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1) KE

A RTA 4 1) NCCN (National Comprehensive Cancer Network) Clinical Practice

Guidelines in Oncology for Ovarian Cancer Including Fallopian Tube
Cancer and Primary Peritoneal Cancer Vesion 3.2024
2) Ovarian Epithelial, Fallopian Tube, and Primary Peritoneal Cancer

Treatment (PDQ®)—Health Professional Version [NCI]

ZhhE - A
(ETI132hhE - BRI

PSR R BT (798 LGSC)
1) Due to the superior outcomes reported in this trial, the NCCN panel

O & % R E ) recommends trametinib as a category 2A option for patients with
recurrent low-grade serous carcinoma.
2) As LGSC is relatively chemoresistant, attention has focused on targeted
therapies.
Evidence (targeted therapies):
Trametinib: Trametinib is a selective, reversible, allosteric inhibitor of
MEKI1/MEK2. A recent international, randomized, multicenter, phase
II/III trial evaluated trametinib in patients with LGSC. [Level of
evidence B1]
ML - & 1),2) LI < RZSIH LT [CEkicEs T 2 1k - A&l
(R7-13E - ECHE | 2mg 2 1 H 1[H (QD) &A&K5+ 5]
B % R E T
HA KT A DOIRHL | 1),2) Gershenson DM, Miller A, Brady WE, et al (2022) Trametinib versus standard
B of care in patients with recurrent low-grade serous ovarian cancer (GOG
281/LOGS): an international, randomised, open-label, multicentre, phase 2/3 trial.
Lancet; 399(10324):541-53.
e
2) HE
A RTA 4% 1) Ledermann JA, Matias-Guiu X, Amant F, et al (2024) ESGO-ESMO-
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2)

ESP consensus conference recommendations on ovarian cancer:
pathology and molecular biology and early, advanced and recurrent
disease. Ann Oncol; 35(3):248-66.

British Gynaecological Cancer Society (BGCS) ovarian, tubal and
primary peritoneal cancer guidelines: Recommendations for practice

update 2024

ZHRE « 2R
(ETITRNHE - AR Bl

)

Patients with LGSC relapse should be considered for treatment with

trametinib after platinum failure [I, A] or for endocrine therapy [II, A].

O & % FLHE T 2) Low-grade serous ovarian carcinoma (LGSOC) Recommendations:
There is a 26 % response rate with trametinib in the advanced/ recurrent
setting compared with second line chemotherapy or endocrine treatment
(6 %) and this should be considered in those with prior chemotherapy.
(Grade B)

Mk - & LT < CRZBIH LT 5 [SCRkick T 2 ik - &I, 2mg

(Froidfis - AR | 21 H 1\ (QD) HA&KE7T 5]

WD & % FLHE AT
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1), 2) Gershenson DM, Miller A, Brady WE, et al (2022) Trametinib versus standard

of care in patients with recurrent low-grade serous ovarian cancer (GOG

281/LOGS): an international, randomised, open-label, multicentre, phase 2/3 trial.

Lancet; 399(10324):541-53.
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<ICHRORRSRTTIE (BRERACCIRRFIISE) , BEkmi R, SCERSE O e i ORI 55 >

PubMed (23T, [ “trametinib” AND “low grade serous carcinoma” | ZfR5E=& L T
2024 10 AITHRBE L7272, BREECFEHEH SN2 [Gershenson DM, Miller A, Brady WE, et al
(2022) Trametinib versus standard of care in patients with recurrent low-grade serous ovarian cancer
(GOG 281/LOGS): an international, randomised, open-label, multicentre, phase 2/3 trial. Lancet;
399(10324):541-53.] LSO & DITEZY Lo T2,

<IFSMT I T D IR AR SE >
1) Gershenson DM, Miller A, Brady WE, et al (2022) Trametinib versus standard of care in
patients with recurrent low-grade serous ovarian cancer (GOG 281/LOGS): an international,
randomised, open-label, multicentre, phase 2/3 trial. Lancet; 399(10324):541-53.
REROFEIE © T ¥ MU EM S s L F S 2/3 HERMTE (IT) 5
x4 : 18 LA EDFJE LGSOC X% LGSPC M
FEFEAHIE H @ intention-to-treat & M2 %t U CIRER B AL EE Al 25 FF A U 7 HE 4 FE AR A7 1
(PFS)

ik AT 7 AF =78 (130 ) SARHEIRHREE (130 B) OB TH 5, LIF
2 T AF =T R OEMERFRREO B HFN O ik - HEzii#l L7z,

o FIAF=TOME - AR 2mga 1 H1H (QD) HAO&Ks5

o (RUEIRIRHECH D BFHIO ML - F&E -

o N7 UHFE/N:80mgm? % 28 AW A 27/vd 1 HH, 8 HH, 15 HHIZ

H RN 1 5-

o NIULURY ==L KF VL ET L 40-50 mg/m 2 % 4 BRI 1 EEARN &
5

o MKRTHY 4mgm?2% 28 HREIY A 7L 1 HA, 8 HE, 15 A HIZFIRN
&5

o LheY—)L:25mg% QD REOEE
o HEXVTZ7xr :20mg% 1 H2MERRAOLKS

FE o

7 AF =R 130 B (FEfm P Oufil ¢ 55.3 7%), FEYEVRIREEIC 130 5] (HEn b e fil -
56.6 %) 2VEERS7-, KRAS, BRAF, XX NRAS #Ef& -EARGHEBRFIL, FTAF=7
BE22 61 (17%) FEEIRIREE 22 6] (17%), BinFEREMEEEITENZN 42 6] (32%), 48
5l (37%) T -7z,
B 2R

FEMNTCIX, 217D PFS A X2k [ M T AF=THE 101 5] (78%), FEHEIREHE 116
B (89%)] 2FAEL, bT AF=TFED PFS TIEIZ 13.0 H A (95%C19.9-15.0) TH
STeDIZx L, BEYERIFERECTIL 7.2 7 H (95%C15.6-9.9) TH 7= (NP — R 0.48 [95%CI
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0.36-0.64], p<<0.0001) [Log-rank & (HIAEAKE 2.5%)], AEFWIM (0OS) H i
X, BIR 00T =2 ThoA, NI AF=TRE3T.6 A, BEUERIERE 292 7 H (NP —
REE0.76 [95%C10.51-1.12], p<0.056) &, h T AF=TRCTREFZHETH -T2,
KRAS, BRAF XX NRAS 72 BLE5M B K OV B B 12881 5 PFS 13 & B I b7 £
F=THOENMENTW [ENEN, N~ — 055 (95% C10.28-1.07) , /~#F— Kb
0.64 [95%CI10.39-1.03] ) . ZAFLRREZS PFS O FRIR 12725 Z LI Enenotz (%
HAEHOME, ZELEHRER p =0.72) .

FTo, BREMBFICEBITD ORR [N T AT =T RE83% (48 Bl 4 41) , FEVETRIERE7.1%
@263 6] L0 EREMEEREICEITS ORR [ M T AF=7F50.0% (22 #ilH 11 41),
PEETRIERE 9.1% Q2 Bl 26 ] 1%, FT AT =T BECIHEMEIRFEIRIZ LB IC B AT
bHol=y, MEHEMAEEIIRD SN ol ZHEEROBIE, % EELEHRE p A
=0.11),
LA

LRVEFENT S REEMICRIT 2 b7 A F =7 #(128 i) TS IZHEL L 72 Grade 3 XL 4
DHEEFEHESG (AE) 1X, ¥ (RS, BRI IREE) (1761, 13%), &l (16 4,
13%), mimE (561, 12%), F# (136, 10%), Eis (12 41, 9%), #57 (10 51, 8%)
Th oo, EHEREEE (127 ) CEBEICHEL LT Grade3 XX 4 D AE X, M85 (22 fi,
17%), #oby (1461, 11%), & (12§, 10%), WaH: (10 i, 8%) T ->7= (Table 1),
IBRBIE DT IT R o T, Bl Rty 7T VTR b o7,

RN NI AF=71%, F%E LGSOC KON LGSPC (251 2 - 7o fEvETRIE ORI & 70 5,
Table 1 ZZ&MEfEAT R E4ERICI51F D AE OFBUR I (20%LL EDBFIZHIL L 7= AE)

N AF=THE  (N=128) IEHEIRIRRE (N=127)
Any grade | Grade 1 Grade 2 Grade >3 Any grade Grade 1 Grade 2 Grade >3

—f - EETEE
5 93 (73%) | 47(37%) | 36(28%) 10 (8%) 74 (58%) 44 (35%) | 25(20%) 5 (4%)
Y PR 62 (49%) | 44(34%) | 18 (14%) 0 15 (12%) 9 (7%) 5 (4%) 1 (1%)
B EEE
Nz 57(45%) | 37(29%) | 13 (10%) 7 (6%) 60 (47%) 27 (21%) 11 (9%) 22 (17%)
fE 54 (42%) | 43 (34%) 8 (6%) 3 (2%) 49 (39%) 38 (30%) 8 (6%) 3 (2%)
¥ i 93 (73%) | 57(45%) | 23 (18%) 13 (10%) 43 (34%) 29 (23%) 10 (8%) 4 (3%)
B T 45(35%) | 34(27%) 8 (6%) 3 (2%) 23 (18%) 13 (10%) 8 (6%) 2 (2%)
i 78 (61%) | 43 (34%) | 23 (18%) 12 (9%) 65 (51%) 39 (31%) 12 (9%) 14 (11%)
Mg 59 (46%) | 40(31%) | 10(8%) 10 (7%) 44 (35%) 24 (19%) 10 (8%) 10 (8%)
B B UM T ARERR I

P g 56 (44%) | 46 (36%) 9 (7%) 1 (1%) 17 (13%) 16 (13%) 1 (1%) 0
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SERIRZ 81(63%) | 52(41%) | 21 (16%) 8 (6%) 13 (10%) 10 (8%) 2 (2%) 1 (1%)
1 RINTRZ N L 54 (42%) | 30(23%) | 15(12%) 9 (7%) 28 (22%) 21 (17%) 7 (6%) 0
KRG _AREE
A i 67(52%) | 30(23%) | 21(16%) 16 (13%) 54 (43%) 23(18%) | 19 (15%) 12 (10%)
A i RS> 28 (22%) | 19 (15%) 8 (6%) 1 (1%) 21 (17%) 13 (10%) 5 (4%) 3(2%)
BE, PEROCLBEHHE
TINAYVRAT 7 X —F

32(25%) | 29 (23%) 1(1%) 2 (2%) 11 (9%) 11 (9%) 0 0
sahn
TANTG XTI/ b

47 (37%) | 43 (34%) 3 (2%) 1(1%) 15 (12%) 13 (10%) 1 (1%) 1 (1%)
FUAT =T —EHN
TI=TXI ) RNTURA

28 (22%) | 24 (19%) 2 (2%) 2 (2%) 13 (10%) 11 (9%) 2 (2%) 0
7 =7 —EHm
7 VT F = 26 (20%) | 21 (16%) 4 (3%) 1 (1%) 10 (8%) 7 (6%) 3 (2%) 0
R R USRS
TR 34 (27%) | 22(17%) 10 (8%) 2 (2%) 24 (19%) 15 (12%) 8 (6%) 1 (1%)
8 L 32(25%) | 26 (20%) 6 (5%) 0 25 (20%) 20 (16%) 3 (2%) 2 (2%)
& U ¥ AlfgE 26 (20%) | 21 (16%) 0 5 (4%) 16 (13%) 11 (9%) 2 (2%) 3 (2%)
&~ 7 % 0 AME 41 (32%) | 34(27%) 6 (5%) 1 (1%) 29 (23%) 27 (21%) 2 (2%) 0
&7 V7 2 vafiE 43 (34%) | 19(15%) | 20 (16%) 4 (3%) 16 (13%) 8 (6%) 7 (6%) 1 (1%)
REREE
HE 27 21%) | 22 (17%) 5 (4%) 0 24 (19%) 19 (15%) 4 (3%) 1 (1%)
KPR = =2 — 3 F

36 (28%) | 31(24%) 4 (3%) 1 (1%) 28 (22%) 23 (18%) 4 (3%) 1 (1%)
Mg REE
8 1L 50 (39%) 7 (6%) 28 (22%) 15 (12%) 27 (21%) 8 (6%) 13 (10%) 6 (5%)
FRRER. BBR R OWERR IR 2
I R 45(35%) | 31(24%) 10 (8%) 4 (3%) 28 (22%) 20 (16%) 5 (4%) 3(2%)
Y Je N7 AE BUE
PR B I G 29 (23%) 0 20 (16%) 9 (7%) 18 (14%) 0 12 (9%) 6 (5%)

<HARIZE T 2 AR R >

1) 2L

(2) Peer-reviewed journal Df&EE. * & - 77 1) S XAFQHEIRR

AR ZFHE STV D TN Z LU ICRE#H L7z, W3 L h [ Gershenson DM, Miller A,

Brady WE, et al (2022) Trametinib versus standard of care in patients with recurrent low-grade serous




(DNHEBEADZYEITZRITERBOHKR)
BEEES ; IV-179

ovarian cancer (GOG 281/LOGS): an international, randomised, open-label, multicentre, phase 2/3
trial. Lancet; 399(10324):541-53.] #& MR L, b7 A F =725 LGSOC K (O} LGSPC DixE
WHEHTHD Z EFidE STV 5,

1) Onoprienko A, Bartl T, Grimm C, et al (2024) Novel Targeted Agents in Advanced and Recurrent
Low-Grade Serous Ovarian Cancer: A Silver Lining in the Therapy of a Chemoresistant
Disease?. Cancers (Basel); 16(19):3268.

2) Quesada S, Bini M, Lebreton C, et al (2023) Update on new treatments for rare ovarian tumours.

Curr Opin Obstet Gynecol; 35(1):27-33.

(3) HEEFADFREMDBRE L TOREHIKR

<WFHMZ BT B BB >
1) 72L

< BARIZBIT D H R EE >
1) 72L

(4) FEXEABEOBHEA M K1 U~ ORBRR
<UWFIMZBITDHA BT A 55>

1) National Comprehensive Cancer Network (2024) Ovarian Cancer Including Fallopian Tube

Cancer and Primary Peritoneal Cancer version 3

N7 AF=T13HFE LGSC (BREE, IVERE, MiEZz &) (S84 507 30 —2A 0
BRI L L TR SN TV D,
2) Ledermann JA, Matias-Guiu X, Amant F, et al (2024) ESGO-ESMO-ESP consensus conference
recommendations on ovarian cancer: pathology and molecular biology and early, advanced and
recurrent disease. Ann Oncol; 35(3):248-66.

N7 AF=TNX, 77 FFRANEYTH - HH LGSCIZktT 573V — (I, A)
OFRLE L THERE S LTV %,

<HRKIZBIFAHA NI A 5>
1) 2L

6. AMTORRERE (B RUERAREREIZIDONT
(1) BEZABICHEDIEAATORENRRE (BE) FITOWWT

%8 LGSC 12X 2 B IR B AR X QCEBE R A R 74 OFRHARE NS, bF
AF =TSNV THEERIER E L CTLEMIT BN THD 00, AFICB W CTIEH
FLGSCIZxf L TARINTE LT, AARERIERYS, BARMARHER2 &K OUIE AR
PARBRE DB A~ A Y =5 TFRFAR SR SR M IR B SO TGS ) (SB35 2hReiB N
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DBERENRM SN, L LR 6, KRBT 2 75 LGSOC B O M B B34 750
N EHEE Shvx, B IRERA TR MEINE R (LGSFTC) K UVFRFE LGSPC M OHEE A
BEITENER 30 A*, 90 A*EHEHI S D, FRIREBRICEK2BEZ XTI 216351
oD Enb, ENEKEEROERIIBFENTRNE B Z b, AFRTORFILEE
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