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Tratamiento del MELANOMA ADYUVANTE 2023
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Tratamiento del MELANOMA ADYUVANTE 2023
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Pembrolizumab Versus Placebo as Adjuvant
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the Phase 3 KEYNOTE-716 Study
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100 89%
90+ (95% C1, 86-92)
04 + Minimum follow-up
L — 7.8 months
~ 709 o3 19’7““: + Median follow-up
£ o R L), ~ NIVO 15.8 months
b : — PBO 15.9 months
2 so
L s
40
NIVO (N = 526) PBO (| 64)
30 Events, n 69
201 | [Median RFS, mo (95% CI) | NR (28.5-NA) | TR (21.6-NA]
— NIVO i [stratified HR (95% cI) 0.42 (0.30-0.59)
104 — PBO i [Sstratified, log-rank P < 0.0001
0 T T T t T T T T T T 1
0 3 6 9 12 15 18 2 24 27 30 33
Months
No. at risk
NIVO 526 492 444 364 261 185 1e 54 19 6 2 o
PBO 264 243 205 161 119 77 40 20 1 3 2 0

« Adjuvant NIVO significantly prolonged RFS and had a manageable safety profile!
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Association between biomarkers and RFS within NIVO
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« Baseline biomarker analyses conducted on the following:

Serum Individual biomarkers and their association
with treatment outcomes using RFS were
l evaluated
I 1. As a continuous variable, by comparing
MmUnoassay higher (75th percentile) vs lower
(25th percentile) groups from Cox
proportional hazards model
2. Using median or other prespecified cutoffs
%CDB T cells ‘ e
%PD-L1 expression o Analyses were performed

and PBO treatment arms: higher vs lower? biomarker levels

Checkwate 74K bicmarier iy
Georgna V. Long

1. Withineach treatment arm
2. Comparing NIVO vs PBO

Frearend by Guagos V. Loy

Towards a composite biomarker model®

100 89%
90 (95% CI, 86-92)
04 + Minimum follow-up
L — 7.8 months
_. 70 5 19’7““: + Median follow-up
&€ «f O 7400 — NIVO 15.8 months
; . — PBO 15.9 months
L so- {
L s H
40 H
{ NIVO (N = 526)  PBO (N = 264)
30 i+ [Events,n 6
201 i [Median RFS, mo (95% C1) | MR (28.5NA) | NR (21.6-NA)
= NIVO i [stratified HR (95% cI) 0.42 (0.30-0.59)
109 = PBO i [stratified, log-rank P <0.0001
0 T T T t T T T T T T 1
0 3 6 9 12 15 18 2 24 27 30 33
Months
No. at risk
NIVO 526 492 444 364 261 185 1e 54 19 6 2 o
PBO 264 243 205 161 119 77 40 20 1 3 2 0
iPHyig 105 (628)
« Adjuvant NIVO significantly prolonged RFS and had a manageable safety profile! T e
1. Long GV et al, Plenary presentation at SMR 2022. Edinburgh, Scotland, October 17-20, 2. Gastman et al. Oral presentation at S50 2023, Baston, MA, USA, March 2225 o e o
CRP log, pyml) 125 (759
Tumor POLY (V) 31 (300)

* Multivariable analyses (Cox regression with group LASSO penalization) were performed to identify clinical and
translational factors that predict RFS and differentiate NIVO and PBO treatment effects

Witotc rate
Treatment arm

090 005 010 015 020
Relative sportarce

+ CRP had the strongest overall effect on RFS in the total population (across both treatment arms)

+ TMB and IFNy-sig had the largest independent effect on the relative benefit of NIVO over PBO.

P80 s7.an) —- 0.91 (0.65-1.27
v S = [T |

80 @7 e 120 0.89-1.61) 4 IFNysig
[ive 57 (4611 —— 0.60(0.39-0.9 4+ TMB

80 02411 —— 0.970.71-1.33) pa RP
(I3 W = awmiw ]

PBO. 65 (246) e 0.92(0.69-1.24) Are associated with improved
) -I 0,82 0.60 RFS in NIVO arm

780 3011 4 0.99 0.87-1.12)

o ET E=) (ECTEED

P80 o1 [ 1.19.0.94-1.51)

0128 025 05 HIRIL

Favors Figher Tevel

HR (95X O o Tower levet
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: mRNA-4157 (V940) Mechanism of Action
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ANNUAL MEETING +  mRNA-4157 (V940)is an individualized neoantigen therapy designed to target an individual patient’s unique tumor mutations and
encodes up to 34 neoantigens'?

Distant Metastasis-Free Survival Results From
the Randomized, Phase 2 mRNA-4157-P201/

KEYNOTE-942 Trial mRNA-4157-P201/KEYNOTE-942 (NCT03897881) Study Design

Adnan Khattak,'? Jeffrey S. Weber,® H. Taylor,’ * Kevin B. Kim,” Meredith McKean,® Randomized, phase 2, open-label study in adjuvant resected melanoma patients at high risk of recurrence

Georgina V. Long,*Ryan J. Sullivan,** Mark B, Faries," Thuy Tran,'2C, Lance Cowey, " Theresa M. Medina,"* Jennifer M. Segar,'s
0 " o u 2 921

vt:;::lu;l::::mmm-y . Gibney,” Jason J. Luke, " Elizabeth I. Buchbinder, " Robert S, Meehan, 2 Matteo S. Carlino, rr—— mRNA T 4V94m * pembrolzumab

Votess P, Nedart, Al i Coven Uity e Aot WY Lagon Medsol G New Ytk . St b f G S ol Key eligibility criteria

Primary endpoint:
RFS<

Sus Eae Porsand, OR. School o
o, o, Chc UEA SEarah Carmon sttt e, Kashl. T, LEA ol e Aueire Yohirasrot sl
Boston WA, USA: *The Anjeles Ginc and Researonnstte, Los Angeks. CA. USA; =Yaie-New Haven ospal, New Maven, CT. USA, "Bayir Charies A Sammons Cancer
Centar, Dalas, TX, USA, Aurora, CO, USA: Tueson, AZ, USA Hosstal, Vicallcngabon,
Austraa; Lombard Cances Certer, Washington, CC. USA; 'WPWC Himan Cancer Center, Pétsburg, PA. USA; "Dana-Farber Cancer Insiute, Bosson, MA. USA; “Modema inc.,
Camiricge. 1A, US: *'Wesimead Hospes, Wesimead, Austota. Complete surgical resection
Wi 13 weeks prior o
first permbrolizumats dose
Disease-froe at study enry w-up:
ECOG PS score 0-1 upto 3 years following
Thios evteiie-for NO& Up 1o 1 year of pembrolizumab treatment the first dose of
pembrolizumab 200 mg N O3W|o' up to 18 cycles pembrolizumab
(=

Bosdnadty Saaiopus:
Stratified by disease stage® ufuty um-muzy
‘Sponsored by Moderna, Inc., in collsboration with Merck Sharp & Dohme LLC, a subsidiary of Merck & Co. Inc., Ratwy, NJ, USA.

2:1 Randomization

s . Adnan Koatiak, MEGS, FRACS, F1D

Designed with 80% power to detect an HR of 0.5 with =40 RFS events (with a 1-sided alpha of 0.1)
DMFS analysis was prespecified for testing following positive RFS in the ITT population'
Median follow-ups: 23 months for MRNA-4157 (V340) + pembrolizumab.

24 months for pembrolizumab monotherapy

Primary Efficacy Endpoint: RFS'
Secondary Efficacy Endpoint: DMFS

100 12-month RFS  18-month RFS
83.4% 178.6% + Censored 160 M 18»mon: 10::3 + Censored
80 + PR
71% H
—_ 60 ; L
& ' 76.8% i
» H =
& i £ o0
40 H »
' Events, Hazard Ratio 'ﬁ
H % (n/N) (95% CI)» 3 4
H mRNA-4157 (V940) + Events, Hazard Ratio
20 ! pembrolizumab 224 24107) g 564 (0.309.1.017) 9% (nN) (95% Cij
] : 000834 e et e
" ' pembrolizumab  40.0(20/50) 20 pembrolizumab o4 (3107) M‘L (n.;%m)
) = 0.
] 20 40 60 80 100 120 140 160 o pembrokzumab  24.0(12/50)
Time From First Dose of Pembrolizumab (weeks) 0 20 40 60 80 100 120 140 160
Number at Risk
s | % 2 - n “© 2 2 s 1 el ik Time From First Dose of Pembrolizumab (weeks)
pembrolzumab 50 2 © 7 ] 1 s 1 0 P ER—— =
pombrolizumab 107 % % 7 a8 Y Y s 1
pembrolizumab 50 43 a k-] 2 " 6 1 0
C et 4157 orhc ormo
angomasn e i G o 40
s oy Ao 1440 2025, Cranss FL USA. Ora presentation CTO31 S S
randomaatin orNC o 40 At 18-monms, OMES rates were 01 8% (95% O, 84 2.06 8) verss 76 6% (96% 1. 61 0.86 8} inthe
2023 ASCO sresewten ev. Adnan Khattak, MBBS, FRACP, PhD ASCO sustzane Comtitee e mcahe a7y . (65T
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Distant Metastasis-Free Survival Results From
the Randomized, Phase 2 mRNA-4157-P201/
KEYNOTE-942 Trial

Adnan Khattak,'? Jeffrey 5. Weber.? H. Taylor,’ * Kevin B. Kim,” Meredith McKean,*

7 an J. Sullivan,” Mark B, Farles," Thuy Tran,'2C. Lance Cowey, ' Theresa M. Medina,' Jennifer M. Segar,'s
Victoria Atkinson,  Geoffrey T. Gibney, " Jason J. Luke, ' Elizabeth I. Buchbinder, " Robert S, Meehan,2® Matteo S, Carlino,%2!
Moderna Author's Group®

Veokywocd e Houphe, Nk, A 0 o Unvrsy, Pt ook Y1) Langons Wl Corr, New Yok WY: St Jof o Suiaco

Susi Porfand, OR, School of Medicive, St Lows, MO, USA: "Calformia Pacitc Medical Center Research

nathd, o, Ch, VSR sSarah Camen Rosaarch st vl TH, USA: eiancma nattute Ausiala. Walsiceecraf, At achusets Genera Hospt,

Boston, MA. USA: *The Angeles Ciric and Research I CA. USA; "Yaie-New Haven Hosptal, New Maven, CT, USA; !Bayir Chares A Sammons Cancer

Center, Dalas, TX. USA, “Mrers 0O, Ve Tucson, AZ, USA Hosgital, icolkcongabon,

Austraia; TLombard Canzer Center, Washington, DC, USA; ‘IUPWC Himan Cancer Center, Petsburg, PA, USA; ‘iDana-Farber Cancer Insttute, Boston, MA. USA; “Modema nc.,
Caméricge, MA, USA: “'Wesmead Hosprs, Wessmead, Australa.

‘Sponsored by Moderna, Inc.. in collsboration with Merck Sharp & Dohme LLC, a subsidiary of Merck & Co., Inc., Ratway, NJ, USA.
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Recurrence Type and Distant Recurrence Location

24/107 (22.4%) patients in the mRNA-4157 (V940) + pembro

arm versus 20/50 (40.0%) in the pembro monotherapy arm

experienced an RFS event
Patients with distant recurrence
(with or without prior recurrence) or

Type of RFS Event death, n (%)
Site of distant recurrence, n (%)
mRNA-4157 (V940) + pembro pembro Lymph node
(n=107) (n = 50) Frecih

1
(2%) Liver
Bone

3
(2.8%)

7 . Brain
(6.5%) (20%) Skin
Colon
Spleen
Soft tissue

Local/regional
[El gl

Other site
Teduifrance Distant recurrence W Other

Death not due to melanoma

“omer " V940 o pembrs

O PIETIIYY oo o Advan Knattak, MBBS, FRACP, PhO

mRNA-4157
(n=107)
9(8.4) 12 (24.0)
2(1.9) 4(8.0)
2(1.9) 4(8.0)
3(28) 1(20)
1(0.9) 2(4.0)
1(09) 3(6.0)
0 4(8.0)
1(09) 1(20)
0 1(20)
1(09) [
2(1.9) 1(20)
1(09p 0
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Distant Metastasis-Free Survival Results From

Recurrence Type and Distant Recurrence Location

the Randomized, Phase 2 mRNA-4157-P201/ 24/107 (22.4%) patients in the MRNA-4157 (V940) + pembro MRNA4IST (VO40) o
KEYN OTE_942 Trial arm versus 20/50 (40.0%) in the pembro monotherapy arm + pembro (n=50)
experienced an RFS event (n=107)
Patients with distant recurrence
Adnan Khattak,'? Jeffrey S. Weber.? H. Taylor, * Kevin B. Kim,” Meredith McKean,* (GW'!.‘:‘"W without prior recurrence) or 9(8.4) 12 (24.0)
GeorginaV. Long, Ryan J. Sullivan,  Mark B. Faries,'! Thuy Tran,'2C. Lance Cowey,* Theresa M. Medina, Jennifer M. Segar,'s Type of RFS Event .0 (%)
Victorla Atkinson, " Geoffrey T. Gibney, ” Jason J. Luke,® Elizabeth I. Buchbinder, " Robert S. Meehan 2 Matteo S. Carlino, 21 Site of distant recurrence, n (%)
Moderna Author's Group® .
oA MRNA-H17 (V940) + pembro pembro tymon e 209 s
etiac (n=107) (n:=:80) Lung 2(19) 480)
oo ik Uk T A ot AT o vove ot N e, .U "D s . Soarore G 3 1 )
o Dain 7 5. “ts, GO, USh Tison A2, 05h [reetogi i (2%) Liver 3(28) 1(20)
Airaa, "Lombard Cancer Center Washigion, OC. USA, UPMC Himan Cancer Center, PEaburs, PA. USA: Dara# arber Cacer Imtuf, Bosion MA. USA: <Modema nc. (2.8%)
Camwiaze, Ma, USA:"Wesmead oaprs., Westmesd, Austata Bone 1(0.9) 2(4.0)
‘Sponsored by Moderma, Inc.. in collaboration with Merck Sharp & Dohme LLC, & subsidiary of Merck & Co., Inc.. Ratway, NJ. USA. 7 . Brain 1(0.9) 3(6.0)
2023 ASCO R 65%) (20%) Skin 9 480
AL T . Colon 1(0.9) 1(2.0)
Spleen [} 1(2.0)
Soft tissue 1(0.9) L]
8] :.eocc:rlizgct:nal Distantrecurrence [l Other Other site 2(19) 120
Death not due to melanoma 1(0.9p [}
“omer " sty or pemors
2023 ASCO erisenreo v, Adnan Khattak, MBBS, FRACP, PhD Al
Lot S

DMFS by ctDNA Status at Baseline

100 4 I—"-.——_'——-ﬂ——ﬂq-.» W e = W = it
t-u
&
-+
L
£ w 1
® - el
2
=
a3
w0
E
Time From First Dose of Pembrolizumab (weeks) +Censored
o
W 0 & 100 120 140 160
Nt i Risk
CIONA-neg: MRNA-4157 (V840) + pembrotzumab = = » 77 n ® s » 5 6 1
pembrolizumab o x » x " 1 4 o o
IONA-pos: MANA-41ST (VS40) + pembrolizumab —— 13 5 6 s 3 ' ' 1 0
ONApos: pembrolizumsb —— 2 o 0 o o o 0 0 0
MRNA-4157 (V840) + pembro  mRNA-4157 (V940) + pembro. pembro Soo LBASHE prvssntnd by Matieo 3. Cariin
s pembro Events, % (WN) Events, % (nN) sl
HR
CIDNA-neg 0.048 (0,006, 0.380) 1.3 (177) 27.3(933) gt ‘m Lo rikghsisot
CIONA-pos NE 61.5(813) 100(212) ""”“"f_‘,‘;”"""f’ S Sormonelon oamcey
com s v s n=tn o= 11 WS sty contes
50 TR0 (V043 + PRS- W) Resats i
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Distant Metastasis-Free Survival Results From
the Randomized, Phase 2 mRNA-4157-P201/

24/107 (22.4%) patients in the mRNA-4157 (V940) + pembro

Recurrence Type and Distant Recurrence Location

mRNA-4157 (V940) pembro
KEYN OTE_942 Trial arm versus 20/50 (40.0%) in the pembro monotherapy arm + pembro (n=50)
experienced an RFS event (n=107)
Patients with distant recurrence
Adnan Khattak,' Jeffrey S. Weber.? . Taylor; * Kevin B. Kim,” Meredith McKean,* (GW'!.‘:‘"W without prior recurrence) or 9(8.4) 12 (24.0)
GeorginaV. Long, Ryan J. Sullivan,  Mark B. Faries,'! Thuy Tran,'2C. Lance Cowey,* Theresa M. Medina, Jennifer M. Segar,'s Type of RFS Event .0 (%)
Victorla Atkinson, " Geoffrey T. Gibney, ” Jason J. Luke,® Elizabeth I. Buchbinder, " Robert S. Meehan 2 Matteo S. Carlino, 21 Site of distant recurrence, n (%)
Moderna Author's Group2®
+
Vot vt g, Nttt o Cown Uy, et e Y anon e o New kY S o ot MRNA-415Z (V940) %, pembro pembro; Dahie 2019) 4(5.0)
St Eace Portand. OR. School of Medcive, St Lowis, MO, USA: 1 8 Pacc Madica Canter Research (n=107) (n=50)
nathd, o, Ch, VSR sSarah Camen Rosaarch ain e T, USA: ‘eancma iratuls Ausiaa Wolstonacrah, Aistrata; “Massachasers Genara e 1 Lung 2(1.9) 4(8.0)
Bosion. A, USA. *The Angeles Ciric and Researoni: CA_ U, ‘Yol New Haven Hospal, New Hoven, CT.USA. "Bayir Craries A Sammons Cancer 3 -
Corter D TK VS Ao £, Uk Tucson, AZ, USA; ‘Hosatal, Ycolccngabba, (2%) Liver 3(28) 1(2.0)
Ausitraiia; Lombard Cancer Center. Washington, CC., USA; '/UPMC Himan Cancer Center, Pisburg, PA, UEA; Dana-Farber Cancer Insstute, Bosson, MA. USA; “Modema inc., (2.8%)
Camwiaze, Ma, USA:"Wesmead oaprs., Westmesd, Austata Sone 1(09) 24.0)
‘Sponsored by Moderma, Inc.. in collaboration with Merck Sharp & Dohme LLC, & subsidiary of Merck & Co., Inc.. Ratway, NJ. USA. 7 . Brain 1(0.9) 3(6.0)
e . i st NESS, FRACS, 30 (6.5%) (20%) Sk 0 480
- Colon 1(0.9) 1(2.0)
Spleen [} 1(2.0)
Soft tissue 1(0.9) L]
"n :.eocc:rlizgct:nal Distantrecurrence [l Other Other site 2019 1(2.0)
Death not due to melanoma 1(0.9p [}
“omer " sty or pemors
2023 ASCO PYPTRITY  cecsoo o Adnan Khattak, MBBS, FRACP, PhD ASCO
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mRNA-4157-P201/KEYNOTE-942 Safety and Tolerability’

100 4 = o = = e i = i —He = S = e
B ts ey mRNA-4157 (V940) + pombro (n = 104) pembro (n = 50)
%5 V=im Event,n (%) Any grade Grade =3 Any grade Grade =3
-%+ 71y Any AE 104 (100.0) 36(34.8) 47(24.0) 18(36.0)
P =iy Any treatment-related AE 104(100.0) 26(25.0) 41(82.0) 9(18.0)
£ w 1 Serious AE® 15(14.4) 13(12.5%) 5(10.0) 4(8.0%)
® - el
& (V940 or of patients
% w Any 98(94.2) 12(11.5) - -
Fatigue 63(60.6) 5(48) B
Injection site pain 58(55.8) (] - -
E Chils 52(50.0) 0 5 o
Pyrexia 50(48.1) 1(1.0) - -
Headache 33(317) [ -
. Time From First Dose of Pembrolizumab (weeks) +Censored Injection sit 33(317) ° < <
i Influenza-iike iiness 32(208) 0 - -
W 0 & 100 120 140 160 e R 250) 5 2 =
Myalgia 22(21.2) 1(1.0 5
CIONA.neg: MRNA-4157 (VS40) + pembrotzumab n ® s » 5 6 1 o &2
Ppembrolizumab 0 » E] 1 7 4 0 ) Pesnbiro of - "0 .0 e,
IONApos: MANA-416T (VS40) + pembrolzumab s s 5 3 1 ' 1 0 Any 101(97.1) 24(23.1) 41(82.0) 9(18.0)
ADNA.pos: pembrolizumab o 0 0 0 0 0 0 0 Fatigue 72(69.2) 6(58) 20(40.0) o
MANA157 (V340) + pembro  MRNA157 (V840) + pembro ‘pembro See LBASS15 presentad by Matieo S, Cartino Diarhea 31(208) 2(1.9) 5(10.0) 0
mmmr)o M.s(:m Events, % (n/N) sl Pruritus 30(28.8) 0 10(20.0) (]
HR Nausea 23(22.1) 0 5(10.0) 0
CIDNA-neg 0.048 (0,006, 0.380) 1.3 (177) 27.3(933) s o e o Socmrance 0 e s z g: Z; g 1 (g 0) 8
“ONA e S50 100 i MAAS1S7 V340 2 personatredcanar =
s o s vaceie, and pamtrolz e p— o Temeoony .
com s v o n=tn o= 11 S sty conts Ecmet o i e o s ol
S50 RS (V3] + PRI < W) Resats i 5 Tinnan > oy
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2023 ASCO Recurrence Type and Distant Recurrence Location

Distant Metastasis-Free Survival Results From
the Randomized, Phase 2 mRNA-4157-P201/

24/107 (22.4%) patients in the mRNA-4157 (V940) + pembro mMRNA-4157 (V940)

pembro
KEYNOTE_942 Trial arm versus 20/50 (40.0%) in the pembro monotherapy arm + pembro (n =50)
experienced an RFS event (n=107)
Patients with distant recurrence
Adnan Khattak,'? Jeffrey S. Weber,’ Tarek Meniawy, Matthew H. Taylor,’ George Ansstas,* Kevin B. Kim,” Meredith McKean,* &“:‘&‘0:‘&')"0"! prior recurrence) or 9(8.4) 12(24.0)
Georgina V. Long,* Ryan J. Sullivan,  Mark B. Faries," Thuy Tran,'2C. Lance Cowey, " Theresa M. Medina,' Jennifer M. Segar,'s Type of RFS Event d
Victorla Atkinson, ' Geoffrey T. Gibney,'” Jason J. Luke,™ Elizabeth |. Buchbinder,’* Robert S. Meehan,2® Matteo S. Carlino 21

Moderna Author's Group2® L ) ) Site of distant recurrence, n (%)

e GONCIUSIONS
mASCO DR oo
*+ mRNA-4157 (V940) and pembrolizumab demonstrated a clinically significant
improvement in RFS and DMFS compared to standard of care pembrolizumab in high-risk
resected melanoma, with a 44% reduction in the risk of recurrence or death and a 65%
reduction in the risk of distant metastasis or death with a median of 2 years of follow-up
* mRNA-4157-P201/KEYNOTE-942 is the first randomized trial to demonstrate
BMES by improvement in recurrence-free survival and distant metastasis-free survival with an
individualized neoantigen therapy approach i
« mRNA-4157 (V940) in combination with pembrolizumab was well-tolerated without an e
increase in immune-mediated AEs compared with pembrolizumab monotherapy
*+ mRNA-4157 (V940) in combination with pembrolizumab received Breakthrough Therapy
Designation from FDA in February 2023 and PRIME Designation from EMA in April 2023
asco gmm  TRASCQ e Ll ASCO sz
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Recurrence Type and Distant Recurrence Location

Distant Metastasis-Free Survival Results From
the Randomized, Phase 2 mRNA-4157-P201/

24/107 (22.4%) patients in the mRNA-4157 (V940) + pembro

mMRNA-4157 (V940)

bro

KEYNOTE_942 Trial arm versus 20/50 (40.0%) in the pembro monotherapy arm + pembro m”)
experienced an RFS event (n=107)
Patients with distant recurrence
Adnan Khattak,'2 Jeffrey S. Weber,? Tarek 2 H, Taylor. * Kevin B. Kim,” Meredith McKean,® AT B SR AN HRCE PEARTNUOR) O 9(8.4) 12(24.0)
GeorginaV. Long, Ryan J. Sullivan,  Mark B. Faries,'! Thuy Tran,'2C. Lance Cowey,* Theresa M. Medina, Jennifer M. Segar,'s Type of RFS Event .0 (%)
:I:::"I:aﬂ’:kul‘r:::’,‘;?:::ley T.Gibney,'"" Jason J. Luke, ' Elizabeth |. Buchbinder,'* Robert S. Meehan,** Matteo S. Carlino,?2! Site of distant recurrence, n (%)
14
-
e e Conclusions
2 ASCO =
13
0,
65%

+ Additional analyses to include protocol specified RFS with 251 events and other
subpopulation and translational assessments including immunogenicity

DMFS bY €
* Longer follow-up with mRNA-4157-P201/KEYNOTE-942 to evaluate durability of the
treatment effect
» A phase 3 study to confirm these results will be initiated in patients with
high-risk resected melanoma in 2023
e — « Expanded clinical studies to include additional tumor types, such as NSCLC

ONA-neg: pembroliz
CIDNA-pos: MRNA-4157 (V920) + pembroliz.

IDNA pos: pembroliz

eresenteo s Adnan Khattak, MBBS, FRACP, PhD
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MELANOMA METASTASICO:
éQué objetivos busco con la eleccién del tratamiento?

\

Toxici LARGOS RESPONDEDORES,
/ oxicidades

Calidad de vida LARGOS SUPERVIVIENTES
Objetivo 12: ” >
Alta tasa de e e

respuestas ORR

Objetivo 22:
Respuestas
duraderas, PFS y
[0




Tratamiento del MELANOMA METASTASICO
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1. Robert C et al. N Engl J Med. 2011;364:2517-2526. 2. Wolchok J et al. Presented at ASCO 2011; abstract LBAS. 3. Maio M et al. J Clin Oncol. 2015;33:1191-1196. 4. Robert C et al. N Engl J Med. 2015;372:320-323. 5. Atkinson V et al. Presented at SMR 2015. 6. Larkin J et al. N Engl J Med. 2015;373:23-34. 7. Larkin J et al.
Presented at AACR 2017; abstract CTO75. 8. Wolchok et al. N Engl J Med. 2017;377:1345-1356. 9. Hodi FS et al. Presented at ESMO 2018; abstract LBA44. 10. Robert C et al. N Engl J Med. 2015;372:2521-2532. 11. Schachter J et al. Lancet. 2017;390:1853-1862. 12. Robert C et al. ASCO 2017; abstract 9504. 13. Long GV et al.
Presented at ASCO 2018; abstract 9503. 14. Hodi FS et al. Presented at AACR 2016; abstract CT00. 15. Hamid O et al. Presented at ASCO 2018; abstract 9516. 16. Dummer R et al SMR 2016. 17. Dummer R. et al Lancet Oncol 2018. 18. Dummer R. et al ASCO 2018. 19. Long G.V. et al. NEJM 2014. 20. Long G.V. et al Lancet 2015. 21.
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e RELATIVITY-047 (NCT03470922). Median follow-up: 25.3 months.

Proaression-free survival 2 (PF52) was an exploratory analysis and defined a5 the time from randomization to progression date after the next line of therapy, per investigator assessment, or

RELATIVITY-047 -

Efficacy on 2L systemic therapy following progression ;

RELATIVITY-047

Melanoma-specific survival

Investigator reported

Thedian melanoma-specin

survival, months 1" w7

Subsequent 2L therapy g Sl (95% C1) (NA-NA)  (33.2-NA)
R h = NIVO + RELA
BOR on subsequent 2L therapy, 4025) 222) 7(16) 3(19) 7(16) 3 68:’« HR (95% CI) 0.7 (0.61-0.97)
n (%) EL g v 1, 57-68) ﬁ?“’ Cl. 54-65) Melanoma deaths,* n (%) 126 (35) 154 (43)
CR 2(12) 0 2(5 0 0 0 : - .-»._,__‘0 Gt Censored patients, n (%) 229 (65) 205 (57)
& 1
L= -o : Non-melanoma death, n (%) 36 (10) 319
PR 2(12) 2@ 42 3419) g 74e) §. :‘% €l, 58-68) i54% . 54 9% Study drug toxicity” 4 2
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Unk/not reported/UTD* 4(25) 3(33) 24 (56) 7 (44) 2 (14) 17 (38) g ! 1 NIVO Other 25(7) 19.(5)
Median time to next T H H H
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Median PFS,° months (95% CI) 8.4 (3.0-NA] 3.4(1.7-22.3 15.4 (6.9-NA) [l 2.9 (1.9-11.6) 2.9(1.9-3.7) | 10.6(6.0-14.9 :
P PF's . { ) ( ) ¢ ) { ) { ) { ) - Months * Most common reasons for “other” included
fwon ’ 54 3 & 28 7 65 NIVO + RELA 355 334 305 267 270 258 241 226 197 179 160 136 128 122 120 78 26 2 septic shock, myocardial infarction, stroke,
12-month PFS, % 22 56 21 0 43 WIVO 359 329 301 278 253 238 224 211 185 162 144 118 106 104 100 64 17 0O pneumom'a, and respiratory insufﬁciency

RELATIVITY-047 (NCT03470922). Median folld

Progression-free survival 2 (PFS2) was an exploratory analysis and defined s the time from randomization to progression date after the next line of therapy, per investigator assessment, o

to death from any cause.

RELATIVITY-047 (NCT03470922). Median follow-up: 25.3 months.
Melanoma-specific survival (M) was a post hoc exploratory analysis and defined as time from randomization to death due to melanoma; deaths for any other reason were censored. Patients
who were alive were censored at their Last known alive date. ‘Reasons for death were determined by the investigator. 'Death due to toxicity was considered non-melanoma death.
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Study design: three serial expansion cohorts in advanced
melanoma setting

Treatment:
Fianlimab 1600 mg + cemiplimab 350 mg IV
every 3 weeks, for up to 51 weeks Key inclusion criteria
+ Metastatic of inoperable locally
L = advanced non-uveal meianoma
1L or 2L advanced melanoma patients Primary endpoint - 218 years of age
who have never received anti-PD-(L)1 « ORR per RECIST 1.1 criteria - ECOGPSof0or1

+ Alieast one lesion measurable
by RECIST 1.1

2023 ASCQ

Significant durable response with fianlimab
(anti-LAG-3) and cemiplimab (anti-PD-1) in
advanced melanoma: post adjuvant PD-1 analysis

Omid Hamid,! Karl D Lewis,? Amy Weise,’ Meredith McKean,* Kyriakos P Papadopoulos,® John Crown,” Sajeve
S Thomas,” Eugenia Girda,® John Kaczmar, Kevin B Kim,' Nehal J Lakhani," Melinda Yushak,'? Tae Min Kim,?
Guilherme Rabinowits, Alexander Spira,'* Jayakumar Mani,"*Fang Fang, ' Shuquan Chen,'* JuAn Wang,'®
Laura Brennan,'* Viadimir Jankovic,'* Anne Paccaly,"® Sheila Masinde, ' Mark Salvati,'* Matthew G Fury,”®
Israel Lowy, " Giuseppe Gullo*®

Secondary endpoints

- PFS

1L advanced melanoma patients * DoR
who have never received anti-PD-(L)1 « DCR
S Saay + Uveal melanoma
. PK + Prior treatment with a LAG-3
targeting agent
=18) + Radiation therapy within
; o oatibnte o 2 weeks priorto enroliment
21 ASCO QIR v o ASCO h prior Luchibas

rapy!, including

Key exclusion criteria

ASCO

Tumor response by cohort

Rksponss andpolits Progression-free survival
) (n=18)
Median follow-up (IQR), months 20.8 (11.2-30.8) 11.5(8.9-13.9) 9.7 (4.8-14.1)
Treatment exposure, median (IQR), weeks 37 (20-81) 35 (15-51) 23 (12-37)
ORR, (n) 63% (25) 63% (25) 56% (10)
95% CI for ORR (46-77) (46-77) (31-79)
DoR, median (95% Cl), months NR (12-NE) NR (NE-NE) NR (6-NE)
DCR, (n) 80% (32) 80% (32) 67% (12)
95% Cl for DCR - (64-91) 64-91) (41-87)
Best overall response, (n)
CR 15% (6) 13% (5) 6% (1)
PR 48% (19) ~50% (20) 50% (9)
sD 18% (7) 18% (7) 1% (2)
PD 15% (6) 15% (6) 28% (5)
NE 5% (2) 5% (2) 6% (1)
KM-estimated PFS, median (95% Cl), months 24 (4-NE) 15 (7-NE) 12 (1-NE)

Prior adjuvant PD-1 treatment* Cohorts MM1* + MM2* + MM3*
Advanced melanoma (N=98)

KM-estimated PFS, median (95% Cl), months 15 (9-NE)

', event-free ity at 12 months,
Baseline ¢ (95% CI) v 52% (41-62)

52%

(12-month even-{rea estimate)

Probability of PFS

CRat
Week 70
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Study design: three serial expansion cohorts in advanced
23 ASCO melanoma setting

Treatme
Significant durable response with fianlimab b M bl A

S = 2 every 3 weeks, for up to 51 weeks’ Key inclusion criteria
(anti-LAG-3) and cemiplimab (anti-PD-1) in : "N © tastate o ngparale caly
advanced melanoma: post adjuvant PD-1 analysis 1L or 2L adva Primary endpoint

ced melanoma patients + 218 years of age

who have never received anti-PD-(L)1 « ORR per RECIST 1.1 criteria . ECOGPSof0or1
Omid Hamid,! Karl D Lewis,? Amy Weise,’ Meredith McKean,* Kyriakos P Papadopoulos,® John Crown,” Sajeve

ST Eugenia Girda,® John Kaczmar,’ Kevin B Kim,® Nehal J Lakhani," Melinda Yushak,'? Tae Min Kim,'* Secondary endpoints S :‘y:?c(lus"re:e:m measurable
Guilherme Rabinowits, Alexander Spira,' Jayakumar Mani,"®Fang Fang,"® Shuguan Chen,'* JuAn Wang,'®

Laura Brennan,'® Viadimir Jankovic,'* Anne Paccaly,'® Sheila Masinde,'® Mark Salvati,'* Matthew G Fury,'® PFS

DoR

Israel Lowy,' Giuseppe Gullo' o
Key exclusion criteria
- DCR i

1L advanced melanoma patients
who have never received anti-PD-(L)1 S
Safety + Uveal melanoma
PK + Prior treatment with a LAG-3
targeting agent
« Radiation therapy within
2 weeks prior to enroliment

T : § | Progression-free survival
Response endpoints Advanced melanoma : ' ativit heckMate- |

(N=98) ((N=355) (N=314 Prior adjuvant PD-1 treatment* Cohorts MM1# + MM2* + MM3*
Advanced melanoma (N=98)
ﬂﬂ-eslimaled PFS, median (95% Cl), months 15 (915)

Median follow-up, months

R event-free ity at 12 months,
ORR, (95% Cl) Baseline | - (95% CI) ¥ 52% (41-62)
g

DCR

DoR, median (95% Cl),
months

KM-estimated PFS, median

(95% Cl), months 52%

(12-month even-{rea estimate)
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Study design: three serial expansion cohorts in advanced
23 ASCO melanoma setting

Treatment:
Significant durable response with fianlimab b M bl A

. S = every 3 weeks, for up to 51 weeks' Key inclusion criteria
(anti-LAG-3) and cemiplimab (anti-PD-1) in : o - ettt o oporvecaly
advanced melanoma: post adjuvant PD-1 analysis Primary endpoint

1L or 2L advanced melanoma patients + 218 years of age

who have never received anti-PD-(L)1 « ORR per RECIST 1.1 criteria - ECOGPSof0or1
Karl D Lewis,? Amy Weise,’ Meredith McKean,* Kyriakos P Papadopoulos,® John Crown,* Sajeve : PO L
ugenia Girda,® John Kaczmar,” Kevin B Kim,'* Nehal J Lakhani," Melinda Yushak,'? Tae Min Kim,* Secondary endpoints by RECIST 1.1
Guilherme Rabinowits, * Alexander Spira,'* Jayakumar Mani, " Fang Fang,'® Shuguan Chen, ' JuAn Wang, 2
Laura Brennan,' Viadimir Jankovic,"® Anne Paccaly,' Sheila Masinde,' Mark Salvati,'* Matthew G Fury,’® « PFS

L 1 Le 1 Gi Gullo** .
phete Mo 1L advanced melanoma patients DoR
who have never received anti-PD-(L)1 « DCR
« Safety + Uveal melanoma

. PK + Prior treatment with a LAG-3
targeting agent

Key exclusion criteria

+ Radiation therapy within
h prior 2 weeks prior to enrofiment
py!, including

Safety overview in combined cohorts

Cohorts MM1#+ MM2# + MM3* Overall, the safety profile
Advanced melanoma (N=98) of fianlimab + cemiplimab
] it Wi e saik

Any grade Grade 3-5 Y

Cohorts MM1# + MM2* + MM3#
Response endpoints Advanced melanoma
(N=98)

Median follow-up, months

94% (92) 44% (43) profile of single agent
ORR, (95% CI) 33% (32) 30% (29) cemiplimab and other
anti-PD-1 agents
il 9% (17). 22% (22) Only adrenal insufficiency

16% (16) 15% (15)

- fated acverse svents, (n] rate (11%) appeared to be
DoR, median (95% Cl), y ' 65% (64) 12% (12) h'gher, ‘hag Lalle e
months Occurred in 210% of patients in either group o ool
Rash 20% (20) 7/11 cases were grade 1-2
KM-estimated PFS, median Pruritis 16% (16) All cases were successfully
(95% Cl), months | Diarrhea 15% (15) managed with steroid
__ Arthralgia 13% (13) replacement
yroidism 12% (12) E
| insufficiency 1% (11) 4% (4)
Myalgia 10% (10) 0

Only one case was
associated with treatment
discontinuation
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- Study design: three serial expansion cohorts in advanced
23 ASCO melanoma setting

Treatment:
Significant durable response with fianlimab b Mg bt L

(anti-LAG-3) and cemiplimab (anti-PD-1) in e

advanced melanoma: post adjuvant PD-1 analysis 1L or 2L advanced melanoma patients Primary endpoint ofage
who have never received anti-PD-(L)1 + ORR per RECIST 1.1 criteria
Omid Hamid,' Karl D Lewis, Amyw eise, MevemthcK ,* Kyriakos P Papadopoulos,’ John Crown,® Sajeve . AL Ioast one lestonh
rdas nB _‘.. ni."" Melinda Yushak,"? X Secondary endpoints by RECIST 1.1
uil ine ud X .‘5 umar o ing,'* U n, ' Ju Ut % %
Laura Brennan,'* Vlad imir Jankovic,'* Anne Paccaly,' Sheila Masinde,'* Mark Salvati,'* Matthew G Fury,™

. PFS
Seronl Low 7t Clumapgn Ouio 1L advanced melanoma patients * DoR
who have never received anti-PD-(L)1 « DCR
« Safety
. PK

1L advanced melanoma patients with prior
(neo)adjuvant systemic therapy', including
13/18 patients who received anti-PD-1

Conclusions

A consistent and reproducible high clinical activity was observed in three independent cohorts of patients
Tumor re who were naive to anti-PD-1 in the advanced melanoma setting:

— ORR: 61%, 95% CI: 51-71
— KM estimation of PFS: 15 months (95% CI: 9-NE)

Response endpoints

Median follow-up,

P Similar clinical activity was observed in patients treated with prior adjuvant therapies including anti-PD-1
DCR Clinical activity was observed in:

DoR, median (95%

months — Poor prognosis subgroups (high LDH, liver/visceral metastases)
KM-estimated PFS,

(95% Cl), months — Patients with high and low PD-L1/LAG-3 expression levels

The fianlimab + cemiplimab combination demonstrated an acceptable safety profile that appears similar to
that observed with cemiplimab monotherapy and other anti-PD-1 agents

Phase 3 trials of fianlimab + cemiplimab in patients with advanced melanoma (NCT05352672) and in
adjuvant setting (NCT05608291) are ongoing

verall, the safety profile
f fianlimab + cemiplimab
eatment was generally
nsistent with the safety
rofile of single agent
2miplimab and other
2ti-PD-1 agents

nly adrenal insufficiency
ite (11%) appeared to be
gher than with
2miplimab monotherapy
7/11 cases were grade 1-2
All cases were successfully
managed with steroid
replacement
Only one case was
associated with treatment
discontinuation




La 22 LINEA es ARTE

BRAF WT MUNOTERAP

Tratamiento del MELANOMA METASTASICO
—MJNOTERAPi

Vanderwalde AM, et al.J Clin Oncol 36, 2018 (suppl 15; abstr TPS9597); Ascierto PA, et al. J Clin Oncol 35, 2017 (suppl 15; abstr 9520); Menzies AM, et al. N Engl J Med 386:1668-1669, 2022; Long GV, et al Ann
Oncol 33:204-215, 2022; van Weverwijk A, de Visser KE Nat Rev Cancer 23:193-215, 2023; Maleki Vareki S J Immunother Cancer 6:157, 2018; Long GV, et al Future Oncol 18:3473-3480, 2022; Augustin RC,
Luke JJ. Cancer 129:822-828, 2023
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Tratamiento del MELANOMA METASTASICO

La 22 LINEA es ARTE

METASTASICO

22 linea MELANOMA

Vanderwalde AM, e , et al. J Clin Oncol 35, 2017 (suppl 15; abstr 9520); Menzies AM, et al. N Engl J Med 386:1668-1669, 2022; Long GV, et al Ann
Oncol 33:204-215, 202z, -215, 2023; Maleki Vareki S J Immunother Cancer 6:157, 2018; Long GV, et al Future Oncol 18:3473-3480, 2022; Augustin RC,
Luke JJ. Cancer 129:822-828, 2023
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ETING

Treatmentrelated adverse events for patients treated with RP1 combined with nivolumab (n=91)

Initial efficacy and safety of RP1 + nivolumab in frstsdeam (8] FORGTIEENG A ot xinae o)
~ _ . A Chills 34(37.4) 0 ) 0 34/(37.4)
patients with anti-PD-1-failed melanoma from Fatigue 31 (341) 222) 0 0 32(152)
z Pyrexia 26(288) ° ° 0 26(286)
the ongoing phase 1/2 IGNYTE study Nausea 2 (26.4) 0 0 0 2 (26.4)
Infivenza like iiness 12(132) 0 0 0 12(132)
Melanoma/Skin Cancers Poster Discussion Session Disrion LI LE)] ] ] WAL
+ Mostly grade 1 or 2 side effects which are of immune 1, combined with the underlying
safety profile of nivolumab
* Grade3events hof rash, immune-mediated hepatitis, enterocolitis, immune-mediated
. edema, ia, memory i aseptic meningitis, infusion-related reaction, abdominal pain, MALT
lymphoma, increased amylase, increase LFT, arthritis, arthraigia, palmar-plantar ery \esia, muscular and
rash. One Grade 4 event each of lipase d cytokine rel There was no lated Grade 5
oo ACCO event.

+ RP1 combined with nivolumab is well tolerated, including when RP1 is injected into deep and/or visceral lesions

Depth, duration & kinetics of response

Prior adjuvant 'rior anti-PD-1 other . . Primary resistance  Secondary resistance Duration of response
All patients  anti-PD-1 only than adjuvant to anti-PD1 1o anti-PD1

(n=91) (n=32) fous9) (n=38)"*

Depth of response

CR 17 (18.7) 9(28.1) 8(13.6) 3(9.4) 13(289) 4(87) 12 (24.0) 5(132)
PR 17 (18.7) 7(21.9) 10 (16.9) 8(25.0) 8(17.8)  9(19.6) 6(12.0) 11(28.9) -
sD 14 (15.4) 6(18.8) 8(13.6) 5(15.6) 5(11.1)  9(19.6) 7(14.0) 7(18.4) 1 B
i o
i i 2
PD 39 (42.9) 10 (31.3) 29 (49.2) 13 (40.6) 19(42.2) 20 (435) 24 (48.0) 12 (31.6) b g 2
ORR 37.4% 50.0% 30.5% 34.4% 46.7% 28.3% 36.0% 42.1% :
+ Theoverall objective fesponserate (ORR)was 37.4% o
+ ORRof at least28.3' all subgroups analyzed, including in patients: -
2 " - S [
+ Having failed anti-CTLA-4 therapy as well as anti-PD1 therapy (34.4% ORR) :;i?:;g;’:: &?&'&?m"{:ﬁf xz’:czzﬁ" Wil 2530 ¥ pelanth
*  With Stage IVM1b/c disease (28.3% ORR) . were seen across di tages, g pl . generally durable, and often deepen over time,
+  Who progressed while on prior adjuvantanti-PD1 therapy (50% ORR) responses in patients with stage IVM1b/c disease indicative of systemic overall benefit

«  With both primary resistance (36.0% ORR) and secondary resistance (42.1% ORR) disease
+  Activity seen in both BRAF wild-type & mutant patients, and patients with PD-L1 positive & negative disease (see poster)

85% of responses are ongoing, with 71% of responders out over 1
year from starting therapy

w3ASCO R ASCO =

2023 ASCO m sreseareo s Mario Sznol, MD
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Safety

Treatmentrelated adverse events for patients treated with RP1 combined with nivolumab (n=91)

Initial efficacy and safety of RP1 + nivolumab in fstand ooy b e L ok Xinde et frsi)
- Z . 4 Chils 34 (37.4) 0 ) 0 34/(37.4)
patients with anti—-PD-1-failed melanoma from Fatigue 31(38.1) 202) 0 0 32(352)
z Pyrexia 26(288) [ (] (] 26(286)
the ongoing phase 1/2 IGNYTE study Nausea 2 (26.4) 0 0 0 2 (26.4)
Infiuenza fike Winess 12(132) (] (] (] 12(132)
Melanoma/Skin Cancers Poster Discussion Session Dishose 0110 L ] ] 1000
+ Mostly grade 1 or 2 side effects which are of immune 1, combined with the underlying
safety profile of nivolumab
* Grade3events hof rash, immune-mediated hepatitis, enterocolitis, immune-mediated
. edema, ia, memory i aseptic meningitis, infusion-related reaction, abdominal pain, MALT
lymphoma, increased amylase, increase LFT, arthritis, . palmar-plantarery \esia, muscular and
rash. One Grade 4 event each of lipase d cytokine rel There was no lated Grade 5
ASCO ASCO event

+ RP1 combined with nivolumab is well tolerated, including when RP1 is injected into deep and/or visceral lesions

‘rior anti-PD-1 other s Primary resistance ~ Secondary resistance
CR 17 (18.7) 9(28.1) 8(136) 3(9.4) 13(28.9) 4(8.7) 12 (24.0) 5(13.2)
PR 17 (18.7) 7(21.9) 10 (16.9) 8(25.0) 8(17.8) 9(19.6) 6(12.0) 11(28.9)
SD 14 (15.4) 6(18.8) 8(13.6) 5(15.6) 5(11.1) 9(19.6) 7 (14.0) 7(18.4)
PD 39 (42.9) 10 (31.3) 29 (49.2) 13 (40.6) 19(42.2) 20 (43.5) 24 (48.0) 12 (31.6)
ORR 37.4% 50.0% 30.5% 34.4% 46.7% 28.3% 36.0% 42.1%

Systemic responses & effects in uninjected lesions

+ Systemic effects were seen across the entire disease burden, with
response of:

+ Visceral lesions following both deep and superficial injection
+ Bulky lesions

+  Upto >20cm of total tumor burden and up to >10cm of uninjected
disease

+  70.4% of responding patients had lesions which were not injected,
including patients where only a small minority of lesions were injected

+ The ORR on the basis of non-injected lesions only was 25.9%

The overall objective fesponse rate (ORR) was 37.4%

+ ORR of at least 28.3% in all subgroups analyzed, including in patients:
+  Having failed anti-CTLA-4 therapy as well as anti-PD1 therapy (34.4% ORR)
«  With Stage IVM1b/c disease (28.3% ORR)
*  Who progressed while on prior adjuvantanti-PD1 therapy (50% ORR)
«  With both primary resistance (36.0% ORR) and secondary resistance (42.1% ORR) disease
+  Activity seen in both BRAF wild-type & mutant patients, and patients with PD-L1 positive & negative disease (see poster)

2023 ASCO m sreseareo s Mario Sznol, MD

ASCO

et O b B

Response of individual injected (red lines) and uninjected lesions (blue lines) for
responding patients, showing similar depth, durability and kinetics of response

2023 A§CQ m s

v Mario Sznol, MD
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Algoritmo tratamiento de los SARCOMAS 2023 Rinils

TRATAMIENTO

ESMO Guidelines
There is no formal
demonstration that multiagent
chemotherapy is superior to
single-agent chemotherapy
with doxorubicin alone in terms
of overall survival.

GEIS Guidelines

Polychemotherapy schemes

Doxorrubicina
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1. Derbel O, Heudel PE, Cropet C, Meeus P, Vaz G, et al. (2017). Muss HB, Cancer 1985; 2. Edmonson JH, J Clin Oncol 1993; 3. Antman L, J Clin Oncol 1993; 4. Santoro A, J Clin Oncol 1995; 5. Le Cesne A, J Clin Oncol 2005; 6. Lorigan P, J Clin Oncol 2007; 7. Fayette J, invest  S/10uld only be used in the
New Drugs 2009; 8. Judson |, Lancet Oncol 2014; 9. Seddon BM, Lancet Oncol 2017; 10. Ryan CW, J Clin Oncol 2016; 11. Tap W, Lancet Oncol 2017; 12. Juan de Ferré A, Alvarez R, Casado A. et al. Clin and Translat Oncol 2021; 23: 922-930; 13. Pautier P, Italiano S, A, Piper context of a clinical trial.
no-Neumann C, et al Annals of Oncology (2021) 32 (suppl_5): $1283-5S1346; 14.



Algoritmo tratamiento de los SARCOMAS 2023 | g!!

v GIST > IMATINIB

LIPO MIXOIDE / CLS REDONDAS - TRABECTEDINA

TUMORES DESMOIDES > SORAFENIB, PAZOPANIB, IMATINIB, MTX LD - VINBLASTINA
TUMOR FIBROSO SOLITARIO - PAZOPANIB, SUNITINIB, TEMOZOLAMIDA + BEVACIZUMAB
DERMATOFS PROTUBERANS - IMATINIB

PEComas - INHIBIDORES mTOR

MIOFIBROBLAST INFL ALK-TR - CRIZOTINIB

SARC ALVEOLAR P BLANDAS - CEDIRANIB, SUNITINIB - NIVOLUMAB
SARCOMA DE CELULAS CLARAS - SUNITINIB + NIVOLUMAB
SARCOMA EPITELIOIDES - TAZEMOSTAT

PNSMT > TAXANOS

TRATAMIENTO

ESMO Guidelines
There is no formal
demonstration that multiagent
chemotherapy is superior to
single-agent chemotherapy
with doxorubicin alone in terms
of overall survival.

GEIS Guidelines
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no-Neumann C, et al Annals of Oncology (2021) 32 (suppl_5): $1283-5S1346; 14.
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New Drugs 2009; 8. Judson |, Lancet Oncol 2014; 9. Seddon BM, Lancet Oncol 2017; 10. Ryan CW, J Clin Oncol 2016; 11. Tap W, Lancet Oncol 2017; 12. Juan de Ferré A, Alvarez R, Casado A. et al. Clin and Translat Oncol 2021; 23: 922-930; 13. Pautier P, Italiano S, A, Piper context of a clinical trial.
no-Neumann C, et al Annals of Oncology (2021) 32 (suppl_5): $1283-5S1346; 14.
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Doxorrubicina

— o Ifosfamida altas
dosis

TRATAMIENTO
SISTEMICO

Doxorrubicina

V)
<
)]
=z
<
—l
(a 8]
9p)
Ll
I—
oc
X
<
=
o
O
oc
<
Vp)

1. Derbel O, Heudel PE, Cropet C, Meeus P, Vaz G, et al. (2017). Muss HB, Cancer 1985; 2. Edmonson JH, J Clin Oncol 1993; 3. Antman L, J Clin Oncol 1993; 4. Santoro A, J Clin Oncol 1995; 5. Le Cesne A, J Clin Oncol 2005; 6. Lorigan P, J Clin Oncol 2007; 7. Fayette J, Invest
New Drugs 2009; 8. Judson |, Lancet Oncol 2014; 9. Seddon BM, Lancet Oncol 2017; 10. Ryan CW, J Clin Oncol 2016; 11. Tap W, Lancet Oncol 2017; 12. Juan de Ferré A, Alvarez R, Casado A. et al. Clin and Translat Oncol 2021; 23: 922-930; 13. Pautier P, Italiano S, A, Piper
no-Neumann C, et al Annals of Oncology (2021) 32 (suppl_5): $1283-51346; 14.

ESMO Guidelines

There is no formal
demonstration that multiagent
chemotherapy is superior to
single-agent chemotherapy
with doxorubicin alone in terms
of overall survival.

GEIS Guidelines

Polychemotherapy schemes
should only be used in the
context of a clinical trial.



Algoritmo tratamiento de los SARCOMAS 2023 ﬁgi

NEOADYUVANCIA‘ el MUltiples opciones

v" RADIOTERAPIA- evitar la QT si solo es para control de margenes
v" > CONSIDERARLA SIEMPRE QUE SE PLANEE RADIAR POSTOP
v > PACIENTES INAPROPIADOS QT / GRADO BAJO-INTERMEDIO / HISTOLOGIAS QUIMIORESISTENTES

TRATAMIENTOS ESPECIFICOS - potenciales opciones de tratamiento (stay tunned!)

TRABECTEDINA - tratamiento especifico para LIPOSARCOMA MIXOIDE / DE CELULAS REDONDAS
DOXORRUBICINA + IFOSFAMIDA-HD - tratmiento neoadyuvante “estandar” si se pretende reducir el volumen
DOXORRUBICINA 75 - en el caso de pacientes inapropiados para IFOSFAMIDA HD

D R N NN

v QUIMIO-RADIOTERAPIA - parece que es major que DOXORRUBICINA/DOXORRUBICINA-IFOSFAMIDA HD en grado alto quimiosensibles
v = “sandwich” con DOXORRUBICINA + I[FOSFAMIDA HD
v’ > concomitante con GEMCITABINA
v’ = concomitante con IFOSFAMIDA HD
v > concomitante con TRABECTEDINA
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1. Derbel O, Heudel PE, Cropet C, Meeus P, Va
New Drugs 2009; 8. Judson |, Lancet Oncol 201
no-Neumann C, et al Annals of Oncology (2021



SARCOMA LOCALMENTE AVANZADO:

éQué objetivos busco con la eleccion del tratamiento?

Objetivo 12:
resecabilidad,

evitar amputacion,

margenes
correctos, menor

morbilidad

Objetivo 12 pCR

Objetivo 22 PFS:
evitar/retrasar M1

o . Toxicidades
Objetivo 22 OS: Calidad de vida

evita r/retrasar muerte

RESECABILIDAD




Tratamiento del SARCOMA NEOADYUVANTE

>% @ Histotype-tailored neoadjuvant chemotherapy versus
standard chemotherapy in patients with high-risk soft-tissue
sarcomas (ISG-STS 1001): an international, open-label,

randomised, controlled, phase 3, multicentre trial - -
Disease-Free Survival (DFS) | |

Overall Sunvival (0S) |

Jean-Yes Blay, Oscar Tendero, Robert Dicz Beveridge,

i , Corlo Movosi, Sdvia Bagué, A B
Jean Michaile Coindre, Angalo Paclo Dei Tos, Piero Picci, Paolo Bruzzi, Paclo Giovanni Casall 100+ — Standard dﬂmﬂhﬂaw 100+
— Histotype-tailored chemotherapy M
—+ Censored T
80 —— Censored 80 PR,
z *
; : Z ., _
histology-tailored chemo x 3 -> Surgery +RT o N g ol L.
MLPS: Trabectedin : ’ :
LMS: GEM + DTIC P 3 40
R UPS: GEM + TAX i é
Synovial Sa: HD-IFX = ™
" MPNST: IFX + ETO HR2.00 (95% 1 1:22-326); p=0.006 HR 2687 (95% C11:104-6.840); p=0.034
* highgiads , 5 % % b T % 2 P
. dgeply seated epiADM+IFX x 3 -> Surgery +RT Time o relape (montfs) Time to death (months)
= >ocm

NEOADYUVANCIA: decisién individual compartida con el paciente y determinada en un Comité multidisciplinar
* Nivel de evidencia de ESMO es IIB.
* Siempre basada en epirrubicina-ifosfamida

° RT concomitante en casos seleccionados
Gronchi A et al. Lancet Oncol 2017



Tratamiento del SARCOMA NEOADYUVANTE

v" RADIOTERAPIA: sin quimioterapia si se pretende controlar margenes; opcién para pacientes unfit para QT, grado histoldgicos
bajo- intermedio, histologias quimio resistentes
v TRATAMIENTOS ESPECIFICOS: stay tunned!
v' QUIMIOTERAPIA:
v" TRABECTEDINA : para liposarcoma mixoide/sarcoma de células redondas
v" DOXORRUCINA + IFOSFAMIDA-HD : tratamiento estandar si se pretende reducir el tamafio tumoral
v' DOXORUBINA 75 : para pacientes unfit para ifosfamida-HD
v' QUIMIO-RADIOTERAPIA: probablemente mejor que doxorrubicina o incluso que doxorrubicina e ifosfamida-HD en tumores de
alto grado quimiosensibles
v opcion de ‘sandwich’ con doxorrubicina e ifosfamida_HD
v concomitante con gemcitabina, ifosfamida-HD o trabectedina

Sanfilippo R, et al. Ann Surg Oncol 2011; EurJCancer; 2001; 37:1096-103; Ann Oncol 2016. Cancer 2012



2023 ASCO
AHPEAEMEEING RECIST radiological responses

A phase Ill randomized trial on neo-adjuvant chemotherapy
in high-risk soft tissue sarcomas (ISG-STS 1001):
feasibility and activity

of concurrent chemotherapy and radiation therapy ALL (N=265) pre-op ChT and RT pre-op ChT alone and post-op RT
( 33) { 32)
Elena Palassini; Sara P ; Palmerini; Vittorio Quagliuolo; Javier Martin Broto; Antonio Lopez Pousa; = _Partial response (PR) 4 15.1% 77 [203%) 13 [o3%] p=0.023
Giovanni Grignani; Antonella Brunello; Jean-Yves Blay, Oscar Tendero; Roberto Diaz Beveridge; Virginia Ferraresi; Stable disease (SD) 202 76.2% 92 [69:2%)] 110 [833%9
Iwonna Lugowska; Valeria Fontana; Giuseppe Bianchi; Silvia Stacchiotti; Angelo Paolo Dei Tos; Paolo Verderio; Paolo - _
Giovanni Casali and Alessandro Gronchi Progressive disease (PD) 23 8.7% 14 10.5% 9 6.8%

201 ASCO s o Passb, WD ASCO

Treatment received: surgery and RT

ALL pre-op ChT alone and post-op RT
(N=141)
Surgery
— yos 285 99.3% 144 141 T00%
no 1 0% 1 1) (3
NA 1m0 1 0 00%
Type of surgery
= conservative 2718 96.9% 140 138 £
24%
demoinve - ) 2 Treatment received: ChT
Margins
RO 235 81.9% "9 81.5% 16 823%
R o 16.4% 2 16.4% 2 163%
R2 2 0.7% o 0.0% 2 14%
missing of NA| 3 1.0% 3 21% 0 0.0%
RT completation L (N=287) pre-op ChT and RT p ChT alone and post-op RT
— yos 275 95.8% 141 134 46) 1)
no 12 a2% s 7 s0%
e ChT completation
e
ChT completed per protocol 260 90.6% 127 8% 133 94.3%
== _median, Gy (1QR, Gy) 50 (50:50) cht com;alad ey cycles 8 28% 7 4.8% 1
= CnT discontinued 19 66% 12 7
* Patient progressed with distant relapse during nea-acf ChT
= Pakrt bt oF) Reason for discontinuation
—> toxicity (SAE) 139 45% (31%) 8 (6 [55% @4 5 @) 35% 8%
consent withdrawn 2 0% 1 0% 1 0.7%
2023 ASCO  [EIRITRRY oo o Shra P, WO ASC progression 4 1.4% 3 2% 1 0.7%
ChT reduction (> 25%) ™
no 220 821% 104 116
— yes 48 17.9% 30 18

* All SAE were related to haemstological toucities
** 19 patients who discontinued ChT were excluded

2021 ASCO mesewres o Elera Palassini, MD




2023 ASCO
AHPEAEMEEING RECIST radiological responses

A phase Ill randomized trial on neo-adjuvant chemotherapy
in high-risk soft tissue sarcomas (ISG-STS 1001):
feasibility and activity

of concurrent chemotherapy and radiation therapy LL (N=265) pre-op ChT and RT pre-op ChT alone and post-op RT
( 33) { 32)
Elena Palassini; Sara Pi ; Palmerini; Vittorio Quagliuolo; Javier Martin Broto; Antonio Lopez Pousa; ® Partial response (PR) 40 15.1% 27 [203%] 13 [o3%] p=0.023
Giovanni Grignani; Antonella Brunello; Jean-Yves Blay; Oscar Tendero; Roberto Diaz Beveridge; Virginia Ferraresi; Stable disease (SD) 202 76.2% a2 69.2%)] 110
Iwonna Lugowska; Valeria Fontana; Giuseppe Bianchi; Silvia Stacchiotti; Angelo Paolo Dei Tos; Paolo Verderio; Paolo - - - -
Giovanni Casali and Alessandro Gronchi Progressive disease (PD) 23 8.7% 14 10.5%] 9 6.8%
Dimensional change on maximum diameter
2021 ASCO e e P, MO ASCO 2
pre-opChTand RT S———— pre-op ChT alone and post-opRT
Treatment received: surgery and RT z S
i i
1 3
ALL 3 * Y
Surgery 5 " 8 u
— yos 285 99.3% 141 100%
o i o o o B “
NA ke 0.3% 0 0.0% oy <
Type of surgery e EET XX ETIEL T R LR T
= conservative 2718 138 £ e Poartionter
damotive T 3 Treatment received: ChT
Margins.
RO 235 81.9% "9 81.5% 16 82.3%
R & e 2 foan PO
R2 2 0.7% ] 0.0% 2 14%
missing of NA 3 1.0% 3 21% 0 0.0%
RT completation L (N=287) pre-op ChT and RT p ChT alone and post-op RT
— yes 275 95.8% 141 134 46) 1)
;‘;M 2 2% £ L ChT completation
=
cnT tocol 260 90.6% 127 87% 133 94.3%
== _median, Gy (1QR, Gy) 50 (50:50) c:'r ﬁﬁ'"mﬁ?iiiﬁ ey :;Zu 8 28% 7 4.8% 1
==b CNT discontinued 19 6.6% 12 7
* Patient progressed with distant relapse during nea-acf ChT
* Patient lostto FU Reason for discontinuation
= toxicity (SAE) 13 (@ 45% (31%) 8 (5 5 (4)
consent withdrawn 2 07% 1 0.7% 1 0.7%
BASCO ool progression ‘ 14% 3 2% : or%
ChT reduction (> 25%)
no 220 82.1% 104 16
— yes 48 17.9% 30 18

* All SAE were related to haemstological toucities
** 19 patients who discontinued ChT were excluded

202 ASCO s . Elera Palassin, MO




2023 ASCO

ANNUAL MEETING

RECIST radiological responses

A phase Ill randomized trial on neo-adjuvant chemotherapy
in high-risk soft tissue sarcomas (ISG-STS 1001):
feasibility and activity

of concurrent chemotherapy and radiation therapy

ALL (N=265) * pre-op ChT and RT pre-op ChT alone and post-op RT
(N=133) (N=132)

Elena Palassini; Sara P! ; Palmerini; Vittorio Quagliuolo; Javier Martin Broto; Antonio Lopez Pousa; = _Partial response (PR) 40 151% 27 [203%] 13 [e8%] p=0.023
Giovanni Grignani; Antonella Brunello; Jean-Yves Blay; Oscar Tendero; Roberto Diaz Beveridge; Virginia Ferraresi; Stable disease (SD) 202 76.2% o2 59 2%) 110 3339

Iwonna Lugowska: Valeria Fontana; Giuseppe Bianchi; Silvia Stacchiotti; Angelo Paolo Dei Tos; Paolo Verderio; Paolo —

Giovanni Casali and Alessandro Gronchi Progressive disease (PD) 23 8.7% 14 10.5%] 9 6.8%

In conclusion

= Concurrent pre-op ChT and RT was confirmed to be feasible, in terms of G3/G4 haematological toxicities and

acute RT-related toxicities, with a limited increased rate of post-op local complications. A high ChT DI (>90%)
was achieved.

= A modest, statistically significant, increased number of PRs was found with pre-op ChT and RT, with some
differences across histologies

= When pre-op RT would be selected, ChT can be added safely, with a view to preservation of function, quality of
margins and surgical ease



SARCOMA METASTASICO:
éQué objetivos busco con la eleccién del tratamiento?

\

- LARGOS RESPONDEDORES,
Toxicidades

| Calidad de vida LARGOS SUPERVIVIENTES
Objetivo 12: ” N

Alta tasa de

respuestas o
h4ALLAJEELE 4

Respuestas
duraderas, OS
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Tratamiento del SARCOMA METASTASICO

CENTROS DE REFERENCIA CON EXPERIENCIA

= Expert hospitals
w— General hospitals

Log-rank test : p = 0.008

Probabisty of progrsssion ires survies

30

36

42

48 54 60 66 72 7 84 80 96 102
Months

— Nor-adherant ta CPGs

= atnerent 10 CPGs

Log-rank test : p = < 00001

100

ESMO Guidelines
Progression free survival There is no  formal
demonstration that multiagent
chemotherapy is superior to
N single-agent chemotherapy
4 with doxorubicin alone in
terms of overall survival.

GEIS Guidelines

B Polychemotherapy schemes
should only be used in the
context of a clinical trial.

T T T T T L'L T T 1 (months)
0 2 4 6 8 10 12 14 16
N Number of patients at risk : Treatment
43 30 20 10 6 5 1 0 Doxo
43 27 18 13 10 5 3 1 Trab_24hrs
47 26 16 11 6 4 0 0 Trab_3hrs

12 LINEA: DOXORRUBICINA (antraciclina + Ifosfamida en determinadas situaciones)
sigue siendo el estandar de tratamiento para pacientes no tributarios de reseccion
(ensayos en marcha para los diferentes subtipos).

Derbel O, Heudel PE, Cropet C, Meeus P, Vaz G, et al. (2017) PLOS ONE 12(2): e0158406; Muss HB, Cancer 1985; Edmonson JH, J Clin Oncol 1993; Antman L, J Clin Oncol 1993; Santoro A, J Clin Oncol 1995; Le Cesne A, J Clin Oncol 2005; Lorigan P, J Clin Oncol 2007;
Fayette J, Invest New Drugs 2009; Judson |, Lancet Oncol 2014; Seddon BM, Lancet Oncol 2017; Ryan CW, J Clin Oncol 2016; Tap W, Lancet Oncol 2017;



Tratamiento del SARCOMA METASTASICO

FIRST LINE OF ADVANCED DISEASE (STS):
Which is the therapeutic goal in each patient?

Asymptomatic patient
No surgical rescue options

Is surgery potentially

Is the patient symptomatic? fonsible?

Maximize options of response> Chemo combinations

Epi/Doxo + ifosfamide (ORR 26%)’
Doxo+ DTIC (LMS), (ORR 30.9%)?
Doxo+Trabectedin (LMS) (ORR 36%)3

Doxorubicin monotherapy

Palliative RT

Palliative surgery Surgery of residual
RT/ILP primary tumor disease

Close follow-up

1. Judson | et al. Lancet Oncol 2014
2. D’Ambrosio L et al. Cancer 2020

3. Pautier Pet al. Lancer Oncol 2022

ESMO Guidelines

There is no formal
demonstration that multiagent
chemotherapy is superior to
single-agent chemotherapy
with doxorubicin alone in
terms of overall survival.

GEIS Guidelines

Polychemotherapy schemes
should only be used in the
context of a clinical trial.

(months)
16
Treatment
Doxo
Trab_24hrs
Trab_3hrs

minadas situaciones)
butarios de reseccion
bntes subtipos).

Derbel O, Heudel PE, Cropet C, Meeus P, Vaz G, et al. (2017) PLOS ONE 12(2): e0158406; Muss HB, Cancer 1985; Edmonson JH, J Clin Oncol 1993; Antman L, J Clin Oncol 1993; Santoro A, J Clin Oncol 1995; Le Cesne A, J Clin Oncol 2005; Lorigan P, J Clin Oncol 2007;

Fayette J, Invest New Drugs 2009; Judson |, Lancet Oncol 2014; Seddon BM, Lancet Oncol 2017; Ryan CW, J Clin Oncol 2016; Tap W, Lancet Oncol 2017;



Treatment Schema — Stage 1

Enroliment
fconsent fconsent

A single-arm, open-label phase 2 trial of
doxorubicin plus zalifrelimab, a CTLA-4 inhibitor,
with balstilimab, a PD-1 inhibitor in patients with

Primary endpoint scan

advanced/metastatic soft tissue sarcomas

Research Correlative Samples: Research Correlative Samples:

Tumor Biopsy: Sreening, C205, progression {optionai) avn Tumor Biopsy: Screening, €205, progression (optional)
Periy | Ble reenis el ion " eripheral creening rogression

Breelyn A. Wilky, MD ioheral Biood: Screening, C201, C205, CADL, progressios Peripheral Blood: Screening, C201, C205, CAD1, prog

University of Colorado School of Medicine

3 ASCO  [RIRY o = B A WSy, D nsent

Results — Primary Endpoint

mPFS (weeks) 31.7[24-NA]  235[11-NA]

ORR 56.2(30-80)  7(0-3¢4]

PFS rate at 6 months (N=28):
46.4% [95% CI 28-66]
* Fail to reject null

DCR 88 (62-96) 71 [42-92)

Progression-free survival

PFS probability

Median PFS:
24 .4 weeks [23.4 —72.9]

Stage 2

~+ all subjects

0 25 50 75 100
Weeks post baseline scan

Number at risk (number of events)

all subjects. [30 ©) 9(15) 3(19) 2 (20)

0 25 50 75 00 Median OS
Weeks post baseline scan 63 weeks [50-120]

203 ASCO

223 ASCO [P e m B A Wiy 0, U

Median follow up time:
95 weeks [84.3 — NA]

OS probabilty

50 7 100 125 150
Weeks post baseline scan
Number at risk (number of events)
alsuecs DO(0)  23(5) 14(9) 9(14) 4(18) 2(18) 0(20)
50 75 100 125 150
Weeks post baseline scan

200 ASCO  [EERRY e S A Y D ety of Gl ASCO =z

Asco pmmm e, W ey ASCO



A single-arm, open-label phase 2 trial of
doxorubicin plus zalifrelimab, a CTLA-4 inhibitor,
with balstilimab, a PD-1 inhibitor in patients with

advanced/metastatic soft tissue sarcomas

Breelyn A. Wilky, MD
University of Colorado School of Medicine

Treatment Schema — Stage 1

Enroliment
fconsent

Research Correlative Samples:
Tumor Biopsy: Screening, C2D5, peogression {optional)
Peripheral Blood: Screening, C201, C205, CADL, progression

Treatment Schema — Stage 2

les:
205, progression (opti
'8, €201, €205, CAD1, progr

2 ASCO QIR oo = T Wy ey st AS o

ASCO =

Results — Primary Endpoint

mPFS (weeks) 31.7[24-NA]  235[11-NA]

ORR

$62(30-80)  7[0-34

PFS rate at 6 months (N=28): .
46.4% [95% CI 28-66] i R
* Fail to reject null - -

88 (62-96) 71 42-92)

Progression-free survival

PFS probability

Median PFS: 2 Stage 2
24 .4 weeks [23.4 —72.9]

5 %0 75 100
Weeks post baseline scan

Conclusions

Number at risk (number of events)

all subjects. lya © 9 (15) 3(19) 2 (20) 121)
0 100

25 50 75
Weeks post baseline scan

» Combination doxorubicin/zalifrelimab/balstilimab 25 P o oo ASCO sz
demonstrates intriguing early efficacy signals and expected
toxicity

* CTLA-4 appears to impart benefit in combination with
chemotherapy and PD1 therapy

» Additional work is critical to understand impact of ICI “priming”
cycle, biomarkers/mechanism of response/resistance

» Preclinical modeling and patient correlates

Asco pmmm e, W ey ASCO



2023 ASCO

UCLH
ANNUAL MEETING 5 - @
ImmunoSarc2: A Spanish Sarcoma Group (GEIS) phase
Ib trial of doxorubicin and dacarbazine plus nivolumab in
first line of advanced leiomyosarcoma

Javier Martin-Broto!, Roberto Diaz-Beveridge?, David Moura!, Rafael Ramos®, Javier Martinez-
Trufero?, Irene Carrasco®, Antonio Lopez Pousa®, Enrique Gonzélez’, Antonio Gutierrez®, Claudia
Valverde‘ Josefina Cruz9 Nadia Hindi*

Son Espases:
Sanet. 5 Hoseite 7 12 de Gensrs:
dHeoron, 5 Hospisl Uniwerstano ce Gananas

=mASCO ez

Resuts2 Toxicity Evaluation: TREAES (n=20, but 3 too early)
TREAES Any grade Grade 12 Grade 3 Grade 4 Grade §
Anemia 10 (50.0%) 6(30.0%) 4(20.0%) 0
Neutropenia 8 (40.0%) 2(10.0%) 3(15.0%) 3(15.0%) o
Leukopenia 6(30.0%) 3(15.0%) 2(10.0%) 1(5.0%) o
Thrombocytopenia 4(20.0%) 3(15.0%) 1(5.0%) o [
Lymphocytosss. 1(5.0%) 1(5.0%) 0 0
Febrie 1(5.0%) 1(5.0%) o 0

9 (45.0%) 8 (40.0%) 1(5.0%) o [

Alopecia B8(40.0%) 7(35.0%) 1(5.0%) o o

N 7(35.0%) 7(35.0%) 0 0 0
Skininail aterations. 4(200%) 4 (20.0%) o o 0

ALT increased 4(20.0%) 4(200%) 0 o o
Dysgeusia 3(15.0%) 3(15.0%) 0 o o
Drarrhea 3(15.0%) 3(15.0%) 0 0 o
Constipation 3(15.0%) 3(15.0%) 0 o 0
Vomiting 2(10.0%) 2(10.0%) o o 0
Pain 2(10.0%) 2(10.0%) [ o o
Mucositis oral 2(10.0%) 2(10.0%) 0 o 0
2(10.0%) 2(10.0%) 0 0 o

Blood bilrubin increased 2(10.0%) 1(5.0%) 1(5.0%) 0 0
2(10.0%) 2(10.0%) 0 o o

AST increased 2(10.0%) 2(10.0%) 0 o 0
Pneumonitis 1(5.0%) 1(5.0%) 0 o 0

GGT increased 1(5.0%) 0 1 (5.0%) o [
Fever 1(50%) 1(5.0%) o 0

No DLTs were reported. No toxic deaths. 2 drug-related SAEs (hospitalization): G2 fever and G3 febrile neutropenia.
1 lated event: G1
R
2520

Conclusions
* The combination of Doxorubicin 75 mg/m?/d d1+ DTIC 400 mg/m?/d d1-2 + Nivolumab
360 mg on day2 + GCSF every 21 days (RP2D) is feasible and well tolerated.

« The preliminary activity is encouraging (seemingly improving historical
efficacy/outcomes) as systemic upfront line in advanced LMS patients.

+ Asignificant correlation is found between % increase of HMGB1 and a longer PFS,
probably indicating an activation of ICD.

Future designs will be focused on the i of the mai strateqy.

L IMMUNOSARC TRIAL cohort 7b

.- Phase Ib trial with 2 dose-levels: (3+3 design' with a minimum of 20 evaluable patients in RP2D)
* Level O:Doxorubicin 75 mg/m?/d d1+ DTIC 400 mg/m?/d d1-2 + Nivolumab 360 mg on day 2/ 21d
. :e(jzs-’:: Doxorubicin 75 mg/m?/d d1+ DTIC 400 mg/m?/d d1-2 + Nivolumab 240 mg on day 2/ 21d
+ GCSF
-~ After 6 cycles, Nivolumab/21d during 1 year as maintenance phase

-~ Main Inclusion/Exclusion criteria:
= Anthracycline naive; Advanced centrally confirmed LMS; ECOG O-1; Measurable disease

.- Main Endpoint: To determine the MTD/RP2D based on DLTs observed during the first 21-day cycle

.- Secondary Objectives: Safety profile (CTCAE 5.0); ORR (RECIST 1.1); mPFS; mOS; Translational

RESULTS-3

Efficacy Variables

.- Median follow-up: 8 months (2-12)
.- #Cycles (combo): 94. Median: 6 (1-6)

.- ORR from 16 evaluable patients: Ed
9 PR (56.2%); 6 SD (37.5%); 1 PD (6.3%) . I
.- mPFS 8.67 months (95% Cl: 7.96-9.37) 0

.- Median to response: 1.7 months (95% CI1.1-9)

WProgression

3 50
= - < = =
2023 ASCO PYOTTRY oo o Javier Martin Broto
ANNUAL ME

RECIST 1.1 Response (N=16)

» Stbizaion W Partialresponse




Tratamiento del SARCOMA METASTASICO

12 linea

22 linea

l

32 lineay
sucesivas

B SARCOMA
ENFERMEDAID AVANZADA
« - [ SUBTIPOSTTO
Watch and Wait ¢ ¢( ESPECIFICO
. Angiosarcoma
BSC DOXORRUBICINA DOXO # Ifosfamida PECOMA
Rescate quirlrgico
| ASPS
¢ SFT
‘L CCS
TAX GEM IFX dosis Liposarcoma IMFT
DTIC GEM altas mixoide NTRKt
(LMS) (S sinovial) Sarcoma Epitelioide
Pazopanib Eribulina l
(NOLPS) (LPS) TRABECTEDINA
La 22 LINEA es ARTE
TRABECTEDINA
(L-Sarcomas)

EFICACIA

TOXICIDAD

CALIDAD DE VIDA

COSTE

DISPONIBILIDAD

ESTABILIZACION

NECESIDAD DE RESPUESTA
TRATAMIENTO DE MANTENIMIENTO

PREFERENCIAS DEL PACIENTE



Tratamiento del SARCOMA METASTASICO

BEYOND FIRST LINE OF THERAPY:
In which scenarios could we incorporate local therapies?

EFICACIA
TOXICIDAD
I rger ntiall ; -
S &ge_y_gloge el Is the patient symptomatic? _ Istherean CALIDAD DE VIDA
easipble™ oligoprogression during
systemic therapy? COSTE

. Maximize response
Short DFI, multiple nodules options Local therapy on progressing DISPONIBILIDAD

l 1 lesion (surgery, RT)

Trabectedin + RT
l NECESIDAD DE RESPUESTA

ESTABILIZACION
Disease control with
systemic therapy Trabectedin + RT

or
l Seiested|Nistofype ditmcted Maintain systemic therapy TRATAMIENTO DE MANTENIMIENTO

chemo

Surgery PREFERENCIAS DEL PACIENTE




Tratamiento del SARCOMA METASTASICO

BEYOND FIRST LINE OF THERAPY:
In which scenarios could we incorporate local therapies?

EFICACIA
TOXICIDAD
I rger ntiall 2 .
. &ge_y_gloge tially Is the patient symptomatic? . Is there an CALIDAD DE VIDA
easible: oligoprogression during
systemic therapy? COSTE
. Maximize response
Short DFI, multiple nodules options Local therapy on progressing DISPONIBILIDAD
l lesion (surgery, RT)
l ) ESTABILIZACION
bEEEss Sl Trabectydin KT NECESIDAD DE RESPUESTA
systemic therapy Trabectedin + RT l
or
l Selectsd histotype-directed Maikitain e rstemic ihacan TRATAMIENTO DE MANTENIMIENTO

chemo

Surgery PREFERENCIAS DEL PACIENTE

* Immunotherapy in NOT approved in sarcomas

* Some clue of efficacy has been described, specially in specific histologic subtypes
¢ Lack of validated predictive factors of efficacy

* Histologic subtype? (ASPS, Angio)

. TLS?

* UVinduced sarcoma? (Angio of the scalp)

* Sarcoma—> “cold” tumors

« Several strategies to potentially enhance efficacy of immunotherapy (combos)




Regimen ORR% SD% Reference

Nivolumab 5 26 D'Angelo et al. Lancet Oncology 2018

Ipi/Nivo + Cryoablation 1 26 Bui et al Clinical Cancer Research 2023 EFICACIA
Pembro/Cyclophosphamide 2 32 Toumonde et al. JAMA Oncology 2018

TOXICIDAD

Durvalumab/Tremelimumab 12 35 Somaiah et al Lancet Oncolagy 2022

Nivolumab 0 50 Ben-Ami et al. Cancer 2017 CALIDAD DE VIDA
Il PD >50%

Pembrolizumab 18 38 Tawbi et al Lancet Oncology 2017
Ipilimumab/Nivolumab 16 4 O [] PD 40-50%
Il Gy Gemcitabine/Docetaxel 18 47 36
Targeted emcitabine/Docetaxe QR oo, Corcer 2121 I PD <40% DISPONIBILIDAD
Therapy Gemcitabine/Pazopanib 11 52 31 [—

D Immunotherapy

COSTE

) ESTABILIZACION
Pazopanib 6 67 4 van der Graaf et al. Lancet 2012
Gemcitabine/Docetaxel 20 39 U i Seddon et al Lancet Oncology 2017 N ECESI DAD DE R ESPU ESTA
Doxorubicin/Placebo 18 57 Tap et al. JAMA 2020

TRATAMIENTO DE MANTENIMIENTO

Doxorubicin 47 Sk Seddon et al Lancet Oncology 2017

Cabozantinib I 7| PREFERENCIAS DEL PACIENTE

eresenten sv: Nam Bui, MD * Immunotherapy in NOT approved in sarcomas
2023
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Some clue of efficacy has been described, specially in specific histologic subtypes

Lack of validated predictive factors of efficacy
* Histologic subtype? (ASPS, Angio)
. TLS?

* UVinduced sarcoma? (Angio of the scalp)

Sarcoma—> “cold” tumors

« Several strategies to potentially enhance efficacy of immunotherapy (combos)
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A091902 Trial Design

Paclitaxel + Nivolumab
n=32

A Multicenter Phase Il Study of Cabozantinib +

Nivolumab for Patients with Advanced Angiosarcoma

Previously Treated with a Taxane

Alliance A091902

Juneko Grilley-Olson, MD

Taxane naive
Treatment
Paclitaxel until:
n=35
- PD

Recurrent/unresectable : '_‘l"o)o'clly

angiosarcoma Crossovs WS

e

Nivolumab +
Taxane pretreated Cabozantinib
n=23

223 ASCO  [EURIRRRY s = dneko Gy Oncn WO . ASCO e

Gabozantinib/Nivolumab in Angiosarcoma Cabozantinib/Nivolumab in Angiosarcoma
Summary of Response n=22 (95% Cl, 5.4 - NR
Best Objective Status (n, %)

CR 2(9%)

PR 11 (50%)

sD 3 (14%)

PD 6 (27%)

Death/No Assessment 0
ORR (CR + PR) 13 (59%:; 95% CI 47 — 90%)

Cutaneous scalp/face (n=13) 7 of 13 (54%,; 95% CI 25 - 81%)

Non-cutaneous (n=9) 6 of 9 (67%: 95% CI 30 — 93%)

L A ; Cabozantinib/Nivolumab in Angiosarcoma
(95% CI, 14.4 - NR)

Cabozantinib/Nivolumab in Angiosarcoma
Best Overall Response: RECIST v1.1
Significant responses including 2 CRs

ORR 13/22 = 59%
(95% ClI, 36 — 79%)

15t stage 8/9 (89%)

Change fom baselne (%)

Overall CBR 16/22 (73%)

. --Du|||I|I||||||||

2 ASCO [ o s Srien 0 ASCO s

OS Time (Wosthe)
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2023 ASCO A091902 Trial Design
ANNUAL MEETING

Paclitaxel + Nivolumab
n=32

A Multicenter Phase Il Study of Cabozantinib +

Nivolumab for Patients with Advanced Angiosarcoma e

Previously Treated with a Taxane n=35

Alliance A091902 Recurrent/unresectable
angiosarcoma o
Juneko Grilley-Olson, MD “
A Nivolumab +
Taxane pretreated Cabozantinib
n=23

Cabozantinib/Nivolumab in Angiosarcoma

Summary of Response n=22 C onc I us i ons

Best Objective Status (n, %)

CR 2(9%)

o N Cabozantinib + nivolumab has significant antitumor activity in taxane pretreated

s 3(14%) angiosarcoma

PD 6 (27%)

T —— . Cabozantinib + Nivolumab exceeded its primary endpoint (planned 10 2 35% ORR
ORR (CR + PR) 13 (59%; 95% CI 47— 90%) improvement)

Cutaneous scalp/face (n=13) 7 of 13 (54%, 95% C1 25 - 81%) ™ O R R 59(%)

» CBR 73%
Cabozantinib/Nivolumab in Angiosarcoma

Best Overall Response: RECIST v1.1 Median PFS (9.6 mo) double that of historic controls (4.2 mo')
Significant responses including 2 CRs

Non-cutaneous (n=9) 6 of 9 (67%: 95% CI 30 — 93%)

Responses were similar in cutaneous and noncutaneous

T The combination was well tolerated without new safety signals

(95% ClI, 36 — 79%) ‘ .
Correlative analyses and PRO-CTCAE/FACT-G are ongoing

15t stage 8/9 (89%) L -
OveerBRw ok DD|||||IIIIII Rare tumor trial accrued quickly (June — Oct 2021) through NCTN
»* A091902 taxane naive cohorts have recently completed accrual

'Jones JAMA Onc 2022




2023 ASCO Study Design (late combination cohort; LCC)

ANNUAL MEETING

Efficacy and safety of nivolumab and trabectedin in Moondt! - [ [+ ] - gus—-

pretreated patients with advanced soft tissue sarcomas Screening e r— . — .

(STS) - results of a phase Il trial of the German b et Study Design (early combination cohort; ECC)

Interdisciplinary Sarcoma Group (GISG-15, NitraSarc) e e >> - Sl ot Amendment after preplanned interim safety analysis and with new published data”
\+ ‘end of follow uf

Poter Reichardt', Dimosthenis Andreot?, Anne Flrcken?®, Thorben Grol&‘ Sle han vy w ey 3 mos, ——— T
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Wardelmann‘ Benedict Atzler™®, Disomn Sookthai'®, Daniel W Mueller'®, Danle‘ Pmk‘ gl - - ™ (22 week)
aa aa 413 dica Qw

"
maximum: :
by serm: raz, Austria. *! 16cycles intotal Arm '
oy e s e s i s ... w3989
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Krakaahaus Nordwet, Fronkfus Am Wi, Garmany. " ebos ikt b Sasrous, Bod Seoroe Garny

N = rabectedin

@ Qe dG ow  mesime
16 cyces in total

. = Nivolumab

w =Trabectedin

A AsCo oo iiode- SN
L-Sarcoma (Group A): progression-free survival
Group A: overall L-Sarcoma (Group A): progression-free survival
': thp.ff;ife;mé’é"%f" 95%Cl 2,2.:.-; Group A: overall early bination vs. late bi
Mﬂﬂ - Median PFS: 5.5 months; 95% Cl1 2.2 - - :T: b Median PFS (early). 4.4 months. 95%CI 2.‘::"::

or 6-month PFS rate: 50% Median PFS (late): 9.8 months; 95 %Cl 2.2 - 11.7

combination insufficient, if PFSR6 < 35%
combination highly promising, if PFSR6 = 55%

6-month PFS rate:
early 38%vs. late 63%

” ° " o 3 & 9 12 15 "
) Tima o pogpession o e i)
Non-L-Sarcoma (Group B): Survival A - Tt
s O prog free survival overall survival 5m & &5 §F O3 3
o Modin PES: 23 monin; 85% 1 1.8 26 Median OS: 5.6 months; 95% C1 3.5~ 8.6 OO i L-Sarcoma (Group A): overall survival
. Group A: overall early vs. late

Median OS: 8.7 months; 95% C1 13.7 - 31,3
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?Q%PUA§99 Study Design (late combination cohort; LCC)

Efficacy and safety of nivol b and trabectedin in Moo 5 - [IS
pretreated patients with advanced soft tissue sarcomas

n Pt g oo
ot and of otom:

(STS) - results of a phase Il trial of the German Moy Simw ‘ Study Design (early combination cohort; ECC)
Interdisciplinary Sarcoma Group (GISG-15, NitraSarc) i [ ] >> [I ;z;':';:‘::‘ Amendment after preplanned interim safety analysis and with new published data”
Peter Reichardt', Dimosthenis Andreou?, Anne Florcken?, Thorben Groft¢, Stephan vy w E v s, — n - n - porere s
Richter, Torsten Kessler®, Martin Kortim?, Christian A Schmidt?, Bernd K: asperg K o Folowun
Wardelmann?, Benedict Atzler®, Disom Sookthai'®, Daniel W Mueller'®, Daniel Plnk‘ "
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- iy § 8 >> S
P - nivolumab R every 3 monthn.
L A S
e
xASCO it o AR Asco= § - ivolumat
m = Trabectedin
mASCO [ et ASCO =
L-Sarcoma (Group A): progression-free survival
Group A: overall L-Sarcoma (Group A): progression-free survival
4 i Median PFS: 5.5 months; 95% C12.2 - 11.3 Group A: overall early bination vs. late bi
§ as 6-month PFS rate: 50% A =
§ o Statistical Design 5 Median PFS: 5.5 months; 95% C1 2.2 - 11.3 & b Median PFS (early) 4.4 months; 95%C12.2 -92
1 combination insufficient, if PFSR6 < 35% § o8 6-month PFS rate: 50% g o Median PFS (late): 9.8 months; 95 %CI1 2.2 - 11.7
g combination highly promising, if PFSR6 = 55% 5 " -
" ta « the striking difference between ECC and LCC in terms of PFSR6, PFS and
““S 7 = T % & E i OS seen with the combination of trabectedin and nivolumab in L-Sarcomas
ara .o . suggests synergistic activity in LCC and could be explained by increased
Nk immunogenicity resulting from pretreatment with trabectedin
Non-L-Sarcoma (Group B): Survival e
202 ASCO s . Pse Rl MO, PO prog ion-free survival overall survival
e ==« = + this may lead to new concepts in combining chemotherapy and
i w \E::Lﬁsﬁgmﬁzs: 95%Cl1.8-26 a \;MedlanOS'Sﬁmmms.BSKCI:S—ES 201 ASCO immunotherapy in different tumor types
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Lenvatinib plus pembrolizumab in
patients with advanced sarcoma

Sujana Movea, Avutu, Ping C1

Bl Moars, o . Cohm Ayl nicniodas

G Ty Secho, Kencieth SEer WikerhD. p, Sancea . Drgety

24 e e

Efficacy results

sgHpsssgpE R s s g eagy e

» PR noted in: UPS, SS,
MPNST and osteo;1
patient with angio had
a PR after 27-weeks

#A5C023 e

SS and MPNST

oAy S(rr-n o A L ehow Ju:-un o

Sunitinib + nivolumab

Martin-Broto
etal. JITC 2020

i
1
! |||III|||

Change i tumaur bosden ()

Patients

—— Cobort A — Cohort B —— Cobart C
——Cohot D ——Cohed €+ Conscrad.
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B

« Median PFS = 20 weeks cohorts

UPS

Vascular

Other (SS and MPNST)
Bone

KNOWLEDGE CONQUERS CANCER

Adverse Events

46/47(97.8%) of patients had at least one
TRAE

26/47 (55.3%) of patients had a = Gr 3 TRAE

35/47(74.4%) of patients required dose
interruption of lenvatinib, pembrolizumab or
both due to TRAE

24/47(51.1%) of patients required at least
one dose reduction of lenvatinib due to
toxicity

There was one grade 5 death event of
respiratory failure due to steroid refractory
pneumonitis and subsequent POD

Two additional patients discontinued study
due to toxicity: grade 3 htn, grade 3 LVEF
dysfunction

2023 ASCO essoncn on Tom Wel-Wu Chen, MD, PHO

s

poEnom
g -]

U

Softtissue biomposrcoms
raine omyosircoma

100- 2 Hereviiable b resgrne maing

Axitinib + pembrolizumab

Wilky et

Lancet Oncol 2016
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TRAEs
occurring in 2
20% of
patients or any
SAE event
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TAKE HOME MESSAGES MISCELANIA II: melanoma y sarcoma

- MELANOMA:

- El tratamiento adyuvante con inmunoterapia se presenta como la eleccion
estandar para pacientes IIB-IV resecado -> 10 COMBINATION TRIALS FOR GRANTED!
- En el contexto metastasico, existe una necesidad de comprender mejor la biologia
tumoral asi como los mecanismos de resistencia 12 y 22 a los tratamientos

aprobados de cara disefiar mejor los potenciales ensayos clinicos _

- SARCOMA:

- Las combinaciones de QT/otros agentes + inmunoterapia son seguras sin toxicidad
anadida

- El mejor conocimiento biolégico y gendmico de los diferentes subtipos tumorales
es necesario para poder ofrecer a cada paciente el mejor tratamiento -> KEEP ON
MOVING!
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