202246306
?93 (1Y FERBEFEMER
/J F (2% BARAZ NMA  AD2M%%K : TW 202246306 A

il 4328 PEER111(2022) 12 A 01 8

Office

QDFHF L ¢ 111115932 (22)®¥ %8 : PERE 111(2022) £04 427 8
(5D)Int. CL. : CO7K14/47 (2006.01) AGIK38/17 (2006.01)

A61IP3/06  (2006.01)
(30)& St : 2021/04/27 £8 63180425

(ThH®HFA - PR (¥ % KE) ACADEMIA SINICA  (TW)
36T 5B R IR =& 128 5

(72)8 8 A © %+ 3% YANG-YEN, HSIN-FANG (TW)

(THREANTEE S T6E

PHEMREE A PHEAHREAH10E BEAH:3 #£29 7

(54) % #%
VG 5 = Bk H ih Bs o SR AR B R R 69 ik
SNHim &

AEANBF AN —FEE @ PRAPL 2 BN B — A 006 % — B 2 & = B H b s f g & H A8
MaEmZEMe AR - RBABTANERELEERT X > P B A A L VA £4 PRAPL %
KBS HFFI$5E 1 1 &2 BA 100%48 40 89 B A BT 5] © RIEABTREF LTS X > ATl
B A R > AP AT E 4 PRAPL 2K &0 85 F45E 3 & 4 B 100%48 405 o e R BT 7] -

The present invention is directed to the use of a recombinant PRAP1 polypeptide for the manufacture
of a medicament for treating hypertriglyceridemia or a hypertriglyceridemia-related disease in a subject.
According to some embodiments of the present disclosure, the subject is a human, in which the recombinant
PRAP1 polypeptide comprises the amino acid sequence 100% identical to SEQ ID NO: 1 or 2. According
to certain embodiments of the present disclosure, the subject is a mouse, in which the recombinant PRAP1

polypeptide comprises the amino acid sequence 100% identical to SEQ ID NO: 3 or 4.
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[ 350 &0 42%%] METHODS OF TREATING HYPERTRIGLYCERIDEMIA OR

HYPERTRIGLYCERIDEMIA-RELATED DISEASES
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HHREMAE S HAR B BIR < SRRV R i - (RIS N B e E T 550 > Al
{FRe o NF - Hprall EE4HPRAPI ZIREL S ARSI 4R © 182 E A 100 %M {DURE
IR BRI » (I AR RN BEFRLEEHE T2 - Frat(Efe R/ e - Al s
(HPRAPIZ KB E EAFY4m5T © 3847 100940 (IR ZBL P51 -

(53]

—V

The present invention is directed to the use of a recombinant PRAP1 polypeptide
for the manufacture of a medicament for treating hypertriglyceridemia or a
hypertriglyceridemia-related disease in a subject. According to some embodiments of
the present disclosure, the subject is a human, in which the recombinant PRAPI
polypeptide comprises the amino acid sequence 100% identical to SEQ ID NO: 1 or 2.
According to certain embodiments of the present disclosure, the subject is a mouse, in
which the recombinant PRAP1 polypeptide comprises the amino acid sequence 100%

identical to SEQ ID NO: 3 or 4.
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CELEETEEE D
[rrocasiaaim ] FELaR S =B s M s EARBR Ry )5 7&
[ 350 &0 42%%] METHODS OF TREATING HYPERTRIGLYCERIDEMIA OR

HYPERTRIGLYCERIDEMIA-RELATED DISEASES

CL)
[0001]  ARSETR AT ARIERATIES - EAAGR » AR AR
40 % WA A AR 11 (proline-rich acidic protein 1, PRAP) M ACARIS =k

HH AR MAE AR IR 74 -

[ it ]

[0002] EAS=FITHEIENEEESRECIERRF - F g
o 2B SRR R R Y B - B A R AR B S R ) DR R A e e R DA
AR E =R HAEMIERTE—4UERE A < 281 Bt 2 el & RAY - B
AIE AT 2R =B H S (riglyceride, TG)RYEEY) - H1& 7 i (niacin) ~ SR4E
% (fibrate) ~ omega-3f5H/E% ~ JRHLAZ #k (volanesorsen) DL Kz i 25 1 Mg A2 PRI %
(alipogene tiparvovec, Glybera) o HAth F 22 LA (KLDL-E[EIBE(LDL-C)HYZEY) -
B E i) T statin) ~ {5 K H (ezetimibe) ~ FifEE H E LB 55 B 32 /kexin 941
(proprotein convertase subtilisin/kexin type 9, PCSKO9) By ]l &l & ~ J& >k )R
(lomitapide) LA Kz KKz BR #k(mipomersen) » t B A FEEMAE - TG E B YRR < 241
BB ~ AU ZHEEIER - HAnfE fETGEEY)+ » J2°H —THEE

R e FIRITIR -
[0003] AEHIE > AR T — A AR A EER] K 7 AL S S =B H HAR
MIYE ©

F1H - £ 18 HEHHHED
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[IANE]

[0004] SPNEFHEREAETIATHEERAE - UEREZHAE A
FEAEANHEER - Th3 RN F LIRS N B e B - H A RILIEE S
ASEIH R By B BRGEE L B E A S AR E] - HorE— H Ay 2 LR (LAY
S A EHR AR RN B —E8e > DUERZEIFRNE P TS -

[0005] AfrANERVE—BRG—IREaFR i 25 =K H s M=
MBARRE A © & AE SRR T — A ERVEHPRAPLZL -

[0006] ({RIBAFERNEFRLEGH T\ Fra(Ese fis A5 - 2% EHPRAPL
KB EBFRAIGRST © 182 B 100%A8 R ERE P51 - AFHEEei (0 B
A ZEAHPRAPI L EMEARE AR © 1202 HA 100% A8 (U Ry R B
FURTEHRK -

[0007) ({RIBAFERNEFRLEEH T2 Fra(Eae Ry e - H % EHPRAPL
ZIKEEBFRAI4RST © S84 E A 100%AE BRI ERE P51 - AFFEEe (0 B
A ZEAHPRAPI L EMEAFEAI4RST © 384 HAT 100%A8 (U YR B
FURTEHRK -

[0008] JELEH > ATZLEHPRAPIZRE e —sHEMK » HEHETG-AEGHE
FREYN-U R - (RIBREE T2 ETG-EGMIKERFSIRTT - 182HA100%
MR ERL PP - 2R EIKEFFFIRST © 10573 100% (IR R A BL Fr
Bl o (IR B E I = BTG-S HEIREAREFIGRST - 384 5T 100%A5 {LUEHY
R EkBE PP AR - RS 4RTT © 11LE T 100% M (DRI iR 51 -

[0009) ({RIBZEH HEYZAE - AT HEE R {EREZ ESHPRAPIZ AL T
ZHAS - B0 R ~ FFICES ~ BIOEST - B NERECEREIEAES o (KRR
gt 53 A0 A UE A EEE & T2 EEPRAPLZJK - 2/ DTR(BI407

52K Ht 18 HEHHHED
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Rel14K) » IFEENE I EEHEUFIRES ~ BIIRES ~ 1S
BCHERE NI BT T 2B HE RS a2 EEAHPRAPIZNL - L& T3K -

[0010] EZ{EEGHVEAHPRAPIZIE THUEESEHEATEEION TS
10250 ; it - EAHPRAPIZ NI T A E EEH & T E 100- 1000445 ;
B - EIHPRAPIZ LAV AU E E S H B A THEES00-100044 5 ©

[0011] &%= =Rt HAs MEAE BRI 2 Bk 1x bE (b (atherosclerosis) ~ L [Tl
BRI R R o

[0012)  AEUHINME~—RLUGHR & = HHAS fUE s A B Ry 225240
eV - ZEERHEY)E S EHPRAPI BN R EEE ol fesz VIRV R Hrb a2 2l
PRAPZ LR E S BIFFFIGRSE © 1~ 2 ~ 3E4E A 100% A8 ER K BB 71 -

[0013] 2FDUTHYSRIAMZ R I EE - EATE RS AR U (B
RESEEREA 7 1E -

QEEVGESTEED!

[0014]  DURASERABHVE 5 2o S BEkE =R E IR S s - Hdr
[0015) SBIEZ&EREAPRAPI G EREBITCSH & » HARR MR E A VE
R BA-S-EF% i (glutathione S-transferase, GST)EGSTRI & H(H-2GST & 4
RIPRAPIHIRE & H, GST-PRAPHHYH-ER 2 =F H M AR (PHI-TG)Y4S &
& o A anbmET =88 » DU ELSEMACTI R I MTAE R o

[0016]  ZB2IE 45 F [ ACAE I A E 59 5 4H PRAPT 2 IR (PRAPT) o] [ (K 4%
TTGHYEE - K EH/NEPRAPIZIKGPRAPL - &5 HEFA T 72 50) oK M RS (5
B3 4% [E1/R (phosphate buffered saline, PBS)) LAREREN LS zUES3RIC T 267
B =R & (high fat diet, HFD)HJYCS7BL/6/INE, © Y4 H IR > Yede/NER IR
WA HEHTGEE - *, p<0.05 > ZREEH4HN=5-7 -

E3H 0 18 HEHIHHE)
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[0017]  SB3AK3BIE.Z&ER 77 Bl A % T E&HPRAP1 2 [k AT (K i A%
TTGHIEE @ WIEIIEE T IEEAPEL - SE3AME © RKi7KMEEES(PBS)=rPRAPI
(BEHEAT10Z257%) ORI A& T ZHFDE & 2 CSTBL/6/NGE, » HER T 1
CINE(A)ERBECNE®B)) - WHIE/NRIMEEFTCH EE - 53BlE  AESE3AE
TR 2R NE R RARINEERRE 2 E(E W/ EREE) - %, p<0.05; **%,

p<0.001 » & EFRLHN=20 -

(&0

[0018] A/ EAR RABHYRLE NIEFFEISEH - TG AR E
TR B EAS B WITR Y 1 s AL © (R IR E i ECGE R AR ERE
FEBIE—T 2 » BEHE T2 s T 2 (B AS E e B LR LU R i
TEiEE BAS E Gy AP BB AR - Z80f0 » 7R n] A A HAtr B A8 B HE B 2k
M E BT ZFH R BT BRI -

[0019)] 1 EZ#

[0020] B AHER > AGRIAE ~ EHEE R Frbf B a5 SR Ha & o AT AT
TEEA AR - FRIEASRIAE A E R > IR AT A RTRI S B il sa s A
e PRSI R TR B RS T e B RV S E - W0 H
AR E TSR RBIZERVIRE D T AR E P Y BE B & ar v 25 s H U B
B T A AV B aar RN 2 4 asr Y BB - BRGIS - AL AR IHE B
sAEAEE S BEPR " — ) Ran)BEEE2SE - B8R LT N5 HE
BRI IS FEATRIAF RS EE T > ' £/0— | (atleastone)l T —
2% | (one or more) AL FAHVEFAME - WEHAFREE T — 2 ZE8FEH -
FrIESS AR SRS RN ERVE R R B 0 TV - SEY)ES - EHZHDNA

FAH - 4 18 HEPRRAE)
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Rl » DU SRR AT AR » 2 e i s B AR o i B A - 32 el
EAL AR e R R A -
[0021]  BEZAF AT E AN S DR B i Y S (B i B 1 S B B SR RS AV B
MR L ] A AR 2 B B AS EHE M P AVAHRREE - A (LB EAE FA ]
e S A RE DG AR EAIELE R - (EIbER - T 49 A E e EIRRE
H—FEEBESEENIERI0% ~ 5% ~ 1%50.5% 2 N - &2 > "4y, —&f
REEEERATIIERN TR E 2N A AR @Rt B
BRBENZEMNE - B T BRI 25N SERIESHIHENR - & TR AL
FRATFRFTAEE - 8& - SEPH oL (FROREMEIAM R A E - RN -
SR~ ERUEIRIE - BEEEPI R HAARELE ) 19458 T &Y 6YEaf - NIt - FRIES
FAERBIEREA » ANEREA B HH 25 SR B P eV BB 2 8 B R &S AL
{8 > Bl KIS - 2/ Dl kes 8 E S HOR g S P eV A S S E
—AEADEFTS ZIHVEUE - TEIEER - R EUE #E F R i — U8l 22 55— PR E A
A ik B 0 BRIESSAEREA - MR AT B R E B B B
[0022] T &k, (polypeptide)—5al/Ef5 — e EMAHY 228G - HAEIRFIZ 22
ASFRIE s RIEE " ERK | (peptide) ~ " LK | (oligopeptide) LA K, " ZEHE | (protein)
B TEAL S KA EE A BAEA S R A3« RIfE ARSI AR FAY(REREL
RE B EHT e B bR E EHE 20 - PEITRE A PR E BeHkbReZ 2 ik FHY
(R BRI R (B - PRI - BOIER - 2 IRAVEaTE & L EERE T A - ZBR
B BERGE - B R HALW) o SEARER A S ERE T 2k, o AN > B
LEEEMHY 2 FA T (R B R [E YIRS VR 2 e iE e & 2 B A H S Hx -
ARG RNE T ZIR FRE O BRI AR 2 M HNIGEBRIA IR 4RsT &R A
et E FyD-BL- R AR - RIsZ AL v LURL-RE BB BUED-RE Al - FRIF I

iz

ESH - 18 HEHIHHE)
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TS E BF T E B - IEA - BhEE FR LR IR & B A B TR AL NI 9t B8 oy
ASHIEE ( FHRV4EE -

[0023] T =E4H (recombinant)—3AEHE EERRIE N AHAEEIN  FIZEEZK
AR R E AR E— AR Y - B2 SRR AE B AR ML Z AR A g E
4 NEANGREEL GeEEAENENRT » TEHiHH ) —FFRRUERTE
TR RIS E £ — B O T - SR G RN E OIS - (FZE N
BA— iR p R BB ey - BASseR - fEith T EAHPRAPLZ L | M
SEHIZEREIA0 - T4 EIPRAPIZAR) - (EH R Bl P71 BA — (B0 » 4
A~ AR BV — B SR AR RN AL - (IR T 7 = 5% E4HPRAPI
M A BF 4 BIPRAP1 ik B 5 — 3R B ik g4k -

[0024] " ERUENK (signal peptide) (% &  HIFZRK 5 (leader peptide)=k " &H
$RFF 51 ) (signal sequence))— &l /e FE i 1A 20 FRNUHY— EERE A BE 751 - FRDAE #E S
Tk B T A ARG 3ok - BRUE IR AT PUZERAAEGE RHY - H AT DS BB RERY 25 ik 52
JRECEDE

[0025] " #%F  (administered - administering ~ administration)—a/{L 45 3 FA 1]
MEZEFER > HEE A AEE  ARRFE > O - 50K - FEREA -
K2 T ECEIHR A E 1 T AN ST RO (140 - EEAHPRAP1ZME) -

[0026]  "J&BM (treat - treating - treatment) — A {EAS A B 3 (EH -
HE S G RTERT » 0 - B R/E0 i B = Bt s (AR REEYER -
R EREORE > KRR TCEEF mn AR EARER - &
SR EOREIIER - TR ) SN A R EEERR TR E S AT
NZSHTPRAPIZ k2 —(EAE - H a2 (ER8 B A Pls =B TR AR M HERREIER -
WS PIREORE DIERIEMS SR 20 ~ BAE - B - IEEIHR - MIFERE
SIE ~ [ M /B ES = BE TR S MYEERAEVIEAR - A3 MR B =

FO6H - 18 H(EHIHE)
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WS AR - =B HEAS A RREVIER ~ ESMPRREREE S - BEAIR
BN ERE (L MBI R R sR o DA IR LR T 2 ERRFE =
i s AR BRI IR /BRI AVE S - DA S e ple B i = I T
BIMEARRAEARE - TEAR RGN AT ERS « —AEKER @ & — B 2R EER IR
TECB I - AIEZIERERy T AR (effective) » JREGE » & —IREL TEREGIRIHY
RS B R - RIEZEE R T AR (effective) ©

[0027] " HXE | (effective amount)—5al 245 —4H o HY B & LAZE A FTAKHY
BERUIE - F LUETT AR » AR 2 a4 B H AR U i

HAEZE - —BEENE N R E DGR —HEREGAN - (BIREE—ER T
4% ~ PHBESCTRP BRI BGIR S A S e - 3R T2 4R PRI BRI HIR B - S H S
TEEENE T Al # o F— BE LR DU ER BN T — JEE LR
ZAHMEGRIEFENAFER - BENSEREGID - BENVEE - FHR
PR ~ HFEEEIRIERE - JARIE - OHTARIIEECGER) ~ 1 TRV R
{LEYIEELTAEYIAEEE R T MOCE - AXE v A - 2o SEii e 8 5
HEFATRESVERE(EW/EATRENY I ZER - Bkt A3E ]
PUEMEYVE (B - A3 EAHPRAPL ZIOAVRRIKETR ¢ BBHIKER - feEEH.
B CEERE  RBEEY  HEEHRY  EHOR  BEOFRLOERGHEER -
ARSI A AR A E T AN EYIE RS T RIS KT R EY (R A ST
EHPRAPIZ A ARG F XK E (human equivalent dose, HED) » Z2{1[2<E5 - H A
S IR & LEEY)/S 5 (US Food and Drug Administration, FDA)FT/Y
L2 TEER A ERSEECOREREGRIE K Z2RERE

ya
i

(Estimating the Maximum Safe Starting Dose in Initial Clinical Trials for Therapeutics

in Adult Healthy Volunteers)sK{E B A FBHH 2 x5 ZE2HE -

BTH 18 HEHHHED
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[0028) M &EE2 (70 | (pharmaceutically acceptable)—ializts " —fkHy
EEL S I TERBUHEY) 120 > AP EA 4 R PR E N g
EEBEEEN N RRES - G2 HABR TR FEEESHAHE HE
R AR G o Gl - ARt T 8552 FRTHeZHy ) — SRR dE i e NBUR Y BE
BRI » B R B i B H M E R TR B R R L2
MAIEE -

[0029] fEAfGmAET - T EAS ) (subject)—Fa /2 A LA S EHLHPRAPI
ZAK ~ BRI OV RSB IE T AACEEIH A - BE N - FRIEERRE T
—rEMER > R T{ERS  —ER RS MR M

[0030] IL SEEHEEANERIH

[0031) SRR E 1 (proline-rich acidic protein 1, PRAPD) R #7T &
AR R IR FE R R R ESE - il ATk R
M F = T 5 (pregnancy-specific uterine protein, PSUP) « 1£3K » 8 BERFC /R &3
PRAPIE{E NEH R/ NERAYRGE P R B R » H T BRI/ NG R 4R - Hk
B8 g/NE T - B4 (duodenum-ileum axis) H— R IHATZRI AL - S
PRAPIHVEAZEEE AR » MFTA YL B 45 m PRAP1 2 EL{E IR AGTSME - 4HREAE R
SOETHYFERE o 2RI - HUMEI R o3 T D RE ATy e AR BE R

[0032] AAERABEZE/DE T EENEBLZPRAPIIBITGEE & > HANGRTGHY
BERIER R (RS IR BRI « #21 - PRAPIAIE B SR BITG-HHRARY
BRI R/ BEAR (B0 » & =B T HASIE ~ BIARSSEREE(L ~ 37 M 7 R/ SO
SROMVEAEFES -

[0033)  (ll-1) BAHZHR E1 52 B2 ZE2 S

[0034] KA RNEHE —REEGRN—TEEAHPRAPI AL » H AR ET

A:B(wild-type, WT) PRAPIZIL » 5% EHAHPRAPI LA BARE AR (BRI BAN-
S > # 18 HHHRE)
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Vi 20{H i B TR D) - (KIB AR RN B E i 7= 0 E4HPRAPIZILE &—TG-
GEEREIR - AR TG-4E G MK EABIFFI4RST 1~ 2 - 384 E A 100%H{UEHY
R TEFPF - (B A RN BRI T EHE 73 - EAHPRAPIZELE Y 4R
5% 0 1~ 2~ 384 TG-4EEHERRATAERK -

[0035] FEXEEH > BELHPRAPIZIE B E—REM  HWREEFNZTG-4EE
RERKAYN-Iii « RIBIEEE T - ETG-4E G EA FII4RSE © 1520IRAR
AR > 2R IR AR 7 7 B 5 1 4R5% - 10577 100%AT R FIREILE - (k2
HOER T2 BTG-S MR EA TGRSR « 384aIR AR - 3
A IRHIREARL P ISP FI4RSE © 112 100%M 5 IFE R -

[0036]  FENEEH > EHAHPRAPIZANE B & — B O EEERN A TG4 G RER
AYN-ECC-ifi « (R B B HY R[] - 5% 88 A4 T LU A B A A AR AD M Rl o
“LZ ELHPRAPI ZIRAVRRAIMARE B2 8 & EATG-45 & HE IS B AR AT
MRS (BARIRFY - GST ~ £ T E-454 & M (chitin-binding protein, CBP) ~ Z¢
B -45 4 7 [ (maltose-binding protein, MBP) ~ B[l (1 2 -45 & % [ (streptavidin-
binding protein, SBP) ~ $5 3875 (4 -4%5 428 [ (calmodulin-binding protein) - 44 2 -45
GHEH - Z-4H=E& (poly-histidine, poly-his)ffas « Z#afi#4 (polyarginine, poly-Arg)
R4 - FLAGHEE: ~ myctisk - ALFAfES: - EAEE: - HARRE - NEREE - T7TIEE
R VSIES o JREGE » ZE O IRE T LUZ A DAEhBN B 4HPRAPL ZIUE E &R E
FEFZ4E: (solubilization tag) ; ZRFIAKER » Wi B 5 H (thioredoxin, TRX) » F-EBEHA
MRS B A SRS RO RIE S E B E A BIOMBP R GST « (B FELFr
i /75 - ELHPRAPI ST & —TG-LE Gl K —E BT TG-45 S HEL . C-
BHEVGSTE [ « XS =t » GSTE LA S FYIRSE | 1269 FY -

[0037] {BEH AV AE » A4S RANBELHPRAPI AT LA — LR AR
N-liit Z B (b)) ~ —WEBE AR (BIRERL (0) K /B— % £ —B%(polyethylene glycol, PEG - H[!

F9H - 18 HEHIHE)
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PEG{L)#EITIEH » N EZ EHZIAVIBERE ~ dIAECHERE - £ i K/
BUBREIE « IEANEUREGE » TP AE RN EHPRAPT SRR C-lindEf THERE (L1
B - M R RERIERE -

[0038]  WIFIAERAVEBERM AR B A A EHPRAPLZL © SBI2GES -
A LAPCREC M BCE AT — TR A SR Ik B 1 R s B R B A R e oK B
B2 EHMHPRAPIZ K Z RSFPAIRIZE L - SRRV TRy THABENR
HERS > (HamiSHYEHE B AL & HIE AU 23 - AEREE T T2 %
FRERREEE NI (B A FAZ S E R E Y P TR B R R &« TEYNEK
IREGE - iR RS B e et KRR E PP (P -2aa b - DUk Bk
KRR T (BN B RR (LERTR) - PRt R EReE S > BARE > dIE
FIEAS « BRI TSREGS ~ IR FRIR ERe DU PR SRS © (T2
il 4 AN SR IHEAHPRAPI S IRBUIZH R ~ B & 2% H R HYERR (D40 73R &K
12) 0 DU B S 2 EieHy TE LAIRE B s e AR IHiE e & A -

[0039)  WIFIAA[E R e AR E Rt A SEDHPRAPL L IREYTH £
BEER © BURERVERR 28t E - (BARE > G - A - BEREED - 12
PIHAE ~ B AR (20 FL AR s B2 B DN S AAE(Chinese hamster ovary
cell, CHOMAE)) = - HIHE AN S A SRk B 10 i R 2 Ry 5 AR R slie
EEERIAZGT > P> IREBGTT A - it - EF LU EHERERRE, -

[0040] 4GB~ —TEALUGHR (ARG < & =8 T H RS e s A B
TRIRHVEEEH ) - Z BB A YR S AN EEHPRAPLIZ L - DU —8EE
IR o 40 BRI > 2% EEAHPRAPI S IKEEBITFHI4RSE < 1~ 2~ 35
4 B A 1009 (R A RE A -

B10H - £ 18 H(EHRAE)
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[0041] {REBFTRS 2 A[E - ZEE2ESY R A EREEP A o o] LUE
—IEEERVRIR (PR ~ BN » EEREIOES ~ RS - BIARAES
HERE AR B IRV T 2R T A IR &)

[0042] fEFEEE AT KIS RNANERESYERAR ORKETIVNR
RERAY o sZ RAERUA o] LB & — BRI FH LAMERF e pHAE © 2R AEERIA i o] LA
HHEFATECE R T - BHGH R EE AR BRR - FLR -~ AL
R~ M YEHEE R A A S~ N A B L T RO ST
FETREZHVCTAEY) ~ BEEAE » P REE -

[0043]  {EHELEf HF - ASIREEAE YR B S DU ST4 SRR
BRI R TRE  BAIRE  FAIRTES  BIIRADESR ~ K2 MRS R RBRE NS -
—fkER - BEEH 2K AT LU M (pyrogen-free) U 2\, ~ TR AIREZHYIRRRIEIR -
AR T R E - AEEFEEIpH - FRME - RBEM R IR E
SEFT TR IS RE IR 2 B - B TS IR ERAHPRAPL L 241 iR AR
IS ~ BIARIACEST 57 RSB RERE A E SV EEERH S YE B & — SR K M
A% (vehicle) » {140 % 1k 4% 5 7K (Sodium Chloride Injection) + #RA& X 5K
(Ringer’s Injection) ~ %] HE)E 5 /R (Dextrose Injection) ~ & HE 5 E AL A K
(Dextrose and Sodium Chloride Injection) ~ %, ##% ;¥ &¢ /7 (Lactated Ringer's
Injection) B H A A SEICE KA /K EEES - ASIREEE2AH SR B a8 2R - [
JEH ~ REDEIR ~ PLA( LIS A AR Sl B A W I E RN -

(0044 (11-2) LU G B = BE 1 A T B AE BoiH ] 702

[0045] AHERAERY S —REER(ABA T — T8 EE4HPRAPT Z IR sRBLATE R~
NBE—F 7 ATl 2 ZEE24H SV E R (ERS < & = B T A M E = HAH R
BEIRAT A o

+

_Pl‘

B11E - £ 18 HEHRAE)
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[0046] ({RIBAIGTNAFEAREETEF] - 01548 O RS0 S (BIA0EF AR
B~ BTSN RS BREREN R4S EE) K EE sHPRAPI 2 i1 T 2 (#ES -
[0047] EAVNEEA “FEREHEAEIHE 4 AYPRAPI[E Y HY (isoform) 2 fik
BEFTHICRA a (B ERTT(GenBank) & #£5% : EDL17907 » FFFI4RSE : 8) » LAK
[EIZHEICRA b (ERIRITE#£5% - EDL17908 » FR3ll4Rek 1 9) » HrhpAmE 7
"GRV | AL EILIEICRA a (5 Fo | 524 R BLlife 7 B R BB P 51| HY 5545-5 71
irE - MAFAEREIYZICRA b (R Ry 149k A BE FED YR B BE P71 o« 4
BT 7= AR Ry NE > R EA YIRS | 8509 M BL VIR
E4HPRAPIZ LG T 2 (H8S DA EE MR TGHY & 2 R /ORI Sl = Bl s
= H A MEAERRBRIRETER - (RIB i a7 =X B’ E A 2T
YRR 1 3 (HHEEAFEYI4R%E © SHYEFAEEIPRAPIZAL » HOR ELAN-UHAY20(E i 55
BB AI4RTE ¢ 4 (RHEEIY Y I4RSR © ORVET A ZUPRAPIZJIK » HOR B N-UiHY
20{FE R B IE TR EL) B EL G Py U BE4HPRAP LG T 2 (F RS - DU A4 Ay -

[0048] EAHPRAPIZIKAVAE GHEE T LA FIMOCE - BOKER - BF
S BRRRE (B0 - FEEHVASEE - AREREIER) - T AL @ RIS - AR iR -
PLUK FIHF 5 PR ERCER) ©

[0049] (KBRS RASHELEEH TR - [Ffes—/NE » HPE2HERET
BRIEATHEE100(U £ 10027 EIHPRAPIZ AL » DUEA G IIR 22612k
50 B TESEE100 - 110~ 120~ 130~ 140~ 150 ~ 160 ~ 170 ~ 180 ~ 190 ~ 200 ~
210 ~ 220 ~ 230 ~ 240 ~ 250 ~ 260 ~ 270 ~ 280 ~ 290 ~ 300 ~ 310 ~ 320 ~ 330 ~ 340 -
350 ~ 360 ~ 370 ~ 380 ~ 390 ~ 400 ~ 410 ~ 420 ~ 430 ~ 440 ~ 450 ~ 460 ~ 470 - 480
490 ~ 500 ~ 510 ~ 520 ~ 530 ~ 540 ~ 550 ~ 560 ~ 570 ~ 580 ~ 590 ~ 600 ~ 610 ~ 620 ~
630 ~ 640 ~ 650 ~ 660 ~ 670 ~ 680 ~ 690 ~ 700 ~ 710 ~ 720 ~ 730 ~ 740 ~ 750 ~ 760
770 ~ 780 ~ 790 ~ 800 ~ 810 ~ 820 ~ 830 ~ 840 ~ 850 ~ 860 ~ 870 ~ 880 ~ 890 ~ 900

B12E £ 18 H(EHRAE)
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910 ~ 920 ~ 930 ~ 940 ~ 950 ~ 960 ~ 970 ~ 980E990F TEHYEAHPRAPI %k 5 BiE
PN TREEE]1~2+3-4-5-6-7~8-9~10~11-12-13-14~15-16~17 ~
18+19-20+-21+22+-23-24-25-26-27-28+-29~30~31-32-33-34-35-
36~37-38-39-40~41-42-43-44~45-46~47-48~49 50515253
54+55-56+57-58-59-60-61~62~63-64~65~66~6768~69~70-71
72~73~74~75-76~77~78-79-80-81-82-83-84-85-86-87 8889~
90 ~91~92~93 94959697 ~ 98 ~ 995100 =1 ELAPRAPI L 5 Wik
o T ERNEATREIZ 102 %HVELAAPRAPIZAL © &EH » & TEEIEY
BATRESZI10ZTAVELPRAPIZJL « fEFSEfREE T=0F - LR
ROESR =0 B HEEER T TIEETZAVELPRAPIZ L B T3K
HEREN - AR 2RV B =0 2 A ARy 520 & HEHERIE T & A TS E 10
Z T AYELHPRAPIZAL » /D T7R@GIW7~8-9~10~11~12-13 14~ 15~
16 ~ 17 ~ 18 ~ 19 ~ 208(FE %K) - {IE—F B - SLACAREY 5= - & HHH{#EES
LI 102 e HVESHPRAPIZIR » G T7R > DUREL(##G T E /e R IRY -
WBES—EhH - ZLAOREY A BEEIETEA T 102 7%AYELHPRAPLIZ
Ik LFEF 14K -

[0050]  BUNEPRAPIZALAVIBIZAEIL - AR i fE R SRR R A AR Y
PRAP1 2/ [{{## 555855 (transcript variant) » f12 AZAPRAPIE RS (BRI TE
$E5E - NP_660203 ; Frall4me « 5) » LA NIEPRAPIFE RS2 (BN ERI T B 8%50%
NP_001138673 ; [F7l4R5% : 6) » HARERLF5] " QGRGPILPG | (JF7I4R5% : 7)
EFAER NIEPRAPIE R AT (R Ry 151 e BB AN Al e %] 1 5580-88
(B & - AL AZEPRAPIEE SRS (RIE By 142 Bl I8 B WV i B e
P o ARIB R = - Z R A i E Sz @S T EAFyI4RE -
SE6RVIE AL FFINYESHPRAPI AL - DU MR - TGHY & & K/ SCRES 5k

13 £ 18 H(EHRAE)
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= = B AR MUEA B BRIREVIEAR - (BRIl a0 B EA
Fl4msR - 1 (FHEEFY Y I4RSE © SHYEFAERIPRAPLZAL » HORN B N-Uiny 20{F A
B A B FII4RTT - 2 HEEIN Y II4R5R © 6HVET A BYPRAPL ML - HoA BAN-Ui
HY 20118 B BB T R e B i - Y IRV EEAHPRAP LG T 22 B BS » DAEE AR ATk IS -

[0051])  “AZHHHECE AR FIEE | AR A a1 PR E T B E A
PRAPI % LB EEE24H &Y ARSHY R & (human equivalent dose, HED) » &
It > EEZHPRAPIECEEERAH S YIHTHEDSY Ry BN T 10fe £ 102 50 5 #mE5e - A
LI RAVHED A DL A TEEEI0~ 111213~ 141516~ 17~ 18~ 19~
20~21~22+23~24+25~26~27~28~29~30~31~32~33-34~35-36~37~
38~39-40-41-42-43-44-45-46-47-~48~49~50~51-52~53-54~55~
56 ~57~58-59-~60-61-62-~63-64-~65~66~67~68~69-~70~71~72~73~
74~75~76~T77~78~79~80~81~82-83-~84-~85~86~87-~88~89-~90-~91-
92+93-94-95-96~97-~98~99~100~110~120~130~140~150~160~170 ~
180 ~ 190 ~ 200 ~ 210 ~ 220 ~ 230 ~ 240 ~ 250 ~ 260 ~ 270 ~ 280 ~ 290 ~ 300 ~ 310 ~
320 ~ 330 ~ 340 ~ 350 ~ 360 ~ 370 ~ 380 ~ 390 ~ 400 ~ 410 ~ 420 ~ 430 ~ 440 ~ 450 ~
460 ~ 470 ~ 480 ~ 490 ~ 500 ~ 510 ~ 520 ~ 530 ~ 540 ~ 550 ~ 560 ~ 570 ~ 580 ~ 590 ~
600 ~ 610 ~ 620 ~ 630 ~ 640 ~ 650 ~ 660 ~ 670 ~ 680 ~ 690 ~ 700 ~ 710 ~ 720 ~ 730 ~
740 ~ 750 ~ 760 ~ 770 ~ 780 ~ 790 ~ 800 ~ 810 ~ 820 ~ 830 ~ 840 ~ 850 ~ 860 ~ 870 ~
880 ~ 890 ~ 900 ~ 910 ~ 920 ~ 930 ~ 940 ~ 950 ~ 960 ~ 970 ~ 980E990FU 7L 5 B lF LY
JTHGEEL ~2~3~4~5-6~7 891025 - BfEH - EHAHPRAPIZIKEEEE
HEYIHVHED Z & H & 741001452 22 1000%5e. - B fEH N - EEZHPRAPIZfikEY
SR H G YIWVHED & H & T 4950004 72 22 1000/ 52 ©

B14E > £ 18 HEHRAS)
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[0052]  ERIAER, » AEEHA )7 W] BB B A B i = = B M AR E
BARENEES GHERARZEE - ENATELAEEN » ASIEH AR T
HAESE 2 AT ~ HIEE 2 83 T RS -

[0053]  WILAASEIREEAHPRAPIZAR ~ S22 &) R/ 307 2 AR AV E RS R
FUE - BOIAER - AN~ /N BT KRB - 8 SR WUEER T o iR
st o BZAERS R NFH -

[0054] DA EHEBIE R KERITA S0 FRYIEERRE: - DIFI AR IR BT
SEI R B RIS B A I o e S SR (L Ry A S DR E B R PR ) -
MR - B E B RO S R B AN TR Pt SRR
FEMFIIASEER o ASCPREIRY 2B A SCRMGEE 5 RIS B -

[0055]  ETiHl

[0056)  #Fided 7r%

[0057) B ERAMEREHEFE /) EHEHPRAPI Z/{(rPRAPI)

[0058] pGEX4T-1-PRAP1AN20E—FE4N B 7 PR Ele » H T 2V DN-IE20(F
WL < SIS B (PRAPL AN20) Jz C-li B A GSTHY/ N PRAPLHY &Y © F it
S EEME LN E FFPI4RTT | SVTG-EEGRENL - HF7I4RSE © 126YGSTERE
TG-45 & HERLATC-Iif o LABERE TTASEPHAROSE®4BRER4T (L EE4HPRAP] - i
St AE (thrombin)ETTUIBR AEERGSTER 77 » #A&FE HARID&E 2 e HIHI R 2 i
SLTRFE Ry 1 B EURTE (mM) 2R St B 2 LB o FAPBS R AT AR 4l (EAY
rPRAPI o

[0059) /fEE&E St

[0060]  DANZEJ5 AR PH]-TG (=HEL T MBS (triolein), [9,10-° HIN)D&E & 2
PRAPIZE [ - B§EEAKER » DILEEDRA (50 mM ~ pH 7.4 Tris-HC1LL 2150 mM.”
L) 5 BBR R T IA SEPHAROSE®4B i BR 45 & 2 4907 5E HYGSTE( GST-

B15H - £ 18 H(EHRAE)
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PRAPIEH =2 » AREHIEEN 100608 & s L E ~ [PHI-TGHYEEIRA -
125 (room temperature, RT) T E2&4/ NEH% - LASOORYHHISE ER ABE Lo ek
BR= 0 AR E TR S0058A Y& ENRE (10 mM ~ pH 7.4fTris-HCI ~ 150 mM
Z @B ~ 1 mM > 2 )% - PU 2 B (ethylenediaminetetraacetic acid, EDTA)DL K.
1% TRITONTM X-100)A] > i AP e85 2% (scintillation counter) /M HT R T3k
AT

[0061)  Z/#Hs

[0062]  HFCSTBL/6/NEE(8HE A RE B & (1 YL I 12/ NIF S B/ SR (778
FRROAVERSE - RE MR HFD - sEREREHIS8Y1-60 %HIREE K H ST 5 By
FENRDREMEUK o BT SHEPRAPIA SR RHFDEY NE L TCE BRI E
3R LR RS TrPRAPL (BHE A TTE)Z/NE 5 B » IOk
T —EH BEHIrPRAPL (BEH&ATI1025) 2/ » FrA s Bk § o
HFehe B Y i R % B AR -

[0063)] 721 HFDHIRLSS

D%a) HE/MEE LGt
il 31.66
2RIl E E - R 25.85
RIFINGE 16.15
FERE 8.85
ARG T 6.46
R 3.23
RS =Tt —K(LE?) 2.13
GRS 1.68
DIO (diet induced obesity) ) iEE R &) 1.29

16 - £ 18 H(EHRAE)
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AIN-76A HEEZ RS 1.29

R ELE5 0.71

L-PRie R 0.39

A EE Z s (choline bitartrate) 0.26

* AIN-T6A A FIRSYIEE 0.650 2 BilL i i 2 (iamine hydrochloride) ~ 0.650 2 X =%
(riboflavin) ~ 0.775 > EGRATHI%EE (pyridoxine hydrochloride ~ 3.077 2 #E s ~ 1.677. D-3ZHE4% -
0.2 5T Z B ~ 0.0257 2 D-AEE ~ 0.001 50 Z 4EEZFEBI2 ~ 1650 7 HEAFA ~ 20.050 7 ZEEDL-
a-AEFIE ~ 02550 7 HESS{LEE ~ 0.0550 7 FHERFRI971.38 50 7 JEEAfE

[0064) HEmMGFEFF =B A5 E

[0065)  LDUEZETTAMHIE B/NEFUWEMSE - AT EEHEE R =
EEH AR & & -

[0066) E/ZA5EZE HE

[0067) fEESEEENY - 4L LAHFDER & /i FEHY/ N R 1B AR A HYEEE -

[0068]  #757ZF

[0069]  {FFIt-1eE FIWAAH 1 T PRS-

[0070] Ehafll rPRAPIFYGHE S = HRASIE < Tk

[0071] & 7 #RIPRAPIEYTG-4E 405 M: - #FGSTE(GST-PRAP1 Z L B H-1E
SLHYTG (PHI-TGY R G » BB WADRHE AR AP ST B e T oA - 561
BV EIREUR - PRAPIG ERIFITGH G -

[0072] 22 DIEREHFDAYCSTBL/6/ N E BB tE AL SR ER(E 7 " PRAP1 %
IS GHTGE S » EMIETGHR R AR E R o 3K DIREIEN T
HTEGRPRAPY (BEHE AT T2 T 2/ - WE2E AR - tHEL A
(B/PBS-fZHH4H) » & T rPRAPI o] B[R (E/ NI B TCHY & & - S 3[E EHHAVAE
REFE - OARSE TrPRAPIJR O] E AU fEEAEE 3 - Hp OR&E T

B17H £ 18 HEHRAE)
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rPRAPL (EH&EAT1025%) VEAGE3ARBVNEI(A)E2EEE3ARVNEI(B))-F & 1]
RO NEMAETTCE E > EEE I/ NEEE T IRERIPE(ESBIE) -
[0073]  sZLEBR:8E > EHPRAPL (HIrPRAPL) AT FE M (E(F AR M AL T HYTG
a8 o IR THYIEE PO = = B H U A ME s AR A -
[0074] [EETEARAVE - AUALE EHE S AV E E IEHEBIRY h 4G H
HASFIS AT B Soilr<H s B 1 R A A T S AR - LESRIAE ~ B
KBS R AR 2 BRI E T 5 70 2 SE B R ARRY SE R AL © BEZR B2
Bt A\ T a8 T AR SR ERRE ] AN IR DIPRE A ST » A4
P I flo<iiskr B30 W A AL MRREA SR I 2 R EUE iy B T &)
FIHE T S E B L - NIEEASEIA 2 (ra su &l & DA FH 35 B A5 E AT 57
[FF5RaiaA ]

[0075]  4m

B18H - £ 18 H(EHRAE)
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S-S
<110> FLRAFEpe
<120> F LA = B HMAR ME SRR R Tk
<130> P4190-US

<150> PCT/US63180425
<151> 2021-04-27

<160> 12
<170> BiSSAP 1.3

<210> 1

<211> 131
<212> PRT
Q213> ALFY

<220>
<223> EEI_AFHrPRAPIZ K- 1

<400> 1
Val Pro Ala Pro Lys Val Pro Ile Lys Met Gln Val Lys His Trp Pro
1 5 10 15
Ser Glu Gln Asp Pro Glu Lys Ala Trp Gly Ala Arg Val Val Glu Pro
20 25 30
Pro Glu Lys Asp Asp Gln Leu Val Val Leu Phe Pro Val Gln Lys Pro
35 40 45
Lys Leu Leu Thr Thr Glu Glu Lys Pro Arg Gly Gln Gly Arg Gly Pro
50 55 60
Ile Leu Pro Gly Thr Lys Ala Trp Met Glu Thr Glu Asp Thr Leu Gly
65 70 75 80
His Val Leu Ser Pro Glu Pro Asp His Asp Ser Leu Tyr His Pro Pro
85 90 95
Pro Glu Glu Asp Gln Gly Glu Glu Arg Pro Arg Leu Trp Val Met Pro
100 105 110
Asn His Gln Val Leu Leu Gly Pro Glu Glu Asp Gln Asp His Ile Tyr
115 120 125
His Pro Gln
130

<210> 2

<211> 122
<212> PRT
Q213> ALFY

<220>

111115932 FEHESE A0202 18 - HTRE(FIR) 1113159864-0
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<223> HRERHI_ANFErPRAP1IZMIK-2

<400> 2
Val Pro Ala Pro Lys Val Pro Ile Lys Met Gln Val Lys His Trp Pro
1 5 10 15
Ser Glu Gln Asp Pro Glu Lys Ala Trp Gly Ala Arg Val Val Glu Pro
20 25 30
Pro Glu Lys Asp Asp Gln Leu Val Val Leu Phe Pro Val Gln Lys Pro
35 40 45
Lys Leu Leu Thr Thr Glu Glu Lys Pro Arg Gly Thr Lys Ala Trp Met
50 55 60
Glu Thr Glu Asp Thr Leu Gly His Val Leu Ser Pro Glu Pro Asp His
65 70 75 80
Asp Ser Leu Tyr His Pro Pro Pro Glu Glu Asp Gln Gly Glu Glu Arg
85 90 95
Pro Arg Leu Trp Val Met Pro Asn His Gln Val Leu Leu Gly Pro Glu
100 105 110
Glu Asp Gln Asp His Ile Tyr His Pro Gln
115 120

<210> 3

<211> 132
<212> PRT
Q213> ALFY

<220>
<223> EEI_/NE rPRAP1IZ K- 1

<400> 3
Ala Pro Ala His Gln Val Pro Val Lys Thr Lys Gly Lys His Val Phe
1 5 10 15
Pro Glu Gln Glu Thr Glu Lys Val Gly Arg Val Trp Asp Thr Arg Ala
20 25 30
Leu Glu Pro Leu Glu Lys Asp Asn Gln Leu Gly Pro Leu Leu Pro Glu
35 40 45
Pro Lys Gln Lys Pro Ala Ala Ala Glu Glu Lys Arg Pro Asp Ala Met
50 55 60
Thr Trp Val Glu Thr Glu Asp Ile Leu Ser His Leu Arg Ser Pro Leu
65 70 75 80
Gln Gly Pro Glu Leu Asp Leu Asp Ser Ile Asp His Pro Met Ser Asp
85 90 95
Asp Val Gln Asp Glu Glu Val Pro Gln Ser Arg Pro Ile Leu Tyr Arg
100 105 110
Gln Val Leu Gln Gly Pro Glu Glu Asp Leu Asp His Leu Ala His Ser
115 120 125
Met Glu Asp Ser
130

<210> 4
<211> 129

111115932 FEHESE A0202 $28 - HTR(FIFR) 1113159864-0
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<212> PRT
213> AT

<220>

<223> EEI_/NE rPRAPTZE K- 2

<400> 4

Ala Pro Ala His Gln Val Pro Val Lys Thr Lys

1 5

Pro Glu Gln Glu Thr Glu Lys Val Trp Asp Thr

20

Leu Glu Lys Asp Asn Gln Leu Gly Pro

35

Lys Pro Ala Ala Ala Glu Glu Lys Arg

50

Glu Thr Glu Asp Ile Leu Ser His Leu Arg Ser

65 70

Glu Leu Asp Leu Asp Ser Ile Asp His

85

Asp Glu Glu Val Pro Gln Ser Arg Pro
105
Gln Gly Pro Glu Glu Asp Leu Asp His

100

115
Ser

210> 5

<211> 151
<212> PRT
Q213> ALFY

<220>
<223> G AJEPRAPL

<400> 5

Met Arg Arg Leu Leu Leu Val Thr Ser

1 5

Glu Ala Gly Ala Val Pro Ala Pro Lys Val Pro

20

Lys His Trp Pro Ser Glu Gln Asp Pro Glu Lys

35

Val Val Glu Pro Pro Glu Lys Asp Asp Gln Leu

50

Val Gln Lys Pro Lys Leu Leu Thr Thr Glu Glu

65 70

Gly Arg Gly Pro Ile Leu Pro Gly Thr

85

Asp Thr Leu Gly His Val Leu Ser Pro Glu Pro
105

100

25

40

55

120

_EREE 1

25

40

55

Gly
Arg
Pro
Ala
60

Pro
Ser

Tyr

His

Val
Ile
Ala
Val
60

Lys

Trp

Asp

Lys His Val
15
Ala Leu Glu
30
Glu Pro Lys
45
Met Thr Trp

Leu Gln Gly

Asp Asp Val
95
Arg Gln Val
110
Ser Met Glu
125

Val Leu Leu
15
Lys Met Gln
30
Trp Gly Ala
45
Val Leu Phe

Pro Arg Gly

Met Glu Thr

95

His Asp Ser
110

Tyr His Pro Pro Pro Glu Glu Asp Gln Gly Glu Glu Arg Pro Arg

111115932

FEHESE A0202

Phe
Pro
Gln
Val
Pro
80

Gln

Leu

Asp

Trp
Val
Arg
Pro
Gln
80

Glu

Leu

Leu

$B3E - HIE(FRIR)
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202246306

115 120 125
Trp Val Met Pro Asn His Gln Val Leu Leu Gly Pro Glu Glu Asp Gln
130 135 140
Asp His Ile Tyr His Pro Gln
145 150
<210> 6
<211> 142
<212> PRT

213> AT

<220>
<223> EE_ANZEPRAP] % EEE 2

<400> 6
Met Arg Arg Leu Leu Leu Val Thr Ser Leu Val Val Val Leu Leu Trp
1 5 10 15
Glu Ala Gly Ala Val Pro Ala Pro Lys Val Pro Ile Lys Met Gln Val
20 25 30
Lys His Trp Pro Ser Glu Gln Asp Pro Glu Lys Ala Trp Gly Ala Arg
35 40 45
Val Val Glu Pro Pro Glu Lys Asp Asp Gln Leu Val Val Leu Phe Pro
50 55 60
Val Gln Lys Pro Lys Leu Leu Thr Thr Glu Glu Lys Pro Arg Gly Thr
65 70 75 80
Lys Ala Trp Met Glu Thr Glu Asp Thr Leu Gly His Val Leu Ser Pro
85 90 95
Glu Pro Asp His Asp Ser Leu Tyr His Pro Pro Pro Glu Glu Asp Gln
100 105 110
Gly Glu Glu Arg Pro Arg Leu Trp Val Met Pro Asn His Gln Val Leu
115 120 125
Leu Gly Pro Glu Glu Asp Gln Asp His Ile Tyr His Pro Gln
130 135 140

<210> 7

211> 9

<212> PRT
Q213> ALFY

<220>
<223> BRI NJEPRAP] %

<400> 7
Gln Gly Arg Gly Pro Ile Leu Pro Gly
1 5

<210> 8

<211> 152
<212> PRT
Q213> ALFY

111115932 FEHESE A0202 $48 - HTRE(FIFR) 1113159864-0
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<220>

<223> &R/ NEEPRAPL_[A]THHICRA a

<400> 8

Met Lys Arg

1

Glu Ala Gly

Lys His Val

35

Asp Thr Arg

50
Leu Leu
65

Pro

Pro Asp Ala

Arg Ser

Pro Met

Pro

Ser
115

Ile Leu Tyr

130

Leu Ala His

145

<210> 9

<211> 149
<212> PRT
213> AT

<220>

Phe Leu Leu Ala Thr Cys

5

Ala Ala Pro Ala His Gln

20

25

Phe Pro Glu Gln Glu Thr

Ala Leu Glu Pro Leu Glu

40

55

Glu Pro Lys Gln Lys Pro

70

Met Thr Trp Val Glu Thr

Leu Gln Gly Pro Glu Leu

100

Asp Asp Val Gln Asp Glu

85

105

120

Arg Gln Val Leu Gln Gly

135

Ser Met Glu Asp Ser

15

0

<223> &R/ NEEPRAPL_[A]THZICRA b

<400> 9

Met Lys Arg Phe Leu Leu Ala Thr Cys

1

5

Glu Ala Gly Ala Ala Pro Ala His Gln

20

25

Lys His Val Phe Pro Glu Gln Glu Thr

35

40

Ala Leu Glu Pro Leu Glu Lys Asp Asn

50

55

Glu Pro Lys Gln Lys Pro Ala Ala Ala

65

70

Met Thr Trp Val Glu Thr Glu Asp Ile

85

Leu Gln Gly Pro Glu Leu Asp Leu Asp

100

105

Leu Val
10
Val Pro

Glu Lys

Lys Asp

Ala Ala
75

Glu Asp

90

Asp Leu

Glu Val

Pro Glu

Leu Val
10
Val Pro

Glu Lys

Gln Leu

Glu Glu
75

Leu Ser

90

Ser Ile

Asp Asp Val Gln Asp Glu Glu Val Pro Gln Ser

111115932

FEHESE A0202

Ala Ala Leu Leu Trp
15
Val Lys Thr Lys Gly
30
Val Gly Arg Val Trp
45
Asn Gln Leu Gly Pro
60
Ala Glu Glu Lys Arg
80
Ile Leu Ser His Leu
95
Asp Ser Ile Asp His
110
Pro Gln Ser Arg Pro
125
Glu Asp Leu Asp His
140

Ala Ala Leu Leu Trp
15
Val Lys Thr Lys Gly
30
Val Trp Asp Thr Arg
45
Gly Pro Leu Leu Pro
60
Lys Arg Pro Asp Ala
80
His Leu Arg Ser Pro
95
Asp His Pro Met Ser
110
Arg Pro Ile Leu Tyr

$B5HE - HIE(FRIR)

1113159864-0
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115 120 125
Arg Gln Val Leu Gln Gly Pro Glu Glu Asp Leu Asp His Leu Ala His
130 135 140
Ser Met Glu Asp Ser
145

<210> 10
<211> 20
<212> PRT
213> AT

<220>
<223> HEI_AFERHERR

<400> 10
Met Arg Arg Leu Leu Leu Val Thr Ser Leu Val Val Val Leu Leu Trp
1 5 10 15
Glu Ala Gly Ala
20

<210> 11

<211> 20
<212> PRT
213> AT

<220>
<223> EHE_INEAHERK

<400> 11
Met Lys Arg Phe Leu Leu Ala Thr Cys Leu Val Ala Ala Leu Leu Trp
1 5 10 15
Glu Ala Gly Ala
20

<210> 12
<211> 239
<212> PRT
213> AT

<220>
<223> &I -GSTE H

<400> 12

Met Ser Pro Ile Leu Gly Tyr Trp Lys Ile Lys Gly Leu Val Gln Pro
1 5 10 15

Thr Arg Leu Leu Leu Glu Tyr Leu Glu Glu Lys Tyr Glu Glu His Leu

20 25 30
Tyr Glu Arg Asp Glu Gly Asp Lys Trp Arg Asn Lys Lys Phe Glu Leu
35 40 45
Gly Leu Glu Phe Pro Asn Leu Pro Tyr Tyr Ile Asp Gly Asp Val Lys

111115932 FEHESE A0202 $6H - HTR(FIIFR) 1113159864-0
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50
Leu Thr Gln Ser Met
65
Met Leu Gly Gly Cys
85
Gly Ala Val Leu Asp
100
Lys Asp Phe Glu Thr
115
Met Leu Lys Met Phe
130
Gly Asp His Val Thr
145
Val Val Leu Tyr Met
165
Val Cys Phe Lys Lys
180
Leu Lys Ser Ser Lys
195
Thr Phe Gly Gly Gly
210
Gly Ser Pro Glu Phe
225

111115932

55 60
Ala Tle Ile Arg Tyr Ile Ala Asp Lys His
70 75
Pro Lys Glu Arg Ala Glu Ile Ser Met Leu
90 95
Ile Arg Tyr Gly Val Ser Arg Ile Ala Tyr
105 110
Leu Lys Val Asp Phe Leu Ser Lys Leu Pro
120 125
Glu Asp Arg Leu Cys His Lys Thr Tyr Leu
135 140
His Pro Asp Phe Met Leu Tyr Asp Ala Leu
150 155
Asp Pro Met Cys Leu Asp Ala Phe Pro Lys
170 175
Arg Ile Glu Ala Ile Pro Gln Ile Asp Lys
185 190
Tyr Ile Ala Trp Pro Leu Gln Gly Trp Gln
200 205
Asp His Pro Pro Lys Ser Asp Leu Val Pro
215 220
Pro Gly Arg Leu Glu Arg Pro His Arg Asp
230 235

FEHESE A0202 B7TE  HIE(FIR)

Asn
80

Glu
Ser
Glu
Asn
Asp
160
Leu
Tyr

Ala

Arg

1113159864-0
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[S0HH 3R S A= E ]

[E5°Kk3H1] —fHELHPRAPIZ RN B —H LUSE—(Fie 2 & =R H HAE
E B A B PR IR Y S0 A 2R

(EA°KIH2] WEAsKIHIFTI 2 iR - H e (die B— A B HZ Bl
PRAPIZREL S HIFPAIRTT « 1B BT 100% LRI E B 5] -

(EA°KIH3] WEACKIAIFTI 2 R - H e (dfe B—/Ned - HiZ =l
PRAPIZREL S HIFPAIRTT « 38457 100% LRI E L 5] -

(E5°KIHA] WEAsKIAIATI 2 FE - ez EAHPRAPL IR TR »
AFAEST « K TES - BIRES EABRE PN ESTHY I T 2R FERE

(EA°KIES] WMEAsKIF4RTI 2 iR » @ IO SRS (FRR i T
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