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ENAHRED . mT DL S 2R 22300 A B AR 35 BRI Pi-Tau i B (P A0 4w A5 T E i-Tau it
B2 ERE) - 22 H Winnacker, From Genes to Clones, VCH Publishers, N.Y.,
N.Y. (1987) - &I ALENY)TE T4 S CHOMMAE £ ~ 5 1ECoséfifii % ~ HeLa
HHAE - B RERE AR A~ FNEKEE LAYBAHR S AT - Y iE Sh R Ay R s S
APV EREVERIPY]  AHERLEERS - BRI 58 - (QueenZs, Immunol. Rev.
89:49 (1986)) » LA FEHVII T ERALTEL » SEAIZFERGAS SR - RNABTHE
L > LRI BALES - AR R TIF - S REZEHITIIEIP T2
H R EEKE H A ~ SV40 ~ BiR 3 ~ THLIERN S - BEAIRESF0TAEIVEE)
- o 2 H.CoZ, J. Immunol. 148:1149 (1992) -

[0115] —E&mMULEEETTF) @ a] DURIEAFURATEERTE - BRE
ke 0 - FRIEE > AEEHT - SRR EHT(HPLC) » SRR K el LA s:

%24 H 4k 42 HETRIE)
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BH BT i 1 SR o B4 AB0RIE RS R 4y - a2/ 4980% 2 85%4diny
ZE/4985% 0% 4l » B/ EI90% E95% &MY 0 798% £ 99% 4t Bk HE 4T
WA &75Y) - Bl s4eyansfiioe /R o BREE R INI KT+ » FE -

Sl

CO116] m] L2 6 H A P s 4 A 48075 Big i B m By 2 RS - TP
| aifEEE(Remington's Pharmaceutical Sciences, 16ff » Osol, A. ed.(1980));&
BT EREZRR /KRR B O FRECER - a2 AYEEG ~ IPA] ~ e
Fr B SORIE N2 a it - RS ERIPInEEE - RS A HE
AR L B DR DT R SRR - IR sk — AR
{b#% b be® g S(ET s (benzalkonium chloride) » FZR A 5 By ~ |
ol ZR AR | B RO R B B sl R RO ROR R B 5 A0
HZE Ty BRCE S 3- KB IR - O FEZMRCVIREI0(ERE) © X
EAME L&D - BBPSRERED ARSI RS b » SRR
WHREE - FrElEk - RN - HERE - IBRBEEORERE - Bl TR
EHRA LGS EE - HEEE - SOl - S HIMEDTA © SERIERE -
HEERE - Al LALES B R T2 S E S YI(FIas-EHE ST
/a3 PR IAE M 140 TWEENTM » PLURONICSTMEE 7, —E2(PEG) -
B Ry AR HZNHT-VEGFIAGEC B AAE WO 97/04801 Fhfiatt - HA S EARS P

(01171 7By RC Bt n] &5 /e iRy A IE T s iy — R LL_EAY
W EEY) B RIEME O AT B A BIE R AL - G40 - Hisi
BREVEED) - DL R EIVEEY) e RiEIKIRI )T -

L0118 AEHAAYARIZA NG ] 6 227 158 48 5 W 5% FE R il B0 7 v e S T
RIS - Bl > A E AL S SV E R LA BEAS - HEA MK
AL QRTINS KB EE) i 2l B AR R AR T AR P B 4 2R B A2 -
PoRE N B (TR AL P MG B TR ) B b - 38 BB 147 22 B JiC Remington's
Pharmaceutical Sciences 16th edition, Osol, A. Ed.(1980) -

F25H 4k 42 HETRIE)
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(01191 RIREEAEG S50y A BHAV U S B IR R 2 M HY - 12 7T LUSIB AT
2 RE R RIE T EC L 2 AT 2 12 i R U AR A T S B3R,

[0120] ZAEHIHVEIAE R n B g BlR] - SRRy EE EHaER
A—EK L EHEREONERH/KRE YR EEAET - IR - &
B EH RN - KRR Q- KR LA | BN (Langerds » J.
Biomed. Mater. Res., 15: 167-277(1981) ; Langer, Chem. Tech., 12:98-105(1982))
BER(ZMER) - BATBR(GEEEEA3773919, EP 58,481) » L-Br &ALy Z&-L- 55
BEHYALTEY)(Sidman > 55 > Biopolymers 22:547(1983)) » A a] {7 L) — ZH 2
W% Ii(ethylene-vinyl acetate)(Langer » 55 » tHpald]_E) - Ba] R FLEE - 0%
HEEp41 Lupron Depot TM(H L B -F8Gk L BE S0 5 S Ml = % (leuprolide)
ZIEHEAH A PR IR ES) » PURED-()-3-¥8 | B, - AV ZNG-ZBk L
F BRI -FCR R RE R R0+ 100K PAE - 1 —E/KEHIBRE E Y
AN » A LURIE MBI RS T B AR e By S B OREE - I - QIR SER
BERR AP LR A b R O R TR o+ fH]S-SiiE > Rl A B Efiln AL iE
o R EIR TR ~ ERDRIE - SRS ENAIIE - MBS R &Y
REHEYREREE -

CREETIE

(01211 mILLEiEAE G20 BIAEAERARA - HERAA - 521 - BN > 8
N BRI (BIAIEEHSHEIAR) - LR B AR S S S VIRV A -

[0122] FIj~ S 0G4 NtE P RSP BLFR R B /K M B B MR ~ R0
FUE o JRMUARIN G 2R 8 ~ B8 - HYPROidEd - MU ERA
%l > AUHEE L85 - ARG EAEK ~ BEM /KPR ~ AUBEBERTFR - BN
KHIEENE - FINEN I E SR ~ WREICETERE - AEfErE L
# ~ BREEH - FERNE TR S REEEEM Y - EFEATTEY > F5E5
Al IFERS BRI H AR A IIR] > SE540EI40 > STl d=Yom] -~ piefuhl - 2o m
MM RRES5F -

[0123] B A BEEN SR RN R H R T - MR FR T AN
1y E—BEARIERUAR 2N R - EfiEariel - IBREE - Flit - %
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T HI EEEEEY ~ YRR ~ A RERIEEIE ~ SARE (R ~ R[5 HOYH T g
V) o AEEIRAL S BOB IR AV EEY A &YV E & E ] AT R a0 R4
0.0001 22000 mg/kg » 5£70.001 2500 mg/kg ({514210.02 mg/kg > 0.25 mg/kg - 0.5
mg/kg - 0.75 mg/kg - 10 mg/kg > SO mg/kgFEF)Zal BHhaE  fl40 > BIERLUE]
mg/kgfG B 550 mg/kgha B H(11-50 mg/kgHYaEE > 22 /D 1 mg/kg o FFE(ERY
B RMEERIRAYE & TSN - RS R LAHIRER o i Ty o
HEEME S EAZHNEEN - 2al& 2K -~ BR - SHEERE R
ot E VT H B HEEREHIERE - FIRtavEE HiER aimEE s
K1-10 mg/kg o {EAZEIHRYEEY )it H 2872 B E R S e BRI 2 -

HmsEES

[0124] Zgsuny— (BRI 505 R — g Ht EmT A
EH PR R0 0t B R HL AR B A S8 MG s A - P
Wik T — (B35 RS - BEOOREART I R -
g A S RSB IR - PR B SR » P&
KOS S SRR SR AT B 1 A (BB 28 v B AR P
SN A TR RS ETET ) - B A )RR
R IAE © PSS L spi R T A S G A 5
AR (B9 LML B R RIS i ol — (0 & & 4
PRI S /A28 » SRR EARITEK » FRASER R R BB LG -
HAT 5 SRR A P B R R EE » WIS AR -
HRRE  BIEY)  SHAISEEISS - LS - PRI S AR LU
B BIAHERATALAL AN TS A ST S VI SRR R BRI 1
CHRYISHIE -
BB
BEFEBTL GRS M A e R L R B

[0125] HUI2FEACSTHEER IO LRSS AL - 4354 PBS H AL
B S - ERMEE R AFORITRE U 01 RO
P/ N0, 1m0, Linl/ S5/ A T2 R 0 R » 9 s

aft

1
m{m|

P

F27TH - 442 HEVRIE)
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s EPBS » HEISIHASE21IKR - SSHURESIFAH/NETE Img/0. 1ml/ /R

A E R AR REIE - 45 FLPBS ¥ RaH AT A [FI RS FRAYPBS © (£ 5522 K i
B/ NI B i A4 %0 26 X5 B R ] R P T 2 24/ NS = [ T 1R Y B A KB I T
Hi7KOR — FRZS AR R AT R B - HERDI A JE T Ry3um - Bl 5 il 22 /K& 7K
SE1ZR > PO % RAR B AL s A R BE A E130 7 88 1% > /Ko sk2min - &RAKER S

1575 - FUKME > 198BS b BUKIREE > JUKmoE - ezt et
BER > {20065 CE B IE Tl -

[0126] ST IE MRBIE B SN RS LE/ BT o - 457310
PBSHIFEH (EI1A) BB RaE(L (Fuaftat) R TLESUARERH (E1B)
= o B AN R e A S (R A AR Y B B (b -

BEep2 SrassRREERRR/ N EERBREL IR

[0127] 24-25F#cdb/dbEER10E » FERE T R aE » 48 A PBS ¥R ZH A1
LHUSTEIRA - FAHASE - BRFBE RECHFEORIEE A - F1IRHBLS
BUAEEIF ECPBS - HERLEEE3 K o 4AMUATEIHAH /N EFE2mg/0.2ml/ B R FEARHK
EREUAEEIR  S57A L PBSEITAHAS T-AH [FI RS FRHYPBS - 45405 e H 3 1 K 1% St
7N BTt HY Y A H A1 4 % 26 7 B B [ 2 78 P [ 7 24/ N =[] 12 1 B ek AH Ak 4R
TS S R KR — AR A A R A T AR LR - 4HAR U R [BS Fedum - U1 ARIEHE
KIEIKIEIR = LI3%EEE/KIEE 15574 > 0.0IMPBSYE2K » 5478% - 10%1E
HEME (Vector laboratories » Inc.,USA ) EEAUNE » 111G EME -
PAPZERE T AHE - #HETVIRFAY R/ NE 2 wilEhiaS (Abcam) 4 CIHEF B -
TBSPE2K » FRS7r# o LUFFEDLR [gG (HRP)HHG (Abcam) —HizlRIFE 1]
IE » TBSH2K - 3#DABIE|E ( Vector laboratories » Inc.,USA ) B0 » /K%3
RI%aRRNEAEZL300) - SoKHusesoresd - BREOERBIR K » T HZRENEY] > FiE
BIBE R > UJR TE200/Z Y2805 iR e -

[0128] WEFRIA RS MEPRIAE I EGFaE » B/ R L DL B R E AL

S

[0129] &EHREUR > GHURERIFAH ([E2B) VBRI A CHIEZ NG
AEEPBSHIIEAN ([BI2A) - SRIEATS R AE R B RS R EE R IE (i

%28 H - £k 42 HETRITE)
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PRI - $ENEUAE A SR IR E A R E H AR - BHIERERRA
FTE Y Ba sadlise (b -

BB ARSI SER IR/ B B a4 b

[0130] 26Fdb/dbife L 108 - EH5 R4 » 48 B PBS B4 48
HESIEAL » FULESE - EEREIE KT REORIRE S 5 KB
BGFPBS » MHATEIS K « (M ATARA NG 2me/0.2ml/ 8/ K R AR
SEFHAIR - 46 PBS BB TAHFHSASAIPBS - 536 KHETE/ NI AL B
T A% % T TSI 1524 [\ o 1 P B G T B /KT —
PAEIH R T O - SRR IS B OTF BB K i A S
SATUBTY - SRR ZISEISS B - TR o 1BERETIRASHE - SKIER
FD 7K - REARATRR VAR89 - KPR - 1 GoheRE KA R R A2
SY8i RS54 - 1% KRR SR 1 Y /A - 4K ZBERK s
HGETH » TR 200155 BT TSR -

[0131] Massonz (" ] LIEURAHEATEAEL - SEREUR » G785 HPBS A
2H (EBA) B/NRRBAN A > ZRAEE % B EE (b (FiEER) -
WANSE b EET - GEUaRERAH (E3B) B/ NRAFRANIE A BV ETE S
sl ) BRESE IR - SRHTEATE I RECGE TEPR A/ BB B e
k-

ViR IERe SR ERE R e e AN S

[0132] 8-9FERIEFEAVEEMECST/NR 108 - Bty FyisH - 457A T PBSHY
IREAMIGRAIIA TR FEH - B2 5E - TreH5ERIR - 147 10mg/KghG B B X 15
NEgh - BT B (LAY o T BAS o SSMEIATRI AR 1mg/0. I ml/ 82/ R AL
FEAICER G TEUATRIR > (5/AHPBSHIRAR S TSR TERVPBS - PG E
REC RO ARG EAL /7 4H > 55 LURBHAGHEE A IH SRS - iEIHR 3/ NRF N 4E T
SURTHIF SORTEPBS » GEEERATR - S8 RIEIT/ NG, > HUE B AE4 % 2 T TR ]
TE M T E]E 24/ INRF o [ 78 1R HY B B S H AR A A FEE R /KR — R A IR HE T
b B - SHR VIR B RySpm > Y/ B /KI&/KIR12K - ERR 2183078
om0 R /KEETITIE - DI3% S /KIS 157738 - FIPAPERS IAAE -

F29H - £k 42 HETRIE)
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10% 092 1M0E ( Vector laboratories  Inc.,USA) HEA1/NEF 5 IHEE1% » FfRE
IMIER - RHVNERIVIZET UG (Abcam ) 4CWEE K » TBSH2K » FRS715E
LIPL% 1eG (HRP)HUAE (Abcam) “Hialm s /N » TBSHE2K - RS
$% - ¥ DABE\E|= ( Vector laboratories * Inc.,USA) BHfE » /K3 R 1B NZEHE
Fe300) - FZKIREES 7788  ZAETBS 1K » HEER/KEIILE R - P15 1720045
JCEERATR R

[0133] IEsHEEER EFEFRRZ » B rl SERYE L DU EEY) - @EJE
ENEFEN - TEREE/INE KELERG - R RE S - RERE
REUR - (v PBSEITEAH (E4A) BREIVIIBIRIGMERE (Friaftad) Yl
=R EETEEIAEEFEH (El4B) - BRHEUSEEIR rUGEIR0 B et (bR AL N
B AL

BHipls SAMREEERETRIREATFRREEL

[0134] 8-9fEMHYPLGE M (EH MR/ NeE 128 DU PLGE 14 sZ R/ )N
O - PLGIEME IR /N PB4 - 45400 ABE I 4H 45 A PBS ¥ E4H 75
66 - —4H/IN LR ATIRRO.25 % IEIS SRRl R IR & IF) - IS B s R -
R E REC R LK - [FIIG FTRREE - ZA@;@EE%E&Img/O.ImI/ EIRGETHIE
BRI - 457A 0 PBSEIGAH LIAHIR U7 =04a TAHIFI RS TRHYPBS » GG IHEASEE10°K -
PLGE M4/ NN R EE « 55 11URIE S/ N Bl HU B gl 4% 26 3 FR I R [E] 2 24/
155 = [EE %I B EOBB AR KM — FRIEH R T AR e - SHER VTR E
[ Fy3um - U7 Bl 2 7K1%7K0E 12K 0 PO % RAR AT Z4 6073 88 1% » I
sROREZY O EE o FUKHE » 1%EEERE N 2K BREE - /K0t - Hies
®E R 0 VIR TE200f5 2R NERES -

[0135] &EREUR > A8UREERA ([BISB) BHEIIRE (HrEaftat) %
BB/ DI G S EEPBSHTEAH ([BISA) FIPLGIEMEZIE4H ([ESC) » HAGHAES
FEHEIPLGIE M Z IR HATAT = R E (P=0.018) ([ESD) - sRUISAREIRAER
SRR EREEERSHE T B R EORIUR - HIEAEEE R RS
A BB AL -

BHEBI6 SBAHE I3 %0 M B2 i He e A )N B B Bt A b

F30H 4k 42 HETRIE)
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[0136] OflHEIECST/NE 16 B EHIER3 D REEIEF = Aa Rt (R B8 I)4
o SRR L E Ry3 TR E i A A - By B
B H3 T HEE i R aEPR) © SoHUHA MBS RV BEMECS T/ NS IR B2 BT IRAH
B A pa g A R R o AE4EEERT = REE/ N EUMSOuL - e flRHELR]
iE - AEAL N RIS SR SRR ARG B A o Ryl - &40 T A&
PBS¥HSIGAH - HAE8E - FlA&ESEC /R IR GBS/ N AT S
NBGENEIR 1mg/0.1mVE/R > §EEIPBS I e i £ 54 [FIAGTRAYPBS -
FEERI0REG L/ NESEHEZ0R - USRI RERSL/ N, > UM B R 4% 2 25 PR ]
TE24-48/ Ny o [ E 1R HYAH SR RE P EER 7R — R B IR A T iR B - D)
R E Ry3pm > IR BRI KIZ /K 1K > PO 1% RIR AT BRI 5 R BR 4 .30
Tr#ET% > KR 2min o BRORRACETE > SUKTE - 1RGNS L 0 &
KRR UK BREZIE PRI ET R > 200 CEREAR M IRE -

[0137] &SREUR > (58UREEIHMH (E6C) BRZIREL)E (FrBfE
s ) BHEVDNGETATEPBSEIE4H ([E6B) - Hipat=R## ([EoeD) &y
AR SHERAE (B AR IRIE R IE B 7KEE ([B16A) - BRHIEHATGIF AE AR 3%
HE [ 5% v Pl LITLREAR T N B B A A -

BEHep7 SRR R ARG MR E/ N E R

[0138) HU2MEERCSTHERISE - Btk Ry —2H > 2= L B 0d4H ~ 45787 PBS
(PBS Ryl <1 fE7 8% % (Phosphate Buffer Saline) » A5 i B 8URREIENIETE < )
HIRHNIGSEUSERIFAH - AR5 E - IHUBEERPLGIRMEZ IR/ NS & - Hie
FRAEE REC RSO R E > 4H » S5 T RBAMREHR4GEE - «G/ATRPBS T - 454K
A IR AH DL PLGTE 1 52487 N Bl 0. 1 mg/0. 1 ml/ &B/R 57 NS RIEEAE 2
AR IEREAEE o 72 (0 S RAHIR0. Iml/ &/ R By B BB K (RIS BRARAG
i) EPBSIEC AR 1R RIS IRALEE21K - SG8USEEIF4H/ NE % 1mg/0. 1ml/
C/REFICER SRS - SIEEPBSHIRAHAG T [EAEFRAYPBS » IH /N
AHAIPLGIE M A2 VN A G R . - (ESR22°R R S/ B M N 30 S S e A A
4% 2% T2 PR BEE 51 7 R 7 [ T 24/ INISF  [E5] 2 o i AE A S A P e /RORT - 278
HRIR BT MR B  SHERYT R IR Ry3pm > Y5 Bl 2 /K1%/K2E 1R > BLO.1% R
IR AL AT PRI AL E130 7 88 1% - /K5t 2min » SRR AL 1 73 - JR/kKod -

F31H 442 HETRIE)

X
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18R g b > RBUKIREE > UK - B2 EeiiBEr R > fE100f55¢8
RADSUR MR

[0139] FARBATS Al FIERE R MERRELYIE BRI %
IR AT (0 T DU L T A, -

[0140] ZE5EUT 1 MRBIE B SN RS LE N BRI o - B
NEZERIGEAEPBSAE ([B7B) FIPLGIEMZE4H/ N ([B7D) E 7 LEiBIR
AR % IBIRERAEIEA > FIBE > ERJEE  GEoRRsIRH (H
7C) o HZJE TSR B N e S EPBSEIRAH - SV B H R R AR
PRAT IR KAE ([EITA ) - 2RISR AE A A (R MR 0 R B L -

B P8 ST R RS MR BE/ N AT b

[0141] HU2MEECSTHERLTE » FEikr RWal - &57ATRPBS IR 116
FISEHATR RO - WERBHINE REC RO RILIEE 14 - 55 LRBRIIE A
22 > WA/ NEIEO. 1lmg/0. 1ml/ B2/ R B TR SHAAR B Z A B A e L > A
PGSR AIIET R EPBS - HUEIGIAAAEE2 1R » daH0ARR R AR/ BRI Tmg/0. 1ml/
B/ RS EIAEEE - 4575 PBSE B4R LU [E 5 2045 P AE [ BB FEfY
PBS - S522°K B 50N Bl M U R A5 A4 %0 25 T8 R B R R 2 24/ N [ETE 7%
HYT AR SRaE RS 0 RE KR Z RSB IR e T e B - ARG )R R Ry
3pm > Y] B 22 KR /KPR 1K PLO.1 % RAR B AL B AT R EE A (130738 1% » Ui
A 2min o FRARZRALE S8 - RUKTE 0 1RREERE ML FUKIRE i
AR - HEZR TP MERIBEL R o FE20065 LR BRRSE T -

[0142] BHFE3EH - 15 MR H BN RS L B A - S Nl
SUATRIEPBSAH ([EI8A) IBIFSRAE(L (Rrififfsd) R Lsndiuamaian ([E8B)
= S dHATR AR N B O B RE BRI IR /KR - REAIHEIARRC ) > 4
AL FEIIMIR A P PBSAE - Hatet = Rsy ([B8C) - aRHIMUAES R 1]
AR AR A Y S e B LE /N B liH AR -

BP9 BRI E ARG MR e/ N O BB b

F32H 442 HETRIE)
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[0143) HU2MEECSTHERLI0% - Batsy BRAE » 4075 1PBSEIEHAT fI4S
GG 558 - BERRIHAE R BRI R 4 - 55 RGBT
$2:0. 1mg/0. | ml/ 2/ K7 T E SRR A 2 2R B I BRAA% 5 e
FREPBS o AGUATEI T « SAGAHRITA N | me/0. | ml/ 6/ T AR
SNG4 PBS IR A FEAIR EA T FI RS FRAIPBS » 1E 5522 RS/ MR
D TEA% 5 PR L T 1 2224/ 1N © [ L B TR B K R
AR (T L AR B B B 3um s D BREEZE K% K120 D101 %
AR AT R R (2304380 » /Kb 2min - B 534 » sk
o 1 BT ME - BAORE K - BT ERIREE 72000
B T -

(01441 WiFE 3R - fE MBI S EE (L N - 37 O
STEIGEAHPBS AL ([BI9A ) 0 BRIEISZE 1 TRELLAS S SRE R4 ([BI9B) 5 -
SRR BT ST A (S P A o B -

B B10 SRR 24-25 TR/ N B LR b

[0145] 24-25fFdb/dbifEE10E > FEtksr RymiaH - 4aia1EPBS B AT
CEHUBTEIFAE - FHHASE - EIRAIRE REC RSO /4 55 IRBAIG4S
BUSERIECPBS » EAEAEEES IR o SERUATEIFAH /) B 2me/0.2ml/ B/ K FE ARAIR
EFHRIARSIR - (GTATEPBSESIGAHAS TAH [FIAGTEAVPBS - SEUAEEIR3 I RIZ ST
/INERAT I U i H B AE 4 % 2 22 TR [ R 7R T 6 72 24 Ny [ T2 PR Y Do A AR
B AR ZKR — B IR T A (IR - SHERUT R IS0 Rydpm > D)5 ARG
TR EES BRI A RIBT - SRERARTABEIS 88 FUKIIL o 198RS 77
b EUKEREIRD KPR - REGALEEME SR 8 708 » /K PSR - 1%k sHE
KB RIE 27788 > FRREEEIRAE A0 88 » 1%/ KIBRR S KRR Lo /e~
IKZEERK ZHZERBERLE /- UIR AE2000& e 2100 R B -

[0146] EFKF i RAVOFEIESAEGrAH GBI B OREL (L) -
RV ET A4 b v BE MBI S R M i =

[0147] Massonzt (] I REHGHVERAE (L - SEREUR » S/BHPBSHIE
4 (E10A) LALERAE ~ fT ] REE R ARG (k) @ 2

F33H - 442 HETRGIE)
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FOOHLEE(L  G8UAEEIRAE ([E10B) (CfLaRAE 2 R 7] /D SR8 Ay
ARV - BB IRAR o ORI LBREE IR o SR IAGUATE R G
PRI/ INER Lo B AR

BHEEI11 SAEsREIZEE17-18FilR iR/ N B LRI R E O R

[0148] 17-18/&kidb/dbEEA8EE - B ) Ry WiaH > 45/ATEPBS¥IIREHANTS
URERFEH - B4 E - EREHNE RIC ORI E T - 551G H
BESIHECPBS o LG EESS K - SSHURTERIRAH/ N B 2me/0.2ml/ €/ R ERFIRE
SRR - (B PBSEIRAH GG T [RIAGTEAVPBS - (5 80ARE R3S KIZEEIE/ N
BRI L U i H A5 74 %0 26 28 HH IR 5] G T [ T 24/ N (] TE 12 Y LRt AR 12
Hi /KR — SR B T e U - SHER D) A RS S3nm - U] A B e 22 /K12 7K
SR > BLO1 % IR AL BRIBE AL (13070 #8112 > At/KOHE2min - &RARZES
OlorgE > FUKHIE > 198BS b > 2UKIRE > UK - ez gridtet
BER > FE200(ECE2AASE MEEE -

[0149] EREUR - $G8UEREIEMH (E11B) /NEB RSN (578
WAk HHE A4S PBS HIEAH ([BI11A) - RBHERATE AR O BRaH
IREHRIR - $EnEaE IR A 2R O R B B BT kD
BIFES (17-18fE5H ) FEPRP /N Bl Lo et H Ak A A -

BHEE112 Soahs R FE(E26-27 Fil i bRm /N B DB IB R B TR

[0150] 26-27/Fkkdb/dblfEERIE » FElk oy A » SRR R PBSEIIRAAS &
FsEEORTRRAA4E - EERBIINE REC HHRORIMEE T4 - 57 LRBIIAE 0N
JFELPBS » HEFEEEEISK o SadiUATR IR AR/ NERAE 2me/0.2ml/ &/ K FERF A E S Al
AR > SIATEPBSEIEA 45 T HH[FIRGRRRYPBS - e UATR IR 35S RAREL AL/ N L
O B AH AT 4% 2 25 PRI ] 0 P [ E 24/ N » ]2 1 Y Lo g SR RE IR FEE S /K
FIZ IR HE TR B - dHEU) R B Ry3um > YR B2 /KT /KIEL
Ko PLO1%RAR R AT ZL 605758 1% » /KM » BRARZEILES088 » A
1 DEERE B 2K LIREE - FUKHE - BEZI&ET R > E200fB G808

Bz -

%34 H 442 HETRIE)
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[0151]) &5REDR > «G8UEREIRAH ([E12B) /NERBFEEERYIiR (5758
) TR DS PBSEIAAE ([B12A) - 5RDH4RZANE FAE RSO B0 45
FEEBIUR - femndlonis A il RS ORI R E a8y ks - B
FIEE (26278l ) BERR/ N B Lo ftel ARt -

B B113 &S RN Apo EBNRHGEERE b/ N BU L BB i bk 2

[0152] 6 ApoEifEE/ N 13 EEHIRE S B S I E R 6k (R iFE & IE -
TP2031) 16/ » FHEEARIGEERE(L" Y  fEAAGEN = KEE/ N HUMSOuL » 4%
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Asn Tyr Arg Gly Asn Val Ala Val Thr Val

205

FA4H > HER2EFIIR

270
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Ser

Asn

Cys

305

Ser

Pro

Pro

Thr

Met

385

Gly

Trp

Lys

Gly His Thr Cys Gln His Trp

275

Arg Thr Pro

290

Arg Asn Pro

Gln Val Arg

Val Ser Thr

340

Val Val
355

Gln

Ser Ser Thr

370

Thr Pro His

Leu Thr Met

Cys Phe Thr

420

Lys Cys

Glu Asn Phe
295

Asp Gly Lys
310

Trp Glu Tyr
325

Glu Gln Leu

Asp Cys Tyr

Thr Thr Thr
375

Arg His Gln
390

Asn Tyr Cys
405

Thr Asp Pro

280

Pro

Arg

Cys

Ala

His

360

Gly

Lys

Arg

Ser

F5H > HER2EFIIFR

Ser

Cys

Ala

Lys

Pro

345

Gly

Lys

Thr

Asn

Val
425

Ala Gln Thr Pro His Thr His

Lys Asn Leu Asp Glu Asn Tyr

300

Pro Trp Cys
315

[le Pro Ser
330

Thr Ala Pro

Asp Gly Gln

Lys Cys Gln
380

Pro Glu Asn
395

Pro Asp Ala
410

His Thr Thr Asn

320

Cys Asp Ser Ser

335

Pro Glu Leu Thr

350

Ser Tyr Arg Gly

Ser Trp Ser Ser

Tyr Pro Asn Ala

400

Asp Lys Gly Pro

415

Arg Trp Glu Tyr Cys Asn Leu

430

Ser Gly Thr Glu Ala Ser Val Val Ala Pro Pro Pro Val
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435

Val Leu Leu Pro Asp Val Glu
450 455

Gly Asn Gly Lys Gly Tyr Arg
465 470

Thr Pro Cys Gln Asp Trp Ala
485

Phe Thr Pro Glu Thr Asn Pro
500

Arg Asn Pro Asp Gly Asp Val
515

Pro Arg Lys Leu Tyr Asp Tyr
530 535

Ser Phe Asp Cys Gly Lys Pro
545 550

Arg Val Val Gly Gly Cys Val
565

Val Ser Leu Arg Thr Arg Phe
580

Ile Ser Pro Glu Trp Val Leu
595

440

Thr

Gly

Ala

Arg

Gly

520

Cys

Gln

Ala

Gly

Thr
600

445

Pro Ser Glu Glu Asp
460

Lys Arg Ala Thr Thr
475

Gln Glu Pro His Arg
490

Ala Gly Leu Glu Lys
505

Gly Pro Trp Cys Tyr
525

Asp Val Pro Gln Cys
540

Val Glu Pro Lys Lys
555

His Pro His Ser Trp
570

Cys

Val

His

Asn

510

Thr

Ala

Cys

Pro

Met Phe

Thr Gly
480

Ser Tle
495

Tyr Cys

Thr Asn

Ala Pro

Pro Gly
560

Trp Gln
575

Met His Phe Cys Gly Gly Thr Leu

585

590

Ala Ala His Cys Leu Glu Lys Ser

605

%6 H  HEI2HEFIIFR



201822797

Pro Arg
610

Asn Leu
625

Glu Pro

Val Ile

Val Val

Gln Gly

690

[le Glu

705

Gln Ser

Cys Gln

Tyr Ile

Asn Lys
770

Pro Ser Ser Tyr

Glu Pro His Val
630

Thr Arg Lys Asp
645

Thr Asp Lys Val
660

Ala Asp Arg Thr
675

Thr Phe Gly Ala

Asn Lys Val Cys
710

Thr Glu Leu Cys
725

Gly Asp Ser Gly
740

Leu Gln Gly Val
755

Pro Gly Val Tyr

Lys Val
615

Ile Leu Gly Ala His Gln Glu Val

620

Gln Glu Ile Glu Val Ser Arg Leu Phe

Ile Ala

Ile Pro

Glu Cys
680

635

Leu Leu Lys Leu Ser Ser
650

Ala Cys Leu Pro Ser Pro
665 670

Phe Ile Thr Gly Trp Gly
685

Pro
655

Asn

Glu

Gly Leu Leu Lys Glu Ala Gln Leu Pro

695

Asn Arg

Ala Gly

Gly Pro

Thr Ser

760

Val Arg
775

700

Tyr Glu Phe Leu Asn Gly
715

His Leu Ala Gly Gly Thr
730

Leu Val Cys Phe Glu Lys
745 750

Trp Gly Leu Gly Cys Ala
765

Val Ser Arg Phe Val Thr
780

HTH HE32EFIIFR

Arg

Asp

735

Asp

Arg

Trp

Leu

640

Ala

Tyr

Thr

Val

Val

720

Ser

Lys

Pro

Ile
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Glu Gly Val Met Arg Asn Asn
790

785

<210> 3

211> 2433
<212> DNA
<213>

<400> 3
atggaacata

cctctggatg

ctgggagcag

tgcagggcat

aagtcctcca

tcagagtgca

ggcatcacct

acacacccct

gggccctggt

tgtgaagagg

atgtctggac

ccttcecaaat

ctgcggectt

cgctgcacaa

gaaaactatc

gcacagaccce

aggaagtggt

actatgtgaa

gaagtataga

tccaatatca

taatcattag

agactgggaa

glcaaaaatg

cagagggact

gctatactac

aatgtatgca

tggaatgcca

ttccaaacaa

ggtgtttcac

cacctccacc

gcgggaatgt

ctcacacaca

tettctactt

tacccagggg

agaatgtgca

cagtaaagag

gatgagagat

tggaaagaac

gagttccact

ggaggagaac

tgatccagaa

ttgcagtgga

ggcetgggac

gaacctgaag

caccgacccce

atcttectggt

ggctgttace

taacaggaca

SA BRI RIAAESIE. (AR swiss prot) HURKEEIEY

cttttatttc tgaaatcagg tcaaggagag

gcttcactgt

gcaaaatgtg

cdacaatglg

gtagttttat

tacagaggga

tctecccaca

tactgcagga

aagagatatg

gaaaactatg

tctcagagcce

aagaattact

aacaagcgct

cccacctace

gtgtecgggc

ccagaadaact

tcagtgtcac

aggaggacgad

tgataatggc

ttgaaaagaa

cgatgtccaa

gacctagatt

atccagacaa

actactgcga

acggcaaaat

cacacgctca

gtcgtaacce

gggaactttg

agtgtctgaa

acacctgtca

tcecectgeaa

%8 H > HEI2HFIIFR

taagaagcag

agaattcacc

tgaaaacagg

agtgtatctc

ddcaadaaat

ctcacctgct

cgatccgcag

cattcttgag

ttccaagacc

tggatacatt

cgatagggag

tgacatccce

gggaacaggt

gcactggagt

adatttggat

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960
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gaaaactact

caagtgcggt

caattggctc

gatgeacaga

tggtcatcta

ctgacaatga

gaccecageg

gttgtagcac

tgtatgtttg

ccatgccagg

aatccacggg

ceetggtgct

gcggecectt

gttgtaggeg

aggtttggaa

gcccactgct

caagaagtga

¢cCCacacgaa

gtaatcccag

atcactggct

ctcectgtga

tccaccgaac

gcegeaatcece

gggagtactg

¢ccacagcacce

gctaccgagg

tgacaccaca

actactgcag

tcaggtggga

ctecgeetgt

ggaatgggaa

actgggcteac

cgggatctgga

acacgdcada

catttgattg

ggtgtgtggc

tgcacttctg

tggagaagtc

atctcgaacc

adagatattgc

cttgtctgcece

£822a42d4d44C

ttgagaataa

tctgtgcteog

tgacggaaaa

taagataccg

acctgagcta

cacatcctcc

ccggeaccag

gaatccagat

gtactgcaac

tgtecctgett

aggataccga

ccaggagcecc

ddaaaattac

tccaagaaaa

tgggaagect

ccacccacat

tggaggcacce

cccaaggect

gcatgttcag

cttgctaaag

atccccaaat

ccaaggtact

agtgtgcaat

gcatttggcce

agggccccat

tcctgtgact

acccctgtgg

accaccacca

aagaccccag

gcegataaag

ctgaaaaaat

ccagatgtag

ggcaagaggsg

catagacaca

tgccgtaacce

ctttacgact

caagtggagc

tcectggeect

ttgatatccc

tcatcctaca

gaaatagaag

ctaagcagtc

tatgtggtcg

tttggagetg

cgctatgagt

ggaggcactg

ggtgccatac

cctecccagt

tccaggactg

caggaaagaa

aaaactaccc

gceeetggtg

gctcaggaac

agactccttc

cgaccactgt

gcattttcac

ctgatggtga

actgtgatgt

cgaagaaatg

ggcaagtcag

cagagtgggt

aggtcatcct

tgtctaggct

ctgccgtcat

ctgaccggac

gcettetcaa

ttctgaatgg

acagttgcca

FIH > HEIR2HEFIIR

daccddcagc

atccacggaa

ctaccatggt

gtgtcagtct

aaatgctggc

ttttaccaca

agaagcgagt

cgaagaagac

tactgggacg

tccagagaca

tgtaggtgat

ccctecagtgt

tcectggaagg

tcttagaaca

gttgactgct

gggtgcacac

gttcttggag

cactgacaaa

cgaatgttte

ggaagccecag

aagagtccaa

gggtgacagt

1020

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800

1860

1920

1980

2040

2100

2160

2220

2280
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ggaggtccte tggtttectt cgagaaggac aaatacattt tacaaggagt cacttcttgg
ggtcttgget gtgcacgcce caataagect ggtgtctatg ttegtgttte aaggtttgtt
acttggattg agggagteat gagaaataat taa

210> 4

<211> 810

<212> PRT

Q213> SHERIRRIAGAERE (R swiss prot) IEIERETF
<400> 4

Met Glu His Lys Glu Val Val Leu Leu Leu Leu Leu Phe Leu Lys Ser

1 5 10 15

Gly Gln Gly Glu Pro Leu Asp Asp Tyr Val Asn Thr Gln Gly Ala Ser
20 25 30

Leu Phe Ser Val Thr Lys Lys Gln Leu Gly Ala Gly Ser Ile Glu Glu
35 40 45

Cys Ala Ala Lys Cys Glu Glu Asp Glu Glu Phe Thr Cys Arg Ala Phe
50 55 60

Gln Tyr His Ser Lys Glu Gln Gln Cys Val Ile Met Ala Glu Asn Arg
65 70 75 80

Lys Ser Ser Ile Ile Ile Arg Met Arg Asp Val Val Leu Phe Glu Lys
85 90 95

Lys Val Tyr Leu Ser Glu Cys Lys Thr Gly Asn Gly Lys Asn Tyr Arg
100 105 110

%1051 » 432 H(FHIFR)

2340

2400

2433
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Gly Thr

Ser Thr
130

Glu Gly
145

Gly Pro

Asp Ile

Tyr Asp

Trp Asp

210

Pro Asn

225

Leu Arg

Cys Asp

Tyr Gln

Met Ser Lys Thr Lys
115

Ser Pro His Arg Pro
135

Leu Glu Glu Asn Tyr
150

Trp Cys Tyr Thr Thr
165

Leu Glu Cys Glu Glu
180

Gly Lys Ile Ser Lys
195

Ser Gln Ser Pro His
215

Lys Asn Leu Lys Lys
230

Pro Trp Cys Phe Thr
245

Ile Pro Arg Cys Thr
260

Cys Leu Lys Gly Thr
275

Asn

120

Arg

Cys

Asp

Glu

Thr

200

Ala

Asn

Thr

Thr

Gly
280

Gly Tle Thr Cys Gln Lys Trp Ser

125

Phe Ser Pro Ala Thr His Pro Ser

140

Arg Asn Pro Asp
155

Pro Glu Lys Arg
170

Cys Met His Cys
185

Met Ser Gly Leu

His Gly Tyr Ile
220

Tyr Cys Arg Asn
235

Asp Pro Asn Lys
250

Pro Pro Pro Ser
265

Glu Asn Tyr Arg

Asn Asp

Tyr Asp

Ser Gly
190

Glu Cys
205

Pro Ser

Pro Asp

Arg Trp

Ser Gly

270

Gly Asn
285

F 11 H - 32 A(FHIR)

Pro Gln
160

Tyr Cys
175

Glu Asn

Gln Ala

Lys Phe

Arg Glu

240

Glu Leu
255

Pro Thr

Val Ala
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Val Thr
290

His Thr
305

Glu Asn

Thr Thr

Asp Ser

Glu Leu
370

Tyr Arg

385

Trp Ser

Pro Asn
Gly

Lys

Asn
450

Cys

Val Ser Gly His

His Arg Thr

310

Asn

Arg Asn
325

Tyr Cys

Ser Gln Val

340

Asn

Ser Pro Val Ser

355

Thr Pro Val Val

Gly Thr Ser Ser

390

Met Thr Pro

405

Ser

Ala Gly Leu Thr

420

Pro Trp Cys Phe
435

Leu Lys Lys Cys

Thr

295

Pro

Pro

Arg

Thr

Gln

375

Thr

His

Met

Thr

Ser
455

Cys GIn His

Glu Asn Phe

Asp Gly Lys
330

Trp Glu Tyr
345

Glu Gln Leu
360

Asp Cys Tyr

Thr Thr Thr

Arg His Gln
410

Asn Tyr Cys
425

Thr Asp Pro
440

Trp

Pro

315

Arg

Cys

Ala

His

Gly

395

Lys

Arg

Ser

Ser Ala Gln Thr Pro

300

Cys

Ala

Lys

Pro

Gly

380

Lys

Thr

Asn

Val

Gly Thr Glu Ala Ser

% 12H > £ 32 HIFHIER)

460

Leu Asp
320

Asn

Cys His
335

Trp

Pro Ser Cys

350

Ala Pro Pro

Gly

Gln Ser

Gln Ser
400

Cys

Glu Asn Tyr
415

Asp Ala Asp

430

Trp Glu Tyr

Val Ala Pro
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Pro Pro
465

Cys Met

Val Thr

His Ser

Asn Tyr
530

Thr Thr
545

Ala Ala

Cys Pro

Pro Trp

Gly Thr

610

Glu Lys

Val

Phe

Gly

Ile

515

Asn

Pro

Gly

Gln

595

Leu

Val

Gly

Thr

500

Phe

Arg

Pro

Ser

Arg

580

Val

Ile

Leu Leu Pro Asp
470

Asn Gly Lys Gly
485

Pro Cys GIn Asp

Thr Pro Glu Thr
520

Asn Pro Asp Gly
535

Arg Lys Leu Tyr
550

Phe Asp Cys Gly
565

Val Val Gly Gly

Ser Leu Arg Thr
600

Ser Pro Glu Trp
615

Val Glu Thr Pro Ser Glu Glu Asp

480

Tyr Arg Gly Lys Arg Ala Thr Thr

495

Ala Ala Gln Glu Pro His Arg

510

Pro Arg Ala Gly Leu Glu Lys

525

Val Gly Gly Pro Trp Cys Tyr

Tyr Cys Asp Val Pro Gln Cys

560

Pro Gln Val Glu Pro Lys Lys

575

Val Ala His Pro His Ser Trp

590

Phe Gly Met His Phe Cys Gly

605

Val Leu Thr Ala Ala His Cys Leu

Ser Pro Arg Pro Ser Ser Tyr Lys Val Ile Leu Gly Ala His

% 13H > £ 32 HIFHIER)
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025 630 635 640

Gln Glu Val Asn Leu Glu Pro His Val Gln Glu Ile Glu Val Ser Arg
645 650 655

Leu Phe Leu Glu Pro Thr Arg Lys Asp Ile Ala Leu Leu Lys Leu Ser
660 665 670

Ser Pro Ala Val Ile Thr Asp Lys Val Ile Pro Ala Cys Leu Pro Ser
675 680 685

Pro Asn Tyr Val Val Ala Asp Arg Thr Glu Cys Phe Ile Thr Gly Trp
690 695 700

Gly Glu Thr Gln Gly Thr Phe Gly Ala Gly Leu Leu Lys Glu Ala Gln
705 710 715 720

Leu Pro Val Ile Glu Asn Lys Val Cys Asn Arg Tyr Glu Phe Leu Asn
725 730 735

Gly Arg Val Gln Ser Thr Glu Leu Cys Ala Gly His Leu Ala Gly Gly
740 745 750

Thr Asp Ser Cys Gln Gly Asp Ser Gly Gly Pro Leu Val Cys Phe Glu
755 760 765

Lys Asp Lys Tyr Ile Leu Gln Gly Val Thr Ser Trp Gly Leu Gly Cys
770 775 780

Ala Arg Pro Asn Lys Pro Gly Val Tyr Val Arg Val Ser Arg Phe Val
785 790 795 800

%147 > £ 32 HIFHIR)
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Thr Trp Ile Glu Gly Val Met Arg Asn Asn

<210> 5
<211>
<212>
<213>

DNA

<400> 5

aaagtgtatc

ddddCdaaddd

ttctcacctg

aacgatccgc

gacattcttg

atttccaaga

catggataca

cccgataggg

tgtgacatcce

aagggaacag

cagcactgga

daaaatttgg

acaaccaaca

gtatccacgg

tgctaccatg

aagtgtcagt

ccaaatgctg

2145

805

tctcagagtg

atggcatcac

ctacacaccc

aggggcecctg

agtgtgaaga

ccatgtctgg

ttecttccaa

agctgcggcce

ccegetgeac

glgaaaacta

glgcacagac

atgaaaacta

gccaagtgeg

aacaattggc

gtgatggaca

cttggteatce

gcetgacaat

caagactggg

ctgtcaaaaa

ctcagaggga

gtgctatact

ggaatgtatg

actggaatgc

atttccaaac

ttggtgtttc

aacacctcca

tcgcgggaat

cccetcacaca

ctgccgeaat

gtgggagtac

tcccacagcea

gagctaccga

tatgacacca

gaactactgc

810

LYS77-PLG (Lys-8A88) %Y

aatggaaaga

tggagttcca

ctggaggaga

actgatccag

cattgcagtg

caggectgge

aagaacctga

accaccgacce

ccatcttctg

gtggctgtita

cataacagga

cctgacggaa

tgtaagatac

ccacctgagce

ggcacatcct

caccggceacc

aggaatccag

actacagagg

cttctcccca

actactgcag

aaaagagata

gagaaaacta

actctcagag

agaagaatta

ccaacaagcg

gtcccaccta

ccgtgtecgg

cacCagadaddad

d4aagggCCcCC

cgtcetgtga

taacccctgt

ccaccaccac

agaagacccc

atgccgataa

FISH > £ 32 HIFHIFR)

gacgatgtcce

cagacctaga

gaatccagac

tgactactgc

tgacggcaaa

cccacacgcet

ctgtcgtaac

ctgggaactt

ccagtgtctg

gcacacctgt

cttceectge

atggtgccat

ctcecteecca

ggtccaggac

cacaggaaag

agaaaactac

aggcccetgg

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020
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tgttttacca

acagaagcga

tccgaagaag

gtractggga

actccagaga

gatgtaggtg

gtcectecagt

tgtcctggaa

agtcttagaa

gtgttgactg

ctgggtgcac

ctgttettgg

atcactgaca

accgaatgtt

2a2gaagcce

ggaagagtcce

cagggtgaca

gtcacttett

tcaaggtttg

210> 6

211> 714
<212> PRT

cagaccccag

gtgttgtage

actgtatgtt

cgcecatgeca

caaatccacg

gtcectggtg

glgcggceccece

gggtigtagg

caaggtitgg

ctgeecactg

accaagaagt

agcccacacg

aagtaatccc

tcatcactgg

agcteectgt

aatccaccga

gtggaggtcce

ggggtetteg

ttacttggat

cgtcaggtgg

acctccgect

tgggaatggg

ggactggect

ggegggtetg

ctacacgaca

ttcatttgat

ggggtatgtg

aatgcactte

cttggagaag

gaatctcgaa

ddaagatatt

agettgtetg

ctggggagaa

gattgagaat

actctgtgct

tctggtttgc

ctgtgcacgc

tgagggagtg

gagtactgca

gttgtcetge

aaaggatacc

gcccaggagce

gaaaaaaatt

aatccaagaa

tgtgggaagc

gcccacccac

tgtggaggca

tccecaaggc

ccgecatgttc

gccttgetaa

ccatccccaa

acccaaggta

aaagtgtgca

gggcatttgg

ttcgagaagg

cccaataagc

atgagaaata

acctgaaaaa

ttccagatgt

gaggcaagag

cccatagaca

actgccgtaa

aactttacga

ctcaagtgga

attcctggcce

cctigatatc

cttcatccta

aggaadtaga

agctaagcag

attatgtegt

cttttggagc

atcgctatga

ccggaggcac

acaaatacat

ctggtgtcta

attaa

F 16 H » 432 H(FHIFR)

atgctcagga

agagactcct

ggcgaccact

cagcatttte

ccetgatggt

ctactgtgat

gcCgaddgddd

ctggcaagtc

cccagaglgg

caaggtcatc

agtgtctagg

tcectgeegtce

cgctgaccgg

tgoccttcte

gtttctgaat

tgacagttgc

tttacaagga

tgttegtatt

1080

1140

1200

1260

1320

1380

1440

1500

1560

1620

1680

1740

1800

1860

1920

1980

2040

2100

2145
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<213> LYS77-PLG (Lys-#AHH) &

il
o
=

il

<400> 6

Lys Val Tyr Leu Ser Glu Cys Lys Thr Gly Asn Gly Lys Asn Tyr Arg
1 5 10 15

Gly Thr Met Ser Lys Thr Lys Asn Gly Ile Thr Cys Gln Lys Trp Ser
20 25 30

Ser Thr Ser Pro His Arg Pro Arg Phe Ser Pro Ala Thr His Pro Ser
35 40 45

Glu Gly Leu Glu Glu Asn Tyr Cys Arg Asn Pro Asp Asn Asp Pro Gln
50 55 60

Gly Pro Trp Cys Tyr Thr Thr Asp Pro Glu Lys Arg Tyr Asp Tyr Cys
65 70 75 80

Asp Ile Leu Glu Cys Glu Glu Glu Cys Met His Cys Ser Gly Glu Asn
85 90 95

Tyr Asp Gly Lys Ile Ser Lys Thr Met Ser Gly Leu Glu Cys GIn Ala
100 105 110

Trp Asp Ser Gln Ser Pro His Ala His Gly Tyr Ile Pro Ser Lys Phe
115 120 125

Pro Asn Lys Asn Leu Lys Lys Asn Tyr Cys Arg Asn Pro Asp Arg Glu
130 135 140

Leu Arg Pro Trp Cys Phe Thr Thr Asp Pro Asn Lys Arg Trp Glu Leu
145 150 155 160

F1TH > £ 32 HIFHIFR)
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Cys

Tyr

Val

His

Glu

225

Thr

Asp

Glu

Tyr

Trp

305

Pro

Asp Ile Pro Arg Cys

Gln Cys

Thr Val
195

Thr His
210

Asn Tyr

Thr Asn

Ser Ser

Leu Thr
275

Arg Gly
290

Ser Ser

165

Leu Lys
180

Ser Gly

Asn Arg

Cys Arg

Ser Gln

245

Pro Val

260

Pro Val

Thr Ser

Met Thr

Gly

His

Thr

Asn

230

Val

Ser

Val

Ser

Pro
310

Asn Ala Gly Leu Thr

325

Thr Thr Pro Pro Pro Ser Ser
170

Thr Gly Glu Asn Tyr Arg Gly
185

Thr Cys Gln His Trp Ser Ala
200 205

Pro Glu Asn Phe Pro Cys Lys
215 220

Pro Asp Gly Lys Arg Ala Pro
235

Arg Trp Glu Tyr Cys Lys Ile
250

Thr Glu Gln Leu Ala Pro Thr
265

Gln Asp Cys Tyr His Gly Asp
280 285

Thr Thr Thr Thr Gly Lys Lys
295 300

His Arg His GIn Lys Thr Pro
315

Met Asn Tyr Cys Arg Asn Pro
330

% I8H - £ 32 H(FHIFR)

Gly Pro
175

Asn Val
190

Gln Thr

Asn Leu

Trp Cys

Pro Ser

255

Ala Pro

270

Gly Gln

Cys Gln

Glu Asn

Asp Ala
335

Thr

Ala

Pro

Asp

His

240

Cys

Pro

Ser

Ser

Tyr

320

Asp
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Lys Gly Pro Trp Cys Phe Thr Thr

340

Cys Asn Leu Lys

355

Pro Pro Val

370

Cys Met Phe

385

Val

Gly

Val Thr Gly Thr

His Ser

Ile

Asn Tyr Cys

435

Thr Thr Asn

450

Ala Ala Pro

465

Cys Pro Gly

Pro Trp Gln

Phe

420

Arg

Pro

Ser

Arg

Val

Lys Cys Ser Gly
360

Leu Leu Pro Asp
375

Asn Gly Lys Gly
390

Pro Cys Gln Asp
405

Thr Pro Glu Thr

Asn Pro Asp Gly
440

Arg Lys Leu Tyr
455

Phe Asp Cys Gly
470

Val Val Gly Gly
485

Asp Pro Ser

Thr Glu Ala

Val Glu Thr

Tyr Arg Gly

Trp Ala Ala

Asn Pro Arg

Asp Val Gly

Asp Tyr Cys

Lys Pro Gln

Val Arg Trp Glu Tyr

350

Ser Val Val Ala Pro

365

Pro Ser Glu Glu Asp

Lys Arg Ala Thr Thr

400

Gln Glu Pro His Arg

415

Ala Gly Leu Glu Lys

430

Gly Pro Trp Cys Tyr

445

Asp Val Pro Gln Cys

Val Glu Pro Lys Lys

480

Cys Val Ala His Pro His Ser Trp

495

Ser Leu Arg Thr Arg Phe Gly Met His Phe Cys Gly

F 19K » £ 32 HIFHIER)
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500 505 510

Gly Thr Leu Ile Ser Pro Glu Trp Val Leu Thr Ala Ala His Cys Leu
515 520 525

Glu Lys Ser Pro Arg Pro Ser Ser Tyr Lys Val Ile Leu Gly Ala His
530 535 540

Gln Glu Val Asn Leu Glu Pro His Val Gln Glu Ile Glu Val Ser Arg
545 550 555 560

Leu Phe Leu Glu Pro Thr Arg Lys Asp Ile Ala Leu Leu Lys Leu Ser
565 570 575

Ser Pro Ala Val Ile Thr Asp Lys Val Ile Pro Ala Cys Leu Pro Ser
580 585 590

Pro Asn Tyr Val Val Ala Asp Arg Thr Glu Cys Phe Ile Thr Gly Trp
595 600 605

Gly Glu Thr Gln Gly Thr Phe Gly Ala Gly Leu Leu Lys Glu Ala Gln
610 615 620

Leu Pro Val Ile Glu Asn Lys Val Cys Asn Arg Tyr Glu Phe Leu Asn
625 630 635 640

Gly Arg Val Gln Ser Thr Glu Leu Cys Ala Gly His Leu Ala Gly Gly
645 650 655

Thr Asp Ser Cys Gln Gly Asp Ser Gly Gly Pro Leu Val Cys Phe Glu
660 665 670

F20H £ 32 HIFHIER)
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Lys Asp Lys Tyr Ile Leu Gln Gly Val Thr Ser Trp Gly Leu Gly Cys

675

630

685

Ala Arg Pro Asn Lys Pro Gly Val Tyr Val Arg Val Ser Arg Phe Val

690

695

Thr Trp Ile Glu Gly Val Met Arg Asn Asn
710

705

<210> 7
<211>
<212>
<213>

DNA

<400> 7

gagcctetgg

cagctgggag

acctgcaggg

aggaagtcct

ctctcagagt

aatggcatca

gctacacacc

cagggegcccet

gagtgtgaag

tgtcctggaa

agtcttagaa

gtgttgactg

ctgggtgcac

1245

atgactatgt

caggaagtat

cattccaata

ccataatcat

gcaagactgg

cctgtcaaaa

cclcagaggg

ggtgctatac

aggcggccce

gggttgtagg

caaggtttgg

ctgceccactg

accaagaagt

gaatacccag

agaagaatgt

tcacagtaaa

taggatgaga

gaatggaaag

atggagttce

actggaggag

tactgatcca

ttcatttgat

ggggtgtgtyg

aatgcacttc

cttggagaag

delta-plg (delta-#AME ) K5

ggggcttcac

gcagcaaaat

gagcaacaat

gatgtagttt

aactacagag

acttctccce

aactactgca

gaadagagat

tgtgggaagc

gcccacccac

tgtggaggca

tccccaaggce

700

tgttcagtgt

gtgaggagea

gtgtgataat

tatttgaaaa

ggacgatgtc

acagacctag

ggaatccaga

atgactactg

ctcaagtgga

attcctggcec

ccttgatatce

cttcatccta

gaatctcgaa ccgeatgttc aggaaataga

F21H 32 HIFHIER)

cactaagaag

cgaagaattc

ggctgaaaac

gaaagtgtat

CdaaacCdaddd

attctcacct

cdaacgatccg

cgacattctt

gcCgaddgddd

ctggcaagtc

cccagagtgg

caaggtcatc

agtgtctagg

60

120

180

240

300

360

420

480

540

600

660

720

780
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ctgttettgg

atcactgaca

accgaatgtt

aaggaagccce

ggaagagtcce

cagggtgaca

gtcacttctt

tcaaggttte

210> 8

211> 414
<212> PRT

agcccacacg

aagtaatccc

tcatcactgg

agctcectgt

aatccaccga

gtggaggtcec

ggggtettgg

ttacttggat

aaaagatatt

agcttgtctg

ctggggagaa

gattgagaat

actctgtgct

tctggtttec

ctgtgcacge

tgagggagtg

gcettgetaa

ccatccccaa

acccaaggta

aaagtgtgca

gggcatttgg

ttcgagaagg

cccaataage

atgagaaata

agctaagcag

attatgtggt

cttttggagce

atcgctatga

ccggaggcac

acaaatacat

ctggtgtcta

attaa

tcetgeegtce

cgctgaccgg

tggecttctce

gtttctgaat

tgacagttgc

tttacaagga

tgttcgtatt

<213> delta-plg (delta-8AEE ) SEENEFY]
<400> 8
Glu Pro Leu Asp Asp Tyr Val Asn Thr Gln Gly Ala Ser Leu Phe Ser

1 5 10 15

Val Thr Lys Lys Gln Leu Gly Ala Gly Ser Ile Glu Glu Cys Ala Ala
20 25 30

Lys Cys Glu Glu Asp Glu Glu Phe Thr Cys Arg Ala Phe Gln Tyr His
35 40 45

Ser Lys Glu Gln GIn Cys Val Ile Met Ala Glu Asn Arg Lys Ser Ser
50 55 60

Ile Ile Ile Arg Met Arg Asp Val Val Leu Phe Glu Lys Lys Val Tyr
65 70 75 80

F22H 32 HIFHIER)

840

900

960

1020

1080

1140

1200

1245



201822797

Leu Ser Glu Cys Lys Thr Gly Asn Gly Lys Asn Tyr Arg Gly Thr Met

85 90 95

Ser Lys Thr Lys Asn Gly Ile Thr Cys GIn Lys Trp Ser Ser Thr Ser
100 105 110

Pro His Arg Pro Arg Phe Ser Pro Ala Thr His Pro Ser Glu Gly Leu
115 120 125

Glu Glu Asn Tyr Cys Arg Asn Pro Asp Asn Asp Pro Gln Gly Pro Trp
130 135 140

Cys Tyr Thr Thr Asp Pro Glu Lys Arg Tyr Asp Tyr Cys Asp Ile Leu
145 150 155 160

Glu Cys Glu Glu Ala Ala Pro Ser Phe Asp Cys Gly Lys Pro Gln Val
165 170 175

Glu Pro Lys Lys Cys Pro Gly Arg Val Val Gly Gly Cys Val Ala His
180 185 190

Pro His Ser Trp Pro Trp Gln Val Ser Leu Arg Thr Arg Phe Gly Met
195 200 205

His Phe Cys Gly Gly Thr Leu Ile Ser Pro Glu Trp Val Leu Thr Ala
210 215 220

Ala His Cys Leu Glu Lys Ser Pro Arg Pro Ser Ser Tyr Lys Val Ile
225 230 235 240

Leu Gly Ala His Gln Glu Val Asn Leu Glu Pro His Val Gln Glu Ile

F23H > £ 32 HIFHIER)



201822797

245

Glu Val Ser Arg Leu
260

Leu Lys Leu Ser Ser
275

Cys Leu Pro Ser Pro
290

Ile Thr Gly Trp Gly
305

Lys Glu Ala Gln Leu
325

Glu Phe Leu Asn Gly
340

Leu Ala Gly Gly Thr
355

Val Cys Phe Glu Lys
370

Gly Leu Gly Cys Ala
385

Ser Arg Phe Val Thr
405

250

Phe Leu Glu Pro Thr Arg Lys Asp
265

Pro Ala Val Ile Thr Asp Lys Val
280 285

Asn Tyr Val Val Ala Asp Arg Thr
295 300

Glu Thr Gln Gly Thr Phe Gly Ala
310 315

Pro Val Ile Glu Asn Lys Val Cys
330

Arg Val Gln Ser Thr Glu Leu Cys
345

Asp Ser Cys Gln Gly Asp Ser Gly
360 365

Asp Lys Tyr Ile Leu Gln Gly Val
375 380

Arg Pro Asn Lys Pro Gly Val Tyr
390 395

Trp Ile Glu Gly Val Met Arg Asn
410

F24H - 32 HIFHIER)

255

Ile Ala Leu
270

Ile Pro Ala

Glu Cys Phe

Gly Leu Leu
320

Asn Arg Tyr
335

Ala Gly His
350

Gly Pro Leu

Thr Ser Trp

Val Arg Val

400

Asn



201822797

<210> 9

211> 1104
<212> DNA
<213>

<400> 9
gtcaggtggg

ccteegectg

gggaatggga

gactgggctg

gegggteteg

tacacgacaa

fcatttgatt

gggtgtgteg

atgcacttct

ttggagaagt

aatctcgaac

daagatattg

gcttgtetgc

tggggagaaa

attgagaata

ctctgtgetg

ctggtttgct

tgtgcacgcece

gagggagtga

agtactgcaa

ttgtectget

aaggataccg

cccaggagec

ddaaaaatta

atccaagaaa

glgggaagcce

cccacccaca

gtggaggcac

ccecaaggcec

cgcatgltica

ccttgctaaa

catccccaaa

cccaaggtac

aagtgtgcaa

ggcatttggc

tcgagaagga

ccaataagcc

tgagaaataa

cctgaaaaaa

tccagatgta

aggcaagagg

ccatagacac

ctgccgtaac

actttacgac

tcaagtggag

ttcctggece

cttgatatcc

ttcatcctac

ggaaatagaa

gctaagcagt

ttatgtggtce

ttttggaget

tcgctatgag

cggaggcact

caaatacatt

tggtgtctat

ttaa

Mini-plg (/NERAEEE FVABRIR ) MBE5

tgctcaggaa

gagactcctt

gcgaccactg

agcattttca

cctgatggtg

tactgtgatg

ccgaagaaat

tggcaagtca

ccagagtgog

aaggtcatcc

gtgtctaggc

cctgeegtica

gctgaccgga

ggccetictca

tttctgaatg

gacagttgcc

ttacaaggag

gttcgtattt

cagaagcgag

ccgaagaaga

ttactgggac

ctccagagac

atgtaggtgg

tccctcagtg

gtcctggaag

gtcttagaac

tgttgactgc

tgggtgcaca

tgttcttgga

tcactgacaa

ccgaatgttt

a4ggaagcccad

gaagagticca

agggtgacag

tcacttettg

caaggtttgt

F25H £ 32 HIFHIER)

tgttgtagea

ctgtatgttt

gceatgecag

aaatccacgg

tccetggtgc

tgcggcccct

ggttgtageg

aaggtttgga

tgeecactge

ccaagaagtg

gcccacacga

agtaatccca

catcactggc

gcteectgtg

atccaccgaa

tggaggtcct

gggtettggc

tacttggatt

60

120

180

240

300

360

420

480

540

600

660

720

780

840

900

960

1020

1080

1104
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<210>
<211>
<212>
<213>

10
367
PRT

<400> 10

Val Arg Trp Glu Tyr Cys
1 5

Ser Val Val Ala Pro Pro
20

Pro Ser Glu Glu Asp Cys
35

Lys Arg Ala Thr Thr Val
50

Gln Glu Pro His Arg His
65 70

Ala Gly Leu Glu Lys Asn
85

Gly Pro Trp Cys Tyr Thr
100

Asp Val Pro Gln Cys Ala
115

Val Glu Pro Lys Lys Cys
130

Asn

Pro

Met

Thr

55

Ser

Tyr

Thr

Ala

Pro
135

Leu Lys

Val Val
25

Phe Gly
40

Gly Thr

[le Phe

Cys Arg

Asn Pro
105

Pro Ser
120

Gly Arg

Mini-plg (VNBEELIAEER ) fABFES

Lys Cys Ser Gly
10

Leu Leu Pro Asp

Asn Gly Lys Gly
45

Pro Cys Gln Asp
60

Thr Pro Glu Thr
75

Asn Pro Asp Gly
90

Arg Lys Leu Tyr

Phe Asp Cys Gly
125

Val Val Gly Gly
140

F26H > £ 32 HIFHIER)

Thr

Val

30

Tyr

Trp

Asn

Asp

Asp

110

Lys

Cys

Glu Ala
15

Glu Thr

Arg Gly

Ala Ala

Pro Arg
80

Val Gly
95

Tyr Cys

Pro Gln

Val Ala
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His Pro His Ser Trp Pro Trp Gln Val Ser Leu Arg Thr Arg Phe Gly

145 150 155 160

Met His Phe Cys Gly Gly Thr Leu Ile Ser Pro Glu Trp Val Leu Thr
165 170 175

Ala Ala His Cys Leu Glu Lys Ser Pro Arg Pro Ser Ser Tyr Lys Val
180 185 190

[le Leu Gly Ala His Gln Glu Val Asn Leu Glu Pro His Val Gln Glu
195 200 205

[le Glu Val Ser Arg Leu Phe Leu Glu Pro Thr Arg Lys Asp Ile Ala
210 215 220

Leu Leu Lys Leu Ser Ser Pro Ala Val Ile Thr Asp Lys Val Ile Pro
225 230 235 240

Ala Cys Leu Pro Ser Pro Asn Tyr Val Val Ala Asp Arg Thr Glu Cys
245 250 255

Phe Ile Thr Gly Trp Gly Glu Thr Gln Gly Thr Phe Gly Ala Gly Leu
260 265 270

Leu Lys Glu Ala Gln Leu Pro Val Ile Glu Asn Lys Val Cys Asn Arg
275 280 285

Tyr Glu Phe Leu Asn Gly Arg Val Gln Ser Thr Glu Leu Cys Ala Gly
290 295 300

His Leu Ala Gly Gly Thr Asp Ser Cys Gln Gly Asp Ser Gly Gly Pro

F27TH » 32 HIFHIER)
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305

310

315

320

Leu Val Cys Phe Glu Lys Asp Lys Tyr Ile Leu Gln Gly Val Thr Ser

325

330

335

Trp Gly Leu Gly Cys Ala Arg Pro Asn Lys Pro Gly Val Tyr Val Arg

340

345

350

Val Ser Arg Phe Val Thr Trp Ile Glu Gly Val Met Arg Asn Asn

355

<210> 11

211> 750
<212> DNA
<213>

<400> 11
gceectteat

gtagggggst

tttggaatgc

cactgcttgg

gaagtgaatc

acacgaaaag

atcccagett

actggctggg

cctgtgattg

accgaactct

ggtccteteg

ttgattgtag

gtgtggccca

acttctgtag

agaagtcccce

tcgaaccgca

atattgectt

gtctgccatce

gagaaaccca

agaataaagt

gtgctgggca

tttgcttcga

360

gaagcctcaa

cccacattcee

aggcaccttg

aaggccttca

tgttcaggaa

gctaaagcta

cccaaattat

aggtactttt

gtgcaatcgc

tttggccgga

gaaggacadadad

Micro-plg (THEREE R AEIR) ZBLFY

glggageccga

tggeeectggc

atatccccag

tcctacaagg

atagaagtgt

agcagtectg

gtggtegcty

ggagctggce

tatgagtttc

ggcactgaca

tacattttac

365

agaaatgicc

aagtcagtict

agtggatgtt

tcatcctggg

ctaggctgtt

ccgtcatcac

accggaccga

ttctcaagga

tgaatggaag

gttgecaggg

aaggagtcac

F28H 32 HIFHIER)

tggaagggtt

tagaacaagg

gactgctgcce

tgcacaccaa

cttggagccec

tgacaaagta

atgtttcate

agececagete

agtccaatce

tgacagtgga

ftcttggggt

60

120

180

240

300

360

420

480

540

600

660
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cttggctgtg cacgecccaa taagectggt gtctatgtte gtgtttcaag gtttgttact

tggattgage gagtgatgag aaataattaa

<210> 12

211> 249
<212> PRT
<213>

<400> 12
Ala Pro Ser Phe Asp Cys

1 5

Pro Gly Arg Val Val Gly
20

Trp Gln Val Ser Leu Arg
35

Thr Leu Ile Ser Pro Glu
50

Lys Ser Pro Arg Pro Ser
65 70

Glu Val Asn Leu Glu Pro
85

Phe Leu Glu Pro Thr Arg
100

Pro Ala Val Ile Thr Asp
115

Gly

Gly

Thr

Trp

55

Ser

His

Lys

Lys

Micro-plg (fER4EELIANIR ) ARV

Lys Pro Gln Val Glu Pro
10

Cys Val Ala His Pro His
25

Arg Phe Gly Met His Phe
40 45

Val Leu Thr Ala Ala His
60

Tyr Lys Val Ile Leu Gly
75

Val Gln Glu Ile Glu Val
90

Asp Tle Ala Leu Leu Lys
105

Val Ile Pro Ala Cys Leu
120 125

F29H 32 HIFHIER)

Lys

Ser

30

Cys

Cys

Ala

Ser

Leu

110

Pro

Lys Cys
15

Trp Pro

Gly Gly

Leu Glu

His Gln
80

Arg Leu
95

Ser Ser

Ser Pro

720

750
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Asn Tyr Val Val Ala Asp Arg Thr
130 135

Glu Thr Gln Gly Thr Phe Gly Ala
145 150

Pro Val Tle Glu Asn Lys Val Cys
165

Arg Val Gln Ser Thr Glu Leu Cys
180

Asp Ser Cys Gln Gly Asp Ser Gly
195 200

Asp Lys Tyr Ile Leu Gln Gly Val
210 215

Arg Pro Asn Lys Pro Gly Val Tyr
225 230

Trp Ile Glu Gly Val Met Arg Asn
245

<210>
211>
<212>

13
684
DNA

Glu Cys Phe Ile Thr Gly Trp Gly
140

Gly Leu Leu Lys Glu Ala Gln Leu
155 160

Asn Arg Tyr Glu Phe Leu Asn Gly
170 175

Ala Gly His Leu Ala Gly Gly Thr
185 190

Gly Pro Leu Val Cys Phe Glu Lys
205

Thr Ser Trp Gly Leu Gly Cys Ala
220

Val Arg Val
235

Ser Arg Phe Val Thr
240

Asn

Q213> HEFEEAR (&) AR5

<400> 13

gttgtaggge gotgtgtggc ccacccacat tcctggecct ggcaagtcag tcttagaaca 60

aggtttggaa tgcacttctg tggaggcacc ttgatatccc cagagtgggt gttgactgct 120

F30H » 32 HIFHIER)
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gcecactgct

caagaagtga

cccacacgaa

gtaatcccag

atcactggct

ctceetgtga

tccaccgaac

ggaggtccte

gotcttgget
acttggattg
210> 14

Q211> 228
<212> PRT
<213>

<400> 14

tggagaagtc

atctcgaacc

aagatattgc

cttgtectgec

g8824gdddC

ttgagaataa

tctgtgcteg

tggtttgett

gtgcacgccc

agggagtgat

cccaaggcect

gcatgttcag

cttgctaaag

atccccaaat

ccaaggtact

agtgtgcaat

gcatttggcce

cgagaaggac

caataagcct

gaga

tcatcctaca

gaaatagaag

ctaagcagtc

tatgtggtcg

tttggagetg

cgctatgagt

ggaggeactg

aaatacattt

ggtgtctatg

HGEMREOR (451) MNEARRFY

Val Val Gly Gly Cys Val Ala His Pro His Ser

1

5

10

Ser Leu Arg Thr Arg Phe Gly Met His Phe Cys

20

25

Ser Pro Glu Trp Val Leu Thr Ala Ala His Cys

35

40

Arg Pro Ser Ser Tyr Lys Val Ile Leu Gly Ala

50

55

aggtcatcct gggtgcacac

tgtctagget gttcttggag

ctgecgtcat cactgacaaa

ctgaccggac cgaatgtttc

gcettcetcaa ggaageccag

ttctgaatgg aagagtccaa

acagttgcca gggtgacagt

tacaaggagt cacttcttgg

ttcgtgtttc aaggtrrgtt

Trp Pro Trp Gln Val
15

Gly Gly Thr Leu Ile
30

Leu Glu Lys Ser Pro
45

His Gln Glu Val Asn
60

F31H £ 32 5IFHIER)

180

240

300

360

420

480

540

600

660

684
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Leu Glu Pro His Val Gln Glu Ile Glu Val Ser Arg Leu Phe Leu Glu
65 70 75 80

Pro Thr Arg Lys Asp Ile Ala Leu Leu Lys Leu Ser Ser Pro Ala Val
85 90 95

Ile Thr Asp Lys Val Ile Pro Ala Cys Leu Pro Ser Pro Asn Tyr Val
100 105 110

Val Ala Asp Arg Thr Glu Cys Phe Ile Thr Gly Trp Gly Glu Thr Gln
115 120 125

Gly Thr Phe Gly Ala Gly Leu Leu Lys Glu Ala Gln Leu Pro Val Ile
130 135 140

Glu Asn Lys Val Cys Asn Arg Tyr Glu Phe Leu Asn Gly Arg Val Gln
145 150 155 160

Ser Thr Glu Leu Cys Ala Gly His Leu Ala Gly Gly Thr Asp Ser Cys
165 170 175

Gln Gly Asp Ser Gly Gly Pro Leu Val Cys Phe Glu Lys Asp Lys Tyr
180 185 190

[le Leu Gln Gly Val Thr Ser Trp Gly Leu Gly Cys Ala Arg Pro Asn
195 200 205

Lys Pro Gly Val Tyr Val Arg Val Ser Arg Phe Val Thr Trp Ile Glu
210 215 220

Gly Val Met Arg
225

F32H - £ 32HIFIIER)
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