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Y SGOG SOC-1 trial
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= Ongoing debate: OS benefit of secondary cytoreduction (SCR) in patients with platinum-sensitive, relapsed ovarian
cancer
= DESKTORP llI' showed a benefit of PFS and OS among patients assigned to undergo SCR, which contradicted to
that of the GOG-02132
= SOC-1: planned interim analysis3 after 129 PFS events
-> presented at ASCO 2020 and showing a significant PFS benefit for surgery
= Final OS analysis: database closure JUN 30t" 2023 after 210 of 209 planned events in a hierarchical testing*

NCT01611766
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“If Pl and Co-PI reach consensus that the recurrent tumor detected by PET/CT could be completely resected, the index of CA125 could be scored as 0. Open: JUL 2012
Co-Primary endpoint: PFS, OS Close: JUN 2019
Secondary endpoints: TFSaf, Qol, TFST, TSST, Safety Target: 356 pts

Randomization strata: Centers, IMODEL score, residual disease, enrolled in SUNNY trial®

THarter P, et al. N EnglJ Med 2021;385:2123-2131; 2Coleman RL, et al. N EnglJ Med 2019;381:1929-1939; 3Shi T, et al. The Lancet Oncol 2021; 22:439-
49; 4iang R, et al. Nat Med. 2024;30:2181-2188; 5 Tian WJ, et al. Ann Surg Oncol 2012,19:597-604; 6 Jiang R, et al. J Gynecol Oncol. 2020;31(5):e86.



' SGOG SOC-1: primary endpoints — PFS & OS

Proportion of Progression-free Survival
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ShiT, etal. The Lancet Oncol2021; 22:439-49;
Jiang R, et al. Nat Med. 2024;30:2181-2188.



' Impact of Gross Residual disease at Surgery on OS

Overall survival (%)

Number at risk
(number censored)
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SOC-1

No gross residual: 76.7%

No. of deaths/ Median OS
No. of patients (95% Cl)
months
Surgery-NGR 66/132 73.0 (NE-NE)
Control 109/175 52.1 (43.0-61.3)
Surgery-gross residual 30/40 34.8 (28.8-40.7)
/ H-L‘L Surgery-NGR
Gross Residual
| Control
34 ) 8 maosS Surgery-gross residual
\ 1, 95%Cl 0.26-0.63

12 24 36 48 60 72 84 96 108 120
Months since randomization

Surgery-NGR 132 (0) 131 (0) 118 (0) 104 (0) 88(0) 64(10) 44 (15) 34(9) 25(7) 18(7) 9(9)
Surgery-gross residual 40 (0) 37(0) 26(1) 17(0) 13(0) 8@ 6(1) 5(1) 3(2) 2(0)
Control 175 (0) 161 (6) 138 (0) 112 (0) 86 (1) 63(11) 41(15) 29(9) 15(10) 7(7) 3 (4)
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Harter P, et al. N EnglJ Med 2021;385:2123-2131;
Jiang R, et al. Nat Med. 2024;30:2181-2188.



Impact of relapsed lesions on OS

100 No. of deaths/ Median overall survival S O C- 1
No. of patients (95% ClI)
90 mo
1-3 lesions 471106 102.6 (NE-NE)
80 4-19 lesions 51/100 69.5 (37.5-101.4)
-0 =20 lesions 112/151 36.3(29.7-42.8)
& 60 -
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20 . ' A =20 lesions 695 048 (035 to 067) (33/40) 830/0
10| 419 looons e, 220 esions Hagard ato 048 95%C1 (035.067)
-19 lesions vs esions Hazard ratio 0. b .35-0.
1-3 lesions vs 4-19 lesions Hazard ratio 0.80 95%CI (0.54-1.19) 363 1 (44/73) 60%
0
0 12 24 36 48 60 72 84 96 108 120

Number at risk
(number censored)
1-3 lesions 106 (0) 103(3) 94(0) 84(0) 69(0) 559 40(10) 31(8) 21(9 15 (5) 6 (9)

4-19 lesions 100 (0) 98 (2) 89 (0) 78(0) 64 0) 44(9) 26(15) 20(5) 13 (5) 7 (6) 3(4)

220 lesions 151 (0) 135(4) 104 (1) 73(0) S8(1) 37(8) 26 (5) 16 (8) 9(4) 5(3) 1(4)

Months since randomization

* The number of relapsed lesions have been evaluated by Image (PET-CT).

Jiang R, et al. Nat Med. 2024;30:2181-2188.



' Impact of relapsed lesions on OS - SOC-1

A 1 to 3 lesions

Overall Survival (%)
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1-3 lesions

No. of Deaths/
No. of Patients

Median Overall Survival
(95% CI)
mo
Surgery 25/59 Not reached
Control  22/47 85.5(51.2-119.8)
Hazard ratio 0.80 95%CI (0.45-1.41); p = 0.795
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90 mo
Surgery  58/80 39.3 (27.3-51.4)
80 Control  54/71 32.8 (26.5-39.1)
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Jiang R, et al. Nat Med. 2024;30:2181-2188.



Y 1nsights from SOC-1

- No gross residual disease comes to the best prognosis, while patient with
residual disease is worse than those with chemo only.

- More the relapsed lesions, poorer the prognosis.

- Patients may benefit from surgery when oligoprogression (<3 lesions) or
localized (4-19 lesions) relapse (HR0.69, 95% CI 0.46-1.03).



' Insights from SOC-1

- No gross residual disease comes to the best prognosis, while patient with
residual disease is worse than those with chemo only.

- More the relapsed lesions, poorer the prognosis.

- Patients may benefit from surgery when oligoprogression (<3 lesions) or
localized (4-19 lesions) relapse (HR0.69, 95% CI 0.46-1.03).

KEYPOINT: NGR, Localized lesions for secondary cytoreduction



' Three selection criteria for NGR at surgery

(1) MSKCC criteria (3) IMODEL score

Recommendation for Secondary Cytoreduction Based on Disease-free

Interval, the Number of Recurrence Sites, and Evidence of Impact factors Scoring®
Carcinomatosis ’
0 0.8 1.5 1.8 24 3.0
Multiple Sites: No
DFI Single Site Carcinomatosis Carcinomatosis FIGO stage n 11/
6-12 Mo Offer SC Consider SC No SC v
>30 Mo Offer SC Offer SC Offer SC
PFI (months) >16 <16
DFI: disease-free interval; Mo: months; SC: secondary cytoreduction. ECOG perforrnance Statusb 0—1 2-3
CA125 at recurrence (U/ <105 >105
ml)
Ascites at recurrence” Absent Present
2 AG O 't : FIGO International Federation of Gynecology and Obstetrics, RD
Crl e rl a residual disease, PFI Progression-free interval, ECOG Eastern

Cooperative Oncology Group
* Low-risk: <4.7; high-risk: >4.7

® The Arbeitsgemeinschaft Gynaekologische Onkologie (AGO) score
system

Patients with diseas e-free-interval > 6 months, informed consent, and:

« good performance status (ECOG =0)

= no residuals after primary surgery (if unknown FIGO stage Il initially)
* No orsmall volume of ascites (estimation: < 500 ml)

Chi DS, Cancer 2005; 1933-1939

Harter P, Ann Surg Oncol. 2006; 13(12):1702-10.
Tian WJ,.. Zang R. Ann Surg Oncol. 2012; 19(2):597-604.
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' Three selection criteria for NGR at surgery

(1) MSKCC criteria (3) IMODEL score

Recommendation for Secondary Cytoreduction Based on Disease-free
Interval, the Number of Recurrence Sites, and Evidence of Impact factors Scoring®
Carcinomatosis

0 0.8 1.5 1.8 24 3.0

Multiple Sites: No

DFI

6-12 Mo
12-30 Mo
>30 Mo

DFI: disease-free i

ml)

. b
Ascites at recurrence Absent Present

: : FIGO International Federation of Gynecology and Obstetrics, RD
(2) AGO Crlterla residual disease, PFI Progression-free interval, ECOG Eastern

Cooperative Oncology Group

Pati ith di f P 1>6 he_ inf d d * Low-risk: <4.7; high-risk: >4.7
atients wit Iseas e-free-interva mont $, mioime consent, ane. ® The Arbeitsgemeinschaft Gynaekologische Onkologie (AGO) score

system

« good performance status (ECOG =0)

= no residuals after primary surgery (if unknown FIGO stage Il initially)
* No orsmall volume of ascites (estimation: < 500 ml)

Chi DS, Cancer 2005; 1933-1939

Harter P, Ann Surg Oncol. 2006; 13(12):1702-10.
Tian WJ,.. Zang R. Ann Surg Oncol. 2012; 19(2):597-604.




' Recurrent lesion pattern after prior PARPI 6ﬁ

PRIMA trial
Eligible patients ___ Endpoints ,
- Newly diagnosed HGS/HGE aOC Niraparib Primary endpoint: OS testing

» Conducted at ~60% maturity in overall
population (=440 deaths)

« CRor PR to 1L PBCT®
» Tumor sample for HRD testing

» PFS by BICR®

Key secondary endpoint « Hierarchical testing: overall then HRd
Stratification factors Patients treated once daily® + OS . 8.0‘Vo_fpow<ta|;j t?f detectgf ts':atitstica'lly ;
. Neoadjuvant Chemotherapy: yes or no for 36 months or u.ntll Secondary endp()ints: ?;%2' \:Saa: $0I7e5r?r?((:)?/éra"ep(gl:)?j|azé?]r
- Best response to 1L PBCT: CR or PR disease progression + PFS2, TFST, PRO, safety

« Tumor HRD status: HRd or HRp/HRnd

Kamrava MR, et al. Gynecol Oncol. 2024 Oct;189:68-74.



' Recurrent lesion pattern after prior PARPi

PRIMA Overall

(n = 190)

Median number of new lesions, n (IQR) 1.0 (1.0-2.0)
Number of new lesion(s), n (%)

Niraparib 314 pts with Niraparib 190 pts 1 36 T505) 93.2%
p and no evidence of 15t relapse g gg Efzﬁﬁ 1~3 lesions
lesions at baseline ) 9 (4.7)
5 3 (1.6)
> 5 1(0.5)
Overall
(n = 116)|
Number of new lesion(s), n (%)
172 pts without - E 62 (53.4) 88.7%
116 pts, N - :
Control evidence of lesions at s reLZpse }_> 2 26 (22.4) 1~3 lesions
baseline < 2 15(12.9)
""" 4T ey
5 T 3@e)
s T sy

Kamrava MR, et al. Gynecol Oncol. 2024 Oct;189:68-74.



' Recurrent lesion pattern after prior PARPI

B~ Evaluation of patterns of progression on poly
(ADP-ribose) polymerase inhibitor (PARPi)
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GYNECOLOGICAL CANCER

O

Entire population

Patients with
oligoprogression

Patients without
oligoprogression

E . maintenance in ovarian cancer: a cross- Characteristic (=32 (n=11) (n-21) P value
e sectional study BRCA mutation status 0.487
oo BRCA1 mutation 13 (40%) 4 (36.3%) 9 (42.8%)
BRCA2 mutation 6 (19%) 3 (27.2%) 3 (14.1%)
No BRCA mutation 10 (31.2%) 4 (36.3%) 6 (42.8%)
58 ptS Wlth (l_)lglg)r (BRIP1, CHK2, other 3 (9%) 3 (14.2%)
Ola pPa rib M Chemotherapy lines prior to 2(1,2.75) 2(1,3) 2(1,2.75) 0.78
PARPI (median, IQR)
Total chemotherapy lines (median, 3 (2, 4.75) 3(2,4) 3(2,5) 0.762
\ 4 IQR)
32 ptS Months on PARPI 0.324
0-5 16 (50%) 4 (36.3%) 12 (57.1%)
relapse 6-10 8 (25%) 4 (36.3%) 4 (19%)
11-15 3 (9%) 2 (18.1%) 1(4.7%)
16-20 3 (9%) 0 (0%) 3 (14.2%)
. >20 2 (6%) 1(9%) 1(4.7%)
11 pts with 32 pts without CA125 (units) level at time of PARPi initiation 0.128
Oligoprogression Oligoprogression (median, IQR) 17 (11, 85) 15 (8, 27) 22 (11, 157)

(1-3 lesions) (>3 lesions)

Cerda VR, et al. Int J Gynecol Cancer 2022;32:153-158



' Recurrent lesion pattern after prior PARPI 5@
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« One-third of patients on PARPi maintenance experienced oligoprogression (<3 sites).

 No significant differences in PFS or OS between <3 sites and >3 sites.

Cerda VR, et al. Int J Gynecol Cancer 2022;32:153-158



CA125 at diagnosis 772U/ml

XZY, 56-year-old 1st R CA125 6.9U/ml
Case g/sBRCA1/2(-), Olaparib 16.5mos 2nd R CA125 5U/m
3rd R CA125 11.1U/ml
RCT o | LMOCA
surgery arm Died on
Date 2012.11.22 - 2018.79 -—- 2018.11.21 ————-- 2020.4.28 - 2021.4.12 ~2021.11.19 ——- 2023.8.10

1st line 2nd line 3rd line 4th line

/treatment
HGSOC; NGR iMODEL 0.8 Localized, Single lesion, | Carcinomatosis,
IlIC stage NGR NGR NGR
TFI1: 62mos TFI2p: 18mos TFI3: 6mos
TFi2b: Omos
OS: 10y 8.5m
TFI1: 62m
15t Progression after PARPi M: Single lesion, No benefit from NGR TFI2: 18m
TFI3: 6m

2"d Progression after PARPi M: Carcinomatosis, poor prognosis
s P prog TFI4: resistance



' Impact of Prior PARPi on Surgery Outcomes:
Challenge beyond SOC-1 Trial

* No evidence on selection criteria of SCR after Prior PARPI.

« Different from non-target setting, recurrent ovarian cancer patients
after prior PARPi might not benefit from complete resection, when
oligoprogression, even single lesion relapse.



Thanks!

tyshi80@163.com



