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Results: Changes in C30 Physical Functioning Scores

BACKGROUND Patient Demographics and Baseline Characteristics

Results: Likelihood of Symptom Deterioration

*  Mirvetuximab soravtansine (MIRV) is a first-in-class antibody-drug conjugate (ADC) Table 2. Baseline Clinical Characteristics - Analyses of C30 demonstrated a statistically significant benefit in physical functioning
comprising a folate receptor alpha (FRa)-binding antibody, cleavable linker, and Characteristic IAAGEYZE) IC chemo (n=118) » Compared with the respective IC chemo populations, the likelihood of deterioration of for MIRV over IC chemo in both the ITT and FRa-high populations
° ° . _ . 1 o . . °
maytansinoid DM4 payload, a potent tubulin-targeting agent Age, median (range), y 64 (34-89) 64 (31-86) abdominal/Gl symptoms on the OV28 was (Figure 3): Bl 5, Mk HEnsed @innem (e BRsaiine o €30 Hivslel. Aunsienin: Sealts by Treeinen:
- . : 0 . 0 : : 0 _ . D—

- MIRV has demonstrated clinically meaningful antitumor activity with a favorable safety P"E;?t?efi:\??/;g;?]grc‘;;::se’r" (%) 207 (83.5) 105 (89.0) 7005 lower in the MIRVITT population (95% Cl, (3-15 0.60; P=0.0007) Group Over All Cycles?
profile in patients with FRa.-positive2 ovarian cancer as monotherapy and Fallopian tube cancer 14 (5 (;) 5 (4 2') — 80% lower in the MIRV FRa-high population (95% Cl, 0.10-0.54; P=0.0007) ITT population FRa-high population
1 1 10n2,3 ° | . . . . . .
in combination Primary peritoneal cancer 27 (10.9) 8 (6.8) - Similar results for the likelihood of symptom deterioration with MIRV were observed on €30 physical functioning (revised) MIRV MIRV

: : : : i j j ' i ' n=248 n=118 n=147 n=71

- During the phase 3 FORWARD I trial, patient-reported outcomes (PROs) regarding ECOG PS, n (%) all other OV2.8 subscales, including chemoth.erapy s@e effects, sexuality, hair loss, pain ( ) ( ) ( ) ( )
chemotherapy side effects, cancer-specific symptoms, and quality of life (QoL) 0 141 (56.9) 60 (50.8) severity (peripheral neuropathy), and body image (Figure 3) LS mean overall change (SE) -0.21 (2.59) -4.31(2.89) -0.79 (4.71) -6.81 (5.11)
were collected? 1 106 (42.7) 57 (48.3) e i ¢ 50 ob 4 with MIRV on th . ’ LS mean difference from IC chemo (SE) 4.10 (1.96) 6.03 (2.33)

- Preplanned and exploratory analyses of PRO data were conducted to determine 1or2 159 (64.1) 74 (62.7) FO51 assessment (Figure 3) PvalueP 0.0369 0.0106
d]fferences W]th MIRV VS ChemOtherapy and tO ]nform the COlleCt]On Of PRO data n 3 : . o\ 86 (34-7) 43 (36-4) Figure 3. OddS RatiOS for Categorical Change on the OV28 and FOS': MlRV VS |C Chemo in the aThe prima;y model includes treatment, timg (continu_ous), treatment*time, baseline PRO score, age, race, and 3 stratification variables (prior lines of therapy, FRa levels, and
subsequent trials with MIRV (eg, phase 3 M|RASOL; NCTO4209855) FRa expression by 10x scoring, n (A’) 9 3 60.2 Longitudina[ Period Population (€ chemo). 7P value for L5 mean treatment difference - 0

High 147 (59.3) 71 (60.2)
aAntitumor activity with MIRV has been demonstrated with single-agent MIRV in FRa-high PROC (275% tumor cells FRa-positive by PS2+)? and in combination with other agents . ° ®
i PRt low-to-high PROC (:25% tumr cels FRa-positve by PS21) Medium 101 (40.7) 46 (39.0) | . A o Results: Catego rical Changes and TSW on the FOSI
Prior exposure, n (%) FRo. High@® =Y value
Platinum 248 (100) 118 (100) Abdominal/Gl | = P=0.0007 .
. —® = P=0.0007 - Categorical change analyses of FOSI scores demonstrated that by cycle 7:
Methods Paclitaxel 238 (96.0) 113 (95.8) S S y y ey
Bevacizumab 121 (48.8) 55 (46.6) Peripheral neuropathy — o . B0 0055 — 88.9% of ITT population patients on IC chemo had declined vs 70.3% with MIRV
- The phase 3, open-label, randomized trial FORWARD | (N=366; NCT02631876) enrolled PARPi 44 (17.7) 19 (16.1) Horrronal —s , P=0 0011 — 88.1% of FRa-high population patients on IC chemo had declined vs 65.0% with MIRV
1 1 1 1 1+1 1 1 1 aperformance status data not available for one patient in each arm. PFour patients enrolled were ineligible due to >3 prior lines of therapy. “Medium, 50% to 74%; high >75% o | ! P=0.0039 . . . . .
pat]ents with plat]num-reS]Stant FRO(,'pOS]t]\/e advanced ep]thel]al Ovarian cancer (EOC)a tlzlmgr cells witF\ ;nyCIlRtoc metmbrarl1ebitafining visl?bfe at’:cs10x I‘TTiCI’OSCO[EG ob?ect:tiv;; one [l)latcilent randolmgizbeld So thte IC3CI?1emolarm vzatshsubsgqurntciy detzgnﬁiaecﬁg h232a7FSR/oc f | P=0.0291 Flgure 4a. ITT POpUlatlon: TSW on the FOSI Flgure 4pb. FR(X'H'lgh POPUIatlon: TSW on the FOSI
. i . . ~ . expression level <50%. Body im age | ' ® : .
- gat]enis)were randomlze’d 2h-1 to r?ccer:Ve M'EV (n_Z?I% 6hm8/kg AII13¥\§>) once every i g'ggj s 1 N mTSW: 2.9 mo MIRV vs 2.1 mo IC chemo; 1 ] 3 mTSW: 3.5 mo MIRV vs 2.0 mo IC chemo;
weeks) or investigator’s choice of chemotherapy chemo¢, n= . Attitude toward disease - , = =0. 0 P=0.5423 0 | P=0.0199
° ' ! P=0. . |
. . . ReSU ltS. OV28 Ademl nal/GI Scale 006 g O-8 a Censored 5 0-8 a Censored
- Patients completed PRO assessments (Table 1) during screening, on day 1 of cycle 1, Chemotherapy side effects —e - P=0.0001 £ C chemo £ IC chemo
o e ) : : : . : ' ' P=0.001 o U0 » — MIRV o — MIRV
every 9 weeks thereafter (1 week) until disease progression, and at the end of - The proportion of patients with a >15-point improvement on the OV28 Abdominal/Gl - = |
‘e Tonifi : - : Hair loss X P<0.0001 - 0.4 - Z 0.4 -
treatment visit scale at week 8/9 was significantly higher in the MIRV ITT group vs IC chemo (Figure 1) —0 - P<0.0001 2 0. - o 0.
kS s kS
° D]fferences between treatment groups (LPP analys'ls pOpulatlond) were assessed by ¢ PatlentS W]th h]gh FRQ, eXpreSS]On WhO were treated W]th MIRV demOnStl’ated Slmllal' Sexuality ; | o , : 52888(2)‘71 'g 0.2 - 4\,_\&; 'g 0.2 - N
* Qo Q A
. . . . . . . oo . 1 ° 1 1 1 1 1 1 1f1 o %—a\_a‘_‘_\_\_‘_ N
descriptive statistics, Chi-squared analysis, Fisher’s exact test, stratified Kaplan-Meier improvements; however, these findings did not reach statistical significance compared ros % P=0.0002 § o0{ | | | . & 0 | | | | | |
curves, unadjusted log-rank P values, and odds ratios with IC chemo (Figure 1) S — - - - - - , P0.0009 03 6 9 12 ( 1h5) 18 03 6 9 12 ( 1h5) 18
0 1 2 ime to symptom worsening (months ime to symptom worsening (months

3In addition to EOC, patients with primary peritoneal cancer and/or fallopian tube cancer were also considered for enrollment. PAIBW, also known as AdjBW, is calculated as IBW (kg) + Figure 1. |mprovement in the OV28 Abdom]nal/Gl Symptom SUbSC&le by Tl'eatment GI'OUp A

0.4 (actual weight - IBW). IBW for females is calculated as 0.9*height (cm) - 92. ¢Investigator’s choice of chemotherapy was specified by investigators before randomization: paclitaxel,

80 mg/mzdon days 1, 8, and 15 every 4 weeks; PLD, 40 mg/m? once every 4 weeks; topotecan, 4 mg/m? on days 1, 8, and 15 every 4 weeks or 1.25 mg/m? on days 1 to 5 every at Week 8/9 Equal likelihood MIRV 205 90 34 12 6 2 0 MIRV 121 63 23 5 3 1 0

3av;e:szsa\.gi-\l;2i I;I:speisn:wgr?ti ?rfcllug(;dh:g gsg:fanbtlsev(lllgli]?1a?czcro?fbgr;:l?r?erznntdpg:; l:ftfszses(l;rer??.d o igh) who (1) survived, (2) remainedin the study from screening through o the 359 P=0.0162b P=0.1426° 2P value for Wald chi-square test associated with mixed model parameter estimate B(treatment)= 0. 2P value based on stratified log-rank test using randomization stratification factors.

° 7 31.7%
2 30% - 27.3%
Table 1. FORWARD | PRO Assessments S o :
CONCLUSIONS
w & 20% -
1 1 O Lo q) ° ° ° . . ° . . ° ° .
PRO assessment 58 15% - 14.0% 13.3% - Analysis of PROs from FORWARD | found that MIRV demonstrated a statistically significant benefit over IC chemo for the number of patients achieving a 15-point
= 0 n= =4/30 almprovement was defined as >15-poin . .
A 30-item questionnaire designed to assess the QoL in patients with cancer ;%; = - irlcsfeas-etfromtbaste”ne‘Aréy st . d improvement on the OV28 Abdominal/Gl symptom subscale at week 8/9
EORTC QLQ-C30 (C30) ' ) . . i 5% - 5P value from chi-square test or Fisher , , , . , , , . ,
by measuring functional domains, symptoms, and global QolL/health status 0% = l'i,““‘*m o 'Cl"t‘f*’m exact test if necessary. - Improved PROs were observed with MIRV treatment compared with IC chemo across multiple symptoms, including chemotherapy side effects, sexuality, hair loss, pain
population a-high population . . . . . o e
EORTC QLQ-OV28 A 28-item ovarian cancer supplemental module developed to augment the ’ ,Iﬁ?b,(cjhe FRocl/fg%h populationB meldian time tlo SzymPtOfr? \{vorsening f(1TI3\\IAIQ/0n the O\ZIZS " severity, body image, and general improvement in ovarian cancer-specific symptoms on the FOSI
(0OV28) C30 with 3 multi-item functional scales and 5 multi-item symptom scales ominal/Gl symptom subscale was nearly Z montns longer wit compared wit . - - - - - ~ - E ~
IC chemo (Figure 2b), but there was no significant difference between treatment Symptom benefits occurring with MIRV, such as time to symptom worsening, were observed exclusively or more profoundly in the FRa-high population
FOSI An 8-item measure of symptom response to treatment for ovarian cancer groups in the ITT population (Figure 2a) * The results from these analyses will inform the design of future PRO analyses with MIRV
Figure 2a. ITT Population: TSW on the OV28 Figure 2b. FRa-High Population: TSW on the
Abdominal/Gl Symptom Subscale OV28 Abdominal/Gl Symptom Subscale These positive PRO findings, in conjunction with the safety profile of MIRV in recurrent ovarian cancer along with significant antitumor activity
PRO Analyses T "7 Ty MTSW: 3.5 mo MIRV vs 3.0 mo IC chemo; & 11 MTSW: 4.0 mo MIRV vs 2.1 mo IC chemo; support MIRV as a potential new standard of care for patients with FRa-positive ovarian cancer
2 | P=0.6850¢ 3 P=0.0229¢
2 0.8 - \ 2 0.8
o ’ Q
. o . ] ] . = a Censored = a Censored
Prlmary: Mlmmally lmportant difference (M|D) response 1n abdominal/Gl Ssym ptoms at S 0.6 - Ag IC chemo 35 0.6 IC chemo Abbreviations: ADC, antibody-drug conjugate; AdjBW, adjusted ideal body weight; AIBW, adjusted ideal body weight; C30, EORTC Quality of Life Questionnaire-core 30; DM4, N2’-[4-[(3-carboxypropyl)dithio]-4-methyl-1-oxo-2-sulfopentyl]-N2’-deacetylmaytansine; ECOG PS, Eastern Cooperative
: . e — MIRV 0 — MIRV Oncology Group Performance Status; EOC, epithelial ovarian cancer; EORTC, European Organisation for Research and Treatment of Cancer; FOSI, Functional Assessment of Cancer Therapy - Ovarian Symptom Index; FRa, folate receptor alpha; Gl, gastrointestinal; IBW, ideal body weight;
week 8/9 by OV28 Abdominal/GIl symptom subscale score
y ymp : 4§ 0.4 - § 0.4 - IC chemo, investigator’s choice of chemotherapy; ITT, intention to treat; LPP, Longitudinal Period Population; LS, least squares; MID, minimally important difference; MIRV, mirvetuximab soravtansine; mTSW, median time to symptom worsening; OV28, EORTC Quality of Life Questionnaire-Ovarian
o >1 5-point increase: Improved S S 3 Cancer Module; PARPi, poly (adenosine diphosphate [ADP]-ribose) polymerase inhibitor; PLD, pegylated liposomal doxorubicin; PRO, patient-reported outcome; PS2+, positive staining intensity >2; QoL, quality of life; TSW, time to symptom worsening.
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