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Introduction of
Epithelial Ovarian
Cancer




Epidemiology of Ovarian Cancer-WHO 2022
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ythellal Ovarian cancer TNU
. Hlsmlso;);us 50~60‘{? :

Mucinous (5~10%)
Endometrioid (10~15%)
Clear cell (10~15%)

= FIGO stage

II

1‘ Stomach I
Diagnosis at advanced
stage omentum | TV
= = Treatment
4 Debulking surgery 11 W [pareaoric

& Y/ L ymph nodes

\ Pelvic
\} ymeh nodes

Adjuvant chemotherapy
A4 (Platinum-based)

J Clin Oncol 1998;16:3674-90
Nature Reviews Cancer 2005; 5, 355-366
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Clinical Courses of Epithelial Ovarian Cancer

/

Tumor volume expressed in

MUI/ml of CA 125

Diagno Ovarian cancer recurrence, patient receives active line of treatment
1'- 2'— mPFS mPFs e mPFS ke mPFs kdm mPFs
f 10.2 M 6.4 M 5.6 M 44M 41M
@ 17.6 M 11.3 M 89 M 6.2 M 5.0 M
1 line um- Platinum-
ase resistant disease
G e <+ > <>

Surgery Occlusion

Symptoms

8 months
A ===

PFl: 12 months
L

I | | | | | |
Disease-free-interval
Months /

N
THU

Ann Oncol. 2012;23:2605-2612; Gynecol Oncol Res Pract. 2017;4:13; SpringerPlus. 2016;5:1197



Hyperthermic
intraperitoneal
chemotherapy

in PDS / IDS
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Intraperitoneal chemotherapy
(HIPEC)
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H

Drug Molecular Hydrophilic AUC ratio Thermal
weight enhance-
ment
Taxanes
Paclitaxel 854 g/mol No 550-2300 No
Docetaxel 808 g/mol No 150-500 No
Topoisomerase inhibitors
Irinotecan 587 g/mol Yes 38 No
Mitoxantrone 444 g/mol No 162-230  No
Doxorubicin 544 g/mol Yes 1109 Yes
Platinum-based agents
Cisplatin 300 g/mol Yes 12-22 Yes
Carboplatin 371 g/mol Yes 15-20 Yes
aliplatin 397 g/mol Minimal 16 Yes
timetabolites
Minimal 344 Minimal
Yes 847 Yes
Yes 70 Yes

“The AUC-#étio for
approximately4—1

-38, the active metabolite of irinotecan, is

Drugs. 2023 Feb;83(2):159-180.



A NEW ENGLAND JOURNAL ¢/ MEDICINY

1 hermi i I Ch h
HIPEC |n ID Hypert ermnci nln(t)rvz;liz:]tog:r?cer emotherapy

Rocumnoe-fn:os-urvivnl HR: 0.66
95% Cl: 0.50 - 0.87
P =0.003

| 276 Patients were registered

® Stage lll EOC
® Optimal IDS
® HIPEC

3
2
3
@
¢ £ 0.6
. . 2 Had logistic reason N
Cisplatin 100 mg/m2 2 Had low blood counts 054
2 Had uncertain diagnosis z
o H 1 Had poor performance-statulgcore
40 °C for 90 minutes § o4
%‘ 0.3
245 Underwent randomization ?
| o2 Surgery plus HIPEC
0.14
l L o Stratified P=0.003 by log-rank test Surgery
0. T T T T 1
. 0 1 2 3 K 5
123 Were assigned to undergo cytoreduc- 122 Were assigned to undergo cytoreduc- z i
tive surgery without HIPEC tive surgery with HIPEC Years since Randomization
122 Received assigned treatment 118 Received assigned treatment
1 Did not receive assigned treatment 4 Did not receive assigned treatment
owing to withdrawal of consent 2 Underwent surgery without
resection owing to progressive R
disease Overall Surviva =
1 Did not undergo cytoreductive 1.0+ H R' 0'67
surgery owing to progressive . -
disease .
1 Did not receive HIPEC owing to 094 95% Cl: 0.48 - 0.94
technical issue
1 Was lost to follow-up (after 1 P - 0.02
7 mo) after disease recurrence
1 Was lost to follow-up (after 0.7+
1 mo) z
| 1 Was lost to follow-up (after 0.6
20 mo) after disease a Surgery plus HIPEC
recurrence s d
z
3
123 Were included in the intention-to- 122 Were included in the intention-to- 0:
treat analysis treat analysis
0.34
1 Was excluded from the safety 4 Were excluded from the safety 0.2
analysis owing to not receiving |=— f—#=| analysis owing to not receiving
assigned treatment assigned treatment 0.14
Stratified P=0.0;
0.0 T T T T 1

0 1 2 3 B S
Years since Randomization

122 Were included in the safety analysis 118 Were included in the safety analysis ‘

N Engl J Med. 2018 Jan 18:378(3):230-240.



The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTI

Hyperthermic Intraperiton
in Ovarian Canc

otherapy

CONCLUSIONS

Among patients with stage III epithelial ovarian cancer, the addition of HIPEC to
interval cytoreductive surgery resulted in longer recurrence-free survival and overall
survival than surgery alone and did not result in higher rates of side effects. (Funded
by the Dutch Cancer Society; ClinicalTrials.gov number, NCT00426257; EudraCT num-
ber, 2006-003466-34.)

Subgroup

Age
=65 yr
<65 yr
Histologic type
High-grade serous
Other
Previous surgery
No
Yes
No. of involved regions
0-5
6-8
Laparoscopy before surgery
No
Yes

N/
Surgery
ne. o

43745
67/78

96/107
14/15

100/111
10/12

73/83
37/40

95/105
15/18

al no.

91/
7/9

90/110
9/12

62/83
37/39

86/103
13/19

plus HIPEC Hazard Ratio (99% CI)

3 ]
v ——| 0.72 (0.46-1.12)
1

- 0.63 (0.35-1.15)

0.69 (0.48-1.02)

G
¢—>—| 0.56 (0.17-1.86)
0.71 (0.49-1.03)
0.47 (0.14-1.61)

—4—]

|
0.64 (0.41-1.01)
- 0.66 (0.35-1.23)
0.69 (0.47-1.02)
] 0.61 (0.23-1.63)
T 1
0.1 10 N 0
Surgery plus HIPEC Surge
Better Better

N Engl J Med. 2018 Jan 18;378(3):230-240.



JAMA Surgery | Original Investigation

I DS Survival After Hyperthermic Intraperitoneal Chemotherapy TNU

and Primary or Interval Cytoreductive Surgery in Ovarian Cancer

] A Randomized Clinical Trial H

HIPEC in PD

A | Progression-free survival

274 Patients enrol >

1007w Hazard ratio, 0.88 (95% (1, 0.63-1.21)
P=_43 by log-rank tes
® Stage lll or IV EOC 46 Excludedtbefore s o f S
® Optimal PDS/ IDS ;‘7’ gtrﬁ‘e"iﬂg : p el
° uspected'ea a0e disease 3
H!PEC . | ] 7 Suspected extraperitone £ 4o
Cisplatin 75 mg/m2 [ | | disease
41.5°C for 90 mins ion 2 Withdrawal of cons 201
DTUPTY
14 Incideptal_intrauperati\.re LS 4 5 6 7 8 9 10
complications 6’ Follow-up, y
No. at risk
Control group 92 18 10 7 4 1 0 0
L HIPEC group 92 24 12 10 7 4 2 0
e n ™
‘\& 184 Randomized / O B| Overall survival
- < 100 e

92 Randomized to undergo
cytoreductive surgery

92 Randomized to undergo
cytoreductive surgery

92 Included in the intention-to-treat

92 Included in the intention-to-treat

80

Hazard ratio, 0.87 (95% Cl, 0.58-1.32)
P=.52 by log-rank test

without HIPEC with HIPEC
3 Lossto 1 Loss to
follow-up | 7 follow-up
| v 4 5 6 7 8 9 10

Follow-up, y

No. at risk
. S . g Control group 92 1 28 18 122 6 1 0
analysis and safety analysis analysis and safety analysis HIPEC group 02 60 31 20 13 € 3 b

JAMA Sura. 2022 Mayv 1:157(5):374-383.



JAMA Surgery | Original Investigation CONCLUSIONS AND RELEVANCE The addition of HIPEC to cytoreductive surgery did not

Survival After Hyperthermic Intraperitoneal Chemotherapy improve progression-free and overall survival in patients with advanced epithelial ovarian
and Primary or Interval CytoreductivgSurgery in Ovarian Cancer | .- altnoiah the results are from a subgroup analysis, the addition of HIPEC to interval
A Randomized Clinical Trial

N cytoreductive surgery provided animprovement of progression-free and overall survival.
[ ]

E Progression-free survival ip/patients undergeing primary
cytoreductive surgery

100+

Overall survival in patients undergoing primary cytoreductive surgery

100

azard ratio, 16 (95% Cl, 0.74-1.83)

Hazard ratio, 1.38 (95% Cl, 0.75-2.54)
51 by log-rank test

P=.29 by log-rank test
80+ 804

Control

=)
=]
T

: 7 P D
= =
=3 =
>
U% 40- S 404
20 204

0

0o 1 2 3 4 5 6 7 8 0o 1 2 3 4 5 6 7 & 8 10
Follow-up, y Follow-up, y
No. at risk . atri
Control group 49 42 28 22 17 10 7 4 1 0 0 onifol gr 49 47 43 37 31 21 17 11 6 1 0
HIPEC group 58 44 29 24 18 10 8 6 3 1 0 EC group 58 56 51 46 38 23 14 10 4 2 0

~
P Progression-free survival in patients undergoing interval cytoreductive Overalf'survival in patients undergoing interval cytoreductive surgery
surgery after neoadjuvant chemotherapy neoadjuvant otherapy
P

100+ 10
Hazard ratio, 0.60 (95% Cl, 0.37-0.99) Hazard ratio, 0.53 (95% Cl, 0.29-0.96)
P=.04 by log-rank test P=.04 by log-rank test
80+ 804
¥ 60 % 60
= ]
=3 =
>
U% 40- S 404
204 20
Control
0 T T T T T T T T T | 0 T T T T T T T T T T
0 1 2 3 4 5 6 7 8 9 10 0 1 2 3 4 6 8 9 10
Follow-up, y Follow-wp, y
No. at risk No. at risk
Control group 43 28 5 2 1 0 0 0 0 0 0 Control group 43 42 38 31 20 7 1 1 0 0
HIPEC group 34 30 9 7 6 2 2 1 1 1 0 HIPEC group 34 34 31 29 22 8 6 3 2

0
1 0

JAMA Sura. 2022 Mayv 1:157(5):374-383.




HIPEC in IDS

%

JAMA Surgery | Original Investigation

Hyperthermic Intraperitoneal Chemotherapy
After Interval Cytoreductive Surgery for Patients
With Advanced-Stage Ovarian Cancer

Who Had Received Neoadjuvant Chemotherapy

[] prs

/N

™U

H

100 5
Figure 1. Flow Diagram of Patients <
N/ “1 ICS without ICS with Log-rank
&0 HIPEC HIFEC P value
205 Patients registered ‘ = 15 with HIPEC Events 54 &4
& 40 \ Median PF5 14.2 mo 13 9 ma D05
. Stage I“ / IV EOC — ' HR (95% Cl) 061 (0.43-0.87)
° - 9 Ineligible 204 P R
Optl mal IDS 5 Had insufficient respo IS without HIPEC
® HIPEC N 3 Did not undergo or had 0 2 24 Y P P
Cisplatin 200mg/m2 or incomplete ICS Foleap e o
. 1 Did not receive adjuvant . 1 . 4 o
PaCIltaxel 175 mg/m2 chem{]thgrapy 74 k'] 11 2 i}
«| 42 °Cfor 90 mins
'. N
- 196 Underwent ICS S T
g v v KSwithout  ICSwith  Log-rank
. HIPEC HIPEC Pvalve
87 Assigned to undergo ICS 109 Assigned to undergo ICS ; A Events 21 3
without HIPEC with HIPEC 8 Medan0S  S30mo R 002
‘L l HR(95%Cl)  0.31(0.14-0.67)
20
87 Analyzed 109 Analyzed /\
- 12 24 % a8 60
Follow-u; e,
No. at risk
1CS without MIPEC 87 77 57 30 10 0
1CS with HIPEC 109 94 65 45 18 0

JAMA Surg. 2023:158(11):1133-1140




JAMA Surgery | Original Investigation

Hyperthermic Intraperitoneal Chemotherapy
After Interval Cytoreductive Sur?or Patients
er

With Advanced-Stage Ovarian C

Who Had Received Neoadjuvant Chw

CONCLUSIONS AND RELEVANCE This study suggests that ICS in conjunction with HIPEC was
associated with longer PFS and OS than ICS without HIPEC for patients with advanced-stage
ovarian cancer and was not associated with higher rates of postoperative complications. The
lower rate of peritoneal recurrence after HIPEC may be associated with improved OS.

Table 3. Sites of Recurrence® ( /
Variable 1CS without HIPEC (n = 87) ICSMIPEC (n m P value
Patients with recurrence, No. (%) 64 (73.6) 64 (58.7) <.001
Recurrence site, No./total No. (%)
Intraperitoneal 41/64 (64.1) 21/64 (32.8) ICS without HIPEC ICS with HIPEC
Extraperitoneal 5/64 (7.8) 10/64 (15.6)
Visceral metastasis 6/64 (9.4) 13/64 (20.3) 2 Extra- Extra-
Lymph node 16/64 (25.0) 30/64 (46.9) | peritoneal peritoneal
| eaee (15.6%)
~\‘ ‘/ o 0 ] \_;‘ ",‘
\ R /| |
I// R »
Viscerat”™ | | \
203% [ ° e \
/ o |\
| ® \
\ Lymph
node
| (46.6%)
) \
>N § \‘

\
|

JAMA Surg. 2023:158(11):1133-1140




f HIPEC
s

Side effects

Side Effects In

Different Bodyv
Kidney dysfunction Systems
Azotemia

L

Metabolic System \\\\'"‘“\U = 3 "

Transient hypothyroidism
Hyperglycemia

Hypocalcemia R

Electrolyte imbalance \/

Digestive System ’w
\@ )

Gastric perforation
Anastomotic leak
Digestive fistulas

Bowel leakage
7 Intraabdominal hemorrhage
Liver insufficiency
Gastrointestinal symptoms
Intestinal obstruction
Incisional hernia

Hematopoietic and
Circulatory System

Neutropenia
Bleeding and thrombosis
pricular tachycardia
Reduced cardiac preload

Myelosuppressive

PeerJ. 2023; 11: e15277.



Risk factors of acute renal impairment after cytoreductive surgery and
jtoneal chemotherapy

anted/m\confirm these findings.

Table 1. Demographic and clinical data of the patients who underwent CRS/HIPEC. v

Table 4. Analysis of risk factors for the occurrence of ARI using multiple logis-

All ARI Group $ £
Characteristic (n=169) (n=21) tic regression models.
Previous systemic therapy Adjusted OR (95% Cl) p-value
Never 53 (31.4%) 4 (19.0%) Age (years)
1st line 57 (33.7%)| 4 (19.0%) X >55 2.54 (0.86, 7.49) 0.091
2nd lines or more 59 (34.9%) 13 (61.9%) 46 (31.1%) <55 1
Previous chemotherapy Sex
Platinum based 61 (36.1%) 14 (66.7%) 47 (31.8%) 1.42 (0.42, 4.84) 0573
Others 54 (32.0%) 4 (19.0%) 50 (33.8%) 1
Never received chemotherapy 54 (32.0%) 3 (14.3%) 51 (34.5%)
Cancer 11.38 (3.07, 42.13) <0.001*
Colorectal 54 (32.0%) 5 (23.8%) 49 (33.1%) 1
Quany 60 (35.5%) 13 (61.9%) 47 (318%)
Gastric 30 (17.8%) 1 (4.8%) 29 (19.6%) 7.07 (2.06, 24.26) 0.002*
Mesothelioma 2 (1.2%) 1 (4.8%) 1 (0.7%) 1
Pseudomyxoma peritonei 16 (9.5%) 1 (4.8%) 15 (10.1%)
Others 7 (4.1%) 0 (0%) 7 (4.7%) ARI: acute_redal impaixment; OR: odds ratio; Cl: confidence interval; HIPEC:
HIPEC regimen 0.004*  hyperthermic intraperitoneal chemotherapy.
Cisplatin 71 (42.0%) 15 (71.4%) 56 (37.8%) *p-value <0.05 wa eyed to be statistically significant.
Non-cisplatin 98 (58.0%) 6 (28.6%) 92 (62.2%)

Int J Hyperthermia. 2020;37(1):1279-1286.




Summar ™NU
” H
e HIPECin iced stage EOC s/p IDS: survival benefit

e HIPECin advanceQ OC s/p PCS: no sufficient evidence

Y

e Multidisciplinary teamwor%ases complication
&
e

Cisplatin regimen and Peritoneaysis solution are risk
factor of AKI in Post - HIPEC surgery



Maintenance
Therapy in Epithelial
Ovarian Cancer -
Bevacizumab
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Maintenance Therapy is the Standard Care of EOC in Front-line

VEGFR FGFR

1 line Platinum- Platinum-
sensitive disease resistant disease

Surgery Occlusion

06— B
PARP inhibit =
R°u';“2°"°m‘ L% DNA replication Symptoms 4 months
Vetparid [ Nomatcen ] [ Tumor cell (BRCA-deficient) I DN
BMN-673 e B pose ) rsesseus 8 months
DNA repair survival death He-madisied PFI: 12 months

o

' Carboplatin Gemcitabine/Carboplatin Hiraparib

P (1989) PISOC (2006) 1L Maintenance
(2020)

parib
Maintenance PISOC (2017) 1
Olaparib +

Niraparib Bevacizumab Disease-free-interval /

il
Meaintenance PISOC (2017) HRD+1L
Maintenance (2020) Months

Melphalan
(1964)

— s
Cyclophosphamide (1959}

vacizumab
inhibitors

Rucaparib
Maintenance PISOC (2018}
pr— intenanc { )

HROD+ ROC (2019)

Nat Rev Cancer. 2011;11(10):719-25; Clin Cancer Res 2013; 19(5); 961-8; Br J Cancer. 2015;113 Suppl 1:510-6; Ann Oncol. 2016;27 Suppl 1:i33-i39; Gynecol Oncol. 2016;142(3):588-96; Gynecol Oncol.
2019;152(2):416-425.; Cancer. 2019;125 Suppl 24:4582-4586. clinicaloptions.com
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First-Line Bewvacizumab: Progression-Free Survival TNU

GOG 218!

$

Advanced epithelial
ovarian cancer

Paclitaxel + carboplatin
+ placebo

Paclitaxel + carboplatin +

+3.8M

HR: 0.717, p<0.001

1.0

0.9
0.8
0.7
0.6
0.5
0.4
0.3

{proportion)

bevacizumab

.
Cycles 1-6;
+ bevacizumab at cycle 2

= Chemotherapy
= Bev initiation
= Bev throughout

14.1 months

'Fession-Free Survival

0.2

10.3 months

or up to 22 cycle

2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32

Time from Randomisation (months)

199 33
219 29
254 38

34 3

ICON72

Paclitaxel + carboplatin
Advanced epithelial
ovarian cancer

Paclitaxel + carboplatin +

Bevacizumab

HR=0.81, p=0.0041

N\

bevacizumab

+2.4 M

Until disease progression
or 12 cycles

Cycles 1-6

—~ 100
S =— Chemotherapy
© — Bevacizumab

75

19.0 months

e 17.3 months
c
2
bud
oo
[=]
& A T T T T T 1

3 9 12 15 18 21 24 27 30
Time from Randomisation (months)

No. at risk
Chemotherapy 764 693 464 216 91 25

Bevacizumab 764 7 85 263 73 19

1.Burger RAet al. N Engl) Med. 2011;365(26):2473-2483. 2. PerrenT) etal. N EnglJ) Med. 2011;365(26):2484-2496.



Overall Survival Benefits of Maintenance Bevacizumab
“High risk” population

{ftage lll-no surgery, suboptimal debulking (>1 cm)
PFS

ICONY:

g gelV
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@

c 50

Q I

‘zﬁ |

(=N 1

% 254 :

p Lo

':IE:, 04 10.5 16.0
f’, T | E— T T T T
At risk: 0 6 12 24 36 48 60

248 226 175 53 32 23 5

43 24 18 6

.

% Bevacizumab

i
L

Standard (n=254) Bev (n=248)

10.5 (9.3-12.0) 16.0 (14.2-17.8)

0.73 (0.61-0.88)

<0.0001

100

N
THU

0s

Standard chemotierapy

<= 754
g +9.5 months
p:
5 Y11 R, S,
= | I
: o
S 254 | |
30.2 39,7
0 T T T T T |
0o 6 12 24 36 48 60

Months since randomisation

Bevacizupiab 248 238 224 180 135 Q95 27
54 238 208 156 101 82 21
2\
/ >Standard (n=254) Bev (n=248)

Mean median\as/

(months; 95% Cl)

HR (95% ClI)

p value

20'2(27.0-34.3) 39.7 (36.0-44.2)

0.78 (0.63-0.97)

0.03

Oza AM, et al. Lancet Oncol 2015
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CA-125 ELIMination Rate Constant K (KELIM) TNU

The strong progriJ

kinetics in ovarian ca
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L
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Exclusion criteria

alue of KELIM, a model-based parameter from CA 125
Data from CALYPSO trial (a GINECO-GCIG study)

H

CALYPSO trial N =
974

Only one CA125 va
(n=12)

CA125 constantly <25U/ml
(n=57)

Log-rank p < 0.001

KELIM > KELIM Md,
median PFS = 10.2 mo

Survival Probability

--- \[ede\ buWN‘ =895

(n=4)

No baseline CA125 before treatment

KELIM < KELIM Md,
median PFS = 7.4 mo

Landmark time point analysis(n = 16)

T T

T T T
0 5 10 15 20 25 30 35

Progression Time (months)

B. You et al. / Gynecologic Oncology 130 (2013) 289-294



Neo-adjuvant chemotherapy page

Modeled CA-125 KELIM in patients with -IV high grade Value of KELIM "Standardized KELIM = 0.885"
serous ovarian carcinomas treated wi st | eo-adjuvan —
chemotherapy ‘P :

Standardized KELIM = 0 885 Standardized CA-125 eliminaion rale (univess)
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Predictive value of KELIM regarding benefit from bevacizumab Predictive value of KELIM regarding benefit from bevacizumab

“High risk” population in ICON-7 (initial study) “High risk” population in GOG-0218 (external validation study)
100 o Favorable KEL'M Score Group Median  Log-rank HR (CI)
Favorable KELIM Score ——  Unfavorable KELIM: (Arm 1) 201 0023 REF
80 ——  Unfavorable KELIM: (Arm 3) 351 0.79(0.65.0.97)
80 Favorable KELIM: (Arm 1) 494 0.748 REF
e0d A\ ¥ | Favorable KELIM: (Arm 3) 596 1.05(0.79. 1.39)

60

Survival (%)

Among patients with
high-risk diseases,
only those with
unfavorable KELIM
had OS benefit from

UnfavoraigTe KELIM Score

urvival (%)

20 - Arm 1:CT
Arm 3: CT + concurrent and maintenance
bevacizumab for 15 months

* a0
Unfavorable KELIM Score KELIM had 0S benefit

bevacizumab o | ancored obcarsaton bevacizumab
20 Favorable KELIM: CT o 30 &0 90 120 150
Favorable KELIM: CT + bevacizumab 05 time (months)
Unfavorable KELIM: €T
Unfavorable KELIM: CT + bevacizumab Unfavorable KELIM (Arm 1) 232 108 % 15 2 ]
N Unfavorable KELIM (&rm 3] 206 117 a8 18 2 0
o 20 40 P 80 Favorable KELIM (Arm 1) 122 £ 51 28 7 o
Favorable KELIM (Arm 3) 151 114 67 3 3 0

05 time (months)

Predictive value of KELIM regarding benefit from bevacizumab 0@ Predictive value of KELIM regarding benefit from bevacizumah

“Low risk” population in ICON-7 (initial study) ALow risk” population in GOG-0218 (external validation study)
Favorable KELIM Score -
R Group Median  Log-rank HR(C1)
" ——  Unfavorable KELIM: (Arm 1) 378 0.0002 REF
80 e

w0 ——— Unfavorable KELIM: (Arm 3} 382 1.08(0.79.1.48)
------ Favorable KELIM: (Arm 1) 686 REF
= o ------  Favorable KELIM: (Arm 3) 513 1.18(0.83, 1.69)
E
. 60 E
& 2
'E Unfavorable KELIM Score Among patients with £ % Among patients with
H low-risk diseases, UnfaVorable KELIM low-risk diseases,
a0 potentially lower OS potentially lower PFS
with bevacizumab in 20 | Aml:CT with bevacizumab in
; ; Arm 3: CT + concurreg : :
patients with favorable bevacioumab for 16 me : patients with
20 | Favorable KELIM: CT KELIM ol Censored observation H f: ble KELIM
Favorable KELIM: CT + bevacizumab 0 30 20 120
Unfavorable KELIM: CT D ths)
Unfavorable KELIM: CT + bevacizumab
0 Unfavorable KELIM (Arm 1) 98 60 25 14 0
o 20 40 60 80 Unfavorable KELIM (Arm 3) 102 65 23 14 o
Favorable KELIM (Arm 1) 96 74 47 30 0
05 time (months) Favorable KELIM (Arm 3) 80 67 34 20 o




Maintenance Bevacizumab Therapy in EOC TNU
,] Overall Survival Benefits H

Bevacizumab contraindications
° High riSk pOPUIati Hypersensitivity to drug
e All Stage IV O Surgery, major within 28 days
Unhealed surgical wounds

* Stage lll: no surgery'or 2 S
suboptimal debulking ¢9 Recent hemoptysis
e Unfavorable KELIM
< . . e Uncontrolled hypertension
F‘: * N.O Other ValldatEd gUIdlng O Severe/arterial thromboembolism
biomarkers at present Bevacauﬁon,
on

gesyxe heart failure
Cor past anthracycline use
Proteifnria
Thromboe'l#’ istory
elderly patient

Gl perforation

Kommos et al. Cancer Clinicol Research 2017,23
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PARP inhibitors

kR




Synthetic Lethality
| BRCA § Dysfunctional BRCA TINIU

DNA damage inducing
single-strand breaks

DNA damage inducing
single-strand breaks

PARP
inhibitors

— rew——
 Persistent accumulation
 of single-strand breaks

l

Double-strand break and
collapse of replication fork|

Error-free
homologous
\_ recombination

) ‘Double-strand u}éak*‘aﬁ]

collapse of replication fork

BRCA-comp

l - : N EnglJ Med 2014; 371:1725-1735



Gene I\/Iutation('m High Grade Serous EOC (TCGA) TNU

A subset o l‘?tumors may exhibit DRD in the absence of BRCA1/2 mutations I I

( . . DRD )
/ BRCA1 germline mutations 8%
- BRCA1 somatic mutations 3%

DRD positive Other 21% /\ BRCA

may be BRCA2 germline mutations 6% sensitive to
sensitive to ’\ : _ _ PARP

PARP BRCAZ2 somatic mutations 3% inhibition
inhibition NER mutations 4-8%
| BRCA1 promoter methylation
MMR mutations 3% _r /1% 10%
[
- / J
ol DR PROFICIENT CDK12 mutations 3% DRD DRD positive
=~ Not sensitive - 51C promoter methylation 2% may be
to PARP Cyclin E1 gene mutations 2% sensitive to
L amplification 15% 2
inhibition / : utations 1.5% PARP
y |\ ge gehg mutations 2% inhibition
PTEN EMSY
homozygous amplification
loss 7% 6%

CDK12, cyclin dependent kinase 12; EMSY, BRCA2-interacting transcriptional repressor; FA, Fanconi anemia; MMR, mismatch repair;
miRNA, micro messenger ribonucleic acid; NER, nucleotide excision repair; PTEN, phosphatase and tensin homolog.

F e - -2 Konstantinopoulos PA, et al. Cancer
Discov. 2015;5:1137-1154.
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Maintenance Olaparib in Patients with Newly Diagnosed
Advanced Ovarian Cancer

A Progression-free Survival as A d by ig
100+
1084 Patients were enrolle H 90+
@
a 30
® Stage Ill / IV HGS/E EOC ;
ag e £ 70
. i
® BRCAL/2 mutation F Ol
. B 50 e TTheemeee—e O aparib ___
® CR/PR after platinum-based §3
; g 40y
chemotherapy N/ Y s
syTUTgerwenTTandomization and £ 204
were included in efficacy analyses 2 Hazard ratio for disease progression or death, 0.30 (95% Cl, 0.23-0.41)
| & 104  P<0.001 Placebo
o T T T T T T T T T T T T T T T T T T T 1
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 &0
Meonths since Randomization
260 Were assigned to receive olaparib 131 Were assigned to receive placebo o. at Risk
260 Received olaparib and were 1 Did not receive placebo owing to laparib 260 240 229 221 212 201 194 184 172 149 138 133 111 8 45 36 4 3 0 0 0O
included in safety analyses early withdrawal I 131 118 103 82 65 56 53 47 41 39 38 31 28 22 6 5 1 0 0 0 0O
130 Received placebo and were
included in safety analyses /Progressio ee Survival as A d by Blinded Independent Central Review
123 Completed intervention at 2 yr, < o
per protocol
124 Dlsmnnr""f“d olaparib . 35 Completed intervention at 2 yr,
51 Had disease progression tocol 2
30 Had adverse event per protoco g
22 Made the decision t 94 Discontinued placebo g’
d'a N 1.3 ecision o 78 Had disease progression s _
1 Dl_smntllnued for oth - 9 Discontinued for other aR
ml:gcg:gmue for other reasons g':?"
o
6 Met discontinuation criteria 3 niﬂ:?ﬁ:g:gﬁ)ﬂ:m g a
S =
3 Had sevlere violation of discontinue ; g
1 [p)rotoc(;l 4 f 1 Met discontinuation criteria =
Iscontinued for an 1 Was lost to follow-up 2
unknown reason H
s Hazard ratio for e progression ith, 0.28 (95% Cl, 0.20-0.39)
e 104 P<0.001
13 Patients were still receiving 1 Patient was still receiving
laparib at data cutoff lacebo at data cutoff L e e L T LA S Sy pe e p e —
olaparib at data cutof placebo at data cuto 0 3 6 9 12 1I5 33 36 39 42 45 43 51 54 57 60
since Randomization
Figure 1. Enrollment, Randomization, and Intervention. No. at Risk
Olaparib 260 238 226 216 206 196 190 178 170 150 137 132 108 82 42 34 3 2 0 0 o
Placebo 131 114 97 76 58 50 42 39 37 35 34 28 26 2 6 5 1 0 0 O O

= N Engl J Med 2018; 379: 2495-505




CONCLUSIONS
_ = The use of maintenance therapy with olaparib provided a substantial benefit with
O SOLO1 “ ORIGINAL ARTICLE ” d . f : 1 . h 1 d‘ d d d
SIIETY N EnglJ Med 2018; 378: 2485-505 . - . . . rega‘r to progression-free surviva 'among women wit H‘EW y zz‘ignose a Vaﬂ(:’(i‘
Maint Ola in Patients with Newly Diagnosed |  ovarian cancer and a BRCA1j2 mutation, with a 70% lower risk of disease progression
Anogavarian Cancer or death with olaparib than with placebo. (Funded by AstraZeneca and Merck; SOLO1
ClinicalTrials.gov number, NCT01844986.)
Subgroup Olaparib Placebo Hazard Ratio for Disease Progression or Death
of patients with disease progression (95% C1)
or death ftotal no. (%)
All patients 2/260 (39)  96/131 (73) —— 030 (0.23-0.41)
Clinical response after chemotherapy i
Complete response 73/2 73[107 (68) —— : 0.35 (0.26-0.49)
Partial response 29 23/24 (96) —_— ! 0.19 (0.11-0.34)
ECOG performance status at baseline E
Normal activity (72) —— : 033 (0.24-0.46)
Restricted activity 27/ 80) _— 038 (0.21-0.68)
CA-125 level at baseline .
<ULN 92247 (37) 2) —— 0.34 (0.25-0.46)
>ULN 10/13 (77) /\ | NC
(" Germline BRCA mutation according to testing at Myriad .
BRCA1 84/188 (45)  69/91 ( —— : 0.40 {0.29-0.56)
BRCA2 15/62 (24)  26/39 (6 0.20 (0.10-0.38)
BRCA1 and BRCAZ 0/3 0/0 i NC
\__None 3/7 (43) 1/1 (100) ' NC
Age at baseline .
<65 yr 85/225 (38)  82/112 (73) 0.33 (0.24-0.45)
=65 yr 17/35 (49)  14/19 (74) : 0.45 (0.22-0.92)
International FIGO stage at initial diagnosis '
Stage 11l 83/220 (38) 79105 (75) 032 (0.24-0.44)
Stage IV 19/40 (48)  17/26 (65) 0.49 (0.25-0.94)

Presence of residual macroscopic disease after
debulking surgery performed before trial entry
Yes 29/55 (53)  23/29 (79) )
No 70/200 (35)  69/93 (70) 0.33 (0.23-0.46)
I T 1 1 1 1
0.0625 0.1250 0.2500 0.5000 1.000 2.0000

Olaparib Better Placebo Better

N Engl J Med 2018; 379: 2495-505



Ovarian high grade serous carcinoma, FIG@ ge IVA
63 ylo

1200 1 paclitaxel, Carboplatin & Avastin (400 mg) *2

1000 IDS (R1)

Paclitaxel, Carboplatin &
800 maintenance Avastin
600
maintenance Olaparib

3 A Y

400

200

[Result])
1. Nonsvnonvmous SNV and small indel

Pathogenic / likely pathogenic variants
BRCA2:NM_000059:exon! 1:¢.3680 3681del:p.L1227fs
TP53:NM_000546:exon5:¢.422dupG:p.C141fs

chr2 [215593503 [215674377 [Gain feopy=3 BARDI!
chr8 15967635 31030550 Loss opy=! (MSRI.WRN
che8 [90947773  [90994989  [Gain fopy=3 NBN

chr8 90996727 145742018  [Gain |copy=4.5 INBN,EXTI.RECQL4

chr8 [145742057 (145743014 |Gain fopy=3.5 RECQL4

che9 [21968324  [97873938  [Gain kopy=3 (CDKN24,FANCG FANCC
chr12 12870880  [s8144547 |Gain fopy=3 CDKNIB.CDK4

chr12 133201347 133263932 [Loss kopy=1 POLE

chr21 [36164511  [36421130  |Gain opy=3 RUNX1
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Niraparib in Patients with Newly Diagnosed Advanced
Ovarian Cancer

A Progression-free Survival in Population with Homol Recombination Deficiency
100 Hazard ratio for disease progression or death, 0.43 (35% Cl, 0.31-0.59)
P<0.001
° Il / IV HGS/E EOC .
Stage
® CR/PR after platinum-based £
derwent randomization S
chemothera :
p y 2 Niraparib
T o
9
&
l 2 404
g
| 487 Were assigned to receive I 246 Were assigned to receive & 304
niraparib placebo o Placebo
20
104
3 Did not receive niraparib  |e—
0 T T T T T T T T T T T T T 1
2 4 6 8 10 12 14 16 13 20 22 24 26 28
484 Received niraparib 244 Received placebo N -
245 Had homologous-recombination 125 Had homologous-recombination Months since Randomization
deficiency iciency
239 Had homologous-recombination 119 Had homologous-recombination 231 215 189 184 168 111 76 66 42 22 19 13 4 0
proficiency proficiency 17 9 79 70 57 3 21 21 11 5 5 4 1 0
Survival in Overall Population
307 Discontinued niraparib
among all 434 patients s D;m:‘ﬁ(?l?;mu Hazard ratio for disease progression or death, 0.62 (95% Cl, 0.50-0.76)
P<0.001
zf: :‘g Sdverse evert S Had adverse event <
d‘ progresve 162 Had progressive
mreras disease
12 Withdrew 1 Withd
9 Had other reasons o g
1 7 Had other reasons =
]
- — =
124 D-xonhzn‘:ed niraparib 4 83 Discontinued placebo 3
;’:oﬂg paheﬂls:l among 125 patients with @
Ologous-recombination homologous-recombination i} ,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,,
deficiency 5
;Z) :z ::’o;:::::m 2 Had adverse event »E Niraparib
phaeidio 76 Had progressive §
8 Withdrew dissase &
9 Had e S Had other reasons. & i
Placebo
177 Were still receiving niraparib at data 69 Were still receiving placebo at data 10
cutoff cutoff
121 Had homologous-recombination 42 Had homologous-recombination 01 T T T T T T T T T T T T 1
deficiency deficiency 0 2 4 6 8 14 16 13 20 22 24 26 28
56 Had homologous-recombination 27 Had homologous-recombination M s since Randomization
proficiency proficiency
No. at Risk
Niraparib 487 454 335 312 295 253 167 111 94 58 29 21 13 4 0
T——v‘_ 3 Placebo 246 226 177 133 117 90 60 32 29 17 6 3 4 1 0
-

N Enal J Med 2019: 381:2391-402



CONCLUSIONS

Among patients with newly diagnosed advanced ovarian cancer who had a response to
platinum-based chemotherapy, those who received niraparib had significantly longer
progression-free survival than those who received placebo, regardless of the presence

ORIGINAL ARTICLE ||

N PRIMA
Ny N EnglJ Med 2019;381:2391-402

Nira in Pggghits ertiangﬁz;r)langEd Advanced |, absence of homologous-recombination deficiency. (Funded by GlaxoSmithKline;
/\ PRIMA/ENGOT-0V26/GOG-3012 ClinicalTrials.gov number, NCT02655016.)
Subgroup Niraparib Placebo Hazard Ratio for Disease Progression or Death (95% Cl)
ofwatients with disease progression
oxdeath/total no. (%)

Al patients 155/246 (63.0) —— 0.62 (0.50-0.76)
Age !

<65 yr 86/147 (58.5) —— 0.61 (0.47-0.81)

=65 yr 69/99 (69.7) S — ! 053 (0.38-0.74)
ECOG score i

0 146/337 (433) 174 (61.5) — | 0.60 (0.46-0.77)

1 86/150 (57. 7) — 0.69 (0.48-1.00)
Stage of disease at initial diagnosis |

I 143318 (45.0) —— | 0.54 (0.42-0.70)

VY 89/169 (52.7) 52/38/(59. — 0.79 (0.55-1.12)
Neoadjuvant chemotherapy

Yes 151/322 (46.9) 107/167 (B4. — 0.59 (0.46-0.76)

No 81/165 (49.1) 48/79 (60.8 —_— 0.66 (0.46-0.94)

Best response to platinum therapy
Complete response
Partial response
Geographic region
Morth America
All other regions

146/337 (43.3)
86/150 (57.3)

104/218 (47.7)
128/269 (47.6)

100/172 (58.1)
5574 (74.3)

82/115 (71.3)
73/131 (55.7)

0.60 (0.46-0.77)
0.60 (0.43-0.85)

0.50 (0.37-0.68)
0.72 (0.54-0.96)

Y~ Homologous-recombination status
BRCA mutation

recombination deficiency
Homologous-recombination
proficiency

Not determined
N

No BRCA mutation, homologous-

49/152 (32.2)
32/95 (33.7)

111/169 (65.7)

40/71 (56.3)

40/71 (56.3)
33/55 (60.0)

56/80 (70.0)

26/40 (65.0)

0.40 (0.27-0.62)
050 (0.31-0.83)

0.68 (0.49-0.94)

0.85 (0.51-1.43)

0.25 0.50 1.00 2.00

Niraparib Better Placebo Better

N Enal J Med 2019: 381:2391-402



PRIMA: PFS by BRCA/HRD status

Q-IR deficient
A

BRCAmut

Hazard ratio: 0.40
(95% C10.27-0.62, P < 0.91)

\¢

Niraparib

PFS (%)

10 Placebo

0 2 4 6 8 1012141618 2022 2426 28
Months since randomization

BRCAwt

Hazard ratio: : 0.50
(95% C10.31—0.83, P = 0.006)

\

Niraparib

Niraparib, n=152; mPFS: 22.1 months
Placebo, n = 71; mPFS: 10.9 months

Niraparib, n =95; mPFS: 19.6 iio
Placebo, n = 55; mPFS: 8.2 mo

[ HR proficient

100
20
80
70
60
50
40
30
20
10

~

Hazard ratio: : 0.68
(95% C10.49-0.94, P = 0.02)

Niraparib

Placebo

0 2 4 6 8 1012 14 16 18 20 22 24 26 28
Months since randomization

Niraparib, n = 169; mPFS: 8.1

months
Placebo, n = 80; mPFS: 5.4 months




Ovarian high grade serous carcinoma, FIGO
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O

Olaparib

® Stage Il / IV HGS/E EOC
® CR/PR after platinum-
based chemotherapy

PAOLA-1
N EnglJ Med 2019; 381:2416-28
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Olaparib plus Bevacizumab as First-Line
Maintenance in Ovarian Cancer

Table 1. Characteristics of the Patients at Baseline.*

v

Characteristic
Median age (range) —yr
ECOG performance status — no. (%)
0
1
Missing data
Primary tumor location — no. (%)
Ovary
Fallopian tube
Peritoneum
FIGO stage — no. (%)%
]
v
Histologic type — no. (%)

Serous

Endometrioid

Other§

Olaparib plus
Bevacizumab (N=537)

61.0 (32.0-87.0)

378 (70)
153 (28)
6(1)

456 (85)
39(7)
42 (8)

378 (70)
159 (30)

519 (97)
12 2)
6 (1)

Placebo plus
Bevacizumab (N=

60.0 (26.0-85.0)

189 (70)
76 (28)
4(1)

238 (88)
11(4)
20 (7)

186 (69)
83 (31)

253 (94)
8(3)
8(3)

V]

A Patients with a Tumor BRCA Mutation

c
S 100~
4 9]
® 80 Olaparib plus
& bevacizumab
3% 9 Placebo plus
a 2 60 bevacizumab
E-E 50
1
[
& 304
204 . 9 .
Hazard ratio for disease progression or death,
gl 0.31 (95% Cl, 0.20-0.47)
a — T T T T T T T T T T T 1
3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months since Randomization
No. at
Olaparib plus 144 133 117 110 76 58 31 19 7 1 0
bevacizumal
Placebo plus 59 52 41 36 22 13 74 1 1 0

bevacizumab

B Patients without a Tumor BRCA Mutation
100~

Olaparib plus

Placebo plus
bevacizumab

bevacizumab

and Death (%)
g
T

| Hazard ratio for disease progression or death
10 071 (95% Cl, 0.58-0.88)

T T T T T
12 15 18 21 24 27 30 33

Patients Free from Disease Progression

T T
3 6 9 36 39 42 45

Months since Randomization

No. at Risk

Olaparib plus 380 359 311 285 259 236 162 130 65 54 24 18 5 2 o]
bevacizumab

Placebo plus 189 174 154 139 113 99 68 47 28 22 8 5 0
bevacizumab

C Patients with HRD Ti ith a BRCA Mutation

D Patients with HRD Tumors without a BRCA Mutation

5 100~ 5 100
@ @
3 90~ 8 90~
@ & Olaparib plus
2 80 ] 80 i
& _ 704 Placeboplus gumab o bevacizumab
S o bevacizumab aR Placebo plus
8= 8
QF S0 A (=15 TN R N S
EQ EQ
£ £
g = 304 g =
£ 04 e ) £ 204 e '
2 Hazard ratio for disease progression or death, 2 Hazard ratio for disease progression or death,
] 104 0.33 (95%Cl, 0.25-0.45 5 104 0.43 (95% Cl, 0.28-0.66)
3 ]
& 0 N S S S S R S — — & S S S S S S S S N S S ——]
0 3 6 9 12 15 18 21 24 27 42 45 0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months since Randomization Months since Randomization
No. at Risk o. at Risk
Olaparib plus 255 252 242 236 223 213 169 155103 85 46 29 11 3 arib plus 97 96 90 86 79 75 54 48 30 29 16 12 4 2 o]
bevacizumab acizumab
Placebo plus 132 128 117 103 91 79 54 44 28 18 8 5 1 I8 0 acebo plus 55 54 48 41 37 32 19 15 11 8 3 2 0
bevacizumab Py bevacizumab

N Engl J Med 2019; 381:2416-28




CONCLUSIONS

O PAOLA-1 “ ORIGIRAL ARTICLY ” In patients with advanced ovarian cancer receiving first-line standard therapy in-
cluding bevacizumab, the addition of maintenance olaparib provided a signifi-
cant progression-free survival benefit, which was substantial in patients with
HRD-positive tumors, including those without a BRCA mutation. (Funded by
ARCAGY Research and others; PAOLA-1 ClinicalTrials.gov number, NCT02477644.)

M N EnglJ Med 2019; 381:2416-28 . -
Olaparib S Ola plus Bevacizumab as First-Line

ai ance in Ovarian Cancer

PaN
/ Olaparibplus  Placebo plus Hazard Ratio for Disease Progression
ubgroup Bevacizumab  Bevacizumab or Death (95% Cl)
< no. of patierts with disease progression or death/total no. (%)
Al patient; 280/537 (52) 1941269 (72) 059 (0.49-0.72)

yr 171332 (52) 126/182 (69)
=65 yr 109/205 (53) 68/87 (78)

061 (0.49-0.77)
0.55 (0.41-0.75)

FIGO stage
i 184/378 (49) 1257186 (67) 0.64 (0.51-0.30)
v 96/159 (60) 69/83 (83) 0.49 (0.36-0.67)
ECOG performance aseline
0 193/378 (51) 132/189 (70) 063 (0.50-0.78)

1
First-line treatment outcome at scre,
NED with complete macrosco
at initial cytoreductive surgery
NED or CR with complete macroscoj
resection at interval cytoreductive surg
NED or CR in patients with incomplete res
or no cytoreductive surgery

35/153 (56) 61/76 (80) 051 (0.37-0.71)

158 (31) 46/83 (55) 0.46 (0.31-0.69)
56/75 (75) 057 (0.41-0.31)

on 32/36 (89) 036 (0.23-0.58)

PR 73 (79) 0.85 (0.61-1.18)
Cytoreductive surgery outcome
Cytoreductive surgery with no residual 135/328)(4 0.54 (0.42-0.71)
macroscopic disease
Cytoreductive surgery with residual 113/176 (6 0.63 (0.47-0.85)
macroscopic disease
No cytoreductive surgery 32/38 (84) 0.56 (0.32-1.01)
Timing of cytoreductive surgery
Upfront 116/271 (43) 0.52 (0.40-0.69)
Interval 132/228 (58) 83/110 (75) 0.66 (0.50-0.87)
No cytoreductive surgery 32/38 (84) 19/21 (90) 057 (0.32-1.02)
Response to first-line chemotherapy
NED 119/290 (41) 92/141 (65) 0.53 (0.40-0.70)
CR 54/106 (51) 4253 (79) 0.4 (0.29-0.66)
PR 107/141 (76) 60/75 (80) 0.86 (0.63-1.19)
CA-125 value
<ULN 2207463 (48) 163234 (70) 0.5 (0.45-0.68)
LU £0.74.80) 30/34.438) 0220047113
¢ Tumor BRCA mutation status
BRCA mutation 41/157 (26) 49/80 (61)
No BRCA mutation or unknown 239/380 (63) 145/189 (77)
Tumor HRD status
Positive 87/255 (34) 92/132 (70)
Negative 145/192 (76) 66/85 (78)
Negative or unknown 193/282 (68) 102/137 (74)
\_ Unknown 48/90 (53) 36/52 (69)

’ Olaparib plus  Placebo plus
Bevacizumab  Bevacizumab

Better Better N Engl J Med 2019; 381:2416-28




Patients free from disease
progression and death (%)

No. at risk
Olaparib
Placebo

OLA-1: PFS by BRCA/HRD status

N
THU

HRD-Positi /]
Including tBRC

v

100+

89%

HRD-Positive,
Excluding tBRCAm

HRD-Negative/
Unknown

.

O—/T——T—TFt—T—7T T 7T T T T T T1|TTTT+TT T T T T (T T T T T T T T T T T T 1711
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 4510 3 6 9 12 15 18 30 33 36 39 42 4500 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Months since randomization Months since randomization
255 252 242 236 223 213 169 155 103 85 46 29 11 3 0 97 96 90 86 79 75 54 48 30 29 2 0 82 261 219 197 180 161 110 8 38 27 9 8 1 0

132 128 117103 91 79 54 44 28 18 8 5 1 1 0 55 54 48 41 37 32 19 15 11 8 37 124 109102 81 72 55 39 22 17 7 4 0

Placebo +
Bevacizumab
(N =132)

Olaparib +

Bevacizumab
(N = 265)

Events, n (%) 87 (34) 92 (70)
Median PFS, months 37.2* 17.7
HR 0.33 (95% CI: 0.25, 0.45)
v mﬂ v b‘

//.\
‘2{'\24(/
Months since randomizati

Olaparib +
Bevacizumab
(N =97)

43 (44) 40 (73)
28.1* 16.6

Placebo +
Bevacizumab
(N = 656)

HR 0.43 (95% CI: 0.28, 0.66)

4

Olaparib +

Placebo +
Bevacizumab
(N =137)

193 (68) 102 (74)
16.9 16.0
HR 0.92 (95% CI: 0.72, 1.17)

Bevacizumab
(N = 282)

- ot —~—

N EnglJ Med 2019; 381:2416-2428



Ovarian high grade serous carcinoma, stage
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Ne

vy Diagnosed Advanced EOC

™U

H

First-line maintenance trials

PAOLA

All patients

tBRCA mutant

GIS-high or tBRCA mutant
GIS-high and tBRCAWt
tBRCAWt
GIS-low/unknown

PRIMA

All patients

tBRCA mutant

GIS-high or tBRCA mutant
GIS-high and tBRCAwt
GIS-low and tBRCAwt

SOLO1
gBRCA mutant

VELIA

All patients

tBRCA mutant

GIS-high or tBRCA mutant
BRCAWt

GIS-low and tBRCAwt

O

Olaparib

O

Olaparib

PAOLA-1

N EnglJ Med 2019: 381:2416-28
PRIMA

N EnglJ) Med 2019: 381:2391-402
SOoLo1

N EnglJ Med 2018; 379: 2495-505

Favours PARPI

Favours control

Analysis cohorts
- ITT population

HRD subgroups
. BRCA mutation

. BRCA mutation or GIS/LOH-high

BRCAWt plus GIS/LOH-high

|. BRCAWE and GIS/LOH-low

200
400

800

A4

Ann Oncol 2020 (12)1606-1622



Newly diagnosed EOC (FIGO stage llI-iV)

Adequate biopsy tissue for histology
and molecular testing [ll, A]

WV

BRCA1/2 (germline and/or somatic)
and HRD status testing [I, A]

3 cycles of neoadjuvant

paclitaxel-carboplatin alone [1, A]
or with bevacizumab [ll, B]

Interval cytoreductive surgery not

possible and no overt disease progression

!

3 cycles of paclitaxel-
carboplatin alone [1, A] or with
bevacizumab [Il, B]

BRCA1/2 (germline and/or somatic)
and HRD status testing [1, A]

6 cycles of paclitaxel-carboplatin
alone or with bevacizumab
{1, A; MCBS 3; MCBS 4 in
high-risk patients]**

BRCA1/2-mutated

!

Olaparib (2 years)
[1, A; MCBS 4; ESCAT I-A]
or niraparib (3 years)

[1, A; MCBS 3; ESCAT I-A]
or olaparib-bevacizumab (2 years)~
{1, A; MCBS 3; ESCAT I-A}* maintenance

Niraparib (3 years)

I, A; MCBS 3; ESCAT I-A]*
olaparib-bevacizumab (2 years)
I, A; MCBS 3; ESCAT I-A]«
maintenance

Bevacizumab*
or niraparib (3 years)
', B; MCBS 3]* maintenance

Maintenance Therapy in Epithelial Ovarian Cancer

National NCCN Guidelines Version 1.2024 :
omprehensive
ey comerehensive: Epithelial Ovarian Cancer/Fallopian Tube Cancer/ Tadle of Conents
” & iscussion
Network Primary Peritoneal Cancer
STAGE Il IIl, IV¥ MAINTENANCE THERAPY®™*
POST PRIMARY TREATMENT Sbeerve (TCR)
Complete response (CR)¥| | Monitoring/
Ior I’ zlraperlb Eollow-Up (O\6)
’7:‘ 12 < Partial response (PR) Rucaparib
wil or
::vaclzumab .‘ype'g g Therapy for Persistent Disease or Recurrence (QV-7)
used during AL L, — T e  Nisaaca ar 1OV:7)
W""l[y LY Germline I Frogression
Py or |Olaparib (category 1)
or
:»5121’2: Niraparib (category 1)
CRYPR ——————— [or !
Rucaparib
gbservn for select staae |l disease with CR Monitoring/

Homologous recombination (HR)

™ Follow-Up (OV-6)

base to mid- oficient or status unknown

thigh)

b (If unable to tolerate olaparib)

B +

P gory 1)

or
OlaparibY
or
NiraparibY
or

a CT is performed with oral and IV contriist (uness contraindi Rucaparib¥

9 In the absonco of a BRCA 1/2 mutation, HRD status may provide ¥g{

magnnuao of bomm of PARPI mmpy 4g_n) definitive evidence of disease.

Principk mic Ther:

v Posl pﬂmlry treatment recommendations for stage Ii-IV high-grade serous or
2/3 endometrioid carcinoma; consider for clear cell carcinoma or carcinosar

a BRCA1/2 mutation. t PARPI can be considered.

S0Py 101 PETSISIENTVISEASE OF RECUMTENCE (V=)

or
IPR ——————"|Bevacizumab + niraparib (if unable to tolerate olaparib)

_» Monitoring/
Follow-Up (OV-6)

limited for maintenance therapy with a PARPI for patients with stage Il disease.
-line therapy with bevacizumab, data are limited on maintenance therapy with a single-agent
arib, niraparib, or rucaparib) for patients with a germline or somatic BRCA 1/2 mutation.

, based on the magnitude of benefit of PARPI maintenance therapy for other subgroups,

Note: All recommendations are category 2A unless otherwise indicated.

Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

-4

NCCN Guidelines Version 1.2024
Ann Oncol. 2023 Oct;34(10):833-848



New promising
Therapy in Epithelial
Ovarian Cancer -




Magic Bullets

In 2019, polatuzumab
vedotin was approved

In 2019, enfortumab

conjugated the methotrexate
with antileukemia 1210 antigen
immunoglobulins
treatment of leukemia

In 1957, Mathé firstly tried to ‘? vedotin was approved
In 1991, serious immunogenicity In 2019, fam-trastuzumab

of murine monoclonal antibody deruxtecan was approved
limited the further development of

In 1910, Paul Enrlich
proposed the concept of
“Magic bullet™

e In 2017, inotuzumab - In 2021, loncastuximab
0zogamicin was appro iri
In 1975, the hybpdoma B fesirine wes appeoved
technology was d In 1993, the In 2021, disitamab
2 e o | [T || | i
3‘; dics Oy Rabie: A inyestigated on emtansine was || 0zogamicin In 2021, tisotumab
Lsteln xenograft model approved was re-approved | | yeqorin was approved

over 100 ADC candidates
were in different stages of
clinic research

1970

In 2010, gemtuzumab In 2020, sacituzumab

Several efforts were made
but the technology was
relatively backward and
failed during this period

) | 0zogamicin was voluntarily govitecan was approved
withdrawn as the fatal side
effects In 2020, belantamab

mafodotin was approved

In 1967, the concept
of ADC was firstly
presented and  the

In 1983, the first human
clinical trial was
conducted for the

WM;;O‘;?;:;::S Ry conjugates of vindesine- \
CEA In 2000, the first drug, 011, brentuximab T
gemtuzumab o icin, otin was approved 5
was approved by F for ’ sarotalocan was approved
ALL

In 2018, moxetumomab
pasudotox was approved

AS EARLY AS THE BEGINNING OF 20TH CENTURY, PAUL EHRLICH FIKST PROPOSED THE CONCEPT OF

Paul Ehrlich was a Nobel Prize-winning German physician and scientist who worked in#he fieldsof hematology, immunology, and antimicrobial
chemotherapy. Among his foremost achievements were findinga cure for syphilis in 19Q9 and inventing the precursor technique to Gram
staining bacteria.

Fu, Z, Li, S, Han, S. et al. Antibody drug conjugate: the “biological missile” for targeted cancer therapy. Sig Transduct Target Ther 7, 93 (2022). hitps://doi.org/10.1038/s41392-022-00947-7



Antibody-Drug Conjugates (ADCs)

Endocytosis

Antibody Anti-Cancer Antibody;D =S
Drug Conjug Lysosomal
trafficking

Antigen

PP Extracellular
ntibo .
« High homogeneous expression on tumour « High affinity and avidity for tumour antigen linker Cleavage
« Low or no expression on healthy tissues « Chimeric or h ised to decrease il jenicity y
« High affinity and avidity for antibody recognition » Long half-life and high molecular weight ‘ 4 £ 3
[ | y - * Payload kills
il
cancer cell i
*- | |
| | * i
Bystander =/ i
4
effect /

Cytotoxic payload Lysosomal [
« Highly potent agents—IC50 Payload degradation |
in subnanomolar range: i
« Calicheamicin release

+ Maytansine derivative
(DM1 or DM4)

« Auristatin (monomethyl
auristatin E or monomethyl
avristatin F)

+Optimal DAR

y

I,

Linker
« Stable in circulation
« Efficient release of payload at target site
« Prevents premature release of payload at non-target tissue
« Efficient linker technology
+ Cleavable versus non-cleavable
« Site of conjugation
« DAR affects drug distribution and pharmacokinetics

Target cancer cell

Chau CH, Steeg PS, Figg WD. Antibody-drug conjugates for cancer. Lancet. 2019 Aug 31:394(10200):793-804.



ADCs |

ynecological malignancies TN
T

Table 2
Select ADCs under clinical investigation in gynecologic malignancies.
Target ADC Study Patient Population Estimated Primary
Completion Date
B7-H4 XMT-1660 Phase [ Recurrent, advanced, or metastatic tumors, including ovarian, peritoneal, Fallopian  January 2025
NCT0537799%6 tube, and endometrial cancer
AZDS205 Phase L/11 Advanced or metastatic solid malignancies, including serous ovarian cancer and May 2025
NCT05123482 endometrial cancer
SGN-B7H4V Phase | Unresectable, locally advanced or metastatic solid tumors, including ovarian, June 2025
V' VN NCT05194072 peritoneal, fallopian tube, and endometrial cancer
Ta rget Anti body Linker ayl oad FRa STRO-002 Phase [ Relapsed and/or progressive high-grade serious epithelial ovarian, fallopian tube, or  August 2022
NCT03748186 primary peritoneal cancer
$ 0 STRO-002 Phase [ With bevacizumab in relapsed and/or progressive high-grade serous epithelial December 2023
\ ) NCT05200364 avarian, fallopian tube, or primary peritoneal cancer
oo — ’ Mirvetuximab Phase IT With pembrolizumab in patients with FRa-positive microsatellite stable recurrent or ~ October 2023
3 soravtansine (Mirv) NCT03835819 persistent endometrial cancer
Phase IT With carboplatin in first-line treatment of patients receiving neoadjuvant May 2023
NCT04606914 chemotherapy with advanced-stage high-grade serious epithelial ovarian, fallopian
5 = - tube, or primary peritoneal cancer who are FRa-positive
Mirvetuximab soravtansine FRa lgG1-kappa Cleavable bM4 Phase II With ca Eoplalli::)li:TFRu—pomriw, recurrent pla :nm sensitive, high-grade epithelial  June 2024
I I I I | NCTO5456685 ovarian, primary peritoneal, or fallopian tube cancer following 1 prior line of
MORAb-202 FRa lgG1-kappa Cleavable Eribulin pmm\.m?mﬁf:mu.e.-npy P aip
(farletuzumab) Phase I1 PICCOLO FRa-positive, platinum-sensitive, high-grade serous epithelial ovarian, primary May 2023
T T e Mesothelin |gGldambda | Cleavable DM4 NCT05041257 peritoneal, or fallopian tube cancer
= T T T Phase III Vs investigator's choice of cl herapy in FRa-pasitive, plati L high- December 2022
Tisotumab vedotin Tissue factor lgG1-kappa Cleavable MMAE MIRASOL giade serous epithelial ovarian, primary peritoneal, or fallopian tube cancer
1 t 1 t NCT04209855
Lifastuzumab vedotin NaPi2B IgG1 Cleavable MMAE Phase Il GLORIOSA  With bevacizumab vs bevacizumab alone as ice in FRa-positive, pl March 2027
< N | 1 | | NCTO5445778 sensitive epithelial ovarian, fallopian tube, or primary peritoneal cancer
" Trastuzumab emtansine (T-DM1) HER2 IgG1 Noncleavable | DM1 tuzumab ecteribulin  Phase 1/11 Platinum-resistant advanced, recurrent or metastatic endometrial cancer March 2025
, = 1 = ORAD-202) NCT04300556
)] Trastuzumab duocarmazine (SYD985)  HER2 IgG1 Cleavable Duocarmicyn Platinum-resistant ovarian, fallopian tube, or primary peritoneal cancer
1 HER: Trastuzuma Phase II HER2-expressing recurrent, advanced or metastatic endometrial carcinoma December 2022
! Trastuzumab deruxtecan (T-DXd) HER2 IgG1 Cleavable Topoisomerase 1 inhibitor NCT04205630
I . . 1 T 1 | Phase [ With olaparib in HER2-expressing advanced cancers or endometrial cancer January 2023
Sacituzumab govitecan Trop2 lgGl-kappa  Cleavable SN38 NCTD4585958
I_ o ¢ 2 2 2 HER2 Phase I/1l PETRA With AZD5305 PARP inhibitor in ovarian, cervical, and endometrial cancers July 2025
Trop-2 NCT04644068
(Dato-DXd)
Mesothelin ~ Anetumab ravtansine Phase I ‘With bevacizumab vs bevacizumab + paclitaxel in platinum-resistant or platinum October 2023
refractory high-grade serous endometrioid, ovarian, fallopian tube, or primary
peritoneal cancer
NaPi2b Upifitamab rilsodotin JPGRADE With carboplatin in platinum-sensitive recurrent high-grade serous ovarian, fallopian ~ November 2024
(UpRi) g be, or primary peritoneal cancer
Phase 1l UPLIFT tigum-resistant metastatic or recurrent high-grade serous ovarian, fallopian tube,  April 2023
NCT03319628 or pri peritonenl cancer
Phase 111 UP, In platiglim-sensitive recurrent high-grade serous ovarian, fallopian tube, or primary ~ September 2024
NCT053295 peripfneal cancer expressing high levels of NaPi2b
Trop-2 Sacituzumab govitecan Phase Il ial carcinoma that progressed after prior pl February 2024
(IMMU-132) NCT04251416 ed chemotherapy or is platinum-refractory with elevated Trop-2 expression
SKB264 Phase L/1l Locally advanced unresectable/metastatic solid tumors including epithelial ovarian  November 2024
NCT04152499 cancer refractory to available standard therapies

Explor Target Antitumor Ther. 2022;3:149-71
Cancer Treatment Reviews 116 (2023) 102546



Table 1

ADCs currently approved in oncology in the United States and the European Union.

ADC Target Payload Indication Approval
Antigen
Tisotumab vedotin Tissue MMAE Recurrent or metastatic cervical cancer FDA: September 2021
(Tivdak®) factor
TENTUXINAD veqotin CDs0 MMAE Relapsed/refractory and pLeTVlously untreated FDA: Aug-ust 2011
(Adcetris®) stage II/IV EMA: October 2012
Hodgkin lymphoma
Relapsed/refractory and untreated systemic
anaplastic
large cell lymphoma
Trastuzumab emtansine HER2 IgGlk MCC DM1 Metastatic FDA: February 2013
(Kadeyla®) HERZ2-positive breast cancer EMA: November 2013
Inotuzumab ozogamicin CD22 leG4 Cleavable amicin Relapsed/refractory B-cell acute lymphoblastic FDA: August 2017
(Besponsa®) acid-labile Iymphoma EMA: June 2017
acetyl butyrate
Gemtuzumab ozogamicin CD33 12G4 k Cleavable 4 4 CD33-positive acute FDA: September 2017
(Mylotarg®) acid-labile nyeloid leukemia EMA: April 2018
acetyl butyrate
Polatuzumab vedotin CD79h 1gG1 Val-Cit MMAE ifffide FDA: June 2019
(Polivy®) EMA: January 2020
Enfortumab vedotin Nectin-4 12G1 k Val-Cit MMAE FDA: December 2019
(Padcev®) EMA: April 2022
Trastuzumab deruxtecan HER2 leG1 Maleimide— DXd FDA: December 2019
(Enhertu®) GGFG EMA: January 2021
Sacituzumab govitecan Trop-2 1gG1 k CL2A SN-38 FDA: April 2020
(Trodelvy®) EMA: November 2021
Belantamab mafodotin BCMA 1gG1 MC MMAF FDA: August 2020
(Blenrep®) then withdrawn®
EMA: August 2020
Loncastuximab tesirine CD19 IgG1 k Val-Ala SG3199/PBD Relapsed/refractory large B-cell lyfphoma, FDA: April 2021
Zynlonta®) dimer diffuse large B-cell Iymphoma
Mirvetuximab FRa leG1 Sulfo-SPDB DM4 FRa-positive platinum-resistant epiﬂqua.rian, FDA: November 2022

soravtansine
(Elahere™)

cleavable linker

fallopian tube, or primary peritoneal cancer

Cancer Treatment Reviews 116 (2023) 102546
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A
H i H : 1.0+ = Mirvetuximab
Phase Ill, randomized trial of mirvetuximab sora in rsus ey
chemotherapy in patients with platinum-resistan ri r: 097 4 Censored
primary analysis of FORWARD | /\ 08+
5 0.7
Table 1. Baseline characteristics in the intention-to-treat popu% / 3 067
S 05
v =
Characteristic Mirvetuximab IC chemotherapy /\ ‘% 0.4
. w
soravtansine (n = 118) 4 > = o34
(n = 248) \/ 02
Age, years 0.1 Hazard ratio (95% Cl) 0.98 (0.73-1.31)
Median 64 64 o4 P=0897
Range 34-89 31-86 0 1 2 3 4 5 & 7 B 9 10 11 12 13 14 15 16 17 18
Primary cancer diagnosis Months
Epithelial ovarian cancer 207 (83.5) 105 (89.0) Number at risk
T irvetuximab 248 132 54 26 11 4 0
FE‘"DpIEn tu‘be cancer 14 (5.6) 5(4.2) Chemotheraphy 118 0 27 5 0
Primary peritoneal cancer 27 (10.9) 8 (6.8)
EOC Histology
High-grade serous 245 (98.8) 114 (96.6) e — Mirvetuximab
Endometrioid 0 1(0.8) ' 1 — Chemotheraphy
Serous adenocarcinoma 2(0.8) 3 (2.5) 097 4 Censored
Mixed serous and carcinoma 1(0.4) 0 087
ECOG PS° = o
0 141 (56.9) 60 (50.8) = ]
1 i 106 (42.7) 57 (48.3) _‘:: 05 e
No. of prior systemic therapies & 4]
1or2 159 (64.1) 74 (62.7) g
3 86 (34.7) 43 (36.4) 03 —
FRet expression” 021
High 147 (59.3) 71 (60.2) 0.1 Hazard ratio (95% C) O.SEW
Medium 101 (40.7) 46 (39.0) olf=00de N
Prior exposure 01 2 3 4 5 7 8 10 11 12 13 14 15 16 17 18
Paclitaxel 238 (96.0) 113 (95.8) onths
Bevacizumab 121 (48.8) 55 (46.6) N"ﬁbe:a‘,fist . o o 1 o s 0
N s Irvetuximal
PARP inhibitor 44 (17.7) 19 (16.1) Chemotheraphy 71 28 14 7 0
I e

Ann Oncol. 2021 Jun;32(6):757-765.



Phase Ill, randomized trial of mirvetuximab soravtansine versus
chemotherapy in patients with platinum-resistant ovarian cancer:
primary analysis of FORWARD |

Conclusions: In patients wit

with chemotherapy. Secondary
MIRV showed a differentiated

ti -resistant EOC, MIRV did not result in a significant improvement in PFS compared
o]
a

mranageable safety profile than chemotherapy.

consistently favored MIRV, particularly in patients with high FRo expression.

V4 N\
A B
1.04 — Mirvetuximab 1.04 — Mirvetuximab
0.9 —— Chemotheraphy 0.9 —— Chemotheraphy
A Censored
0.8 1 0.8 1
;; 0.7 1 ;; 0.7 1
3 0.6 1 5 0.6 1
B O —— —— 8 054—— ——
[ <]
8 047 g 04
8 03- 8 03+
0.2 0.2 1
014 Hazard ratio (95% Cl) 0.82 (0.58-1.15) 011 Hazard ratio (95% ClI) 0.85 (0.64-1.13)
¥ P=0.248 5 P=0.276
o—IIIIIIIIIIIIIIIIIIIII ¥ Lz1 Led T B & Bel BxT g ol @ Cak Bl bl g & Bok Gel bed
0 3 6 9 12 15 18 21 3 6 9 12 15 18 21 24 27 30 33
) Months Months
Number at risk
Mirvetuximab 248 218 194 165 84 34 9 1 0 167 137 112 94 56 29 8 3 0
Chemotheraphy 118 96 84 70 38 14 4 0 70 61 50 44 24 11 1 0
C
1.04 — Mirvetuximab — Mirvetuximab
0.9 —— Chemotheraphy —— Chemotheraphy
o A Censored A Censored
.—; 0.7 “;
% 0.6 1 3
a 05 — 8 N
g "'--—‘ o
a 047 =3
n -
8 o3 g
0.2
0.1 -] Hazard ratio (95% Cl) 0.62 (0.40-0.97) % Cl) 0.71 (049-1%92)
g P=0.033 P=0.063
O—IIIIIIIIIIIIIIIIIIIIIIIII T =] Pl 15 B & Gl =] Dl Bl 0 L b=l Pl 12 & B Gl Fed
0 3 6 9 12 15 18 21 24 0 3 6 9 5 = 21 24 27 30 383
) Months p Mol
Number at risk Number at risk
Mirvetuximab 147 128 116 98 46 18 5 1 0 Mirvetuximab 147 128 116 100 81 68 58 33 17 6 2 0
Chemotheraphy 71 56 48 40 21 7 3 0 Chemotheraphy 71 36 48 40 32 25 23 12 6 1 0
~.

Ann Oncol. 2021 Jun;32(6):757-765.



“High” FRa tumor expression: e NEW ENGLAND JOURNAL of MEDICINE
VENTANA FOLR1 (FOLR1-2.1) RxDx assay Mirvetuximab Soravtansine in FRa-Positive,
275% of viable tumor cells with moderate [2+] Platinum-Resistant Ovarian Cancer

or strong [3+] staining intensi MIRASOL trial

Table 1. Demographic and Clinical c! of the i at Baseline (1
Charscteristic I:':I;:’) A Progression-free Survival
Age 100 Median Progression-free
Median (range) — yr 64 (32-88) > 90 Survival (95% CI)
265 yr— no. (%) 107 (47.1) g 80-{ mo
Primary cancer diagnosis — no. (%) £ 5] MIRV 5.62 (4.34-5.95)
Epithehial ovarian cancer 182 (80.2) £ ol Chemotherapy 3.98 (2.86-4.47)
Fallopian tube cancer 27 (11.9) 231 (10.2) > § D S T Ef?_o_o_l ____________
Primary pentoneal cancer 16(7.0) 20 (8.5) < °
Other 2109 1(04) v 5’ 09
Stage at initial diagnosis — no. (%) 5 304
A or 1A T3 1 (0.4) :E 204
1B or I 2(0.9) 8.5 104 Chemotherapy
WA Ll 1870 e T T T T T T T T 1
ne 16 (7.0) 11 (4.9) 0 3 6 9 12 15 13 21 24 27
i 107 (47.1) 120 (53.1) Months
v 76 (31.95) 65 (25.8) .
M e e ea I\NATR\?t fe 7 151 88 38 18 10 3 3 1 0
BRCA mutation — no. (%) Chemotherapy /g\ 98 48 19 5 3 2 1 0
BRCA1 positive 24 (10.6) 29 (12.8)
- BRCAZ poshive 1109 700 B Overall Survival
' Negative or unknown 198 (87.2) 190 (34.1) . .
r Previous kines of systemic therapy 100 Median Overall Survival
1 29(12.8) 34 (15.0) B (95% CI)
2 90 (39.6) 88 (35.9) 80| mo
3 108 (47.6) 104 (46.0) 704 MIRV 16.46 (14.46-24.57)

Chemotherapy 12.75 (10.91-14.36)

a
c
]
o
:
Previous exposure — no. (%) LEL\I 60
Bevacizumab 138 (60.5) 143 (63.3) B S0 N AN ey
PARP inhibitor 124 (54.6) 127 (56.2) % 404
Taxane 227 (100) 224 (99.1) f‘&" 304
oxorubicin or pegylated liposomal doxorubscin (57 I
Daoxorub pegylated hiposomal doxorubs 130 (57.3) 133 (58.8) 5 20 oo c1,0.50-0.39)
U L L 104 P=0.005 Chemotherapy
Primary platinum-free interval — no. %)
S ARNERT 12 ° 0 3 & 5 ‘ 15 1 21 21 2 30
=12 mo 80 (35.2) B4 (37.2)
Missing data 1{0.4) ° Mont
Platinum.free interval — no. (%) No. at Risk
p— 8088 9@ MIRV 227 204 175 128 82 53 28 15 9 4 0
Chemotherapy 226 185 157 107 68 39 18 9 5 2 0
-3 to 56 mo 138 (60.8) 124 (54.9)
-6 mo 1(04) 3(13)

N Engl J Med 2023;389:2162-74.



he NEW ENGLAND JOURNAL of MED
Mirvetuximab Soravtansine i
Platinum-Resistant Ova

MIRASOL trial

n

ICINE
-Positive,
r

CONCLUSIONS

Among participants with platinum-resistant, FRa-positive ovarian cancer, treat-
ment with MIRV showed a significant benefit over chemotherapy with respect to
progression-free and overall survival and objective response. (Funded by Immuno-
Gen; MIRASOL ClinicalTrials.gov number, NCT04209855.)

™U

No. of No. of Hazard Ratio for Disease Progression or Death No. of Hazard Ratio for Death Table 3. Adverse Events That Occurred during the Treatment Period in the Safety Population.*
Subgroup Participants  Events (95%Cl) Events (95%Cl)
All participants 453 342 NR 2, i 0.67 (0.50-0.89) MIRV Chemotherapy
BRCA status Adverse Event (N=218) (N=207)
Positive 6 50 —_— 033 (0.18-061) 3 0.36 (0.17-0.75)
Negative or unknown 388 292 —.— 0.72 (0.57-0.91) 168 072 (0.53-0.98) Any Grade Grade =3 Any Grade Grade =3
Age : B -
18-64yr 254 190 —— 0.69 (0.52-0.92) 114 0.73 (0.50-1.05) .
265 yr 199 152 —— 0.62 (0.45-0.36) % 057 (0.37-087) number of participants (percent)
18-69 yr 330 252 —— 0.66 (0.51-0.34) 150 0.69 (0.50-0.96)
SR 123 % e 0.65 (043-098) 4 0.58 (034-1.00) Any adverse event 210 (96.3) 91 (41.7) 194 (93.7) 112 (54.1)
ECOG performance status score at baseline ; Any treatment-related adverse event 188 (86.2) 53 (24.3) 167 (80.7) 77 (37.2)
0 250 193 —— 0.62 (0.46-0.82) 9 .52-1.16)
1 198 146 —— 0.73 (0.52-1.01) 104 .39-0.86) Serious adverse event 52 (23.9) 44 (20.2) 68 (32.9) 59 (28.5)
P be b i
N RN I o ooy { ST TET 7 Serious treatment-related adverse event 20 (9.2) 16 (7.3) 16 (7.7) 16 (7.7)
2o, 172 124 == 05610452054 62 Adverse event leading to dose reduction 74 (33.9) — 50 (24.2) —
Previous exposure to PARP inhibitor i
Yes 251 181 —— 0.58 (0.43-0.78) 109 dverse event leading to dose delay or hold 117 (53.7) — 111 (53.6) —
No 191 150 —— 074 (0.54-1.03) 8
Uncertain n 1 ————— e 0.98 (027-3.53) 3 20 (9.2) = 33 (15.9) —
No. of previous fines of therapy {
1 6 48 — 0.4 (0.24-0.79) 28 5(23) - 5(24) -
2 182 138 —— 0.68 (0.48-0.95) 77 0.76 (0.48-1. Y/ 1(0.5) _ 1(0.5) _
3 208 156 e 0.71 (0.52-098) %9 0.65 0.43-096) €
lor2 25 186 —— 0,61 (0.45-0.81) 105 0.66 (0.45-0.98)
Type of chemotherapy i
Pegylated liposomal doxorubicin 163 118 —— 0.53 (0.37-0.77) 7 0.60 (0.37-0.96)
Padiitaxel 185 142 ——t 0.78 (0.56-1.08) 30 0.85 (0.5-1.32) 89 (40.8) 17 (7.8) 5(24) 0
Topotecan 105 82 . 0.67 (0.43-1.04) 53 0.50 (0.29-0.87) 70 (32.1) 20 (9.2) 0 0
Primary platinum-free interval : i . -
<6 mo 147 18 —— 071 (0.49-1.03) 73 ’ 102 (0.64-1.62) Abdomihgl pain 66 (30.3) 6 (2.8) 31 (15.0) 3 (1.4)
>6mo 305 224 —— 0,63 (0.48-0.82) 131 —— 0.50 (0.35-0.72)
Pltinumsfree interval ] : Fatigue /\ 66 (30.3) 5(2.3) 52 (25.1) 11(5.3)
s3mo 187 138 e 0.73 (0.52-1.03) 88 —— 0.52 (0.33-0.80) .
e s = : YT o ; e Diarrhea 64029.4) 304 3607.4) L1(05)
Stage at diagnosis H H D e 61 (28.0 7 (3.2 5 (2.4 0
L or 302 F77] —— 0.63 (0.48-0.82) 130 ——! 0.65 (0.46-0.93) bl / ) 2a0) g2 22 I
v 141 12 ] 0.71 (0.49-1.03) 70 —— 0.70 (0.44-1.13) Constipation v 59 (27.1) 0 40 (19.3) 2(1.0)
Weight at baseline H 1
50kg 132 108 —— 0.65 (0.45-0.95) 6 —a— 0.66 (0.40-1.09) Nausea 58 (26.6) 4(1.8) 60 (29.0) 4 (1.9)
60-80kg 195 153 —— 0,67 (0.49-0.93) %0 —— 0.65 (0.43-0.98) Peripheral neuropathy 7 (21.6) 3(14) 30 (14.5) 4(19)
>80 kg 84 67 —— 0.58 (0.35-0.95) 38 ——i 0.74 (0.39-1.41)
0125 0250 0500 1000 2000 4000 0100 0250 0500 1000 2000 4000 Neutropenia 4 (11.0) 2(0.9) 59 (28.5) 36 (17.4)
MIRV Better Chemotherapy Better MIRV Better Chemotherapy Better Anemia 21 (9.6) 2(0.9) 71(34.3) 21(10.1)

N Engl

J Med 2023;389:2162-74.
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Patient

Age

Performance status (E.” 3}
Co-morbidities

Expectations

Desires and own vision of life
Caregivers' availability and
support

Surgery and structure

Pre-surgical assessment (CT
vs PET vs laparoscopy)
Skills of the surgical team
(level of specialization)
Residual tumour after PCS
or ICS

Surgical complications

® |IDS + HIPEC
® Maintenance therapy:
Bevacizumab / PARPi
® ADC: Mirvetuximab
soravtansine (MIRV)

® Health Insurancg

® Financial Toxicity

® Family & Social
Support

mNr 3 iy

Tumour

* Histology

* BRCA and HRD status

* Other Genomics (CCNE1,
RADS1,...)
Tumour microenvironment
Mechanisms of resistance
to platinum and/or PARPi

Systemic therapy

* Response to chemo (RECIST)

* CA-125 kinetic of elimination
(KELIM)
PARPI +/- bevacizumab
Safety & profile of drugs
Access and reimbursement
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