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Introduction

CPIs transformed the treatment of patients with
advanced cancers

Several drugs approved for treatment across many
subtypes

Next logical steps : Explore the potential of CPis, such
as PD-1/PD-L1 inhibitors, in a curative setting to
Improve patients outcome
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Objectives of systemic treatments in the early
setting

*Improve surgical outcomes (neoadjuvant setting)
*Reduce the risk of distant recurrence

*Eradication of micrometastases

*Increase response to definitive radiotherapy (cRT)

Hypothesis: Immunotherapy serves as a primer for systemic
antitumor responses, activating tumor-specific T cells that seek
out distant micrometastases.
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RATIONALE FOR NEOADJUVANT vs ADJUVANT IMMUNOTHERAPY

More tumor-infiltrating
lymphocytes expressing targets
for immunomodulatory mAbs

Tumor

More abundant source
of neoantigens for

cross-priming The tumor as a source

of immunosuppressive
factors

*Presence of TiLs that are often expressing the

targets for the immunomodulatory mAbs tese o raturora | immunosuppresive

stroma

*Abundance of tumor antigens available for cross-
priming at the time of immunotherapy.

. . . . I._ymphatic migrati_on of
*Recirculation of reinvigorated T lymphocytes out immuriogenic antge-
Aferent

of the primary tumor infiltrate to tackle iymphati
micrometastatic disease.

Lymphatic migration of
tolerogenic antigen-
presenting cells

45 Lymphatic recirculation of
suppressive T cells

Lymphatic recirculation of
invigorated antitumor

*Preclinical studies - Short course of
neoadjuvant immunotherapy significantly
improved survival compared to adjuvant

|
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RATIONALE FOR NEOADJUVANT vs ADJUVANT IMMUNOTHERAPY

More tumor-infiltrating
lymphocytes expressing targets
for immunomodulatory mAbs

Tumor

More abundant source
of neoantigens for

cross-priming The tumor as a source

of immunosuppressive
factors

*Presence of TiLs that are often expressing the

targets for the immunomodulatory mAbs tese o raturora @ 'rrncsupresie

stroma

°Abundance of tumor antlgens avallable for cross-

1 ol

Strategles combining both neoadjuvant and adjuvant dosing mlght be the
most efficacious.
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micrometastatic disease. %
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*Preclinical studies - Short course of Q’
neoadjuvant immunotherapy significantly w@ &\
improved survival compared to adjuvant O O ‘

. . . Tumor-draining lymph Tumor-draining lymph
administration e \ % K

interface \ interface
) -
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How to best combine CPIs with surgery
to reduce disease recurrence ?
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What is the acceptable degree of toxicity in a
curative setting ?

Hypohysitis
L

Uveitis and

Dry mouth orbital inflammation

Pneumonitis

Adrenal insufficiency

/ -
Rash and vitiligo Enterocolitis

Pancreatitis and
auto-immune diabetes

l Arthralgia
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Melanoma: NCT00636168

100+
90+
0+
70+

Patients Alive and without
Recurrence (96)
£$S

A Recurrence-free Survival
No. of Events/ Median RFS
Total No.  (95%C1)

m

Iplhmumab

Ipilimumab 264475 276 (19.3-372)
Placebo 323476 171 [13.6-216)

$-Yr Rate
(95% 1)
%

408 (16.0-45.6)
30.3 (26.0-34.6)

ORIGINAL ARTICLE

Prolonged Survival in Stage III Melanoma

with Ipilimumab Adjuvant Therapy

304
204 Hazaed rano foe recursence o death, Placebo
0] 076 95%C1,064-089)
PO}
e - [ T Al L3 v | 12 T 13
0 | ] 3 4 ] 3 7 :
Year
No, at Risk
lphenumyd 475 283 207 18 6L 77 B3 |
Pacebo 476 260 199 1% 133 6 0 0
L)
0:6:0
* INSTITUT
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Patients Alive [26)
s

Hazard ratio foe death, 0,72 (95.1% €1, 0.58-0.48)
Ps0.001

¥ Rate
(95%C1)
%

Ipilimumab 162747 65.4 (60.8-65.6)

No, at Risk
Iptimumad 473
Pacebo 476

&3l
L)

C Distant Metastasis-free Survival

S¥r Rate
(95% C1)

k)

389 (143-435)

No, of Events/ Median DMFS
10+ ToalNo.  (95%C))
me
4.4 (49.7-589) o BN\ tplimumab 22745 433 (355-716) 483 (34-530)
§.-. $04 PMacebo 270/476 275 {21.9-3438)
iz
S'E 2* Ipilimumab
I
i *
2 a
<
£5
gs 204 Hazaed ratio foe distant metastasis ot death,
j0d 076 553% C1064-092)
P+0,002
a T 1 T 14 T 14

Year

No, at Risk
Iphmumab 475 323 250 207 W0 91 1
Paceho 426 300 235 189 1% 82 n

-

Eggermont et al. NEJM 2016
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Subgroup Nivolumab  Ipilimumab Hazard Ratio (95% CI)
no. of events/no. of patients

All patients 154/453 206/453 — 066 (0.53-0.81)
Age :
L] <65 yr 106/333 147339 — 065 (051-0.34)
[ ] =65 yr 48/120 59/114 —_— 0.66 (0.45-0.97)
Sex
Male 997258 133269 — ! 0,68 (0.53-0.48)
Female 55/195 731184 P 0.63 (0.4-0.39)
Stage H
e 417163 s4/148 — 0.67 (0.44-1.00)
e 79204 109218 —— 0,65 (0.49-0.37)
IV M1a or M1b 25/62 35/66 e 0.63 (0.38-1.05)
R W MIc 3/20 821 ————e 100 (0:37-268)
Checkmate 238 Study Design Not repored 112 a0 ;
Ulceration in stage 11 :
Absent 58/201 94216 — 059 (0.42-0.82)
Present 507153 B4/135 —_— 0.73 (051-104)
Not reparted 215 5/15 -—— - 039(0.07-200)
Lymph-node involvement in stage 11l
Micrascopic 41/125 55/134 ———t 0.71 (0.47-1.07)
i . arting at Macroscopic 72/219 1017214 — 0.62 (0.46-0.84)
Randomized 11 o Not reported 725 7118 -—— 060(021-172)
(n=453) . . _ Ulceration according to lymph-node
Primary endpoint: RFS invalvement in stage 11l i
il Present, microscopic 26/66 27/69 —_—————  100(058-172)
Iplllmumab 10 me, Present, macroscopic 31/78 35/62 —_— 0.55 (0.34-0.89)

then 012w starting at week

Absent, micrascapic 15/57 26/62 —_— 051 (027-0.96)
and Absent, macroscopic 407130 83/140 e 0,63 (043-0.94)
OPDIVO placebo IV g2w Not reported 338 1233 - e 051 (0.21-1.25)
P PD-LL status :
{n=453) 5% orindeterminate 123/300 1497299 — 0.71 (056-0.90)
=5% 317152 s7/154 —_— 050 (032-0.78)
Subt ’
visrosel 11/16 613 —_—— e 157 (057-433)
Cutaneous 118/388 166/378 — 0.61 (0.43-0.77)
Acral 1316 1217 — e 086(035-190)
A Intention-to-Treat Population 12 mo RFS : Other 12/33 22/45 —_— 0.64 (0.31-1.29)
1004 . BRAF status :
. o Mutation 63187 84/194 — 0.72 (0.52-1.00)
90| NIVO: 70.5% No mutation 67/197 105/214 — 0.58 (0.43-0.79)
g 204 IPl: 60.8% Not reported 24/69 17/45 B 0.83 (0.45-1.54)
K] 704 Nivolumab: 154 events 453 patients 025 Ll Loe b
F Nivolumab Ipilimumab
60 Better Better
50 Hazard ratio, 0.65 (97.56% Cl, 0.51-0.83)
40 P<0.001 Ipilimumab: 206 events /453 patients 3
- TRAES grade %
3
20 . 0 . . . )
g - NIVO: 14.4% (ttt discontinuation 9.7%)
. o . . . o
S T S S A e e - IPI: 45.9% (ttt discontinuation 42.6%)
Months 0, inihi
) -Two deaths (0.4%) related to ipilimumab
No. at Ris|
Nivolumab 453 399 353 332 311 291 249 71 5 0 -
Ipilimumab 453 364 314 269 252 225 184 56 2 0 Weber et al NEJM 2018 =-l
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Melanoma: KEYNOTE 054 Phase Ill multicenter study

Median FU 15 months

Pembrolizumab 200mg
IV Q3W for up to 12

e .. months Pembrolizumab 200mg
Eligibility criteria

IV Q3W untill PD or

Relapse

> 6 months

relapse for up to 24

Placebo
Cutaneous Melanoma Stage llI months

IV Q3W for up to 12
months

(High risk) after surgery (n=1019)

TRAEs grade 3/5:

-14.7% pembrolizumab group

-3.4% in the placebo group.

-one pembrolizumab-related death due to myositis.

Primary endpoints: RFS all comers and in PDL1 + (n=853)
Secondary endpoints; Safety

Overall Intention-to-Treat Population

Patients with PD-L1 - Positive Tumors
Total  No.with  Hazard Ratio SREREN .
Totasl  No.with  Hazard Ratio
No. Event (98.4% C1) o e prosi
100 Pembrolizumab 514 135 057 (043-074) Posbooliouna | 428 = 0 Patients with PD-L1-Negative Tumors
Peoibo P 2ae 1.00 100 lizumab 428 102 54 (0.42-0.69) =
3 ot % Placebo 425 176 100 - Total  No.with Hazard Ratio
%0 P<0.001 by stratified log-rank test P 0 by siraciid Loarmnk No. Event (95% C1)
€ 5 o~ H 0 y stratified log-rank test v %0 Pembrolizumab 59 20 047 (0.26-0.85)
Q.E mbrolizumal ; " Pembrolizumab 2 2 Placebo 57 2 1.00
E g :: g.! © 5! 2. P=0.01 by stratified log-rank test
: Placebo E
50 o Placebo 0 Pembrolizumab
£5 w 12mo RFS : H
3 30 s i o : 2
E % Pembro: 75% i< * 5§ ° Pacsbo
20
- Placebo: 61% S § 0
0+ T T T T T T T 1 | 10
o 3 6 9 12 15 18 2 24 T 3 5 3 & B ¥ A N
Months Months 0 3 6 H 12 s 13 2 2
No. at Risk No. at Risk Months
Pembrolizumab 514 438 413 392 33 182 B3 15 0 Pembrolizumab 428 370 350 333 266 156 & 13 0 ——r
P Placebo 505 415 363 323 264 157 60 15 0 Placebo 25 33 37 M 23 14 S5 13 0 Pomblinib: B ST AT 4. 3 W f0 % e
.;' . Placebo 57 46 34 30 2 12 H 2 0
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NSCLC: PACIFIC trial

No. of Events/

Phase Ill multicenter study

Total No. Median PFS 12-mo PFS 18-mo PFS
of Patients (95% CI) (95% Cl) (95% CI)
mo % %
Durvalumab  243/476  [17.2(13.1-239) 957 (50.9-60.2) 49.5 (44.6-54.2)
-~ Placebo 1731237 56(4.6-7.7) 4.4 (28.2-40.7) 26.7 (20.9-32.9)
§ 0.9 - 1
Durvalumab 10mg/kg ug osd
Eligibility criteria Q2W for up to 12 months £ o07- LT
Tgn 064 lm”‘w e
g, 0.5 | *‘:H“““*ﬁn-__ Sy Durvalumab
Unresecable Stage Il NSCLC after £ 041 : : e =
o 0nQ o_a ° 034
definitive platinium-based cCRT Placebo % : : Placebo
(2 cycles) Q2W for up to 12 months 2 01 I I
= a 0.0 Stratified hazard ralioftI;rprogrossio'p or death, 0.51 (95% Cl, 0.41-0.63)
. & T 1 1 1 T T 1 T 1 1 1 T 1 1
All comers (n=713) 13 6 o 12 15 18 21 24 27 3 3B 3B 39
Time from Randomization (months)
No. at Risk
Durvalumab 476 377 302 268 213 188 163 143 16 83 43 23 1 0
Placebo 237 183 106 86 67 55 46 39 32 24 10 s 1] o
Primary endpoints: PFS, OS
Median
Secondary endpoints; ORR, DoR and TTDM, PFS2 by investigator, safety, PROs el s
Durvalumab 1827476 . )(:2-}1 9
16 Placebo 126/237 162 (125-211)
g 08 Stratified hazard ratio, 0.53 [95% C1, 0.41-0.68)
All patients’ PD-L1 TC 21% PD-L1 TC <1% i
AE category Durvalumab Placebo Durvalumab Placebo Durvalumab Placebo 3 o
n (%) (N=475) (N=234) (N=213) (N=90) (N=91) (N=57) Eos
Anv-grade 2 460 (96 8 (15 (965 83 (9 88 (96 %a:a Ty
Grade 3/4 145(30.5)  61(26.1) 67 (315)  21(23.3) 26 (28.6) 12 (21.1) i e
Outcome of death 21 (4.4) 15 (6.4) 8(3.8) 4 (4.4) 3(3.3) 4(7.0) T T R e I
Leading fo discontinuation 73 (15.4) 23 (9.8) 36 (16.9) 10(11.0)  10(17.5) o ”""mw i

AESIs

37(66.7) 115 (49.1)

146 (68.5)

62(68.1) 30 (52.)

£ 303 ®
2
H_.
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NSCLC: PACIFIC - Survival data by PDL1 status

Unstratified Hazard Ratio for
Subgroup Durvalumab Placebo Disease Progression or Death (95% CI)
no. of events / no. of patients (%)

All patients 214/476 (45.0) 157/237 (66.2) —o— I 0.52 (0.42-0.65)'

PD-L1 status |
21% 847212 (39.6) 50/91 (64.8) e 1 0.46 (0.33-0.84)
225%" 48/115 (41.7) 31/44 (70.5) Peoooe | 0.41 (0.26-0.65)
1-24% 3697 (37.1) 28/47 (59.6) b - 0.49 (0.30-0.80)
<1% 49/90 (54.4) 4058 (69.0) ———ly 0.73 (0.48-1.11)
Unknown B1/174 (466) 58/88 (65.9) p———i | 0.59 (0.42-0.83)

1

r T T 1
025 0.50 1.00 200

4 )

EMA approved durvalumab for the treatment of locally-advanced, unresecable NSCLC in adults
whose tumours express PD-L1 on 2 1% of tumour cells and whose disease has not progressed
following platinum-based CRT.

!2?%‘ 37TM15(32.2) 2344 (5.3) ] | 0.46 (03;—0.78)
1-24% 3397 (34.0) 22/47 (46.8) ————— 0.60 (0.35-1.03)
<1% 41/90 (45.6) 19/58 (32.8) - 1.36 (0.79-2.34)
Unknown 721174 (41.4) 52/88 (59.1) i | 0.62 (0.43-0.89)
025 050 100 200
® Durvalumab better Placebo better
’m. *Pre-specified subgroup. ®
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Early Evidence of Neoadjuvant PD-1 Blockade in NSCLC

Study name

Primary
Endpoint(s)

TRAEs grade
3-5
n=

Delay / No
surgery n=

Potential
Biomarkers

TMB
NCT . . Safety and 0 0 Neoantigen-
02259621 Pilot study Nivolumab feasibility. 1(4%) 0 mMPR 45% specific T-cell
clones
. . N/NI 26%
NEOSTAR Il ' Nivolumab/Ipilim 36 mPR 3 (8%) 5 N 25% jl'c'ell ‘
randomized umab NI 27% infiltration
(]
. . 22% (10%) No mPRin
- (o)
LCMC 3 Il single-arm Atezolizumab mPR 6 (3%) 0 3 pCR PDL1-TCO/ICO
Nivolumab
360mg IV
Il single-arm Carbo 80%
S'TAUDI;'\‘(/'_SLC o | open-abel AUC6/Taxol 46 24mo-PFS Re'atfiw cr 0(20) PCR 65% (13)
randomized 200mg/m2 Q3W
12mo adjuvant
Nivolumab




N SC LC N CTOZ 25962 1 Pilot Study bicenter trial

Eligibility criteria

Newly diagnosed
surgically resectable early Nivolumab 3mg/kg IV
(stage I, II, or 11IA) NSCLC D-28 / D-14
n=21

—
(=4
(=]
—
>
S
()
(]
S
3
(%)

Primary endpoints: Safety and feasibility.

Secondary and exploratory endpoints: Radiologic and pR and correlates
of response in blood and tumor

O~ =—pr FERN NN NN WA .
o II TRAES:
. (o)
£ MCR rate: 45% Any grade: 23% .
£ —40- Grade 3: 1 pneumonitis
g,n o] mPD-LL with no delay to surgery
& W PD-L1-
g0 Unknown

>
100 Forde et al. NEJM 2018 H
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Association between Mutational Burden and
Pathological Response to PD-1 Blockade.

A No. of Sequence Alterations in Pretreatment Tumor
400+
350 P=0.01
3004
250+
2004
1504
100

Sequence Alterations (no.)

504

Major Pathological No Major Pathological Response
Response (N=8)
(N=3)

B Correlation between No. of Sequence Alterations and Percentage
of Residual Tumor

Sequence Alterations (no.)

4001

Spearman's rho, -0.75

P=0
300 :
e, o,
) T, . -
.
e,
(L
V‘.... (L
50-. . .]’lDG
50 T I
40

Residual Tumor (%)

P
0:6:0
* INSTITUT
JULES BORDET
INSTITUUT
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NSCLC: NEOSTAR

Phase Il multi arm randomized study

No surgery n =5 (2N/3Nl)
Ongoing tttn=3

Eligibility criteria

Nivolumab 3mg/kg

Newly diagnosed
D1, D15, D29

resectable
(stage I, I, or ll1A)

NSCLC
Ipilimumab 1mg/kg D1

Nivolumab 3mg/kg
D1, D15, D29

Stratfication: Stage
n=36

Primary Endpoint : MPR > 40% in both arms

Secondary Endpoints; Safety, ORR, RFS, OS, correlates MPR/RECIST with OS/RFS, complete resction rate, pCR, CD8 Tils, tissue, blood

and stools biomarkers

Overall™
Resected + unresectable ORR (CR+PR): 22%(?_;32)
MPR + pCR 8(26%) 4(25%) 4 (27%)
ORR by Arm:
0% viable tumor cells (pCR) 5 (16%)  2(13%) 3 (20%) N: 31% (5/16)
NI: 12% (2/16)
1-10% viable tumor cells 3(10%)  2(13%) 1(7%)
Path response pending (i 2 3

**5 pending (2 N, 3 NI)

TRAEs: NI>N

grade % : Cough, Fatigue, Nausea, Rash n =59

Grade 3/5: pneumonitis, hypoxian =3

Surgical complications; : pneumonitis, pneumonia, bron
fistula(same pt), air leak > 5 days

Cascone T. LBA49 ESMO 2018




Tumors treated with neoadjuvant NI are characterized by greater T cell infiltration

T lymphocytes (n/mm?2)

00d

=
E
E 1000 w
=
2
3 o
4 - o
=k
v \- . —
B S N NI
S Gl S T n=4 n=3
DAENAE3 @ COB@CD3  CD4SRO BFOXP3 6B @DAP Change in T lymphocyte density between N

and NI (median value in post — pre treatment)

Preliminary results suggest neoadjuvant CPIs induce higher TIL proliferation and
activation vs. untreated tumors.

* INSTITUT
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Early Evidence of Neoadjuvant PD-1 Blockade in MIBC

Primary
Endpoint(s)

TRAEs

grade 3-5

Delay /
No
surgery
n=

Potential
Biomarkers

Pembrolizumab PD-L1 CPS = 10%.

PURE-01 | Il single-arm 200mg x 3 Q3W 50 pCR 3 (6%) 0 21 (42%) Higher tumor
mutation burden

29%
. PCR (> 20%)
. Atezolizumab . . o PDL1 + (> 5%) PD-L1
ABACUS | llsingle-arm | )00 ovoqaw | 74 |/ (I:rI]DCSriZilenltn <5% / 40% CD8 expression
PDL1 - 16%

®  INSTITUT
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MIBC: PURE-01 study

Eligibility criteria

MIBC

(c)T2-3bNOMO
residual disease after

TUBRT
n=>50

46 CDDP eligible

Primary endpoint: pCR

Secondary endpoints: Pathologic downstaging pT < 2, safety

Response

All treated patients
(n=50)

PDL1 CPS 2 10%
(n=35)

DD MVAC

Pembrolizumab 200mg IV
Q3W x 3 cycles

> n =1 (AE grade 3)
N = 4 lack of radiologic response

>
o
()
oo
-
>
(7]

< 3 weeks

Postsurgical complications were consistent with previously

reported findings

PDL1 CPS < 10%
(n=15)

PCR (n%)

21 (42) [28.2-56.8]

19 (54.3)

2(13.3)

Pathologic
downstaging (n%)

27 (54) [39.3-68.2]

23 (65.7)

4(26.7)

Treatment failure (n%)

{ditional MVACx4 5(10)
REDBEE
RECISTul.ERDBoRDHTO

No post operative death related to surgery

Grade % AEs 6% (3pts):

*Diarrhea

*Hyperkaliemia

*ASAT/ALAT increase (>> Pembro
discontinuation)

[
o SR
Necchi et al. JC g 4
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7 did not have cystectomy

MIBC: ABACUS study Ciical deterioraion = 3
Death =2 (1TR PE)
Disease progression =1

Eligibility criteria

T2-T4aNOMO MIBC Atezolizumab IV
Transitional histology Week 1/ Week 3
Residual disease post n =74 (2 cycles n = 59)

TUBTR
Cisplatin ineligible

Primary endpoints: pCR (> 20%) / increase in CD8 count No post operative death related to surgery

Secondary endpoints: safety and radiological response

i; - :’?ﬁ %) pCR rate according to T stage at baseline
35 29% 35 35%
30 (95% 1 19% - 47%) s0 Grade % AEs < 5%:
u .
B B o Fatigue
« 20 16% & e s
2 s IRSEICE 5% - 34%) . transaminitis
I .
) g Anorexia
5 ES 5 .
5 Pyrexia
o 9
. . T2 T3ord - = l
* g s ULB
Alle e RE-ELpOSNE RS MEgative 17/48  3/20 Powles T et al , ASCO 2018c meE

20/68 10/25 5/31 iris




Early Evidence of Neoadjuvant PD-1 Blockade in
other tumor types
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MCC: Checkmate 358

AE and/or withdrawn consent
N=2

Phase I/Il

Eligibility criteria
FU > 12 weeks / Optional
SOC Rx — Resume Nivo if

Nivolumab 240mg Q2W x
2 doses (D1/D15)

Resecable RXnaive

MCC

AJCC stage lIA-IV
n=29 Median FU after 1st dose of NIVO : 67.1 weeks (2.3-106.3)

PD within 12 mo

)
(o]
o
S
>
|
<))
bo
fon
=}
(7]

TRAEs grade %: 2 pts
Rash >> leading to ttt discontinuation
Lipase increased)

Primary endpoint: Safety and tolerability of neoadjuvvant NIVO
Secondary: Immunologic changes in blood and tumor
Exploratory: RECIST, Pathologic response, PFS, OS, Association with MCPyV status

and PDL1 expression with efficacy . . No surgery 2pts (AE/withdrawn
Progression-Free Survival consent)
Pathologic Response No delay in surgery
8y 73% = 100
70 A mpLE = : 0
= MPR g i Postop interval, PFS rate, %
3 : : o I - months (95% Cl)
g a0 - g 60 Median (95% Cl): NR (7.8, NR) 3 92.1(72.1, 98.0)
o B 0, "
§ 30 27% l; i 6 92.1(72.1, 98.0)
20 | 18% o
101 o 9 72.6 (48.6, 86.8)
WA 5 12 72.6 (48.6, 86.8)
0 : .6, 86.
’x:l Site review (n = 26) Central review (n = 17) g & : :

pCR = pathologic complete response; MPR = major pathologic response 4 6 8 10 12
(210% residual viable tumor); NA = not assessed. Months

o
n

Topalian et al. ASCO 2018




CRC MSI-H: The NICHE study

Eligibility criteria

Histologically MMR
confirmed CCR status
Non metastatic

N =60

Primary objective: Safety and tolerance

n =19 pts (15 evaluable -dMMR [7] pMMR [8]
Median duration between D1 and surgery = 32 days

dMMR n=7

YPTNM Residual tumor cells (%)
cT2N2a ypTONO
cT2NO ypTONO
cT3NO ypTONO
cT3N2a ypT1NO
cT4aN2a ypT2NO
cT4aNla ypT3N1

dMMR (n=30)

pMMR (n=30)

PMMR n=8

Chalabi et al. ESMO 2018

Ipilimumab 1mg/kg (J1)
Nivolumab 3mg/kg (D1/D15)
1 cycle (n=45)

Ipilimumab 1mg/kg (D1)
Nivolumab 3mg/kg (D1/D15)
Celocoxib 200mg (>>D-1)
1 cycle (n=15)

No new safety signals
Treatment was well tolerated

cTNM ypPTNM Residual tumor cells (%)
cT3N1a ypT3N2 85
cT3NO ypT3NO 90
cT2NO ypT3N1 90
cT2NO ypT3NO 90
cT3aN1b ypT3N1 90
cT3aN1b ypT3N2 95
cT3NO ypT3NO 100
cT2NO ypT3NO 100
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Rationale for immunotherapy use in the early setting
Adjuvant checkpoint blockade
Neoadjuvant checkpoint blockade

Perspectives for development of CPIs in the early
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Perspectives

2 75 ongoing trials investigating IO in the early setting in various tumor
types

Various CPls

Combination with either chemotherapy/radiotherapy

Innovative immunotherapies and/or approaches

Combining neoadj/adj approaches

High potential for translational research and identification of clinical utility
PDL1, TiLs, TMB, CD8 expression

)\ B
Moving to an much more earlier setting ? @ :
(e.g Pembrolizumab IV in NMBIC) H




Challenges for moving Immunotherapies from
salvage therapy to earlier disease treatments

The use of ICPis in the adjuvant/neoadjuvant setting raises a number of
guestions:

- Acceptable degree of toxicity in a potentially curative setting
- Duration of treatment

- Best treatment shedule (intermittent vs continuous)

- Choosing appropriate comparators

- Combinations with others types of neoadjuvant treatments
0:_:0 -
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A NEW ACADEMIC MODEL OF CLINICAL RESEARCH COLLABORATION
BASED ON THE PROGRESS ON MOLECULAR BIOLOGY AND
e METHODOLOGICAL ISSUES

Huge number of

i screened pts for gene/
Scientific Input Pharma and protein

\ Academic v
labs « Selected »

Patients

Experts
dedicated
to clinical
research Network of
academic &

non
T academic

New therapeutic strategies
centers

Multidisciplinarity Studies meeting the unmet
- Organ specialists need of patients
Radiation . .
oncologists e Academic & non _ Innovative and
atellites . . - . .. . .
Surgical oncology i Academic trials individualized designs

Basic researchers

Speed and quality academic >
and non academic trials
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Avelumab
[

Oncodistinct 004:

AURA trial

/Coh ort 1: Cisplatin-eligible

DD-MVACH+
Avelumab

®< —
,
£

N
/

Cohort 2: Cisplatin ineligible
PG +

Avelumab
\ 2 cycles

Primary endpoint:
PCR rate (ypTOypNO)

Number of pts
150 evaluable
patients



RATIONAL FOR COMBINING RADIATION &
IMMUNOTHERAPY

CHEMORADIATION

PD-L1 overexpression
leads to immune
cell evasion

Chemoradiation induces
tumour antigen release and

an adaptive immune
response
Antgens
» "
] "
R
w7
Chomoﬂ\mpx : '.v“(
-
’ 2
° ot
Radiation
v b
-
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Oncodistinct 005 - Short-course RT followed by

mFOLFOX6 + Avelumab agent for LA rectal ADK

LA potentially | mFOLFOX6
resecable rectal S D =1 6 cycles/ 2wks
adenocarcinoma —

W2
cT2 N1-3, ¢T3 NO-3, T

evidence of extramural W3-W9
vascular or mesorectal

fascia involvement

Repeat biopsy

Primary objective: pCR rate
Secondary objectives: 3-year DFS, Safety and tolerability, QoL, explore changes in PD-L1
expression and T-cell infiltration
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Conclusions

Early use of CPis seems feasible and safe with very few delay to surgery

Encompassing both neoadjuvant and adjuvant dosing might be the
most efficacious.

Implement TR as much as possible using the possiblity of WOO trials in this
setting to discover biomarker of clinical activity

Try to select patients who will need neoadjuvant/adjuvant CPis
In the NA setting does pCR benefit = overall survival benefit ?
Many questions remains open and results needs to be confirmed

>> Many trials ongoing
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Thank you.
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