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Traitement adjuvant du mélanome : bénéfice de survie sans métastase a
distance dans I'étude Keynote 054 pembrolizumab vs placebo
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Diminution du risque de rechute de 40%
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Mélanome métastatique : spartalizumab + dabrafenib et trametinib
en l1lere ligne - Etude COMBI-i (analyse intermédiaire a 2 ans)

= Essai de phase 2 et 3: la combinaison antiPD1 et thérapies ciblées améliore la survie sans progression
= Pourcentage élevé de réponses durables
Analyse statistique:

Design de COMBI-I 0S: critére secondaire

Analysée que si PFS significative

R
SEe A Spartalizumab 400 mg Q4W +
Key eligibility criteria N dabrafenib 150 mg BID +
g trametinib 2 mg QD
or metastatic melanoma M
* Previously untreated ;
* No active brain metastases A Placebo Q4W +
*« ECOGPS s 2 } dabrafenib 150 mg BID +
0 trametinib 2 mg QD
Randomization stratification N
» ECOGPS
* LDH level

Primary endpoint: Investigator-assessed PFS using RECIST 1.1
Secondary endpoints: OS, ORR, DOR, DCR, safety, PRO, PK
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Survie sans progression Survie globale

Event,n Median HR -
Events 5% CI), ¢
(%) (95% Cl), mo (95% CI) . N:m s
s SpartaDabTram 147 (861) 192 0820 s L T T R
- (127239)  (085.4.027) o - (0.589-1.047)
= 120 P=.042 (1-sided) T 84% Placebo-DabTram 103 (38", 8.3NR
% 80 Placebo-DabTram 165 (62.3) (102-15.4) Not significant * 80 1 ' )
! 4% £ 60 ' '62% m—-&n
* | ., o A ! |
g 9 ' 50% - SR : : :
$ | ' 36% 8 ] — SeataDabTram : :
g 27 — SpataDablram : : | — Placebo-DabTram y X
a 1 — Pracebo-DabTram : i 0 T T T T T T T T T T T T y T T T T T
o Y Y —_—— 0 2 4 6 8 10 12 14 16 18 20 2 24 % B N R M
| 0 2 4 6 8 10 12 14 1 18 20 2 24 28 28 3N R " Months
? No. ot rlek Months SpartaDabTram 267 264 253 248 208 228 215 203 195 189 179 174 153 O 48 13 2 0
Sparta-DabTram 267 256 220 204 180 150 142 130 121 115 111 108 9 40 13 5 0 Placebo-DabTram 265 250 248 243 223 209 199 186 173 163 157 154 10 81 4 1B 1 0
FibetoDibTian | 20 2% 1280 s 20 VG R IR T AR MR ERUE I Ui T 2 L 2 0 «  Overall survival could be statistically tested only after the primary endpoint was determined to be
HR. hazard rato statistically significant
NR, not reached
Sparta-DabTram Placebo-DabTram
Patients, n (%) n =267 n =264
AllGrades Grade23  All Grades Grade=3
Any AE 253y 10004 B6EO 151672 Objectif principal (SSP) non atteint
Treatment related 263(985) 146(547) 231(875)  88(333) ) . !
Serious AEs 1RET 91(341)  110(417)  76(288) (16 mois bras trlplet vs 12 mois bras Dab + Tram)
[ Treatment related 106(397) 62(232)  53(201)  29(11.0) |
AEs leading to discontinuation of = 1 study drug 97(33) S8(217)  4T(178)  27(102)
[ Treatment related 85(318)  48(180)  38(144) 19072 )
AEs leading to discontinuation of all 3 study drugs®  42(157)  24(9.0) 24(9.1) 15(57)
Treatment related 33(124)  16(6.0) 21(80) 12(45)
AEs leading to dose interruption/adjustment 235(880)  131(49.1) 192(727)  97(367)
AEs requiring additional therapy 255(955) 118(442) 223(845)  88(333)

AE, adverse ovent
* Data reported include patents that dscontinued all 3 drugs due o the same AE, regardiess of the grade or the order of discontinuabon

————
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Mélanome métastatique :I0 et thérapies ciblée en séquentiel: phase 2

en lere ligne

Ascierto PA,' Mandala M,? Ferrucci PF,° Rutkowski P,* Guidoboni M,® Arance AM,®
Ferraresi V7, Maiello E,® Guida M.® Del Vecchio M,* Fierro MT," Queirolo P>
Lebbé C,' Helgadottir H," Melero |,' Palmieri G,'® Giannarelli D,"” Grimaldi AM,’
Dummer R,'®* Chiarion Sileni V,'*.

Avec les IO et les thérapies ciblées: plus de 50% des

patients ont un bénéfice a long terme

Médiane suivi 17 mois

Pas de consensus sur les « bonnes » séquences
therapeuthues chez les patients mutes BRAF mongress SEQUENTIAL COMBO IMMUNO AND TARGET THERAPY

(SECOMBIT): STUDY DESIGN

Données d'études rétrospectives uniguement

ARM A
R Combo T ipilnivo
A Encorafenib 450 mg =W o L QR Primary endpoint:
N Binimetinib 45 mg + 0§
D
+ Patients affected by o ARM B
metastatic M Caribat entoIRind Secondary endpoints:
melanoma BRAF - | ‘ Ipilimumab 3 mg/kg ’ D ‘ until PD * FES
V600 mutated * Nivolumab 1 mg/k Ay
« Sample size 230 pts A 99 « Time to second progression
T * Y% patients alive at 2-3 years
« ECOGPS:0or1 | + Best ORR
+ Treatment-naive o ’ Sandwich ipiinivo enco/bini * DOR
N Encorafenib 450 mg until PD . until PD

Binimetinib 45 mg for 8 weeks

» lb/c—Mla-Mib
» Mic with normal LDH (< 2ULN)
» Mic with elevated LDH (> 2 ULN)

DOR, duration of response; ECOG-PS, Eastern Cooperative Oncology Group performance status; LGX = encorafenib (BRAFI); MEK162 = binimetinib (MEKI); ORR, objective response rate;
OS, overall survival; PFS, progression-free survival; PD, progressive disease.

Clinicaltrials.gov: NCT02631447.
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LT " Nofevents (%) 39 (56.5) 41 (57.7) 41 (59.4)
Arm A Arm B Arm C mPFS, months 15.8 7.2 1.4
Response Rate, %* 82.6 451 78.3 ‘95% c" 7 (9.5-”.2) (3‘2'1 1 '3) (7‘2'1 5'5)
" i ARM A: Enco/Bini PD ~ Ipi/Nivo 1' PFS * 60 ‘3 46
) % SRR S (95% CI) (48-72) (31-55) (34-58)
i o Sy e 2y PFS % 35 38 39
% (95% Cl) (21-49) (26-50) (27-51)

8%:39%
3% 0 | —
= \ |

" £
time (months)

PFS

i e {

time (months)

24-month total PFS

ARM A ARM B ARM C
(n=69) (n=71) (n = 69)

Patients reporting event Any grade Grade 3/4 Anygrade Grade 3/4 Anygrade “rade 3.
Any Adverse Event n, (%) 63 (91) 34 (49) 68 (96) 52 (73) 58 (84) 35 (51)
Treatment-related AE, n, (%) 53 (77) 19 (28) 59 (83) 38 (54) 56 (81) 22(32)
Treatment-related AE leading to 7 (10) 8 (1) 3(4)

discontinuation, n, (%)

Survie sans progression totale:

tendance pour la séquence ITK courte durée

puis double immunothérapie
puis reprise ITK

Nécessite données de suivi plus matures
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Mélanome en progression sous anti-PD1 : lenvatinib + pembrolizumab en

rattrapage

= Problématique des résistances primaires ou secondaires/antiOD1

Ana Arance,' Steven J. O'Day,? Luis de la Cruz Merino,® Teresa M. Petrella,* Rahima Jamal,?
Lars Ny,® Ana Carneiro,” Alfonso Berrocal,® lvan Marquez-Rodas,® Anna Spreafico,'°

Victoria Atkinson,'" Fernanda Costa Svedman,’? Alan D. Smith,'® Ke Chen,'# Scott J. Diede,'*
Clemens Krepler,'* Georgina V. Long'5

= Lenvatinib cible plusieurs tyrosines kinases: PDGFR, VEGFR, KIT, FGFR
= Pembrolizumab + lenvatinib: potentialise le pembrolizumab (JCO 2019)

Participants
Unresectable stage lll or IV melanoma*

Confirmed PD per IRECIST'" on or withir
12 wk of last dose of anti-PD-(L)1 ¢
alone or in combination (including with

anti-CTLA-4) for 22 doses

« <25% with PD on anti-CTLA-4 -

anti-PD-(L)1

No limit to number of previous therapies

Measurable disease confirmed by blinded,
independent central review (BICR)

Objectif principal: ORR

Pembrolizumab
200 mg IV Q3W
for up to 35 cycles

+

Lenvatinib
20 mg PO QD

Continued until PD,
unacceptable toxicity, or

patient or physician decision’

Ob secondaires: DOR, PFR, OS

|
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Characteristic, n (%) N=103 Characteristic, n (%) N=103
Age, median (range) 63y (21-85) BRAF™® mutation 38 (36.9%)
Males 55 (53.4%) PD-L1 positive* 66 (64.1%)
ECOGPS1 41 (39.8%) Metastatic stage at enrollment
LDH > ULN 57 (55.3%) Mo 7 (6:8%)
22X ULN 21 (20.8%) Mia 15 (14.6%)
Brain metastasis 15 (14.6%) ] Mib 12(11.7%)
[history of or current)
Samof targetlesions, median 100 mm e 2 i
(range) {11-530) mid 12 (11.7%)
Ereatmem,n(%) N=103 Treatment, n (%) N=103
Fy adjuvant therapy 34 (33.0%) Prior lines of therapy across all stages
Any immunotherapy 29 (28.2%) 1 40 (38.8%)
BRAF + MEK inhibitor 2(1.9%)* 2 24 (23.3%)
my‘;rsn;:;ngg:s:py for 94 (91.3%) 3 19(18.4%)
BRAF £ MEKinhibitorfor 3 (37 10 s i
metastatic disease >5 12(11.7%)
PD on prior anti-CTLA-4 + 29 (28.2%)

anti0./111
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PD on Prior Anti-CTLA-4 + Anti-PD-(L)1

Total Population

N=103
"ORR, % (95% C) 214%(13.9-305)
'DCR, % (95% Cl) 65.0% (55.0-74.2)
Best overall response, n (%)
CR 2(1.9%)
PR 20 (19.4%)
SD 45 (43.7%)
PD 31 (30.1%)
Not assessed* 5 (4.9%)
Clinically Significant for Len® Of Interest for Pembro®

(Any Grade: 90.3%, Grade 3-5% 32.0%)

Hypertension | 56.3%

Hypothyroldism* 42.7%
Hepatotoxicity
Protelnuria

Hemorrhage

Palmar-plantar
erythrodysesthesia

Renal events

Hypocalcemia

Arterial thrombo-
embolic event

Cardiac dysfunction

Gri-2
Gr3-5 W

vvvvvvvvvvvvv

0 10 20 30 40 50 660
Incidence, %

(Any Grade: 40.8%, Grade 3-5% 2.9%)

Hypothyroidism*
Colitis

Hepatitis
Hyperthyroidism
Pneumonitis

Severe skin reactions
Pancreatitis

Uweitis

Incidence, %

Total Population ( Yes No
N=103 n=29 n=74
R, % (95% CI) 21.4% (13.9-30.5) l 31.0% (15.3-50.8)) 17.6% (9.7-28.2)
ICR, % (95% CI) 65.0% (55.0-74.2) 62.1% (42.3-79.3) 66.2% (54.3-76.8)
Best overall response, n (%)
CR 2(1.9%) 1(3.4%) 1(1.4%)
PR 20 (19.4%) 8 (27.6%) 12(16.2%)
SD 45 (43.7%) 9 (31.0%) 36 (48.6%)
PD 31 (30.1%) 10 (34.5%) 21 (28.4%)
Not assessed* 5 (4.9%) 1(3.4%) 4 (5.4%)

Progression-Free and Overall Survival

BICR-Assessed PFS by RECIST v1.1

Events? Median (95% CI)
1004 73.8% 4.2 mo (3.5-6.3)
904
80+ 6-mo rate
704 41.7% (95% Cl, 31.8-51.3)
60 .
g. i 9-mo rate
o 501 | 26.2% (95% Cl, 17.4-35.9)
o 40l !
304
204
104
0

8 10 12 14 16
Months
No. at risk
103 83 54 37 27 15 6 0 0

o 2i 4§

nac

Deaths Median (95% CI)

199 44.7% 13.9 mo (10.8-NR)
90 6-mo rate
80+ 77.3% (95% Cl, 67.8-84.3)
70- L‘_“M
< 601 "
8‘ 50
404 9-morate
304 65.4% (95% Cl, 55.2-73.8)
20+
104
0 T T T T T T 1
0 2 4 6 8 10 12 14 16
Months
No. at risk
103 9 87 78 72 54 2 10 0

Activité anti-tumorale prometteuse
21% de réponse
31% patients préalablement traités par ipi+nivo
Tolérance acceptable




