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7 Introduction: The Evolving Paradigm

* Epidemiology: OC remains a leading cause of gynecologic cancer death, with >80% of
advanced cases recurring

* The Continuum of Sensitivity: Move beyond the binary 6-month cutoff; PFl is now viewed
as a continuum of probability for platinum response.

* Key Drivers of Treatment Selection:
* Prior therapies (especially PARP inhibitors and bevacizumab).
* Molecular profile (JBRCA/sBRCA, HRD status, FRa expression).
» Patient factors: Residual toxicity (neuropathy/renal), performance status, and goals of
care

, L TIELTEE
Koroan Sockty of Gynecologic Oncology
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Q. Rec Ova Ca_ Diagnosis
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Stage |, I,
lll, and

IV after
primary
treatment

MONITORING/FOLLOW-UP FOR
PATIENTS NOT RECEIVING
TREATMENT

* Visits every 2-4 mo for 2 y, then
3-6 mo for 3 y, then annually after
S5y

* Physical exam including pelvis
exam as clinically indicated

» Imaging as clinically indicated?®
(eg, C/A/P CT, chest CT, A/P MR,
PET/MRI, PET/CT) (skull base to
mid-thigh)

* CBC and chemistry profile as
indicated

» CA-125%2 or other tumor markers
if initially elevated

* Refer for genetic risk evaluation, if
not previously donef

* Long-term wellness care
(See NCCN Guidelines for
Survivorship)

RECURRENT DISEASEbPD

Rising CA-125,
no previous
chemotherapy
or

Clinical relapse,
no previous
chemotherapy

Y

S

Clinical relapse,
previous
chemotherapy

Serially rising
CA-125, previous
chemotherapy

}_.
}_.

» Imaging studies as
clinically indicated?:¢:
C/A/P CT, MRI, PETI/CT, or
PET

« Tumor molecular testing®d
if not previously done

* Imaging studies as
clinically indicated®°¢:
C/A/P CT, MRI, PETI/CT, or
PET

» Tumor molecular tasting“|d
if not previously done

» Imaging studies as
clinically indicated®°:
C/A/P CT, MR, PETI/CT, or
PET

« Tumor molecular testing®d
if not previously done

. Primary Treatment

(OV-1)

Therapy for Persistent

» |Disease or Recurrence

(OV-7)

Delay treatment until
clinical relapse

or

Immediate treatment
for recurrent disease
(category 2B)"

LIEIE]
o4 Gynecaiogic Oncology
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Network Primary Peritoneal Cancer
CLINICAL WORKUP CLINICAL PRIMARY TREATMENT#:k
PRESENTATION STAGE!
Susbicious/ « Abdominal/pelvic exam Patients with
p:ﬁnglglzlﬁalvic « Pelvis ultrasound, abdomen/ IA (fertility UU"sigteral salpingo-o?phorecitor:ly ovarian cancer,
+ comprehensive surgica i
Thacs on abdomen’ ﬁ&lﬁggtggg’\glil as clinically desired) (stagir)igj"‘""" p g :alliopian Pathologic
pelvis exam and/or | |, Chest CT as clinically L, [tuPe ic ancef, 4_15(;%4'1“
ascites, abdominal indicated®® IB (fertilit Bilateral salpingo-oophorectomy o ri.: marf (ov-4)
distention « Complete blood count (CBC), ( y (BSO) + comprehensive surgical peritonea
chemistry profile with liver desired) staginghkbm cancer should

and/or function test (LFT) have genetic

« CA-125 or other tumor markers risk evaluation For less

I1A-IV, surgical
Symptoms as clinically indicatedd ! and germline common
without source of » Evaluate performance status candidate, optimal| ~ |Hysterectomy/BSO + and gomatic ovarian
cytoreduction comprehensive staging”
malignancy (ie, and nutritional status testing (if not cancers
bloating, pelvis/ « Gastrointestinal (Gl) evaluation likely (fertility not and debulking as needed 9 (LCOC),°
abdomen pain, as clinically indicated desired) P"GV'C}USASL '
difficulty eating or » Reproductive endocrinology done)" 9™ f_?:?:)(:d
feeling full quickly, andii"flf“ii"fj}; (I‘\‘tEgeevaluation 85| y |Poor surgical candidate —
urinary symptoms ciinically Indicatec . or _
urgency or * Obtain family history"9: Neoadjuvant Therapy (OV-2)"
\!reguenﬁy]) « Refer to gynecologic oncologist Low Iikelihooncjl of optimal
for clinically suspicious lesions cytoreductio

Diagnosis by previous surgery or tissue biopsy (cytopathology)

> Worku

Findings, and Primary Treatment (OV-3

o) CHEHEQIZ S!S
£/ Koroan Sockty of Gynecclogic Oncobogy
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. . Discussion
Network® Primary Peritoneal Cancer
DIAGNOSIS BY PREVIOUS SURGERY FINDINGS PRIMARY TREATMENT
. . Consider surgical staging/® (if not
:lli: ::;:e::t:vgikrﬁsldual previously done) if considering
. * Evaluation bY gynecologic P observation or to inform systemic
Patient oncologist' (suspect stage ) therapy decisionss
referred « Obtain family history’
with newly » Genetic risk evaluation and
diagnosed germline and somatic testingf9:h
ovarian (if not previously done) Adjuvant
cancer, * Review prior imaging studies, No evidence of residual Consider surgical staging/® if | Therapy
including operative notes, and pathologg disease on workup not previously done, to inform > | 1(OV-4)
less common + Imaging as clinically indicated (suspect stage II-I1V) systemic therapy decisions$ |
ovarian (eg, C/A/P CT, chest CT, A/P MRI,
cancers PET/MRI, PET/CT, and/or pelvis
(LCOCs), ultrasound)
after recent » CBC, chemistry profile with LFTs rseusse'::?:ltal e l-ug?; ductive
surgical » CA-125 or other tumor markers , [residual disease sﬂrgeryh
procedure as clinically indicatedd Evidence of residual
A [Suspect

unresectable

residual disease’

}—b Neoadjuvant Therapy (OV-2)

7o) UEHRIEYs: s

£/ Woroan Sockty of Gynecologic Oncology
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OT digtdbute this Content or use it with any artificial intelligence model or tool.
e Cancer Network, Inc. All Rights Reserved.

NCCN Guidelines Index
Table of Contents
Discussion

RECURRENT DISEASEbPD

TREATMENT o
Eés":-gvfi.:::;%, » Imaging studies as
che?nothera clinically indicated?:¢:
o Py CIAIP CT, MRI, PET/CT, or . Primary Treatment

PET i
« Tumor molecular testing®d
if not previously done

* Visits every 2-4 mo for 2 y, then
3-6 mo for 3 y, then annually after
S5y

* Physical exam including pelvis
exam as clinically indicated

» Imaging as clinically indicated?®

(OV-1)

Clinical relapse,
no previous
chemotherapy

Stage |, II, (eg, C/AIP CT, chest CT, A/P MR, . |':339i"|£|l S_tu:_iest ‘d:a'cc_
I, and PET/MRI, PET/CT) (skull base to Clinical relapse, g ;R;gac.ly. lII\}IR:faPETICT. or Therapy for Persistent
IV after gl!nc(’;-th.%h)h <t @ L |previous = | peT ’ » [Disease or Recurrence
primary . and chemistry profile as chemotherapy . dd (OV-7)
indi » Tumor molecular testin
treatment mdlcateag if not previously done J &
* CA-125%2 or other tumor markers p y

if initially elevated

* Refer for genetic risk evaluation, if
not previously donef

* Long-term wellness care
(See NCCN Guidelines for
Survivorship)

» Imaging studies as Delay treatment until
clinically indicated®°: clinical relapse
C/A/P CT, MRI, PET/CT, or or B

CA-125, previous (H—>

Serially rising }‘

chemotherapy

PET
« Tumor molecular testing®d
if not previously done

Immediate treatment
for recurrent disease
(category 2B)"

LIEIE]
o4 Gynecaiogic Oncology



Rec Ova Ca_ Diagnosis

* CA 125 - Gynecologic Cancer Intergroup(GCIG)

m Pre Treatment | Post Treatment | Failure definition

increased Normal >2 times upper limit of normal on 2
occasions at least 1 week apart

2 increased Increased >2 times of Nadir on 2 occasions at
from normal least 1 week apart

CT Scan — Basic investigation but sensitivity — 40-95%, specificity 45-90%, FNR —
45%

MRI Abdomen — better sensitivity & specificity than CT

PETCT - sensitivity = 90%, specificity — 85%

PET CT + CA 125 sensitivity = 98% in recurrence

Zouwetetal—Cancerinnov 20625 Jun
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Q. Although asymptomatic, Rec
Ova Ca was found

Can you treat later?

@ aenvsyas
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MONITORING/FOLLOW-UP FOR RECURRENT DISEASEbP
PATIENTS NOT RECEIVING
TREATMENT
Rising CA-125 . .
- ’ » Imaging studies as
239‘:;?:;:2:: clinically indicated?:¢:
o 4 CIA/P CT, MRI, PET/CT, or ,. Primary Treatment
* Visits every 2-4 mo for 2 y, then Clinical relapse PET (OV-1)
3-6 mo for 3 y, then annually after no previous ' « Tumor molecular testing9d
Sy if not previously done
* Physical exam including pelvis chemotherapy
exam as clinically indicated
» Imaging as clinically indicated?® . .
Stage |, II, (eg, C/IA/P CT, chest CT, A/P MR, * Imaging studies as
lll, and PET/MRI, PET/CT) (skull base to Clinical relapse, gl;:;gag¥ '&gfasz%c.r' or Therapy for Persistent
IV after g’lgﬁ(’:-thl%h)h <t @ | » |previous pET ’ » |Disease or Recurrence
i . and chemis rofile as .
Fr';g}?'l?;nt indicated P chemotherapy » Tumor molecular testing“d (ov-7)
» CA-12522 or other tumor markers if not previously done i
if initially elevated
* Refer for genetic risk evaluation, if
not previously done « Imaging studies as Delay treatment until
* Long-term wellness care Seriallv risi clinically indicated®°: clinical relapse
(See NCCN Guidelines for erially rising C/A/P CT. MRI. PET/CT
CA-125 » sy  OF or
Survivorship) =129, provious PET ™ |immediate treatment
chemotherapy . dd .
» Tumor molecular testing for recurrent disease olZ k53|
if not previously done (category 2B)" FOecoge sy




Early versus delayed treatment of relapsed ovarian cancer B
(MRCOVO05/EORTC 55955): a randomised trial

Gordon ] S Rustin, Maria E L van der Burg, Clare L Griffin, David Guthrie, Alan Lamont, Gordon C Jayson, Gunnar Kristensen, César Mediola,
Corneel Coens, Wendi Qian, Mahesh K B Parmar, Ann Marie Swart, for the MRC OVO5 and EORTC 55955 investigators™

Summary

Background Serum CA125 concentration often rises several months before clinical or symptomatic relapse in WDI]’IEI! Lancet 2010; 376: 1155-1163
with ovarian cancer. In the MRC OV05/EORTC 55955 collaborative trial, we aimed to establish the benefits of early=<=TatoraTpage
treatment on the basis of increased CA125 concentrations compared with delayed treatment on the basis of see comment page 1120
clinical recurrence. *Investigators are listed at the

end of the paper

Methods Women with ovarian cancer in complete remission after first-line platinum-based chemotherapy and a DrGuthrieis now retired

normal CA125 concentration were registered for this randomised controlled trial. Clinical examination and CA125 MountVernon Cancer Centre,

measurement were done every 3 months. Patients and investigators were masked to CA125 results, which were North ’U,K
(Prof G ) 5 Rustin MD); Erasmus

monitored by coordinating centres. If CA125 concentration exceeded twice the upper limit of normal, patients were ¢ yniversity Medical Centre
randomly assigned (1:1) by minimisation to early or delayed chemotherapy. Patients and clinical sites were informed of  rotterdam, Rotterdam,
allocation to early treatment, and treatment was started as soon as possible within 28 days of the increased CA125 Netherlands
measurement. Patients assigned to delayed treatment continued masked CA125 measurements, with treatment L:'lﬁdit:::i::ﬁiﬂu[:i"
commencing at clinical or symptomatic relapse. All patients were treated according to standard local practice. The  cjinical Trials Unit, London, UK

primary outcome was overall survival. Analysis was by intention to treat. This study is registered, ISRCTN87786644.  (CLGriffin MSc, W Qian PhD,
Prof M K B Parmar DPhil,

Findings 1442 patients were registered for the trial, of whom 529 were randomly assigned to treatment groups and were :;::::;:E:;’D;::; hl;r:

included in our analysis (265 early, 264 delayed). With a median follow-up of 56-9 months (IQR 37-4-81-8) from (pcuthrie FRCRY); Colchester
randomisation and 370 deaths (186 early, 184 delayed), there was no evidence of a difference in overall survival between Hospital University NHS
early and delayed treatment (HR 0-98, 95% CI 0-80-1- 20, p=0-85). Median survival from randomisation was 25-7 months FoundationTrust, Colchester,

. UK (A Lamont FRCR); Christie
(95% CI 23-0-27-9) for patients on early treatment and 27 -1 months (22-8-30-9) for those on delayed treatment. Hospital and the University of

Manchester, Manchester, UK
Interpretation Qur findings showed no evidence of a survival benefit with early treatment of relapse on the basis of a  (Prof GCJayson FRCP); Oslo
raised CA125 concentration alone, and therefore the value of routine measurement of CA125 in the follow-up of University Hospital, The

. . . . . . MNorwegian Radivm Hospital,
patients with ovarian cancer who attain a complete response after first-line treatment is not proven. o Mormne i Kisberman MDY



Trial profile

Patients with ovarian cancer in complete
remission after first-line platinum-based

chemotherapy and normal CA125

concentrations

1442 patients registered, masked CA125
measured every 3 months (MRC OVOS,

n=1144; EORTC 55955, n=298)

913 not randomised

421 (29%) CA125 less than twice
ULN at trial closure
60 (4%) progressed with CA125
more than twice ULN
215 (15%) progressed without
CA125 more than twice ULN
59 (4%) died
132 (9%) withdrew
26 (2%) otherfunknown
reasons

A

529 randomised (MRC OVOS5, n=436;
EORTC 55955, n=93)

1

h 4 h 4

265 assigned early treatment

| ‘ 264 assigned delayed treatment

11did not receive treatment
2 patient or clinical decision
1too ill for treatment
4 randomised in error

1 died shortly after randomisation [

31 did not receive treatment
7 no clinical relapse

3 too ill for treatment
> 4 randomised in error

4 patient or clinical decision

3 unknown

6 withdrew/lost to follow-up
3 died shortly after randomisation
3 died (other cause of death)

78 (29%) single agent platinum
40 (15%) combination platinum,
no taxane
91 (34%) platinum and taxane
15 (6% ) taxane without platinum
28 (11%) other
2 (1%) unknown treatment

1 unknown
L v
254 (96%) started second-line 233 (88%) started second-line
chemotherapy chemotherapy

67 (25%) single agent platinum
34 (13%) combination platinum,
no taxane
102 (39%) platinum and taxane
9 (3%) taxane without platinum
15 (6%) other
6 (3%) unknown treatment

h A

P 15 lost to follow-up }

264 analysed for primary outcome




A Overall survival B second-line chemotherapy

1-00 Median: 1-00 Median:
—— Early 25-7 months (95% C123.0-27.9) B = ~—— Early 0-8 months (95% Cl 0-7-0-8)
@ o —— Delayed 27-1 months (95% Cl 22.8-30-9) E E —— Delayed 5-6 months (95% Cl 4-4-6-5)
j; 75 HR 0-98 (95% Cl 0-80-1-20), p=0-85 b LE 0754 HR 0-29 (95% C1 0-24-0-35), p<0-0001
=
=1 -
2 o504 2 = o504
8= =
= c g
§_ 0-25+ -‘g ;é 0-254
a g 5o 5
o g
A
0_ 0_
T T T T T T T T T T T T T T T T T T T T
L] 6 12 18 24 30 6 42 48 54 60 0 3 6 ] 12 15 18 21 24
Number at risk
Early 265 247 211 165 131 94 72 39 27 22 15 265 23 16 14 11 11 10 10 9
Delayed 264 236 203 167 129 103 69 46 31 25 16 264 177 16 91 69 56 49 42 13
C Third-line treatment or death D First deterioration in Global Health Score or death
1-00- Median: 1-00-] Median:
2 —— Early 12.5 months (95% C111-4-13-3) —— Early 3-2 months (95% Cl 2-4-4-3)
= - ; 6-10- a o _— i -4-8-
S % o075 Delayed 17.1 months (95% C115.6-19-1) £ 8 075 Delayed 5.8 months (§5% Cl 4-4-8.5)
s g HR 0-69 (95% C1 0-57-0-83), p=0-0001 g z HR 071 (95% C1 0.58-0-88), p=0-002
23 £c
o & 0504 = 2 050
22 £
== 2 5
£ £ 0254 8 £ 025-
g — T
= 0 0
T T T T T T T T T T T T
L] 6 12 18 24 30 36 0 6 12 18 24
Maonths since randomisation Months since randomisation
Number at risk
Early 265 224 138 70 38 22 17 190 68 44 23 12
Delayed 264 232 173 117 76 48 35 194 93 55 38 25

E Duration of time spent with good Global Health Score during first two years from randomisation

30 B Early -
Il Delayed
25— -
@
g 20 n
&
2 15 —
A
£
=2
=

10

Annal of oncology T. Baert et al. 2021 . 6 o9 1 15 18 21 2 6 9 1 15 18 2 24

Number of months spent with good score Number of months spent with good score




EORTC 5595: Early versus Delayed Treatment of Recurrence

* The primary end point was OS.
* After 370 events of death

* No evidence of a difference in OS between early and delayed treatment
(25.7 versus 27.1 months,HR, 0.98; 95% CIl, 0.8 to 1.2; P = 0.85)

Criticism-
® Old trial starting in 1997
® Targeted therapy and other chemotherapy were not there

® Treatment to start early t achieve at least good PFS & QOL.
® No secondary CRS
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Q. Rec Ova Ca_ platinum sensitivity
6months???
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History of platinum re-treatment_ platinum sensitivity

* Platinum-based chemotherapy re-challenge was introduced in the late 1980s for recurrent ovarian cancer

* Studies (Blackledge, Gore, Markman et al.) observed the highest response rates with combinations
including cisplatin or carboplatin

* The treatment-free interval was consistently identified as the most critical variable predicting response to subsequent
platinum therapy
* Definitions rely on treatment-free interval (TFI) "cut-offs“ of 4-12 months

* A 6-month TFI has been the standard for defining platinum sensitivity for the last 30 years

* A 4-category system for platinum resistance/sensitivity was proposed by Markman and Hoskins

Annal of oncology T. Baert et al. 2021 5 b




Definitions by Markman and Hoskins

Platinum Refractory- Progression during
primary chemo

Platinum Resistance — Progression within 6 Journal of Clinical Oncology
h f L CT The Official Journal of the American Society of Clinical Oncology
mont S O aSt Vol 10, No 4 April 1992
* Options - single agents such as pegylated
liposomal doxorubicin (PLD) or topotecan EDITORIAL
Responses to Salvage Chemotherapy in Ovarian Cancer: A Critical
and other agents. Need for Precise Definitions of the Treated Population
Partial Platinum sensitive — Progression with
in 6-12 months of last CT Maurie Markman
* can benefit from platinum-based re-induction William Hoskins
chemotherapy Memorial Sloan-Kettering Cancer Center
New York, NY

Platinum sensitive — if DFl is more than 12

months
* reinduction of platinum-based chemotherapy.
Doublet with Pacli, PLD, Gemcitabine can be

considered.
Journal of Clinical Oncology, Vol 10, No 4 (April), 1992: pp 513-514
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History of platinum re-treatment

The GCIG has moved away from rigid
"platinum-sensitive/resistant” definitions based
on fixed time cut-offs
«2010: Acknowledged tumor response is
a continuous function of the treatment-free
interval (TFIp)

Response rate

«2015: Abandoned the terminology in clinical
trials; now stratify patients using TFlp as a
continuous variable.

| T |
0-6 612 =12

Time (months)

Annal of oncology T. Baert et al. 2021
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Overview of studies on anti-angiogenic drugs in relapsed ovarian cancer

Topotecan followed by either oral sorafenib and continue
allocated study therapy (sorafenib or placebo) for up to 1
year or until PD

HR 0.60 (95% CI, 0.43-0.83) P= HR 0.65 (95% CI, 0.45-0.93) P =
0.0018-6.7 versus 4.4 Mo 0.017—17.1 versus 10.1 Mo

Recurrence <6 months after last

Sorafenib  TRIAS 174 platinum Tx (max. three prior lines)

Multi- Recurrence <6 months after last

0, _ = 0, - =
MITO-11 74 HR 0.42 (95% CI, 0.25-0.69) P HR 0.60 (95% CI, 0.32-1.13) P

Weekly Paclitaxel plus pazopanib /placebo until PD

target platinum Tx (max. two prior lines) 0.0002-6.35 versus 3.49 Mo 0.056—19.1 versus 13.7 Mo
Pazopanib  Richardson Recurrence <6 months after last
0, _ - 9, - =
.JAMA 10(platinum Tx (max. three prior lines (onglPaclitaxel plus pazopanib/placebo given daily until PD HR 0.84 (90% CI, 0.57-1.22) P HR 1.04 (90% CT, 0.60-1.79) P
e . 0.20-7.5 versus 6.2 months 0.90—20.7 versus 23.3 Mo
Inhibitio Oncol 2018 non-platinum )

n of the VEGF-

VEGF-R R, Nintedanib o ) B
tyrosine FGF-R Ledermann PR or CR after last line of CTx for Rec |BIBF 1120 250 mg/placebo twice daily maintenance starting HR 0.65 (95% CI, 0.42 1'02)0P ~  HRo0.84(95% CI, 0.51-1.39) P =
etal. JCO2 83 . . 0.06—36-week PFS rate 16.3%
kinase an BIBF 1100 011 serous Ova Ca, with a TFI of <12 Mo 4-8 weeks after completion of chemotherapy versus 5.0% 0.51
PDGF- .
R
In arm A: platinum Tx plus daily oral placebo tablets and
then placebo during the maintenance HR 0.56 (95% CI, 0.44-0.72) P < o
VEGF .. Recurrence =6 Mo after front-line In arm B: platinum Tx plus once-daily oral cediranib 20 mg, 0.0001—11.0 versus 8.7 months Immature HR 0.77 (95% CI,
Cediranib ICONG6 456 . . . 0.55-1.07) P = 0.11—-26.3 versus
-R platinum Tx and then placebo during the maintenance phase (arm C versus arm A). Arm B PFS
. . . . o 21 Mo (arm C versus arm A)
In arm C: received once-daily oral cediranib 20 mg during 9.9 Mo (95% CI, 9.4-10.5)
both phases

HR 0.76 (95% CI, 0.52-1.12) P =

9 - =
0.165 (arm A + B versus arm C) 7.2 HR 0.60 (95% CI, 0.34-1.06) P

0.081—22.5 versus 20.9 Mo (arm

Weekly Paclitaxel and were randomly assigned 1:1:1to
also receive intravenous AMG 386 10 mg/kg (arm A), AMG

Karlan

Trebananib et al. JCO 2 161 ROC with maximum three prior lines of

Inhibition of

the interaction CTx, including at least one platinum Tx . (arm A) versus 5.7 (arm B) versus
of ANG-1 and 012 386 3 mg/kg (arm B) QW or placebo QW (arm C) until PD 4.6 Mo (arm C) A versus arm C)
ANG-2 to the TRINOVA- Recurrence <12 months after last PaChtgxel 8.0 mg/m2 once weekl}.’ (3 weeks on/1 week off) HR 0.70 (95% CI, 0.61-0.80) P< HR 0.95 (95% CI, 0.81-1.11) P =
TIE2-receptor AMG 386 919 . N plus either intravenous trebananib 15 mg/kg or placebo
1 platinum Tx (max. three prior lines) 0.001-7.4 versus 5.4 Mo 0.52-19.3 versus 18.3 Mo

once weekly

L RIE
'J Koroan Socky of Gymecclogic Oncobagy
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Considerations beyond
TFlp BCRA TUMOUR

STATUS BIOLOGY

PATIENT

PREFERENCE S1GLaGY

RECURRENT EPITHELIAL
OVARIAN CANCER (ROC)

PRIOR

SYMPTOMS RESPONSE

PERSISTANT
TOXICITY

o) CHEHEQIZ S!S

£/ Koroan Sockty of Gynecciogic Oncology

oncology T. Baert et al. 2021
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DISEASE STATUSf.dd.ee RECURRENCE THERAPY FOR PLATINUM-SENSITIVE DISEASEN.99:hhiii
Consider E::;g'gﬂgﬁ:l,mg?:;g; Maintenance therapy (if PR or CR)
Radi hi preferred for first i . _
a: d.::?nrjliﬁi:::l secondary recurrence (category 1) * Useful in certain circumstances:
_ relapse cytoreductive or > Contmue_bevar;lzumah if previously
Platinum- surgeryi:k Recurrence therapyn:kk treated with chemotherapy +
sensitive and/or bevacizumab;
diseaseft: Best supportive care
Complete (See NCCN Guidelines Monitoring/
remi.'l:sion and for Palliative Care) o — F;rc:‘.g-r:lnp
relapse 26 mo ‘ » PARPi therapy (for those with BRCA (OV-6)
after completing . 1/2 mutatian]“:
- Biochemical Delay treatment until !
plr:or " rél':; :E";:::::ng radiographic and/or clinical ¢ If not previously used (category 1)
chemotherapy ) relapse oI dl_sease_ has not Progressed
::aAd ilzsraanl::cno during prior PARPi treatment
evideﬂcepnf Immediate platinum-based | .
disease) ;T‘t;t::;rrence therapy" (category 2B} | or
Best supportive care (See NCCN
Guidelines for Palliative Care) Observe g

o) CHEHEQIZ S!S
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DISEASE STATUSHdd.ee THERAPY FOR PERSISTENT DISEASE OR RECURRENCE™99:hhiii

Platinum-resistant disease™

Progression on primary,
maintenance or recurrence therapy

or Best supportive care (See NCCN Guidelines for Palliative Care)
Stable or persistent disease — |and/or .

(if not on maintenance therapy) Recurrence therapy (OV-C, 9 of 12)™ii:kk

or

Complete remission and relapse <6
mo after completing chemotherapy

Platinum-sensitive diseasef:

Complete remission

and relapse 26 mo OVv-8
after completing prior

chemotherapy

L 015051 8|
% 'J Koroan Sockty of Gynecologic Oncology
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~ v ™)
Es M o 2 023 Assessment of the following factors [I-Il, A]:
* Histotype « TFip
* BRCA1/2status * Potential for surgery .\ Unfit or not willing to receive BSC
= Number of prior lines * Residual toxicity 4 anticancer therapy
= Exposure and response  * Patient's general condition
fo prior treatment * Patient preference
g L | J 1
r N A '
Platinum is not the best option Hpag::*urgsi:ow:ehtﬁs;lgltﬁmwm:
S—NTiY=1 i 1| ELYVV CO— * et U
* Progression during platinum * No contraindication
= Early symptomatic progression
« Platinum intolerance® l 1. AGO score_ L& S5
\ ) \/ « ECOG E=7 07
l [ First relapse and positive ] * Outcome of Primary Surgery: RO,
) v l Yes l AGO score? J No Z7|1 E2|7F FIGO IM7|
*Ascites: M2 A|[HO| &2lk[=
Early palliative care [I, A] PR — £ 49| 2f0| 500mL O]t
Single agent (non-platinum} [I, B] gery by

expert team [I, A]

+ bevacizumab, if not contraindicated

or previously exposed [l, A; MCBS 4]°
Trabectedin—-PLD (if TFlp >6 months
and platinum intolerant) ll, C; MCBS 2]°

+ +

' N
Priority for symptomatic response
and no contraindication to hevacizumab

! +

Platinum-based doublet® (PLD preferred) + PARPi maintenance"s,
if responsive and PARPI-naive [l, A]
(preferred option if BRCA1/2-mutated)

No priority for symptomatic response

Platinum-based doublet®
(PLD preferred) + bevacizumab’

[V, Al
or platinum-based doublet® (PLD preferred) + bevacizumab' [I, A]

(if no contraindication or previous exposure to bevacizumabh)

1) Heheolsusts|

Koroan Sockly of Gynecciogic Oncology
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Network® Peritoneal Cancer Discussion

PRINCIPLES OF SYSTEMIC THERAPY
Acceptable Recurrence Therapies for Epithelial Ovarian (including LCOC)%Fallopian Tube/Primary Peritoneal Cancer

Recurrence Therapy for Platinum-Sensitive DiseaseP (alphabetical order)

Preferred Regimens || Other Recommended Regimens® Useful in Certain Circumstances
Carboplatin/ Capecltabme Ifosfamide For mucinous carcinoma:
g{am{:ltiatnma14 Carboplatin 14 Irinotecan » 5-FU/leucovorin/oxaliplatin + bevacizumab (category 2B for bevacizumab)?
% bevacizumab%"12 Carhnplatm!dncetaxelﬂ 24 Melphalan - Capecitabine/oxaliplatin + bevacizumab (category 2B for bevacizumab)®
Carboplatm!hﬁmsomal Carhnplatm!pacllta){el (weekly)92®  Oxaliplatin Carboplatin/paclitaxel (for age >70)3-W
doxorubicin '8 Cisplatin'® Paclitaxel Carboplatin/paclitaxel, albumin bound (for confirmed taxane hypersensitivity)
+ bevacizumab®17 Cyclophosphamide Paclitaxel, albumin bound | Irinotecan/cisplatin (for clear cell carcinoma)?!
Carboplatin/pa clitaxel® 1 || Doxorubicin Pemetrexed Targeted Therapy™
Cft blevlaj:lzumqhqt;_‘ 20 Vinorelbine Dabrafenib_t trametinib (for ﬁRAF VE&O0E- pnsmve tumf.:rrs}?'2
isplatin/gemcitabine Targeted Therapy Entrectinib™ or Iarc-tre::tlmh r repotrectinib®? (for NTRK gene fusion-positive tumors)
Targeted Therapy (single Nlrapanbfbevamzumab [!categur[.r 26)%-26 Fam-trastuzumab deruxtecan-nxki (for HER2-positive tumors [IHC 3+ or 2+])(category 2B)38 7
agents) Miraparib (category 3t Mirvetuximab soravtansine-gynx? (for FFiu—expressmg tumors [275% positive tumor cells]
Bevacizumabd21-22 Olaparib (category 3)%28 Mirvetuximab soravtansine- g‘%nx!bevaclzumah (for FRa-expressing tumeors [250% positive
Pazopanib (category EB;’ tumor cells]) (category 2B)
Rucaparib (category 3)¥30 Selpercatinib (for RE Tgene fusion-positive tumors)3?
Hormone Therapy For low-grade serous carcinoma: a0
Aromatase inhibitors (anastrozole, exemestane, letrozole) » Avutometinib/defactinib (for KRAS-mutated tumors)
Goserelin acetate » Trametinib 4243
Leuprolide acetate » Binimetinib (category 2B)™
Megestrol acetate Hormone Therapy
Tamoxifen! Fulvestrant (for low-grade serous carcinoma)
Immunotherapy™
Dostarlimab-gxly (for IMMR/MSI-H recurrent or advanced tumors)**
Pembrolizumab (for MSI-H or dMMR solid tumors, or patients with TMB-H tumors =10
mutations/megab ase}45 §§ﬂﬂ

N




Principle of Platinum Sensitive Recurrence Treatment

PRINCIPLES OF SYSTEMIC THERAPY
Acceptable Recurrence Therapies for Epithelial Ovarian (including LCOC)P/Fallopian Tube/Primary Peritoneal Cancer9

Recurrence Therapy for Platinum-Sensitive Disease' (alphabetical order)

Preferred Regimens

Other Recommended Regimens"

Useful in Certain Circumstances

Carboplatin/ | 2°° /0% Capecitabing Ifosfamide
/2012 .
gemcnabme QCEANS Carboplatln Irinotecan
+ bevacizumab®>t"™® | Carboplatin/docetaxel?®: 24 Melphalan
Carboplatln/hposorr al Carboplatln/pachtaxel (weekly)92°  Oxaliplatin
doxorubicin'® 2010 | Cisplatin'® Paclitaxel
+ bevacizumab®s:17 Cyclophosphamide Paclitaxel, aloumin bound
Carboplatln/paclltaxe 9.18 | Doxorubicin Pemetrexed
+ bevacizumab®-St |9 2003]cons/2017 6oc213 | Vinorelbine
inall
Cisplatin/gemcitah ne— | Targeted Thera
[ 2005_| | ESEGSICASEICIAPY k.26
Targeted Therapy (Single Nlrapanb/bevaCIzumab (7category 2B)™
agents) Niraparib (category 3)"
. k.5.21.22 Olaparib (category 3)%-2
Bevaczaman Pazopanib (category 28%

Rucaparib (category 3)*
Hormone Therapy

Aromatase inhibitors (anastrozole, exemestane, letrozole)
Goserelin acetate

Leuprolide acetate

Megestrol acetate

Tamoxifen!

For mucinous carcinoma:

+ 5-FU/leucovorin/oxaliplatin £ bevacizumab (category 2B for bevauzumab)
- Capecitabine/oxaliplatin + bevauzumab (category 2B for bevauzumab)
Carboplatin/paclitaxel (for age >70)3-Y

Carboplatin/paclitaxel, aloumin bound (for confirmed taxane hypersensitivity)
Irinotecan/cisplatin (for clear cell carcinoma)?'

Targeted Therapy
Dabrafenib + trametinib (for BRAF VV600E- gosmve tumors)Z-32
Entrectinib or larotrectinib or repotrectmlb (for NTRK gene fusion-positive
tumors)®
Mirvetuximab soravtansine-gynx/bevaazll(Jmab (for
FRa-expressing tumors) (category 2B)
Selpercatinib (for RET gene fusion- posmve tumors)%3°
For Iow-grade serous carcinoma:
- Trametinib®
- Binimetinib (category 2B)37-38

Hormone Therapy
Fulvestrant (for low-grade serous carcinoma)

Immunotherapy
Dostarlimab-gxly (for dMMR/MSI-H recurrent or advanced tumors)?32

Pembrolizumab (for MSI-H or dMMR solid tumors, or patients with TMB-H tumors
>10 mutations/megabase)?*?

Described by prof Choi, 2025
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DISEASE STATUSf.dd.ee RECURRENCE THERAPY FOR PLATINUM-SENSITIVE DISEASEM99:hhii
_ E;Eﬂ“gﬁg&'},{ﬂgﬁ':gﬂ' Maintenance therapy (if PR or CR)
Radiographic Consider preferred for first _ o
dlor clinical secondary recurrence (category 1) « Useful in certain circumstances:
a"I or clinica cytoreductwe or » Continue bevacizumab if previously
Platinum- relapse surgeryik Recurrence therapy™kk treated with chemotherapy +
sensitive and/or bevacizumab;
diseaseff: Best supportive care
Complete (See NCCN Guidelines or Monitoring/
remission and for Palliative Care) > |Follow-up
relapse 26 mo » PARPI therapav (for those with BRCA (OV-6)
after completing ] ] I 1/2 mutation)™:
prior Biochemical ?ai:?ggtggﬁ?geant:dl;g:llzlinical 0 If not previously used (category 1)
chemotherapy relapse (rising relapse ¢ If disease has not progressed

CA-125 and no
radiographic
evidence of
disease)

Immediate platlnum -based

recurrence therapy" (category 2B) |
and/or

Best supportive care (See NCCN
Guidelines for Palliative Care)

during prior PARPi treatment

or

Observe >




Principle of Platinum Sensitive Recurrence Treatment
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carboplatin/paclitaxel®®, carboplatin/liposomal doxorubicin (67} —1dA}o] #A2st L 5H
s w A o] A =5 ¢4 AR 518]) % carboplatin/gemcitabine/bevacizumab®,
carboplatin/weekly paclitaxel®, carboplatin/docetaxel®®, carboplatin/gemcitabine*®

cisplatin/gemcitabine*®S Ao v 12T = glon QA AFS HAIFFHOF uT

Ak Wig A73Agdo] ey 5N ARE Be F T ¥ carboplatin B+ cisplatin
s QYS AFF & oW, oxaliplatine ALSE F Uk WBF 0@ AL A
dhaqlel A getslet e ¥ WgS B 7§ PARP ©A|Al (Olaparib, niraparib, rucaparib)
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3l 71-9- bevacizumab2
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ASCO recommendations for PARPi use

PARPi First remission: Second or greater

maintenance remission:
maintenance”

Olaparib g/sBRCA g/sBRCA

Olaparib g/sBRCA® No

combined

with

bevacizumab

Niraparib g/sBRCA; HRD; wt g/sBRCA; HRD; wt

Rucaparib g/sBRCA; HRD; wt g/sBRCA; HRD; wt

Abbreviations. g/sBRCA, germline or somatic BRCA1/2 mutation; HRD,

homologous recombination deficiency; wt, BRCA1/2 wild-

type.

should (blue), may (red), caution (green).

Of note: (1) PARPis are not recommended for use in combination with chemotherapy, nor is it recommended for

monotherapy treatment.

(2) HRD score companion diagnostic (Myriad MyChoice for niraparib; FoundationOne CDx for rucaparib).
(3) Olaparib has not been studied in the HRD population. Olaparib may be considered an option in the HRD population in

settings where
any PARPi is recommended.

aAfter completion of up-front chemotherapy, continue bevacizumab (1 year) and olaparib (2 years). PPARPi-naive.
g/sBRCA, germline or somatic BRCA1/2; HRD, homologous recombination deficiency; PARPi, poly(ADP-ribose)

polymerase inhibitor; wt, BRCA1/2 wildtype.

1. Panagiotis A. Konstantinopoulos et al. Germline and Somatic Tumor Testing in Epithelial Ovarian Cancer: ASCO Guideline. 2022
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7 Platinum-Sensitive Recurrence (PFl > 6 Months) _ Summary

« Standard of Care: Platinum-based doublets remain the backbone.
» Preferred Regimens: Carboplatin/Paclitaxel, Carboplatin/Gemcitabine, or Carboplatin/Liposomal
Doxorubicin

* The Surgical Question: Secondary cytoreductive surgery should be offered to selected patients
(positive iIMODEL score or DESKTOP criteria) where complete gross resection (R0) is achievable

* Maintenance Strategies (2025 Update):
* PARP Inhibitors (PARPi): Primarily reserved for BRCA-mutated or HRD-positive patients if they
have not received a PARPI in the frontline setting. Note the 2024-2025 shift: withdrawal of some
PARPI indications for BRCA-wildtype patients in later lines due to OS concerns.

« Bevacizumab: Integration with chemotherapy followed by maintenance, particularly in patients
who did not receive it first-line

| —

@ ¥ EELIETIET
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4 The systemic treatment of recurrent ovarian cancer

3. Platinum-Resistant Recurrence
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¢+ Platinum-Resistant Recurrence (PFl < 6 Months)
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Comprehensive - . i} NCCN Guidelines Index
N Cancer Ovarian Cancer/Fallopian Tube Cancer/Primary Table of Contents

) ) Discussion
Network Peritoneal Cancer

PRINCIPLES OF SYSTEMIC THERAPY
Acceptable Recurrence Therapies for Epithelial Ovarian (including LCOC)%Fallopian Tube/Primary Peritoneal Cancer

Recurrence Therapy for Platinum-Resistant Disease (alphabetical order)

Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
Cytotoxic Therapy Cytotoxic Therapy® Oxaliolati Carboplatin/paclitaxel (for age >70)3:%:"
Cycloph_osphamiﬁiﬁe (oral)/ Capecitabine P;glilt%}?ér Carboplatin/paclitaxel, albumin bound (for
bevamzlﬂmb% Carboplatin . Paclitaxel albumin bound | €onfimed taxane hypersensitivity)
Efﬂetﬂ?ée' 148 Carboplatin/docetaxel _ Pemetrexed Immunotherapy*
Gg{%ﬁﬁ;;ggﬂ%%u Carboplatin/paclitaxel (weekly)3”  Sorafenib/topotecan®’ Dostarlimab-gxly (f[:-‘[adMMRIMSI-H recurrent or
Liposomal doxorubicin?9.50 Carboplatin/gemcitabine 4 Vinorelbine advanced umorsy’™=
Liposomal doxorubicin/ + bevacizumabd--15. Pgmmgllzulr_rﬁb (for patle-lljl"tl.-?ﬂwlr-tlhl MSI-H =?‘Ir0
bevacizumabd>T Carboplatin/liposomal doxorubicin'6 totona/meaabasedd | amors
Paclitaxel (weekly)d-52 + bevacizumab®17.” mutations/megabase)
Paclitaxel (weekly)/ Carboplatin/paclitaxel9- 18 Hormone Therapy _
bevacizuggﬁg% 1 + bevacizumab9--19. Fulvestrant (for low-grade serous carcinoma)
Topotecan=- Cyclophosphamide Targeted Therapy*
Topolecanfbevacizumabqj1 Cyclophosphamide (mal]!pembrolizumabfhevacizumab53=59 Dabrafenib + trametinib (for BRAF VB00E-
Doxorubicin ) 60 positive tumors)32
Targeted Therapy (single agents) Gemcitabine/ bevam?_léraw*ab Entrectinib3? or larotrectinib3* or repotrectinib3®
Bevacizumabd-21.22 Gemcitabine/cisplatin="- (for NTRK gene fusion-positive tumors)
Mirvetuximab soravtansine-gynx (for || [fosfamide Fam-trastuzumab deruxtecan-nxki (for
FRa-expressing tumors [=75% Irinotecan - 61 HER?-positive tumors [IHC 3+ or 2+])%
positive tumor cells])(category 1)%-55.56 Ixabepilone/bevacizumab (category 2B)* Mirvetuximab soravtansine-gynx/bevacizumab
Melphalan (for FRu—expr%gsﬁig% gtumnrs [225% positive
Tarasted Th inal i tumor cells])3-2%%4
argete erapy (singee agents Selpercatinib (for RET gene fusion-positive
Niraparib (category 3) o tumors)
Olaparib (category 3)“ i :
Padopanib (catogory 2812 . Avutorsenibidetactin (for KRAS-mutated
Rucaparib (category 3)*3° lumors}% )
Hormone Therapy * Trametinib 4243
Aromatase inhibifors (anastrozole, exemestane, letrozole) * Binimetinib (category 2B)™~
Goserelin acetate For mucinous carcinoma: \ [HEHEOIZ QS!S
heeuQrggtllrg?aacceﬁge » FOLFIRI + bevacizumab (category 2B)54-67 Ko Socky ofOysceagt Ovobogy
Tamoxifenl




Principle of Platinum Resistant Recurrence Treatment

PRINCIPLES OF SYSTEMIC THERAPY

Acceptable Recurrence Therapies for Epithelial Ovarian (including LCOC)P/Fallopian Tube/Primary Peritoneal Cancer®
Recurrence Therapy for Platinum-Resistant Disease (alphabetical order)

Preferred Regimens

Other Recommended Regimens

Useful in Certain Circumstances

Cytotoxic Therapy
Cyclophosphamlde (oral)/
bevacizumabk41
Docetaxel42 2003
Etoposide (oral)*? 1998
Gemcitabine***° 2007/
Liposomal doxorubicin#445 |_2008
Liposomal doxorublcm’
Paclitaxel (weekly)g A 2006
Paclitaxel ( weeklkl 2014 AURELIA
bevacizumab? 5004/
Topotecan?5:49
2011

Topotecan/bevacizumabk:s:4

Targeted Thera
BevacizumabX:5:21.22

FRa-expressing tumors [275%

positive tumor cells])(category 1)%20,21

single agents

Mirvetuximab soravtansine-gynx (for

2022

SORAYA/2023
MIRASOI

Cytotoxic Therapy" S

Capecitabine gégliﬂf;n

Carboplatin Paclitaxel, albumin bound
Carboplatln/docetaxel Pemetrexed
Carboplatin/paclitaxel (weekly)?"’ Sorafenib/topotecan®’
Carboplatin/gemcitabine 4 Vinorelbine

+ bevacizumabX-s.L.15
Carboplatm/hposomal doxorubicin'®

+ bevacizumab®-s 17"
Carboplatln/pachtaxelg 18

+ bevacizumab®-St
Cyclophosphamide
Cyclophosphamide (oral)/pembrolizumab/bevacizumabk.23,54
Doxorubicin
Gemcitabine/bevacizumab¥.>>
Gemcitabine/cisplatin20;

Ifosfamide

Irinotecan )
Ixabepilone/bevacizumab (category 2B)k.2a.56
Melphalan

Targeted Therapy (single agents
Niraparib (category 3)¥2/

Olaparib category 3)w.28
Pazopanib (category ZBE29
Rucaparib (category 3)%30

Hormone Therapy

Aromatase inhibitors (anastrozole, exemestane, letrozole)
Goserelin acetate

Leuprolide acetate

Megestrol acetate

Tamoxifen!

Carboplatin/paclitaxel (for age >70)3-¥"
Carboplatin/paclitaxel, albumin bound (for

confirmed taxane hypersensitivity)
Immunotherapy

Dostarlimab-gxly (for dMMR/MSI-H recurrent or
advanced tumors)%39

Pembrolizumab (for patients with MSI-H or
dMMR solid tumors, or TMB-H tumors 210
mutations/megabase )40

Hormone Therapy

Fulvestrant (for low-grade serous carcinoma)
Targeted Therapy

Dabrafenib + trametinib (for BRAF V600E-
positive
tumors)®
Entrectinib or larotrectinib or repotrectinib33 (for
NTRK gene fusion-positive tumors)*
Fam-trastuzumab deruxtecan-nxki (for
HER2-positive tumors [IHC 3+ or 2+])*/
Mirvetuximab soravtansine-gi(ynx/bevacizumab
(for FRa-expressing tumors)K.2:34.58,59
Selpercatinib (for RET gene fusion-positive
tumors)%3°
For low-grade serous carcinoma:
* Trametinib®

* Binimetinib (category 28)37'38

Described by

* Platinum agents have limited activity when the disease has demonstrated growth through a platinum-based regimen, and platinum rechallenge is generally not

recommended in this setting.

Footnotes

prof Choi, 2025
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Background

* No trial has shown an overall survival (OS) benefit in platinum-
resistant ovarian cancer (PROC)"2

* Mirvetuximab soravtansine (MIRV) is an ADC comprising a FRa-binding
antibody, cleavable linker, and maytansinoid DM4, a potent tubulin-
targeting agent3+4 P

« FRa is expressed in ~90% of ovarian carcinomas.>® with 35-40% 7 of 7
PROC tumors exhibiting high FRa expression (275% of tumor cells

positive with 22+ intensity)? o
« MIRV demonstrated an ORR of 32% and mDOR 6.9 months in the -
single-arm study, SORAYAZ?, of BEV pre-treated PROC to support > '
accelerated approval by the FDA® | ir ¥
@
* MIRASOL is the confirmatory, randomized, global phase 3 trial LN
designed to support full approval in the US and EU ~

PFS, progression-free survival, OS, overall survival, FRa., folate receptor alpha; ORR, objective response rate; mDOR, median duration of response; FDA, Food and Drug Administration.

1. Pujade-Lauraine et al. J Clin Oncol. 2014,32(13):1302-1308. 2. Richardson et al. JAMA Oncol. 2023;10.1001/jamaoncol.2023.0197. 3. Moore et al. Cancer. 2017;123(16):3080-3087. 4. Ab et al. Mol Cancer Ther.
2015;14(7):1605-1613. 5. Markert et al. Anticancer Res. 2008;28(6A):3567-3572. 6. Martin et al. Gynecol Oncol. 2017,147(2):402-407. 7. Data on file. 8. Matulonis et al. J Clin Oncol. 2023:41(13):2436-2445. 9. U.S.
FOOD & DRUG ADMINISTRATION. BLA ACCELERATED APPROVAL. https://www.accessdata fda.gov/drugsatfda_docs/appletter/2022/7613100rig1s000ltr pdf. Accessed May 23, 2023.
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MIRASOL (NCT04209855) — Study Design'2

An open-label, phase 3 randomized trial of MIRV vs investigator’s choice

chemotherapy in patients with FRa-high platinum-resistant ovarian cancer

LR LR Treatment Regimen-Experimental Primary Endpoint
(N=453)
ﬁ pee— —
Enroliment and Key Eligibility 5 MIRV PFSbyINV
Platinum-resistant disease T (6 mg/kg AIBW Q3W) (BICR for sensitivity analysis)
(PFI <6 mo) £ _
FRa detected by IHC with PS2+ intensity 3 —»  Secondary Endpoints
among 275% of viable tumor cells S Treatment Regimen-Control ORR by INV
1° platinum-refractory disease excluded 5 0S
(primary PFl <3 mo) — Investigator’s Choice —_ o P':;OS:’ o
1-3 prior lines of therapy Chemotherapy afety a’E)Ot; erability
Prior BEV and PARPi allowed (Paclitaxel, PLD, or Topotecan) CA-125 responseb
Patients with BRCA mutations allowed Stratification Factors PFS2

IC chemo: paclitaxel, PLD, or topotecan
Prior lines of therapy: 1vs 2 vs 3

AIBW, adjusted ideal body weight, BEV; bevacizumab; BICR, blinded independent central review; BRCA, BReast CAncer gene; CA-125, cancer antigen 125; chemo, chemotherapy; DOR, duration of response; FRa., folate receptor alpha;
IC, investigator’s choice; IHC, immunohistochemistry; INV, investigator, MIRV, mirvetuximab soravtansine; ORR, objective response rate; OS, overall survival, PARPI, poly (ADP-ribose) polymerase inhibitors; PFI, platinum-free interval;
PFS, progression-free survival, PFS2, time from randomization until second disease progression; PLD, pegylated liposomal doxorubicin; PROs, patient-reported outcomes; PS2+, positive staining intensity 22; Q3W, every 3 weeks.
3PROs will be measured using the European Organisation for Research and Treatment of Cancer Quality of Life Questionnaire, 28-item Ovarian Cancer Module (OV28) study instrument.

®Gynecological Cancer InterGroup (GCIG) criteria.

1. ClinicalTrials.gov identifier: NCT04209855. Updated June 16, 2022. Accessed October 5, 2022. https://clinicaltrials gov/ct2/show/NCT04209855

2. Moore K, et al. Presented at: 2020 American Society of Clinical Oncology Annual Meeting; May 29-31, 2020; Virtual. Abstract TPS6103.
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Primary Endpoint: Progression-Free Survival by Investigator

1.0=

> MIRV IC Chemo

= 08— (n=227) (n=226)

.§ mPFS (95% CI) 5.62 (4.34, 5.95) 3.98 (2.86, 4.47)

. Events, n (%) 176 (77.5) 166 (73.5)

S 06—

% HR (95% CI) 0.65 (0.52, 0.81)

=}

g p-value <0.0001

o -

& 0.4

o~

S

»n

(7]

2 024

o

2

m S O
+ Censored = i *

0.0— S——
[ [ | | I I I I | I
0 3 6 9 12 15 18 21 24 27
Time (months)
No. Participants at Risk MIRV IC Chemo
MIRV 227 151 89 38 18 10 3 3 1 0
IC Chemo 226 98 48 19 5 3 2 1 0

Data cutoff: March 6, 2023
MIRV, mirvetuximab soravtansine; IC Chemo, investigator's choice chemotherapy, mPFS, median progression-free survival, Cl, confidence interval; HR, hazard ratio.
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Best Overall Response by Investigator (N=453)
| wRvm=2) | (CChemo(n=226)

ORR, n (%) [95% CI] 96 (42) [35.8, 49.0] 36 (16) [11.4, 21.4]
Best overall response, n (%)

CR 12 (5) 0

PR 84 (37) 36 (16)

SD 86 (38) 91 (40)

PD 31 (14) 62 (27)

Not evaluable 14 (6) 37 (16)

0

Best Percent Change from Baseline

100 -
804/
604
4041
20 Ml

MIRV

204
-40 4
-60 -
-80 4

-100 -

Best Percent Change from Baseline

Data cutoff: March 6, 2023
MIRV, mirvetuximab soravtansine; IC chemo, investigator's choice chemotherapy; ORR, objective response rate; Cl, confidence interval; CR, complete response; PR, partial response; SD, stable disease; PD, progressive disease; DCR,
disease control rate.
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Overall Survival

MIRV IC Chemo
1.0 5 , (n=227) (n=226)
mOS (95% CI) 16.46 (14.46, 24.57) 12.75 (10.91, 14.36)
0:6~ Events, n (%) 90 (39.6) 114 (50.4)
B HR (95% CI) 0.67 (0.50, 0.89)
§ . p-value? 0.0046
Kol
2
o
E 0.4
-E .
=]
(7]
02—
—
+ Censored
0.0 H
[ I [ [ [ [ I I I [ |
0 3 6 9 12 15 18 21 24 27 30
Time (months)
No. Participants at Risk MIRV IC Chemo
MIRV 227 204 175 128 82 53 28 15 9 4 0
IC Chemo 226 185 157 107 68 39 18 9 5 2 0

Data cutoff: March 6, 2023
MIRV, mirvetuximab soravtansine; IC Chemo, investigator choice chemotherapy; mOS, median overall survival;, Cl, confidence interval, HR, hazard ratio.
aQverall survival is statistically significant based on pre-specified boundary p-value at interim analysis =0.01313
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Safety Summary (N=425)

MIRV has a tolerable safety profile compared with IC Chemo

MIRV IC Chemo
(n=218) (n=207)

Any TEAE, n (%) 210 (96) 194 (94)
Grade 3+ TEAEs, n (%) 91 (42) 112 (54)
SAEs, n (%) 52 (24) 68 (33)
Deaths on study drug or within 30 days of
last dose, n (%) 2ild) 2(2)
Dose reductions due to TEAEs, n (%) 74 (34) 50 (24)
Dose delays due to TEAES, n (%) 117 (54) 111 (54)

| Discontinuations due to TEAEs, n (%) 20 (9) 33 (16) |

T sl opietn comses o st wo covedt o o sl RV arC e

igﬁ, :L ﬁ&SNOG ::i::::::; :it:tie:mh::c:i.sx:::: Iﬂ:e::::: :Ioi:i::ﬁsi:;?::phenson Cancer Center University of Oklahoma College of Medicine ﬁ%gceocc; 52:5?:}&‘%5}&?:
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Frequency (%)

Differentiated Safety Profile: Treatment-Emergent Adverse Events

60 59 59 Grade
All 3+
MIRV (N=218) 1
® o IC Chemoe (N=207) ' i
41 41
40
35
32 32
50 29 29 29 29 28
27 26

22
20
ip 13
10 9
8 6 6
; 4 4 3 !4 5 - 430
0 -E 0 mons el = as ] 2

~\ N o O N O D 6 o ~\ o QR o ST G o
@Q‘ Q Q\/ «OQ @Q‘ Q Q «o @Q‘ Q Q\/ «OQ @Q‘ Q Q o @Q‘ QQQ\?\QQ @Q‘ QQQ\?,\QQ @Q‘ QQQ\?\QQ @\Q‘ QQQ\?\QQ Q\Q. Q ?\QQ Q\Q‘ Q'bQ\/o«oQ @Q‘ Q®Q\20Q
. . . | Peripheral . . . Blurred
Neutropenia Anemia Thrombocytopenia Neuropathyb Alopecia Diarrhea Nausea Stomatitis Vislon Keratopathy Dry Eye
Hematologic General Gastrointestinal Ocular

Data cutoff: March 6, 2023
MIRV, mirvetuximab soravtansine; IC Chemo: investigator’s choice of chemotherapy; Pac, paclitaxel, PLD, pegylated liposomal doxorubicin; Topo, topotecan.

3Pac n=82, PLD n=76, Topo n=49. ®Grade 2+ peripheral neuropathy events were observed in 12% and 16% of patients that received MIRV or paclitaxel, respectively.
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MIRASOL Conclusions

MIRV demonstrated statistically significant and clinically meaningful improvements in PFS, ORR, and OS compared
to IC chemotherapy

MIRV is the FIRST:
= Treatment to demonstrate an OS benefit in a phase |l trial in PROC
= FDA-approved ADC for PROC with efficacy confirmed, regardless of prior BEV use in MIRASOL
= Biomarker-directed therapy for ovarian cancer since PARPI

With a safety database of more than 1000 patients, MIRV continues to demonstrate a differentiated safety profile
consisting predominantly of low-grade ocular, gastrointestinal, and neuropathy events
= No new safety signals were identified in MIRASOL

Compared to IC chemotherapy, MIRV was associated with lower rates of:
= Grade 3 or greater treatment-emergent adverse events (TEAESs) (42% vs 54%)
= Serious adverse events (24% vs 33%)
= TEAESs leading to discontinuation of study drug (9% vs 16%)

These efficacy data, along with the well-characterized safety profile, are practice-changing and position MIRV as a
new standard of care for patients with FRa-positive PROC

MIRV, mirvetuximab soravtansine, PFS, progression-free survival, ORR, objective response rate; OS, overall survival; IC, investigator choice; PROC, platinum-resistant ovarian cancer; FDA, Food and Drug Administration; ADC, antibody-
drug conjugate; PARPI, poly (adenosine diphosphate [ADP]-ribose) polymerase inhibitor; TEAES, treatment-emergent adverse events; FRa., folate receptor alpha.
1. Pujade-Lauraine et al. J Clin Oncol. 2014;32(13):1302-1308. 2. Richardson et al. JAMA Oncol. 2023;10.1001/jamaoncol.2023.0197.
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Pembrolizumab vs Placebo Plus Weekly Paclitaxel
With or Without Bevacizumab for Platinum-Resistant
Recurrent Ovarian Cancer: Results from the
Randomized, Double-Blind Phase 3 ENGOT-ov65/
KEYNOTE-B96 Study
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ENGOT-ov65/KEYNOTE-B96 Study Design (NCT05116189)

Pembrolizumab 400 mg
(Q6W, 18 cycles) +
Paclitaxel2 80 mg/m2 Days 1, 8, 15
of each Q3W cycle

* 1 or 2 prior lines of therapy; at least 1 platinum-based + -
chemotherapy (£ bevacizumab 10 mg/kg Q2W)

* Prior anti-PD-1 or anti-PD-L1, PARPI and
bevacizumab permitted

Key Eligibility Criteria

+ Histologically confirmed epithelial ovarian, fallopian
tube, or primary peritoneal carcinoma

Placebo
(Q6W, 18 cycles) +

Paclitaxel? 80 mg/m2 Days 1, 8, 15
of each Q3W cycle

(+ bevacizumab 10 mg/kg Q2W)

+ Radiographic progression within 6 months after the last
dose of platinum-based chemotherapy

+ ECOGPSOor1

Stratification Factors

+ Planned bevacizumab use (yes vs no) Primary Endpoint: PFS per RECIST v1.1 by investigator
+ Region (US vs EU vs ROW) Key Secondary: OS
+ PD-L1 CPS (<1vs 1to<10vs 210)°

=Docetaxel (75 mg/m? Q3W) may be considered in participants with severe hypersensitivity reaction to paclitaxel or an adverse event requiring discontinuation of paclitaxel after consultation with the Sponsor.
tThe combined positive score (CPS) was assessed at a central laboratory using PD-L1 IHC 22C3 pharmDx and defined as the number of PD-L1 CPS =1 cells (tumor cells, lymphocytes, macrophages) divided
by the total number of tumar cells = 100.
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Baseline Characteristics

Pembro Arm Placebo Arm Pembro Arm Placebo Arm
(N = 322) (N =321) (N = 322) (N=321)
Age, median (range) 62y (37-85) 61y (37-82) ECOG PS 1 142 (44.1%) 144 (44.9%)

Race*®

White

Asian

Multiple

Black ar African American

Hawaiian/Pacific | slander
PD-L1 CPS

<1

1to <10

=10

Stage at diagnosis (FIGO 2014 criteria)

IALIB
-G
IVA-1VB

207 (64.3%)

72 (22.4%)
12 (3.7%)
8 (2.5%)
1(0.3%)

88 (27.3%)
133 (41.3%)
101 (31.4%)

25 (7.8%)
183 (56.8%)
114 (35.4%)

217 (67.6%)
58 (18.1%)
17 (5.3%)
6 (1.9%)
1(0.3%)

89 (27.7%)
132 (41.1%)
100 (31.2%)

26 (8.1%)
189 (58.9%)
106 (33.0%)

High-grade serous histology®
Bevacizumab use
Prior lines of therapy®©
1line
2 lines
Prior anticancer therapy
Anti-PD-1 or PD-L1
Bevacizumab
PARP inhibitor
Platinum-free interval®
=3 mo
=3 to =6 mo

=6 mo

278 (86.3%)
235 (73.0%)

121 (37.6%)
200 (62.1%)

7 (2.2%)
149 (46.3%)
112 (34.8%)

137 (42.5%)
183 (56.8%)
2 (0.6%)

275 (85.7%)
236 (73.5%)

113 (35.2%)
207 (64.5%)

7 (2.2%)
146 (45.5%)
123 (38.3%)

162 (50.5%)
154 (48.0%)
4 (1.2%)

244 participants had missing information for race, 22 (6.8%) in the pembro arm and 22 (6.9%) in the placebo arm. ®Other histology subtypes in the pembro and placebo arms, respectively, were clear cell in 24
(7.5%) and 26 (8.1%), endometrioid in 9 (2.8%) and 4 (1.2%), low-grade serous in 6 (1.9%) and 10 (3.1%), carcinosarcoma in 3 (0.9%) and & (1.6%]), and other carcinoma in 2 {0.6%) and 1 {0.3%). %2 participants
had 3 prior lines of therapy, 1 (0.3%) in each treatment arm. #1 participant in the placebo arm had missing information for platinum-free interval. Data cutoff date: March 5, 2025.
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Progression-Free Survival in the CPS 21 Population at |A1

100—
' 12-mo rate (95% Cl)
s 90+ | 35.2% (28.8-41.7)
= 80— ! 22.6% (17.0-28.7)
= I
- 70— I ;
2 ' | HR 0.72 (95% CI, 0.58-0.89)
@ ' | P=0.00142 Pts w/ | Median, mo
= 50— I Event (93% Cl)
c 40— : Pembro Arm  69.2% 8.3
.E ' (7.0-9.4)
w 30— Placebo Arm  77.6% 7.2
2 (6.2-8.1)
g 204 | . .
bt I Information fraction: 87.9%
o 10— Median follow-up: :
15.6 months ! '
D I L] 1 ) I L] 1 I 1 I I : 1 L I L] 1 L] 1 I 1 L] 1 L I I I I 1 I
0 5 10 15 20 25 30

No. at risk Time, months

234 170 87 21 5 1 0

232 150 64 16 3 1 0

Response assessed per RECIST v1.1 by investigator review. 2Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covarniate stratified by the randomization stratification factors.
The observed p-value crossed the prespecified nominal boundary of 0.0116 at this planned first interim analysis; because the success criterion of the PFS hypothesis was met, no formal testing of PFS will be
performed at later analyses. Data cutoff date: April 3, 2024.



N Colombo KNB96 ESMO 2025

Progression-Free Survival in the ITT Population at |A1

Pts w/ | Median, mo
Event (93% Cl)
71.7% 8.3
(7.2-8.6)
78.8% 6.4
(6.2-8.1)

Information fraction: 89.5%

100 —
! 12-mo rate (95% ClI)
e 90+ | 33.1% (27.7-38.5)
= 80— : 21.3% (16.6-26.4)
-
s 70 : .
S ! HR 0.70 (95% CI, 0.58-0.84)
FE ' | P<0.00012
@
I.t 50 — :
S 40 — | Pembro Arm
1
E 30 + ' Placebo Arm
g 20 — |
o 10 | Median follow-up: :
15.6 months !
D 1 L 1 I I ] 1 ) 1 I 'II L] 1 I 1 L] 1 L] I I L] 1 L 1 I
0 5 10 15 20 25 30
No. at risk Time, months
322 233 119 34 6 1 0
321 200 84 19 3 0

Response assessed per RECIST v1.1 by investigator review. 2Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covarniate stratified by the randomization stratification factors.
The observed p-value crossed the prespecified nominal boundary of 0.0023 at this planned first interim analysis; because the success criterion of the PFS hypothesis was met, no formal testing of PFS will
be performed at later analyses. Data cutoff date: April 3, 2024.
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Progression-Free Survival in Subgroups in the CPS 21 and ITT Populations at 1A1

CPS 21 Population ITT Population
Number of Events/ Hazard Ratio Number of Events/ Hazard Ratio
Subgroup Number of Participants (%) (95% CI) Subgroup Number of Participants (%) (95% CI)
Qverall e | A42/466 (73 4) 072(0 58 t0 080) I kA ASAIEA3 (75.3) 0.70.40.55.t0.0.84)
Age Age
<65 years - 218/289 (75.4) 0.72 (0.55 to 0.93 <62 years e 311
=60 years TZaT T 0. 1) U - - =65 years e 173/236 (73.3) 0.82 (0.61to 1.11)
Race Race
White 2271313 (72.5) 0.80 (0.61 to 1.03) White - 317/424 (74.8) 0.79 (0.64 to 0.99)
All Cthers —— 88/118 (74.6) 0.61 (0.40 to 0.93) Regilérgﬂhem —— 131175 (74.9) 0.56 (0.40 to 0.80)
Reqgion .
United States —t— 33/50 (66.0) 0.68 (0.34 to 1.36) United States 0 40/59 (67.8 0.74 {n_agm 135%
European Union e 163/218 (74.8) 0.89 (0.66 to 1.22) European Union 230300 (76.7) 067(067101.13
Rest of World — — 146198 (73.7) 0.64 (0.46 to 0.89) = S Fil TP T} el
ECOG Performance Status
ECOG Performance Status oy 0 —o— SRR
0 186/258 (72.1) 0.88 (06610 117) ( e
1 - — 215/286 (15.2 0.65 (0.49 to 0.85)
Lpnt}rmp'rmmm — - 154/206 (74.8) 0.64 (0.47 to 0.89) ) SRR
Yes —— 1721234 (73.5) 0.74 (0.55 to 1.00)
Yes — — 126179 (70.4) 0.70 (0.49 to 0.99) e
No o 216287 (75 3) 0 79(0 f1 {0 104) pDrfﬁ ops 5812/409 (76.3) 0.74(0.5910 0.92)
PD-L1 CPS <1 — - 142177 (80.2) 0.66 (0.47 to 0.92)
110<10 = 202/266 (75.9) 0.74 (0.96 t0 0.97) 1 to <10 - — 202/266 (75.9) 0.74 (0.56 to 0.97)
=1u i | 1aUUU (/U V) S NV T (T M L0 =10 i i AT 17T 11 T 7O 57 10
Bevacizumab Use Bevacizumab Use o ' '
Yes 298/338 (67.5) 0.75 (0.58 to 0.97) Yes - 320/471 (59.8) 0.72 (0.58 to 0.89)
No 1141128 (89.1) 0.71(0.49 to 1.03) No — — 155172 (90,1) 0,70 (0,51 to 0.97)
Platinum-Free Interval Flatinum-Free [nterval
<3 months I—0-|-| 162/220 (73 6) 085(06210115) =3 monihs 2
([ 3to6 months 1 1741240 (72.5) 0.71(0.53 to 0.96) (" 3to6 months F A 2521334 (75.4) 0.71 {:{J_Eﬁ 10 0.90) )
0.1 1 10 0.1 1 10
Pembrolizumab- Placebo— Pembrolizumab— Placebo-
Paclitaxel Paclitaxel Paclitaxel Paclitaxel
Better Better Better Better

Hesponse assessed per RECIST v1.1 by investigator review. The subgroup results shown in the forest plot were based on an unstratified Cox model, so the results for CPS 21 may differ slightly compared with
those of the primary analysis, which were based on a stratified Cox model. Data cutoff date: April 3, 2024.
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Progression-Free Survival in the CPS 21 and ITT Populations at |A2
CPS 21 Median, HR ITT Median, HR
Population | months 2 (95% Cl) Population | months e (95% CI)
Pembro Am 8.3 81.6% 0.752 Pembro Arm 8.3 83.2% 0.73a
(0.61-0.91) (0.62-0.86)
Placebo Arm 7.2 86.6% Placebo Arm 6.4 87.2%
100+ :12-mo :1E-mo 100 :12-mo :1E-mo
“"E 9[]— |35.90f|:r | 13.?0;"’0 ""E 9[] |33.?Uf’r& I 1?_3%.
= | o | 0 = | og | 0
= a0 123.9% ! 10.5% = 80— 122.5% 19.0%
2 2 ,
> 70— > 70 - !
- - I
(7] 60— 0 50 — I
3 o !
i 50 i 50 - |
§ 40— 5§ 40 !
W 7]
g 30— 2 30 - ,
: - : g - .
= 10— : 2l J & 10 : ] | J
0 | |I : | | | | 0 | : II | I | |
0 5 12 18 24 30 36 42 0 6 12 18 24 30 36 42
No. at risk Time, months No. at risk Time, months
234 158 77 39 12 3 1 0 322 213 99 49 16 3 1 0
232 138 20 22 ] 2 0 0 321 184 64 29 6 2 0 0

Median follow-up: 26.6 months

Response assessed per RECIST v1.1 by investigator review. 3Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covariate stratified by the randomization stratification factors.
Mo statistical testing for PFS was done at this analysis because significance was achieved at |1A1. Data cutoff date: March 5, 2025.
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Key Secondary Endpoint: Overall Survival in the CPS =21 Population at |1A2

100+ , 12-mo . 18-mo
90 1 69.1% 1 51.5%
B | 50.3% ! 38.9%
= 80— I 1
& ! : HR 0.76 (95% CI, 0.61-0.94)
s 704 : P =0.0053
> 604 : :
@ 50— ! Ptsw/ [ Median, mo
= : Event (95% Cl)
5 40— | PembroArm  67.1% 18.2
> : : (15.3-21.0)
° - : ! n1 Placebo Arm  75.4% 14.0
[ 1 S J0 -
20— . . (12.5-16.1)
10 Median follow-up: | : | Information fraction: 90.0%
26.6 months : !
0 | | ) | | | |
0 6 12 18 24 30 36 42
No. at risk Time, months
234 207 161 120 49 13 3 0
232 200 137 89 41 10 1 0

#Hazard ratio (Cl) analyzed based on a Cox regression model with treatment as a covarate stratified by the randomization stratification factors. The observed p-value crossed the prespecified nominal boundary
of 0.0083 at this planned second interim analysis. Data cutoff date: March 5, 2025.



N Colombo KNB96 ESMO 2025

Overall Survival in Subgroups in the CPS =21 Population at IA2

Data cutoff date: March 5, 2025,

Subgroup
Overall

Number of Events/
Number of Participants (%)

332/466 (71.2)

Hazard Ratio
(95% Cl)

0.76 (0.61 10 0.94)

Age
=65 years

206/289 (71.3)

0.73 (0.5510 0.96)

=00 veals
Race
White
All Others
Region
United States
European Union
Rest of World

ECOG Performance Status
(N

it

*1

207177 (7 1.2]

2131313 (73.8)
90/118 (76.3)

35/50 (70.0)
148/218 (67.9)
149/198 (75.2)

170258 (65 Q)

UoZ 0o 10 1.1

0.76 (0.6010 1.02)
0.70 (04610 1.06)

0.82 (0.42 to 1.59)
0.90 (0.65 to 1.24)
0.63 (0.46 to 0.88)

0830 6A1to1 120

160/206 (77 7)

072 (05310099 |

41
Prior PARP Inhibifors
Yes

L Ll

124/181 (68.5)

5 (0.59 to 1.20)

0.8
No e 208/285 (73.0) 0.71 (0.54t0 0.93)
PD-L1 CPs |
1to <10 203/265 (76.6) 0.79 (06010 1.04)
=10 —— 120/201 (F3 2) 072 (051101 01
Bevacizumab Use
Yes e 229/338 (67.7) 0.75 (05810 0.97
Mo —a—H TUaSM1 e (oo .o (U.27101.71)
Platinum-Free Interval
=3 months —e— 162/216 (74.3) 0.64 (0.47 t0 0.88)
3to 6 months e 167/245 (68.2) 0.88 (06510 1.19)
1 1 |
01 1 10
Pembrolizumab- Placebo-
Paclitaxel Paclitaxel
Better Better
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Objective Response Rate and Response Duration in CPS 21 Population at A2

A58

(95% Cl, -3.6-15.1)

1004
=
s 80- I
- 53.0%
(1 (95% CI, 45.8-60.0)
@
@ 60 —
Q
o
0 1
@
(1 40+
@
>
=
[T
@
o 204
O

Pembro Amm
N =202

Hesponse assessed per RECIST v1.1 by investigator review. Data cutoff date: March 5, 2025,

46.6%
(95% CI, 39.6-53.7)

0 CR:9.9% CR: 7.8%

Placebo Arm
N =204

100 -
90—
80—
70—
60—
50
40—
30
20—
10

0

Duration of Response, %

18-mo
28.4%
16.4%

Pembro Arm
Placebo Arm

0

|
6 12 18 24 30 36

No. at risk Time, months

107 81 46 28 5 1

95

o o

63 26 13 3 1



Objective Response Rate and Response Duration in

N Colombo KNB96 ESMO 2025

TT Population at 1A2

100
A89
= 95% CI, 0.9-16.7
> 80- | (95% ) |
s 50.4% 40.8%
@ (95% CI, 44.3-56.4) (95% CI, 35.0-46.8)
2 60+ -
Q
o
W —_—
[ F] —_—
o 404
[+ b} PR S
-
=
(&
[+ h]
o 204
(®]
D CR: 8.3% CR: 6.0%
Pembro Am Placebo Arm
N =276 N =282

Hesponse assessed per RECIST v1.1 by investigator review. Data cutoff date: March 5, 2025,

100
90—
80—
70—
60—
50—
40—
30—

20—

10— PembroArm
Placebo Arm

Duration of Response, %

0

1
46.6% 1 26.5%
28.4% ! 14.5%

0 6

No. atrisk

139 104
115 76

|
|
|
|
12 18 24 30 36
Time, months

29 32 8 1
30 14 4 1

oo



Summary of Adverse Events at |A2

N Colombo KNB96 ESMO 2025

All-Cause AEs Treatment-Related AEs? Immune-Mediated AEs"
Pembro Amm Placebo Arm Pembro Amm Placebo Arm Pembro Amm Placebo Arm
(N = 320) (N = 318) (N = 320) (N = 318) (N = 320) (N = 318)

Any grade 318 (99.7%) 316 (99.4%) 313 (97.8%) 303 (95.3%) 125 (39.1%) 60 (18.9%)
Grade 23 264 (82.5%) 225 (70.8%) 216 (67.5%) 176 (55.3%) 37 (11.6%) 11 (3.5%)
Serious 178 (55.6%) 122 (38.4%) 106 (33.1%) 62 (19.5%) 35 (10.9%) 7 (2.2%)
Led to death 15 (4.7%) 14 (4.4%) 3 (0.9%)° 5 (1.6%)9 2 (0.6%)® 0
;E::;f fr’:;:g::aﬁ“" 132 (41.3%) 108 (34.0%) 115 (35.9%) 89 (28.0%) 22 (6.9%) 8 (2.5%)

The median duration of therapy was 33 weeks in the pembro arm and 28 weeks in the placebo arm. *Per investigator assessment "Events were based on a list of preferred terms intended to capture the known
risks of pembrolizumab and considered regardless of attribution to treatment by the investigator. “Colitis, interstitial lung disease, and intestinal perforation. *Cardiac failure, intestinal perforation (in 2), and large
intestine perforation (in 2). ®Colitis and pneumaonitis (reported by the investigator as treatment-related interstitial lung disease). Data cutoff date: March 5, 2025



N Colombo KNB96 ESMO 2025

Treatment-Related Adverse Events at 1A2,
Incidence 220% in Either Arm

70 ~ Grade
1-2 =3
60 | Pembro Arm .
Placebo Arm .
487
50 4
42 1
38.8
= ap 37.8
1) 40 353
e 33.0
% 31.3
G 30 . 294 291 28 8
£ 24.8 245
223 23.4 228
20 - 17.9
10 -
D _

Neutrophil WBC
count decreased
decreased

Meutropenia

Anemia Peripheral Alopecia Fatigue MNausea Epistaxis Diarrhea
neuropathy

Data cutoff date: March 5, 2025,
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Immune-Mediated Adverse Events and Infusion Reactions at |1A2,
Incidence 25 Participants in Either Arm

25 - Grade
1-2 23
Pembro Arm .
20 Placebo Arm [
17.8
s 19 A
<
%]
c
[1£]
=)
O
£ 1p 4
5 - 4.7 47
0
0 -
Hypothyroidism Infusion Hyperthyroidism  Adrenal Pneumonitis Colitis Gastritis Severe skin
insufficiency reactions

reactions

Events were based on a list of preferred terms intended to capture the known risks of pembrolizumab and considered regardless of attribution to treatment by the investigator.
Data cutoff date: March 5, 2025.



KNB96 vs MIRSOL

Study Study Design Patient Population | Analysis PFS 0os Notes
Stage Median, mo HR (95% CI) Median, mo HR (95% CI)
KEYNOTE- Pem + w-P (+/- bev) vs. | « 1-2 Prior Lines A1 » CPS = 1 population « CPS = 1 population NR NR Presented at ESMO
B96 Placebo + w-P (+/- bev) | + Primary PFl < (median f/u: :8.3vs. 7.2 : 0.72 (0.58-0.89) 2025
in PRROC 1mo was excluded 15.6 mo) * ITT population * ITT population
« all epithelial OC :83vs. 64 : 0.70 (0.58-0.84)
A2 + CPS = 1 population » CPS = 1 population * CPS > 1 population » CPS = 1 population
(median f/u: :8.3vs. 7.2 :0.73 (0.61-0.91) :18.2vs. 140 : 0.76 (0.61-0.94)
26.6 mo) + ITT population * ITT population
:83vs. 64 : 0.70 (0.62-0.86)
MIRASOL Mirv vs. Investigator's * 1-3 Prior Lines IA (median 5.62 vs. 3.98 0.65 (0.52-0.81) 16.46 vs. 12.75 0.67 (0.50-0.89) Presented at ASCO
Choice Chemo (Pacli, * Primary PFIl < f/u: 13.1 mo) 2023
PLD, or Topo) in FR 3mo was excluded -
alpha high PRROC . Only High Grade FA (median 5.59 vs. 3.98 0.63 (0.51-0.79) 16.85 vs. 13.34 0.68 (0.54-0.84) Presented at SGO
f/u: 30.5 mo) 2025

Serous Histology
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Conclusion

1. Evolution of Treatment Selection

Beyond the 6-Month Cutoff:
Transition from a binary Platinum-Free Interval (PFI) to a "Continuum of Sensitivity” model
Biomarker-Driven Strategy:

Treatment is now dictated by molecular profiles (BRCA, HRD, and FRa expression) rather than
clinical timing alone

2. Strategic Therapeutic Updates
Platinum-Sensitive:

Focus on platinum doublets followed by PARP inhibitors or Bevacizumab maintenance to
prolong remission.

Platinum-Resistant (The New Standard):
C THY oFx| HiU= stetRHO| 7|E K=

ADC Breakthrough: Mirvetuximab Soravtansine is the preferred choice for FRa-high
10 Synergy (KEYNOTE-B96): Pembrolizumab + Paclitaxel £ Bevacizumab significantly improves

. OS, particularly in CPS 2 1 and patients < 65 years @ hervoIsYes
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Chemo-TIP Review
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Thank you for your attention!
d Korean Society :Eyﬁlgc O?cology






