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2 DECLARATION OF INTERESTS

Nothing to declare
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7 Principles of chemotherapy

« Surgery (local)
* Radiotherapy (regional)

« Chemotherapy (systemic)

— Adjuvant chemotherapy

— Neoadjuvant chemotherapy

— Palliative/salvage chemotherapy
— Concurrent chemoradiation

-
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7 Principles of chemotherapy
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7 Principles of chemotherapy

« Administration route
— IV: most common
— IM: methotrexate
— PO: etoposide
— IP (intraperitoneal): cisplatin, paclitaxel
— IT (intrathecal): methotrexate

« DuBois & DuBois formula: BSA=0.007184 x weight (kg)®42° x height (cm)?-725

weight (kg)xheight (cm)

I * Mosteller formula: \/
3600

i o o=
o) /5/  Korean Society of Gynecologic Oncology
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 Primary Treatment for Early-Stage Ovarian Cancer

L

Presumed early-stage ovarian cancer (stage I-II) J

Complete surgical staging

» Hysterectomy, bilateral salpingo-ocophorectomy, omentectomy,
pelvic and para-aortic lymphadenectomy, random peritoneal

biopsies, and peritoneal fluid cytology

s Fertility-sparing surgery may be considered for patients

of childbearing potential with stage | disease

(

Confirmed early-stage disease on definitive pathology J

v

Low-grade serous
ovarian cancer
(stage IA-IB)

or
Low-grade
endometrioi

cancer (stag

or

Expansile mucinous
ovarian cancer
(stage IA-IB)

Observation

Low-grade serous
ovarian cancer (stage IC)
or

Low-grade endometrioid
ovarian cancer (stage IC)
d ovarian or

e IA-IB)

Clear cell ovarian
cancer (stage IA-IC1)

or
Expansile mucinous
ovarian cancer (stage IC)
or

Infiltrative mucinous

ovarian cancer (stage I1A)

Optional therapy

High-grade serous ovarian cancer
(any stage)
or

High-grade endometrioid ovarian
cancer (any stage)

or

Clear cell ovarian cancer
(stage IC2-1C3)

or

Infiltrative mucinous ovarian
cancer (stage IB-I1C)

or
Any histotype stage Il

Adjuvant chemotherapy

= Intravenous carboplatin AUC 5/6 +
intravenous paclitaxel, 175 mg/m?,
every 3 wk (6 cycles; 3 cycles are
acceptable unless high-grade serous
ovarian cancer, high-grade
endometrioid ovarian cancer,

or stage IC-11)

or

= Intravenous carboplatin AUC 5/6
alone every 3 wk (6 cycles)

JAMA 2025:334(14);1278-91

ChHEOIZ o5t 3|
Korean Society of Gynecologic Oncology
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 Primary Treatment for Advanced-Stage EOC

Advanced-stage ovarian cancer (stage IlI-I1V)

Prompt referral to specialized center with multidisciplinary team

Risk-hased triage algorithm—High risk for surgical morbidity or
mortality if 1 of the following criteria is met?:
e Albumin <3.5 g/dL
*Age 280y
* Age 75-79 y and at least 1 of the following:
2 ECOG-PS =1 or ASA score 3-4
= Stage IV (multiple liver or lung metastases)

> Complex surgery likely (more than hysterectomy,
bilateral salpingo-cophorectomy, and omentectomy)

L Not high risk J L High risk J
Primary cytoreductive Core biopsy for histologic
surgery (removal of all confirmation of ovarian cancer
visible cancer in the
abdominal cavity) ¢
¢ Neoadjuvant systemic therapy
= Intravenous carboplatin AUC5/6 +
Adjuvant systemic therapy intravenous paclitaxel, 175 mg/m?,
« Intravenous carboplatin every 3 wk® + intravenous bevacizumab,
AUC 5/6 + intravenous 15mg/kg, every 3wk® (3-4 cycles)
paclltaxel,b17§ mg/me, Reassess disease resectability
every 3 wk” £ intravenous and patient performance status
bevacizumab, 15 mg/kg,
every 3 wk® (6 cycles) L Fit for surgery J LUnfit for surgeryJ

Interval cytoreductive surgery

* For stage Il disease, HIPEC
may be considered durlng surgery

Systemlc therapy

* Additional 2-3 cycles of
chemotherapy * bevacizumab®

v v JAMA 2025:334(14);1278-91

Individualized maintenance therapy based on genetic and molecular testing
|

fSHEOIZ o5t 3|
Korean Society of Gynecologic Oncology
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 Primary Treatment for Advanced-Stage EOC

Individualized maintenance therapy based on genetic and molecular testing

v

Negative homologous
recombination deficiency test

BRCA gene variant
or

Positive homologous or
recombination deficiency test Unknown

* PARP inhibitor alone (olaparib * Bevacizumab
or niraparib) « Niraparib

« Olaparib + bevacizumab » Observation

) CHSHe oIS orsts

J) Korean Society of Gynecologic Oncology

JAMA 2025:334(14);1278-91
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 Primary Treatment for Ovarian Cancer

CLINICAL PRIMARY TREATMENT"K
STAGE'
Patients with
IA (fertility Unilateral salpingo-opphorec_tomy ovarian cancer,
desired) _— (USC_)) + Eclann]prehenswe surgical fallopian Pathologic
staging!"" L, tube cancer, Staging
IB (fertility Bilateral salpingo-ouphurectc_)my ;LE&TZ;}I’ (OV-4)
desired) —_— (BSC_)) + comprehensive surgical cancer should
staging!"M \
have genetic
IA-1V, surgical risk evaluziltion For less
candidate, optimal Hysterectomy/BSO + and germline common
cytoreduction — |comprehensive staging }—» and somatic ovarian
likely (fertility not and debulking as needed testing (if not cancers
desired) previously (LCOC),
done)fg:nk see

LCOC-1
Poor surgical candidate

or —» Neoadjuvant Therapy (OV-2)"

Low likelihood of optimal
cytoreduction!

NCCN guidelines version 3.2025
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Confirmed
poor surgical
|candidate or
low likelihood
of optimal
cytoreduction

-

AFTAL H72 FAIL=H] with

 Primary Treatment for Ovarian Cancer

PRIMARY TREATMENT

Neoadjuvant
therapy"™a'
(category 1)

and

Genetic risk
evaluation and
germline and
somatic testing
(if not prewously
done)l9:nK

Response—»

Stable
disease

Interval debulking surgery
(IDS) with cumpletlon
hysterectomy/BSO)}K and
cytoreduction. Consider
hyperthermic intraperitoneal
chemotherapy (HIPEC).

IDS with completlun
hysterectomy/BSO)}X and
cytoreduction. Consider
HIPEC)

or

Continue current therapy (for
a total of at least 6 cycles)"
or

Therapy for Persistent
Disease or Recurrence (OV-7)

Adjuvant
therapy™

—_—

T

Maintenance

Therapy
(OV-5)

IDS with completlnn
hysterectomy/BSOJK

and

cytoreduction. Consider

HIPEC.
or

Therapy for Persistent

NCCN guidelines version 3.2025

Disease or Recurrence

(OV-7)
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2 Adjuvant CTx for advanced EOC

* Adjuvant therapy: following cancer surgery, to decrease the risk of
disease recurrence or to primarily treat residual disease

» Paclitaxel/Carboplatin g 3wks x 6 cycles
« +/- Bevacizumab (stage IV, >1cm residual ds after surgery)

« Starting within 6 weeks after surgery

-
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2 Adjuvant CTx for advanced EOC -

« |V Paclitaxel 175 mg/m? / Carboplatin AUC 5-6 on D1, q 3wks x 6 cycles
(preferred)

* Other |V regimens

- Docetaxel 60-75 mg/m? / Carboplatin AUC 5-6 on D1, g 3wks x 6 cycles
(SCOTROC1)

NCCN guidelines version 3.2025 hia it

| —
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2 Adjuvant CTx for advanced EOC

2. FeFy 2 g W adjuvant)

£
g9 | gatad | ol o4
docetaxel + carboplatin
CA2007 -7 2007.11.20, 714 H2022-1090&: 2022.8.1.)

docetaxel + cisplatin |9 stage 1A (Grade 2, 3)
2| (A2006-55: 2006.1.9, A A0T-TE: 2007120, | 4 (oo B (Grade 5 3)
A A2022-1905: 2022.8.1.) 1:}- ;;LaEQ iC o]4 a
paclitaxel + cisplatin -
d CA2006—38: 2006.1.9, N4 #2007-TE: 2007.11.20.,
A A2022-190%: 2022.8.1.)

. . 7}, stage A (Grade 2, 3)
paclitaxel + carboplatin . %Liﬂ B (Grade 2. 3)
(A2007-75: 2007.11.20, A4 #l2015-2014 2015121, | ©F stage IC o]

M4 A2022-190%: 2022.8.1.) 2} Sex Cord—Stromal Tumors
achtaxel + cisplatin (Intra—peritoneal ) .
_ | paclitaxel + cisplatin (Intra—peritoneal] | . . ol fixe]s 24 & AEBclo]
2 (A2006—48: 2006.5.1, 44 A2006-6%: 2006.8.1. lem ©]3}e] 7o

MA A2022-1805: 20228.1.)

(e thseolzorsts|
Q '4 /) Korean Society of Gynecologic Oncology
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2 Adjuvant CTx for advanced EOC

« Paclitaxel 175 mg/m? / Carboplatin AUC 5-6
vs. Docetaxel 60-75 mg/m? / Carboplatin AUC 5-6

‘

* No significant difference in efficacy (PFS/OS)

« Paclitaxel: more neuropathy, alopecia
* Docetaxel: more GlI, peripheral edema, nail change
— considered for patients at high risk for neuropathy (e.g. diabetes)

NCCN guidelines version 3.2025 hia it

——
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2 Adjuvant CTx for advanced EOC

 Number of cycles
- Stage | : 3 cycles (clear cell, endometrioid, mucinous)
or 6 cycles for high-grade serous ca (GOG-157)

- Stage lI-IV : 6 cycles vs. >6 cycles

* no evidence of additional clinical benefit of treatment beyond
6 cycles, increased neurotoxicity

L NCCN guidelines version 3.2025 ciii
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2 Adjuvant CTx for advanced EOC

 Addition of bevacizumab (GOG-218, ICON7)

» Paclitaxel/Carboplatin/Bevacizumab — Bevacizumab maintenance

CP + bev Bev or
or placebe  placebe

1 ﬂ_l | I 1_1}_1..1__‘-#_‘_‘--
& I].EI Control 0.9
2 = L '
w 0.8 Bev initiation 6 0.8
s _ 0.7 Bev throughout S 0.7
g5 S 06
a-s 067 e 054 \M
£ 3 0.5 g
Y B 044 .
il 0.4 g Ne. of Events (35)
8E 3l g 0.3 Control 298 (47.7)
t 0.2 _ 0.2 Bevacizumab initiation 308 (45.3)
E- 0.1 I 0.1 Bevacizurnab throughout 269 (43.2)
2 ; 0.0
0.0 T T T 1T T T T 1T T T 1T T T T 17 11 ] II';'. 1r2 llE 2'14 31|} 3|6 4|1 4IE
0 2 4 6 8B 1012141618 2022242628 30323436 ) .
Menths since Randomization
Months since Randomization .
No. at Risk Mo. at Risk
Contol 625 535 283 168 133 7B 49 Bevaczumsb 625 598 537 486 440 304 150 108 o4
Bevinitiation 625 552 319 150 121 67 40 initiation
Bev through- 623 559 386 256 162 97 56 Bevacizumab 623 587 561 519 463 321 201 114 62
out throughaout

N Eng J Med 2011;365:2473-83.
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2 Adjuvant CTx for advanced EOC

 Addition of bevacizumab (GOG-218, ICON7)

Patients First-line CTx PFS (median, mo) OS (median, mo)
— Maintenance HR [95% CI], p-value HR [95% CI], p-value
GOG-218 Stage |l Arm 1: carbo/pac/placebo  19.4 10.3 39.3
incompletely — placebo
resected or stage IV Arm 2: carbo/pac/bev 11.2 38.7
85% serous — placebo 0.908 [0.795-1.040], P=.16 1.036 [0.827-1.297], P=.76
Arm 3: carbo/pac/bev 14 .1 39.7
— bev 0.717 [0.625-0.824], P<.001 0.915[0.727-1.152], P=.45
ICON7 Stage I-llA high-risk ~ Arm 1: carbo/pac 48.6 17.5 58.6
or lIB-IV — hone
69% serous Arm 2: carbo/pac/bev 48.8 19.9 58.0
— bev 0.93 [0.83-1.05], P=.25 0.99 [0.85-1.14], P=.25

* Greater benefit for patients with poor prognosis
. inoperable stage Ill, suboptimally debulked (residual >1cm), stage IV

fSHEOIZ o5t 3|
/) Korean Society of Gynecologic Oncology

NCCN guidelines version 3.2025
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2 Adjuvant CTx for advanced EOC

 Addition of bevacizumab (GOG-218, ICON7)

Trial Treatments

GOG-218 Paclitaxel 175 mg/m?2 IV + Carboplatin AUC 6 IV, q 3wks x cycles 1-6
+ bevacizumab 15 mg/kg q 3wks x cycles 2-6
— maintenance bevacizumab 15 mg/kg g 3wks x cycles 7-22

ICON7 Paclitaxel 175 mg/m? IV + Carboplatin AUC 5-6 IV, q 3wks x 6 cycles
+ bevacizumab 7.5 mg/kg q 3wks x cycles 5-6 (omitted cycle 1 if <4 wks from surgery)
— maintenance bevacizumab 7.5 mg/kg q 3wks x 12 cycles

gill gty o) FefeA

7k, FIGO stage b, e #8215 suboptimally
debulked( FHEF%7] = lem) o] Ay stage IV
A4 dAagh daket B gk Eepgk
1) bevacimmeh 75mgkes Foidle, sleka
#2327l M #eT71747] bevacinmeb-& HE
Fejala, o vherodEi Ao 1857171
FedlAde (v, AW FeEeh)
2) 7 akeE HY el Ar)el S &) ge
bevacizumab front—line $.942] A5 ‘bevacizumab' & ¢Fgk
+ paclitaxel + carboplatin Aog #olo] HYES ¢ NCCN guidelines version 3.2025

13}

fSHEOIZ o5t 3|
/) Korean Society of Gynecologic Oncology
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2 Adjuvant CTx for advanced EOC

 S/E of bevacizumab

Bleeding, hypertension, thromboembolic events
Proteinuria

Gl perforation

Wound healing complications

-
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2 Adjuvant CTx for advanced EOC

* IP/IV chemotherapy (GOG-172)

1.0- 109
0.9 0.9+
3 . 0.8
E 0.8 %ﬁ : Intrapcritnnﬂal therapy
T 07 Ig 0.7+
8o ¢
4 i 0.6
g8 0° a T
3 a 0.5- e 05
”:'!' i -'E 0.4
= E 0.4 Intraperitoneal therapy 5 | Intravenaus therapy
Q
£ 0.3 g 0.3+
2 o2  PFS23.8vs. 18.3 mo £ 024 OS65.6 vs. 49.7 mo (A16 mo)
E ' Intravenous therapy
014 P=0.05 014 P=0.03
0.0 T T T T T T T T T 1 ﬂﬂ I | I | I I I I I |
0 ] 12 18 24 30 3e 42 48 54 &0 0 & 12 18 24 I 36 42 48 54 &0
Months of Study Months of Study
Mo. at Risk Mo. at Risk
Intravenous 210 142 B 57 42 33 Intravenous 210 183 157 123 106 63
therapy therapy
In‘trapcritu neal 205 154 100 74 57 40 ||'|tr.'=|_F|r_=rit|:| n{:a| 205 183 165 142 114 7
therapy therapy

) risteolEorsts]

N Eng J Med 2006;354:34-43.

7/ Korean Society of Gynecologic Oncology
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2 Adjuvant CTx for advanced EOC

* |P/IV chemotherapy

Trial Patients Regimen PFS 0S

(median, mo) (median, mo)

GOG-172 Stage Il IPAV 23.8 65.6

. Paclitaxel 135 mg/m? IV D1
<
residual ds <1 cm oatin 100 mg/m? IP D2

+ paclitaxel 60 mg/m? IP D8, q 3wks x 6 cycles

v 18.3 49.7
Paclitaxel 135 mg/m? IV D1

+ cisplatin 75 mg/m2 IV D2, q 3wks x 6 cycles

GOG-252 Stage I/IV IV/IP pac/carbo/bev 27.4 78.9
Paclitaxel 80 mg/m? 1V D1,8,15

+ carboplatin AUC 6 IP D1, g 3wks x 6 cycles
Bevacizumab 15 mg/kg IV q 3wks cycles 2-22

IV/IP pac/cis/bev 26.2 72.9
Paclitaxel 135 mg/m2 |V D1

+ cisplatin 75 mg/m2 IP D2
+ paclitaxel 60 mg/m? IP D8, q 3wks x 6 cycles
Bevacizumab 15 mg/kg IV q 3wks cycles 2-22

IV pac/carbo/bev 24 .9 75.5
Paclitaxel 80 mg/m2 IV D1,8,15

+ carboplatin AUC 6 IV D1, q 3wks x 6 cycles
Bevacizumab 15 mg/kg IV q 3wks cycles 2-22

S e e
/) Korean Society of Gynecologic Oncology

NCCN guidelines version 3.2025
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2 Adjuvant CTx for advanced EOC

* |P chemotherapy

- Stage lll, optimally debulked (residual <1 cm) patients
- Not recommended for stage | and IV
- S/E: catheter complications, abdominal pain, (cisplatin-renal toxicity, neuropathy)

- IP chemotherapy does not further improve outcomes on PFS benefit of adding
bevacizumab (GOG-252)

k NCCN guidelines version 3.2025
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 Primary Treatment for Ovarian Cancer

Primary Systemic Therapy Regimens€® - Epithelial Ovarian/Fallopian Tube/Primary Peritoneal

Primary Therapy fof Stage | Disease

* High-grade serous

* Endometrioid (grade 2/3)
* Clear cell carcinoma

» Carcinosarcomad

Preferred Regimens

« Paclitaxel/carboplatin every 3 weeksd:

Other Recommended Regimens Useful in Certain Circumstances

+ Carboplatin/liposomal doxorubicin « Paclitaxel/cisplatin

« Docetaxel/carboplatin For carcinosarcoma:

« Carboplatin/ifosfamide
« Cisplatin/ifosfamide
» Paclitaxel/ifosfamide (category 2B)¢

Mucinous carcinoma
(stage IA, IB& and IC,
grades 1-3)

Preferred Regimens

« 5-FU/leucovorin/oxaliplatin
« Capecitabine/oxaliplatin
» Paclitaxel/carboplatin every 3 weeksdh

Other Recommended Regimens Useful in Certain Circumstances

+ Carboplatin/liposomal doxorubicin « Paclitaxel/cisplatin
« Docetaxel/carboplatin

Low-grade serous
(stage IC)/Grade |
endometrioid (stage IC)d-6f

Preferred Regimens

« Paclitaxel/carboplatin every 3 weeksd:
+ maintenance letrozole (category 2Bf)
or other hormonal therapy (category
2B)'

« Hormone therapy (aromatase
inhibitors: anastrozole, letrozole,
exemestane) (category 2B)

Other Recommended Regimens Useful in Certain Circumstances

+ Carboplatin/liposomal doxorubicin % « Paclitaxel/cisplatin
maintenance letrozole (category ZBf) or other
hormonal therapy (category 2B)
« Docetaxel/carboplatin £ maintenance letrozole
(category 2Bf) or other hormonal therapy
(category 2B)'
» Hormone therapy (leuprolide acetate, goserelin
acetate, tamoxifen ! fulvestrant) (category 2B)

& ""'«.VQL‘ =1 = =
(S CHSHR QIS AFSHS|
Q) ) /)  Korean Society of Gynecologic Oncology

NCCN guidelines version 3.2025
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Primary Therapy fo

* High-grade
serous

* Endometrioid
(grade 2/3)

* Clear cell
carcinoma®

» Carcinosarcoma®

Stage -1V Disease [Principles of Maintenance PARPi Thera

Preferred Regimens

- Paclitaxel/carboplatin every 3 weeks%"

- Paclitaxel/carboplatin/bevacizumab + maintenance
bevacizumab? (ICON-7 & GOG-218)

on OV-C, 3 of 12)
Other Recommended Regimens

- Paclitaxel weekly/carboplatin weeklyd:-"k

» Docetaxel/carboplatin

« Carboplatin/liposomal doxorubicin

+ Paclitaxel weekly/carboplatin every 3 weeks®

» Docetaxel/carboplatin/bevacizumab + maintenance
bevacizumab (GOG-218)

Useful in Certain Circumstances

« Paclitaxel/cisplatin

» Docetaxel/oxaliplatin/bevacizumab +
maintenance bevacizumab

« IV/IP paclitaxel/carboplatin

« IV/IP paclitaxel/cisplatin (for optimally

debulked stage |I-Ill disease)
- For carcinosarcoma:
» Carboplatin/ifosfamide
» Cisplatin/ifosfamide
» Paclitaxel/ifosfamide (category 2B)?

Mucinous Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
carcinoma® - 5-FU/leucovorin/oxaliplatin £ bevacizumab (category - Paclitaxel weekly/carboplatin weekly?-h:k « Paclitaxel/cisplatin
2B for bevacizumab) » Docetaxel/carboplatin - Docetaxel/oxaliplatin/bevacizumab +
- Capecitabine/oxaliplatin + bevacizumab (category 2B+ Carboplatin/liposomal doxorubicin maintenance bevacizumab
for bevacizumab) + Paclitaxel weekly/carboplatin every 3 weeks?®
- Paclitaxel/carboplatin every 3 weeks%" » Docetaxel/carboplatin/bevacizumab + maintenance
- Paclitaxel/carboplatin/bevacizumab + maintenance bevacizumab (GOG-218)
bevacizumab? (ICON-7 & GOG-218)
Low-grade Preferred Regimens Other Recommended Regimens Useful in Certain Circumstances
serous/Grade | « Paclitaxel/carboplatin ?very 3 weeks?h + maintenance * Paclitaxel weekly/carboplatin weekly?:-N - Paclitaxel/cisplatin

endometrioid®-®f

letrozole (category 2B
(category 2B)'

- Paclitaxel/carboplatin/bevacizumab + maintenance
bevacizumab® (ICON-7 & GOG-218)

) or other hormonal therapy

- Hormone therapy (aromatase inhibitors: anastrozole,

letrozole, exemestane) (category 2B)

. Docetaxel!canoplatin * maintenance letrozole
(catiegory 2B") or other hormonal therapy (category
2B)

» Carboplatin/liposomal doxorubicin £ maintenance
letrozole (category 2B') or other hormonal therapy
(category 2B)'

- Paclitaxel weekly/carboplatin every 3 weeks?

» Docetaxel/carboplatin/bevacizumab + maintenance
bevacizumab (GOG-218)

» Hormone therapy (leuprolide acetate, goserelin
acetate, tamoxifen,) fulvestrant) (category 2B)

» Docetaxel/oxaliplatin/bevacizumab +
maintenance bevacizumab (category
2B)

NCCN guidelines version 3.2025




2026 OieHRQF SR H72] FA =R with

2 Neoadjuvant CTx for advanced EOC

‘

* Not good candidates for PDS d/t advanced age, frailty, poor performance

status, comorbidities

* Unlikely to be optimally cytoreduced

— Neoadjuvant CTx (NAC) to reduce tumor burden before surgery

- increase likelihood of optimal cytoreduction

- may improve condition and reduce perioperative risks

——
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2 Neoadjuvant CTx for advanced EOC

« NAC x 3-4 cycles — IDS — postop CTx x 3-4 cycles (total 6-8 cycles)
(same chemotherapy regimen for both NAC and postop CTx)

« Paclitaxel/Carboplatin q 3wks x 3~4 cycles

« Biopsy for histologic confirmation before NAC !

(core biopsy preferred than cytologic diagnosis)

1. A3 &EF e Y (neoadjuvant )

il g roj o
pachtaxel + carboplatin - .

T e stage [e~Iv
(#2007-7E: 2007.11.20, A7 42015-291 5 2015.12.1, (e 7|7k 3327))
| o )

AR A2022-190%; 2022.8.1.)

——
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7 Maintenance TXx

* Bevacizumab

- Paclitaxel/Carboplatin/Bevacizumab — Bevacizumab

 PARPI

- Olaparib / Olaparib+bevacizumab

- Niraparib

Olaparib Placebo
= 260) in=131)
Events, No. (%) 84(323) 65 40.E)
100 Median 05, months NR 5.2
a0 4 | HR 0.55 (85% CI, 0.40 to 0.76); P = 0004 |
07 73.1
70 —— 70
34 ﬂm
B'_E': 80 1 Olaparib
v 50 45.5
o
40 -
30 4 Flacebo
20
10
T T T T

0 6 12 18 24 30 36 42 48 54 60 66 72 72 84 90 96 102
Time Since Random Assignment (months)
Mo. at risk:

Olsparib 260 252 246 236 227 214 203 194 185 177 170 165 159 157 152 79 N ]
Placebo 131 128 126 114 10B 100 97 92 &7 B0 73 &7 60 B4 BZ 21 & 1]

Individualized maintenance therapy based on genetic and molecular testing

BRCA gene variant
or

Positive homologous
recombination deficiency test

» PARP inhibitor alone (olaparib
or niraparib)
» Olaparib + bevacizumab

v

Negative homologous
recombination deficiency test
or

Unknown

* Bevacizumab
* Niraparib
* Observation

Overall population
1004
. Niraparib Placebo
a0 Overall population NEEELTIRETER"5]
Events, n (%) 352 (72.3)[208 (85.0)
80 Median PFS, months 138 | 82
= lazard ratio . . .
g H d ratio (85% CI 0.66 (0.5540.78
— T04
2
E 60
@
,g 504
= 3-year PFS rate
% a0l 29% versus 18% 4_year PFS rate
F 24% versus 13% Syear PFS rate
? 304 22% versus 12%
o
20
|
104 | | |
| | |
o | ]
T T T T T T T T T T T T T T T T T T T T T T T T T T L T T T T T T L T T T T T T T
0 2 4 6 81012141618 2022 24 26 28 30 32 34 3538 40 42 44 4648 50 5254 56 56 60 62 64 G666 70 72 74 76 78 80 82 84
Time since randomization (months)
Mo at risk
Niraparh 487 461 406342 316 278243 216 204 181168 162 153141 135 134128122 118 116 114 108103 99 89 86 85 85 &2 79 74 70 66 63 60 41 35 28 16 11 & 1 0
Placsba 46226 191150125103 G2 78 77 66 57 55 51 40 43 43 40 40 39 30 19 34 34 32 27 27 26 24 23 2 2@ N 2 1@ 14 8 & 4 3 1 1 0

J Clin Oncol 2023;41:609-617
Ann Oncol 2024:35:981-992. ™

fSHEOIZ o5t 3|
Korean Society of Gynecologic Oncology
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7 Maintenance TXx

Individualized maintenance therapy based on genetic and molecular testing

_ v
o PARP' BRCA gene variant Negative homologous
or recombination deficiency test
. . . Positive homologous or
- Olapanb / Olapar|b+bevaC|Zumab recombination deficiency test Unknown
. . * PARP inhibitor alone (olaparib . Bgvacizymab
= N | I’a pa I’I b ?ror;g;gfirt;bz bevacizumab : ('\}I::)r:gri:tjion
Drugs Results Dosage
Olaparib (SOLO1) Median PFS 56 vs. 13.8 mo (HR 0.33) in BRCAmut+ 300mg bid (2y)
Niraparib (PRIMA) Median PFS 21.9 vs. 10.4 mo (HR 0.43) in HRD+ 200mg qd
Median PFS 13.8 vs. 8.2 mo (HR 0.62) in overall (HRD+/-)
Olaparib Median PFS 37.2 vs. 17.7 mo (HR 0.33) in HRD+ 300mg bid (2y)
+Bevacizumab +15mg/kg (15m)
(PAOLA-1)
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7 Maintenance TXx

4. f#] &Y (maintenance)

A debad

Foifd

e

. 5 25
niraparib

(H20159-3315: 2019121,
A A2021-26&: 2021.2.1,
A4 Al2021-2425: 2021.10.1,
A A2022-1908: 2022.8.1
A A2024-219F: 2024.10.1,)

olaparib( tablet) ™

(AZ021-2428: 2021.10.1,

A 202219080 2022.8.1.)

7 12 WE kg ol ¥hE(CR E3= PR)E
&Y A =EEs F4(BRCA Wl
E fAA o) duA dagd
vkt 2} et

# T debd 98 F 125 o)y S

W 22 ole) WF7IAN e WS (CR Ei
PR)E W14 A4y BRCA We] 1%
F94 dad, e, 93 Bug

1

# WFA WA G5 F EF ol 5o

7k 12 g7t o] g (CR B PROF
&Y BRCA Heo| nx A0y digt
gt 9} Hejgl

& W3A dobd gR F 87 oy Fo

# Fe7l7k A2 R F 2dA e 904

W 22 o)4he] WM R] ME(CR EE
PR)Z WA A4 BRCA Wlo] it
434 dae, U, 23 Bl

# WEA FoA #8 F &F ol Fo

F1 Al el AlER 2 relyl WETNEHE bevactamab EF QWS A2]E1H, o) Hel PARP 2|AAE

folue o) glejok g

F2. ARy AE A Rolg WErad (bevacizumab EF 2 A9 FA4 457] o
Fojgfof &9, o|Hel| PARP 2AAlE Foll2 FHo| glojof &
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7 Paclitaxel

— Dose: 135(24h)-175(3h) mg/m? ; weekly 60-80 mg/m?

— 3-weekly regimen: infusion over 3 hours

— Weekly regimen: infusion over 1 hour

— Should be administered before platinum (carboplatin/cisplatin) !!

— Hypersensitivity reactions
— Neuropathy : ~60%, dose-dependent
— Myalgia, arthralgia

——
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7 Paclitaxel

— Hypersensitivity reactions
. ~20-40%, usually within 2-5 minutes of infusion
[ urticaria, flush, chest tightness, dyspnea, hypotension

- Premedications : three-drug prophylactic regimen
Dexamethasone 20 mg IV 30 mins before paclitaxel
(alternative: 20 mg PO/IV at 12 and 6 hrs before paclitaxel)
+ Diphenhydramine 50 mg IV (Chlorpheniramine 1 amp), 30 mins before paclitaxel
+ Famotidine 20 mg IV, 30 mins before paclitaxel

— Management
« Discontinue the infusion
* Antihistamine + hydrocortisone 100 mg IV
« If symptom subsides, restart with slower infusion rate

I - prn) Desensitization protocol (& cll 2 JILH 1t consult)




20264 C|THEQIF YR X728 FAISH=®] with .
7 Docetaxel »+

— Dose: 60-75 mg/m?
— Infusion over 1 hour
— Administered before platinum

— Fluid retention (edema, pleural effusion..; ~60%)
< dexamethasone 8 mg bid 3-5 days, starting 1 day before docetaxel

— Hypersensitivity reaction

-
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2 Carboplatin

— Nephrotoxicity
<> Dosing with Calvert formula
(desired AUC x (25 + GFR))

— Myelosuppression

— Monitoring parameters
: CBC, renal function test (CCr: Cockcroft formula), LFT

*CCr (female) = ((140-age) x Bwt (kg) / (72 x SCr)) x 0.85

—
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2. Platinum
/ 1) Desensitization protocols (Brigham and Women’s Hospital, 2010)

- Platinum M| M= rechallenge Al 50%0| &0l A severe reactions= 222 #= U2 =2,

resuscitation drugs (epinephrine, antihistamines, bronchodilators, steroids) &=H| & Al &

- Allergy L0l consult = AlEH

* Solution preparation (carboplatin 500 mg J| &)

Volume (NS) Concentration Total mg of drug
Solution 1 250 mL 0.02 mg/mL 5
Solution 2 250 mL 0.2 mg/mL 50
Solution 3 250 mL 1.772 mg/mL 496.065

* Protocol for administration (carboplatin 500 mg J| &)

Step Solution Rate Time Volume infused ~ Administered

(mL/h) (mins) (mL) dose (mg)

1 1 2 15 0.5 0.01

2 1 5 15 1.25 0.025

) 1 . ; ” > 2| 27|t 2t consult!

5 2 5 15 1.25 0.25

6 2 10 15 2.5 0.5

7 2 20 15 5 1

8 2 40 15 10 2

9 3 10 15 2.5 4.4292

10 3 20 15 5 8.8583

11 3 40 15 10 17.7166

12 3 75 210 262.5 465.0609
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/ Bevacizumab

— Mechanisms of action
. @ recombinant humanized monoclonal Ab that blocks angiogenesis by inhibiting

VEGF-A
— S/E: hypertension, proteinuria, hemorrhage, VTE,
interruption of wound healing, Gl fistula,
ischemic/hemorrhagic strokes
— Monitoring: BP check, U/A (prn, 24hr urine collection in Prot 2+ pts)

Small tumour (1-2 mm)
« Avascular

Angoge ic switch :
pm sslon

F lp wg g signals,
suc EGF

i TL_So=
o) /e omnSociety Gynecologic Oncology
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 PARP inhibitors

— Mechanisms of action
. ‘Synthetic lethality’ in BRCA mutated cancers (germline/somatic BRCAm)

— S/E: anemia, neutropenia, thrombocytopenia,
fatigue, N/V, diarrhea, MDS/AML (<1.5%)

— Monitoring: CBC, LFT, BUN/Cr ¢

PARP Inhibition 1

(Chest PA if pneumonitis sx occurs) &
¢ POX

BRCA1/2 wild-type BRCA1/2 mutated

R -~ p {:ﬁ
i it § :
_ 7O 7Wx¢ PO
- DNA repair via homologous  No homologous recombination
recombination and subsequent cell death

)i 2T S o

; /)  Korean Society of Gynecologic Oncology
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Thank you for your attention!
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