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BACKGROUND & AIMS RESULTS

O Immunotherapy loses efficacy when given as 2" line of treatment or later (for A
example, after BRAF/MEK inhibitors)'.2.3.4) likely due to a larger volume of disease,
poorer condition of patient as well as possible changes in biology as a result of PD1 treated patients (ORR=34%)

Objective response, Progression-free & Overall Survival to PD1 monotherapy (n=115) or in combination (n=85) with IPIl after BRAF/MEKi

previous treatments®. Progression-free survival C Overall survival D Clinical factors associated
O Patients with V600BRAF mutant metastatic melanoma have numerically higher 100%1 100%1 4, with long-term survival
rates of progression-free survival (PFS) and overall survival (OS) with 1st line _— \ — PD1 monotherapy 1™ — PD1 monotherapy (> 3 years)
IPI+PD1 versus PD16.7. Whether this is also true after BRAF/MEK:i therapy is yet to B CR 2 %% Combination therapy 80%) Combination therapy
be determined. 1 PR 5 L E 589 Parameters P-value
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The AIMS of this study are: g 50% ey . = 50% : . 47 ~ '
1. To determine the efficacy (objective response rare [ORR], PFS and OS) and safety s 0% e 34% 26% g 0% 53% e Absence of liver  0.0003
of PD1 vs IPI+PD1 after BRAF/MEKI. ] [ B :  43% metastases
2. To identify the subgroup of patients with >3 years OS with PD1+/-IPI after "2 : 33% t 249, 20% : Normal LDH 0.0157
BRAF/MEK:i. _ o 0%_. | : | E. | p>0.05 | 0%' p>0.05 |
IPI+PD1 treated patients (ORR=39%) 0 ] 12 13 2 30 26 : T s e " o " E}?O?J(p; Ejﬁ;;s;g; Csczgﬁjesr;at:i/[e)H(’)nlcacz:lgig
M ETH 0 DS Follow-up time (months) Follow-up time (months) dehydrogenase
Number at risk Number at risk
O Cohort: 200 patients with metastatic melanoma treated with IPI+PD1 or PD1 after =115 49 37 28 23 19 15 =115 75 59 46 41 33 28

BRAF/MEK:I at 8 centers from Australia, Europe and USA.
U Variables: demographics, disease characteristics and baseline blood parameters.
U Endpoints:
» Efficacy: ORR, PFS and OS.
= Safety: proportion of patients with >=G3 immune-related adverse events.
Q Statistical Analysis:
= Predictive model to identify those patients with >3 years OS was selected

Figure 1. Efficacy with PD1 monotherapy or IPI+PD1 after BRAF/MEKI.. (A) Best objective response (CR, complete response; PR, partial response; SD, stable disease; PD,
progressive disease) with PD1 monotherapy (top plot) or PD1 combined with IPI (bottom plot). Kaplan Meier curves showing (B) progression-free survival and (C) overall
survival with PD1 monotherapy (blue line) or PD1 combined with IPI (yellow line). (D) Clinical factors associated with long-term survival (>3 years) with PD +/- IPI (results from
multivariable analysis including demographics, disease characteristics and baseline blood parameters); AUC=0.84.

using multivariate Cox proportional hazard model, logistic regression and
LASSO. A Subgroup analysis (Overall Survival) Safety
Subgroup 12-|rlg|lcigtDI]1s OS rate (%5[;’/_.;) Haz?grg%act:il? B —  PD1 & BRAF V600E Table 2. Proportion of stratified >=G3 immune-related adverse
RESULTS All patients 57.8 (48.1,69.6) 52.7 (44.3,62.7) 0.80 (0.55, 1.17) —emm— o :TD?:P%?EAQ:R?Q'\\//S&?EE events (AE) by treatment type.
Table 1. Summary of patients characteristics stratified by treatment type. G@E,%:,re L2 i) 81331990 97984 119 o . 100% \\ IPI+PD1 & BRAF non-V600E Adverse events PD1 (n=115) IPI+PD1 (n=85)
Characteristics PD1 (n=115) IPI+PD1 (n=85) P-value Aggg S98(4T7.742) S03 (AT Ted) 102(058.180 o 50% 1"'5,‘_ _ 80% Any (n,%) 8 (7%) 26 (31%)**
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21 43.1(29.0,63.9) 429 (327,56.2) 0.88 (0.54, 1.45 — & | Bl S - ; o 0
BRAF V600E (n, %) 80 (70) 70 (82) 0.0575 Duration of BRAFIMEKi treatment e e e o e 1 L . -~ Skin (n,%) 0 1(1%)
ECOG PS >= 1 (n.%) 70 (62) 34 (40) 0.0232 57 months 358 (455, 76.1) 541 (431, 67:0) 0:80 (045 143) — ' - Hypophysitis, thyroiditis (n,%) 0 1 (1%)
Reason of BRAF/MEKi cessation 0% . T . . . l .
Reason for BRAF/MEKi cessation Sther 10 304 (045, 97) 08 (52.0.890) 073 (08, 188 e — = ’ ° " b 2 ¥ *| | Pneumonitis (n,%) 1(1%) 0
(n, %) e g e e B Rt R Nephritis (n,%) 0 1(1%)
RecurrenceIPD 90 (78) 64 (75) 07468 A‘IJII(I:I\(A:HS\/tIa iBng 600{7293 100) 61 45465 81 2; 1.28 gO 37 445; L = > -_- gg 2411 ‘115 ?‘21 ?8 267 244 Fever (n!%) O O
AJCC Staging M1c/M1d (n, 0/0) 83 (72) 80 (94) 0.0002 M1C/M1D . 57.7 (47.7,69.9) 493 (39.7.61.4) 0.67 (0.45, 1.01 —— )
. ﬁcr)esence of liver mets S0 A1a5E 748 BaiAs T e s . . . Elevated Amylase/Llpase (n,%) 2 (2%) 0
Presence of brain mets (n, %) 44 (38) 55 (65) 0.0004 Yes 826 (369 752) 38.7(256,585) 060(035110) = Figure 2. Overall survival subgroup analysis. (A) Forest Oth o 2 (204 )* 6% )+
P fli ts (n, % 36 (31 28 (33 0.9267 | feeneecfbrainmets === plot showing the 12-months OS subgroup analysis. (B) thers (n,%) (2%) > (6%)
resence of liver mets (n, %) (31) (33) : IeDsH 371 (451, 722) 476(34.5,65:0) 075 (043 1.19) ——]— Kaplan Meier curves showing overall survival stratified by x ITIan:mattO?: Zyn?r%m?,e (cytokine lre:egssléaqd e?cemalgiz3 e eame
. ** 4 patients had > immune-relate : 1 patient ha colitis epatitis; 1 patient ha epatitis
Elevated LDH (n, %) 42 (37) 40 (47) 0.3701 ONU DIy BogT ey oGy o~  treatment (PD1 vs IPI+PD1) and BRAF mutation type & G3 thyroiditis: 1 patient had G3 hepatits & TIMD and 1 patient had hepatits & pericardits ’
ECOG PS, Eastern Cooperative Oncology Group performance status; PD, progressive disease; AJCC staging, American joint 0 05 1 15 2 (V600E VS non-V6OOE). *** T1MD, Myastenia Gravis, peripheral neuropathy, pericarditis and immune thrombocytopenic purpura.
cancer committee, staging; mets, metastases, LDH, lactate dehydrogenase. Favour IPI+PD-1 | Favour PD-1
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