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[0031]  7E AW St 7 22, i ZUIMAE BT BE FH T 52 Ml AN A2 PR 3R AG IR ) — 350 5 (L A2 52 il R
R EAR S A/ BT, IF T B 2 2 3G N S 8 (I anfl) 1 2 R P AR B ST
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S o3& 2, IR Fh A R AT IR RS 1T e B J B L A B R =

[0032] 75X AP SE it 5 R, & MAE iT A RIS 1, H BT BA il T2 5 & AR A/
RPN 2 5 BB o B L 43 A RN/ B PR B A 28 B B ZH 23 (91 G I Bk
B ) ()2 903 B R A 1 5 1S

[0033] PRI, AFART S 20 F) JHF U 0 47 B 05 » L1 1tk Bl TPtk I ThRe S vl i 3, 1 an el T3
S EAEECH T 25 o8 & SR R ) B2 D) S 200 IR 45345 « B AT AT iR XL 3 B0
BEEAY,  SETETRE 1A R 7 A P I J 4 st JHE ) 457495 , T e 3 B0 ZUIALE

[0034] ARty , 4 b= 3l xof Fr U 3 B A A 28 2R ) 5 00 ) 453 43 B0 , tHPT R R B &
IIAE o PR 0L 5 200 B A 22 A28 B IR AR AR IR0 (510 40 22 28 5 35 u8) , 1 o451 an I e 45347 51 k2
(2% B Pt ol AR 47 1 o a5 BN 45 9 an ok B B & e e L) , BB AR AT 4 &
JERYL, v] e T B ZULAE .

[0035]  HYye V8 70 Ji IR , v 2 e AT DA 3 I IR S AR 4K R/ B 23 - 18 A% i B adh A 7 e I B
W o DRI, 51040, B AT DAAR AR AR A0 2 0 AT AT A B AR, 2 sk PP Ak B ) of 3 R 2 i 7k P
(8 4y, 1 14 B8 0L 37 B ATEART IR YR AT AR5 o ) AT ARSI o A7 A T R (o 2R B 375 5) A )
IR AN/ SR (B WS 2R BTN L) 1 70 » B3 8 3 L Al A v B 28 2 1 A AR
PR (040 PR B FLIE IR B 23 At mT DL 3RS Bl &6 5 ¥ S UCD , A/ Bk i o ot U4 ot (R
B e s 5 B 0T/ B AT o IX R 8 A2 B Rl LA S5 PR VPAS AR G 5 48] i 42 5 27
HA 2K BHP 2 DEAS , A0 FE A2 B (9] MR Tl HE At e 48) XA/ 5547 2/ I B AR A% i A/
B B Al 2 B D Re WSS o ESEALUCDI 15 OL T, AT DL EAT 506 s 1 2 FH /Bl 7y ¥ 1 4%
M RN /B PR 2R G T ) B 12 PR A

[0036] ALY I, 38 Jo TR 4 A i WA A8 FH IR 45 B i & Rl R GS B B 6 42 Sl
A B TGS LA S B 1 AR A4, ik B v PEGS B 45 N ZRGS AR H HE N 2R304 (i /INEs
4 (cow) e KRR S SBIE R AUMEE) FUGS , 8Ok B HAdRIE , G35 51 an 35 B A 540 1
R, B HERIGSEE A S 5L R BH E/050% .55% .60% 65% . 70% 75% <80 % 85 % +
90% .91% .92% .93% .94 % .95% 96 % .97 % 98 % 99 % B 5 2 1) ¢ 471 [7] — 1 fit) I 4 g G
Bgys M A B : LASEQ ID NO:18ZSEQ ID NO:28%SEQ ID NO:4 (NKGS, 43 AN RTAA L il A FIN
A v AR 2 20) F1HE IGS 2 ks PASEQ ID NO.6 Gk HFEER AT (Lactobacillus
acidophilus) FE#&30SCHIGS) BiSEQ ID NO.7 CkH £ K (corn) , 5K (Zea Mays) HIGS) 51| H
FIGSZ K o 91 a1, $2 B GS ] DA /AL HEN A i A1/ 85 C oA vty 3850 6 1) 22 K 2 22 TR AS 1 P 2R 3
(51 Gr B 3 JE A A » a8 R T PR A B LAt A , U T 8 2 T 8 11 0 ) 485 ) B0t P 1) R 2R R
Z M) LGSR LLEFEE A A 2 R AR Kk, RIE “GS” L35 A1 B GS B I 14 1) B A KSR T
TGS EY 22 Ik S L 14 B sl A ik, 5 B — N BlE 2 AN ZU R R R T I (B 44
N FIZEAH) BRI A BROAT AR 1 22 IR RIS AR 2 )i

[0037]  [AIiL, GSTWT LA B AT DAGT AR H ¥ ABE532REC 6.3. 1. 2/ 4R . B vl L2 B A GS
T PRI ATART 22 AR BIK oGSV 14 FT LA SE SR 4 2 IR A s e A o 43 A B Z () e 77, 9 AR 4
IR T S oGS T AT LA A A3 2 0 B 9 7 SCHR R R 0 I e s (9 o Th e
PEE) HEAT VEAS B E o 0, fEListrom®, Biochem. J.1997,328,159-163 1 #iik T GSHf
TE VI SE o 78N SCHR S i) 0 S22 F04) ot 5k GSIE PR I 2 BHAT T ik .

[0038]  ZARVEILRLIEGSHIHGT 24, Bl — M B A TR GSTE 1 BT 3K, (5 A8 i FH 2252k
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5 AT A R TGS

[0039] PRI, WnAS ST H, 32 eGSR 1 B 22 IR 1) “Bigvs VB R e i (i (L B R IR A e (L A
B ABRREIGS R A 52 ik . A b, B V5 1EGS B A B 2 Bk B 2R U PASEQ ID NO:1.SEQ 1D
NO:2.SEQ ID NO:4.SEQ ID NO:6H(SEQ ID NO: 7% H!fIGS 22 ik i) Bl v 14 ) 2 /b Bl K 4
30% .40% .50% .60% .70% .80% .90 % .95% .96 % .97 % .98 % 5% 99% .

[0040]  4nA STAE FHEIARAE “52 07 AHFEAT AT AN SR ELAE N M 3h 4, DA LR Sl 46 1 7. 3
Yy, AFEEII KRR K@ N (GIan4s=F 8 4 (cattle) V5 BP) (L5 = SIS
) (G N B S KRR FRAB 30 (5 an i 48) el 2% B A= sh 4 () an i 48R
JE) oA Hh , ZIH AL BN e N RS 2 SEIG B o B 2 AL, 0 FLEh P 2 AR
(00411 A CAF FHB , Ri& “¥697 (treating) . “VBJ7 (treatment)” . “TiBj
(preventing) ” F“TPj (prevention)” 81 & *h R L 3 AR DL ECRE IR , B (E PR 50 B9 o5 1)
TR > B A TERAT AR 5 2 53 A BH 1 BRSS9 E% ol 2> B0 2 4R o B8 92 9 B A AN 3 28 (A
DRIt J AT AR ABT A {3 o Rtk , RO Y897 (treating) ” AU“TiiBl (preventing) ” &ALl
(AR RLAE )32 BIVE L N CL 25 e o 5l an , ¥6 97 A — € B B B2 i097 B R84
FREL , T A& A3 3 B2 3 B R L BT ORI RE AR (1) AR 47T 50 (improvement) B0
% (amelioration) o R, 4N ZEUCDE G &0 , AR H5 A A BRI VR IT 9 SR ANIR YT I AE (1) 18 4%
BEAS , TT A VE T -5 35000 v 2 HILSE 1) I AR 0, o 7 ¥ 78 22 MR IR B DA 22 Tl PR O R AIE R AR
LR VR TT BB AS— 58 75 AN BOE BH L BEAS IR SR D B0 B A 1 BT RE IR, 1
e A AN R 2603 VBH 1k BELRS S J8k2% k2> B0 e — Fh Bl B 22 ot i il IR o 7 5 3 P St 7
PR AR BB VR IT” AT LA ALFE M SR KPR A 28 45 40 D Bl R K 9D 2
10-40umo 1 /LI FE o RtE , ¥ 97 A48 K SR I 0 B4R R ) R 7K1 o AUk, AR 4 A % BH 1 137
AT DAL HE PR I/ I P 28 /K1 7E b i 3 B A AR I B e 3 R Y o

[0042] 7RG &M St 77 S H AR PR A R BT Va7 ml DLELFR I 2 i H AU B & Bk e &
FSC Bt 7 ST 0/ B3 A 3 0 22 4] T T AR R KT o 3R B3 b mT CAAEAT AR & 3 B 2H 23 (5 4n
JHF AR/ BVLIAL) o 28 I i £ s B 7K T AR/ B0 A 14 8 o e DA a3 U 52 0 R A &
P i R 7K A U R R 7K P, R/ B T i o 2 SR R 7K P 5 2 2 BRI 7K P TR L ARk
B e o B B, 7 U i A/ B R 1) IE 5 B A R K SF Rl DAAR B8 70 W08 /N B ot A = e AT
T AR A, o 3 72 PR A, 23 U i F /B 2 IR 1Y) I o B A e 7K1 ] DL 32 i e A i, F L
H 1 a0 52 AR AR B OB PR R AR W S5 TR 3R o A Tk B RN/ B R R 1Y) I B AR
(R 7K PR A AR AR N 2 N

[0043]  FEGE A St T Z8 b, AR AR I BH 89 “Y6 977 AT LAALFE K I 93 2D o AR SCAE AR AR
T TR A T AR Y O S AR B TR B I 1 St g R, KR DA A K i K
Jir S A0 i A e R0/ B B K i o B, AR AR R B R S0, YR STT AT AR I K ) b
B AN 7E F 0B o o A S8, K R DLE I CTH 48 MR TR/ 55 x S 28 3 Ay o F A PPAik 7K ik 5
TERTARSTIREE AN 515 72 ZAFNH o

[0044]  FEG G A St T Z8H , AR AR i BH B “Y6 977 AT LAALEHE oh 2 00 BE D RE L #2014
2 THAE AR N FITHRE I B0 o RAE “HPE O BEINRE PPZ RS 1055 22 ThRE AN A £\ R T g
TR 72 KM 42 0 anac 12 R T AN RS IS 3 3 BN 25 1) DhRe I KRGS
AR ) 00 2H A B AR U BR 04 3 5 VR AR EH A WD A0 X R S it g 8 mT LRE S H - TR
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il 22 T RE I 22 7 V250K 0 AN A0 RN B3 2 R0 o #042 J0 DR IR A AT UL FH b e, 1] 115
HLIR 2828 M A A 20 O B 22 SR PR BT VA .

[0045] 7 —ANEid I St 77 S AR IR AN R B “Va 97 W LA B LA RE A0 B AR L RE I 2
3 o ARTE “WIARE” Fa I R WU BT > s RIE “S AR HLEE” FR I 252 W ) &, TH 2
J1E o U/ E Y 7 E1 R B AT DLd ek A G PR TR 8 3% TR B AR o 1 I & B A% R
SE o B RNLEE AT DL 12 45 a4 A 30 A0V R ) VA B Dl A ik A/ B 55 1 K
P B N/ B R D RE R VA

[0046]  GnAR STAE FHET, “Bl3” 8 B 72 IR L B89 9 1 22 20— P48 b e bR 40 7™ 8 4 1) 9k
B2 AEFEE S T ZE R, OO A AR IR 0 B T ) — AN B 2N FE AR Y a2t JR 1 1B IR Bk 12 . 45
A 40 7 PR AT DA T AR A AR N B3 8 ) 3 W B L) B R

[0047] A A T, RiE“H--- KRB (associated with)” 24 HFBRECIRLET B S
W, “ 57 ZKE TR R B TR 1% BRI AT B 2K E R A S B KT
DA AR B DA oAt 77 205 H ook - PRtk , 95 905 BR300 5 20 K1 T v 2 TR ) DR B o] DA 2 B
PR B R B2, I AT LA [A]_F 5 B9

[0048]  FH T i Z /KT 1 G il A o B 6 2 mT RE A e A H IR AT AT 5 3 X B A B A R o
[F R4, T 0 2 U i G Rl 7K T AR/ B S I i Pl v A 1) 6 0 ) A o B 4 e
AT BEAFTERS LN & RO 75 S L I R / A 2R PR AT ] 6 P BT B8 I A i T T DA
A ART 3 ) B B8 1) 2H A B AAR VA it o 50 ) A 2R P — A S A 2 T T A/ BRI A 21 A R
iy, A% AT DL AR AT AR RO it I L 38 K L AT ART IL VR AT A A o, 451 a0 f K B L 3
S5 AH A T AT DL AR AT AR, 11 T R VR o 15 R B 5 Bl 23 o S A7) G 3 A A i B
E VR BT i 55 o X R ] DU TRV T IR ) i DI 1 5

[0049]  WASCAE I, ARG “B & £ H S LN AT L EH & DU AHHEM MR I6S
A/ B R 5T (BT 2 S0 iR BGT & N Y B, S5 A/ B =R A R T A
T AN o s IV VR 7 A RCEAE AR UG I P 1 oAt 07 AT HAKR B

[0050]  Ffr 5 A A U 1) 2 B B by B 52 0 AN [R) T A2 AL, B T 18 an g v6 7 I Fh L 523K
) A8 R — FRCOR Y0 A VR 7 DR DL %) 7 4 A3 it FH PR AR o GS A it FH P A X 5 55 Rk, A
TR E B VIR “B & —AE G AR 5 TARR 45 € ], 18 241 B R0 &7 1T A
U ARN FAE 4TSI A E

[0051] A ZRGSHEFRIE N3TINZIERL 2 K (WISEQ ID NO. LFfi7R) « IXARFR KAL) 58 51
“HIMAR” B A 5, B JE 3 — 20 I C R B A 2-37 3N SR ER 1 Rl AT 3K (N R B B it = R A 2
B LLEE AR A P AR 3724 S B B2 1) A 11 J5L, BASEQ ID NO. 2fr7) - BASEQ 1D NO. 31|ty
HI 7~ 2 A% F RIS R w2 BKSEQ 1D NO. 1A cDNA. G 3 SE it 451 A Biv i) & A4 FH A
SEQ ID NO.4AXFREAM NKRCSE B , {3 WA NAuHL shrF Mk 7 FIGS 2 IKSEQ 1D
NO. 1o Gl R s sl o s FH I, SEQ 1D NO. 52 4% 2 IKSEQ 1D NO. 4K cDNAJTF 51, 1% 240 1
W) R IE AT T3S

[0052]  AZRGSTLHEAT TR I RAE ULFIAIListrom®%, 1997, A 1) ok B HALA P ik (B
FEAE P AN AH TR 1 GSHR AR O 25 e , I H R HARGS B (1) 1% R A= L 1R 17 41) 2 AR A3 il
(1), EL7E AT B8 = 05 10 2508 e vp ARt 3, 45 4 32 [ | RAE RS EoA 0 (National
Center for Biotechnology Information,NCBI) #%EE& (ncbi.nlm.nih.gov/nuccore) F
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B A (nebi.nlm.nih. gov/protein) H 7 & HE V) B0 A TR GS I AN ZRGSHE < 8] (1) 7 51
[ — 4 ] BEAL , (H 45 A4 AN Dy g AR ALLA: 1 o AT LG, R D BR AT TR GS B SE B ok B HoAt AR 9 44
[RGS B H R LR 7 41 A8 A v L A FH o A AR MR SE 451, SEQ 1D NO. 61 H Tk E g
BR FLAT 1R AR 30SCHIGS Y &L IR Fr 41, e 5 N SRGS A 23 . 8% 1 3 41 A — 1% , &5 T I LA
(Lactobacillus casei) HIGSEA61.9% 74 [E—M, 3 HSEQ ID NO.74|H T kRH &
K (corn) (FK (maize) , EK (Zea Mays)) FIGSIIZ LR T 1, 3 5 NHKCSHA55. 7% 1T
HIE 1.

[0053]  GSiEH LA & 2 A (BP2A B EE 2 A4) Bk r B 2 S8 tH B 45l , B SRR GS
RAEEIR 7 HIAR X AL B AR L o N ZRGS B i ikl A+ = Ak (12N WP 3E) o A S Ad
(1), GSAT AR Ay B A/ 8 22 SR AR SR AL o 2 SR AR T LA 25 24N BB 2> g I &, 1 tn2 %220
2816221528 14828 124 W5,

[0054]  FHSL b, AR K — A H-F SR RHE 2 , 5 ST B 1 1205 2 SRR A I
NFKRGCSHE A 7] LIE R Z FiA R S 2 Ak (A HE A TE 20 1R &Y RIE /5 ki e .
R AR A2 A TE YRR R L, MR PEAS KB, GSHT LA R AR RN/ BY A 22 SR A 1, 5F
HZ2 BRIy — 2 BRI 384t 538 1E 8 AR 2 S48 UTR &4 GLaT LA
BN R FE 1 BRAAR) Bt o a0 SCSET I AT, AT LA IRAS AR 22 M, il an4 2= 108, 451 s
28M 2RI 2 BARTTRER) RAVE B A2 220 W3

[0055]  FEASCHEALA J7 v FHRIGS B, AT LA IS I A 803 L AT AR 77 33K 45, 1 o
HH TR R S A T 15 UL A 2B T S B A W s e PR ) B A5 B GS o« BRI, P
IRGSTH LA A GS WA ZR 43 B 1) R ARGS L BAL 75 BRI GS 6

[0056]  fEMRGSZ K, 18 WLASEQ 1D NO: 151 Hi 1) 2 Ik, L= AR FE AR SCHR AR 1) T v A A 1)
il PEGS AR A 58 A AE A S AR N KT8 J736 BBl o 1 dm, AR S bse RN R SEBR A, 72 5
JER 4 G I AL B AR TR A7 A 5 5 7R 3K 1 DG B X 38 LA A M A7 B P A A A BE e 25 V1)
A REVERL /N ATATGS 22 K AT A AT B AR S0 2 01 0 5 12 34T UK 5 1 01 SCSIE e 45 R 1)
HREL , DLV GS 22 Ik i A 23 2 BR N2 3% A0 9 43 2 It ik ) e

[0057]  #F— LSt b, AR 8 AR ST A i B ASE FH IR GS & A AR 45330 20 S0 ) S A% Bl L A% 3R
1B RS A BB HGS o s I IR A% R IE RABFEEAIR T KA 5 (Escherichia coli) 3£
KRG, H HaR Bt BAZ R IR R HA R T RE L B i i FIe AL 4 iR 18 25t .
[0058]  ZwtEGSHIAZIR AT LA B AT AR & 18 B 77 53845 , B FRE AR T, HERNAFIRT-PCR AN
B AZ T BRI & B 1 an B SR A ), T 38800 51 rmT LU T 2 FIIGSJF AR % 1t - GS
(R AZ IR AN R TR 7 51 7 AR A3 H 72 2 I, ELAE ] o s 3RS A0 5 e R 30t o, £57) 2
FEEHEREMFEAE R PO (NCBI) #EF B (ncbi.nlm.nih.gov/nuccore) & H 5
(ncbi.nlm.nih.gov/protein) £idE % .

[0059]  ZWALGSZ BEAAZIR , i tn B A5 LASEQ 1D NO. 34U M) FE F HIA% R » AT LA g 70 % 33
G ITIE RIS R R RIEFAE T AEFLEE I T , R A2 BT RN ERF & R G I R IE %651
AT 5140, 2GS 2 IR AL IR AT LA X A8 K T o b 1 2RI 4t 2 b5 AR A o s 4512 14 FH
TAE R WA RIS dSGSH #AS FRALHIAZBR LASEQ 1D NO 551 H , H i3 e ik
GGGGSTZ KM MIH shRZEAIGS 2 ik (UISEQ 1D NO. 4T B HIF) -

[0060] 3 , 4 i GS 1 A% FR 43 v B ) R IB B A b, W #R F 1b 42 B 2 10 R VA R 1 3R

13



CN 111093641 A W OB P 8/24 T

BBV T 5 V238 &GS R IB I RIS E AR T 3RS, H HORAR G E AR N 52 F1H8 .
TR BRI L RS2 18 T3R8 RS IRFER2 ) o X PRIk 8 58 A AE ARG AR N R H aEKF
Y 2 o 18 R BT DL FE L 5 R 3 1 AR i 358 1 B RS T DL R S AN
BFAILE S T AR A 30k B 5 B 70 VI 5% 1 20 4D 30 438 R 44 46 1) e 3 P A
0o FEFELEAR LT, 52 D A wT A FH T3 14 240 P b A4 1) 95 D3

[0061]  GSZ Jikth vl LA 338 A a1 Rl & 400 o 491 4, k5 4 ey AR 7= A DA ) 22 JEK 389 i 4
ANINRE - BlE BR H B SE B A FEEAR T, & A GSH H T4l AL i) 55 FbR 2% (B inhi s 2851
his6.MYC.FLAG HABKGSTHR2%) 5 F 41 (i tpe 1BHT-F 41 I T45- S A 20 W 751
B TR E M/ BB RGSI R B (Bl 22 2R M 45 & e 1 (MBP) ) 8RR T 39 0k 3 > 32 B
H (a0 = 8 B BF e b Fd, BiH B IREG ).

[0062]  JRAXAM), UH R KIGAF B, 1-4E 7 F 177 4 R EGSHI R4t . K W Ak 2 4
QU AN G TR o BT PR ) B R o BT K AT B B RIS B R v DL & A 35 5 8L R 3))
5, HXT T S KPR R E PR A O T Rk 6 E R4 s — e BRI E A A A
1.7 H B TR LB At lac B3I F  trpH3I T 8 A tac A3 1 TTHISP6 RNAJSZ)T
AR AT IAPL A B T o

[0063]  7EHAth S A7 , FAZRIE RS M FH T 77 2EGS , i AR B 3R 1A RSt . 8%, Rk
AL B3 WA T =K RE AR RN 2 A E E B s3h 1% FRA IR R &
Gt BT IR 518 40 8 15 IR AU (Autographa californica) 28 2 MAJH 7 (ACNPY) ,
MKz Bombyx mori) A 2 MK E (BmNPV) F1E HUAH M 5 18 W f B 55 Hh 78 1%
(Spodoptera frugiperda) HJST9.— 2K H (Pseudaletia unipuncta) (A7S) FIFE = Bl
(Danaus plexippus) (DpN1) oA T /KPR IE,, GSHIZ TR /7 51 R B 72 85 2 MR ER
BT 1 RS .

[0064] P REiE WNERVE 8% £F (Saccharomyces cerevisiae) . SEVH 2 HH &
(Schizosaccharomyces pombe) g P HE (Yarrowia lipolytica) «FLE& o & 4i i £f
(Kluyveromyces lactis) FIEHrfE e /R LE (Pichia pastoris) A LA FI/EGSHI K iATE
F o WERERT DL B 0 28 5 i B4R AT e A Bl0E 1 DA [R) 5 4 1) AR G AR S AT AL
W, FHSR 5T, 1 A FECALL W GALT FIGALS , 4 B T~ 1 715 L el ik o T B 6 1A #5440
A FEFRIC , 3 QILEU2 TRP1 \HTS3HIURAS , FI - 35 A4k 5 4 AL [T DNA

[0065] 1l L SR IE R G tH AT 9 F SR FIKGS o FRIE M AR AT LLIE 1o 975 25 B 4 (% W iR om
B) SE I B FEDNARLF2 (V8 G fig Sk BEIR 45 . DEAE 71 8 08) Alad ok o B U7 vk (o dnel 28 7L
HR AT S 1 % A% 210 2L 30 V0 4 I o FH Wi 2L 300 0 4 R P 3 38 8 4 38 5 5 mRNA I oz
RLTATAS BRI LG 7 5] (Kozak 3 E 7 41) A2 AR R Ak Ju At o 3 Fh 3 40 1 B0 48 FH T
1 KPR IE B e 5% JA B T 3858 1, 5 anSvV40 JA B T -1 5E T NSRE i E (CMV) JE )
T, UL K 57 IR P99 B8 (Rous sarcoma virus,RSV) I K 85 741 . 0] H T L3011 3R
35 P 7 A8 1 4 L R B R AR B T N B DR B N A RIS R B P 4 L, 325 4BHK L 293-F
CHO.Balb/3T3.HeLa MT2./NERNSO (lE7p i 8) 1L Ath B R 900 40 il 2R L A A2 98 I 57 2 A 988
(heterohybridoma) 4 fid 5 i (% 41 A L £F 4E 41 . Sp2/0.COS \NTH3T3 \HEK293.293S
293T . 2B8NIHKB4H fd

[0066]  ZRiA Ji5 , GSTT LA FHAR SIS E AR N 01 & RN AR ] J7 vk b A7 44k, ik 77 i Hs
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AR F, SDS-PAGE R 5F 43 2 AR S HERH JZ AT IR R B TTTE BB JEAT B8 T2 ¥ JE M AL A
JEMT o S5 FRAAL 3 A T 47 FH R $2 1 1) 2 P 1 Th RN 24 B o 491 o, P Ak AL Ath 45 -5 GS R 43 7 1]
DAAE S5 Aalifl 48 B o b B sk i 1), 3R IA 3 4k w] B TR A DAV Jn o FBR 25 8 Whis
mycFLAGERHAFRZEBLGSTHS 73 2GS, 2R f5 Ho ] 43 il AN A i smy e uAA HAPL AR (FLAGHTU AR B
5 I H TR i 1R AT 2% AR lifb, o 2 55 mT DAE i A 803 2 0 AT AR 7 VR AT VAN B RE B R
PRI G DL K24 e 6 BE R , i tnSDS—-PAGE A R ~fHEBH JZ #T (SEC) &

[0067] S TR 4 A A BH 19 FH s, S AIAR 2% (14, hi shRE55) ml LB 22 Bk (2 X A 2
1, I HGSZ MKk mT BA 5 Bt f bm 28— e A

[0068] AR g A A3 A J0 Y S B, s 2 B3 L Ath 5 TC A A T DLd 3 2 Sk I 2 31U GS , B2 3k ]
DASRAT A G538 1) B2 Sk o 3 P S 30 5 3 A 7 (e b mT DL (B 4022210, 2 2 85 2 Z 64 B Ak
FT0) WK AE RS, 23 GGSG AT 4 4 J2 » (S ] LA H AT Ar] G532 R A A » () B AR A0 A 40t
SO SR )RR SR AR A ) SR RN R A, E A R e Sk A A R il o ELAH Oy Uk LA R
ER L T IR R AR R 1 B Skt v LU A FH o 132 vl DA mT SR8 1 (D AEAR 1Y) B804S mT R4 1 o
[0069]  GSZ Jik AT LA il 28 R 22 IR , Bl & MBI 1 22 ik, Fod i AR B s 48 & 21 3 4b
(100350 43 B A, 2 225 A B TS A 1 o s PR A A B RS BR T, R 2 B4k . A R B e
A 2 HEA o B 40, 7R LB BT, 48 ARSI A Fn bR AE 7 V2% B T AERT IR 5 ik Hp A
GSZ MKt AT 5 & Ak . Bl 40, X AT RE A B T 9 mGS R A EPE A 1 3 3 IRtk , FE AR
B — ALk St 77 b, GSER A AT LME N SR &P 2k & — % (PEG) 52 B B SE R 1)
ZA M ERAL . SPEGH) 2% & W2 H5 B 10 o B BT IR I, IR Fh 28 A WA 1) 4% e AN AT A
ST I AE STk P A L PRI, & AR ST IR PEG T % FH T 1 4% 45 &1, 491 4 AN 1003 SR i %8
100kD, {H 55 22 & #b A 5kDZE 100kD , 1 an128% 1 5kD & 608%80kD , 4 4 15kDZ 50kD . 15kD &
40kD B¢ 15kD %2 30kDI1) 5 [l b 4k, PEG ] LA LA & Fh 77 AU 2l #e 2GS s, HF HZ T — A4
PEG W] Al B 52 3145 > B SR B B o 1 LUK & B R M sl a) 2 & B2, ) dnxd T B A sl & B
TR PR i 4 Sk 5 B I AR AR AT DL RSk DI REIY 43 7 B AG S R ] o [RLIG, PEG AT DL A 3%
FEAENA b 5 CoAR Uity (1) — AN B A b, B B B AEGS 7 T I 58, B N EGS B A i/ T+
— AN 22 2 TR Tk i 1) 2, B AR B 50 1 R R AR AR At A A ) el . FH T
I ELEE & 5 -G W WPEGE & [ R IR 7 VA LE ARSI 2 A I, 78 Sk H g iR (S sl
UIRobertsZ£2012,Advanced Drug Delivery Reviews,64 (3F]) 116-127, fiVeronese
2001,Biomaterials 22,405-417) o T 3CSti 5 & At 1) B4 7 i, 18 ik 1 FEPEG 21N K i
% [MIPEGEE & Wt il A R, I an 8K B it FH 25 P8 & W sh 0 i JHE I 2L A P it vt v s v o
IR L, 05 K PEGIE 2 I GS B FANA 3t I PEGZR &4, AR AR K WA I — AL I 5L e 5 R -GS ER
0] DA LA BLARN /B 2 SR AR TR A 5 2 i Ab IR Uk, R T O M8, AL B AR SN il 2 5
T2 B GS IR il & P mT L4 P 58 & Bk

[0070]  GS] DA e il 5 25 4 440 » FH T 1) 52 4R 3 e FH » 8 0k VR 6 i 8 I GS 5 — Ak
B Pl AR B B2 A b AT 2 I AR A, o] LGS LIAT A A 5 XL il o

[0071] DRIk, A BRI S A J7 TSRt 7 — Mg Wl &, KA & 6SE e Ml —Fhall e 2
Fh2h o7 b T2 R B BT 75, Heriz 464 FH - 3F R4 S it FH

[0072] Ak BB TR 77 B e £ 76 FH 249 MOl 5 R B seE Bl A, FEmT B T8 2 240, 18 Wi
FARIRE R o 7E — 2651, GSTE AR AR SR (4 o FE AR DL T , GSEA T i FE 2 0H2 448, 1 it
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IR BA R TR X AT LIRS IX Fh 8 i 28 ik 8 638 PRV, 18 vk S G i 36
KB B B I VRAE Tt FH AT P 7K & o AR SCHE LA GS AT DA G il FH T~ B 4t A, 550nT BATRC
il FH T R B e AR IR, GS AT DA LA B (sl Bp ) 7 B 0% 2k 22 A 7 20 A e 1o 5277
2% U S5 QL35 e AN S 4 o 2 0 2R A L s & 2 A AR E /MR (vial)
F3f (bottle) o

[0073] il 71| GS T FE X T3 1% — B B HIGS /2 A W, iZ = A0 F )G , TR IR A7 AE
AR A F BN e A R o B A B R T LA R R B 2 R R K
At AR, IF HOT DL 5058 o A ST AL 4 S W GS I 7= 18 94 B2 B dE (AR T
PLRECZI LA R :0.1.0.5.0.6.0.7.0.8.0.9.1.5.10.15.20.30.40.50.60.70.80.90+
100.200.300.400.500.1000.2000.3000.40005%5000mg,/mL. GSELFE %,

[0074] 7 ECHIZGSAH G, £ — N SEiti 7 B, H &2 7 B GS LU IR FE IR R &
I 0 Bl DA Ho A 77 TR & 7R 8 B BE M0 A5 B TR S W2 T B TR FLIRA L
uaf-ﬁﬁ/?b Y, FF Hoa] LR B 1 A JE K P BOK TR A9, B AR T, R BV
PN BEIRE 55 711 W58 55 7 BT A H e 3 T 4 B it FH ) 5

[0075]  J& W , GSZL & WyAR 4 Wa B ML AG R FL 43t ) 2%, B AR 2 A FH T3 AN 2R 1
25 DL H A T7 ) 4% o GSZH-A W mT DAALFE A, i nFRoRE 77 S TR A1 BB A o X P 24 4 3%
AT DL T B VAR, 1 T 7K A 2 7J<J%FH§$D7}<fiEEE*ﬁ%DHIHﬂJﬁJﬁ&T%BZFH1’!5/&12!&2&12&
R A T ATV SV o 4 A T LU 25 8 3 T B 20 « R 7)1 A L RE R IR — 4 B
TR B AR A 25 TR A L v R T R B @%Eaﬁaéﬁm s LR G, i e by - RIRB IR
(V& an BT AR TS %6 260 A 2 3R M P g e ) L 4 4 2= S AT AR SR 4 S SR 4
P AR A T AR N 7 L R ) L B S SR 5 501 3 A () 245 RO 7 0 4 e K i 260 B L FL B
FERE BRI 22 28 VAR ST R 1 S e RIS R A B IR IR H Y VS T L
A H I B KR B W R TR GSH A ] DL /D s 1 TR R B AR R, BpH
PR, IS R £ AT AR ER A PRORIRE AT AR A KO L B B R TR IR L — £ T R I R M
= G T I R Wi A L 2R A A& ) 2 WD AR ) S B EHE . W . Mar t infE “Remington’s
Pharmaceutical Sciences” H13ik .,

[0076]  Jiig i A B vy (B0 4% 2H 2R B8 m) R IR B AA) , AT LLIE S AR N 25 B nl 32 i 34k .
X 6] DUAR 48 AR R AR N 53 © R0 8 7 R0 AT 2% o T o A4 328t mT DAL 22 R i 711,
FE LD T, 15 e D g P A FH 41 3 B A A ) g AR

[0077]  B& T AEZ4W4H & Wb, 16 m] LUK GS L HAth 7 S i B8t A , 49 0 76 78 7 4 & Wi
Wg s A7, a0 B A E FRA G Y (a0 s el S AR AR 78 5 — ) <GSETLAE A
Z K () 2k 1 i) BYAE SN R AR 15 2 40 B B AE MDA ) — 50 0 Bl B AE AR I S B R L PRI
) QB A= W (f3) G P B3 B AT 7T B L ) A R AT B ) (B FE R A0 ) T DAk AR DA SR
IRGSFH HL AT DX #5197 T 8 > 40 A Bl 47 B A G At fim T ¢ 7= 4 (HG Hp g M ] DA £
B, 8HE AT LB NE RGP R, a0, & A N REGE N S Sh 403 #E ) 40 T Bl BE4H
Ji A DL AR LA R IAGS (B IS A & gt GS I R 82 17 B I A% FR 7 T I BIN) o AT e,
TP AT LA ALR) 77 2 ARG, 3F BT US55 3 B0 5 55 (B an 7 i B2k
S5) FH Tt FH o AR 40088 2 R0 R L8 At A2 40 (91 Gn i B L 40 B B 2R B L ) & A N SR H A 34
THFE, LV 23X A WILAE , 5 a7 2 A= ) 551 w40 458 P o AT ART A 140 2 A A A Ak s ol 51 e
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PLBZAE R, 1 an 2t T AR, 8 i XU AT B JE A (Bifidobacterium sp.) BLFLAT B & FF
(Lactobacillus sp.) (FlUNmgRRILFTTR) 25 o XL, R4 A A2 B , 3% 282 A s | 4% LA
M T 1) P 9 B FH 2 R v, 450 e ey A s B E ek B i FH & ) 2
Jite FH 4D G'S B4D K i P 2 71 2 e TGS A v M it FH & A% W V8 97 B0 2 98 TR 0 it PR 14D 7
(O H B L A R oAt 25 FE IR 2R, 1 W2 4R 3 IO A 2B L AR W8 A — JBOIR A4S 4 5 1) 77) B A it FH O &6
AT DUAR $5 28 56 1 e BN A1 n sh R B A (R Bt 5 3R AT HEWT o GS IR IR 9 PR ¥ T B R B R
AR T WEERO. 1ng/ kgl B BN Z94E R0 1ug/kefA H £ 8 2 2945 K 10000ug / kg A H , £
FEMEEK Lug/kg R EE 8 MR R 2 g/ kg R 48 5 42 2945 K 1000ug/ kg R , Y M FE K 10ng/
kg B BN 2955 R 10ng/kg A B 22 81 22 295K 100ug/ kg M4 5 o (R, 5 4 5243 ] DA AE R B
Jiti FHO . 1ug/kg K E 0. 2ug/kgfik 8 . 0. Sug/kgtR EH .0 . 4ug/kg /R E 0. bug/kg ik & . 1ug/keg ik
# 5ug/kefk#E . 10ug/kgfh HE . 20ng/kg ik & . 30ug/kefA H . 40ng/kg ik & . 50ug/ ke ik & 601
g/kgfAH \T0ng/kg R 5 .80ug/kegfA H 90ng/ kg R . 100ug/kg R & . 200ug/kg A & . 400ug/
kg4 H .600ug/ ke A 5 .800ug ke A 5 . 1000ug / kg Ak B .2000ug / kg A H . 4000ng / kg {4 H
6000ng/kg /A B .8000ug / kg {4 & . 100001g/keg A B 5% 20000ug /kg {7 H 8 5 £ GS.

[0078] AU BRI —AMFFAE 2GSy 4 By it A, (H 2 3E 1 Ak “ IR = die B IR 2% DR
3k O AR S ARGSE [ A il BN it FH o U T DAALHE 15 18 GS B 11 28 I T B8 5 36 3 I
W (GT) 3& i) He e it B 77 2 (1 i 28 T R st < 3 ok 8 i ol L 2 0t FH 48 5 i o), (ELTE R st
Tt 77 ZE S AT HERR TE Ak o DR b, 75 R ST it 7 28 7, Ak B LT g PN it FH 5 (ELTFE 53— 5K
Tt 77 ZE TR ASELEE  AE S AN ST T ZE AR R B AN B G it FH R LAY o ) it P i B L
Kb, fE X AR RS2 hE 7 A, b A 2 &L, B, & JEEF XS LAl (non—muscle
directed) BJJTV%

[0079]  [Alitt, GS AT DL I W GSER 13 4 B 1k M 306 5 5 AR (K AR Ar] 7 3 AR A2 ol it Y, 1B
P e VARG o 7E B L8 Sit Jy Z2 v, m LB GS 2R A 1 1 A it FH o AN AT AN 2015 25 5 B A
HREHE P A 18 1 i FH B IR B, B AR IR T, Bk Y UL N W RN I R S B BRI
FEL PRy it 5 DA% 308 e HL AT e 98 o B 22 b (A AR ART 2, TR 1) DA B i FH & 42 1 7 =0k
AT AE—LAE LT, R SCHTIR M GSE G W42 B it FH I o R AR B L GSZH A 4 mT LA ik
PN it FH o 4516 5 GSZHL 5 4 mT DA Ja sk v S5k e Mk 1A vt P 5 128 T e e KV

[0080]  GS&R [t ] LA ey o7 77 Bl 14 AR B A il FH L JC L2 nT LR YT (9 fn ekt
) 1R 2 MURE 1) 38— FhER S MR TT 7 RHE T R B R A 3 1 1 5 R B A A IR 9T )
A LA ] et 58 SOt 2 MLE ] (anti-hyperammonenia agent) BT 2 ALAE K 7 (agent
against hyperammonemia) . 5F - FPFIEE 5 4 E 738 5 AT DL AR B v s R 7R (Bl EE
B 771 B B A 2 R B R 2R 0 P 1) o TRk Bl SR ALY o DRk, X S50 T DA FE 2 BRI, 49 4
WERR ORI NE R /o S &R, A/ EN- 2 B B AR/ S 28U T2 EF A &
12 (Carbaglu ®). B A3E 1), 55 0k A /MR B R, B A iE 1 2 BB R 7« X FE AR S it
TR T AR LT T .

[0081] IR “PE 25”22 48 25 B 2 AN/ Bl gk 2D B 1) 28 7= A= A &4 - B 55 AT LA Ik H B
DL 4R 2 - B FR 7 B A B g (19 inRe lapsa) 2 WIS 71 (i i Ji 1 i Joi 4 A e
5, il inVersantis) « Z2BR &M TARALI A2 (B anSynlogic) AR E B AIFL S 0%
[0082]  ASCAd I ARIE “BIGEFR A" A2 e it LB & b RS2 3 A 8 R/ B K
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W A S 7 S, B B B AR 9 2R £ A s B A i/ 32 il R U/
B, R LA ZU A T LABE Je A2 PR AR

[0083] {5 3d (S it 7 S v SRURER T AT LLide B el LR 4L 4 - K LRIV 24 25 B m] 4
Sk (RSCEARNIR LR L) R T IR 2557 Ll 52 1) 2 R SCHAR R IE T IR #h)
b AL TR #h R IR 24557 T2 0 BV FL 2 o L TR B T 29 AN 4 A TR - HLAth
RURER PR A B EARN S 2RI -

(00841 GAS SCRf A IS , AR “ 2 5 B RS2 (1 887 B A, By, e W Bl P ) 228 2 R 1R TR
AneEk , 91405 LT B R Inpkh « B AnTe LR B HLRR » 49 40 £ R SRR R IR =
BOTR PR T RTR TP e IR 2R 5 T R IR o Wb A, R IR VE (2K LRI -Ed (1 2% b n] 42
S o g e R N O O i )= R R 2 N R S O RS A T
252 10 B B 1A LB B, 4 5 R e i = T IR PR R = - (2R )
) o

[0085]  fE&IE MLt SR, K AR 2552 B2 Tk B i DL 4L K L
MRAN K IR R TR SR

[0086]  FEIE I SE Mt T S, R AL T IRV 24 5 BT 52 1 £ vl Lhde B el 2R B T IR AW AN

TR AR AL
[0087]  7E &I i St 5 S o, 2R R ) 24 5 b T 3232 1) 6 AT Ak e 2R PR IR BRI 48 HHY R
PRZH R 4

[oos8] [ =y 2 i , B ) m] LA A FRIAL AR I 30, UK S s0A7 A o B 2 3
itk AEAR I R S0 A AT I S A AT R

(00891 AR SCAS FHA A “R 2457 A& 45 18 1 A0 27 AR 1 o8 o HL TR T P ) G B
7R Y7 S AR EAR D e R B e I3 4R A 7K A DA st 1

[0090] A5l , LIk 1 ANoK LR ER BOR T IR Fi AL S 770 HAE FILAMAE A TR 8
B (3 2 BRI GS IR FHIE 0 o 26 —Fhel 53 ShR5 , 1 an s 2, vl PS5 GSEE 1 i h
Jit FES A9 R it P S 0B e P » 045 AR AR TR (0 870 B2 5 P e e R AL 5 P sl 77 o
[0091] PR, ££ 53 AN J5 T, A A SR AL 1 80 5% P T 4 B AR 1 AR FH IRIGS 2 11 A0 55 411 14
HRTT NP 5 %5 WA D9 4 A R 6 VDAL R T BT v 2 IAE B P TR I s P B
IR -

[0092] 5 — Rl 53 Ah A 7 RT LA SE i A (A £ it P ik A B i A (7D 7 it P i A it Y 9
AR o DR S £ AN I St 5 S F 55 Rl 5 A 771 5 1 G 2770 » T BL T i A B
AR FAth 4 B U7 20 AT I H.GS W L@ AE 11 ke 4 B 1 05 0t

[0093] [ 251, i AN RUE BR ) (B R IR SRR LR R T IRAN B H IR EN) , W]
L3 3o 75 K P a2 it P 490 R T Sk A B R/ B i P A9 T A I R o 7R
(v fayE T LU AMEN (AL v Sy R DU Y o« S , S IR 8 LA R m] A R
B v it B v

(00941 Ik, AR WK X 55—y s ik 1 =4 (B, 415 74) S iz T a 54k
ARt FH PRI GS 8 AN 53 A K06 97 7 » 2™ AR D 2L 65 [0 ) 64 P T Bl () IS A 4k £ v
T BRI e MAE A A o £E 53 R St 5 SR SR 3 MR YT 7R AT DA P G B i
M, 2B T AT DA BB RR T o B Al , i RS FR T AT LR 2K BRI 2455 BT #E 2 i 2
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B G E LR K RN

[0095]  WIakih, N A& AR 7 T aE iRt 7R A A S E S @) T2 3E0 Ik
Jits I GSER 3 A1 (b) ARV YT 57 A il , A va T 770 AT A i & LE A 23 A id L, 75
AMNPIETT A B 2, B A I A A R T

[0096] DRIk, 7E AN T T, AR IR AL 7 — MR &L XA S e E (0 HT 28450
it ) GSE AT (b) BB R 5o A id e, BB BRI LR R G IR 2% BT a2 )2k, 3
A 1E H R OR 2 TR

[0097] X sl sl mT AR SR A TR 7 Bl Py i 2 ILE o 12257 6 X 2H 43 vT LA AR g S
(25 A B 2 29 SRS BT R I AN — Fh B 22 A 2 2 b n] 3252 IR 3 ik Bk
TR T ) — A2 o A i BT 2H & W mT LA It B — R Bl 22 T — IR T SR 20 & Wl it FH R — Ik, &
ATTT DL A% RO I 1) B B e 75 2408 e FH 497 2art el K DR 125 A2 0 2 o RIUAEEE 11 R B mT DA, 9
KRR VB B B A BT A At 6] B o IR B0 97 7 R A TEHR N i 5 /K F
W N, 77 22 AT LLEE TS A A vh K BI ER 0E o £E FAR S AE 40 SR R i 2 K
T IUE K, BT RA R) 323 it BB 2 A R A

[0098]  GSHERH M M, B 5G6SH H 4H & B 2 I & AR 8 A K B 1697 B Ra T
A& A (suitable) BUANIE XY (appropriate) 52 2 A RN, 511 a0 ) L 28 525 K VA 7 e va
(1) 523 o IX FEVE 1 520 35 AT LLALFE ] an s i © B 55 T T3 2 L DR VA I o B 244
B O AT 8 PR T VR IR B B A B A 9 e BT IS A2

[0099] G Fth , 8 FAE J9v697 I FHIE Fo VPR 58 = 7 = 0 0 1 B 1 s ik B2 iR
I H VPR A2 358 3 AR 4 7 SR VB . A, 53 Ry AR B , B A V2 oV BE AR
Wi 7, - AT ok B 3 5 I s

[0100]  4n BRIk, A BH B — AN J5 T 8 S B & B @ A 9 &4 a2 25 &) 5
TVRIT BRI = 2 LE I GS H 4 A5 FH o 5 2077 mT LA B IC 1) 9 T 1) 526035 Tt G 2454
HEY) I 18 E B BIS RS — Pl 5 2 P A B2 b Bl 2 b T3 (1) ik s Y
FNE A, TT LU R G 55 AT A 305 2B &3, 20 & m] DL TR AR 4 B it B
1 ARt FH o 97 24 B, 25 4 A W0t a] DAL GS AR - AE X FEI 2t 7 22 vh , A & WK e
il HFHE R4 St A

[0101] AR BRI 71l B e £ 76 FH 25 MOl 8 I B seYE Bl A, FEmT B T-F 2 2480, 18 Wi
RIS o 72 TR L7 1, B 2RI AR TR SR At o 7 AR DL T, B 200 LA R ) T 2
FRAL o 0] DUKE X P82 0 % 208 1 s I 38 VA TR, 1 K S iR R K B B A IS B
VBT Jite FH AT P 7K A o B2 270 AT DA G ) FH - Bt P, k] TS 1) FH - R Rl e 1A 3 [
1t B 50 AT LA DA S (BB 551 B TR 2B 22 A 551 1 77 R B ) o B 7] 8 0 =X i S 4 0 9 22
HANTE ST 48 - Z AN TE 20 SEELHE & 2 A B A1 = 1 /N AR

[0102] 1] 7] o o 2 7] A4 A< BE X6 T3 38 — 8 B ) P R B R i s A it FH i 6 T A
PEIA R 2 B B/ B, B8 el BRI ) U 77 AR R U U BE R SR G T LN R &
45 52 R KT At AR S, H HL T U 2 36 B e o AR SCHE A ) 20 A 4 B )
[ 7~ A PR BEE A AN PR T, LR BRI LA R R BE:0.1.0.5.0.6.0.7.0.8.0.9.1.5.10,
15.20.30.40.50.60.70.80.90.100.200.300.400.500.1000.2000.3000.40005%5000mg,/mL
[ = B % .
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[0103] 8 T HECHIFF Z A A, 75— AL 7 b, 8 5 2 /5 200 B 2R LUH R I K
VAR B o B DA Aty SR A ik e I BE A Wb 15 B TR S 2 VT B AL
A E XA Y, 3 B AT LU AL H1 9 JE K M 8K IR &9, B EARR T, Wl 2 7F
TR B s 2R 8 5 R B AT AT e A iE 4 B R TR DR
[0104] i, % AR H% s A8 ML AA T 4L o 0 o] 2%, BB AR B A W FH T sh ) AN 51 24
DA H At 7 U 8 o 20 & T DLALFE B4, 1 A B 551 S TR 7 B8 A o X P 24 W dk e
DA T R AR 5 1 A 7K R o 3 7K VA RN 7K P A T AR e v vt T gl AR AR A A, e )
Je P AT VRS W o 4B P mT DA 35 8 05 T i 43 « A PR 7110 1 G LA M IR — S R R
AT 2 2% 5 T 7R L 1 A i R R A I R AT AT A 5 LA RORG A 37 L 3 Uy A L R AR i (i
RoT oz AR F) 381 260 W S B R AL s e I L 4 4 2K S AT AR ) S BR A B A8 T SR A e AN A
SIRE AN R R L B ORG A 77  3& A 10 245 R T 75 B0 8 S A 1 AT B LB L R L A
22 2 S REK S THURD 1 2 R Jie ol A TR N B 0 T TR Ve I 08 A A B e Lok
T BE KR SR AN R TR R A RREH 2% E 2 B Sl LA SR D ER
TR AL TR, BpHZE PR, 5 AN S R 25 AT AR IR PR MRS AT A4 W7k Ll R B I RE TR
B\ = O EERGTE RN = LR IR I AL & E 28 511) o 388 24 W B Ak 1) L At S 9488 St AR ATk
FARN T FIN
[0105] & 770 mT LA 3d ik 1) B 1A 3 32 A & 0 AT ART 7 92 R0 A2 40 it FH o 7 JE 8 S it 7y 6
Hh B SR P LAY 18 4 it - AR ST RN TR 25 5 B AR e 1 1k 6 1 1) it FH B gk
B, BAREAIR T, OO MR FE KT L PN B2 PN o 7 B BRI P it A D R e ot AT
0] 5 P s 5 22 b AT A 4L 5 P T 761 A3 & A it g 42 1 7 2Rk AT
[0106]  GnfEFELAML A, 1 v] LR R 255 DA At o7 T i B3t , 49 /e 8 7R 2
Yianig R s, B B B A E R A (B n s E S H Al RN 7E Ay — ) oA IEHE X
Fhel A 9m] LA 1 R e Al D AR -
[0107]  4nFr4E R, B & H T 5G6SHER A 4L A it FH o B 24 B AR , 1% 255 AT P 5 GSER [ Bl
Jiti FH AR O it FH 5[] it P 60, 5 0 A ) 7R ok R B 2EL S P BROZE SR ) A A B R R
DRI L, 78— s (911 S e 8 B 570 R DA 1 bt A B3 Ji et HoAth 4 B 1 =06 9%
HGSATLLIE A 1 AR 4 & 477 =00t
[0108] B ZFII 7R W16 TT A SGN B A EARR T, MZEEK Img/ kg ik H BB B L) 5K
2000mg/ kg A , £, 45 MBS 208K 10mg / kg A H B 5L &2 £41000mg / kg A , B B M L8R
100mg/kg 22 8% 22 £1500mg /kg A F o [K I , 451 4, 524 3% 1] AR R4 e FH Lmg / kg #4852 L 2mg /kg
R EE  3mg/kg A H  4mg/ke Ak B\ Smg/ kg /R B . 10mg/ kg A 5 . 20mg/ kg fA 5 . 30mg/kg {4 &
40mg/ kg # . 50mg/kg Ak .60mg/ kg A HE . 70mg/kg /A 5 . 80mg /kg /4 & . 90mg / kg A & .
100mg/ kg4 B . 150mg/ kg {4 E . 200mg / kg 4 & . 250mg / kg /4 . 300mg / kg 4 & . 350mg / kg {4
#.400mg/ kg A & . 450mg/kg A & . 500mg /kg /A & . 550mg / kg A & . 600mg / kg /A H . 650mg / kg
A HE  700mg/kg A H . 750mg /kg {4 H .800mg / kg {4 # . 850mg/kg 4 H . 900mg /kg 4 H . 950mg/
kg#k # . 1000mg/ kg4 B 5 2000mg / kg 4 B B B 22 1) 14 771 o 19 255 7 LAt s (9P Y 7 B 2
I, BREAIR T, MA g/ RELS0g/ K Kk, 1, 5238 0] LA Rt I 158 . 272 .3
FEAATE BT 105\ 2058 305 405 B 50 b 5 5 22 [ 5 28 711 o B 24 B A , 5 50F 2 T DAAR 48
B AT AR A o A SR 7 2, GSEH S AN / BB 5 B R 2HL A W B 2 A B 7R 1 S5 AT 7
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(R0l DA A2 AR G o) O 3 B b S 3L, 3 et A B Sk IR S 4 L BN RURN 7 A7
BESRAO VRS &, BT AR B — b el BE 2 i B 67 5] B R 3 R e B P 2 L RT DA B A i
VLI o FEGSZL A4 AN 15 Fa R (1 4 5 0 A BRI St g S 7, ) & mT A 5 GS AL 51
AL B ZGTII AL G W o B It , AE SRR SE Bt 7 S8, & ] A &GS & M AR TR Br
Ao g, AR ST S WG S AT PL RS GSAH &Y, MBS IR AR, B AN oK 2 B A
IZHE W AW AT LAELEE &G BB R S AR ZE (il , 1R 2 FR R A S W T
[7) 524 it P e U UE B e e RE A 5% AR B0 BICAR DL R ¥R 7

(01091 & 534K T3 i » AR ISR AL 1 J A 4 BB R & R B L AR W 1 A BLBAR AR I R
R, TR YT BRI e LR , He A i A A T4 B it

[0110]  FEAIERSCHtE T SR B A G i F ) o

01111 #E55—J5 il AR ISR 1 A2 R B & Rl AR Wi VE A BLEAR R X KA
AR X RIE AR T S G & 8 F 12 3RE B F T4 v & URE Y 96 7 BB A
Ao

[0112] 8 55— Ty, AR ISR 1 5 g b 4 S B & Rl B AR 3 1 P B sl AR 1A 1) R
IR FAL A8 PR 2R » 2B U A v U RE (VR 7 B 48 A o

[0113] 8 55— Tyl , AR ISR 1 — R4y, HA0 &0 B o DL AL 4 0 2Rk 484k -
THRTT R U MUAE ) 2 A A S G 1 45 S i B 2R i 2 BR AR AR I TR 3R DA K S R
FIALE AL, 67 B v 2 HIUAE PO i B 4 2B A & RSt Bl B EL A s 12 P BB AR AR 14
[0114] 8 55—yl , AR ISR 1 A4 R B A £ el Bl AR Wi VE A BB R X KA
BT hE T ia 7 BT s E E R A S R g, K iz & T St .
[0118] 855 —J5 il , AR ISR 1 A4 R B £ Rl Bl AR Wi VA BB R X KA
AR TG S0 HE , A SV T 5G4 G4, T e Ui K6 97 B
B o

[0116] 8 55—, AR IR A 1 B 5T T G A S Hig A &Y T 5 iy
AR Pl B R W Py BUERAR UK IR BB B AL ] v U AE (1 9T B
R A o

(01171 8 55— T, AR IR 1 ¥R 7 s 52 6l b sy R ILAE ) 5 32, B i 05 i e 4
ez B ot P 9 5 A 2L 5 Rl S L A 97 1Py B AR AR ) R A

[0118] 8 55— U5, AR IR 1 —Fiia T BUIRE 52 W P i R AE I 5 9k, BT ik s i
LA ot FH 2 55 45 eI 2 5 3l B ZE 3 1P Py B AR AR (R AR L A K B

(01191 7E 55— J5 i, A B SR At 165 g i 4 S L i 45 S g B0 2 0 P P BB AR 14
RIEBAR A S 2 HE YA & MUE R sy T e ), ezl s T4
LYt H o

[0120]  fE—EEHI LT Z A AL G Pl LU 2

[0121]  7E 55— J5 i, A B SR At 15 g i A S L e 45 S g 0 2 0 P P BB AR 14
RikEAMA Y, ZHEY T SR EGNH S, T m & AR B 16 7 S b A
Ao

[0122] & 55— 5, AR R O T A SRR AN A G0 2 a T 5 %655 2 B
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Hr B AR s T BB AR R IE AR A S TR R & URE (1) 96 7 B T o A
H.

[0123] 785 —J7 0, A K BSR4 1 65 A G bs 23 2 It i & g e L AR i v i B kAR
PRI R IEFAR LA MR TT FIBRF & A @, AN IR Y7 77 AT DL o i & URE 5 RY
R 7R1) o 3 b, S0 v L L A 205 P 751 A2 e 2 71 i 2 R B PR R A A v R A o

[0124] 75 55— 7T , AR B FEAL T AL gmbt A R B e & R B B L AR 03 P BB AR A 1)
FIBBAR L S MG T I P21, B = WA E 4 & 0 1l £ 400 F T AE IR 97 BB = 2 i
i RS R T A P SRR A R o B I8 L, 5 AR T AR AT DA X i = MURE A A 5
A Idh, X URE A R 7R A2 B R B A R B L IR R AE I [k . BB A idith, 4
TBIT IR BRI

[0125]  FEA &M St T A 2R aA AT DL 3 25 00 BARE I B 0 o A 245, & 38 19
BERIAEAAR AT LSRR T3k B 1 DL 2 R 0 2H 19095 55 - IR 93 25 0 58 S B L IR B L 1B
B R R B AR N R . AR A IE I B AR R AR ST RN S L AT .
[0126] A I&E R IR B FRAA HAA T DLk H B DA A s 28 : TEHUBUR R I8 Sk (0 an i g
B AR AREE AT S TR IR A RURE R A (451 G B 5 B i T 4 oK LR R A i
YRR RIORL) AL T 2R & W R R IE B R (B ANk 58 &0 Wi 52 SR B AR R 40 7)) - H
Aty 3 PR 98 B R AR B A A SR AR N 5 AT

[0127] & 3& I 4 B it 771244 2 AR U AR N 512 R o A 945, 4 B it A AT DL aE it
1% 18 AN it P 3 A2 S B, 1 i ik o B2 N 345 o NG BRAR , “4x B it T SO VR SRR EAA G
W (i 45 20t 1 Rl il 8 AR ) B AR =B ) 2 AL N Rk S FE AR K B I B
w4 B it AN B 48 JULIPA) P it FH

[0128]  ORiE “AWpiE 7 & 48 gt 7 1 2 2 BRAR B A0 4 2 B I (1) /i 7 1 4 2 Tt i
A L (SEQ 1D NO: 1) BRI v BE el A8 A4 . iR #ESEQ 1D NO: 1) 85 HAR#ESEQ 1D NO: 2
IRZER T 5 Gt o DR Ik, B 2 33, B4 T DAL & i 7 Bk i 5 R 1) 26 003 1 B sl A
PAIKISEQ 1D NO: 2] Fr B AR 44

[0129]  ASCAsE A AR TE “AR4A” 2 4865 Z IKSEQ ID NO: LI — R 45 B i 2 ik . &
T, AR T PL S Z BESEQ ID NO: 1R E70% 8 2 (1 [F] — % ; 52 BkSEQ 1D NO: 13L=
80 % 5l BH Z () [F]— 1t ; 5 2 IKSEQ ID NO: 13:=£90% 55 2 iy [F] — 14 ; 5 2 IKSEQ ID NO:1
H=95% B Z KA — 1t ; 52 RLSEQ ID NO: 13596 % 55 2 ()5 —1 ; 5 2 IkSEQ 1D
NO: 132297 % 8k 58 21 [F]— 1k ; 5 2 IKSEQ 1D NO: 13£=298 % 5 5 % [ A — 1tk 8% 5 £ ik
SEQ 1D NO: 1L A99% uli ¥ L2 KA — M . ZHMRHESEQ 1D NO: 1HIF 41, AR T LALLT %
HHELZ 2% HFEL 3UHEL ANHEL S5UHEL 0% EL 20%HEL . HHEE
30% B4 5 2 X 5] T2 IKSEQ 1D NO: 1.

[0130]  ASCAE HAARTE “F B 24885 Z IKSEQ ID NO: L) — R MK EE R K 2 K.
FE ) BT AL SEQ 1D NO: 12K 2 060% 2 /065% .2 /070% . £ /075% 2 /b
80% & /085% & /090% \BL 2 /095% . 8L b, Al AR AR P LA A SEQ 1D NO: 1# 2= /b
96% & /097% . 2 /b98% B & /99 % .

[0131]  RIYEEfE (FRIAE LR XCAAER) , SRHT Y s & MERGSE R H T HER
FHAEHRIGSE A H T 56SE B H &4 HEI R 250, ST FiE a7 7% HED

22
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PG AN =R (1) S 7 58, W18 8 T3 T AN R B AR 5 T

[0132]  BUAE, 275 DA T A0 A RIR il 12k S e ] AP B 3t — D R A R B, 7R B b

[0133] P& 17m i 7 o St 45 1 A il £ 19 N 2GS EE 20k Da NoK Ui % PEG 4% & 4 15
Superose 124 _E I RSFHEBH ZHT (SEC) (45 3R %R T 2 SR B i 75 24 43 8 F1 2 439
Hh T AR AR R 23 10

[0134]  E|27RH T & FhGSfg Ik M) 4R S GSid 1 B U 4% : PEG-28 & 224K (Trin GS1.Trin
GS2.Trin GS3.Trin GS4) H5IEEAMIGS (wt GS) FNRH IR o 43 5 Bk e & RC i I Pk DL AR 4
Acosta®$,2009,World J.Gastroenterol.,15(23),2893-28991MIEHIOD 570nmE 7
Trin GS1— (NAKHGALdEAA) ;Trin 6S2—Nof-20;Trin GS3—Nof-30,Trin GS4—NK¥Ald
EZ L

[0135]  PE3/RHATE (A) 24k . (B) 45 24 Ja 24/ INE T (C) 45 2 Ja T2/INBT , 35 Foh 8 45 A 1 e 2
A= (wt) CDL/INER 25 245 i AN 45 24 )5 LK PEG ELISAMIZE B (Trin 1—NAR IR RELE &GS B4
Trin 2—Nof-20 GSZE& £ BAK; Trin3—Nof—304% &GSZ 4K ; Trin 4—N R IREE 43 & PEG
ZRAK)

[0136] 4R T, WS 3R i, 7 LL2 . Smg/ kg 4B 2 )5 3R I 45 5 HIwt CD /N A T
AR I GSTE % (0D 535nm) 255 .

[0137]  PE5AZRH T RFAEGSYE PR 2 25 3 . 5B s HE T SR Gy 14 I 5 45 3R . 78 FHGS B A
PR GSE 1 -5 R B YA T7 B BDL I R A Wl 7 JFF O A af 28 7 2 (R G ST 1

[0138] &6 /~7E HGSER 1 - LA K GSHE H 5 %0 B 771VA I I BDL K B H I 5 (1) 1 28 7K T
[0139] B 7R x7n i T 7E FHGSH H 8GSH H 5 &IE B 7IVG 7 I BDL K B H , B4 Rz 7K
b A b P

[0140] K8/~ th 1 7 FHGSHE B BGSH H 5 &TE B /a7 B BDL K B Hh % i 48 77l 50
(rotarod grip test) fRI%5H .

[0141]  E|9/"t 7 HGSE B (EGSE H 5 EIERR A (SP-2K LIREN) 18 JT HI0TC/ MR, Hh 2K
FRIE

[0142]  E107~H 7 FHGSE H BiGSE H 5 EIE R A (SP-2K LEREN) ¥ JT HI0TC/INER, Hh I
S KT R IEGS v 1 1) 45

[0143] Syt fs)1

[0144]  GSEE A AIGSE H-PEGH &M F= A Fn4litk,

[0145] NGRS ZBENZ & Rl (GS) B4 - 45 A ANZEGS (SEQ ID NO.5, f 7 ghdHi shras
(115" 3 ZIFIAL TGS HINA i 1 $2SL GGGGS » HET X 4 B 1 3Rk 2D 1At k) ZE (R I pET30a+
R T R T o 3Rk R ki i Ja , FH 98 36 L 5 = (TPTG) AER Ak iR B2 3 AT X GSHY
FIEWPEAL o AR 4 SDS—PAGEAT M , N FEGSTE AL B A vh AT V5 b R 0k o R 2% P (50mM. Tris
pH 8.0.10% H.0.1%Triton X-100,100ug/ml ¥ # & 1mM PMSF 3547 DNAM . 2mM
MgCl2) FHT- M AR A& B AT ¥ 1 B 1 ot o B0 S 4 U mT v P i R SRR 9T ), B 17 6T
BL21 (DE3) M) A 2525, O . ImM TPTGFE25 C 5 7= A T 16/ o 2233 1) HoAth 2642
A8 & FRIPTGHE 5 (MO.0IMZ0. IM IPTG) , &M IR AL (JEHE H16°C-37°C) , B Jd &
167N (1) 75 3 455 TR [

[0146]  FRIEMIGSHI 24k : KIAW EE L — P aifb A5 NI -NTAZRHI sHR2&E 44k,

23
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20mMBK B34 , I FH 300mMB M 35 it .

[0147] [ RAPEGE A : 7EIE R 2 AF T (5 FH 20mMAF IE S A 4) K5 GS R I 48 & 21120k Da )
N Ui FEPEGHF 2216 /N (Reddy - [720kDa NoR %S PEG) o

[0148]  fR&&alift 4% & 10 &E A HSECIE Tt — P4tk . f# FSuperose 68(Superose 12
LB EG 58+ K IN 2 Ak . Superose 1291/ 108 & (FRER)) 2 Rk 18
Superose 6H1, 7EZ 418+ KL 2 SR, AE LK 43 12/13H KL HLAA

[0149]  Hil4& 1 pH 7. 41 2 i J b ARk I PBS H GS R S 44 i 51 o

[0150]  Sijsti {2

[0151]  GSHill&YHIE T

[0152]  ffi FHAcosta®s N ,2009 ([F] ) e it 1 AR 4 S5 it 7] 1 1) £ 1 25 Fh G S i1 2% 420
PEGZ & MIKIGSIEME , AcostaZE A, 2009 ([F ) I 5 & MEhrenfeldZ N ,1963,
J.Biol.Chem.238 (11) ,3711-3716HH5 Ik [ J5 46 5 1% 04 17 SR £

[0153]  K$100ug 2k d F AR AL AR DN BB R e G2 P H = 15 150uL it #45 ¥ R (100mmol /L
KM -HC1ZZ i [pH 7.1].40mmol/L MgCl2.50mmol/LB-%%3E Z ¥ . 20mmol /L ATP.
100mmo1 /L4 & FR F1200mmo 1 /L¥2 % , A4 2 pH 7.2) JKIREESTCHE T 155 b @ 74
0. 6mL [2x3K & ] &4k #3857 (0.37mo1 /L FeCls.0.67mol/L HC1AM10.20mol/L=% /. #R) 1=k
SN o BE AR T B AE UK AR 500 b B £E 10,000 B8 0 e £ VTIE R 85 A R, I HLAES35-
570nmARX T 71 2 B S I WOGRE 45 RAEE 297 o Trind - (20kD R ST BNR 3
% FAKPEG, 38153 HReddy 1 +:) ;Trin 2-Nof-204% & HIGSHE H , HHMNOF corporationikfs
) BBy e A 26 1 20kD PEG (NHSVE i) S56SE 4% A ;Trin 3-Nof-30, FH B AEH Lt
30kD PEG (NHSIE i , 3k43 FINOF corporation) 5GSER A4 Trind-NARHALd,GSE
) o Trin 4 (NARuGALdZ BAK) B H i, BA Swt 6S GAEZ G 1) AL S AH AL
RO P 1 S T G Ath 285 0 3 A AEABAER)

[0154] Syt fs)3

[0155]  GSET 45 24 2 /)R —GSER [ -PEGZ &40 I /K ~FHI1E H

[0156]  FH ansi it 451 1 o 53 1] £ 1 2 FHGS 8 1 MIPEGZR A4 (Trin 1 —NAR Uit i 4% 45 1 GS
& ; Trin2—Nof-20 GSZEAHIZEAK ; Trin 3—Nof-3043 & HIGSZ AR ; Trin 4—NAK IS
B HIPEGE RAR) 2R (s.c) 4525, [ M BT AE Y (wt) CD1/NR 3E1T2 . Smg/kg ) 45 245 . ELTSA
R 485 1) 36 T MR ) 77 2 3647 (Abcam PEG ELISAIRFF &, ab133065) o 41 3~ , ML ELISA
[ &5 SR Y 78 BT A B (8] S an B PO, R A 1wt G /KPR S R B A rl A I« 24/
B 5 5 I LR S L I 2% Hp A T3 7K s SR T, 45 24 J5 T2/Ni) 2 5 Trin=GS 4 (NAR B
ZAWIPEG GSZ JRAK) 78 H e i A AE N=FFA Hh 2 A Zh 4. R, e SEEG 7R Y 1, GSER I )
2 B it I PT DA B2 FH T 3R43GS PEGER S s G /K, 3 B Al =2 1697 A A Bl
R

[0157]  SLjitifs4

[0158]  GSET 45 24 2/ IR — AR M GSTE 1 /K P

(01591 3% 4 I 5 G S e 451 2 v 8 3R T 3R AT L B 1 7238 4 1500 T #500ug I A CR A
NS it 451 3 S 56 AL BRI /DN BR) 8 I B BEAN S 87 LA AR o 25 SRAE AR IR H o 25 24 Jim 3K A 3R A
VIR I GSIE P45 AR B, AR IE V) RN i 28 & HIPEG GS2 Bk, B2 Won H 5N

24
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(Fh7K &5 24) X REORHLL vy T 2 1) Sl 38 0 VR IR o —sae ) JN=F L 2 L 3h W)

[0160]  Sgitifils

[0161]  JREMEIFFERFOLCPTS N AR (OTCHRZ) # T2 R GSRIGS+SPH A FH - ffr 4
() /N B B VR4S AT BAfEht tps : //www. jax.org/strain/001811 (B6EiC3Sn a/A-0tc S 2sh/])
2 BN HIER BYIRTE W WL 10 A 223 A, & H UL R 4 . BT A 2P0 H8 2t
F AT (BAOTCREXEB , & RAFAE THREVERIX G R L, R /N B RBR 1) -

[0162] K¢ fir A 28 (A1 GSFIGS+SP s I GS =2 &Mk it & il , GS+SP =B & Bk i 5 1
Mg+ 2K CERAN) HEAT IR VRYT

[0163] LM —#ATER T M= 6K .

[0164]  H4SP i.p.2525350mg/kg, BRI FERTAR  KGSEEFT AT A 4325 (i.p.@
40mg/kg, TR —R) ,ARFEIRB2R TART, LA J 5143 R HGS@40mg/kg i.p. 452,

[0165]  FEZE8ARNG/INERALSE , FE MBI , &0 LA 3 B L, FE5 i F T2 8 & (WL F 3L
T35 -

[0166] LRI LA SOk Hh 3R B A v 7 V2364 T

[0167]  #ARLANTT &

[0168]  FTA sLUG IR IR 1986 54 (Bl #FE ) V£ % (Animals (Scientific Procedures)
Act) FEAT , VA R ARIE RN HE 22010/63/EUREAT T1EIT - iR 4 5256 sh A 37 BE A1 FH 45 5
(Guide for the Care and Use of Laboratory Animals) (ZE[E [E . T AW 50t
(National Institutes of Health) HihR¥I86-23;19855E4&1T) HHREIA bR UE , BT Bh 4R
132 NE BB o X e S 55 b Ad FH IR Bir ) 0452 HEPE Sprague—Dawl ey KB (FESEERTFAAMT , 44
H250g) , 3875 HCharles River Laboratories (Kent,UK) J:#%4> 520 : HE 2t L sh)+ =+
#h /K IMIF (BDL+HA+SS ,n="6) L& 453+ 2+ 4 L IR (BDL+HA+SP,n=6) 0 4533
W+ R AR LR RN A il (BDL+HA+SP+GS ,n=>5) JHE ¢ 4L W+ &+ B BBk & 1k
B (BDL+HA+GS ,n=06) I T RENW+ 4 2Bt IZ & Bl (SHAM+GS,n=5) . L& SPFIGSHI VAT 7]
FRH “COMBO”

[0169]  HAEZEHFAR

[0170]  FE4 BRI (100 % A5 % sk FH 115 5 2 2% e ik T 4E8F) , K
2 IR = H 453 ONFIEFARE 775 UL A8 5, I 76 F R 528 RIFAT 7T .
TERRIE N il 7 — AN 280 1  FEBDLAL A, A I 8 7 B, I3 -022 = FE 454, IR AESS
L IEVIIT AT ARAHAT T RIFER TR, A G5 M YIIT AEBDLZ I , T B4k 45
W, FF B0 HEAH 2 o A ) S AT 2N T 10 % I HOR AEAE TR 36/ Y o

[0171] A4k e 2 L E AR

[0172] 23 A KBS et FH vy 2 LA (HA) PR B o FEZ100g 1) — £ Hh s ) S 2R BR IIC 77 #2 < 158
SRR T Tg RN AR TR AR 10g N R 4. 4g il %R 5. 8gTh AR 1 1g KA &R . 5g 4
2R 4. 8g H &R 3. 3ghEE MR 9. 6g MR 8. gl A \ 3g M &R 1 . 5t &I FI10 . 684
IR 25g K IR G ) (SHRAEME A S & Wk K LA L:5IR-G) B OB i il 4% JF HoR B B H1 3K
BUZIR G R EE5 K AZ AL 7 U LT WG 1 sh ) I 21 8 A 2 S IR A Ak (1], B 2 k0 & T 3L
2 B 2 MURE R B i W i AR 2]

[0173] KRB %A
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(01741 R11 RUOKERUitE FA R LR 8 (SP) IR & A R0. 3g/ke FFEES R, S EVIMIR &, IF 4
TR i) 4 o

[0175] R a % & Rl 2% A

[0176]  FHGSEFMI R (1R MEE3R) MEME I 16 HORER  VES I SR 83l i.p., KA
¥F18-22mg/kgfIGS .

[0177] Iy HURE A A Ak

[0178] 75 Fir A 4H. Hh £E AN 7] (1) IR [] R AR S8 i JOk R 46 IR A o o 76 FH A 2 B i i v I
Joi » FE U0 NI A] S AT 15 6 /85 E L 247N L 48/ NS A5 K o f FHCobas Integra 40022 Ifjfig
AP FTAX (multi-analyser) 5& & K& (Roche—diagnostics,Burgess Hill,West
Sussex, UK) , ZEAEAN 8] 55 FH 20001 A7 B2 I 352 %6 1 8 2 K3t 47 20 #7

(01791 JixizK i

[0180] XA AN S [3,4] Bk i)+ BRI & . {6 224, FH R B B 7 FEPR & 811
Eppendorf, SR 5445k R W 20 5 5T« SUIRAR Vi 5y /NI ARz SO BEAS 23 A e 1)
Eppendorf 1 I B FKE ; BT A+ i 22 720 . Img BA Y B 35350 FR B I 5 i [ Eppendor £
TEMEFEH L0 CH R RF LT R G, 2 T B AR G A 20K & E1H 5 o8 % H20= (1-F ./
JPEE) X100% .

01811 T 1Al B F & BN : ¥ -accelerod it 5

[0182] X it H FE ALK 30 (1) Jie 2 s 2 Rl 11 32 S AL e Wl A AT B 98 vPAiki 3z 3 Wi 1A P At
J% 57 M (Jones flRoberts,1968) .Ugo Basile (Ugo Basile Biological Research
Apparatus, Italy) B IIE 77504 T K5 o I i A6 (1) 12 7 oA AN 8840 o 72 28— 40
o, ¥ Sh W B AE AR, IF HOKE R OR R TE E R 2rpm R B 6 04D o £E B A, AR
accelerodi IR BOM KB BEAT 573 B0 PFAk, L 8] F2 AN T 38 b0, B 21 H0E 2] 20rpm. it 5% 1
ANIFIEST JE PR ARV TT R AIE ST S 2R A T IR b () I S A SR T

[0183]  {i FHTCA B BaVE AT Myl 2 ) e

[0184]  7E1£3C (Clin Chim Acta.19680ct;22 (2) 183-86) Hifiidk 1) 75 i FH -l & i 3¢
FIREE, InF

[0185]  JFH

[0186]  FEBNEVE R H , B B 1 5 IR &R 8 I N DA AR il — SUNZ o 78 28 Iy At B v SRR 3 1
FEAE T, A 5 AR AR, — SR I S Bl & VD BE M) o 4 R I BE A6 30nmigh AT 43
HOCEERE -

(01871  Jyi:

[0188] K3, 5g ARy AN0 . 04 R L 4974 T~ 100m1 2% 15 7K H LA 1l 2 1k 1A

[0189]  ¥f1.8gE AL ANIA T-48ml Z& TR/K H , FFAS IO4m 1 ) IMIR SEURR A7 1 DA 1) 281k 771UB o
[0190] [y EEAN500 T 1 L BE B AR I 15001 )5 % TCA, FE7AE4°C LA 10, 000RPMES 210534
H50ul (1) BB FEONFE A AR 1 5001 [l A AFIB & 196 FLAR -

(01911 FH-T-A A fh 2 1) b v S A B Ak Bl o Ky AL B VA B AE 2R IRK R R B S B 2215
FIIYE Bl A 400mmo 1 22 3umo 1 [ 3% FEE 17 il 46 » 2R A /K W FAE = A o

[0192] g LAREEY: , FFAES0C It & 6047 8 o 48 H 43 0 0 FE 11 #E.6 30nm4d il & WK Y 2, LU
BT
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[0193] 4%

[0194]  GSHT 2524 2 R B —HIE AN L Hh GSTE PR /K

[0195]  y% 1t N € 42 L3R A4 L RN 7 V30 3 FIT ik 14T o &5 SREAE I SAFIEI5BH /R H o FE 285K
TR PR R BRFEF JE H £) 485 SR s HY SHAMFGS A R G ST 14 N B FE » b ok s MRISART LA H L GSFIGS+
SPYEYT G N ch 28 J3BDLE) K B M A i G ST 14 o 4 7 I Hh I I, 45 2R 7R HH GS T 14 A BDL+
GSZH  Jyfe o i Ah , INIEISBR] LA HH IV Hh () GS I 1 B 5 I TR R HERS (B 2245 24 J5 24/ it
A48 /M) =2 —FUH -

[0196]  GSHH %524 2 KB, —BDL K R, H ) ik i

[0197] 4Bl 6 T WL , 27K T FEBDL K B, 2 fx s /¥« FHGS L GS+SPANSPIR T 73 il 5 BUML I
)RR 23 AR 2R B 2 J5 5 GSPRAIR T 2K~ o FHGS+SPIR T fi i 35 M P AIG T 2K,
RPN RN o

[0198]  GSHH 25 24 2 K B, —BDL K bR, H e i Jif i

(01991 FEHTA R Joa b W& fisi /K b o 55 FHSPYR T AL 2= SP+GSIR YT HHEL , GSYR YT B A I e i
kD K (7)o S (BRI A ¥R YT IBDL R BR) AHEL , FHSPIRIT IR A Sttt L&
ZI K .

[0200]  GSHE 2524 2 K B —BDL K bR ) i A1 B¢ 44 Dhy i

[0201]  EISEIR 1 et sl Tl I 45 R o & NVFHI 2, E T 2 UK R 4 rh , K ILGSHY)
gy i ETERE SRS FISPIR YT R AR G v B R EE B AR (BT FHGS+SPIR YT o i ek
it o i E AR

[0202]  OTCHR= /N HIVETT

[0203]  GnEI9fTIR , EAETRYT A P AR S Huig D

[0204]  7EE109, o] LLF i, 75 FIGSEGS&SPIA YT RIOTC/INR H , Il 3 GSTE 1 I 14
110 23 I B GSLH H 110 . 8FIGS&SPAL H T ~ 1. 1o JFFIEGS I 1 MR A P 2H A 1) ~0 . 1753
INEMLGSZ ¥ ~2. 8 FIGS&SPAL H ) ~2. 5,

[0205] &k BRAMEIAR

[0206] &z, Jiti IR GS /& AE AR AR 1) L 22 4= 1), I HL e LB OR R G SV 12 » e i 3 B0
GG ZK, FEECE MR A N R/ B S A T RE « Ak, IX L6 s 22 B, FISPANGS Y5 7 7] RE
GRS A

[0207] &%k

[0208] [1]Riggs A.The amino acid composition of some mammalian hemoglobins:
mouse,guinea pig,and elephant.] Biol Chem 1963;238:2983-2987.

[0209] [2]Balata S,0lde Damink SW,Ferguson K,Marshall I,Hayes PC,Deutz NE,
Williams R,Wardlaw J,Jalan R.Induced hyperammonemia alters neuropsychology,
brain MR spectroscopy and magnetization transfer in cirrhosis.Hepatology2003;
37:931-939.

[0210] [3]Stewart-Wallace AM.A biochemical study of cerbral tissue,and of
changes in cerebral oedema.Brain 1939;62:426-38.

[0211] [4]Traber PG,Ganger DR,Blei AT.Brain edema in rabbits with

galactosamine—induced fulminant hepatitis.Regional differences and effects on
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intracranial pressure.Gastroenterology 1986;91:1347-56.

[0212]
[0213]

[0214]

[0215]

[0216]

[0217]

[0218]

[0219]

751 :
SEQ ID NO.1[5¢¥ A\JHEH]

MTTSASSHLNKGIKQVYMSLPQGEKVQAMYIWIDGTGEGLRCKTRTLDSEP
KCVEELPEWNFDGSSTLQSEGSNSDMYLVPAAMFRDPFRKDPNKLVLCEVF
KYNRRPAETNLRHTCKRIMDMVSNQHPWFGMEQEYTLMGTDGHPFGWPS

NGFPGPQGPYYCGVGADRAYGRDIVEAHYRACLYAGVKIAGTNAEVMPAQ
WEFQIGPCEGISMGDHLWVARFILHRVCEDFGVIATFDPKPIPGNWNGAGCH
TNFSTKAMREENGLKYIEEAIEKLSKRHQYHIRAYDPKGGLDNARRLTGFHE

TSNINDFSAGVANRSASIRIPRTVGQEKKGYFEDRRPSANCDPFSVTEALIRT
CLLNETGDEPFQYKN

SEQ ID NO.2 (N F i = B 24 AR N AR A1) -

TTSASSHLNKGIKQVYMSLPQGEKVQAMYIWIDGTGEGLRCKTRTLDSEPK
CVEELPEWNFDGSSTLQSEGSNSDMYLVPAAMFRDPFRKDPNKLVLCEVFK
YNRRPAETNLRHTCKRIMDMVSNQHPWFGMEQEYTLMGTDGHPFGWPSN
GFPGPQGPYYCGVGADRAYGRDIVEAHYRACLYAGVKIAGTNAEVMPAQ
WEFQIGPCEGISMGDHLWVARFILHRVCEDFGVIATFDPKPIPGNWNGAGCH
TNFSTKAMREENGLKYIEEAIEKLSKRHQYHIRAYDPKGGLDNARRLTGFHE
TSNINDFSAGVANRSASIRIPRTVGQEKKGYFEDRRPSANCDPFSVTEALIRT
CLLNETGDEPFQYKN

SEQ ID NO.3cDNA

CGAGAGTGGGAGAAGAGCGGAGCGTGTGAGCAGTACTGCGGCCTCCTCTCCTCTCCTAAC
CTGCTCTCGCGGCCTACCTTTACCCGCCCCGCCTGCTCGGCGACCAGAACACCTTCCACCA
TGACCACCTCAGCAAGTTCCCACTTAAATAAAGGCATCAAGCAGGTGTACATGTCCCTGC
CTCAGGGTGAGAAAGTCCAGGCCATCGTATATCTCGCATCGATGGTACTGGAGAAGGACTGC
GCTGCAAGACCCGGACCCTGGACAGTCGAGCCCAACTGTGTGGAAGAGTTGCCTGAGTGGA
ATTTCGATGGCTCCAGTACTTTACAGTCTCAGGCGTTCCAACAGTGACATGTATCTCGTGC
CTGCTGCCATGTTTCGCGCACCCCTTCCGTAAGCGACCCTAACAAGCTGGTGTTATGTGAAG
TTTTCAAGTACAATCGAAGGCCTGCAGACGACCAATTTGAGGCACACCTGTAAACGGATAA
TGGACATGGTGAGCAACCAGCACCCCTCCTTTGGCATGGAGCAGGAGTATACCCTCATGG
GGACAGATGGGCACCCCTTTGGCTTGGCCTTCCAACGGCTTCCCAGGGCCCCAGGGTCCAT
ATTACTGTGGTGTGGGAGCAGACACGAGCCTATGCCAGGGACATCGTGGAGGCCCATTACC
GGGCCTGCTTGTATGCTGGAGTCAAGATTCGCGGGCGACTAATGCCGAGGTCATGCCTGCCC
AGTGGGAATTTCAGATTGGACCTTGTGAAGGAATCAGCATGGGAGATCATCTCTGGGTGG
CCCGTTTCATCTTGCATCGTGTGTGTGAAGACTTTGGAGTGATAGCAACCTTTGATCCTA
AGCCCATTCCTGGGAACTGGAATCGTGCAGGCTCGCCATACCAACTTCAGCACCAAGGCCA
TGCGGGAGGAGAATGGTCTCGAAGTACATCCGAGGACGGCCATTGAGAAACTAAGCAAGCGGC
ACCAGTACCACATCCGTGCCTATGATCCCAAGGGAGGCCTGGACAATGCCCGACGTCTAA
CTGGATTCCATGAAACCTCCAACATCAACGACTTTTCTGGTGGTGTAGCCAATCGTAGCG
CCAGCATACGCATTCCCCGGACTGTTGGCCAGGAGAAGAAGGGTTACTTTGAAGATCGTC
GCCCCTCTGCCAACTGCGACCCCTTTTCGGTGACAGAAGCCCTCATCCGCACGTGICTTC
I'CAATGAAACCGGCGATGAGCCCTTCCAGTACAAAAATTAAGTGGACTAGACCTCCAGCT
GTTGAGCCCCTCCTAGTTCTTCATCCCACTCCAACTCTTCCCCCICTICCCAGITGICCCG
ATTGTAACTCAAAGGGTGGAATATCAAGCTCGTTTTTTTTCATTCC

SEQ ID NO.4: 405+ AEKMGSE I, AT S2hEfl 14
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[0220]

[0221]

[0222]

[0223]
[0224]

[0225]

[0226]
[0227]

MGSSHHHHHHGGGGSMTTSASSHLNKGIKQVYMSLPQGEKVQAMYIWIDG
TGEGLRCKTRTLDSEPKCVEELPEWNFDGSSTLQSEGSNSDMYLVPAAMFR

DPFRKDPNKLVLCEVFKYNRRPAETNLRHTCKRIMDMVSNQHPWFGMEQE

YTLMGTDGHPFGWPSNGFPGPQGPYYCGVGADRAYGRDIVEAHYRACLYA
GVKIAGTNAEVMPAQWEFQIGPCEGISMGDHLWVARFILHRVCEDFGVIAT

FDPKPIPGNWNGAGCHTNFSTKAMREENGLKYIEEAIEKLSKRHQYHIRAYD
PKGGLDNARRLTGFHETSNINDFSAGVANRSASIRIPRTVGQEKKGYFEDRR

PSANCDPFSVTEALIRTCLLNETG DEPFQYKN

SEQ ID NO.5cDNA (FHF5i it 5 1 A 5 48 1 A AL FY cDNA) o

ATGGGCAGCAGCCACCACCATCACCACCACGGCGGCGGCGGTAGCATGA
CCACCTCGGCAAGCAGCCACCTGAATAAAGGCATCAAACAGGTGTATAT
GTCTCTGCCGCAGGGTGAAAAAGTTCAAGCCATGTACATTTGGATCGAT
GGCACCGGTGAAGGCCTGCGTTGCAAAACCCGCACGCTGGACTCAGAAC
CGAAATGTGTGGAAGAACTGCCGGAATGGAACTTTGATGGTAGCTCTAC
GCTGCAGTCGGAAGGCAGTAATTCCGACATGTATCTGGTTCCGGCGGCC
ATGTTTCGTGATCCGTTCCGCAAAGACCCGAACAAACTGGTGCTGTGCG
AAGTTTTTAAATACAACCGTCGCCCGGCGGAAACCAATCTGCGTCATAC
GTGTAAACGCATTATGGATATGGTCAGCAACCAGCACCCGTGGTTCGGT
ATGGAACAAGAATATACCCTGATGGGTACGGATGGCCATCCGTTTGGTT
GGCCGAGCAATGGTTTCCCGGGTCCGCAGGGTCCGTATTACTGCGGTGTC
GGCGCAGATCGTGCTTACGGTCGCGACATTGTGGAAGCACACTATCGTG
CTTGTCTGTACGCGGGTGTTAAAATCGCCGGCACCAATGCAGAAGTCAT
GCCGGCTCAGTGGGAATTTCAAATTGGCCCGTGCGAAGGTATCAGCATG
GGCGATCATCTGTGGGTTGCTCGTTTCATCCTGCACCGCGTCTGTGAAGA
TTTTGGTGTGATTGCGACCTTCGACCCGAAACCGATCCCGGGCAACTGGA
ATGGTGCTGGCTGCCATACCAACTTTAGCACGAAAGCGATGCGTGAAGA
AAATGGCCTGAAATACATCGAAGAAGCAATCGAAAAACTGTCTAAACGT
CATCAGTATCACATTCGCGCCTACGATCCGAAAGGCGGTCTGGACAACG
CACGTCGCCTGACCGGTTTTCACGAAACGAGCAACATCAATGATTTCTCT
GCGGGCGTTGCCAATCGCTCAGCCTCGATTCGTATCCCGCGCACCGTCGG
TCAAGAGAAAAAAGGCTATTTTGAAGATCGTCGCCCGAGTGCAAACTGT
GACCCGTTCTCCGTGACGGAAGCCCTGATCCGCACCTGTCTGCTGAATGA
AACCGGCGATGAACCGTTCCAATACAAAAAT

SEQ ID NO.6 [ FLAT B B #£30SC GS]
>tr |FOTG87 | FOTG87 LACASE & Ik it & Il BE0S =W FR ALAT B (B #k30SC)

MSKQYTTEEIRKEVADKDVRFLRLCFTDINGTEKAVEVPTSQLDKVLTNDIR
FDGSSIDGFVRLEESDMVLYPDFSTWSVLPWGDEHGGKIGRLICSVHMTDG
KPFAGDPRNNLKRVLGEMKEAGFDTFDIGFEMEFHLFKLDENGNWTTEVPD
HASYFDMTSDDEGARCRREIVETLEEIGFEVEAAHHEVGDGQQEIDFRFDDA
LTTADRCQTFKMVARHIARKHGLFATFMAKPVEGQAGNGMHINNMSLFKN
KHNVFYDKDGEFHLSNTALYFLNGILEHARAITAIGNPTVNSYKRLIPGFEAP
VYIAWAAKNRSPLVRIPSAGEINTRLEMRSADPTANPYLLLAACLTAGLKGI
KEQKMPMKPVEENIFEMTEEERAEHGIKPLPTTLHNAIKAFKEDDLIKSALG
EHLTHSFIESKELEWSKYSQSVSDWERQRYMNW

SEQ ID NO.7[EK (Zea Mays) GS] (EK (corn) /E K Maize) GS)
>tr|B4G1P1 |B4G1P1_£5K§/§L@5Eﬂ§é‘ﬁiﬁ
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MACLTDLVNLNLSDNTEKIIAEYIWIGGSGMDLRSKARTLSGPVTDPSKLPK
WNYDGSSTGQAPGEDSEVILYPQAIFKDPFRRGNNILVMCDCYTPAGEPIPT
NKRYNAAKIFSSPEVAAEEPWYGIEQEYTLLQKDTNWPLGWPIGGFPGPQG
PYYCGIGAEKSFGRDIVDAHYKACLYAGINISGINGEVMPGQWEFQVGPSV
GISSGDQVWVARYILERITEIAGVVVTFDPKPIPGDWNGAGAHTNYSTESMR
KEGGYEVIKAAIEKLKLRHREHIAAYGEGNERRLTGRHETADINTFSWGVA
NRGASVRVGRETEQNGKGYFEDRRPASNMDPYVVTSMIAETTIIWKP

[0228]
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