12) 53 g 5&9?311 o3l A FAEL
(9) A A A 4 A4 7] é} 0 OO0 0 0 0O A

2R AP
10y A F/NHE

43) T A FTANL
o] 4y O WO 2022/265409 A1l
20223 12€ 22 (22.12.2022) WIPO PCT

(51 FASHE SEYA B =222 vk 87 50 1065 17063,
CI120 1/6886 (2018.01) Seoul (KR). 3 —%5& (KIM, Jun Hwan); 05553 A 251
J— Al S I E 212 AF 33073, Seoul (KR). &

(21 FA=YAE. PCT/KR2022/008504 ] (LIM, Hyun Ji); 03127 4 258 A 227 3735
(22) FAIEYY: 2022 W 6 4 15 9 (15.06.2022) 146 804§, Seoul (KR). 93 & (PAIK, Hae Rin); 03127
-y ) N ANEEFA =2 A7 F 7 146 80435, Seoul (KR). &

(25) Eddet: Aol A3 (MUN, Jae Hee): 05236 A & 5w x| 7257 316]
26) EADA: 3o 2131 116% 2301 %, Seoul (KR). 4 3} (SONG, Gwon

Hwa); 31175 =AY = HA] A5 253 124-24,
1145 8033, Chungcheongnam-do (KR). ¥3}4 (LIM,
Wha Sun); 07344 A &5 X G5 E7" 637 45,95 65

(30) SAAAR:
10-2021-0077448 2021 6 4 15 < (15.062021) KR

(71) E921: ALdgaygYd (SEOUL NATIONAL 613., Seoul (KR). B4 -$- (PARK, Sun Woo0); 05354 412
UNIVERSITY HOSPITAL) [KR/KR]: 03080 A& EHA =7 AS R 17374, 50, 7023, Seoul (KR).
EWA Z2F EE 101, Seoul (KR). L#Hthe Z ¥l (HONG, Tae Yeon); 25471 4= FE5A A5
3 A3 E H v (KOREA UNIVERSITY RESEARCH & 4694 14, 4053, Gangwon-do (KR).

AND BUSINESS FOUNDATION) [KR/KR]; 02841
AMeEHAl AET kbR 145, a2, Seoul
(KR). = 91 o) & 241 31 3 v (KOOKMIN UNIVERSI-
TY INDUSTRY ACADEMY COOPERATION FOUN-
DATION) [KR/KR]; 02707 A& 58 A A5 452 6D AR (%9 4/\1 7t lE e BE 75

(74) AU E3H A HA] IPCTPATENT & LAW FIRM);
%M4H%Em4;®&?%ﬁimﬁz4zwag%
215k oy, Seoul (KR).

77, Seoul (KR). v dgle] LEE 93tol): AE, AG, AL, AM, AO, AT,

. AU, AZ, BA, BB, BG, BH, BN, BR, BW, BY, BZ, CA, CH,

(72) &2 2 8 & (KIM, Hee Seung); 06603 ] & 53 4] /] CL, CN, CO, CR, CU, CZ, DE, DJ, DK, DM, DO, DZ, EC
27 M 2T G 247 57, Seoul (KR). 3 (PARK, EE. EG, ES, FI, GB, GD, GE, GH, GM, GT, HN, HR, HU,

Soo Jin); 0315 A& SEAL Saky MR 904 74 103 ID, IL, IN, 1Q, IR, IS, IT, JM, JO, JP, KE, KG, KH, KN,

= 12073, Seoul (KR). ©]-2X| (LEE, Eun Ji); 06917 A KP” K\’V’ K’Z, L A ’LC”LKZ LR”LS”LU” LY: M A: MD ME:

(54) Title: TUMOR PHENOTYPE AND BIOMARKER FOR PREDICTING PROGNOSIS OF ADVANCED OVARIAN CANER
(54) 2ol WY A il 5 E B3] 918 B LAY L vl 2.n}

A 3

(57) Abstract: The present invention provides a composition and method for selecting a tumor removal method and predicting a
prognosis of advanced ovarian cancer, by confirming the clinical phenotype of a tumor metastasized to the rectosigmoid colon in
patients with advanced ovarian cancer, or confirming the gene expression pattern that varies according to each clinical phenotype.

Oﬂ ;ﬂo]% }_oOkQ] oA} =

(57) 8OFA: B wge QG4 wagh Bl 4978 sel 93 wRAE Faldo,
' osA F A 3

[e]
4 tagge pael A8 L ARy wad

)

JL%‘
o, i
ok o
u:E

O

woO 20227265409 A1 |0 0000 K000 00 0 O 00



WO 2022/265409 A | [IN 1]} 000000000 00 0O

MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO, NZ,
OM, PA, PE, PG, PH, PL, PT, QA, RO, RS, RU, RW, SA,
SC, SD, SE, SG, SK, SL, ST, SV, SY, TH, TI, TM, TN, TR,
TT, TZ, UA, UG, US, UZ, VC, VN, WS, ZA, ZM, ZW.

84) AAF (BEe] HAZF Y= g 7tes BeE S/ 9
] 8o 13 E 93}9]): ARIPO (BW, GH, GM, KE,
LR, LS, MW, MZ, NA, RW, SD, SL, ST, SZ. TZ, UG, ZM,
ZW), 241 o} (AM, AZ, BY, KG, KZ, RU, TJ, TM), -
# (AL, AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI,
FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV, MC, MK,
MT, NL, NO, PL, PT, RO, RS, SE, SI, SK, SM, TR), OAPI
(BF, BJ, CF, CG, CL CM, GA, GN, GQ, GW, KM, ML,
MR, NE, SN, ID, TG).

T 4179 o] g AAA:
— At E A A ol FhE Al B AltA Al ] of
ol &3t MA (712 4.17(v))

—  FAFRALE A &} A (FoF #2172 (3))

— AFHY EA NS E Ao Foo|w, A E HP
3= A9t Bale] % F N8 (F2 48.2(h)

—  HAA ] AEEF T 3 (13 5.2(a)



[1]

[2]

[3]

[4]

[5]

[6]
[7]
[8]

WO 2022/265409 PCT/KR2022/008504

g A A
ol HA: AP FALY AFE S AF TS DY
2 tho] o o}

7] & %ok

2 g & A A of| FE o SEt]| A T 2AY 2
ulo] @A o] gk Zlojt,
w37 e

F 84 A A 9h(advanced ovarian cancer)< Ao A EHAY S Qo] WA o] 2
Aol A& on g} XA dAde] A 55 YA = F
& %7 = (Maximal cytoreduction)©] & 2 3FA] 7F, 8 A] A Qo]
& Y 7h 5 < (debulking surgery) < 31 & ¢t 2 4182 % (rectosigmoid colon)©]]
AA g Tk A A= A& 1 S0l Al o] "t 1)
TEAT T L= Al A AT EA G ARG ESF A ]74 s
AL}, ARk o =

= 80-90%2] Atd| ol A
gy 2 AR A A 9] 9] SRS H A

A 2] A A < (Low Anterior Resection, LAR)-S 2 A2 A 43 Ad ¥
TGS AASH] g drbA ol ubH o 2w M| 2k F %F(microscopic residual
tumor) S B4 o] 1= g4 ol k. 18 LARES W2 32l 2.3 WA
6.8% T - 3F ¢ 7% (anastomosis site leakage)©] WA SFaL, 17 WA 18%
53] A (bowel diversion) ©] & Q. 3}c}, £3F LARE A &l ¢F 8+2}9] 40% 7}

A A A A FFa(low anterior resection syndrome).0. = A 5ho] 4h2]
2 (Quality of life)o] A 3}¥] 3= A 0 2 H 1% ¢}

LARE G524 A5 A7 o= thdl A 24 11 T4
Hh] (stripping)&Fo] A 718k AL AT EAGS BES R gla 2y
Sl S ah] Sl ] uliol LARS] theto] 5 5 gt} 21
Aol M= A X}?%ﬁ%}% HAAsHA eFar 9] E SRk Al A s

WA F o] AFEato] S8 e Addo] vk A AR 1
A9 u:}guj 78637‘3 WA 82 F = AT EAY Y T Y
4] (stripping) 3t o1 &= LAR 9} 1] 28t of| &5 7] o 3 4= 9]

(A7) =3 ]
(1] 5-3]<-¢ 0001) Surgical technique of visceral segmental serosectomy for
advanced ovarian cancer, HS Kim et al., Gland Surg 2021;10(3):1276-1278



WO 2022/265409 PCT/KR2022/008504

[9]

[10]

[11]

[12]

[13]

[14]

[15]

[16]

[17]

(2021.03.10)
(1] 5-3]5-¢ 0002) Clinical Phenotypes of Tumors Invading the Rectosigmoid

Colon Affecting the Extent of Debulking Surgery and Survival in Advanced Ovarian
Cancer, Park SJ, Mun J, Lee EJ, et al., Front Oncol. 2021;11:673631. (2021.04.22)
o] AAR A

713 A

el /\L/] 63: S fleto], A4 Tdd 2 F A4 o) 7] %3] LAR
Al FF e E T e 3AE 8T ¢ dE Vel
A HE &
E g 2= 234w gl
we} LAR tA HEA 548
2]

A& wHskglnt aela AT 2 A FE B Y 574
el ertA 7L EASHH, o] & Fall R daghe] ol ol S % A
AEre] o] &% 4= das Sl
W g3

A Al el w2 A G oF shapell M A2l el ol F kel
DS wHF S AAsAY, Haz 7h ) A G o whe} Dbl f A
DA AJNAORA TG AA TH B R A FAaghe] o5
o= 4 o
Eue e 4

S 12 ASTENEAEVSS) o] @A AAE e Slolth A T Yol

rUhL

& ATEAge] Aol g HIbehs WAl B
Z~Z}(electrocauterization) & 2 & F-& v (strlppmg) st @Al C= #H-5-9
£

2

42 2] (anterolateral edge)E Ell 13}l (tagged), Bl ¥ Ao THE H+=

ot (T 4O L o
ﬁ&

A, DE EreE 49 7HgAE & 3-0vte]l 2 Hﬂ/\}( -0 vicryl sutures) =
$Feti= @A E UER Aol
L2 AT EA Aol T T A A el e A

kx|
r |

S T AR A= FIE, BEFIE, CE=DE S Ve Aol

% 3% 545 FS,FL 2 D 13# 9] X138 A E(progression-free survival) 2 %1 A
A & (overall survival) 2 I} & Kaplan-Meier %1 S AF8-¢F 2 71 9 (log-rank) 2
Breslow H=E & /\}a‘lé}oq H] w3+ A o]t}

%5 % %62 FS,FlL, % D 159 5313 Al &(progression-free survival) R A
A = (overall survival) 2 75 Cox H] ¥l #1371 2] 7] 4] (Cox proportional hazards
regression analysis) o 7 v}leb Aolt},

% 7 FS,FIL B D 215 9] g E 4 RPKM k2 7| E o= Sel2H 12
5 8§ A} RPL36, IGFBP6, ANKRD1, ATOHS, RPS28 X ADAMTS42]



WO 2022/265409 PCT/KR2022/008504

[18]

[19]

[20]

[21]

[22]

[23]

[24]

[25]

[26]

or FHAEH2E
A} DPEP3, AMY 1A, RELN, 2 REG1A2] mRNA & 4S5 gPCRE

W=l o
ek 74
Folat Afo

|
Y 9 FS, FL, 2 D 15 9] WA F3 9 A RPKM 4=
O

= VEo s A
307 73 4% BRCA2 2 SIDT12] mRNA & 9F4)-& qPCRE &<l gt

g7] =7 WA 99 1 ol A Ml 23 whe] = 2amcto| T

%10 WA X 13 3= FS, FI, 2 D 1§ 9] W4 E3 o4 RPKM #< 750 =
F2] A~F 12 ¥7F3F 7 % RPL36, IGFBP6, ANKRD1, 2 ATOHS 2] w4
e A& W 2] 318 ¢d A W (immunohistochemistry) & = #H2H5Ea1 &
55 Aggete] e L2 ekl Aol
X 14 WA X 15 3= FS, FI, 2 D 159 W4 E3 04 RPKM #& 750 =

2 AE 12 F73F 722 RPS28 Z ADAMTS42] whufd wh&] ofak-S
HAzAglsld A o g Basta d 45 Joehste] 122 ek
oty

%16 WA X 19 3= FS, FI, 2 D 1§ ¢] W4 E3 o4 RPKM #& 750 =
o] H 28 ¥73 -4 A DPEP3, AMYI1A, RELN, 2 REG1A 2] v+ A
s vz getad My o ® At Bl A RS 3)sto]
1 R R Alo) T

%20 WA 5221 = FS,FI, 2 D 1% 9] Wi T3 oA RPKM #h= 7[F 22
FH A 308 F73 542 BRCA2 L SIDT19] whald b3 oF AL
HAzAglsld A o g Basta d 45 Joehste] 122 ek

A FE2 AT EA N T sk shate] AT A
Fok A7) W e 919 0B A Te whel ol A, ool 2l
A7 8A%) Aol & Z4E vl 493 2 AUs 5ol $F AT A0S
)8tz Wl 3 F kol Ml 44T 22 4] Lo]7} 18em ol 3ol 1,
Aot 2 Qobelgol £9o] RelA Showl HEss e HElaa, 1 9o
AAGES Aeehs 0 S Fekahs, 84 Bas BAle] AR TR
Sk A7 g g A AR Agahs e A

Vg A A A FhAke] AR el Hol®| o] A
whe} A= 8) dd A &(VSS, visceral segmental serosectomy) == LARE
ANeln F4AT D ol 52 Hlaalth 1 A ool WAH
74 2e] 2ol 7} 1sem ol ahol 1, £ el Al AE 9 v 5ol
Fopol A7 B 4ol LARS A 81 231 H4E el o vssE



PCT/KR2022/008504

WO 2022/265409

1] (exfoliating) $F

AL
00

No

0%

A~
ol
NJ

N

=

2] A (tumor separability)

i =]
L

wK

|z
o
50

No
o}

0

it

A A ALl wh o M (FIGO) 9] ¢ 712 Al A El o))

s

upet 37] WAl 47] 2

(Visceral Segmental Serosectomy, VSS)¥

2~
=

A

AT,

(Low Anterior Resection, LAR)Y 4~

A A=

Fo] A (serosal

[¢)
o

=
_50

—_—

wK

= (muscular layer)©l| 7+

1 k&)= (submucosal

5 (mucosal layer)

Z] 1=
i

ol

O
_50
—_

fite]
e
Tk
_50

ar

o, B4 2 3FA L9 7} o} o]

2 %l

ol m gl FAA N 1A 21X

i

[32]

=

18cm”} VSS

44

%

[33]

[34]

wr

_50

—_—

_50

—_—

No

AL
00

No

e}

TH
it

_50

wK

_50
L

bol i1

D

18cm ©|

0
=

o
on
4
-
meo
TP
N Mo
—_ —=
IFERGS
ol

P
i

jruzel

8
T
0
B
Eﬁo

ol
it
MO
=)
™o
Ho
63
EE

2 (prognosis)

71 o

[35]

ol
~
b
s
7 A
- =
T o
el
= 0
% ®
o
on =
SIS
il
zo X°
w ©
ot
"~ o
52
cY A
o A
2 H
To E
o
P 2
ol
s
T or
B %o
T o

SR
=T
7Nrox
N 5 O
O
=
o N
UN
T
e
ﬂuEa
= T A
o Mo
= ° m
~ 7
Rom o
7 g0 3
= <
o A
= 2 Ar
%m%
g
T oW
N 27T
©E
R}
ot F N
<+
A AE
T
o K oX



PCT/KR2022/008504

WO 2022/265409

wK

No

[e]

=
= -

A4

)
] =7 (FI) 3

i

o] npo] 2.1

I o] /2] mRNA

Al & 2 3-E RPL36, ANKRDI, IGFBP6, %
&)

ATOHS A A} o] Fol 7 ol A A el
7] RPL36, ANKRDI, IGFBP6, & ATOHS

FrAA] oo 2 e

=

=2 ¥ H(FS), =
o] =

T .

A =(SCS),
Q] LA o of] u}
Boubg 2} =

[36]
[39]

-

)

uhol kA § Aol o] 8 515 %]

7] REGIA,

)

Ao
1)
st

N
ojo
N

—_—

[e]

| el ol] wk =, 4]

Z

,TrL
AMY 1A, RELN, 2 DPEP3 § A2} & o] F o]l 9]

0]
=

[41]

[e]

T

T
=

D)

] 2}
[e]

| I

}

A
pul

[e)
A

i

3}
2,

1]

I
~

E=Ne)
Ok

[e)

St o] /39 mRNA 4=

7FE(FI)

T
|=]
=

o]
=7

=

12
=1
A

=

A

_]

4l
o

=

7] REG1A, AMY1A, RELN, % DPEP3

& WG(FS), A et

T .

T

~F

=

h=]
SIDT1 A A& o] Fo] % o

7] BRCA2 2 SIDT1 - A}

L

=7 (FD)

=]
=~

[42]
[44]

B3
fite]
o
o
ol

7] RPS28

)

Ao
|
st

N
ojo
N

—_—

[e]
L

7] A A ghe] o] & of

<0
gl

2

A A ool wh=

[45]

T

1

=

RPKM #toll &%

1

ko)
-

DEG ¥4 of 2|3

[e]

=
= -

ADAMTS4 - A2 o] Fof
4}7] RPS28 2 ADAMTS4 -4 A}

=]
=~

[46]



PCT/KR2022/008504

WO 2022/265409

3

LS

=0

;

[e]

.

[e)

7+ (FI)

ro

w2 Y (FS)

.
m})

Plo
-

w
)

7} kel 2l

o
T

e o ZH, o

23!

7] 71 E7F mRNA

)

AO

[50]

—

=
=

ak

?ﬂ]—

t| Q E] =(dNTPs), Tag-=

1=
m=

e
Z~, DNase, RNase & A 4|, DEPC-&(DEPC-water), & o5~

ol
I

=
K3

o

bt

s
e

ol

L=
[e)

o HAL
% 9ot

t| o]

A5 96 9 =

?ﬂ]—

e

2k
=

E

t| o]

- g
WS
do
° T
)
Plo m%
L] 7
= A
i =)
b o
5 T
A A
{p oM
w2
Ll
w5
oF /W.

53

<

<

A5 96 9 =

1
H
Al
AN
phosphatase)7} AF-&< 4= ]

o

PAR=EC)
ok

o AL 5 9o,

L=
[e)

FITC, RITC

o
T

=4

4
A7 ol o ABTS(2,2'-0FA] b H] 2-(3-9])

al, o

AT,

g4 %

OPD(o-¥d @l t]ol =]y, TMB(E| E & € Wl A &) 5] AL

[52]
[53]

—_
fite]

g
Np

RPL36, ANKRDI1, IGFBP6, ¥ ATOHS 77 A} 2] mRNA

) o] 3 dlo] € o} ] e}

74 A1 4 RT-PCR(competitive RT-PCR), 2! A] 7} RT-PCR(Real-time RTPCR), RNase

S+ (northern blotting) %= DNA

a=h
=

A

H % 54 (RNase protection method), =%

A= Qe

3

S RNA A E

l

=

o1 54

o]
AR

A~
T

%]
=4
olU T} 47] mRNAS] W& == = a7 | Hlo]H

o W ol o] &

L=
[e)

%] (DNA chip technology)

ol
»AO

3} o]
=1



WO 2022/265409 PCT/KR2022/008504
Wl g FE V[EOR T TR Ut dE W RNAA A, A
S A 23 2k AAHRPKM, FPKM, (2= TPM %), @ 2] ~E] & © & RNA9]
e B dANE S g1 7 oy ofof gHAH E = A& ofv )

[55]

[56]

[57]

[58]

[59]

[60]

A7 @l o] dle] 4= = W e u Y g o B & EolEtiE v Y An £
(western blotting), ELISA (enzyme linked immunosorbentassay), WA H & 54
(RIA: radioimmunoassay), A} H ¢ 4 (radial immunodiffusion),
LF-AHZYHS 4 (Ouchterlony immunodiffusion), 27| E H A = 7]
(rocket immunoelectrophoresis), " 9 2 2] 3} 8} ¢4 211 (immunohistochemical
staining), ¥ 9 % A ¥4 *H (immunoprecipitation assay), X 317 A1
(complement Fixation Assay), 9] & 4H (immunofluorescence),
W g 2nE 183 (immunochromatography), FACS %4
(fluorescenceactivated cell sorter analysis) B+ el ] vk (protein chip
technology) ‘5 ©] 1 2.1}, ofel] A| g <= A2 ot

7] ol F7F el A Ao SR A gA FAacke g vt
o A el xl 7:1;47} W xSk 5 ouety, o B 5 X134
Tas W2 F 3670 St g Aste] B o 5 7H Ao
b, iz 36704 o] % A ] 5 *3516}741/} g‘rﬂﬂ o] Gz 3t o

N, 9

N,
32
ﬂ &1

>

o
O
K3
A
i
>
o,
v
ol
\1
N
O
o
A
™,
rx%
L
L o
:{o
2,
Ny

£ o 8 m9
) )
gl o
o
2 Iy
10 4o Ok
o jﬂ
ol o
o i
oo o~
14
= 2R
= 0 o=
s o
o HU
= )
o = g
et g
S N U_?L
o
H Hu
o2 E
ol 2
o
fu

ja
=

Uooh p2 N pZ e
rigt
>

o e e o

ol £ ROEC R o
)
4 P

.
M\
t
ol
i3

cor
£
T
o
0%
N
=
©
)
=)
©
[

P
o
>
op
o
4
o,
£ e

|

> 2 o orer oo

Mo xC 2 af pl p W e o O{N

MO e H o o
oo Ay 3y

?1_‘,
RN

Sa
O _E‘ r |

I

r i

i

M

H

r|

i

r-g{_t

£

T

el
o
o v
rl
o °
N

0%
N
L
=2
¢ oX
0,
£
o

-

M £ lo
A
A
uls
rioh
Qi
-3
>
uls
M
o2,
4
i
iy
o2,

o

HUOLI
_&ﬂ
o o 2
_\'EE

it

QOEPWEMQHNQ‘LHNJQ
-

o%

o,

Z 1o
:C‘>L_r‘

X
o

[ -
roa
-0,

> 3O o
&
iz
o
rO
£
401'
N
N

ki

o & T 2 o £ o

(0]
= o
>,
>,
>,\1
N, Mo
o2 Y T

o> M
N

A kel dFE 123}71 A ARE

E| REG1A, AMY1A, RELN, % DPEP3 % 2} 2
$e] mRNA = gl 2 o] Wkl = HEi=

2o £33 4 013}'

d A o FE 5] YE ARE

E] BRCA2 2 SIDT1 A A= o] Fo] 7l 2o)| A
o] W 3 s Uy dolHE

£
=

Y
o M
of

=2 ok
>,

O

Sy i
3411

)
M

oY e 22 o
e o> I g

o om NT
s
ol

T
R
=
o

>

S
ﬁ.‘L
rlr
@
é

1
_—>‘sl_lll
2
2
o> F.

o> [
i’

Y

2
N
>,
i
iz

o o&

Lol o 45 B © ob 41 iy

o

o M2 o @ ol M
ol
ol
[AURCte)
=
ATLI ()
B
Z
o I

2

=
o},
]

A

O>“ UO{!
v MR
4

4

=

~ 0T
et b N

O%

FIF -_&4 FIF ot FIF

£

L

daghel o £5 o587 A AEE
] RPS28 2 ADAMTS4 f A A& o] 617

o £t o>

Ot
O
02, i
N
>,
i
iz

2
o
L



WO 2022/265409 PCT/KR2022/008504

[61]

[67]

[68]
[69]
[70]

[71]

[72]

AR 1: AFFEZAG Aol T4 EFF 7EH L odF 4

) AEEH

1-1. -2} 2] A (Patient Selection)

1= 2014 8] 2020 6 /1A A& o Bl B ol 4] A
w4 $h(epithelial ovarian cancer) X th& b2 8215 Foll A (1) = A AHEQ1 7}
A (FIGO) 71 2 & 3B7] WA 4B7]0] 3L, (2) Hlo|H ¢ &4 & A|ofs7]
HalA s ol AT HSK)ol & 8l 12} 2 ZH(primary disease)$!
kel gk o & Y%7 3% (maximal debulking surgery)S BE9EAL, (3)
TS EE F A5 A F(rectosigmoid colon)oll A FF ¥ A (tumor
separability)S 33 7}k SHA}E o 4 & =2 33t}

A-g i etnl ¥ 7] A4 9] 91« 3] (IRB, Seoul National University Hospital
Institutional Review Board)i= ¥- $1-1-(H-1707-079-869) & %<1 3] o v Z-aF4|
218 v] 2} 21 (retrospective design)©] L2 32} & o = HA = I T}

1-2. 7% A xK(Surgical Procedure)

2 32 o)A 9 55(Kim HS, Bristow RE, Chang S-J. Total Parietal
PeritonectomyWith En Bloc Pelvic Resection for Advanced Ovarian CancerWith
Peritoneal Carcinomatosis. Gynecol Oncol (2016) 143(3):688-9)°l| 4] A4 gl A }-oj)
whef A Qo] H A of FFEAHE Al SELH S L

TEHEEFE Toll FYol AN AT EA G| ol & HIFH & ol
¥ 22 o] o) 7h 18em M| WHY W= AT EAGE ST 4] A8l
ol Aol ®Bi1¥l < A xH(Park SJ, Kim HS. Surgical Technique of Visceral
Segmental Serosectomy for Advanced Ovarian Cancer. Gland Surg (2021)
10(3):1276-8)°l whe} =1~ &) 244 A)| < (visceral segmental serosectomy, ©] 3}
VSSE A )& A &5tk (5 1 )

VSSE Al st o] A HEA = (mucosal defect) §l0] EUS A7 F8& 4 A+
Aol e 28 Y& o4 H 2] 7Fs # 9 (focal and separable type, FS
type) &= Aol sttt Wk, VSS Al Foll A Ado] M Alehd dld B A&
74 w2l B 7F -3 (focal and inseparable type, FI type) 2.2 A 2] 6} 31 VSS T
LARS AAletlnh. mpx vt e 2 $ofo] £¢he 249 Aol7} 18emE 233
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[73]

[74]
[75]
[76]

[77]

[78]
[79]
[80]

Z4 25A (1nvasweness) 1 24 A] (extensiveness)©l] WS- <& F 2] A (tumor

separability)-= 7 § o] Q1) & st xH(SIP X EIL)°l <] 3

H A Q7 & @X}(JM)L T ATAY s 25T HEH0E 3

o] Holaf EYAF = 7= 75, ¥ Eﬂ"i Az a7 Eo dred
o

2222 Folo] H|u] 94_/\]‘11 Kl A}_Q_o}oq a e zsgsﬂq_

AgTaAge] §2% £%e] A4 §9o) e} BAZFS, FIE D 1E 0%

Al 21550l sl A vk HlolB & =4 3tk A%, FIGO 8 71(FIGO stage),
Z 284 -3 (histologic type), X & 73 (treatment type),

W UFA] 5= TH(bevacizumab) A}, %] 7] {H(duration of follow-up), T+
9] (surgical extent), & % 3 H-(tumor infiltration), <% “2 ¥} (operative outcome),
%18 A F(PFS, progression-free survival) 2 A A A (08, overall survival).

Lok 7 544 A (SCS, surgical complexity score)E Al 4Fso] 2429

S g Frtska, v 2 g% AEl % HAE(MSKCC) €] 7} 22}
AP T 5 T E ARt e S g WY S BEE(Tumor
response)+< RECIST (Response Evaluation Criteria In Solid Tumors) 7] = (] A
1.Dol &l H7E vk 218 WE(PFS)S X5 A| 2 e AH A =
npx k21 917k o] AJgk (EA 0 = Aol E| Q) o A A AE(08)S A E

d

A ZH LB oF ¥ AV HEAE wpR o A A7 R] o] AIZE ZEA 0 2 A o H it
A 2 e -2 A28 Y (rectosigmoid colon) 9] A A 9], E ¥ (pelvic cavity),
B

7} (abdominal cavity), 91 71 2] & ©](distant metastasis)= - % % T}

1-4. FAFA

Zhol A+ 7 74 (Chi-squared test)~> ™ =% ¥ 5*(categorical variables)®l Tl 3
-3} 91 a1, Kruskal-Wallis 43 -2 €14+ ¥ 9%(continuous variables)®l] T} 3f
TSRt AE A= 21 559 2 Breslow A 4 S A-8-3Fo] Kaplan-Meier
WHlo R Ao, AES AdE 2202 9F H]%(HR)TJr 95% 1 =
TIHCDE AF83h= Cox Hl ¥ 9138 3] Wi o= A E ¥t} B S
A8 SPSS A2 E 9o Bl A 22.0 (SPSS Inc., Chicago, IL, USA)< A}ﬁ ST

2 YA XA & 54 &4
2-1. 7|15 54 (Baseline characteristics)
839 o SA7F 1A A ghel ths AT EA e Tk A

i
ke
o
2
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FI<,

FS+*, 18'8(21.7%)=

o
T

= 4474 (53%)
t},

A

L pTFoF FEL
o8 FIGO ¥ 7],

24'3(25.3%)
A 15

o
T

[85]
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[86]  [5k1]

FS group FI group D group P

(n=44, %) (n=18, %) (n=21, %) value
Age (median, |57 (32,76) 61 (31, 89) 60 (42, 79) 0.821
range, years)
FIGO stage 0.126
m 17 (38.6) 12 (66.7) 9(42.9)
v 27 (61.4) 6 (33.3) 12 (57.1)
Histology(Z= 2| 0.289
s)
Serous(Z4 <) (39 (88.6) 14 (77.8) 21 (100)
Endometrioid( [0 1(5.6) 0
Abg e
Clear 3(6.8) 3(16.7) 0
cell(F4 A| i)
mixed 2(4.6) 0 0
Treatment 0.239
Neoadjuvant 25 (56.8) 13 (72.2) 16 (76.2)
chemotherapy
Primary 19 (43.2) 5(27.8) 5(23.8)
debulking
surgery
Use of 0.674
bevacizumab
Yes 5(11.4) 1(5.6) 3(14.3)
No 39 (88.6) 17 (94.4) 18 (85.7)
Duration of |45.1(8.3-70.3) [64.0 (6.7-128.7)|38.7 (9.4-80.4) |0.139
follow-up(medi
an, range,
mons)
D, diffuse; FI, focal and inseparable; FIGO, International Federation of Gynecology
and Obstetrics; FS, focal and separable.

p)

[87] 22. 7= M 2SS AR B2 B3 4AAE A e HA L TS

A
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Surgical extent
(= =)

FS group
(n=44, %)

FI group
(n=18, %)

D group
(n=21, %)

P value

Hysterectomy/(
A4 )

44 (100)

18 (100)

21 (100)

BSO(YZt A

4%)

44 (100)

18 (100)

21 (100)

Lymphadenect
omy(H 244

Al

44 (100)

18 (100)

21 (100)

Omentectomy(
A

44 (100)

18 (100)

21 (100)

Hepatobiliary
resection({ &
A

Splenectomy(
H] 7 Al

27 (61.4)a,b

7(38.9)a

17 (81.0)b

0.027

Distal
pancreatectom
y(l 9574

Al

12 (27.3)

1(5.6)

6 (28.6)

0.14

Hepatectomy/(
A

1(2.3)

1(5.6)

0.527

Wedge
resection of
liver(Z}t

714 A)

11(25.0)

2(11.1)

7(33.3)

0.265

Cholecystecto
my(Fd A A))

14 (31.8)c.d

2 (11.1)c

10 (47.6)d

0.049

Portal triad
stripping( %A
soldd)

11 (25)e.f

1(5.6)e

9 (42.9)f

0.028

Adrenalectomy

(FAE A

5(11.4)

1(5.6)

4 (19.0)

0.426
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Cardiophrenic
LND(4} &7}

CRu RS

A

15 (34.1)

3(16.7)

6 (28.6)

0.389

Peritonectomy(
b A))

Rt diaphragm
Peritonectomy(
$% 7han
B etol g

Al

30(68.2)

10 (55.6)

16 (76.2)

0.386

Lt
diaphragmPerit
onectomy
(F= 729
B 7pebold A

Al

20 (45.5)g.,h

4(222)¢g

13 (61.9)h

0.045

Rt
paracolicPerito
nectomy

o =

T
a=37
2 7kalolnd A

Al

30 (68.2)1

5(27.8)

14 (66.7)1

0.01

Lt
paracolicPerito
nectomy

(&5
453

B etol g

Al

26 (59.1)j

4(22.2)

13 (61.9)]

0.017

Rt

pelvicPeritonec

30(68.2)

9 (50)

13 (61.9)

0.404
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)
Lt 28 (63.6) 8 (44.4) 12 (57.1) 0.38
pelvicPeritonec
tomy

(32 2
27 etod 4

Al

BladderPeriton |30 (68.2) 14(77.8) 17 (81.0) 0.495
ectomy

(&3

B etod A
A

Bowel surgery

dre)

Small bowel |4 (9.1)k 4 (22.2)k,1 7(33.3)1 0.052
R&A(LH

AA 2 3

Large bowel |10 (22.7) 4(22.2) 8 (38.1) 0.379
R&A(H

AA 2 3

Appendectomy |27 (61.4) 9 (50) 16 (76.2) 0.234

(F2A)

Prophylactic 1(2.3)m 2(11.1)m,n 4 (19.0)n 0.067
ileostomy( o]

= A~
| AFRAE

BSO, bilateral salpingo-oophorectomy; D, diffuse; FI, focal and inseparable; FS, focal
and separable; LND, lymph node dissection; LN, lymph node; R&A, resection and

anastomosis. There is no significant difference between the two groups with the same

symbols
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Tumor
infiltration

(EF A8

FS group
(n=44, %)

FI group
(n=18, %)

D group
(n=21, %)

P value

Uterus(A3")

29 (65.9)

13 (72.2)

18 (85.7)

0.249

Adnexa
A&7
7H

43 (97.7)

18 (100)

20(95.2)

0.624

Lymph

node(H X 4)

28 (63.6)

10 (55.6)

13 (61.9)

0.838

Omentum(H
tg—)

26 (59.1)

10 (55.6)

17 (81)

0.163

Hepatobiliary
resection({ &
A

Spleen(#| 2}

18 (40.9)

5(27.8)

12 (§7.1)

0.175

Distal
pancreas( ¥

32 %)

5(11.4)

0

2(9.5)

0.336

Liver

(hepatectomy)

1(2.3)

1(5.6)

0.527

Liver (wedge
resection)(3+

714 A)

9 (20.5)o,p

1(5.6)0

7(33.3)p

0.101

Gall
bladder(¥3)

8(18.2)

4 (19)

0.143

Portal triad
A&

9 (20.5)q

Or

4 (19)q.r

0.117

Adrenal
gland(FF41)

2(4.5)

1(5.6)

1(4.8)

0.986

Cardiophrenic
LN(AHE7E=

o 3 4)

12 (27.3)

2(11.1)

2(9.5)

0.145

Peritonectomy(
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7La]_o]1éx4

[¢] =

)

24 g

Rt diaphragm
peritoneum(-5-
5 7Ry
X nl)

b B |

27 (61.4)

10 (55.6)

16 (76.2)

0.361

Lt diaphragm
peritoneum(#}
= 7R
X nl)

b B |

19 (43.2)s,t

4 (22.2)s

13 (61.9)t

0.045

Rt paracolic
peritoneum(-5-
2 253
X nl)

b B |

26 (59.1)u

4 (22.2)v

10 (47.6)u,v

0.031

Lt paracolic
peritoneum(#}
% 4534
X nl)

b B |

23 (52.3)w

4(22.2)

12 (§7.1H)w

0.055

Rt pelvic

peritoneum(-5-

= al
% s B

26 (59.1)

7(38.9)

11 (52.4)

0.35

Lt pelvic

peritoneum(#}

= Il
2 2l B

23 (52.3)

7(38.9)

11 (52.4)

0.602

Bladder

peritoneum( "
%

28 (63.6)

12 (66.7)

16 (76.2)

0.598

Bowel surgery

Small bowel
segment(A>-Y

)

4(9.1)x

2(11.Dxy

6 (28.6)y

0.102

Large bowel
segment( Tl -

)

6 (13.6)z

3(16.7)z,aa

8 (38.1)aa

0.066

Appendix(Z

17 (38.6)bb,cc

4 (22.2)bb

13 (61.9)cc

0.038
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[90]

[91]

[92]

[93]
[94]
[95]

)

BSO, bilateral salpingo-oophorectomy; D, diffuse; FI, focal and inseparable; FS, focal
and separable; LND, lymph node dissection; LN, lymph node; R&A, resection and

anastomosis. There is no significant difference between the two groups with the same

symbols

H] 4 A| < (Splenectomy), H'd A A & (cholecystectomy), A& ©] ¥+ (portal
triad stripping), &= ¥ 7 9} 594 A & (left diaphragm peritonectomy), &-3-
Z2h5- 22} &9 A A < (right and left paracolic peritonectomy) <= FI “1& 2.t} D
I5olA H ol F3E AT ey FI 1553 D 15 el &% 2 o
4 A < (small and large bowel resection) 2] 53 4 == }o] 7} ¢l Sl o) WA | FS
T1% > FL ZL3F Bov) 2 21532} 1594 )] <2 (right and left paracolic
peritonectomy)-& U] o] =308} %131, D 1F Bt} A% A A| < (small bowel
resection) X of| W 3] 43 5% (prophylactic ileostomy)< T] 20| 35} 51 T}

H e shA AL A, D 1352 FI 213 2.t} 25 3 4 9 (left diaphragm), 2=

Z2F 522} -4 (left paracolic peritoneum), 5 <~(appendix)oll 4] & %F # H-0] ¢
A vebs ek, 2 o ghell A o o] FoF X ol kol 7
=3

W, FS T13& FIL T15 Bvh 29 2531} ol A FF
el o, D 1R e & 3 el A o T M ES

e
T

Olt

52
32

#°] ¢ R st
Al e

Gl

2-3. 7= 4 j’Jr(operative outcome)
¥ 4= FS,FL, R D 15 ko] 75 dabE vjadk sloju),




[96]

19

WO 2022/265409 PCT/KR2022/008504
(4]
Outcomes FS group FI group D group p-value

(n=44, %) (n=18, %) (n=21, %)

Operation time (median, (300 (170, 343 (215, 440 (200, 0.008
range, minutes) 761)a 630)a,b 785)b
Estimated blood loss 1450 (300, 1615 (350, 2800 (350, 0.008
(median, range, ml) 5000)c 6900)c 9000)
Transfusion (median, 3(0,11d 4(0, 15)d,e 6 (1, 16)e 0.007
range)
Hospitalization (median, |13 (8, 36)f 13.5(9,46)t,g |17 (11, 38)g 0.019
range, days)
Surgical Complexity 10 (4, 14) 10.5 (7, 17) 14.(7, 18) <0.001
Score (median, range)
Size of residual tumor
No gross residual tumor |35 (79.5) 15 (83.3) 14 (66.7) 0.398
<0.5cm 42 (95.5) 16 (88.9) 17 (81.0) 0.175
<lcm 44 (100) 17 (94.4) 19 (90.5) 0.139
Time interval from 27 (10, 56) 25 (11, 70) 27 (12,51) 0.429
surgery to adjuvant
chemotherapy (median,
range, days)
Surgical complication
Gastrointestinal 0.298
Grade 1-2 2(4.5) 1(5.6) 0
Grade 3-4 00 1(5.6) 2(9.5)
Infection 0.023
Grade 1-2 4(9.1) 1(5.6) 2(9.6)
Grade 3-4 00 3(16.7) 0
Thromboembolic(& 7 0.599
2714
Grade 1-2 2(4.5) 0 0
Grade 3-4 1(2.3) 0 0
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Complication at the tumor
resection site of the
rectosigmoid colon (n, %)
Leakage 00 1(5.6) 2(9.5) 0.139
Bleeding 0 (Oh 2(11.1)1 1 (4.8)h.i 0.099
D, diffuse; FI, focal and inseparable; FS, focal and separable.
There is no significant difference between the two groups with the same symbols.

[97] A, FL L35 R D 132 FS 1F Br) o5 Al gbo] A1 g7 3l 479 o
Wekal 9 7|gte]l 9 71 A g Btk 4w 5534 H 5 (surgical complexity
score, SCS)i= D L35 o] 7H 2943l FS 155 0] 7H whoktt. 1oy tho] E ko
719} it B shet @ bR o] AIRE bR Al T3 Zhol] 2ol 7t

ATt

(98] 22222 S 20 34 B3 7kolo] S 12 9 D 12 R} FI 220 A T
S35 o}, Y4 39 5 (gastrointestinal complication) 2 & A A A A
31 <+ (thromboembolic complication) Al 13 kel xFo] 7} ¢l 9l T}

[99] T AT EAGY TF A T e H Y Ak Al L Kbl
2ol 7k S1A Tk

[100] 2-4. A<= (survival)

[101] w39 F 5 A F 6o b=, PFSE F%4k(Mean)< 23.9, 52.6, 17.8
ML olltt. 3£ 5o W=, PESol o gk 7} -] o] o (Kaplan-Meier) <41+
FS&} D 1% Akol(p =0.048), FI$} D “13% (p = 0.013) Akelol] 79| gk 2}ol &
e

[102] [3%E5]

ES FI D

Events, n(%) 26(59.1%) 6(33.3%) 16(76.2%)

Mean (95% CI) 23.9(16.9-30.9) 52.6(14.3-90.8) 17.8(12.2-23.5)
FSe} D A}o| Log-rank: p=0.048
Breslow: p=0.201
FS<} FI Alo] Log-rank: p=0.403 Breslow: p=0.459
FI12} D A}lo] Log-rank: p=0.013 Breslow: p=0.081
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[103] [3%6]
Time 0 12 24 36 48 60 72 84 96
(months)
FS 44 1333) | 18(5) | 12(2) | 82) [ 5(1) | O(5) - -
FI 18 | 10(6) | 5(3) 5000 | 40) [ 2() | (D) | 1O) | O(D
D 21 | 15(2) | 6(0) 0(3) - - - - -
[104] =43 %7 WA £ 8] k=% 0S¢ H 4k FS, FL, D “15-°| 4 242} 56.6,
81.1,49.6 | EolAt}. 70 up =, Al 152 osoﬂ tf &+ Kaplan-Meier =412
T Afol & Kol A ek skAIRE FS T3 D 3 Zholli= #- 2l jh Afol & BAlAL (p=
0.046), FS 2} FI a- gtell = f-2] gk gk 7] 2}o] (margmal difference)E B9t} (p=
0.074).
[105] [3%7]
FS FI D
Events, n(%) 7(15.9%) 6(33.3%) 8(38.1%)
Mean (95% CI) 56.6 (50.3-62.8) 81.1(51.2-110.9)  ]49.6(36.3-62.9)
FSe} D A}o| Log-rank: p=0.046
Breslow: p=0.205
FSe} FI A}o| Log-rank: p=0.118 Breslow: p=0.074
FI12} D A}lo] Log-rank: p=0.773 Breslow: p=0.574
[106] [3%8]
Number at risk (number censored)
Time 0 |12 | 24 |36 |48 |60 |72 | 84 | 96 |108 |120 [132 |144
(months)
FS 44 | 39 | 25 19 | 13 | 8 0 - - - - - -
G A |G | @B |G | ®
FI 18 | 11 8 7 5 4 2 2 1 1 1 {0|-
G| OO |0 |@ O[O [O]0) 1)
D 21 | 18 14 8 4 2 1 0 - - - -
@@ |G& M| MDD
[107] AW X3 A3 oF AP S HoeE A9, D IE2 FS 2R FI 15 R
AR 23 7ol vl R0 FIE D 15> FS LRk o v A 913 o]
U] 2 2 o2 YEREth 3 9+ PFS 2 0Soll 438 v X &= 8918 vt |
A} P E L, HF AE F 918 DD FIS PRSI 9 F L v A
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(27 ¥ HRs, 0.44, 0.52 & 2.06; 95% CIs, 0.23-0.85, 0.25-1.08 & 1.01-4.20). &3
3Im7] Ak, S 2 S 15, FI 2 D 732 080l &= v 3l
(27 ¥ HRs, 0.25. 0.24, 4.59 % 3.34; 95 % ClIs, 0.08-0.81, 0.08-0.70, 1.31-16.08 %
1.06-10.54)
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[108] [3£9]
Univariate Multivariate
HR (95% CI)  |p-value Adjusted HR  |p-value
(95% CI)

Progression-free

survival

Stage III 0.53 0.03 0.75 0.38

disease (0.30-0.95) (0.39-1.43)

Primary 0.43 0.01 0.44 0.01

debulking (0.23-0.78) (0.23-0.85)

surgery

Serous type 0.64 0.40 1.00 0.99
(0.23-1.811) (0.34-2.93)

Age <57 years [0.83 0.54 0.89 0.71
(0.47-1.48) (0.49-1.64)

No gross 0.34 <0.001 0.52 0.08

residual tumor [(0.18-0.65) (0.25-1.08)

Surgery on the

rectosigmoid

colon

FI type 0.67 0.38 0.89 0.82
(0.28-1.63) (0.34-2.36)

D type 1.96 0.04 2.06 0.04
(1.02-3.76) (1.01-4.20)

Overall

survival

Stage III 0.31 0.02 0.25 0.02

disease (0.12-0.80) (0.08-0.81)

Primary 0.52 0.16 0.65 0.43

debulking (0.21-1.28) (0.22-1.89)

surgery

Serous type 0.53 0.26 0.29 0.06
(0.18-1.59) (0.08-1.04)

Age <57 years [0.59 0.23 0.47 0.12
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(0.25-1.41) (0.18-1.23)

No gross 0.18 <0.001 0.24 0.01

residual tumor [(0.08-0.44) (0.08-0.70)

Surgery on the

rectosigmoid

colon

FI type 2.32 0.13 4.59 0.02
(0.78-6.92) (1.31-16.08)

D type 2.65 0.06 3.34 0.04
(0.96-7.33) (1.06-10.54)

HR, hazard ratio; CI, confidence interval.

[109] 2-5. A2 3 & (Recurrence Pattern) A 5t 2F2} 488 (57.8 %) = 26 ¥ (59.1 %), 6
4 (33.3 %), 16 1§ (76.2 %)°] FS, FI, D o] £8t= i), 3 109 w2, Al o 3¢
A s €1 of Zpol7b Il AL A2 ST AA Aol Ao AW A&
HA A gkt

[110] [3%10]
Recurrent sites FS group FI group D group P value

(n=26, %) (n=6, %) (n=16, %)

Tumor resection site of the |0 (0) 00 00 0.088
rectosigmoid colon (n, %)
Pelvis other than the 2(7.7) 1(16.7) 1(6.3)
rectosigmoid colon (n, %)
Intra-abdominal above the |7 (26.9) 4 (66.7) 10 (62.5)
pelvis (n, %)
Distant metastasis (n, %) 17 (65.4) 1(16.7) 5(31.3)

1] @ £RAFTLAGN AN TP 4§99 7128 37H 93

ndge] Fa dns 2
THY L ?%‘ﬂ%,%% A, e AT J A dagke] o9 gl

o]
AR

H
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[112] [3%E11]
Characteristics FS group FI group D group
Clinical phenotypes |Less invasive but More invasive but  |More invasive and
more extensive less extensive more extensive
Surgical extent
Bowels + ++ ++
Others ++ + ++
Tumor Infiltration
Bowels + ++ ++
Others ++ + ++
Operative
Outcomes
Operation time + + or ++ ++
Estimated blood + + ++
loss
Transfusion + + or ++ ++
Hospitalization + + or ++ ++
Surgical complexity |+ ++ +++
Risk of disease Lower Lower Higher
progression
Risk of cancer Lower Higher Higher
related death

[113]
[114]
[115]

[116]

[117]

AN 2: 4 RAF I B E vlol wA A8

(1) DEG 2] of] &gt nfo] onpA AH S ~FH 5/

A7 AAe 19 FS, FL, 2 D 1504 o] 59 dAagt T E A= E Total
RNA-sequencingS %13 8} 32 mRNA®| o ¢k DEG(differentially expressed genes,
APk {2 WA S Al sl

DEG &4 ¢] Blalat& 1)FS/FI® D;2) FS W FI/D;3)FI/FS 2 D 2 &
A3l (ol sholl A, 7] FSi= VSSE A A g 1F 0= VSS T1F o7 A AT
G 3L, FIi= LARE A8 155 0 2 LAR1S & A e 5= 9131, D= LARE
AAZE 15 0% LAR2E A S = /vt
o] ol A Z} gFEo| A p<0.0019] Fo A& 7HA &= FAAE 1A o=

h=]

it 183 A -1 2HE RPRKMel 9 gt abg e {12 Se s

by
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[118]
[119]

[120]

time series(A 7] o)A H] nL2 9] x}o] & E Ao B ml)E HA]Eho] ] oAt
upet 37 0] Sl AHE ERekelth A A SR FS 1w $Ake dAa Y

22 oM Tdol A FIE D IFolM = TdZo] W2 dAdss E84H
LD 1§ BAhe] gt 22 o4 delo] i RS W RO A = kel ko] vhe
FAAE S 2H 2, FL L3 R D 135 $HAke] Aok 2 oA o] sl

FIo| A &= k& gko] W& §- A& e A F
%12 A4 vho] enbA FHE Lhehl Hlol )
[3£12]
cluster gene Seq ID Gene bank
1 RPL36 1 NM_015414.4
ANKRD1 2 NM_014391.3
ADAMTS4 3 NM_005099.6
IGFBP6 4 NM_002178.3
ATOHS 5 NM_032827.7
RPS28 6 NM_001031.5
2 REGIA 7 NM_002909.5
AMY1A 8 NM_001008221.1
RELN 9 NM_005045.4
DPEP3 10 NM_001129758.2
3 BRCA2 11 NM_000059.4
SIDT1 12 NM_001308350.2

(2) qRT-PCR (quantative reverse transcription real-time PCR)°l| 2] g} 2] =F
AZzFAE FAo 248 7471, 05gm ZF2} Trizol SOOMOH 1:;0'] B8kl ol
|3 Trizol 50040 = chloroform 2000 & F7}38FaL YA F-2) &l 5 A&
w2l 3kl T} A 9ol isopropanol 500405 -2 35Fal A A -2l 8ko] RNAZF
SE 34 pellets -] §F 9 RNase free water= Al @ B} 3511 T}, AccuPower premix &

o] -&-3}] total RNA 11gS cDNAZ 3143811 th. f-1 2} &2 SYBR Green
(Sigma-Aldrich) ¥ StepOnePlus real-time PCR system (Applied Biosystems,
CA)L. =2 A48ttt Bl fH A i S CTH e & Al1tskgl o™, GAPDH
B g V]F R RFE S TE PCR 2712 95°CE 3+ 7 8 5, 95°C 30,
60°C 303, 72°C 30% 271 2.2 403] S-23t3lt}. Aol ARg¥ Z o] = 817]
3 1390 A = 3l

(o]



WO 2022/265409

[121]

[122]

27
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[3%13]
gRT primer_F gRT primer R gRT_si| Gene bank
ze

RPL36 |CGCCATGGAGTTAC |TCTTGGCAGCAGCT 143 INM_015414.4
TGAAGG TTCC

ANKRDI1 [AACGCCAAAGACA |GTGTAGCACCAGA 147 |NM_014391.3
GAGAAGG TCCATCG

ADAMT |CTGGGTATGGCTGA |TCATGAGCAGCAG 98 INM_005099.6

S4 TGTGG TGAAGG

IGFBP6 |GGAATCCAGGCAC |CCAGATGTCTACG 87 INM_002178.3
CTCTACC GCATGG

ATOHS |GAGATCAAAGCCC |CATATGAGTAGCA 121 INM_032827.7
TGCAGC CGGCACC

RPS28  |[TCTCTTCGGCCAGT |[AACCCCCAGGTTC 138 |NM_001031.5
GTTAGC AGTAAGC

REGIA |ATGCCTATCGCTCC |AATCAGTGAGGCC 143 |NM_002909.5
TACTGC ACAAAGG

AMY1A |TCGTCTGTCTGGTC |ATTCTGAACCCTGC 108 |[NM_001008221
TTCTCG AACACC A

RELN ATTCGCTGGAGACA |AAATCCAGGGTCA 138 [INM_005045.4
AACAGG CACTTGC

DPEP3 |CACTGTGGCAGATC |CCAGTCCCGTCATA 84 INM_001129758
ACTTTG ATTTCC 2

BRCA2 |TCTTCATGGAGCAG |GGCCGAGTACTGT 99 INM_000059.4
AACTGG TAGCAGA

SIDT1 CAAGGACATCTTTG |GGTGTCGAATTGG 142 |NM_001308350
CTGTGG AAGTTGG 2

7o) =y, ok o] AF 12 F ¥ RPL36, IGFBP6, ANKRD1, ATOHS 2]
mRNA &S I 9 D 18R U FS 15X F95HA =4 velsron,

2] gk b ok Akl A X)) St vl Rk RPS28 2 ADAMTS42]

mRNA A FS 1% ¥R ol g} D1F oA % &4t & 8ol mp =,

=] ~F 20| £:3}+= DPEP3, AMY1A, RELN, REG1A 2] mRNA

FIZL35 Bt D25Eol A 2] 8t

17 5 o,

X0
_T_’L}\}]\_

O 1, o]i= DEG ¥4 of 2|3k uk3] kA

LAHFZF

2]
Hoya
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[123] T 9o =y, Ze] A 39 £33 BRCA2 2 SIDT1<] mRNA %3 22 FS
OJFEYFIE D IFNA F2sH 3o, o= DEG ¥4 4 3}¢}
R i

Q) %
=

_4

[124]

[125] (3) H o x4 5} 8} < A (immunohistochemistry)©l] 2] g+ W& 2F 7 2

[126] RNA sequencing . 2 %41 % 15 2] 3+x}& (FS EFY] 5, F1 ] 51, D EF¢]
5H)E o R 7 st F4 24 A2 2B ADAMTS4, ANKRDI,
AMY 1A, ATOHS, BRCA2, DPEP3, IGFBP6, REG1A, RELN, RPL36, RPS28,
SIDT19] 127 - Aol thal] X & =4 3}std A AALE A AT

[127] G- ZF skAtE o FF A L ol &sto] et E5S5 A &SRl AL, 5 ume
TA R AA F &y} e}A s} (deparaffinized)3FAL, xylene 2 alcohol S ©] -85}
A 53} (rehydrate) 3} 31 TF. Endogenous peroxidase 4] == Aol 4] 1541t
methanol¥} 1% #4E3}4R 2xof] v 9Faho] 2pehat Qi an, Bl 5ol 4 A9 <=
/F=-¢ll ] PBS (phosphate buffered saline)?} ‘¢2] & 73 of wlj sl Ahetat it

o] & 7} A v Y 4°Col A 164 7F E<F 1:500. 2 3] A 5& anti-human monoclonal

antibody &} W F-2- 3} 31, o] & 535 QF PBSE Al & & 37°Col| A 1A &<t
biotinylated secondary antibodyg]r Al Y3t T}, o] & Aol A 305 <t
Avidin-Biotin Z3& 3} M ¢ ¥ 53 52t PBSE Al X351t o] & el wEl &
7k g s Y3l 3,3’-Diaminobenzidine £ <ol vl & 3 2} 2= &
xylene ¥} alcohol & o] &3] ©4=3}381 3l aL, o] F 74 o = FAsto] el
AES Hrtstit.

[128] A A B A o g2 gty 98 thad 2ol A3k A5 1 (Index 1)
S A9 2 (Index 2)F ARTsEom 1 235 5 10 A 21 o A4 2 2=
I ETAS e

[129] *Index 1= F% A HANE x F =

[130] #*Index2=3% QA 18 x 7%

[131] o] 7]AM, &% A 1F20-24%L W 14, 25-49% A W] 274, 50-74% L 3%
75-100% L W] 4 o] a1, (P ) A 5= F e A-F(weak) 14, 57+
74 $-(moderate) 274, 7+t 7 $-(strong) 37 ©] T},

[132]

[133] %10 Lﬂx] 132 142 150 =, oA 22 ~F 12 ¥ 735 RPL36, IGFBPS,
ATOHS, 2 RPS28 2 FI 2 D ZE Kt} FS ZollA 2a A7k 7glom o]=
DEG -2 of] o] gt kel o4 7 U %] 8}¢lt). o} 7k, ANKRD1 % ADAMTS4 = DEG
WA Aol de], FS 1w R Uk D Lol A 28] ] dhd o] t] m9kam o]
e} o] 5 9] A9 W2 5} etd Mol A = FS T1E 2] dH ) o] 871551
e Ao Bl

[134] L 16 WA 2190 mhE¥, oA S 2~ F 20]] 4351+ DPEP3, AMY 1A, RELN
S FS Y FI 1ERTD 1E A w&a F7h 743 o o] = DEG ¥4 o o] &t
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ukd ok aka) ol x| 519t} thel, REGIA-S DEG ¥4 2439} gu], FS 18| A
238 T3 gFo] v wko o] upe} o] o] A9 H 2= 3}5red Aol A= D
e wE

[135]

[136]
[137]

[138]

[139]
[140]

ol o] 87534 e Ao R Helth

520 WA =21 o) W=, 9bA S 22F 3 o] &3t BRCA2 = FS 1% B Ut}
FI1 2 D 150l A Hd A7t 73l e o]i= DEG w4 A 79} dx]skglt].
t}ek SIDT1 & DEG ¥4 23} 2] FI 7} o} v g} FS 2 D 18] 4] 27
A7 7F gl o ofof upe} o] o] A5 W22 38} A Ao A = FI TLF 9
o) o] E7bs kA e Ao R Bl
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[T 7]

[ 8]

4% 9]

[7d-7-8F 10]

[7d -8 11]

[7d -8} 12]

[7d -8 13]

23 dagke] d % o 58 24 E.

A4kl ol A,

RPS28 X ADAMTS4 - A A2 o] Fof Zl Fhol| A A Bl g o 1= 3} o] 4 9]
A2l mRNA = @il d o] a8 727 AE23 = = AAE
Ul *E3gtat,

23 dagke] d % o 58 24 E.

A 48kof] Qo] A,

A7 A=A N EE T e 99,
23 d dAagke] dF oS58 24 E

Al4vke] 2= R
A7l 249 e o
R ]
213 d dagte] dF o 58 7 E
§L].;<}9] /\g 6‘]—?(4 }\]E = —%H] }‘:_ ]
A}7] Al & 2 Y5E RPL36, ANKRDI, IGFBP6, 2 ATOHS -2 A} &
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[57]
<Cluster 1>

RPL 36 (143bp)
{605 ribosomal protein L36)

IGFBP 6 (87bp)

0.00285
0.002
0.0015
0.001
0.00086

ATOHS (121bp)

{Regulates endothelial cell proliferation,
migration and tube-like structures formation)

RPS 28 (138bp}
{408 ribosomal protein $28)

0.0002 0.0038

0.003
00025
0.002
00018
0.001
0.0005
g

0.00018

0.0001

0.00008

FS Fi D
[5=8]
<Cluster 2>
DPEP 3 {(84bp)} AMY1A {108bp)
{Dipeptidase3) {Alpha amylase 1)
0.01 0.1 1
0.008 - 0.08 -
0.006 ~ 0.08
0.004 0.04 -
0.002 ~ 0.02 4
0 i}
Fs Fl D
REG1A {143bp)
{islet of Langerhans regenerating protein}
0.007 ~
0.008 ~
0.005 ~
0.004 4
0.003 -
0.002 +
0.001 -
0 i

Fs

{Insulin-like growth factor-binding protein 6}

PCT/KR2022/008504

ANKRD1 (1470p)
{Cardiac adriamycin-responsive protein}

0.0004
0.0003
g.0002

0.0001

ADAMTS4 {(98bp)
{Metalloproteinase, degrade aggrecan)

a.008

0.008

0.004

s.o02
0

RELN (138bp)

{large secreted extracellular matrix
glycoprotein)

00025
0.002 -
0.0018 -
0.001 4
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[5=9]
<Cluster 3>
BRCA 2 (99bp) SIDT1 (2) (142bp)
{DNA repair associated) {transport dsRNA into cells)

0.00086 - £.0026 -

0.0004 4.002

8.0003 0.0015

0.0002 0.001 4

0.0001 0.0005 -

a o ]
[5=10]

Weak expression

P=0k719

P=0.004 P=0.349

Moderate expression Strong expression

=

@

@

~

n

1 intensity x percentage_class

f=]

FS(VSS) FI(LAR<1B)
Indext

P=0.366
{ A
P= 0.001 P= 0.090
A A

[ \ f |
, 200
51.50
_.;41 00
50.50
m i

0.00 i o ;
D(LAR>18) Fs(vss) FI(LAR<18) D(LAR>18)

Index2
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40x

200x

Weak expression Moderate expression Strong expression

P=0.036 P=Oi059
A

| [
P= 0.004 P= 0323 P= 0.006 P= 0315
) A

n
o
=]

N

o
N
o
=1

@

pry
o
o

~
.
=3
=}

i intensity x percentage

N

E ¢ intensity x percentage_class
oy

<

FILAR<18) ) ‘ T e e

indext1 Index2
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40x

Weak expression Moderate expression Strong expression

P=017O7

onl431

P=0.341 P=0.040
P= 0.322 P= 0.005 A \

1.20

1.00

0.80

“oos

0.60
0.40

o intensity x percentage

@ 0.20

FS(vss) FI{LAR<18) D(LAR>18) F8(vss) FI(LAR<18)

Indext Index2

 D{(LAR>18)
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Weak expression Moderate expression Strong expression
P=0677 P=0375
r |
P= 0039 P= O 109 \ P= 0.045 P=0.197
rbe— | Voo
12 3.00
%10 %
£ gz.oo
g6 z
g4 éwo
£, =
It ® ,
FI{(LAR<18) D{LAR>18) FS(vss) FI(LAR<18) D(LAR>18)

Indext1 Index2
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40x

200x

Weak expression

P:O}377

9/16

Moderate expression

Indext1

G

R>18)

H7 intensity x percentage

2.50

2.00

1.50
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Strong expression

P:O.A673

P=0.043
)\

P= 0.090
;

ey

FI(LAR<18)
Index2

D(LAR>18)
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‘Wkeak expréésioh - Modefaté expression
P=0.147
P:OQ\MA I\
P=0.740 P=0.065
P=0.795 P=0.070 A A
| | f } [ ]
% 6 [ ] f \ . 1.50
% 6 g 1.00 T ==
-‘5 g 0.50
22 ®
o : W
B0 . - 000 -
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Weak expression Strong expression
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Strong expression
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P=O}452 { A
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P=Oi303

P=0.005

P=0.062

13/16

PCT/KR2022/008504

Moderate expression Strong expression
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eKOMPASS (KIPO internal) & keywords: &7+ & 7 “(rectosigmoid colon), ¥4~ %(ovarian cancer), A ¢ A W2 #| & (low
anterior resection; LAR), ZZ3 7uh A (visceral segmental serosectomy; VSS), 7 o] (Iength), o] —?—(prognosis), RPL36,
ANKRDI, IGFBP6, ATOHS8, REG1A, AMY1A, RELN, DPEP3, BRCA2, SIDT1, RPS28, ADAMTS4

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category™ Citation of document, with indication, where appropriate, of the relevant passages Relevant to claim No.

PARK, S. J. et al. Surgical technique of visceral segmental serosectomy for advanced ovarian cancer.
Gland Surgery. March 2021, vol. 10, no. 3, pp. 1276-1278.

DX See abstract; and page 1277, left column. 1-3
DA 49

STAVOSHI, A. et al. Gene expression profiles and pathway enrichment analysis to identification of
differentially expressed gene and signaling pathways in epithelial ovarian cancer based on high-throughput
RNA-seq data. bioRxiv. 31 March 2019, pp. 1-12, figures 1-9.

X See page 7, second paragraph. 4,8-9

Y 5-7

WANG, X. et al. A comprehensive risk assessment model for ovarian cancer patients with Phospho-STAT
3 and IL-31 as immune infiltration relevant genes. OncoTargets and Therapy. 2020, vol. 13, pp. 5617-562
8.

Y See abstract; page 5623; and table 2. 5

Further documents are listed in the continuation of Box C. See patent family annex.

*  Special categories of cited documents: “T” later document published after the international filing date or priority

«A” document defining the general state of the art which is not considered date and not in conflict with the application but cited to understand the
to be of particular relevance principle or theory underlying the invention

“D” document cited by the applicant in the international application “X” document of particular relevance; the claimed invention cannot be

“g» earlier application or patent but published on or after the international considered novel or cannot be considered to involve an inventive step
filing date when the document is taken alone

“L” document which may throw doubts on priority claim(s) or which is “Y> document of particular relevance; the claimed invention cannot be
cited to establish the publication date of another citation or other considered to involve an inventive step when the document is
special reason (as specified) combined with one or more other such documents, such combination

“0” document referring to an oral disclosure, use, exhibition or other being obvious to a person skilled in the art
means “&” document member of the same patent family

«p>» document published prior to the international filing date but later than
the priority date claimed

Date of the actual completion of the international search Date of mailing of the international search report
26 October 2022 27 October 2022
Name and mailing address of the [SA/KR Authorized officer

Korean Intellectual Property Office
Government Complex-Daejeon Building 4, 189 Cheongsa-
ro, Seo-gu, Daejeon 35208

Facsimile No. +82-42-481-8578 Telephone No.
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C. DOCUMENTS CONSIDERED TO BE RELEVANT

Category*

Citation of document, with indication, where appropriate, of the relevant passages

Relevant to claim No.

YANG, F. et al. AURKA and BRCA2 expression highly correlate with prognosis of endometrioid ovarian
carcinoma. Modern Pathology. 2011, vol. 24, pp. 836-845.

See abstract.

CHEN, J. et al. Promotion of tumor growth by ADAMTS4 in colorectal cancer: focused on macrophages.
Cellular Physiology and Biochemistry. 25 April 2018, vol. 46, pp. 1693-1703.

See abstract; and page 1694.

PARK, S. J. et al. 480: Surgery for rectosigmoid peritonectomy in advanced ovarian cancer: surgical
technique of visceral segmental serosectomy and 8-year experience. International Journal of Gynecological
Cancer. 2020, vol. 30, Sppl. 3, p. A198.

See page A198, left column.

1-3

WO 2016-049276 A1 (MOFFITT GENETICS CORPORATION) 31 March 2016 (2016-03-31)
See entire document.

1-9

PX

PARK, S. J. et al. Visceral segmental serosectomy during debulking surgery for advanced ovarian and
fallopian tubal cancer. Gynecologic Oncology. August 2021, vol. 162, Supplement 1, p. S331.

See page S331.

1-3

PARK, S. J. et al. Clinical phenotypes of tumors invading the rectosigmoid colon affecting the extent of
debulking surgery and survival in advanced ovarian Cancer. Frontiers in Oncology. 22 April 2021, vol. 11
, thesis no. 673631, pp. 1-9.

See entire document.

% This document is a document declaring non-prejudicial disclosures or exceptions to lack

of novelty by the applicant.
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International application No.

PCT/KR2022/008504

Box No. I Nucleotide and/or amino acid sequence(s) (Continuation of item 1.c of the first sheet)

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international search was
carried out on the basis of a sequence listing:

a. forming part of the international application as filed:
in the form of an Annex C/ST.25 text file.

D on paper or in the form of an image file.

b. furnished together with the international application under PCT Rule 13ter.1(a) for the purposes of international search

only in the form of an Annex C/ST.25 text file.

c. D furnished subsequent to the international filing date for the purposes of international search only:
D in the form of an Annex C/ST.25 text file (Rule 13zer.1(a)).
D on paper or in the form of an image file (Rule 13ter.1(b) and Administrative Instructions, Section 713).

2. D In addition, in the case that more than one version or copy of a sequence listing has been filed or furnished, the required

statements that the information in the subsequent or additional copies is identical to that forming part of the application as
filed or does not go beyond the application as filed, as appropriate, were furnished.

3. Additional comments:
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INTERNATIONAL SEARCH REPORT International application No.
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Box No. IT Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons:

1. Claims Nos.: 10-13
because they relate to subject matter not required to be searched by this Authority, namely:

Claims 10-13 pertain to a method for treatment of the human body by surgery, and thus pertain to a subject
matter on which the International Searching Authority is not required to carry out an international search
under the provisions of PCT Article 17(2)(a)(i) and PCT Rule 39.1(iv).

2. D Claims Nos.:
because they relate to parts of the international application that do not comply with the prescribed requirements to such an
extent that no meaningful international search can be carried out, specifically:

3. D Claims Nos.:
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III Observations where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

The invention of group 1: claims 1-3 pertain to a method, which provides information for selecting a rectosigmoid
tumor removal method in an advanced ovarian cancer patient through the length of a tumorous rectosigmoid and the
tumor characteristics, or for predicting the prognosis of the ovarian cancer patient,

The invention of group 2: claims 4-9 pertain to a composition for predicting the prognosis of advanced ovarian
cancer, comprising an agent for detecting the expression level of specific markers (RPL36 and the like), and to a kit
comprising same.

1. As all required additional search fees were timely paid by the applicant, this international search report covers all searchable
claims.

2. D As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment
of additional fees.

3. D As only some of the required additional search fees were timely paid by the applicant, this international search report covers
only those claims for which fees were paid, specifically claims Nos.:

4. D No required additional search fees were timely paid by the applicant. Consequently, this international search report is restricted
to the invention first mentioned in the claims; it is covered by claims Nos.:

Remark on Protest D The additional search fees were accompanied by the applicant’s protest and, where applicable, the
payment of a protest fee.

D The additional search fees were accompanied by the applicant’s protest but the applicable protest fee
was not paid within the time limit specified in the invitation.

No protest accompanied the payment of additional search fees.
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