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Long-term benefit of adjuvant dabrafenib plus trametinib in patients with
resected stage |Il BRAF V600—mutant melanoma: 5-year analysis of COMBI-AD

Axel Hauschild, Reinhard Dummer, Mario Santinami, Victoria Atkinson, Mario Mandala, John M. Kirkwood, Vanna Chiarion Sileni, James
Larkin, Marta Nyakas, Caroline Dutriaux, Andrew Haydon, Caroline Robert, Laurent Mortier

Primary Updated Current
N =870 analysis? analysis? analysis

Key eligibility criteria? n =438 RFS, DMFS, OS RFS, DMFS RFS, DMFS

Dabrafenib

150 mg BID
+

Trametinib 2
mg QD

Median follow- Median follow- Median follow-

up; upl up'

Completely resected cutaneous
34 monthsP 44 months® 60 monthsP

melanoma
BRAF V600E/K mutant
Stage IlIA, 1IB, or I1IC (AJCC 7)

Resection < 12 weeks before
randomization

No prior systemic therapy
ECOG PS 0-1

2 matched N -
placebos

20—-——4A>»N-2002D>»x=

Stratified by:
* BRAF mutation (V600E or V600K)

. - Treatment - .
* Disease stage (llIA, llIB, or IIIC) (12 months) Secondary endpoints: OS, DMFS, FFR, safety

AJCC 7, American Joint Committee on Cancer Staging Manual, 7th edition; BID, twice daily; DMFS, distant metastasis—free survival; ECOG PS, Eastern Cooperative Oncology Group performance status; FFR, freedom from relapse; OS, overall
survival; QD, once daily; RFS, relapse—free survival.
a COMBI-AD is registered at ClinicalTrials.gov (NCT01682083). ® Median follow-up shown is for the dabrafenib plus trametinib arm.

Primary endpoint: RFS

Hauschild A, et al. J Clin Oncol 38: 2020 (suppl; abstr 10001)



COMBI-AD: Relapse-Free Survival
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HR, hazard ratio; NR, not reached.
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No. at risk

Proportion Alive and Relapse Free

COMBI-AD: Relapse-Free Survival: AJCC 7
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COMBI-AD: Relapse-Free Survival: AJCC 8

Stage IlIA Stage IlIB
Q - [<}]
® 1.0 3 1.01
— 0, fud
= 84%  78% . £
8 0.8] 5 : 70% 2 0s
o] 7 1 1 o]
g ] 71%  171% 71% :
2 06 i i : 2 06
© T R T e i ©
()] ' ' Q
2 047 i 2 041
S 0 2. | Events 5 ]
5 = L D+T 13 £ 02
) HR, 0.83 (95% Cl, 0.36-1.91) ' PBO 10 &
s 0 a 0.0
0 8 16 24 32 40 48 56 64 72 0 8 16 24 32 40 48 56 64 72 80
No. at risk Months Since Randomization No. at risk Months Since Randomization
D+T 50 46 43 39 38 36 34 30 21 2 D+T 145 126 107 90 83 77 72 59 29 4 0
PBO 39 33 28 24 22 21 21 16 6 0 PBO 154 97 76 66 63 56 51 48 28 6 0
3 10 Stage I1IC g 10 Stage IlID
put 'S .
[ J Q
(] 7] i
§ 0.8 ('_QU- 0.8
p £ o
T 0.6] 52% 48% 47% R 43% 43%  43%
I A e e R T T Py I L e
2 0.4 : i £ 04 - ; :
< t : - i ! i
- ' 1 < ' 0 i 0 ' 0
5 oo 133% [33% 300 g 02 | 18% 118% | 18%
t ! ! ! ° : ]
] ! <3 A 0, - 1
g8 0o HR, 0.50 (95% Cl, 0.39-0.65) : S Lol HR, 0.34 (95% Cl, 0.14-0.79)
13 J\r+—r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-r-rr-rrrrrrr- [-% ryeT-er-r-rrrrrrrrr7r 77 TTTTTTTTTTTT T T T T T
“ 0 8 16 24 32 40 48 56 64 72 o & 16 24 32 40 48 56 64 72
No. at risk Months Since Randomization No. at risk Months Since Randomization
D+T 217 186 157 120 103 97 87 78 37 10 D+T 22 19 14 1 10 9 9 7 4 0
PBO 17 5 3 3 3 3 3 3 2 0

PBO 214 123 89 72 66 60 58 51 31 6

AJCC 8, American Joint Committee on Cancer Staging Manual, 8th edition; D+T, dabrafenib plus trametinib; PBO, placebo.
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COMBI-AD: Distant Metastasis—Free Survival

Distant Metastasis as First Relapse Only?
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3 Due to informative censoring, patients who had a local or regional first recurrence may not be represented in this analysis. Per protocol, patients with a first relapse at a locoregional site were not required to continue follow-up for distant
metastases and were censored at the time of locoregional recurrence if follow-up was not complete.
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Long-term benefit of adjuvant dabrafenib plus trametinib in patients with resected stage Il|
BRAF V600—mutant melanoma: 5-year analysis of COMBI-AD

Axel Hauschild, Reinhard Dummer, Mario Santinami, Victoria Atkinson, Mario Mandala, John M. Kirkwood, Vanna Chiarion Sileni, James
Larkin, Marta Nyakas, Caroline Dutriaux, Andrew Haydon, Caroline Robert, Laurent Mortier

COMBI-AD patri medzi najvyznamnejsie adjuvantné studie s cielenou liecbou BRAFi a MEKi u
pacientov stadia Il

3-rocné sledovanie - D a T voci placebu RFS 58% voci 39% (HR 0,47)

2020 — 5 rocCné prezivanie — median RFS nedosiahnuty

Pacienti lieCeni D + T, 4 roky bez relapsu prezivalo 55 %, 5 rokov 52%

Placebo — 38%, 36%

Prinos pozorovany vo vsetkych podskupinach : HR Il A 0,61 ; 1lIB 0,50, Il C 0,48

Median DMFS nebol dosiahnuty ani u D + T, ani pri placebe, no priaznivejsie trendy boliu D + T (HR
0,55)

Zaver: 5 roCna analyza potvrdzuje dlhodoby prinos adjuvantnej terapie D + T u pacientov po operacii maligneho
melandmu Il BRAFV600E/K mutaciou

Hauschild A, et al. J Clin Oncol 38: 2020 (suppl; abstr 10001)



Pembrolizumab versus placebo after complete resection of high-risk stage Il
melanoma: New recurrence-free survival results from the EORTC 1325-MG/Keynote

054 double-blinded phase Il trial at three-year median follow-up.
Alexander M. Eggermont, Christian U. Blank, Mario Mandala, Georgina V. Long, Victoria Atkinson, Stéphane Dalle, Andrew

Mark Haydon, Andrey Meshcheryakov, Muhammad Khattak, Matteo S. Carlino

EORTC 1325/KEYNOTE-54: Study Design

PART 1: ADJUVANT THERAPY PART 2: POST RECURRENCE

>

«

>

4

- er—
Pembrolizumab Recurrence

200 mg IV Q3W >6 months
1 year 4

Pembrolizumab
200 mg IV Q3W

until
progression or

Placebo recurrence, up to
IV Q3w 2 years
1 year
Total of 18 doses ~ [(UNBLINDING |
UNBLINDING/cross-over:

Anti-PD1 for all or just as good if only for those at time of recurrence?

Primary Endpoint: RFS(per investigator) in overall population and RFS in patients with PD-L1 positive tumors

Secondary Endpoints: DMFS and OS in PD-L1 pos. pts, Safety and HRQoL

Eggermont AM, et al. J Clin Oncol 38: 2020 (suppl; abstr 10000)



Pembrolizumab versus placebo after complete resection of high-risk stage Il melanoma: New
recurrence-free survival results from the EORTC 1325-MG/Keynote 054 double-blinded phase

Il trial at three-year median follow-up.

Alexander M. Eggermont, Christian U. Blank, Mario Mandala, Georgina V. Long, Victoria Atkinson, Stéphane Dalle, Andrew Mark Haydon, Andrey
Meshcheryakov, Muhammad Khattak, Matteo S. Carlino

EORTC 1325/KEYNOTE-54: New RFS analysis (ASCO 2020)

* Cut-off date (30-Sep-2019); duration of follow-up: median 3 years; 473 RFS events

% alive and recurrence-free
3
|

HR 0.56

Pembrolizumab

Placebo

Treatment arm Total Event 3 years (95% Cl) HR'(95% Cl)
Pembrolizumab 514 190 63.7 (59.2-67.7%) 0.56 (0.47-0.68)
_ Placebo 505 283 44.1 (39.6-48.4%) Reference
Stratified Logrank P-value: <.001
Patients at risk
514 412 374 351 333 314 189 29 0
505 360 298 259 226 215 126 28 0
1 1 ] 1 1 1 1 I 1
0 6 12 18 24 30 36 42 48
Months

“Stratified by stage given at randomization
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Pembrolizumab versus placebo after complete resection of high-risk stage Il melanoma: New
recurrence-free survival results from the EORTC 1325-MG/Keynote 054 double-blinded phase

Il trial at three-year median follow-up.

Alexander M. Eggermont, Christian U. Blank, Mario Mandala, Georgina V. Long, Victoria Atkinson, Stéphane Dalle, Andrew Mark Haydon, Andrey
Meshcheryakov, Muhammad Khattak, Matteo S. Carlino

Recurrence-free survival according to AJCC-7 staging
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Pembrolizumab versus placebo after complete resection of high-risk stage Il melanoma: New
recurrence-free survival results from the EORTC 1325-MG/Keynote 054 double-blinded phase

Il trial at three-year median follow-up.

Alexander M. Eggermont, Christian U. Blank, Mario Mandala, Georgina V. Long, Victoria Atkinson, Stéphane Dalle, Andrew Mark Haydon, Andrey

Meshcheryakov, Muhammad Khattak, Matteo S. Carlino

RFS according to BRAF-V600 E-K mutation status

BRAF-mutated (n=440)
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Pembrolizumab versus placebo after complete resection of high-risk stage Il melanoma: New
recurrence-free survival results from the EORTC 1325-MG/Keynote 054 double-blinded phase

Il trial at three-year median follow-up.

Alexander M. Eggermont, Christian U. Blank, Mario Mandala, Georgina V. Long, Victoria Atkinson, Stéphane Dalle, Andrew Mark Haydon, Andrey
Meshcheryakov, Muhammad Khattak, Matteo S. Carlino

Immune-Related Adverse Events (irAE)
Regardless of investigator attribution

Pembrolizumab Placebo
(N=509) (N=502)
Grade 21 Grade 23 | Grade 21 Grade 23
N(%) N(%) N(%) N(%)

ANY IRAE 192 (37.7) 39 (7.7) 45 (9.0) 3 (0.6)
ENDOCRINE DISORDERS 119 (23.4) 8 (1.6) 25 (5.0) 0 (0.0)
RESPIRATORY / THORACIC DISORDERS 25 (4.9) 4 (0.8) 3 (0.6) 0 (0.0)
VITILIGO OR SEVERSE SKIN REATIONS 30 (5.9) 5(1.0) 8 (1.6) 0 (0.0)
GASTROINTESTINAL DISORDERS 21 (4.1) 11.(2.2) 4 (0.8) 2 (0.4)
HEPATOBILIARY DISORDERS 9 (1.8) 7 (1.4) 1(0.2) 1(0.2)
OTHER IMMUNE-RELATED ADVERSE EVENTS 17 (3.3) 6 (1.2) 5(1.0) 0 (0.0)

Eggermont AM, et al. J Clin Oncol 38: 2020 (suppl; abstr 10000)



The anti—PD-1 antibody spartalizumab in combination with dabrafenib
and trametinib in advanced BRAF V600—mutant melanoma: Efficacy and
safety findings from parts 1 and 2 of the Phase |l COMBI-i trial.

Georgina V. Long, Celeste Lebbe, Victoria Atkinson, Mario Mandala, Paul D. Nathan, Ana Arance, Erika Richtig, Naoya Yamazaki,
Caroline Robert, Dirk Schadendorf, Hussein Abdul-Hassan Tawbi

Ciel Ci cielena liecba BRAF a MEK inhibitormi v kombinacii s imunoterapiou anti PD-1 protilatkou moze zvysit
ucinnost liecby oproti samotnej imunoterapii, Ci cielenej liecbe pri akceptovatelnej toxicite

Davkovanie:
Spartalizumab (anti PD-1) 400 mg i.v. 4 4 tyZzdne, dabrafenib 150 mg 2 x denne, trametinib 2 mg 1 x denne

Objective Response Rate Kaplan Meier Estimates of PFS (all patients n= 36, per investigator review)
Patients With Measurable Disease at Baseline N=38 100
Bast overall responsa, n (%) #
cR 16 (44) 80
PR 12(33)
so &1 60 I
I
PD 1063 40 = I
Unknown 103 : :
Confirmed ORR (CR + PR), n (%) [95% C1] 28(78) [&1-80] 201 Median: 23 months | I
DCR(CR + PR +SD), n (%) [95% Ci] 34 (B4) [81-99] o (95%Cl.12months-NR) : : Events: 19
T T T T T T T T T T T T T T T
DOR, median (96% C1, monthe NRUIT-NA) 0 2 4 6 8 10 12 14 1® 18 20 22 24 26 28
24-Month DOR rate (95% CI), % 53(29-73)

mw::-mm“mamdermmm : e PO progr PR partal Mo.atrisk 36 36 a4 a1 o8 o8 24 23 o0 29 19 14 T 4 ]



The anti—PD-1 antibody spartalizumab in combination with dabrafenib
and trametinib in advanced BRAF V600—mutant melanoma: Efficacy and
safety findings from parts 1 and 2 of the Phase |l COMBI-i trial.

Georgina V. Long, Celeste Lebbe, Victoria Atkinson, Mario Mandala, Paul D. Nathan, Ana Arance, Erika Richtig, Naoya Yamazaki,
Caroline Robert, Dirk Schadendorf, Hussein Abdul-Hassan Tawbi

Kaplan Meier Estimates of PFS (patients with LDH > ULN n= 15)

Pacienti s elevaciou LDH :
ORR 67% (CR 27%)

100 — oz q . q ’
;‘:— Median PFS 10,7 mesiaca Median OS nedosiahnuty
‘5 0= sa% Odhadované 24 mesacéné PFS u- 26,7% a 0S 52,5%
IE B0 - (95% Cl, 12%-56%)
2%
407 | (95% C1, 8%-50%) - 2 elevacia lin3 tnia. elevaci
oo | I —u NU: pyrexia, elevacia lipazy, neutropénia, e evacia CK,
Median: 11 months ' : zvysena aktivita hepatalnych enzymov, nové NU neboli
o (95%Cl.5-19months) ' ' Events: 11 y
1 | 1 L I I II I I I 1 1 : I I Zaznamenane
0 2 4 6 a8 0 12 14 % 18 20 22 24 26 2B . @ Z Z q q g
Time, monthe 17% pacientov ukoncené podavanie liekov pre toxicitu

No.atrisk 15 15 13 11 a8 8 5 5 5 5 4 3 3 2 0

Zaver: vysledky klinickej Studie potvrdili vysoku Ucinnost imunoterapie s cielenou liecbou, jednak v pocte

lieCebnych odpovedi, aj v dlZzke ich trvania aj u pacientov s nepriaznivou progndzou




Effect of first-line spartalizumab + dabrafenib + trametinib on
immunosuppressive features detected in peripheral blood and clinical
outcome in patients (pts) with advanced BRAF V600—mutant melanoma.

Reinhard Dummer, Kelly Biette, Daniel Gusenleitner, Radha Ramesh, Celeste Lebbe, Victoria Atkinson, Mario Mandala, Paul D.
Nathan, Ana Arance, Erika Richtig, Naoya Yamazaki, Caroline Robert, Dirk Schadendorf...

36 pac. — odber tkanivovej vzorky a krvi — pred zahajenim lieCby 2., 3., 8., 12. tyzden a pri progresii

Blood Biomarkers Associated With PFS > 1 Year Wikcoxontest Pvalue = 00136 Wilcoxon test Pvalue = 00435
.+ +
Ratio of Median Level for - : - ;
Parameter PFS >1year vs PFS < 1year® PValue® - .
LDHlevel 0.50 0029 £ 20- : E 20 :
5 : s .
L
NLR 056 0049 3 15- . 3 5- .
—— -
Percentage of neutrophils 087 0057 % o . i 0 . +i
- . ' L]
Percentage of lymphocytes 165 0083 = 1 ' = i g
- L .
Albuminlevel 110 0150 1 i ° i i
LDH. brtate detydrogerise NLR, reutophl 1o brphocybeniso PES, progession-fee sural ' - f -
“iboamen kst AP vakes are nomaral PFS<i¥Year PFS>1Year Mo CR CR

IL-8 bol s pomedzi 45 sledovanych cytokinov hodnotenych pri zacati liecby Spartalizumabom + TakMek
identifikovany ako prognosticky indikator pre CR a PFS

Nizke hladiny IL-8 v plazme boli spojené s lepSim PFS a dosiahnutim CR a naznacuju, Ze IL-8 modze pridat
nezavislu prediktivnu hodnotu k LDH a NLR pre PFS> 1 rok a CR

Dummer R, et al. J Clin Oncol 38: 2020 (suppl; abstr 10034)



Risk of disease progression (PD) following discontinuation of BRAFMEK targeted
therapies for reasons other than PD in patients (pts) with metastatic or unresectable
melanoma.

Francesca Corti, Giovanni Randon, Marta Bini, Alessandra Raimondi, Sara Manglaviti, Emma Zattarin, Ilaria Bisogno,

abstract 10053

e Pacienti s mts melandmom a pritomnou mutdciou BRAF dosahuju na liecbe kombinaciou BRAFi a MEKi
dlhodobé remisie, no nasledky prerusenia liecby z inych dévodov ako PD nie su dobre popisané

* Retrospektivne hodnotenie 24 pacientov lieCenych monoterapiou BRAFi , alebo kombinaciou BRAFi a
MEKi

e LDHvnorme, ECOG 0 v Case zahajenia lieCby

* 79% dovod ukoncenia lieCby toxicita , 21% odvolalo suhlas s lieCbou

e CR—-71%; PR—29% - v dobe ukoncenia liecby

* Median sledovania 31 mesiacov (8-59)

* Po ukonceni lieCby doslo u 37,5% k PD, z toho u 22% v doposial nepostihnutom organ

* Median ¢asu do progresie 9 mesiacov od ukoncenia terapie (3-16)

Corti F, et al. J Clin Oncol 38: 2020 (suppl; abstr 10053)



Risk of disease progression (PD) following discontinuation of BRAFMEK targeted
therapies for reasons other than PD in patients (pts) with metastatic or unresectable

melanoma.

Francesca Corti, Giovanni Randon, Marta Bini, Alessandra Raimondi, Sara Manglaviti, Emma Zattarin, llaria Bisogno,
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abstract 10053

Risk of PD following discontinuation

12 months 31%
24 months 45%

Bol zaznamenany nesignifikantny trend k vysSiemu riziku
relapsu u pacientov s rezidualnym ochorenim v porovnani
s pacientami s CR

u vSetkych 6 pacientov, ktori boli pre PD opat lieceni BRAFi
a MEKi bola popisana liecebna odpoved a u 3/6 doslo ku
CR

Vysledky Studie poukazuju na to, ze aj u pacientov s
dobrou progndzou ochorenia a vyznamnou lieCebnou
odpovedou je riziko relapsu po ukonceni terapie vysoké, a
ze doposial nepozname biomarkery, ktoré by nam ukazali
u ktorych pacientov je vhodné po dosiahnuti CR BRAFi a
MEKi ukoncit

Corti F, et al. J Clin Oncol 38: 2020 (suppl; abstr 10053)



Update on Overall Survival in COLUMBUS: A Randomized Phase 3 Trial of
Encorafenib (ENCO) Plus Binimetinib (BINI) vs Vemurafenib (VEM) or
ENCO in Patients With BRAF V600—Mutant Melanoma

COLUMBUS Part 1

advanced or metastatic
melanoma

» Untreated or progressed
on/after prior first-line
immunotherapy

\ECOG PS 0-1

[ Unresectable or locally \

R
1:3:1
(N=577)

COMBO450
Encorafenib 450 mg QD +
Binimetinib 45 mg BID (n=192)

BRAFVS9%E gnd/or BRAFV600K

A

'ENCO300

Encorafemb 300 mg QD (n=194)

* A total of 577 patients were randomized in part 1 of the COLUMBUS study(COMB450:192; ENCO300: 194 and VEM: 191)

* landmark analyses of PFS and OS, as well as analyses of some prognostic subgroups from the COLUMBUS study, a 4-year
updated, post-hoc analysis with additional follow-up from the COLUMBUS trial was conducted

e data cutoff November 2019

Gogas H, et al. J Clin Oncol 38: 2020 (suppl; abstr 10012)



COLUMBUS: Overall Survival and 4-Year Landmark
Analysis COMBO vs VEM
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COLUMBUS: PFS and 4-Year Landmark
Analysis: COMBO450 vs VEM (blinded IRC)

100

! COMBO4SD: 5%

VEM: 3%

COMBO4ED: 37%

VEM: 2074

COMBOLED: 2% COMBO4ED: 26%

VEM: 14% VEM: 12%

Probability (%)

30 -

20 -

Vemurafenib

10 -

++ Censored patients

G 4
I I |

Encorafenib + binimetinib

Updated median PFS was the same as

previously reported 14,9 vs 7,3 months
COMBO450 vs VEM
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Update on overall survival in COLUMBUS: A randomized phase Il trial of encorafenib
(ENCO) plus binimetinib (BINI) versus vemurafenib (VEM) or ENCO in patients
with BRAF V600-mutant melanoma.

Helen Gogas, Paolo Antonio Ascierto, Keith Flaherty, Ana Arance, Mario Mandala, Gabriella Liszkay, Claus Garbe, Dirk
Schadendorf, lvana Krajsova, Ralf Gutzmer ...

Vysledky potvrdzuju dlhodobu ucinnost COMBO 450 u pacientov s
BRAFV600 pozit. melandmom
Vysledky podobne v ramci viacerych podskupin pacientov

Vysledky bezpecnosti konzistentné so znamym bezpecnostnym
profilom COMBO450.

* Bez novych bezpecnostnych signalov

Gogas H, et al. J Clin Oncol 38: 2020 (suppl; abstr 10012)



Activity and safety of third-line BRAF-targeted therapy (TT) following first-line TT and

second-line immunotherapy (IT) in advanced melanoma.

Victoria Atkinson, Kathleen Batty, Georgina V. Long, Matteo S. Carlino, Geoffrey David Peters, Prachi Bhave, Maggie A. Moore,
Wen Xu, Lauren Julia Brown, Melissa Arneil, Megan Lyle, Alexander M. Menzies

* Hodnotenie bezpecnosti a ucinnosti BRAFi a MEKi po predchadzajucom Third Line BORR
zlyhani cielenej lieCby a imunoterapie
e Zaradenych 90% pacientov lie€enych v I. linii cielenou lie€bou (80% D + T)

= CR
ORR v L. linii : CR 20%, PR 41%, SD 17% , PD 13% = PR
Median trvania odpovede 7,2 mesiaca 49%
Il. linia imunoterapie — 49% monoterapia anti PD-1, 33% komb. Anti PD-1 + "oP
anti CTLA - 4, 14% monoterapia anti CTLA-4 PD

I1l. linia: BRAFi a MEKi D+T41%, V+C33%, E+B 11%
ORR — 28%, medidn trvania odpovede 81 dni
Median OS 1,7 roku a 34% prezivalo v dobe analyzy

Zaver: aj po progresii na predchadzajucich 2 liniach liecby doslo u pacientov pri podani cielenej liecby v lIl.

linii k vyznamnej liecebnej odpovedi

Atkinson V, et al. J Clin Oncol 38: 2020 (suppl; abstr 10049)



Estimating treatment-free survival (TFS) over extended follow-up in patients (pts) with
advanced melanoma (MEL) treated with immune-checkpoint inhibitors (ICls): Five-

year follow-up of CheckMate 067.

Meredith M. Regan, Charlene Mantia, Lillian Werner, Ahmad A. Tarhini, Sumati Rao, Andriy Moshyk, Corey Ritchings, Jasmine I.

Rizzo, Michael B. Atkins, David F. McDermott

Data were analyzed for 937 pts with MEL who started treatment with nivolumab (NIVO) plus ipilimumab (IPI), NIVO, or IPI in

CheckMate 067.
100-

80

)

3 60

©

a

e

)

& 40 P —

5

o. TFS {without toxicity®
20 with toxicity*

without toxicity
Time on protocol therapy
with toxicity

Months since randomization

Time-to-event endpoints

0S: from randomization until death or censored at data last alive

Time to subsequent therapy initiation or death: fron
randomization until sudsaquant systamic anticancar therapy

itiation or death, whichaver occurred first, or censored at date
st known alive and frag of subsequant tharapy

Time to cessation of both protocol therapy and toxicity: tme
to protocd tharapy cassstion plus number of days with toxicity

after therapy cessation

Time to protocol therapy cessation: from randomization unti
cessation of protocol theropy or censorad at date last known

slive on protocol therapy

__| Time on protocol therapy with toxicity: number of days on

protocol therapy with toxicity
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Five-year follow-up of CheckMate 067.

Mean time in survival state (%)

100 4

80 4

&0 1

20 1

25%
20%

36 mo 60 mo 36 mo &0 mo 3B mo &0 mo
NIVO+IPI HIVOD Pl

Death

Survival after subsequent therapy initiation

TFS without grade = 3 TRAE

TFS with grade = 3 TRAE

Time on protocol therapy without grade = 3 TRAE
Time on protoceol therapy with grade = 3 TRAE

Pri porovnavani 60 mesac¢ného a 36 mesacného
sledovania je zrejmé, zZe najviac profituju pacienti lieCeni
kombinaciou Nivo a Ipi, ktori maju TFS 2 x dlhSie ako
pacienti po monoterapii Nivo

Jeden z dévodov je tiez ukoncenie kombinovanej liecby
pre toxicitu bez progresie ochorenia

Vacésina pacientov stravila TFS bez NU stupria 3

Regan M, et al. J Clin Oncol 38: 2020 (suppl; abstr 10043)



Response to immune checkpoint inhibitor (ICl) rechallenge after high-grade immune

related adverse events (irAE) in patients (pts) with metastatic melanoma (MM).
Payal Shah, Patrick Boland, Anna C. Pavlick

Stcéasné odporudania obmedzuju pokradovania imunoterapie u pacientov so zavaznymi NU
Autoimunita - kontraindikacia

Retrospektivne hodnotenych 551 pacientov liecenych od 2014 do 2020 imunoterapiou

180 pac (32,7) malo zavazné NU, 91 (50,6%) pacientom bola po odozneni NU opakovane podand imunoterapia

Median vzniku prvych NU po |. podani imunoterapie 7, 6 tyzdfia
60% pacientov grade 3
40% pacientov grade 4

Shar P, et al. J Clin Oncol 38: 2020 (suppl; abstr 10045)



Response to immune checkpoint inhibitor (ICl) rechallenge after high-grade immune

related adverse events (irAE) in patients (pts) with metastatic melanoma (MM).
Payal Shah, Patrick Boland, Anna C. Pavlick

Median doby od vzniku prvych NU do nového podania imunoterapie - 9, 7 tyzdiiov
Z 56 pac., ktori boli lie¢eni kombindciou bolo opat lie¢enych kombindciou 29 pac. (51,8%), 27 pac. (48%)

imunoterapiou
Z 35 pac. liecenych monoterapiou znovu lieCba imunoterapiou - mono 21 (60%) a 14 (40%) kombinaciou

Mediadn sledovania 21.1 mes

(£ N\ Kolitida

Kontorola ochorenia u 60,4% 75.8% objavenie sa NU Heloaicitida.l .
31,9% zavaina tox. ’ ,
8,8% SD Adrendlna insuf
K J Neurologické problémy

Zaver: opakované podanie imunoterapie méze byt bezpeéné a NU vzniknuté pri opakovanom podani sa mozu

odliSovat od ucinkov pri . podani liecby

Shar P, et al. J Clin Oncol 38: 2020 (suppl; abstr 10045)



Clinical outcomes with early-elective discontinuation of PD-1 inhibitors (PDi) at one
year in patients (pts) with metastatic melanoma (MM).

Rebecca Pokorny, Jordan P. McPherson, Kenneth F. Grossmann, Carolyn Luckett, Benjamin Newell Voorhies, Daniel S. Sageser,
Jocelyn Wallentine, Zachary Tolman, Siwen Hu-Lieskovan, Umang Swami;

Swimmer's Plot Demonstrating Duration of Treatment and Time 1o Progression

52 pacientov liecenych monoterapiou anti PD-1
protilatkami
Median trvania odpovede — 11,1 mesiaca

CR  25% pacientov

PR 53,8% pacientov

— Dngosng progression-free survival

SD 21,2% pacientov
Median sledovania 20,5 mesiaca, po ukonceni
lieCby 75% pacientov bez progresie
13 pacientov — progresia, z nich 5 lieCenych anti
PD-1, u vSetkych dosiahnuta kontrola ochorenia

Pationt Numbar

sumes B EEEEE S SR NN AN NI AR RN NAAR AR AR E A EEE

Zaver: vysledky tejto studie naznacuju, ze je
mozné uvazovat o skrateni podavania liecby anti

PD-1 protilatkami, bez toho aby doslo k znizeniu
ucinnosti liecby, znizi sa toxicita , ktora liecbu
sprevadza - na ne ~ an m wn

= Daration of Treatement. = Time 10 Frapreuiion
Time jmonths)
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