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Primary Aim

Primary efficacy endpoint:
investigator-assessed cORR per RECIST v1.1

Confirmed overall response rate, defined as the proportion of
patients with a confirmed radiologic CR or PR.

cORR = confirmed objective response rate; ECOG PS = Eastern Cooperative Oncology Group performance status; ER = gesirogen receptor;
F1CDx = FoundationOne CDx; IHC = immunohistochemistry; LOF = loss of function, RECIST = Response Evaluation Critena in Solid Tumors

Results

Cobimetinib cohort (n=20) Atezolizumab + bevacizumab cohort (n=21)

Median follow-up: 6.9 months

» 8LGSOC, v MUC, 5 CC, 1CS, 1 MLA Grade 3/4 7 (35%) IV bevacizumab 15 mg/kg day 1 g21d e Y 03
rade
*  65% =3 prior treatment lines Grade 5 1 (5%)2 « 15LGSOC, 3CC,2MUC, 1CS
| . : Grade 5 0
- Median age 57 years (35% =65 years old) Treatment-related serious 1 (5%)° * 48% 23 prior treatment lines
: _ 1 b
» Median treatment duration: 3.6 months Leading to treatment discontinuation 0 * Median age 51 years (24% 265 years old) Ireaimentrelated serious 314
(range. 0-10 months); ongomg In 9 patients Leading to dose reducion 7 35%) « Median treatment duration: 6.3/6.9 months Leaiing ttIJ_ treatrtr;ent discontinuation g(}g)
— 2 died (1 disease progression, 1 AE) atezolizumab/bevacizumab (range 0-10 months); Btezo !zumab 1 (5 )
— 7 disease progression Leading to treatment interruption 5 (25%) ongoing in 15 patients evaclzima ()
-1 Symptomatic deterioration 2Cardiac arrest, unrelated to treatment. 8ECG repolarisation abnormality in a patient with - 1 AF2 Leading to treatment in’[erruption / (33)
o o ongoing hypertension, hypercholesterolaemia and arteriosclerosis ‘“““‘““ . AteZOIizumab 4 (19)
— 1 physician decision -
Py Clinical cut-off date: 8 Sep 2022 4 disease prqgresspn _ Bevacizumab 7(33)
AE = adverse event, CC = clear-cell; CS = Caminnsf:rﬁamai_m_L;J%‘_z_[n[_%??_r??Phri{.:_ﬁE :’,lde_r'.ullt)_cﬁriir['utjl:@_; - 1 Sympt(}mat|c deteﬂora’uon
imetini : ' + | : response?
Promising activity in LGSOC and MLA 40 - - | |
M Progressive disease B Stable disease B Confirmed partial response
80 - B Progressive disease M Stable disease B Confirmed partial response Confirmed complete response 20 -
60 - 2 CC LGSOC
£ .0 LGSOC + MLA (n=9) £ o —"
2 GORR: 33%; DCR: 89% 5
£ 20 1 R s 20 1
S 0 . §  [TTTTTTTTTTTTTTTTToTooommmmmmmmmmmmmoooooooooooooooooooe 2 B H U
S g 07 * GORR: 3/21 (14%, 95% Cl- 3-36%)
sl . W o B N e 30% 2 60 - DCR: 15/21 (71%, 95% CI: 48-89%)
- 40 A @ o A - 75% (95% CI- %
2 o + cORR: 3/19° (16%: 95% CI: 3-40%) s . 6-month PFS rate: 75% (95% Cl: 56-94%)
% + DCR: 8/19° (42%; 95% CI: 20-67%) e o
80 1 * 6-month PFS rate: 41% (95% CI: 18-63%) | -100 -
2100 - Histology | Muc | muc [l Lcsoc | Lesoc LGSOCHLGSDC GGGGGGGGGG | Lesoc | Lesoc mﬂ LLLLLLLLLL g cc S LGSOC % PD-L1IC
PD-L1 IC by SP142 0 06% 0 0 |05% 05% 0 | 0 |05% 0 | 0 | 0 | 0 |05%]05% H
2 1 4 | 2 | 2311 2 213|335 3124 <1%

N1 KRAS KRAS
$557fs*11 = G2V G122V

KRAS KRAS KRAS KRAS KRAS KRAS KRAS KRAS G2V
Amp G124 G12D G12C QB1L G12D G12D

KRAS

G120 No. of prior treatment lines

MAPK pathway alteration
Histology R4S CC CC
No. of prior treatment lines | 3

#Response evaluation missing in 1 patient with CS

2 4 1 1 | 4 I 3 | 4 | 2 | 4 \ 4 3 3 TR mcnngress IC = immune cells; NA = not availabl
2No measurable disease at baseline in 1 patient; death before response assessment in 2 patients (both with MUC) Isabelle Ray-Coguard Content of this presentation is copyright and responsibility of the author. Permission is required for re-use.
Cl = confidence interval; DCR = disease confrol rate (complete/partial response, or stable disease for 216 weeks);

Conclusions

* Cobimetinib monotherapy showed a promising 33% cORR and 89% DCR at 6 months in heavily pretreated low-grade serous ovarian
cancer/mesonephric-like adenocarcinoma despite a modest cORR (16%) in the overall population

Tolerability consistent with prior experience; no new safety signals identified

The cobimetinib arm will be expanded (excluding mucinous and clear cell carcinoma and carcinosarcoma) to a total of 50 evaluable
patients with target histologies

Modest cORR (14%) with atezolizumab + bevacizumab but 75% 6-month PFS rate warrants exploration of the combination with
metronomic cyclophosphamide to promote tumour cell death and potentiate the anti-tumour immune response

Large global collaboration between industry and academia (14 countries, 62 sites) enables efficient evaluation of biomarker-

directed therapies in patients with poor-prognosis rare tumours I Ca bri n

Enrolment in BOUQUET is ongoing and additional arms are opening for accrual
RESEARC
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