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Lynch $%+#(syndrome, SD)2 DNA mismatch
repair (MMR) genes®] ¥4 (pathologic) A A|EH O]
(germline variants)2 QA4 HAYs= A FHA 4
A¥Hautosomal dominant disorder)|tH1]. $HEL
2799F 18 A== Hw 3 EA BiEw gt
Aol vl =11, F44 v-8FF W U(hereditary
nonpolyposis colorectal syndrome, HNPCC)2.&2
T Z 4=A 9tk 9], MLH1, MSH2, MSH6, PMS2
9} Z+2 MMR genesol|Al H& A2 A2 o]7} TAY st
AU EPCAM gene deletions®} A#o] UtH2l. Lynch
SD 2A+9] ¢ diAdEnt ot A-ZgUiutel, dast,
A%, 89 AFAY, DEdT ZL2 et o HA
g 4= ot TSk FA U (pancreatic cancer, PC) ¥ &
T (biliary tract cancer, BTC) ¥} o] 9ich.
19859 Lynch ol a4 HNPCCS PCY| AAo]
AR HA, 199249°] Mecklin 5l 9Jsi4 BTC
ko] AFZ Hastoith 1 32 W2 ALoA] Lynch
SD #AtollA PC & BTCY TAYo] F7tE= A &<l
& 4= 9l9ith. ¥HkE o2 Lynch SDF AFE <t
2 99t9] Ao A (sporadic cancer)Eth= o
27t £2 A2 & 4#A Ut} sHARE Lynch SD 93
PC E= BTCY 7% "¢ 22 F29] A77to] HiE]

31 lof o}7] 11 /4ol & dHA UA Yt 1HH], F
Z Zalevskaja 5©] Lynch SD H|o|E|H|o]AZ o]&3}o]
PC ¥ BTCY] JAEAS B3 =Fo| 9lo] 7keFe] &
7Nskar A} g3,

1982\F-€ 20209714 "HE=29] Lynch SD registry
£ ol8sto] FFHor EASHAL, FHAHANE &9
of H& PAAZHo|7F ER1E Lynch SD #Ato]A PC
E= BTC7F AR A-97F AtdiAdolitH3]. Hste
9] Lynch SD registry= 1982¥°] A|&d A= o
o[EHo] AG 1L 4007H+2] 1,800%80] EJHE| 0] it} o]
% 198295 E 20209 Atolof] & A7|El &3 F
3990l ERIE =T, AFEY 269, FHY 109, 18
1 vhE BojRek 30| SEEUY AT AD F
YA (median age at diagnosis)2 644(H 9] 38-81)
23 59 AEE(5-year overall survival rate) 20%
Atk 2679 AT FANA F 28709 Lol &l
HA 3 A X pancreatic ductal adenocarcinoma,
PDAC)L 239, AAWEHZF(neuroendocrine tu-
mors, NETs)2 50|31t PDACS} NETs7} A9 &
A3t 159 9 NETs7} 54l 2707} EA8%t 1587 &
=it PDACTIC & F3tetd 59 AE2&2 13.6%
A, &4 dAV 7Fsotad 10789 PDAC At
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AE 38%Act FIL2 1090l AGEAYw 7hEH
(intrahepatic cholangiocarcinoma) 29, 7455
%(perihilar cholangiocarcinoma) 5%, 7F|g

of @ i ol

—

(distal extrahepatic cholangiocarcinoma) 2%,
Fdd(gallbladder cancer) 180]3ic}t. G A9
L AFL 54A(H 9 34-82)F 1 59 AEE2 30%%
t}. SkA|EE =&0] 7Fsotd 4799 HEet 219 59
AEEL 75%RATE T3 28%(72%)2] SAMO A oAl
Hmetachronous cancer)°] RI= =1 tho] 7+
Wty BmE 9o bigeto] Asgste] WAgstal PC
E+= BTC7F @A¥skich wkebA, Lynch SD A% i3t
o] A3t 9o 3 PC E+= BTC7H 2T = IS
QA|skaL Qlofof shZlth. WA AN ZHol= F 39
% MLHI 33, MSH2 5%, 1831 MSH6 178°] 115
ot AFSF 26980 WA= MLHI 219, MSH2 5
o] EIE A, Y 10 A= MLHI 9%,
MSHG6 19g°] &=t T3 vl o o 332
% MLHI carrier%itt.

20179 Mgller 5ol ©7]# A3 Lynch SD H|o]
o] AF o] §sto] WH A& WEH Lynch SD
2t FSdE T T L B YAA R0l T/
o watA zolE HQl=H, MHLI AAA| 207} &
vhE S0l At 46%, AHSHES 34%, EAS 11%,
MSH2 A A2 0]7} FHEE 9ol g 35%, A3
Wukeh 51%, dA 15%, MSHG A A o7t FHHE
35 WA 20%, ASHHL 49%, T4 0%, 1L
PMS2 BAA o)7L FutE A9 dFY 10%, AU
kot 24%, FASQE 0%E 70M7HA] F =2 Y E(cancer
cumulative incidences)& E 115t tH4]. Lynch SD
AT LY S I TFY A= Higt E&0]
u-§ =9tk 109 AA] BEE(crude survival)o] %
& 91%, At 98%, FAY 89%E KA, B
= 79 ol s = 87%= HirstitH4]. o<t 7
o] Lynch SD & AT Y2 A=) g =2 HFE
< Ho]1 Qlo] Lynch SD $A&AE0] Eojutal Yt
o| 23t Y& A oAl o] FTIR WA TH= 24}
o] ERIE 1 glont o]of tigt & W A o] Ao
gisfiA= SA7ZE W$ F53 AAolth 20179 Moller
5ol &raet Atz @29 Lynch SD 49| H5d &
AR EE Aol A EAR 13 3t dAYEAH cancer
survivor)ollAl A sk 2249 Atolof| BAIA Atol= ¢l
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Ao 2 WAEATH5]. SHA|TE Lynch SD $4H9] &%
TR H3 AAA| 20l F7ol wahA 2
1S B9+, MHLI AAAMEZHI7F 54 ¢ 73%,
MSH2 "JAA| 0] 7} S - 76%, MSHG A
2ozt FHkE A% 53%2] 7041712 9] 2249 AT
BES B O5HTH5]

Lynch SD9] 43 4<Ql(hereditary predisposition)
2 MMR 5321 MLHI, MSH2, MSH6 E%= PMS2
o] ¥2 ®ol7] fZof|, djF&2] Lynch SD dAHEY
2 MMR Z¥, microsatellite instability (MSI) @ &
g Hkg A& &/43HE vehdTh wEbA, Lynch SD
HIETFY A HIHEAAA(mmune checkpoint
inhibitors)®] A3t A 2L 4 Ut A 3+
A A9 oF 15%°14 MMR %A+ & wol7} &
=Y, o] F 12%+= AFdA o]l 3% 4 FHH F9=E
a4 Sltt. o]’ MMR #3AHe] Aol = 4 &
9] oF 80%°ll A= MLHI gene promoter2] methyla-
tion®l QoA HAYst, FAF FH Y 2 70%°04+=
MLH13} MSH2 gene®| JJAA| R 0]9} Ao Qirkal
deA At 2™, AFEE Holof 93t MSI HHEY
¥} Lynch SD MSI 94EF= Bl w6t o W<
AA 2] 2] &8Eg0] Zpo] 7t =Alof] gt A= vl F
ottt 2| Therkildsen 50| W HERHEA A1)
m2H HYTHEAA A ) izt AH3 §Hg-E(objective
response rates, ORR)?] Lynch SD MSI &&olA
46-71%=E SA1= Y < o919l Lynch SD MSI &
3E %0l daliAE 14-100% %t APE2 MSI o2t
Zt9] ORR 48-100%, t7d<t ol2le] MSI /dF el
A= 50-100% %t b, H1E FEF7](sample
size)7} vl A o] AlE]4t7Hconfidence interval)o] H
A9k, Lynch SD MSI M543} Ahiha MSI 5%
O] HAHEAAA ] gt ORRS H|&slrtal WIS
oHel.

| MMR #3A+9] B3 Wolo] 93t %2 micro-
satellite instability (MS)E }X.o]& oFAJZFo] ti)A
+ HIHAE A A(immune checkpoint inhibitors)2]
840l EuE 3 Qi 2022¢¥ KEYNOTE-177 ¥4}
A9 HFAo| BEYH w2 MSIE Xol:= 47] OiF
& #AE A2 Z pembrolizumab X 25 Al Y59 S
o o2 AZ54 FAAE o83t FAaHET FX19

A Z&(progression-free survival, PFS)o| Y3} c}.
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SHARE, A Y EE(overall survival, OS)ol| tit F1H]
(hazard ratio)= 0.74 (95% confidence interval [CI]
0.53-1.03; p = 0.0359)2 HIiFo] 4T F 0.0246
= 7122 % S92 W 344 7482 FHoHA] E5tA
oH71. HIE OSE BAA |48 XA FotA|st
3t PFS A5 9 F23 OS A5 AFHLE QA
pembrolizumab?] 13} X 7+E= GF-Y Aoz 22 S
Wrastyet. 3 20229 FRE TOPAZ-1 Ao o}
29 $&0] E7FssAU Hol4 BTC 84S dide=
durvalumabg& 11413 A EE434A|(gemcitabine &
cisplatin)@} B gsto] =519 o OS € PES7L =%
T A5E Ty B sFQrHS]. 202349 KEY-
NOTE-966 94+ pembrolizumaba AlESATLA
(gemcitabine & cisplatin)@} H3Eslo] X &31H 1L, O]
H AFNME FAZCE o3t FEEY] S B
ool skARE, g 9 9= 2419 MMR Ho| ¥ =
2 MSIHIE& o9 w2 202 4aA 93 Lynch SD
A PC 9 BTCOl et AR w9 REoict wpatbA,
Lynch SD 93 PC ¥ BTCO tig ZASHES 9t A
FHo|1 t7|#7 o] BastAlh
Lynch SD 2HA+9] o A8 =7t o= A2 A
sto] A4 AEAAT 2asHla 7HS0] oM E &
Aty g 9@ A-HARE Alfshs Z0] =80 H
itk AurEQl AMIQEH T X543} Eof =2 AE
&2 Ho|7] o dgFHoz == HFol= FE
=
=z}

o)

it

=

|
e F7HEARE AlFSH 2719 Add = e =]
g gshgich 8t olyzl, Lynch SD ¥AEALO|A] 0] A]
A 2A4o] TAE 4= 9o, 53] Y & FHAE 2
Ago I 4 S AASHL Slojof sl w
2hA]. 0|23 Lynch SD 43 AFEE dHETLY 4
= & AR/ FRAEANAE A&H o] A AAd
AARE Eoto] 2719 221 EAYRTE HE AR E
T AR ALY 7HsEE B o UE AR U
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