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regions, CDRs) = fE& T35 T LLFUE -

B 1.
( FHEEEE A EE )

—HEERGURE - T EGUR ASS
(829 )

PUR A RFE Ry—
Bl 2.

(FRESEAREE )
—HEEEPRDAG - HeER B &5 o (EAEER A &S
(&9 )

DU A B B VESE B—RPEYE

FHIEPIE -

2019 & &



FohREPRE{IFHMG R Flteq ZFHHER

2019 & 3x

1 3.

[ FEE A )

—HEERGUE > HATEUR A 456 HARHEFARTE BCRC xxxxxx
Z SR A E -

(R )

PUR A REFUE B—FEDE -

B 4.

[ FREE AR )

—RERERDURS > HoJEPiR A GG > HEEE Y CDR1 ~ 2 &2 31
WA P51 53 B Ry SEQ 1D NO:L ~ 2 k. 3 » DU Higi > CDR1 ~ 2 Jz. 3
(R EE R P51 53 71 By SEQ ID NO:4 ~ 5 J 6 -

(&9 )
PUR A RRFE Ry—FiEVIE -

5.2 FRIFRRABI T ZEFEDIN

Pl 1LER
( HH 5 BF & )
—F ST FLN 0 Hf& SEQIDNO : 1
(&REH )

s #E8EE H— cDNA 57 DNA 5 B SEQ ID NO : 1> H A%
100 {ERZ HEEFTTERK > WA R PRl — SRS CAIEH'E A Z DNA B
AAROUE » DU AT S SRISE 0 E A Z 58 B E iR PP IR 0% - S
FITEEZ "B ) GREERINFEZHETTIELUCAREZRES > 20k
B R Z AN B SR T I Ao B s i 456 (A1) HoR
SCHHBURIGE O H A ZDhRERRANEME - TIoRIB R HAT AT &
(453
% H A SRR R (L £33 DNA F B2 SEQ ID NO = 1 Z AL [A] -
PAME IS RIS - LSRR RO i h R A B E a2
YA SEIRE Z MG SR B0 - SAERER K ZENE a2
SRETTCIE RS SR (AIFY)) > HAREBHAGEEESE A
ZNRER BRI R AR 2 o B R S P R o it B
HFBETS > SRHE B IESF AR AR -

Bl 2.88KEFBFIERE (Expressed Sequence Tag, EST)
( S A EE )
—f#ESrEE> DNA » HA4 SEQIDNO : 16 -
(EHA )
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SHAESEE DNA F B SEQ ID NO : 16 » H & EST » W& #4775
nrE RN B R 2 R 2 GRS RS B R ) FREMHEERS o SRIAENE
T FEFE B 4RS5O A A TR A R AR I G 2 7 AE - AT 2R 71l
FERLE R © sREAEE BRI 778 E cDNA [ cDNA EEFEMRE H
SEQ ID NO : 16 » [fif At & 4 -

(45w )

% H A BRI E M E T % SEQ ID NO : 16 Z(Lfaixfik > Fr{Eh
SEQ ID NO : 16 ik 2 #Z&5) > TRsE 2 /&7 SEQ ID NO : 16 {f:
fali%ig > G RAER - BEEESE cDNA % o 5% F s SR E s
2 RAER - AEEESEE & cDNA & MMERHEE » AfsRiHE
A FAR AT S BB 22348 (ORF) » EST {# &4 F cDNA ¥4y %
HI] > B R H B 2 R cDNA 4RtEMEE > BHlM: - 3RAFEFTHE(L SEQ ID
NO : 16 Z ERFIR E(FM - SRIHE{EFEML SEQ ID NO : 16 HELLEHIH 2
B A TS SEE 2 E 6 0 JRoRTEEE SEQ ID NO : 16 B35
TS ETE 2 BT SERIAE AR RS E Y T M SEE
iz SR B R TRt A EE ARREN S - SRS ZIBE N L
K DNA -

Bl 3. LARAR Rt e Ak
( FHEEEE A wEE )
— B I - H A A ARSI N EE SEQIDNO = 1 7
O SR - BRI R ERE XUEMZEHE -
(879 )
SiHEFSEE SEQ ID NO © 1 BfmiSEHE X Z cDNA - ZRIHE 2L
— &> FHEL SEQ ID NO = 1 Z T #HYI1E 6 % SSC Jz 65 C fiff ML
73 BEFS FLAt A > i 3 BEFS 2 IRARAEE e » HFPSI T REEL SEQ ID
NO : 1 fAH[E - B&EFER Z EHHEAERH X G -
(455 )
% AR EEEDRE T A DL T AT E S R RS AR T B SEQ 1D
NO : 1 Z B P SR | & T AldRiIs R E N E XUEZERE ) K
SR 2 T A B TR R AR &SR0 o R Ry FH S A 2 350
FE = FE BB AESC IR IR T HETT - GBS DL A%, - R4S THFT B 1
fleeigi T B i AR E A A PITT 2 S 77k > ol ek E e g
IS G L 23R IAZ - SERE TR AR E 2 T
REE > USRI R AL -

Bl A BRI 2 T3 75 R LR
(FHES A REE )
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LT Bz 2 U572 » HAfG(#E SEQ ID NO : 10 BLELNAHfZREAE
e RAB PR THES > AEEL SEQ 1D NO = 10 Al 7 BG4 1%

Wz -
2. —FHoTHE 2 fXRE > Hoo]EL SEQ ID NO 10 J5C »
(R )

SEHE R ER % 7 B SEQ 1D NO : 10 /& EST » i#&# 7] 8 SEQ ID
NO : 10 1F 6 &% SSC J¢ 65°C e M Z A Xl P/ E a2 lriaii Y
AREEE » R BHETRE AT 3B v 81 SEQ ID NO : 10 52 Z #4 % (HfE
FRRAZIE ) - SRHFIFREE—FF] - DL SEQ ID NO : 10 {E et - Bl
FERZAMZILAE 6 fif SSC K 65 CH&fF MRS » Wik fS A RN, - H
FE%1 k5 SEQ IDNO : 11 -

(&5 )

i KA 1 Z 077 A R S TS RS SC R I N T - (Rl & Bk S5
CEREMDIRLRR > 22 S8 BHPT B Rl sk T A A Mek B RIS T 2 &'
Byl ori 7708 0 PIHER BHE e RR HY N S S L (h 2 55 K TH ~ #E - BGR
BHZEFrieft 2L SEQ ID NO : 10 &fEst i@kt SEQ ID NO : 11 Z EH &
BTN RS K Z S BiL e 7372 -

Kz > 85K 2 RFLEEMIFES R - xR ER T Esh EA
3 A THEARE K IH 2 giwiE B SEQ ID NO - 10 &ERE N FEE L i1
i UK E Pk 25 8 BRI L6 2 S5 RS - SREASHE R B S S Bt
FESZIRIF T LA SEQ ID NO - 10 Ay#gtrakitt SEQ ID NO - 11 HE B
ZBH - It > SRAZ AR AR TR E . MBS EIE » k2R
SR Z oy BRI -

Bl 5 BHEERBEE
( HF &5 B g )
1.—TE5HEZ DNA - H4RtE SEQ ID NO : 2 fikRe Py 2 EEHE
X o

2 —TEAFKIA 1 Z DNA BB EEN - HAmiBHz A mLFY1 Ry
SEQIDNO : 2 Z&EHE X -

3.—7# SEQ ID NO : 1 7 Sy BN -
(&)

SHEGEENE X AR5 SEQ ID NO:2 K 4RtEIHZ DNA
F#51] SEQ ID NO : 1 - SREAERCHEZ 2 I &% DNA Z B BN -
SRS BE H AN 38 38 S H PP A& (B 20% 1S SEQ ID NO:
1 Z BN REGHERT7/% - BRI S SEQ ID NO & 1 749
AL DNAJE » 3 SEQ ID NO : 1 Bili%z DNA AT - RIGEISHE A



FohREPENFIHG R Flteq ZFHHER

( &am )

5K 1 fRaoK—71E DNA > HARSHERE 751 £ SEQ IDNO : 2 2
EHE X frif#uEzE SEQ ID NO & 1 R HEHFFH - sZ B IHRATERL
flir B o BA i 58 TSt R B E DU R iR S TR T A
SEQ ID NO : 1 Z {31 - 543 HH AR il e b A 1 RIa8 s
ME - SHASCRARFREREZ TS SEHE BT - BFEREE R
2 DNA - HTEFHKIA 2 } 3 Fih s #ERF - AW " EHMEER
ZIEF o N ERIAE TP AR R S (e R - RIS 3 AT
BRI R B AR E RS SR B 2 B R E A RS s
$H4E5HS (linkage structure ) HrEYREE (7 B BA s AR [E Ty
et > FERN A By EHEEEER o RO A MH EM B E AR B SRR
R AT — {8 B 2517 B 7 A 28 58 o [R| BE B L IR ] i o 25 2 A A [
BlanEAg R ~ SESCE A ~ BSE - HARIBECR [E4E R T ol A
RETHEE » BlIAREZEN: - ER - E22EAEREE - MG KE 2
Firas < DNA > (e 4RiH EIR AR 751 2 25 1 8 H HRRAME &
Hfg AT DNA 2 Bt EERE T Eis PR, B TEfRAE
LEZESE(IE Y DNA | -

AT E F2 - 55 °K 30 2 Al Z $HEFL NN K DNA 751 SEQ ID NO

1 e FLag s RS EAL A - R aR I 2  Fa B2 B — B AR N( SEQ ID NO:
D) MARIEGERAZZEENE - TRARIEHEE SEQ ID NO : 1 Z&EREBLf
B P MRS AN BRI - % SR HA BT R R0k o B A A T
EHFTE R B A A N S B UM R R R A N Ao > (RIEER
IR ARSI R MR 2 TSI S % S A Rl s
HAEBEABAENS  SHAEZREAN R LSRR R s B AN -
[EJEE > 5%°K7E 3 HgE DNA F£%1 SEQ ID NO : 1 2 ZFER[EIThAE K M
RSB - SRIAEFREEE SEQ ID NO = 1 DSk » AR FEFEHAM T iz
WSS BA 2 SR SERR R - AL - SRIE R R M E
Z MBI - BT R skt B A S 0 5
I Z 1B e LSRR SR Z B B A -

%l 6. R BEAZETE
( FH A B EE )
— TR T AL > H T BA4RESEE (18 H 2 SEQ ID NO: 1Y mRNA
O HENEEZEBOIHESE H ZEE -
(ER5H)
SAFEIEE —fE4RIEE S H 2 mRNA (SEQ ID NO:1) » ifist#;
SRR TRIE QS H EA 2 KB EIE - SRS Nk S oA
JEFL iRk T B MR TRt E 2 K E AL H AN ET B Tk .
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(&5 )

% AR E TR E O E H B B EN, R
FALE R IAE S % SEQ ID NO = 1 JILLFUE - kB E 958 SEQ ID
NO : 1 Zf731 » LRI E C e T ik 2 ThreRifel (BT
EEE HES) K% YRR s - BA 5 3 et e 2 AR
FCERBREH LA 7% HIY SEQ ID NO: 1 [RE T MR ILH I Z 4518
B FEA T 2 ThAEBUER mRNA 2 45 ETEE % S8 0A AT i s
th B A el FRIRE (4 - SERIAE 2198 e DU K 2 N,
AL -

Bl 7 B AR EAE MM SEE L &R H
( HHEE B FI & )
1—Fd5r 2 W FLENY) cDNA > HARIHREZ -
24055 °KIE 1 2 53 2 W FLEIY) cONA > e 2B Fs AJH -
(EREH)

SRS EE K B S 2 [ (proinsulin ) k2 Fifig & 2 [ ( pre-proinsulin )
Z cDNA 751 » FoRIE $HE N R H TR ALEE S Z cDNA 751275
% o AT 0 SRIAEREEXERERFERAIRE ZFEFFISN > WikiEEE
HfdE > cDNA 731 - a5 AT Rt b B A 8w Ak & el s A
RS ZERE PS8 cDNA T e E (S B A 2R -

(&)

A KTE 1 (el K 4RSI LBV YIRS 22 cDNA 1Y _FArE&EEhe - 31
PHERTEAEESZFEMAEEZE > cDNA 5 I ARETEHE K E,
HOLHAM N SR IEAT LA TSR RS R EI LB
R 1 cDNA FHIFAE# R B fpy8 5 HE sl =k R oI TEHH
FEH BRI EE T B EE RS E AR E - YENRE R
cDNA FP3I&ETEMANE 5 A AL B - sRtAE R IR AR E
TSI - R B DU RRE K 2 I ALENY) cDNA -

FORIE 2 (hah R 4mts A\ JHEE 252 cDNA By B &3 - sRiaE
WA NEIRE 2 cDNA b sETE - CA NSRS R 2 A
FRIFE(ERS RIS R - MRl SR R PTE 8 2 KERE R
=~ cDNA 5181 \ 8 B 22 cDNA 551 » SRl At FLE iR e 2>
cDNA FPFII B A T 2 4518 (% - RIL - 55°KTE 2 ik ReRBAE AL
Ff o

Pl s EOEBRER
(A B A )
LM EAH > HAE SEQ IDNO : 3 AR Z fAkfg 751 -
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2 —THFCRKIA 1 ZEEOEAEERAS -
(&5 )

SEHE TR — 0 T8 R 65kD ~ Ak f SEQIDNO : 3 HE Z
EEZ EAE - SEGCEEEIIEMAE SEQ ID NO © 3 X8 5AS » HiER
HIEEA S S ER AR - PREORIIZ EG'E - HICRE—R
alt % S B G 7 HAMR R - SREAE TS N Z B ~ MFREOR Iz & B
BTG AT R sk 2 18 ARl - SRERE R E 8 SEQ
ID NO : 3 7 S FEGH RS -

(453

FRIA L #E S SEQ ID NO © 3 ZEHE/Y EAMIREE] - 3
FECH SEQ ID NO : 3 5 B&SBHIFY » 55K Z EAIRES I GRIIZ
GESUE - INIEZ S AP Rty Fisk oh B A i R RERR A (g
R Z A MIBSERA SRR SIS CREAREEE
ZTMIMESEH R RZ i EEE -

FHRIA 2 frikEE ¥ SEQ ID NO = 3 Z 3l B —fE LA b iR A
0 MER ~ BORIZ EOEE R - NI EMN 2 S ET 2 S
FEAERERNEOEERE - SIS RIS EE RIS Rask
HIRRRIE AR 2 E0 EEEREE - it - SRFEIRIEHEAEEZ
TSR - RAERREAN R LSRR R B E R -

6. FAIZE M
6.1 EEFIAME

YA S 2 S A I P e e ZEREA T -

VHFEHA 2 BREE B EFRN AN - ERRIE TR NS K%
SEARTRE R i s T B M KSR Rk - FlEZ SR &
DIfEEESE EEIEFIA - FRESBEIREHRSA R FRARZ %M > 158
HEEFNRMY - BRENIABEESNEERN NS - JIERS
B E PR AR A EEIEMIA 2 530 - By ~ I HIERY I
HiR B30 HilE A S A S HBGRI AL ZE R O
> it > SRS ERCEZ M AY) ~ EHTR YIS A B AE S B
TR  ERAERGCEHEREAR - B SpT RS A
AIEEARE RS RN S AR SR HERAR - AZEA
A EEEFAM -

() A R PR AT 3 DA B B 2 TR AAH[R] o B0 H S A 2 S50
F—TEEOE » HRAFCOEEEEE LHIEM®R - FlsEians
—FEERR > SIS AN - EERAE R e ria8E
A LB IR iR F i T e R B AR O] > B SR

£ 22.1%

% 26.1
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flressskrh A 0 A AR AR S > AR DUE R > JIER AT
BIAEH B -

Pl 1EEE (ERRAEEAR)

[ ER A B )
—RESYHEZ EA'E X HAfE SEQ ID NO : 1 By Z R AR Fr 511 At
fER -
(&9 )

SiHEEE A SEQ ID NO : 1 firrig iR/ r3I 2 EEH'E X » H
FIEE B R 2 8 0B G R B - s A E R E 0 E X Z iR
HERFTEEE Z R B Ry 250 » IRARIEREZERQE X ZEEE -

JeRIR RS B s E 0 E X Z @ -

(&5 )

R R HE AR GCEGE K2 EHH X AR IRARISHEZEEHE X
ZAEPEN - HIeRiiRie st # ER'E X ZH® - S5
MZELHE X ZHR Wt Rz EEE X A B fEESE EFHZ HE
R - JEES AT BtEESE EART 2 389 -

Bl 2. 3@ H (ERERAIERAR)
(B A B )

— B S2He XOBENR] > HARA A NPT ER RS

OB LEY)

QfEZ B L Y — IR E R 2 X Z4IR AR

filg > RFEZ R LSV RSS2 X

@)H A EE( bz 288 X ZALEY) Rk 288 X HE -

(&29)

SRIHEG R 2 208 X DU ae XORERI 2 705 (HIARES
Fazae X Z iR - SAEZ BHEPIBUR - HE TG T2 X ZHE)
EY

(& )

STEAEMARGCHEVZ RS X Z FIR  SEAHER S A H @R Y Z F& -
s R 2 5288 X @RI B o fE S BRI Z EIRATR - R ol it E
2 LI 2 580 -

Bl 3EHE (FRERERAR)

( ER A B )

—HEEZ EEEE X HAxh SEQ ID NO : 1 iR Z f A e 51T
TR -

2019 & 3x
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(&8 )

SHHE A A SEQ ID NO : 1 fiyrie B /73l 2 EEH'E X » H
AEE R L2 8 OB SRR - s A E RS E R E X Z i
EEAEZEFOIBUR - EEOE X Sy HafslEx'E Y i
THE-M&EE - A B EEEAE Y -

TR R GISRENE Y 2o BUE B AN DAVEIRAR -

(453 )

stAE ARG HEEGE R 2 EQE X VAR BAESE X (THRER
BY ZoiEs HEQHE Y ZoMble B EsE 2 BIEHR S
KRR S EERIAREEA - HIEER 2 EEE X S RAfEEZE LA
Mz BEERRR - JREE AT Bt EAIA 2 30 -

Bl 4.cDNA (CFREERAR)
( & O )
—7# cDNA > Hfxr SEQ ID NO : 1 Frr ZAZHEE 5 IFTEK -
(&%)

SHAE R ER H A L R4 cDNA [EEREET 5275 4332 {Eiipkix
&5 (SEQ ID NO : 1) » WHCRZFPHI.Z 1 B AT 4wt A JH L Rz 4
FEAREAE - SIS SCE A AL E B PPy | LB R R BT R8T 4
REARFY - WA B FweS 2 BHERE - itz E L E AT
2 AHHEE AR R s - BRIEEZ A - SRIAE IR EORZ & E 2 HoAth
F#R -

(455 )

S ECH K Z cDNA mI RIS Frdm il 2 EEAHER EE » DABSE
% R HE AT Z SRR UE PR R s 2RI e A — 20 B R IAREIS A4
HUEHEEER L ERM®R - RIEFEKZ cDNA R B fEEZE EF
Mz BEERRR - JREs AT Bt EAIH 2 30 -

6.2 Atk

A YHERRE I Mt AR R E AR AT
(D B ARF r BEsi b 2 e
B 285 oy B B Z f8EY) - B RSRAR AR Bk
B - ARE R 2 FAEm RN -
QBRI ~ AERA L &R - BNRERE
HE AT B b 2 ik - BRRESE - BAFIARFEHR
SYEE =0 AR E 2R ik - AN B BB 2 A MRl -
MEEHEEYEEERET AN LakE  HA2AULRE > FREA
SR s A%RE ~ FNEUE OE 2 A eI -

%221
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(3) 4wt FA 2R 1 AR N B ik

HEOEAGBARRNE - AgRSZESE 2 ARSI R A

st
(A)4mbEA AR 2 2 B B AR

b [FICR 2 & B B BRI - e HL DN 8E R PP 3G (RS AR DL
HREAARFERFS] > SEARRERNE - fIas [ RSN RELE
X Z A% - 1 FH R BN 2 35 00 Rt ABEE I E X 2%k - EELThRE
B FPHIEAS RS AR IL - (HEAREFPA > S EAREN: -

AT PRARES A [F 2R 2 28 B R IR Bl (38 S AR Pria ga e g
HATIRERFPAZ RN > & LIRSS R I DA ~ R s
ZEME A SUE HEE B2 30 - AR S &S [RS8
e fxl o O Boglk -

O)EFMLERRFYIZ 751 B

5[ A EAR B RS I RE M 2 IR 2 SR N e B R P
117 B 55 A 3500 Rk E RIS BAZE IR P Th VBT P8 7 B > RIS
s AR B RERE s B RS A B SR AL -

PRI > 5 F o S G (o B RO 5 sk - Bl T — R oy
Feol) B g QIR P31 R B & CRLZ e B T iR P51
WA B -

)EHELE

TS S - EAAEL BEHEOA - BLES
EHIAEZ E OB BAHEZ AR - AR RS TTARTUE
Z % B E A B SRR A B -

PRI » R REDEZ R EMEER ENESEEY) - B
TR RIS LA - M EEEAERCAERERR
MIE Z B 5 - DA BUEASE 2 % A E L E S B AREE -

(NPUFREM

5 R R R B DUR R H e B F B IR Py Y > HER A2
SR AR IR R P 2 ZIR Y > 2% R BB P75 A0 5
PURZPUFURIENL - SR RIS BEZ DU R ENL - #EZRS [FEC
a8 2R BPURREF K ZZIK > R E N ST B A
G

(B)FrhiFE A Z Btk A

EPUR AR S aRpUR ARERGURFER EEAR
FAME < 2R - EEABUR A ZERbIERERNY - BHR A BFEE
PR A HEZHURAEN (HAPUR AMRBEERTUR A &5 &
gt ) - AIE—EERYUR A ZERBERDEING SR A4S
WZE—EENPUR A Z BTSRRI ERTR AR >+
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Foraatt -
() AR X e S e 2 B bR pTAR
R A Z S5 LIS SO M S e 2 B PR UAG - B0 —TE T8
PUR B &5 ~ EAEPR A S 2Bl Y - G5 RETESHE
ATELE B 45G 2 BERDAE Y o M H DU AR R M FRE 2 Bk i
R BEARPERRITESR (FIRIBEMRDES Y 8EUR B &5 ~ HAR BT
A GEEZRRE - AHEPTUR B SR A fEThREsR&SHE_EmAa I
FTE0) » Az BEAR UG SR I E M B AR DU IR 7y A Bl -
(10)7>{E4iHAE
FH A B Z S8 B (A FH R AR A o (LT S Ay (LAl - BI(E
FRAIREACR S A S ERT T AR 5% bR E A7y
{edifE A s (BIANEZ bR R EA b4l fRee ) - ~ &
HrAME -

6.3 M

AYIERA I P R A AR ERRRER AT T
(D

(a) SRS A Z S U R il 25 1 B YRR

(VEEEEEAEFEN S AR E O E 2 ENEHER
izl

(i EEAE RO HME AR Y B % SR B Rl <H
Serp B R T RSB I TS By DR e 4 BR HVE 2 B AR R
51 > RIgwt5a% 8 0 2 NIRRT EA BEb v - 28000 > 35
ZFER G E 22 E R P YISE - HEmtha% 5 0 E 2 HAl
HARFEZERRFPIRERRME > EAEATINZ U5 - Al
HNZFHEFESM: -

()& EEE 2 ARy | R TR AR5 2 R E 2 BN SR Al
EAREHESM: - 8T > ERERGURTE 2R HBRPYIUE
HEmE2% &0 '8 2 Ht AR R ERP AR > &
A FRETAIA Z D3 > IR I BA 1 -

(b) R G5 A 2 S0 BB B IN a4 AR B N S B ER L 2 A% P
SERNEAREZ YOI > B AT 2 HE KIhRek: - Rl
xR BRSNS B R AN _E A B - 28T > A AR SR B
KB > EASATRMZ R AIZE SR NS B A S
M-

() HH R B A Z S5 Ry ERAH RS - A AR i A\ Z B & i A
% % WP Rl s i A BB AR S & AT 2 EH4l
Hoie BRI T AT REEE F 5e k- 3% EE RH G S D R P A e

% 22.1
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B - NI > S S LW B P R o B A G A A A TR
TRy QIR EAH ARG SR I B 1

()R FHEN B\ R BB ZEHRRZ M (SNPs) Z S » &
SALEE R EAD Mk SR R S - B i K E T 5
FE AT R LB 1S B s B 2 R A% H B Y T
*1% SNP (I > AL L E RS AR AN LA B - 281 > 3
FHEH S 2 I DU SRR B a4 SNP o] F 28 Z > his% SNP
(BB Z Z RN ek S AR o gk o B A AR
BRI M FTREES AR > A SRS B AL -

(QEHE
HER B Z BN RELE > SR KZEREHRCHEAE ZHA

AEER Y MEENE - WEAHITZ HE KIhRels - Rl E S E %0

JFRAI_EA BAHED M - 28T - 4 B E S R AR A A TR

2o Al E A EHPEAED M - fIa > HEEN 2 S KES

Hoess  HECHESHBAMRITZ EERIEE - AIZEAHZEE

AR AR A B - 280 > a0 e B R A EE 0 B A

B FEARUATEIIZ I Al E N HEER S B A ES I -

QP ~ fifk

(@) B EA 2 BB IUR 2 HUEREML N ZRR » EHURBER %5
B o s 2t g o B I R AT S R E U Z BUR R E
rHIZAK > REZ RS AR A B BAED M « 28000 Bk SRR
AT Z D AR 2RI B 1 -

(b) B 2 S0 R DUR RV BRI - SE DR R ER HIRE DR
BA RN (FHOPRZ SRR BER > SGUFED T 2K
ZEK > BB R URME) - A BEARDURR SRR A BaEd
T = 2RI - 5 ek B UG HE— 20 FR EL A RE B A RO SR Z Bl i
{101 B g ] SR L Y R BRI P P S PR E - R G L AR s
Tz o3 > A% B SR  Ba e -

(4Rt E4AE
R A 2 80 R S AR » SRR & B R EA - 1%

SRR Sk B AR AR E S S E T Z M S 4

WRICHIEMTFTRERE 2 e Bk - FIZ Rl & AR s AR A A B0 - 28

M > &S L P I Rl 2 o i e AR 7 A SR PR 2 s> Rl

Al E 4IRS EA DM -

(O)E A
HAEE S S0 BT PR - 518 ZA SR A 2 BT & R E
R > Tk SR R Sig b A 1 R & S I & S 2
PR B IRICAIROMTATRERE By 5 pk » AIRZ ARSI IR AN B BAEP 1 -
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S EFEPEIENE R Fled AfpHEp

PRI > &S & B PR o e B AR AR A TR 2 D > Al
PRSI R R ES 1 -
€)Mt
@ H B EA Z B H R IMAEY) - B MY 2 Sy R R B E R AT
(species) BARLAREIRG (RIFRAYISEHH R ) > AIRZMAE 5%
BAHEN 1 - S eV B C R E 7 SR R i AR
[ERy (PIAGEEPIEE I R BibR ) - RURZGUE I3 B IR A _EA B
B o MR R R R] A AR SR TR Z D (B0 E s A (e
EAfEZE MK - HEARBE R 2 HEES ) - RRZHEYr#
HEAEDM -

(b)FFEF R Z 390 B EAREMAY) (BT EEEERE ) ZAH - B
JE I BAMATEE Z s (B T E ) FERIERE - Z Y
P f s BoA i A R A B e — i > BARes)
HfERE T 1A e 8RR AR L B 2 350 (A
ZHR SN E SR EEAAE > i HE S E S — A
A IE] i T el B A Ry R P (iranie)— T g )
EH A B8 Y AH [R] 53 i P L B e B B AR AT T 8 I o R
sk » 1 FH % EL A AR A R B - X1 - SR
LB A B 2 S IR AR S A TR 2 D IR AR H R el i 2 %%
ARSI -

(C) HHEA B A Z S Ry O A= ) Z R AT > S (5 T Z B8 B e o SRR s
B EABEA FE R EAENMAY) (RIRZMAEY) R ) - BEZH
EVEE TR Z AV AR (PIAREEREE D > #
MZRAEN 2 IR F S -

Bl 1 R e
(HHESEAGEE )
— T E R S Tk - BE TR
(WERAE B ER A Z JEAH A TP 2 A7 /E A SEQ ID NO : 1
I ERFPYIRVESN A Fridisk 2 mRNA RIR ¢ H
(5 % FE AR AR 5% MRNA > RIIFEE % fdH A A R e M0
(829 )

SIS RIS 2 EE T - REER YIS R R
ELREEERe MR SH A R IR AR &, - SEPR AN A (R E RN RS R A
i o

5 (38 115N s E Ik R REE AR 1 2 FE IR R B EIA R A 1Y
REL > HAEHER A BLEARER B SR EE M 2 RETIMHRRRTSS S -

2019 & &
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2019 & 3x

(&5 )

5158 1 BEERIAZ 2= RAER 5158 1 MRBEREA A Bl s AR
Ik o 15158 1 CREFEESBENE RREMRE I AR R AR A
R AR EN M K R EEMERE ) R AR m] REEERS (4 Ry 1l M > %
SEHARR S ROt Rk o B R RIRE TR P A I AR A s 2
MRNA FIRBLE DU RfE RS 1IT - B2 S RE A AT 2 05
DRIEEA HAE2 b

HEE AR B R e T R B B Rk E RIS KA E
S E B E T S 2 8CR - AR IR ok B
FEHRERE SR 1 SRR A A R (B aTRE DA i AR R
sl B 2 B A B SRR AL B M S (= B R I AERE Z ZE R RE (R
R FE AT - SO EREN A BB HANE SR Bt e 25
PeRE RN Z e ) » AR e IRAT il 2 A2 5 -

51 2 SPAS R X 2 R BRI
[ H A R )
TR X 2 MR 755 64 4R ACSEQ ID NO :
1) [ 100 = SNP firs » FLrpssek SNP RIBE R0 HF e R T » A 3R

BRI X Z i
(&)

ST E R EE Ry E B X AHRE SNP - EL o irieim X B R
B REREaE % - e A ACSEQ 1D NO: 1) 100 (@ fir B~ SNP(C/T)
B X AERH -

55 1 S EEAAl A (SEQ ID NO = 1) %5 100 {EfizE ~ SNP(C/T) »
H.# SNP 8ilpei Y A -

5158 2 fEE R X BHEE TR Y ZHEREI SRR » MR R
FHEREE Y BT SNP (ERR B 2 SNP) ZeaFAffass X AR

(&5 )

5138 1 BIEERIHY 2 RATRY 5158 1 RIS R A 55 100 {Er &
Z SNP BiLpei X ARH - M558 1 K 2 SR FI A SNP LAGF(E PRI
JE\f 2 AHBARC Tk > 5156 2 EEornEsi Y MHRHZ SNP o] #e
PRl X A R - 5% S PR o<l o B il W A3 A E)
PR A (SEQ IDNO : 1) 55 100 {fir B Z SNP(C/T) (% SNP By
7Y HRRED - RIS X 2B o BRI RE A AT
ZIR > R B -

HEE AN R R E e TR R e e dl Rk BRI KA E
ST B B E T S 2 CR - IR Rl B
EHRHEEHS R 1 K 2 BBRNETHE (PO EH SRS R TR



FohREPENFIHG R Flteq ZriHER

AFEHHELER A SNP Ry BN B SNP 505 X 2BRiEaT ) » il ] we AR il
A AZEER A

Bl 3.4k gt
( FEE A HEE )
— TSR IR ST 4E > FLE0HE SEQ ID NO:1+2 J 3 Z % HIEF51 -
(829 )

SIS R AT RE IR E X Y K Z 2 16S IDNA X H iy
B> AfEE RS R oy RIS AR R R 16S rDNA R EBR Y1 Rk
MRS 2 FAZE B R ET-SEQ 1D NO: 12 )7 3- (45 F& # ) E14% SEQ ID NO:
12} 3 Z st T [Eip Ml & AR A P B S AR X~ Y S Z -

5158 1 fEEE— AN EN BRI E Z AR R > ZAEYER EE
RS G ERR RS - % TR HIER BT m] i B BLEL H BT SRS
Z B 5 R N E B i i 2 16S DNA (X EH g 771 » Hrh s
JFRE X R Y -

5158 2 855 — Tl S R anii R B Z 2 16S IDNA B H R 51 1%
M 2 S E R RS - HLT FRENRL R Z -

SEQ IDNO = 12 j 3 Bi5[5 1 f 2 Frigfe 2 Hetr s~ BAH
Uk

[ e )

558 1 BLEFRIAZ ZBAERY > 558 1 AR BB H RS i n Fe
MR E Z 2% RSt SEQ ID NO = 3> DIKG[EE 1 52 2 £
$TFP51EL SEQ ID NO = 1}z 2 WA BAMDNME » RS [EE 1 & 2 598
AR SEAZ BB PRt AU e il [ B 2 R BA ST 80k > 39 R iAol
BranfR R 2 s - HEAFEHRIRE 16S DNA Z M HREF5ILL
B SnPi R B Z DHRE B E Y it 3 IAFR s Rl <iiskh A i
FEHERE ARG 558 1 2 ZEA% > FI R S 2 8 A
FRIBEHIE SRR X~ Y K& Z 2 16S DNA (X E 75 > et ml[H
RFHE L F B A R B Z PRet el > Bk SR AR A TR Z I
B HAEDE -

FHER A B R e 5 T R R s B R RSG5 R IH H A
AR RCE BB T 5 2 0CR - IR 3% A P <rsk b A i e R 3
HHG[EE 1 & 2 BB AR (PIaE] DR sRIG SR 2 B4l
MBS 1~ 2 BR AT R - BRUESE) > AT TeiRATIl
AL

Bl 4 K EFAL TR
(FHES A REE )

2019 & &
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2019 & 3x

1T R - A ERIERE X Z SEQ ID NO : 1 #Y
MRNA 7 > HaZ N3 & FRE TR SR E X 2L
UK 1 Z R H I - HAEAUSEQ 1D NO : 2 fiRz
Fe3) e
(R )

SHES R TR CARIBELE X Z mRNA fP51 > St al ]
BEOE X EENRBRELERE » R G TR BB (s
RIEF) fRELHSEY) - SRS JRaCHZ ST @ R sk A
R Arat Al 2 RS BRI EREE T 7% - WIS BT 2 il SRS &
H'E X Z mRNA (SEQ ID NO : 1) T iy FF% HlE - FHEETES

BB ABEAIRDE W EA SEQ ID NO : 2 7 R H . -

5158 1 fn— TRt EHE X Z mRNA (SEQIDNO : 1) E%EEI
B X R AR ~ T SREEIE - EERE X BRI
ARPEOTRA MR (FIAESARES ) - 5156 1 f#: R%T%Eﬁﬁa—
FIZHRANHIESE X EALUGHEAERIGR - MRS B % S 3%
B H I -

(& )

SR 1 BEERIA 1 22 RAER - 558 1 AR E RS L AR &S
B X EEZNEFYHNE - HE5EE 1 EREHEISELE X Z mRNA Y
EBRY > DR ERE X B TRETEPIRAER] - B 1115 AT
HIEEE X EEZ REEEEY) - 23U FT B R iy o isi - B i A A RE
I E ARy 2 3 Ak (IS R H IR A 705 ) IRIB AR EE 0 'E
X ZizE iy Bt TSI B E X EE 2 NERELHE - Bz
REAFETAIZ IR > NILEERIA 1 Z 3R Bk -

PRIMRAT 3K 2 2 39 i & sk I 1541 B SEQ ID NO -
2 2N EEME R T EERIE O X EL - SIS B T EIR
Z YIRS T A A E RS E TS - (e S B AT
AIIRTERRE 3K H 2 Z 32 IRRE e S 5e ik > B -

Bl 5 EBHEEERMR
(s SR A )
—HEAE - HEAY SEQ ID NO:1 FrigAsig /5l » HHPE
80 flElfir B~ PIREEE WG LR ~ FRE B Bsmia iR P AU SE R AT R A TS
-
(&R )
SIHE B EIE A0 SEQ ID NO:1 AiRig AR fr51] 2 & 1 E HIZE
SEAG > HoviE SEQ ID NO:1 55 80 {lEl{ir B 2 PR RE (B H B LA - 5228
S HBURNHRT I 2B R ATENE  E SR 80 (L B 2 PN v g
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SRERREIEFTEUAR - 222 B E 0 BRIRTR B E QL EHIT 2R A
EME - SRIAE NS R AER A BN EHESE T HRERER X o

5158 1 @A AU SEQ ID NO:1 fim Z Ak ik Py IV EEE
IMEEZEREBARRR A TSN A GRER X o

EEEAARZEOEROEREE - ZRRTER ST B A
488 B AR N P FR G I R > RIRERF 2R B AN EE QB DIS
ZEEEAE > WhSEHAFInER BRI Z ZEETE -

(455 )

5156 1 BEERIHZ SRR » 5158 1 WRBHBIEMEEENE - 1
5l 1 G R ARR AN S E TR GRESR X o Ry T EGHA
AHTERER X 258 SRR Sk B R RE A
FH BT Z A I > B0 SEQ ID NO:1 FioR Z e Bl Y I &
HErTIRE > HH A ESS 80 (E L E 2 PRI WLl bR AU 288 ER
HHRS R 1 BARER AR 2000 BHERZZEEESH (5580
{18 L B PR e I A Pl e e e P D RV > e 35 I R AG S IR
AR AREE A SRATRIZ D5 - A Bt -

EHE AR REEIER 5% 80 (B B 2 PRt s e i AT
Q> HZ5E 80 {ErE . PIRE IR iR LAY ZE 8 8 0 B AR5 |
e 1 ZEH'E BABERTHENE - I BE T i % S AT
JER R B EE A S - Az HReERHRATRIEE - AlAT
ve kATl AR

Bl 6. HERK

(FHEE AR )

—FES L HAAHJRE 7 SEQ ID NO:1 2 (/8 P H ERFR4HAL »
Hop AR B P | B AR AR (L B8 7t SEQ 1D NO:1 i Eefig i
55 198-203 i{E—7 » HAgEREA (LI BB H 7t SEQ ID NO:1 Bl
%L 372-381 iff-—3

(&5 )

SERBEEDE P LEA HCRGAESLEHE - oEREBINEZ
FoRasl o8 2l inla AR i EWIENE Q'S P HIRLEREIEA: 198-203
E—ra > HE AR BEAKTERE 'S P IR E IR A 372-381
E—RZATA S > S PREAICRESEE 245 - HEE
ZHERRBCAGSE G 1& 1S b —R S MRS - DUEF (R BATHRY ¢
o RELD SRR BICRESS SR FTE(L 2 SHERERENE PARE » H
f1E SEQ 1D NO:2 FréHple 2 ZHEFR( SEQ 1D NO:1 7 Ak 200-378
R B BRCRESE SRBUR R YRS (B5RAE -

5158 188 B AU SEQ ID NO:1 i Z R B 5V EE A E P

2019 & &
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ZEH'E P BARRMBAEN - MO ELE P A ARG
ERLIEL— NS RS - TSR 2 TR
(&5 )

5158 1 BERRIAZ 2 5AER - 5158 1 WIS ZENE P _EBHC
HR4E & 2 LIRS, - 11558 1 E4888E4 SEQ ID NO:1 ZEHE P
IMEFEZENE P BLAERCASE &% L —sE MIRRR (S - DUERF(K
IMERDIR > R THEEEOE P ZHAT] ~ B - TENSE > MERA
SN T BRSEY) > 5% S HH T B B fla <k o B 4 58 2 RE A FH FR R IR
ZIHE A IREIEAE P LREBECARSE & 2GR B HH 1 H SEQ
ID NO:2 FréHpk .z ZHEMEIRS 38 1 AR HHYEEIE Lo Z R
{EHERZ HRERKAIEE - BG4 3 IR W IRS AT RO R AL S ATRIN 2 1)
2 R B -

R AR KR IERELEH SEQ ID NO:2 (SEQ ID NO:1 7%
FELRRIEE: 200-378 [ BY) FTdHpZ ZHERK - HEZ ZHEMAERINS 5 1
EHHE P BAEERENFMENEN: » M BRI % %
P i P A IEE B E T S (hZ U SRR A TS > Al
A e R AT 2 B -

Bl 7 iERELE Z Bk
( ER e A )
L—FEfL T B O EARDIRS - HAEli T BE 'S  difEsNE
R RS -
2 —fEP T B S 2 4l NG IS Bk - HixBE & EA SEQ
ID NO:1 2 CDR1-SEQ ID NO:2 2> CDR2 } SEQ ID NO:3 > CDR3
Fe BE I P51 Y EE i T 8881 DU HLA SEQ ID NO: 4 2 CDR1-~ SEQ
ID NO: 5 2> CDR2 } SEQ ID NO: 6 > CDR3 kL FE 41| s s ]
3ANEEKIH 2 Z BARIAS - HARE &40 SEQ ID NO:7 Fin 2 Ak
Fr 31 2 g TS I DA K40 SEQ 1D NO: 8 o 2 e ke e 5/ B g
(&REA )
SHBHEEEE—TE N mab BERDUES > s BEMRDURS 8L T BB 8 > 4
RS NE IR SRS & - IS L SRS S T 4HfEISTE - JRENRZ SEAkDL
BEEA Gl EY: - o] e BERER AL IR - sRIFETNE
ez BEIRURS T & 2 R E SR T 2 I L ] S R R S 0
RO TR RS TR/ N B D S A P L R A i RS S
223%E 20% 2 Eif -
51E8 118D T BE QBRI NESL . RS > %2R
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AL T 4HAEESE - MEEHE TR 2P AR B S P A R B A
ARSI 2 EH - 5156 1 f9FEl T BE 0B 2 BARETR N 1
REs EAERNA -

ERIRO e — R RS S R e EO B 2R R A AR
Wik o By TS AT E IR ANER AR ZPE - LR skt A
I R ) P PR S I A R - BITRE Bt L EL At [RIE PT Ry SR 4
GREHE Y - WG Z fUle /R AT PG RRTR -

(455 )

SR RIALZ 2 R - 5 REICRE R H TR ER 2
kDG > S [ LEIS B DT THA SR 08 2 dHARY N sy fife 7T Y Ik
s BEMAEZHRTRIER > Ry TR BRI ERDUIG - LI E R ik
th B A A RE A A HRaB iR Z B R (PIA0R St ) - (EAT
R 'E 2 IR NS B i LU TR ER B8 B bRDURE - ELER e oKkIAL
SEEARTUERTH RIS 2 SRR WA RS R Bk AR 2 Fif
RS A FT B R AT CR. (PIANERYIEE ) Ry > HGEKIAL
Z SRS W IR e AR R A AR A TR Z T80 INIE s SR IALZ 38R
FEDSE -

PRIMBATNFEKIAZ ~ 32389 » 5434 IAFT B Rt sk b B 1 Ak
FHR AR S S NS BB R A Z ITIRE S BTV EE
FRf » SIO 587256 P R B 2 8 e R RS (R L 22 Bl o B SR I T
BT SeRaE KIA2 ~ 3fTah < REFE A2 B FESUR IV B R UAS - #5oKTA2
SffTeA L BT B A -

Bl 8. \FH AR
( FHEA AR )

1 —RE AR RS G X EETE R 2 NS EERDTS - HE & E
BT 2 O UEE (CDR) FRRIfifEZRE (FR) 51
HrhE## CDR1-2 K 3 4351/ SEQ ID NO:1-2 } 3-#%# CDR1 -
2} 34575k SEQIDNO:4~5 kK 6> Ef#E FR1~ 2~ 3 J2 4 43 7l By
SEQID NO:7 ~ 8~ 9 ¢ 10 » DURHEH# FR1 ~ 2 ~ 3 }2 4 7371 s SEQ
IDNO:11 ~ 12 ~ 13 Jz 14 » HH A Z FR G & n (R H 7k~
BhZESE -

2. 905KIA 1 Z NEEEERYUAG - Hh B FRL B S (T — Tl 28
BIUES: QR VEN - IE 12 Al V EREIE 20 M
VA

(&9 )
SIS ERRT IRy SRS & X EEE s < B Bk TR A BT A8
b > DIBUG NBHEEERGURE A - 0 H IR (L 71 o S gl ) 53 7 R 240

2019 & &
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& (FR) AVRFEREZESE - (2 BATr ez 2 N LERUAGE A HHEL
FrEEIRDUE A BURHE(RAY M By AT 4R BB BEARDUAS A AR
DLz &SRR -

SR 1 e — M R S & X EETE A BB A > H
FERAIME R A ERAE ST - ATV ERAES

558 2 1§EE R AL ERUR 2 U7k - TMERBRE BRI
NBUEFTRE G EEEE SRRk » SR T BOE SRS DIRIE ek
ZHERITT (PI0 FR NREESERIE RSB ) - A5 1S 2 AREE
BRI E AR R A -

EAIEERIE SRR 6 LA =R - BA R R M55k
B HUE SRR R R R U BRI - B T ST
PRRTR R AR Z DURE - 5% SRR R s - B i IR E A T
SRR A AR - BIVRE(E % e B R B R EbiAg -

(& )

5158 1 BERKIA 1 ZFRAERT - 5158 1 WoRIEEE nl Rl BARD A A
AT NI > PURCRIGEE AR H B Al m] i . PR TRLZERE D
TP R > HEERNS (58 1 R 2 S I F B URS DUAHEA
FEBA AR R - H5 (R 2 EBoR R N EPTie 2 AU IR
RN LR AT AT RE R RS BRI D 2 0578 » R TIERIB R AJRIE
BPRDEG  ZBRUIFRE RS BB E A A A RS S 1 2B
BrRpUE A DS RS 2 fS R 2 AT AR B R TR ASR(EDTE
SEEBACD  TREENMEERAS (RS 2 2 RNE (BIAIFE FR AIRIRE ARG
VEAMEITIREE) > DIIE BB AT RE ek 2GS HINIT > HERYE R
TH 1R BAGFUE FR ATE & Z AR e R M 2 BhZE 8 - WA
R B PRDUAS BT RS R B B A OSSR (BB
ZRIEIRMERIERE ) Ryfnl - BEE bz fiRe R AR & BA KR R
PERMEE > 805 KA 1 2 SRS W IR e R R R 2 AR A TR 2 DA
PRIBEEAKIE 1 2 A B -

SRR KA 2 2389 > %% AFn s R sk A @ 513
WAL RIA 2 Z NSEHERGUEAE FR PATE & 2 RiERizes
HRHMENRE - HvHRIE 2 Z NJR(EBRARDUBAERIN BB AR U
A BRI RAY S 7 - BT T 4Er B B BRI UAE A MR IDIRYSE ST
11 NS EA AT o - BAESE -

Bl o M INEHE L E 2 & H BRI T A

( ER A B e )

— AR AL B I I E R E R E e HE
PENERE 702 » HESTEAIREA R A EI L&A 5 2 15 o/L #&
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ZIREHSTERAIN > ZRAETUERERS - [REEEA T 2 s - &

TEL A EINE R ERTAE 0 22 4 o/l > R [AIIF B EAA T FUAE SORERE -
(829 )

EREEOE C e R S R RO G B Y ISR
AVRR SRS E B - SRS s R A 5E - RERA
FRRFIME AR (5 2 15 o/l #aHE) JIFEaPEdiil - 2

FEEEIRHE (02 4 o/l #jafE) > WHTTERE 6 2 13 g/L Z -7 -
AIERSE AT A EREERE s s R SR - DUESIHEY)D
B - A ERF R AT 2 AVER -

SIS E AR AN A E R ERE 2 A HARE
EH/INR0.2 ol LI EET & R SR h i i - SR g s A
EEEEHEEEL 8N EEaaERE g REHET R
FEE °

SlEE e —E E A YR EEEEL EES EE R L2
Tk B RrEA IR 2V iR K b aY) - A iiER EEER

GAEEREL LKL EYy TSR E N - U0 - R - LR
SRR R S A
(&5 )

5 [RELEERORIA Z 2 R AES - 5 IR EE H s m] i 7e - 7L
BEECRENE - 15 2 E R BRI AR R N 2/ Rifdb K b &9 (BIanH)
INE ~ FELNE - FERES) > AIEINEMENEER HEASERE o mit
5 [FELR 28 - R I AL B4R DA AR 7 EEAH 8RB E Z AHBR Rl sk, -
Wk T RAEENE 2 EEEECENE - IR AR
B 2 B sy PARE I B 4 &R B E (L RE RE R D RE SR F A Z SR
% 5% D P B R SRS T B RIS B B 5 (52 2 - PR SR
ANIORAS (Rl  B s R e A e e B o TR m] IO AT A4 EE R 4H 2R
HE s &R - HRAE TSAEEMTOE13 o/LRE
ZAANE T AR A EEEE L ER S H R &8 - RN AR
AR 2 R HRTSEEC i NEAE O E s H B e 8
0% 3 AR W IR e AT Rl R A A A T 2 D - IR AR B0 -

EHFENMEIESFRKIA - R ALREIRE Ry E6 13 o/LZ &1l - AL
PRIEENE > HAEMIE6213 o/LIRME 2 UM MARRIN Sepi R B g s
HEEMEEI & 8 AEMERTE R - I B SR T H % S R s Rt
H P BAEERNEE S - GZ B RREATANE - AT s kAT
i RZEERE -

BI10.Ep4RE (—D

2019 & &
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(A B )

—HEAEE MBI X Z2077% » HEFELUT PR

(1) B ZREEATRE A TP AJSARAE (embryoid body ) & %

EEAETE a~b k¢ ZEEA PR - DIEE el

FiL X e

(829 )

SISO RE AL B X 2077k » RERTE R RIE ZREE
iR A St 2 REUPECEIERS - Bz Bt REaAE a~b f
TR 2 R DUEREH 80% 2 73 {L4HAE X BY4HARE &) -

5158 1 8FT—EEH 30% LAl X Z4ifisay) HEEBE %
RERRAIRE A TEBOEINAS - BRI B S AYHE b I ¢ ZiEE
4 KPR -

5138 2 BFT S 200 LAl X Z4ifiseay) HEEBE %
REERANNE A T BOSIRERS - PR BRI R E 2 AYHE a s 3
RATHER

(&5 )

5158 1 BERRIHZ 2RI > 5158 1 WIS R H B S T s a S
AVE a 288 MRS 158 1 R 2 A B4R X ZARRAR
To<sisk - #5 F T AEACSCEAEREAG /0 (B (B X Z (B8R Ay S ]
w0 B BEAFE I E Ry DU R AR (B o (AR X 22
RESCIE RVt - R BROT s B A BEE BRI S
SI58 1 K 2 Z R - 281 - ea R ESCE SR (EREAYHE a
b K ¢ ZHEAEREEINEG - HES ZERER (80% b4l ) B
EREEETEE 1 (0% LA ) K51EE 2 (20% 3Bl ) Z R
FRTEIAE - NI Z S EAIATRIN 20 - BRESE -

Bl 11400 (=)
( FREE A A )

—REEEAE BN X Z2077% » HAERELUTNER

(1) E Zrer4HHE A TERCEREES (embryoid body) 5 Kz

QEEEYHE a~ b} ¢ ZRPEETTREZRES - DIESE 4

A X e

(R )

SISO RE T Bl X 2077k » (R ERE R P RIR ZRER
HHRE A 3t 2 REUPBOERNES - BRI s e e A E a b K c
ZEEETD 2K DUERE A S B X Z Al sy - 280
ST NARIZBHETEEE G - SEESHIGE K Z I EEE I EE D
{BRER R FrE A s AL X Z Sl EAYZ= FAEE R -
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51538 1 B — TS 80% L4l X Z4lifsEy) HMAEBES
REFRATRE A TEECSIRES > FIFRZ IR B E S AYE b I ¢ ZiFEA
4 KFriEs -

5158 2 B — TS A LAl X Z 4 aY) - B\ E 2 aEH
MR A TEEEIRES - RIS B E S AYIE a ZI s AT 3 KAt
115 - 5158 2 MoRE B E AR R Y o (L 4IHE X FrlG e o3 EE -

(&&55m )

5156 1 BRI Z 2 FAER - 5156 1 WA S G n s e S
AVE a ZiEA > MRS EE 1 K 2 S EE AR o BAAE X ZARRARL
lireesi » 35 B T AR A SGE SRR AR 73 (bR o (AR X Z 53 (B S i
> I EAFE RN B Ry DR R A 70 (bR (AR X ZTh
RESUERIAYILIEE - 2 S UIFT B ROl s BRIl E A A B S |
g 1 ZPIE b Foc DURSIEE 2 ZWVE a & ffER - RIRETRIA AT DUE A 57
{E4HRE X BACSRIIESCE TSR - IR E L IATRIIZ DR
BEA B -

FHER A7 BRI R e L 25 TR R e B B SR A E R % K IR E
SEE TR E B R TS 2 U - WIRZ TR skt B
FEHREAE G R 1 R 2 &5a 2Rt E TS (BI0sK 2 I77EMHE
SR8 1 & 2 FESARE T BRTERIHH ~ FrE 4 2 0 (L4IRE X ST EA
BETEIIIR0 > AT seiRAn Al A2 SR

B 12 554
( B SR S A )
—FEA M E (Lactobacillus X)A Eik » H2F4R57 5 BCRC XXXXXX °
(&84 )

SREHER T —FE AR (Lactobacillus X) A EitE ( BCRC XXXXXX ) »
EFEHZASE A FREEINEER (OVA) HEUNE—EIFHEZ 1%
Z/ NI 48 19E PR A R D EE: - BURHBEATUBEBIIRL - 28 »
SBHERECEU T T LB B T FERBH FLARE A EPk (BCRC xxxxxx ) Bi
B A EE R UBBREER R -

S UEER— A ATANE 19E AHRH 2 IR 2 F I EERE 2 DR

B4 (Lactobacillus X) B ik ATCC 000000 -
5158298 82 — 18 B A HH 28 Uk R B 3 R K E Z T H AR
(Lactobacillus X ) C Ejfk ATCC XXXXXX -
5|56 348 88 —fE 2L B s — I B S DU R R B S e 2 D MR ALAR B
(Lactobacillus X) D ik BCRC yyyyyy °
( & )
5[ 1BIEERIA Z 2 RATNS » 5 [ LIE RSB R Z R EFARE A

2019 & &
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R (BCRC xxxxxx ) » MEFAAFE (Lactobacillus X) Fraifs > A EEH
RS E B A DB BITIREE B g 2 @ R (F0515123) 0 %
S UH PR BRI b B A MG I PR aE s 2 A > BRE Ry
e L0 A B — AR 2 HA PR - WTEEART R AR N B A OB B
HERZ AMRE A ERBECAAVEE P 2R DI EEE 2 AE - B
Z AR E A FOETHIA Z DR > RN B -

B AR RIS TR 3 R L B iR a i R 2k LRI s IR SKIE H
SRS AL EEIE B MG 2 R WIRZ AR B R i s B A
T HIEE R SRR e B N A RT T (BINALIRE A Wtk EAEZE
A EAt AR R USSR ) » R sl Aiai 2 iR -

Bl 132 FR

( FH S5 EFI & )

15 R A B B RUNEPR R Z HEYIR iR - Hde
A G EFE YRR B BCRC xxxxxx ~Z AR5 (Lactobacillus X) A
R

2 MEEKIE 1 pifir FiR - B azsH &k E SRR A Wk 1
B ER AR DER G AR E A R R EIR LA () 2 0.22
wm FLEZ JERE R TS o
(&85 )

SREEHBEEE LS A (BCRC x00000) HE% 157 b fss — 7
MEPRIA R L% - °] DACCE W BT - EfERE(E LOL/HDL EEfI ~ [
HEREERS ~ =R HhES -~ FEE bz - 850 SOD JEME: - g
GPx &S - H R E BN R e bR BOE H 2 HEFR -

5158 1 gl —EiuBg - HEY) - HESHRE 2 A5 E (Lactobac
illus X)A Btk (BCRC xxxxxx) Z EEER © 780 5158 1 AREEHE
B' LEREA AR -

5158 2 fame — T e RS _AIRRR 2 4HEY) 0 RESANEZ
FLRE (Lactobacillus Y) B Bk (ATCC O00000) 7 JEHEK ° 2RI
5(58 2 W ARGEHEE LEREAGEIIRL -

( &iam )

5188 1 BLEEOKIE 1 ZZRE - 5158 1 I RGEHAEY TR G
PR —RUMEIRA 0 MRS (58 1 K 2 BB AR R DUAR R 2 A
REFC I, > 9 B A #E AR R R DA B B IR R 2 THAE S E Y 3
WM AR A BB S—CRIEA AR E AR R R AARE
B EHRE A EER A PSRN E—8 - RN E— B B AT
B GBI R 0 %8 PR E RO EIE h BA M RIS S A Bk
FAEE (Lactobacillus Y) B E#k[E & 2 AR E (Lactobacillus X ) A EiE



S EFEPEIENE R Flteg AFApMER

TERIRIERRSE RINEIR P > % SR AR AT Z D38 > IRIEEE K
W 1 2SR HHES I

ZRMBANER KA 2 Z 380> 5158 1 K516 2 BRI R e e R &
EERALIEAIGHRCR » HESHELCE G > REHE DARZ
SERFE B R EIRE - ISR 2 23 WHE A AT 2 )
B BRI -

7 BEHE—

FHER SEIHEA > FERLE — SRt R Es - DL B30 > R —(E
FEEBIMSE > SR —HEET R EE - ALY S E—
MFEEPIRAT -

71 AR RHE M

Bl LR (—)

[ e E )

1—FERTE A -

2—FE(LEYI P IR -

(2R8)

SRUIEEEE T IR A MELAY P RIS BIMES P 2
FRHIR PR B AR &) PSSV e > 5KIE 1+ 2 Rt
S R > SRR EL AT -

Bl 251 (—)
( FREE AR )

L—TEZHERR B A -

2 —TEZHEARR FL B -

(%

SRR B A RPUREBE X ZHURAES - ZHERFA B B At
FRERE X Z5—EFRER - SRR B A TIZREIRR B B Z /%
B Wy A BAR L -

(&9 )

PREAKIA 1 2 ZHER R B A BLEEOKIA 2 2 ZHERRR B B HIRGELRE Y
FIRE > NamPURELE X BHHER - IWELS IR B EAE R =
e RO SRR A R -

Bl 3 S EEERAITHRE AR SR
( FREEHAIHE )

% 33

2019 & &



2

2019 & 3x

mEJAHE L Fled AfpHEp

—FdH i 5 H A% %751 SEQ ID NOs : 1-10 Fraf ik~ BfiY %

ZE -
(%

SRS FE RS K 2 AL H R (A0 N\ JEAT S cDNA [EFRT1507 500bp
CDNAs < 3% 55 2017 Tl 2 4510 N AHTE] » 39 0T Rt DUERS 2 & DNAs »
PRI AR M 3% E AL H R P 4Rt 2 28 BV IHRE S AE &N - Ik > 3%
EL N 2 M8 FP5 IR -

(EREH )

A R IE R > BT H A EEECEY: - B
[EMESCEEFT AR E EAEHEZE R (significant structure element) » H]
oK TE 2 % BA M R S ERY R TR - AL sREFE R
Y B KIH 2 201% % SEQ ID NOs : 1-10 fy3L[EMHEESEY: - #AE
(E 5 0] B 5 B R 4= DNA 98T H E 7 SEQ ID NOs:1-10
Z IR EARUE - 5150 SEQ ID NO = 1 £TAERERET R REH 2K 77 i LA SEQ
ID NOs : 2-10 TA=AVEREF T oy~ (E RIHT 2 DNA -

HE  HNRESLE T 2 O - A a — 2L E4E
TEEN—(EEE ARG TR 2 - - Whie B 2R AP A R 5y TATEL A » REEW:
R E L 2 EEGEREER > WL - 55°KE 2 S E R E
BT IE TR > MRS N BB -

7.2 PR R RAE M

[(BARAE—1]

B LER (—)
(FR R SR )
1 —TEGSIELA A -
2 —THEAGMARN A Z EHHEREB -
3. —fHE A ELHEA B ZHPHRC -
(%
BRICHIST S - 55K 1 2T 45 A BAEWTRIME ROED 1 -
(&)
SR L~ 2~ 3 EAME Z R RIRGiT R " ASREEA A SRS
EEAHAE M-

Bl 2. R & 4R
( F A B A )
1T A -
2. —HEEHEFRIA 1 2R AR A Fridfi 2B a4 B -



S EFEPEIENE R Fled AfpHEp

(fRa% )
FRICHIRATI S » 552K 1 2 TR A BRI B 1 -
(829 )
HIFREERIA 2 2 T & 4IRS B ARFESHEBEERIA 1 2 TR
A | HHEFFAERT L /RRTE YR - (F BB EYER 85 55K 1
2 MR Z R TR EoRy TR M A > SRS R RS E -

Bl 3Egrk (=)
( FEE A E )
1L—TEEER A -
2 —THAHEIR A BUE(EEYI P 20575 BE TYEPER - -
(%
RRUOCRIRNT S - 55°K0H 1 2 TPk A, AR ROES 1 -
(829 )
HREERIA 2 2 T 8USTTE | RERFRIE 1 2 TPk A 550K
I 1~ 2 MR Z R AR B T PR A SRR R B A Sk

Bl 4R (=)
(HHESE A sEE )
L—FEEA A
2 —TEF AN A BUAEHERE Z 20775 BE TYIPE -
3. A ELHEAE Z WP AR B 20575 - Ba TYIDER © -

(%
FROERIRNT S - 55°K0H 1 2 TR A BRI s -
(&9 )

FORIA L 2~ 3 EHMIE ZRRIR R " BN A ) SRR
A -

BISHUR (Z)
(FRES A REE )
L—fEfiREREC -
2 —TEEIRENE C HHE M B -
(fEea% )

BRCRIRNT S > 550K 1 2 THRESE C, BRrltREd
(&9 )

SR 2 2 T ERDUE R L 2 THURERE C It
HEFKIA 2 Z Bprpiie v — BRI 1 ZPiRERE C&a > B

2019 & &



FohREPRE{IFHMG R Flteq ZFHHER

2019 & 3x

JEZ RIS R A A RHE 1

%1l 6.5}k

( FEE A EaE )

—FHIRR AR - HA55EH N I4HB Z #f © Ac-CNPAGD(Y-OMe)R
C-NH, (SEQ ID NO : 1) ~ Ac-CNP(NIe)GD(Y-OMe)RC-NH, (SEQ ID
NO : 2)(Nle)GD(Y-OMe)RC-NH, (SEQ ID NO : 3) -

(fEa% )

ZIRRZ IR Z F[F%5HE GD(Y-OMe)RC fE Kt » HIEARE
B ILEERE 2 IRAR L IR G A BRI E M 2 R AT (e 4 > st
FIESE (R

EED

5 om R TE P 2 SRR H A L EMEE EOEY: - A —EE 3
EMESCEMEFT AR E A E R - Al KE IR IR EAHEE S
R R - FEILBIH o S5SRIE 2 IRIR IR I A — (S aE A 5=
S MEFT ARV E A R - X E RS EEZH N AR TA R
R > S OKIE 2 BRK 2 AR A A B 2 R R flo R > Spss = AR
SEHA B — -

Bll.7 L EEE AR AR 2 R
[ F A A )

— B2 B E % E R FPS1) SEQ 1D NOs : 1-10 Fréfpl 2 #EHY %

ERE -
(% )

SEHE RS K 2 AL TR (A {E AT cCDNA JEFT/ESHY 500bp
CDNASs - 55 KIH 2 A% H IR A — B HAE 3R HHHER mRNA X
KEEA Y BRAVFTEERE - (BRI R AR -

RN HA RS E RO S - HIERMEBR A SIS ER
Z MRNA HJERFIER Y BRI A Z BRI A - SESTaTR
fiiy -

(529 )

A KIHATE BRI H B AR BOENE: » B —(EER
FIE ST R E SRR - A RIAZ S HRR B AHE
HIMERTRTR L - AEEPIT - SRIAEISEE SEQ 1D NOs : 1-10 (i3t
[FEIMEE - JREIEE ER) mRNA LRI ER Y Smim A > H SEQ ID
NOs : 1-10 #5F —{E¥ R S FEMEE PO R EREGHER - BlaA it
[FEIRVESTE R 2 RS AT DM A Y SR A > ik E RS R
HNFeRTRAT AT - 55K S H R TR BAMEE 2RI



FohREPENFIHG R Flteq ZriHER

el - SRR A A S -

B 8.2 B E FIE4RES DNA
[ FHEH B & )
1—fd5riE~ 54 SEQIDNO : 1HyEHE X -
2. —FdHSrE . GRiSaE KIE 1 2 88 X 7Y DNA 43 F- -
G
SHAEHEEENE X &—fE/rAZE-1 (interleukin-1) » —fdHELHKE
UHREE(C AR 2 nA AR/ 2 (cytokine ) - B EAETME#E4R S SEQ 1D
NO : 1 HEA SEQ ID NO : 2 7%y DNA 53 o BRACRIFTN S » &
KIE 1 2T EAE X fIEEKTE 2 2" DNA 737 BA M RO -
(EREA )
REEKIE 2 2 T DNA 5 7 (h8miBaakE 1 2T E0E X Wik
EH'E X MI4RIEE S X 2 DNA 53175 S AR B iR o #e
HEEA AR -

[(RRSHHE—4]

B 9.ZhKE_EAAHRARY SNPs
( EHEEELFEEE )
— RS e 4 o BEE TP — (R E LB B A B2
#> SEQIDNO : 1>

Egides e E H1 SEQID NO - 1 8%
1 10 G
2 27 A
3 157 C
4 234 T
5 1528 G
6 3498 C
7 13524 T
8 14692 A
(Bt

SN EEEE SEQ ID NO: 1 7 ¥ /2 22930 {Elf% % - i A Sk SNPs
1-8 it - RIRIG B EIMEE SO -
JeRH T EE SEQ IDNO = 1 {HlARHEZEHFF ELIEE -
(&9 )
i KIEPTECZ B H AR A EEOEN: » v — (@8t
FEIME BSOS AR E AR - AFERIAZ I B A E e

2019 & &



FohREPRE{IFHMG R Flteq ZFHHER

R RT (L - AEREBIT - BRIAER B R ATAHY SNPs 1-8 37 —({E k[
MBS - SRR 2 /8% SEQ ID NO = 1> HAERTH 2 R [F SNPs
Z A THRE LEIRR A 55K IA 2 I AT (R S e 2 s Rt s (20
R N BB — 1

Bl 10.53FHyFE[EIThRE S S R R RN

( FH a5 B FI & )
—MERtEENE - HAE &8 SEQ ID NO & 1~ 2 B¢ 3 Z/RAHZHHE
HEEEH'E X o
(%

SR EEESE NE X BA 1000 {EfcER: - HIRE =M R &
EHEAMRPHIRER - SEQIDNO : 12 K 3 ZH AEFFEIAF
PURME SR B /NPT ENL (10 2 20 {5 ) - SEQ ID NO :
1~ 2 3R HHIEMEREEHEER -

JeRITESE R R 0 E X Ay R HAF Ryl BaEE 0 B HIDIEE - JeAl
Rt e 2Rl & 8 5VE ] DUE A= BRI R 2 R SE -

(825 )

KPR BRI BR SRR E SO - B (R
FEME SRRV ERSHEER - A KAEZMGELE BAMEE
S BRI R - FEREBITh > Fraf Z A& 8 B E— AL FISE R
fEEHE X HZEMaEQETE —EREE - EEHKERE
AR REZTE - AR > BBIRZEREE T E X 2K 0%E - FREAELLL
—IEEME - MR A S SEQ IDNO & 1~ 257 3 Zfik » A AR -

FF ()M T3 EMEERT SEQ ID NO = 1~ 2 K 33l A 3A —(EE %
EEEZR  QEIREAE X MM GEQE 2 SHFEER > HIRE Tt
FIME - BU @R Cafam & &0 E v E A SRR EDUR AT
SEMERIE - S5 oKIE 2 Rl 88 1 TR B B B 2 R R i e (8 - e
AR BRI

Bl 11 B EGE#E E R EA I ANE B ENSSHR
(B e )
— L EE BEH B SEQ IDNO = 1~ 2 i 3 k2 BFHIILI
(fEea%
SN E S s A Qe =R - SMREE e EEOE L
AL E KR SEELIRERV IR Fey e (motif) - 15 = fEfX IR i e =
TEA RV (N~ REFIASRD - SR E I BRI B 7 |
R B R 2 PRI B RS (85-95%HH (1) -
SERTROEISEE — B B R T 2 ik - HEBLSEQ ID NO = 1

2019 & 3x



FohREPENFIHG R Flteq ZriHER

FERYFPSIAR M (BIaD 90%) » s ik Tk Swis—TH 5 G - HEfhh
ORE P IRRAH T FUE 2 AL -
(829 )

Een KPR BEEE H B A E S0EM: - HItE — Rt
FEIME GO FRAVE R R - AIEERIA 2 i B A HHE S E
AR EL -

ORI N 2 A A 3 2 A B S T R i R e AL R TS

(dmtEalg) FKEPREFREEFORNIE 2 ERERER (REF
FURAEHE ) - 24T - 4wl 25 SN Bl &k BRI E R AL C AR R
AT aEt (T ) 55 RIAZ A% IR Z [ R PHRE AISS RE R AR DU A RE R
Foi% sH SRR RGBT e Bl A FT R R Z R R 2 - 55 KT Z AR T 4
M FI B FE 2 e s 8 > SR A BB — 1 -

Bl 12 grisER 6N I L B A S E M ERIZ A DNA

(FHESEAGERE )
—TERIE LT =R S EO B S 228 (GPCR) HYBXE

% - H&HEEEH SEQ ID NO @ 1% SEQ ID NO : 2069 Fr4H sk~ B+
SEQ ID NOs a8z £ fr5 -

REE

SHIAEE B EECA GPCR 43 T#E7 4 GPCR IHREFTAAFRAY 15
(i e Bl e ik 2 GRBE %] o 02 AR 4wl % PR Y P51y —%X (consensus )
ZERITY > AR BT IR EA NEEREFTIRTERE -
FEIL 24088 1 H 1035 (B2 A% H L 751 0 T 5Re% 2% H i dm s E FE 5% r
BF51 > GPCR 43+ «

SR8 &A 15 (ElFARRTEENIRE 752 A3 GPCR 4y
T AR R PP N 2% T R T -

(&REH)

ORI 1035 {[E 2% Hil 5 W AH EIR T R E R AR ise% 15 (R
PR R —ESAKE IR TS - 28T R — AR E R T Y MR EET -
IHEVE FyeZ 40 S HHEERG A S TR AT A BT BBk 2 B fiohs (2t 35K 2%
F i Sl (B S E 2 R R s > SFRsh A B -

Bl 13 BT ARG T A& R EE S
(FRESEAREE )
1—TEfE 2 R ZEURUEEYHITTE - B8 NYIDER © Rl
HHAERFAZRIR ZHE R ZAfRIRZ 208 R 2 RANCRG RHE BRI

ZEEE R ECARAS S VAR B L S YR 2 B L S YR

SRR & Z B ML -

2019 & &



FohREPRE{IFHMG R Flteq ZFHHER

2019 & 3x

2—EAS TR 1L ZEEY X -

S HEEAT TR 2ZeEMY -

d—EAESTAIZILEMZ-

(% )

SIS EE A2 A R AR INECAG R SEIE4E (drug target) »
AW TS TS R ZALEYEATBRSR » 243 2 HHES Rt e
E&EY) > LAE Rl — 2 BN IR MIAH SRS - 240 S TR (T %
AEEREZ AR EEY) - BHEGIRURF KA 1 ZJ77A 0 IR SR 2R
ARCRESS & B2 AR ZbEY) > ERAEEY X Y R ZBUR
th EAGEER - BREZFEEYARE —(MEEEMER - SPHAR
SLEKEROKIH 2 £ 4 Al L) Z SEimEE IR (A > LUK AZAS R SSEAT
PR LG YIS Z AR (4 -

SERIROEETE 2 R « HAEYITHRERIH RIS - (ERISEE A E
Fosefa R ZIEGUREESY) -

(529 )

KA 1 Z 7 AR R A E R B gE Ay - R B L &Y HHC
HRAE G 2 RURAVVER © 55OKTH 2 2 4 PR L& X~ Y F1 Z Z [0 fAd
[ B TERI R - 55°KIH 1 ZEREE AN RS KA 2 2 4 prsli{b &
VXY R Z Z8EETTE > TRIFEREGY) X~ Y R Z 257k - FERHE
TMEEYIE 2 R EETURIFTRRGERAVER T - REKH 1 ZEEETT7A
FaFoRIA 2 2 4 ZAb &Y DR — (8 ER SIS A FE - 550K
TH 1~ 2~ 3~ A AR E SO FER RS IR - SR S A B —
M -
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