95% CI)

Pembro + 44.8% 24.4 l-l'i Lin

OS, %

30" Chemo £Bev (19.2-NR)
201
Placebo + 56.3% 16.5
10 Chemo tBev (14.5-19.4)
o T T T
0 3 6 9 12 15 18 21 24 27 30
No. at risk Months
308 291 277 254 228 201 145 89 36 6 0
309 295 268 234 191 160 116 60 28 4 0

Data cutoff date: May 3, 2021.

Endometriumcarcinoom

Conclusies

* Dostarlimab en Pembrolizumab 2¢ lijn monotherapie bij MSI tumoren
» Dostarlimab EMA geregeistreerd, pembrolizumab nu ter beoordeling
» voldoen aan CieBOM single arm criteria (?)

* Pembrolizumab + lenvatinib 2¢ lijn
» EMA geregistreerd, CieBOM en ZINL volgen
* toxisch
» toegevoegde waarde lenvatinib bij AIMMR?
» toegevoegde waarde pembro bij pMMR?
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Keynote-158 trial: ORR en DOR pembrolizumab in
MSI-h )
S l

ORR 48% (37-60) median DOR not reached (3-50
mnd)

J Clin Oncol 2022; 7: 752-61

T\TEL VAN DE PRESENTATIE

GARNET trial: ORR en DOR dostarlimab in MSI-h
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ORR 42%: 95% Cl, 31%-55% e
Median DOR not reached o T B )

JAMA Oncol 2020; 6: 1-7
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Lenvatinib + pembro vs physician’s choice

PMMR All-comers
Median (95% C) lan (95% 1) ‘
T4Adm (142 189 LEN + pemiiro ) 183 mo (152, 20.5)
100y b il 1009 b=
_ _qo)l \\q\_ Median folow-up: 11.4 mo 80 \'\,._\ Median folow-up: 11,4 mo
£ 80 N 80- N
3 70 \ ‘»-\.N 70 \N'N..
a0 Vo ey, &0 Vi -
50 My, “Q." 50 ., N
= 404 " B ""i'PH -t 40 "Nea Hl-#- -t
E 301 TR 30 Wi
201 ' 20
104 10
()‘l - v v v v V- v v -~ v- () Aoy r - - v- - - v ye——
0 3 6 6 12 165 8 21 24 27 0 3 6 9 12 15 18 21 24 27
Time in Months Time in Months

No. sl risk No. ot rink
5 1 ’ 1 n ) ) \

Events____ HR (95% CI) P-yalue
65 0.68 {056 084) 00001

LEN + pambeo

Eveots_ HR {95% €1 Pl |
LEN + pembro i) 0620051, 075 < 00001 ‘

..

Ovariumcarcinoom

» Absolute winst van PARP na PARP beperkt bij ovariumcarcinoom

» Platinum minder effectief na eerder PARP (maar toch 1° keus bij interval
>6mnd)

 Folaat receptor belangrijk voor imaging én behandeling
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Platinum na PARP: SOLO-2

Olaparib vs Placebo
median 7.0 vs 14.3 months
HR=2.89; 95%CI [1.73, 4.82]

Frenel; ESMO 2020

Proportion not progressing

1.00 1

0.751

0.50 1

0.25 1

0.001

o4
]

Number at risk

Placebo 42

a7
Olapanb 54 33

12
Months

18
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Non-platinum na PARP: SOLO-2

o 1001
B =
L]
[
S o075
2
Q.
© 0.50 1
Olaparib vs Placebo G
Median: 6.0 vs 8.3 months B 025
HR=1.58; 95%Cl [0.86,2.90 ] 2
e
a 0001 _ B
0 6 12 18
Months
Number at risk
Pracebo 27 17 & 1
Olapanb 24 12 1 0

Frenel; ESMO 2020
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Mirvetuximab soravtansine met bevacizumab bij
ovariumcarcinoom

+ 9.7 mo mDOR for averall cobort

ORR (%)
Total o Platirum Status v ° | PROC
Fopulation Expression (gh FRa) & W Fsoc
]
- s
645 L1 g .
- g °
2
S0% &= -
- s % [ | Il
5 =
L
o
®
E
g “
- £
- =
=
B e ris | serime roin oo "o OCR APR “WiR
fiats P~ ) M

« 11.8mo mDOR in high FRa tumors *  97% (32/33) of patients demonstrated

» 9.4 mo MDOR in PROC subset tumor burden reduction
7 1.7 mo mDOR in PSOC subset

O'Malley. Abstract #5504
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Intra-operatieve imaging van folate receptor

Tanyi. Abstract #5503

0%
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Highlights

Mamma

¢ Trastuzumab-deruxtecan ++
* Pembrolizumab +

« Palbociclib -

Cervix
* Adjuvant chemotherapie -
* Immuuntherapie 1° en 2¢ lijn +

Endometrium
* Pembrolizumab (+ lenvatinib) +

Ovarium
* PARP remming +
* Mirvetuximab +

Trastuzumab Deruxtecan in Previously
T'reated HER2-Low Advanced Breast Cancer

Pembrolizumab for Persistent, Recurrent,
or Metastane Cervical Cancer

[ s ]

Survival with Cemiplimab in Recurrent
Cervical Cancer

Lenvatinib plus Pembrolizumab
for Advanced Endomertrial Cancer
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