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Maintenance therapy: not a new idea

PFS in patients with stage Il NSCLC! PFS in patients with advanced ovarian cancer with a mutation in
(receiving durvalumab or placebo following chemoradiotherapy)* BRCA1 and/or BRCA2?
(receiving olaparib or placebo following platinum-based CT)"

No. of events/

total No. Median PFS 12-month PFS 18-month PFS
1.0 5 of patients (95% Cl) (95% Cl) (95% Cl) 10
mo % % — Olaparib
0.9 4 Durvalumab  243/476 17.2 (13.3-23.9) 55.7 (50.9-60.2) 495 (44.6-54.2) 904 — Placebo
Placebo  173/237 5.6 (4.6-7.7) 344 (28.2-40.7) 26.7 (20.9-32.9)
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No. at risk No. at risk
: Olaparib 260 240 229 221 212 201 194 184 172 149 138 133 111 88 45 36 4 3 0 0 O
Durvalumab 476 377 302 268 213 188 163 143 116 83 43 23 1 0 - - ) A
Placebo 237 163 106 86 67 5 46 39 20 24 10 5 0 0 Placebo 31 118 103 82 65 56 53 47 41 39 38 31 28 22 6 5 1 0 0 0 O

1. Antonia SJ et al. N Engl J Med 2018;379:2342—-2350. Supplementary appendix; 2. Moore K et al. N Engl J Med 2018;379:2495-2505.
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Maintenance immunotherapy in urothelial cancer
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Number at ri .
Time (months
(number censored) Number at risk ( )
Pembrolizumab plus chemotherapy 351(0) 335(0) 306(0) 263(0) 217(0) 189(0) 168 (0) 146 (0) 118 (13) 84(35) 56(58) 36(74) 17(90) 3(103) 0(106) (number censored)

chemotherapy (groupA) (0) (11) (17) (23) (51) (88) (118) (154) (184) (200) (213)
Placebo + platinum-based 400 359 308 255 182 123 79 49 25 8 NE NE
chemotherapy (groupC)  (0) (13) (19) (24) (48) (79) (108) (131) (151) (164)

Galsky et al. Lancet 2020; 395: 1547-57 Powles et al. Lancet Oncol 2021; 22: 931-45
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Javelin-100

Avelumab 10 mg/kg IV Q2W* +

Patient population Bsct
CR, PR or SD with standard 1L CT (4-6 Treatment-free n=350 ) )
cycles) interval Primary endpoint
. : o 4-10 weeks [ + 0S (overall and
— Cisplatin + gemcitabine or I.! Until PD, unacceptable PD-L1+ populations)*
— Carboplatin + gemcitabine N=700 Q'l toxicity or withdrawal

Unresectable locally advanced
or metastatic UC

BSC alonet
n=350
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Javelin-100

OS, ITT population: primary endpoint?

100 - Median OSt, months (95% CI)
ag - Avelumab + BSC 23.8 (18.9, 26.1)
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0O 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
No. at risk Months
Avelumab + BSC 350 318 274 237 216 183 164 140 99 74 53 31 13 4 1 9
BSC 350 304 243 190 158 131 121 103 82 62 46 27 10 7 O

1. Avelumab SPC (www.medicines.org.uk accessed April 2021)
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Javelin-100

OS (PD-L1-positive tumour population): primary endpoint?

100 _
Median OS, months (95% CI)
90 \___\‘ Avelumab + BSC  30.9 (24.0, 39.8)
1 BSC alone 18.5 (14.1, 24.2)
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No. at risk Months
Avelumab + BSC 189 177 157 142 130 112 103 87 61 48 34 22 10 3 1 0
BSC 169 152 121 98 86 73 66 55 44 35 28 19 7 5 O

1. Avelumab. SPC (www.medicines.org.uk accessed April 2021)
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Javelin-100

PFS (overall population): secondary endpoint
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Time, months
No. at risk
Avelumab + BSC 350 198 145 118 90 72 59 49 45 34 27 25 17 9 4 2 1 1 0
BSCalone 350 144 87 52 39 31 24 20 17 6 10 10 7 3 2 | 1

Powles T et al. N Engl J Med 2020;383:1218-1230.
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Why maintenance immunotherapy?

Elimination Equilibrium Escape
D8- .. ..IL-12 i 1‘ ‘ %
CD4x o IFN-y IL-6, IL-10 T~ TGF-B
o PD-L1 Galectin-1 T IDO

Antigen loss 4

7 N / MHC loss

Tumor dormancy
and editing

Schreiber et al. Science. SCIENCE. 2011. Vol 331 i 1565-1570 BLADDR 2022



Why maintenance immunotherapy?

Elimination Equilibrium Escape
®a @0
* Cpax o IFNvy . .
g 3 'éa?ec';;? TGRS * Chemo causes immunogenic cell death

PD-L1

e Depletion of immunosuppressive stroma

f  Chemo increases antigen load of tumour
Tumor dormancy

and editing

* Function of patient selection and early treatment
CTLA-4

N 06’%1

Schreiber et al. Science. SCIENCE. 2011. Vol 331 i 1565-1570 BLADDR 2022



Javelin-100

Subsequent cancer therapy123

Overall booulation Subgroup who discontinued
pop study therapy due to PD

avelumab
+ BSC
(n=350)

Discontinued and received subsequent drug therapy, % 42.3
PD-L1/PD-1 inhibitor 6.3
Fibroblast growth factor receptor inhibitor 2.6
Any other drug 40.0
Discontinued with no subsequent drug therapy, % 334
Study treatment ongoing, % 24.3

1. Powles T et al. N Engl J Med 2020;383:1218-1230;
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Maintenance pembrolizumab: randomized phase ||
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Placebo 52 15 3 2 1 1] Placebo 52 43 28 18 10
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FIG 2. Kaplan-Meier curves for (A) progression-free survival (PFS), and (B) overall survival (OS) in patients treated with pembrolizumab versus placebo (N =
107). MERT, maximum efficiency robust test.

Galsky et al. JCO 2020



Rucaparib maintenance in patient with DNA repair defects

Rucaparib 600 mg PO BID Primary endpoint:
Patient population to disease progression * Progression free survival

Inclusion:

* DRD biomarker positive* Secondary endpoints:

<10 weeks from 4 to 8 cycles of chemotherapy * Overall survival
* Confirmed response rates (RECIST v1.1)

» Safety and tolerability (CTCAE v4.03)

* DRD biomarker ‘positive’ defined as one, or more, of the following:
>10% genome-wide loss of heterozygosity
Somatic alteration in any of: ATM, BARD1, BRCA1, BRCA2, BRIP1, CDK12, CHEK2, FANCA, NBN, PALB2, RAD51, RAD51B, RAD51C, RAD51D, RAD54L
Known germline BRCA1 or BRCA2 alteration

Somatic tumour testing utilised the FoundationOne next-generation sequencing assay, https://www.foundationmedicine.com/test/foundationone-cdx

Crabb et al. JCO 2022
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Rucaparib maintenance in patient with DNA repair defects

1.00 — — Rucaparib

— Placebo

0.75 —

hazard ratio 0.53, 80% CI 0.30-0.92, 1 sided p=0.07
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Proportion alive and progression free

Time from randomisation (weeks)
Number at risk:

Rucaparib 20 12 8 7 3 3 3 2 1 0
Placebo 20 19 9 3 2 2 2 1 0 0

Crabb et al. JCO 2022
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MAINCAV- Phase lll randomized trial of maintenance cabozantinib and avelumab vs maintenance
avelumab after 1L platinum-based chemotherapy in patients with mUC (NCT05092958)

! Avefumab 800 mg IV q2 wk x:
I 2yrs :

: Cabézantinib 40 mg PO daily;
" . $ n

: Avelumab 800 mg IV q2 wk :
: X2yrs :
c1D1 CZ:Dl Progression/end of Tx
= N O
TcRses wscee | [l
IHC multicolor TCRseq
PBMC - Flow MDSC, etc Cytokine/Chemokine assay Pl Shilpa Gupta

Gupta, ASCO 2022.
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EV-302/Keynote-A39 Study Design

Screening Treatment Survival
and Baseline (21-day Cycle) Follow-Up . Follow-Up
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(Days 1 and 8) Carboplatin
(Day 1)
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Summary

* Maintenance therapy is now a part of standard first line treatment

* The underlying mechanism is unclear

* Patient needs during this phase are paramount

* But new treatments, given until progression, may displace maintenance
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