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T BT ) 2 ) ik o A S5 A0 P A 28 S AN 32 8 AT P ) SR o B A T B
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ST B A T bn A f IR 1 AR B LR D A5 B e e A A5 2
H BT o R AT 5 AT B PR 95 903 AEF it 20 A 28 L o B K e AR S A b 4% 1 ) CPUAE A A 3 L S
% Ay 2 ) A\ B T AT RE 8 5 R 4 B R SR I F 4R 1 AR

[0053]  FEAJ A BT iE A MR RL , FE 48 IR ML < LT K L 3 7K S P VR < e YA VAR
PREEARI, FEME T B b S HEME ), R AR L BRI IEZH 2155 S AR 2, (B AN IR
E T

(00541 FEA K W rh, BT AR P 0 2, A D S0 e ik IR 7 A S g R R 1) A U MBS T
R 2 (1 0 R {8 (9 R HEAEL I 2 A5 (0 X T I 15 DL o e Ah , A7 DR B R S IR ST A
S A AR 0 R R R T B TR ST A S A A 10 2 5 2 S A A R K e S5 A A £ B 2 A B A
IR T R DL JUAL G 9 2 Rl B B AR R AR R R R AL S R S TR AR E A X
THITEDL A B AR IR AR AR O B AT BOND - R R A A Bl 8D - R & 2 IR AL
R R =5 FEIR] R R B BRI 5 O o 11, A7 £ RO R — Pl ) JER A ) B8 S IR S A4 S A A o
R 5 5998 A DR ) 2 2 IR 14 B L S5 B0 AN A DR ) e 2 1R 1 B AT s VAL O 1 DL

[0055] A BRI 2, i i A 8 3 0 AR I ARE R 1) 55 00 AR G (R = 2 IR S AR S R A
I BEHEAEL , X+ 5 AR SR A R R R AL AR SRR A, A 5 1) A0 et 2 B S IR S A 57t
PRBAT FIRAME R F e B B 1 A ARE R AR — J5 BOA 7 (K AE WA R R (0 B P 2E
B P E R E o AT IR T HEAE ST ROE I 0 S (B AT AR A W ) S Bt IS A Do i s
A A, [ I R 0 ) A= A R 0 S A P B B eME B 1 DL

[0056]  {EOAAS BRI ASAE S, A FRIE O B AR B0 A5 55 A SR AR (B 091, 0
B ILPR AN o A Aer o D i o o A BRI S TR AR E 2. 0812 . OV BN, A Hh A ¥ fE A
PRI AT REPE R SR, A N IR B0 « R 3R S8 AR B /D T2 0, i H e A #E J B
BB AT RENE o

(00571 i A W BRI I i 70 M 2 L 04T AR GE AN 0 AT R SR A IR e der 4 1R ZE W0 e
HH R R B R N AR SR R AR 14 5 B R DR % R I 12 Wi AT B R b R A Y - R4, B3R
SE AR BB BOR I 1 ) 2 R (R HR b R A o e Ab B E B AR AR O A0 AT
I IR T R/ BT ¥ 2 00 24 R ) FE AR R AR . A, B e B AR A 9
29 AEZ i AR B e A A TS AR AR R R e MR/ BAE ) S AR R R
X A R M P s R A

[0058] AUt B -5 e e 52 S 1 2 i SOk, HABARIE I 51 FIF AR 5

B [=115¢ BR

[0059] P 1 e 0 - fidt 5 = AR5 e T 25 1 2% A SR W RE Al (9 D - S IR P 73 A 45 SR A 494
[IEGEIEE

(00601 [&]2- 179D~ 22 SR I) ML % L (A A A IR R i (14 73 A

(00611 [&]2-2 91 - 22 SR IF) LR R B (A A A IR R o (14 93 A P

(00621 [&]2-379D- 75 R I ML R L (A A A IR R i (14 73 A P

[0063] &1 2-4 9L - I3 SR I ML R B (R A A IR R i (14 93 A

[0064] &1 2-579D- PY 2RI ML R L A A A BRI R i (14 93 A

(00651 [&]2-6 9L - PY 2R ) ML R L (A A A I i (14 93 A P
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[0066] &3~ 179 22 S R XI A it FX D - A B AN 3D - A AL - A4 ) 8 22 AT 1 70 3% (%6 D) B

A

[0067]  &]3-2709 75 S BRI it FXI D - 4 B A 3D - AR AL - A4 ) 8 22 AT 1 70 3% (%6 D) 2

A

[0068] |3 -3y P4 G IR X it Y D - 4B AN 3D - A AL - A4 ) 8 22 AT 1 70 % (%6 D) F

A

[0069] (&4~ 14 5K BLO LR AL AL /N (MLP-KO/NER, LA, BN “Pd” o) 3 X 55 FRIE

HANER (BUR BN “TEH” o) 4 I JR AR D - 22 S0 R MR B2 1Y) 1~ 35 A R v 0 22 1 e [« 2

D~ L2 BRI L (G E IR /ml)

[0070] @4 ZﬁTfﬁ%ﬁ”lu\HILf“i‘%ifJ\m (LT B ™ o) 3R EX IR IEH /MR (BL T

PR “IEH o) 4 R 8 R A B L - 22 SRR VR 1) 1 B (B A AR v R 22 ) B 1) o I\ Al 9L - 22 SRR UK

E(ém}féﬁ\/mL)

[0071] @4 3T AL LAY AN (LT BR8P o) 33 L xR H /N (B

PR “IEHT o) 4 R RA ) J 22 B BRR TS (D - 22 B8 BRMR P ML - 22 0 FRVAR JEE 2 ) )~ S (AN

*T{Em%ﬁ’]%@ o RN S L IR L (A EE R /L)

[0072]  [&4- 4?’9#%@1&\%%@@4\@(%? PR B o) 3R EX I IER MR (LR,

PR IR o) 4 R B PR A AD - 22 2 BRI BE AR T 2 22 2 BR Mk B2 1) 1 73 2 (% D) 1T~ 35 {EL AT

*T/Em%ﬁ’ﬂ%@loé})\iﬂﬁ\j%DO%FE%“SEEE‘JE%TT%%,EStudentE‘JtTﬁ«@ﬁE{ﬂPd\?

0.02,

[0073] @4 ST IR AL LAY N (AT, BR8P o) 33 L xR H /N (B

PR IR o) 4 3 0 R D - A S BR VR S8 1 T~ (B AT 4 2 22 RO e 1) » Ml A9 D - s U R T

J& (GHEE/R /L)

[0074] @4 69 K AL U AL N (LR, FRO8 “0R” o) 33 E XS IRIEH /N (BLR

PR “IEH o) 43 B0 K o B L - K SRR VR B2 B~ B0 BRI R 22 B 1] o NI L - A R VK

& (GAEEIR /mL) o Rk IR % S VEZE 5, fEStudent F tAR 48 P/~ $-0. 01

[0075] @4 7?91’7‘3&?&&5%%1‘3%@4\?&(%? MR B o) 3RV EXIIEH /MR (BLF,

PR “IEH o) 4 R PR AR SRS 2RI B (D 2 R R S AL - R U BR R 5 22 ) (-1 2R AN

*T@W%%El’]%l% I\ RS R BRIR I (GNEE R /L) .

[0076] &4~ 8#:!1’7%&”‘[)}%{“1‘%&4\&& (LT BN “BRi” o) 3R EX IR IEHE /MR (BL T

PR “IEH o) 4 3 B R A B D - 2 SRR VA 1) 1 B (B AT #E R 22 ) B 1) o N Al gD - 43 s R UK

£ (élﬂ}féd\/mL) o R T IEH 5P R % 7 fEStudent i tha 38 P/h 0. 02,

[0077] &4~ 9?91’7‘3&?&1&*5%%1‘%@4\?&(%? PR B o) 3R EXIIER N (LR,

PR “IEH o) 4 3 8 R T B L - 2 SRR VA 1) 1 B (B A AR R 22 ) B 1) o I\ Al D9 L - 43 s R UK

£ (éW@/J\/mL) .

[0078] 4- IOﬁTfﬁ&ﬂlD\Eﬂ%ﬁﬁﬂdwﬁ (CLT S RO ™ o) 3R 5 IR /N (B
PR “IEH” o) 4 R R P B S IR IR B (D- 3 SRRV L ML - 4 SRR VK 2 22 ) 11 3%

ﬁ%ﬂﬁ/&w&%ﬁ’]%@] RN S AR IR L (GEE /R /mL)

[0079] P 4- 11089 5K RL Lo U AR AR /N B (BATR S BROD 507 o) 3 R S0 IR H /i (B

IR EIEET o) 4 A R KD 2R R FEE P T B AR 1R 72 1) A I A DD - R

10
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WRE (GHPEE /K /mL) o KT 1% 550 1) W3 M2 57, fEStudent () tAE 3 HH P/ T70. 01
[00801 4 - 12?’3#?&@&%%1‘%@4\?& (CLR L BRR “m” o) 3R XTI IE & /N (DA
SRR T o) 4 R ) PR AR A L - il U2 VR B 1)~ S50 B A bR A 152 22 () e B8] o Pl A L - il R
/M“ (éW@/J\/mL)O
[00811 4 - 13?’3%&@&%%%@4\?& (CLR L BRR “9m” o) 3 E XTI IE & /N (DA
SN CIE®” o) 4 H B R 1 e R B IR B (D- il &R vk B AL - il R VR B 2 ) 1~ 35
ﬁ%ﬂﬁ/&m%aﬁ%@ o PNl S I R B (G BE 7K /L) o
[0082]  [&]4-14 84 5K BYCo LR LY /N ER (BATR , B8 “B 07 o) 3R S0 R IE & /IR (B
TR CIEET o) 4 R R H 8D - 518 2 B VA BE 1) P 35 AR 1 R 22 B R T D\ Bl oD - i TR
WRE (GHEE/K /mL) o KT 1% 550 1) W3 M2 57, fEStudent () tAR 3 P/ 170. 01
[00831 4 - 15?’3%&@&%%%@4\?& (CLR L BRR “m” o) 3 E XTI IE & /N (LA
SRR TR o) 4 ) PR AR A L - 8 R TR B 1)~ S50 B A bR o 152 22 () e B8] o Pl A L - S TR
/M“ <éVﬂEé4R/mL>o
[00841 K4 - 16?'7#?&@1&\%%1‘%@4\%& (CLR B8 R o) 3 X IR IE & /N (LA
SN “IE®” o) 4 X 0 R A 1 e i R IR B (D- M & R VR B AL - M R VR B 2 ) 1~ 35
ﬁ%ﬂﬁ/&m%aﬁ%@ o PNl g S R B (G BE 7K /L) o
[0085]  [&]5- 12~ MNO JE S HR - 1 /)N B3 474 Hh B 53 /5 1 B8 AR SRAR R /N R (BAT , FR A “OVX” )
12 53\ 5565 AH 7] i 6 1) EE /)N BROAS 2R AT B S48 1 GEAT 1 R BRI ) T 4% 5 1) ) RN BR
(LLF, B4 “sham” o) 6 F (1) 42 B [ ~F 35 480 RAR 94 22 B 22 A0 1R B8] o D0t 36 7 /08 R F) 4 =
(5E) o U BN R 2R 52 2R R I 20 0 R R AT AR AT R 9 AR /IR L S AT FAR S 56 1 (10
W) JEE2 ] (L1 AW B3 (12 W) 554 (13 FAH) 1 58 4F B /N B (OVX) AT HE /N B
(sham) PR 25 (1) - S5 ANFR A8 I 22 o 9% T 58 A2 AR R /N BRL (OVX) A% REZINER, (sham) () 44 5
() 52 5, EStudent R tAS IE HHP/N 0. 05 (%) B/NT0.01 (% %) o 6FT-4 Hi 5P 5 5 1
FEAE AR T /N R, AR S5 565 2 JoT e A B 5 %) HE /IS SRR Db 2 35 b 36, 2R HE R A AR /N R
HERSIE T o
[0086]  [E5-2 A3 N AR JIREAL /NG (OVX) 3 R A 551 L (OVX-3) [ JR P 4 3R R 6 2
AR B A RN R H R B T AFEN S A, R d 8 T LA R A= 2R
2= NBD - F 17 4% 28 ST AE WA, , A A i BA 1) 230 s B RO 2 e i Ak B B oy i e Lk
1T T FEMT o« A 2 IR FH T-NBDAT AW R BFEAR , IR L AR SX IR AT 15 lond o« 8 T2 R &R, HH
T i AR AR OB R PR AR D b R ) 5 B G o R AR IR IR R
nd,
[0087]  [&]5-3 N R EAEMIRRL /NG, (OVX) 3 g 252 H (OVX-4) Y JR b 4 3 s JE R O 2
AR B IS RN R H R B T AFEN S A, B e 8 T LA R A= R
2 F I NBD - F 17 4% 28 AT AE WAL , A A i BA 1) 23 s B RO 2 e i Ak B oy i e Lk
1T T FEMT « 2 IR FH T-NBDAT AW R AR, IR L AE SX IR T 15 ond o« 8 T2 R &R, HH
T ik AR AR UM R PR AE D b 2R ) 5 B G o R AR IR IR AT R
nd,
[0088]  [&]5-4 N R B AEMRIRL /NG, (OVX) 3 ) 253 H (OVX-5) Y JR vh 4 3 a JE R O 2
FAE T B IS RN R H R B T AFEN S A, R d 8 T LA R A 2R

11
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2= F I NBD - F 1 4% 28 SGAT AE WA, , A AR i BA 11) 23 s B RO 2 e i Ak B B oy i e Lk
177 AT - (LR R B TNBDATAE ) RABUEAR, IR L AE X AT HH 1 And o 5 T2 R » i
T AR AT AR BB SRR R AR R PO R 1 A B A A R A X IR AT R
nd,

[0089]  [&|5-509 xS /N (sham) 4 LA 251 ) (Sham-16) ) JR 4 & B 1RO 5+
& BT R R HARH T AR TR, B8 T LR R IR R 4
#1538 1k NBD - F1f # 52 YG AT A AL, 48 T A R BH () 2 s B RO % e f iR & o i e B AT
T BT « (LR B FNBDATAE D) RBUEAR, IR LA IR AT 15 And o R T R RR , BT
i I A A AT A P SR S DR AE R I BRI B S AR A o DR A3 IR AT A 1 Aund
[0090]  [&]5-69 xS /N (sham) 4 A 252 4 (Sham-17) B JR o 4 i @ B 1RO 5+
& BT RN R HARH T AN TR, B8 T LR IR R 4
#1538 1 NBD - F1f # 52 YG AT A AL, 48 T A R B () 28 2 B RO % e MR & o i e B AT
T BT - CLZR B TNBDATAE P RABUEAR, IR LA X IR AT R 15 And o R T R RR , BT
i I A A AT AR P SR S DR AE 9 I R I B S AR AR o DR A3 IR AT A 1 And
[0091]  K&]5-7J9 ) BN (sham) 4 i) 253 ) (Sham-19) B JR o 4 i & B 1RO 5+
RSB RN ER . HARH T AN TR, B8 T LR R IR R 4
#1538 1k NBD - P # 52 YG AT A AL, 48 T A R B () 2 s B RO % e f iR & o i e B AT
T AT - (L E R B TNBDATAE D) RABUEAR, IR LA X IR AT HH 15 And o R T R RR , BT
i I A AT A P SR S DR AR R I R 1 B S AR A o DR A3 IR AT A 1 And
[0092]  [&|5-8J9 K xS M/ (sham) 4 A1) 254 ) (Sham-20) B JR o4 i & B IR OG- 5+
& BT R R HARH T AN TR, B8 T LR R R R 4
#1538 1k NBD - F1f # 52 YG AT A AL, 48 P A R BH () 2 s B RO % e i AR & o i e B AT
T BT « L ER B FNBDATAE D) RABUEAR, IR LA IR AT R 15 And o R T R RR , BT
i I A A AT AR P SR S DR AE 9 I R I B S AR AR o DR A3 IR AT A 1 And
[0093]  K&]5-9 9% B A AR TR /N ER (OVX) 3 AT FEV/INER, (sham) 4 R R H 9D - 4R &
BT R R TD- RAERE, 554 AR/ (0VX) AHEE X /N (sham) K, 28T
B2 2 fEStudent AR IS HPA0. 015,

[0094] &5~ 10 A0 58 A= HARE R /N R (OVX) 3 RIS /N, (sham) 4 H B JR L - RUSE IR &
BIHTHRIIR R TL-HEARAL-RIERN AR, 5% /NS (sham) AHEG 58 4 HBIAL /N R
OVX) &, e T 2P 2 5%, 78 Student Bt IR FH P4 1240, 017F10. 037,

[0095]  [&I5- 11 APk SE AR HARR AL /N R (OVX) 3 RIS FE/INBR (sham) 4 3 BR A A 25 R L R 1
D~ A4 B AR D - A3 B AL - A4 DR B 2 AR BT 40 R (% D) HEAT LR K 36 . o T o5 & ER A
S EL G WA Y BID - AR B IR S BRLIEG 96 DAE D - SilAA ok B ARG T D - AR B FIL - Ak
&2 R E 7 R RN - R FD- KA, 55N (sham) AHEL 584 LR/ (OVX)
%, 2T EBEMZ R, fEStudent K tA& 56 P40. 002,

[0096]  [&15- 12 40K B AR AR R /N R (OVX) 3 HURIXT FEVINER (sham) 4 ) PR H 1) 45D - R SE TR
WP AR T AL - R FR IR FE 2 R T 43 28 (% D/ L) AT R R . R TD- RA IR
5% B/INER (sham) AHEL BEAESHBLR/INER, (OVIO) MK, KT B E M ZEF , fEStudent [ tAG 5 H P
40.005,

12
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[0097]  PE5- 13 A0 5 A= HARE R /N R (OVX) 3 RIS HEZINER, (sham) 4 R JR A 0 25D - R L IR
T AN T 20D - 28 PR 1 W FE 2 PN B 43 28 (%6 D/ D) AT LRI 3R . R TD- RA 2R
L X BN (sham) AHEG BE AR BABE AL /N R (OVX) I, R TR E M ZE R, fEStudent 1 tAZ IR HH P
40.017.

[0098] &5~ 14 40K 5 A= HARE AR /N R (OVX) 3 RIS /N, (sham) 4 R JR A 0 25D - R L 1R
W FE AN TD- BRI E 4> 2 (%D/D-Glu) AT LR . D- R &2 8 R 1D - 4 it
Fig 5 DR G DA DA DR 52 2 [RIAE AR AU AR D - 2 2 BRI FE 1 AT AR I S PR« B8 22 %6 D/D-Glu, 5%
TD-RAAR, 53 H/NR (sham) AHEL B AE BRSNS (OVO) IR, R TR EFE W Z R, £
Student ) tAz 45+ PA0. 006,

[0099]  [&]6- 196 R HE 12X 1074 AR 41 ML F TCR 2 26 SR 38 /N R o, B M3 R IS N 17
AME T R ) AR K ANARS A B 851 1 (S3) 1SR A A R B B G S MR B o A 4 SR
(12 o H 2R B T AAEAE 22 A, BRI iC 3 T LAR 2 v o B IR 4 308 IENBD - F iy 4 ¢
AT A AT A A B ) 2 s L PR O 7 i A B A T e B AT 1T . LR B T
NBDAT AP R AR , R AR X A AT R 15 nd o % T R ER , B Tl = SA L A
B > PR AR D I R 1 7 B A A o PR AE S IR T R 152 And

[0100]  [B6-2 )9 R 12X 1074 AR 41 ML F) TCR 2 26 S 38 /N R o, M3 R IS N 17
AL IR 0 AE K AR R 852 R (S4) 1 JR 4 i R FE R G 22 R AR & m A i &5
(12 o B 2R B T AAEAE e 22 A i, BRI ie 3 T LAR A2 o B R IR 4 308 IENBD - F iy 48 ¢
AT A AT A A B ) 2 B IR 7 i A B B T R B AT 1T . LR B T
NBDATAE P R, R AR X R AT R 15 nd o 8 T R ER , B Tl = [ AL A
B U > PR AR D e R 1 7 B A A o PR AE S IR T R 152 nd

[0101]  [B6-3J9 R 12X 1074 AR 41 ML F) TCR 2 26 S 38 /N R o, M3 R IS N 17
A AR FRE ) A K AR R i 553 1 (SB) B JR T 4 B S R e O 2 S A AR & B 0 b 4
(12 o H 2R BT AAFAE 22 A i, BRI ie 3T LAR A2 o B R IR 4 308 IENBD - F iy 48 ¢
AT A AT A A B ) 2 s R PR O 7 i A B B T e B AT 1T . LR B T
NBDAT AP R, R AR X R AT R 15 nd o % T L ER , B Tl = [ AL A
B > PR AR D I R 1 7 B A A o PR AE S IR T R 152 And

[0102]  [&]6-4 N7 9 RIJRE R A /)N B PR 6o R SIZ565 TT 76 A ) B 52 1 1) 72 (1) TCR ZR k9 ] i
ANERAMAE3 R AT R (C3) R s B Ot iR S B 4 R R H =R H T
AAFAESC T SR, R 0T AR A o o U BE R 4 0 8 s NBD - F i 48 28 Y fiT AE 04k, 436
AR ) A s B RO AR B B i R B AT TR T - (2R B T NBDARTAE M ) R A
FEA, BRI AE IX IR A 1 nd o R TR IR , B T8 il s U A2 e 2R PR AR
BRI 1) S AR AR o R I ZE X IR A % Aund

[0103]  [&I6-5 N3 A o RIJRE # A /)N Bt 1 6oy R SIZ 565 1T 6 A ) B 52 1 1) 732 (1) TCR ZR k9 ] i
ANERAMAE3 R 22 2 (C4) R A s Ot iR S B 4 R R H =R H T
AAFAESC T SR, PR 0T LR A o o U L R 4 8 s NBD - F i 48 28 Y fiT AE 04k, 456
AR ) A s B RO AR B B i R B AT TR T - (2R B T NBDATAE M) R A
FEA, BRI AE SR IR A I nd o R TR IR , B T8l s U A2 e 2R PR AR
R 1) AR AR o R I ZE S IR A % Aund
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[0104]  [E6-6 3R~ R RIJRE R A /N B 1100 %o B S 60 17 7 A R PR 858 1 1) 7% (1) TCR AR 9 J&] i
NERAMARS R A B3 R (C5) R 1 A s B R R & B i s SRR H &R T
AAFAESC T SR, R 0 T LR A o o U BE R 4 8 s NBD - F i 48 2 Y fiT B 4k, 436
AR BRI A s B RO AR B B A S E AT T AT . (%R B T-NBDATAE M R
FEAR , PR AR S IR AR AR 158 nd o % T &R , B T 38 sk 25 A AR 1 2B R R 2R 5 (R AR
R 1) S AR AR o R I ZE X IR A % Aund

[0105]  [EI6-7 A AR FE AR /N R 3 L (S3.S4FISH) At HE/INER, (C3.CAFICS) 3 A R H D -
RIS EHTH R E . R TD-FEER , 55X /NS AT R R RN =, oo T B B 2=
5, fEStudent (Y tA5 36 HP-A0. 008,

[0106]  [EI6-8 A AR FE AR /MR 3 L (S3.S4FISH) At HE/INER, (C3.CARICS) 3 R A R HH L -
AR &2 HATHRR.

[0107]  [EI6-9 MK AR FEAE /N 3 L (S3.S4F1SE) At FE/INER, (C3.C4FICE) 3 A JR HH ) 4%
LR IAID - PR B AH K D - M iR FE RIL - AR [ 94 B2 2 R 43 2% (%6 D) AT LU L 3% . IR
FERE/INER ) 22 ZBR 1 % DEL S IR/ N, 2 F . E M E R, fEStudent FI tAE IR FPM0. 016,
[0108]  [&6- 109K R HE /DR 3 R (S3.S4F1S5) A HE/NER, (C3.C4HIC5) 3 bR 1)
5D~ T IEFR IR A T AL - R R R IR 2 P E 43 % (% D/ L) AT &

[0109]  [EI6-11 KR /N3 R (S3.S4F1S5) FIx HE /MR, (C3.C4HIC5) 3 - bR R 1)
5D~ G FE BRI JE A T 453D - R LR R 2 R 3 (% D/ D) BT R 6T
D- R A& BEREFID-¥E 2R , A 55 x5 B/ BRUAE LG PR RS AR /N BR s IR i), 56 FD- RS IR 1) 2 3
PEZ R, fEStudent T tAE 5 HP90. 035,

[0110]  [E6- 129K R HE /N3 R (S3.S4H1S5) A HE/NER, (C3.C4HIC5) 3 R bR 1)
5D - G IE BRI B AR T D- RAWERIR I H /0% (% D/D-Asn) #EATHL ALK o B FD- K&
i e 7R 7L SIS PR R 2 v R P HBAF AR, DA AR T 8D - U E TR I P2 1 B R ke, TR R AR
PR BE B TE 4B AR AE F o 9% T-D- K52 R , A 5 08 BRI R EL PRIJE R A /)N B, v B A 1 5 5%
T REMEZR, fFStudent It HPA0.016,

[0111] B 7- AR R IR BRI AR /NG, (e R FEBRT A B 1 T = RIS FE 2L Rl /N R T 2576
EFHES WS AN AR, B8 “hemi” o) 3 H L 5 X RRIE | /MR (CH7BL, LA R, #-8 “Wild” ) 3
REJRAMID- 22 A B (D-Ser) \L- Z R (L-Ser) MIPE &1 (Ser) (13 E FFR
HERZE I PN R B (B8 7R /mL) o

[0112] [ 7-2 9B R % U BRI ALY /N (hemi) 3 L 5 XTHRIE# /N (Wi1d) 3 R B R H 1)
D- 22 G BRI FE AR T I8 22 S R IR FE I 1 4326 (%6 D) [ P 38E FAR v 1% Z2 I A P o L il 96
D.

[0113] &I 7-3 9B /R MG BRI AR AL /N B, (hemi) 3 XTI IE & /B (Wild) 3 R pR R
D- 22 S B AR T-D- Sl 75 B VR EE IR AE X b (D-Ser/D-allo-Thr) , BRR HR HID- 22 5 fe AE R T
D- Al S BRI (K AE AT EL (D-Ser/D-allo-Tle) (B . KT PR ID- 22 G B X T-D- 575
BRI LI AN L, IR AR D - 22 SRR AR D - 591 572 5 U R TR B R AR L, 8 A2 e R 9K ¥ 2R
Tt A /N BB 0 R /INBR R, S8 TR 1 22 R, E S tudent (Y th B PAR /N T70. 01

[0114] B 7-4 9B R R U BRI/ (hemi) 3H L 5 XTHRIEH /N (Wi1d) 3 R B R H 1)
D- N AR E (D-Ala) L- R E (L-Ala) FI & &t (Ala) 1 7 S48 FOAR v 15 22 1 ke
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B P\l B (G BE 7R /mL) o T PR D - PR SRR B2, 0T R R e BRI A 28 /N B, B %o O
WM, R T B ER, EStudent I tAE K HP/NF0.01,

[0115]  [&]7-5 9 JR 2% g BR A R /N ER, (hemi) 3 5 0HHR IE & /MR (Wild) 3 R B R R
D- P E BRI AR T S TN 2 BRI FE I 1 4326 (%6 D) 1) P 3B FlAR 1 1% Z2 I A P il %
Do 5% TR A1 D - TR 2 R R FE AR T s T BRI BE 1 BT 40 36 (%6 D), B[ /R PR B 1S B /)N B
bl BRIE 3 /N R, R T BB M2 57, 7EStudent I tAZ 3R HP/NT0. 01

[0116] & 7-6 9B /R X UFERIRAR T /NG, (hemi) 3 L 55X HRIEH /N (Wild) 3 R R ()
D-EHARKE (D-Met) L-FEEIRUKE (L-Met) FIF & &t Met) 19 T S8 FObR v 15 22 1 B
P NI IR BE (BN BE /K /L) o 5 PR BID-Me t ¥ FE , 5 B0 J% 9K ik BRI A 250 /N B, Eb o 1R I 5
/INER R R A

[0117] & 7-7 9 JR 2% g B AR /N ER, (hemi) 3 L S5 0H IR IE & /MR (Wild) 3 R R R
D- HR G BRI LA T S 22 Z IR IR FE I 1 43 26 (%6 D) 1) P 3B FiAR v 1% Z2 I A P il %
D.

[0118]  [&|7-8 9B /R G BRI A AL /N ER, (hemi) 3 XTI IE & /NERL (Wild) 3 R pR R
D- RSB A X T-D- B 75 S R (K AE X EG (D-Met/D-allo-Thr) B bR HP D - 2R & R AH AT
D- 5| 5 2L A BR UK FE IR AR HE (D-Met/D-allo-T11e) (&l . 26 T JR Hr ()D- 85 S B AH T T-D- 1) 9%
AR FEE (1) A LU S PR H 1D - 2R G BR AFG D - 51l 57 5 G R VA 5 1100 AEGT B, 81 A2 0T /% 7% g 2R
AT /N GR EE BE/IN B R, O6 T BB M2 5, EStudent G 56 A PR N F-0. 05

[0119] & 7-9 9B SR % UF BRI AR T /NBR, (hemi) 3 L 5% HRIEH /N (Wild) 3 R R ()
D- 2R R E (D-Leu) L-FE& BRI L (L-Leu) A& &t (Lew) B T S8 FIAR vE 15 22 1 B
o B B (G BE 7R /mL)

[0120]  [&]7- 10 AR /R % BR AL /N, (hemi) 34 S IR TE 3 /N (Wild) 3 ) FR )
D- S BRI L AN T 8 22 S R IR FE I 1 43 26 (%6 D) 1) P 3B FlAR 1 1% Z2 I A P o L il 96
D.

[0121] B 7-1LABT R FEIFERF AL/ (hemi) 3R L 5% BRIEH /INERL (Wild) 3 FR A ()
D- 255 B AT T-D- F R G BR UK BE (1) AN EE (D-Leu/D-allo-Thr) B AR H (ID- 255 FR AR X T
D- 5| 5 =L S BR UK FE IR AE T EE (D-Leu/D-allo-T1e) (&l . 26 T FR H (D 2 S B AH T T-D- 1) 9%
AR L (1) A LU S PR A 1D - 5 G BR AF D - 51l 57 5 SR VA 5 1100 AFGT B, 1 A 0T /% 7% g 2R
AL /N R L BN R R, R T BB ZE R fES tudent [ tAZ 3G H P4y /N T0. 06 RN T
0.01,

[0122] | 7- 12 4B SR R IFER A AL /N R (hemi) 3R L 5% BRIEH /INERL (Wild) 3 A FR A ()
D- KAWL (D-Asp) \L- RAGATRWE (L-Asp) MIHHE A 1T (Asp) [9-F A AbR i 12 2
FORE B o PN MR FE (AN EE JR /mL) o 5 T JR A D - R A R FE , Bl R Z% g BR A R /N R L
SRR IEH /NS, R T R 2 R, fEStudent B tAE 38 HP/NT-0.. 05,

[0123]  [&I7- 13 AR /R K ERREAY /N (hemi) 334 S IR TE 3 /N (Wild) 3 ) FR R )
D- R A SR VR FE AR T R A& U RR IR FE I B 40 28 (%6 D) [~ 308 A br A 1R 22 1 R I o 90
%D,

[0124] & 7- 14 4B SR K IFER AL /N R, (hemi) 3R L 55X BRIEH /INERL (Wild) 3 FR ()
D-REENZ IRIKFE (D-Phe) \L-RIETN A IRIKE (L-Phe) P A 1T (Phe) [ -F 3 {E Fbx #E
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R ZE IR I FE (GNBE R /L) .

[0125]  [&]7- 15 AR JR K BRREAY /N (hemi) 3 EXHIB IE 3 /N (Wild) 3 ) PR R )
D - i J5 P R VA 5 AR T i 2 2 T BRI B 1) B 796 (%6 D) 1~ 3B Fbs o iR ZE T AR 1T
%D,

[0126]  [&]7- 16 A /R BRI AY /N, (hemi) 34 EXHIB IE 3 /N (Wild) 3 R FR R )
D- % 35 P ZUER AR XS T-D - 51 95 R I FE B AT EE (D-Phe/D-allo-Thr) B¢ JR 1 ID- KL A &
Fi% A% 1D - 1) S SRR T P I A B (D-Phe/D-allo-T1e) M. 56T R o D - 25 35 P G i
FERT D - ) 57 5 G BRI B 1A AEDGT B B R 2 e R A 2R /N BB ) BRI B i, 6 T R B PR 22
5, fEStudent [ tAG 56 - P/NF0. 05,

[0127] I8~ IR IRD- B IEER AL EE (DAO) BF AU /INER (ddY/DAO+, LA, BN “DAO+/+7 )
ARSI HH T (DAO+/+1) B JR H A B R R B e 2 S MR & o i 4 SR I 3R H &R
FATEAE G2 TR, R 03 T LA A th o B R 4 B 38 RENBD - Fifiy 4 5% Y AT A= Wtk , 8
FHAS BRI 4 0 s L RO 2 S M AR & B A S E AT T AT . (SRR B T-NBDATAE ) R
BRREAG, DR LA IX IR AT R I And o 0 T IR, bR T 380 2 AR A T AR e &R 5 (81
VB2 Pt R 1 2 B W LA o R M A X YR ST PR 5 And

[0128]  [KI8-2 R /RD- B IR A ILEE (DAO) BF AU /INER (ddY/DAO+, LA, BN “DAO+/+7 )
AR HH R B2 (DAO+/+2) IR H A B B R B e 2 S MR & o i 4 SR I 3R H &R
FATEAE G2 TR, R 03 T LA AL vh o G R 4 B 38 RENBD - Fifig 4 5% Y AT A= Wtk , 8
FHAS BRI 4 0 S L RO 2 S AR & B A 2 EL AT T AT . (SRR B T-NBDATAE M) R
BROREAG, DR LA IX IR AT R I And o 0 T IR, bR T 380 2 AR A T AR e &R 5 (81
VB2 POt R 1 2 B R LA o R M A X YR SR AT R ¥ And

[0129]  [&I8-3 R I/RD- H IR AL EE (DAO) BF A /INER (ddY/DAO+, LA, BN “DAO+/+7 )
AR HH I3 (DAO+/+3) IR H A B B R B e 2 S MR & o i 4 SR I 3R H =R
FATEAE G2 TR, R 03 T LA AL oh o G R 4 B 38 RENBD - Ffiy 4 5% Y AT A= Wtk , 48
FHAS BRI 4 0 S B RO 2 S M AR & B A S B AT T AT . (2 SRR B T-NBDATAE M) R
BROREAG, PR LA IX IR AT FR I And o 0 T2 R, bR T 380 2 AR A T AR e &R 5 (81
VE 2 POt R 1 2 B R LA o R A X YR SR AT R 5 And

[0130]  KE8-4 K R”D-ZIEFRELEE (DAO) 45 /NER (ddY/DAO-, LA, FRAN “DAO-/-7 )
3R R LR (DAO-/-1) B R AR R R S B RNER . HERH T
AAFAESC T SR, R 80T LR A o o U BE R 4 0 8 sENBD - F i 48 2 Y fiT AE 04k, 436
AR BRI A S B RO AR B B A S E AT T AR AT . (SRR B T-NBDATAE M) R
FEAR , PR AR S IR AR AR 158 nd o % T U RR , T 38 sk 25 A AR 1 2B R 2R 5 (R AR
BRI 1) S AR AR o R I ZE X IR A % Aund

[0131]  KE8-5 K R”D-ZIERELEE (DAO) A /NER (ddY/DAO-, LA, FRN “DAO-/-7 ) /4
3R R EE2 R (DAO-/-2) B R A R R R S E o RNER . HERH T
AAFAESC T SR, R 8T LRI A o o U BE R 4 8 s NBD - F i 48 28 Y fiT B 04k, 436
AR BRI A s B RO AR B B A S E AT T AT . (%R B T-NBDATAE M R
FEAR , PR AR S IR R AR 158 nd o« % T B U RR , B T 38 sk 25 AR 1T 2B R 2R 5 (R AR
R 1) AR AR o R I ZE S IR A % Aund
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[0132]  KE8-6 K mD-ZIE R A LAE (DAO) 45 /NER (ddY/DAO-, LA, #RN “DAO-/-7 o)
3R R EE3 R (DAO-/-3) B IR AR BRI R R S E o RNER . HEARH T
AAFAESC T SR, R 80T LR A o o U BE R 4 8 s NBD - F i 48 2 Y fiT B 4k, 436
AR BRI A s B RO AR B B A S E AT T AT . (%R B T-NBDATAE M R
FEAR , PR AR S IR AR AR 158 nd o % T &R , B T 38 sk 25 A AR 1 2B R R 2R 5 (R AR
R 1) S AR AR o R I ZE X IR A % Aund

[0133]  KI8-T NKD- G IR A LT (DAO) BT AE /R 3 (DAO+/+1.DAO+/+2FIDAO+/+3)
5D-Z IR ELEE (DA0) B/ 3 R (DAO-/-1.DA0-/-2F1DAO-/-3) K1 JRHF HID-Z LR &
BT IR T D- LR D- B TR EEL D- N &R D- &R D- & R AID - I R
%, 5D- 2 LR (DAO) B 4= /NG AH EL , DAORR S 43 /1N BRI 35 b iy

[0134]  PE8-8 ¥4 D- &R AN (DAO) B A /N 3 (DAO+/+1.DAO+/+2F1DAO+/+3) -
5D-Z IR ELEE (DA0) B/ 3 R (DAO-/-1.DA0-/-2F1DAO-/-3) KSR HIL-Z LR &
BIATILRIE .

[0135]  PE8-9 44D - & R AR (DAO) B AE /R 3 (DAO+/+1.DAO+/+2F1DAO+/+3) -
5D- R I B A ALEE (DAO) B 451/NR 3 (DAO-/-1.DA0-/-2F1DA0- /- 3) I bR HH ) % & L BRI
D~ A4 ARG D - Ak B FOL - AR R 94 FEE 2 R 1 3R (% D) BEAT LR B i R . K FD- L AR
D- BIFR &L D- T &R D- I &R \D- 7 & MR AID- L &R , 5D - B AL FR S 1L (DAO) B 4=
/NG AR EL  DAOBE SR /1N B 2 25 b i

[0136]  [&I8- 10444 D- R IE TR A M EE (DAO) BF AE A /R 3 R (DAO+/+1.DAO+/+2FIDAO+/+3)
5D- R IR AL (DAO) B3 /MR 3 H (DAO-/-1.DA0-/-2F1DA0- /- 3) F R H ) %D - R LR
WA T AL - R FR IR FE 2 R T 43 28 (% D/ ML) AT LA 3R 8 TD- 2 &R . D-
PR D- R IR D- AR AD- R IL AR , 5D- Z IR A LG (DA0) B AE R /INERAHEL
DAOPE- SR A /) bt i 35 i 5

[0137]  [&I8- 11 444 D- & IE IR A A (DAO) BF AE B /R 3 R (DAO+/+1.DAO+/+2FIDAO+/+3)
5D-Z IR ELEE (DA0) B/ 3 R (DAO-/-1.DA0-/-2F1DA0-/-3) I R %D - & FE R
WP AR T 4D - R I FR I VR FE 2 RN T 43 % (% D/ isD) HEATEL B 3

[0138]  [&I8- 124D - IE TR A EE (DAO) BF AE B /IR 3 R (DAO+/+1.DAO+/+2FIDAO+/+3)
5D-Z IR ELEE (DA0) B/ 3 R (DAO-/-1.DA0-/-2F1DA0-/-3) I R %D - & FE R
TR AT T-D- R A TE R IR FE IR B 43 %6 (% D/D-Asn) $EAT LA 3 . e T-D- L2518 D- B &
& \D- TN 2R \D- iz 8 \D- 7o 2 R AND - KA N 2R , 5D- 2 JE IR A AL i (DAO) B A= 28 /INERUAH
bt , DAORHSR 453 /I8 R ¥ 3 i s

[0139]  [K]9-1 & 7D- K& EALEE (DDO) BF A= /NG (DDO+) MAd K g 551 H i iR
H A RO AR S B i 4 RO

[0140]  [K]9-2 9 £ D- K & e 2 AL EE (DDO) BF A4 /NG (DDO+) MAkd H b iy 552 H i Bi
H A RO AR S B i 4 RO

[0141]  [K]9-3 £ 1D- K & 2L EE (DDO) BF A4 /NG (DDO+) MAd H e i1y 553 W R
H A RO AR S B i 4 RO

[0142]  [K]9-4 9 £ 7D- K & A ALEE (DDO) BF A= /NG (DDO+) MAa H e iy 554 Wi R
H A RO AR S B i 4 RO
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[0143]  [¥]9-5 9K /"D KA LR AT (DDO) B4 /NS (DDO-) AMAk4 R 251 R 1 JR
SRR I A AR S BT A R BT A .

[0144]  [¥]9-6 9K /"D KA LR AT (DDO) B4 /NS (DDO-) AMAk4 R 852 R 1 JR
EHIEAR P e g NN ViR R PG ALE

[0145]  [H9-THERD- KA AR AE (DDO) HLAf /N (DDO-) A4 KA 1 553 K1 JR
SRR B A AR S BT A R BT A .

[0146]  [¥]9-8 9K /"D K A& IR A LG (DDO) BA7 /NS (DDO-) AMAk4 R 554 R 1 JR
RIS SRS BT A R BT .

[0147] 10~ 17937 2% Y B IR PRORE R i B AR /N B, R 2k TR = IR Fe AL i (PAH) RAZ /N,
Pah®™?/Pah®™?, i B8) A% /MR (B ) 455 W A0 3 b B D- SR IR IK T (998 /K /mL) RiTh:
HERZE IR .

[0148] & 10- 27937 7% P B IR PRORE R i A AR /N B, O 2k TR = IR Fe AL Wl (PAH) RAZ /N,
Pah®™?/Pah™?, i B) A% /N (B ) 455 W A0 I35 b D - 31 7 2 G BRI (4N B /K /L)
AbR e 1R 22 AR B o

[0149] & 10- 37937 7% I B IR PRORE R i B AR /N B, R 2k TR = IR Fe AL il (PAH) RAZ /N,
Pah®™?/Pah®™?, i B) FI%t /N (R ) %5 R A 3 b A D- S BRI JE (GNEE /K /L) A
PRAERZE BRI

[0150] & 10-47y 37 7% P B R PRORE 0 o B AR /N B, O 2k TR = IR Fe AL i (PAH) RAZ /N,
Pah®™?/Pah®™?, i B) A% /N (R ) 455 A 3 b BD- S BRIK T (908 /K /mL) Rl
HERZE IR .

[0151] & 10- 57937 7% I B IR PRORE R i A AR /N B, R 2k TR = IR Fe AL Wl (PAH) RAZ /N,
Pah®™?/Pah™?, i B) A% IR/ (B ) 455 5 A0 I 52 (D - 28 356 7R G BRI JE (4N B/ /mL)
bR IR Z PR R T R EEZE S, p/N 0.0,

[0152] &1 10-67y37 7% P9 B IR PRORE 2 i B AR /N B, R 2k TR = IR Fe AL il (PAH) RAZ /N,
Pah®™?/Pah®™?, i B) A% /N (R ) 455 W A 3 b AL - S BRI T (908 /K /mL) AT
HERZE IR .

[0153] & 10- 72937 7% P B IR PRORE R i B AR /N B, R 2k TR = IR Fe AL Wl (PAH) RAZ /N,
Pah®™?/Pah™?, i B) A% IR/ (B ) 455 W A0 I35 b L - 31 7 2 G BRI (4N B /K /L)
AbR e 1R 22 AR B o

[0154] & 10- 87937 7% P B IR RORE R o B AR /N B, R 2k A = IR Fe AL Bl (PAH) RAZ /N,
Pah®™?/Pah®™?, i 5) FI%t /N (R ) %5 R A M b AL - S BRI (GNBE /K /mL) A
PRAERZE I BRI

[0155] &1 10-9 7937 7% P B R PRORE R i A AR /N B, O 2k TR = IR Fe AL il (PAH) RAZ /N,
Pah®™?/Pah®™?, i B) A% IR/ (R ) 455 A 3 b AL - S BRIK T (908 /R /mL) R
HERZE IR .

[0156] |10~ 10748752 P AR FRORE i i AR /N B R BE T IR F2 AL Bl (PAR) RAZ/IN
Pah®™?/Pah™?, i B) A% RN (B ) 455 5 A0 I 52 i AT L 28 056 A S BRI (9N B /K /L)
bR IR Z R R T R EEZE S, p/N 0.0,

[0157] [ 10- 1109387 K A B R FRORE B AR /N B CR 2 T A IR P2 AL g (PAH) A2 /NER,
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Pah™/Pah™, 4 58) FUA BN (1) 5 PG FReh 0D SRRV FE (A9BER /L) AE
. 5 L (PATD 57 /M
[0158] K10~ 124375 2 A TR B R 2 i A R /8 B A 268 P ‘R P2 A g (PAH) SRAZ/INER,
PaheHUZ/PahenUZ , Y;/],_:) *ij‘ﬁﬁd\ F'Dh (Y;/]:: El) %5;-\ E]/\])]T'(EF‘ E@D‘%U%%ﬁﬁﬁ?&g (%@ﬁ_\'ﬁlm ﬁ:[]
PR ZE A v L s £
[0159] & 10- 13737 2K A R R B RE 2 o A L /I B, R P R IR F2 AL g (PAH) TR AR /) .,
PaheHUZ/PahGHUZ’ ?;/],_:) *szl‘ﬂﬁd\ﬁ (?;/]::El) %5;.\ E'(J)]T'(EP E@D'%%ﬁ@ﬁi&ﬁ (él’\]@;ﬁ/m]_) *D*/T\‘
HERZE R v e -
[0160]  [&10- 1474375 2 A TRl R B R 2 i A R /8 B A 268 P ‘R P2 A I (PAH) SRAZ/INER,
PaheHUZ/PahGHUZ , ?;/],_:) *DX{I‘H?{/J\ [l?_:lBh (?;/]:: El) %5;.\ E'(J)]T'(EP E@D“%%Eﬁ%?&}g (élj\]@ﬁ_\’/ml’) ﬂeu*ﬂ_{‘{ﬁ
A HR. 5 L (PATD 57 /M
(0161] P10~ 159 %4 PR SR ST R B, CROE PIRR % B (PAR) 52 1R
PahenUZ/PahenUZ’ ) AR /NG, (U E) %5 RO R P HD- 2K JE A BRI (40 B8 /) /mL) Al
PR ZE A v L s £
[0162]  &[10- 164375 2 A TR B R 2 i A R /s B A 368 P ‘R P2 A g (PAH) SRAZ/INER,
Pah®™?/Pah®™?, ¥ B) MR IR /INBR (1) %5 FAJR H (AL - SR BRI B (G BEJR /L) ANk
. 5 L (PATD 57 /M
[0163] &1 10- 17467 AT R SR BRI, R T M52 10 (PAR) 635 L,
Pah™/Pah™”, ¥4 38) FIAH BN B GRET) 45 P IRER 9L, 51 550 I 1 (MR /) A
PR ZE A v L s £
[0164]  [&10- 18737 2K A W R BRE 2 o A L /N B, R P R IR F2 AL g (PAH) TR AR /) o
Pah™/Pah™, i ) AR TN, GRET) 5 R0 R AL 38 BRI (4B /L) AR
HERZE R v 1 e -
[0165]  [&10- 19737 2K A R R BRE 2 o A2 B /N B, R P R IR F2 AL g (PAH) 3‘<§5’J‘EB“ ’
Pahe“uz/Pahenuz, Y;/],_:) *Dxﬁﬂﬁd\ﬁ (Y}%E‘) %5;-\ E]/‘])]T'(EP E@L"%ﬁﬁﬁ?&g (éli]@fj_\'/mL) %u*ﬂ“{ﬁ
. 5 L (PATD 57/
[0166]  [&[10-20 3 75 2 A TR B R 2 i A R /8 B A 26 P ‘R P2 A g (PAH) SRAZ/INBR,
Pah™/Pah™, i 1) AR TN, GRET) 45 PR A L AL I B (AR /L) A
FRAERFER BRI 56 T R H 25, 0/ T0. 01, tmiGen
fot67) E111 -1 Ay B IR/ . (S - BRI LW (BCKDH) SR, Db "/
DbttmlGeh V8B A6 REINER, 5 E) 45 R 2% TR D - B BR IR B (YN EE IR /L) FbR i = 7
H‘J%@ ° . Ea tmlGeh
(0168]  FE11-2 8RB IRE B - TS0 (BOKDH) 628 /MR Db
Dbt tmiGeh W) AT HEUNR R E) %5 R 2R+ D- 5 R E BRI L (R EE /R /mL) Rk ifE
B e o talGen
[0169] &I 11- 3793 s BE PRAE /N SR (S B a - I 2 it 088 (BCKDH) R AZ /B, Dbt /
Dt 15, ) RN GL GRIE) 245 FL 320k D 5 78 SR (AW /L) AR 52
ZHEE T REMZE R, p/NT0.05. tmlGeh
101701 [£111-4 )9 7R BABK IR/ R (32 - R e S0 (BOKDID) 567 /1B, Db '™1%°"
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Dbt ™1, % 3) ot BN B (R 1) 45 FL A L2 o (9D - 2 BRI (E R /L) A 125
b

(0171 FR11 -5 9 4 BB BRI /N B, (5 o - IR B L6 (BCKDH) €35/, Dbt 15"/
Dbt ™1, % 3) o BB R 1) 5 L1 052 o (9D - 50 PRI FE (AR /mlL) v
BRI

[0172] 1169 4 7 BURE BRI /N B, (5 o - IR B L6 (BCKDH) ¢35 /N B , Dbt 15"/
Dbt ™1, 2 3) ot BN B (R 1) 45 FL A0 L 52 o (9L - S BTG (AE R /L) Ao 125
TR K T BB R, o/ T0.01

[0173) 11 -7y 4 BB R /N B, (5 o - IR B L6 (BCKDH) ¢35 /N B, Dbt 16"/
Dbt ™1 % 3) o BN B (R 1) 5 L1 052 o (L - 5305 25 A MR FE (AR R /mlL) vt
NIRRT 2 5 p/h 0. 01

[0174] &1 -89 4 7 BB FRAE /N B, (5 o - IR B L6 (BCKDH) ¢35 /N, Dbt 16"/
Dbt ™1, 2 3) it BN B (R 11) 5 FL 9 L3520 (L - S UG (AN /R /L) LB 1%
LB KT BE MR 0/ T0.01,

[0175] 11 -9y 4 BB FRAE /N B, (5 o - IR B L6 (BCKDH) 935 /N B, Dbt 15"/
Dbt ™1, 2 3) ot BN B (R 1) 45 FL A L 52 o (L - 2 BRI (IE R /L) Ao 12
MBER T B B R 0 F0. 05,

(01761 I 11-10% F - U FRE /B (32 - B I 205 (BCKDH) %25 /N , Dbt “710°%/
Dbt ™1 % 3) o BB R 1) 5 L1 052 o (1. - 0 PRI FE (AR /L) vt
BRI

[0177)  [11- 1L A3 AR BRE /R (G S - B 208 (BCKDH) 2835 /NEL ,+/Dbt ™10,
i00) R RN AR 1) 455 R 00 12 o D - 53 25 2 BV (498 AR /mL) KT 15 1 B
BT BE MR 0/ T0.01.

[0178] 11~ 1243 ARUB BRE /R (3 S - B 208 (BCKDHD %35 /NBL +/Dbt ™17,
0 9R) RN B G2 11) 445 SR 5o (L SRR RV I (BE R /ml) BB i 25 0 R
[0179]  [11- 13430 ARUB BRE /L (3 S - B 208 (BCKDHD 2835 /NBL +/Dbt ™17,
i) RN G 11) 465 5 0 L3 0L - B 2 I (AR JR /L) OBV 2
.

(0180 411~ 144 ARUBH e/ R (3 S - IR 6 20 (BCKDHD S35 /N, +/Dbt ™17,
00 R RN AR 1) 455 R 00 1 o 01, - 53 20 BV (98 AR /mL) ORI 15 21
.

(0181 11~ 154 AUBH BRE /L (3 S - B 20 (BCKDHD S35 /ML +/Dbt ™17,
40 0) FURHE/N B G 19) 445 SR I 320 B - SRRV FE (BB /R /mL) RIS 25 0 R
[0182] 12~ 1 9 4 BURE BRI /N B, (5 o - IR B 2L (BCKDH) ¢35 /N B, Dbt 15"/
Dbt I, % 50) I HE/NBL AR ED) 25 HL 1 SR D~ SRR UG i (AR /mL) R 1522 1
Fel.

(0183 12209 4 BB R /N B, (5 o - IR B L6 (BCKDH) €25/ , Dbt 16"/
DOt I 2 50) IR /N BL GARED) 25 L1 SR 0D~ 31 SRR MR (AR /mL) LB 1%
iR,

20
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[0184] 1123y A AR /B (S - MRt 2L 18 (BCKDH) SR AE /N, Dbt 10/
Dbt ™", i 58) R H/NEL (1) 55 5 10 SR A D~ S5 S BRI FE (B /R /mL) A5 72
R T 3 257 p/h 10,05,

[0185] 1124 0y o BAKH R /B (S - MRt 208 (BCKDH) SR AE /N, Dbt o</
Dbt ™", i 5) R IR /NEL (1) 55 5 160 SR A D~ ST UV BE (AR /mL) AT 52 2%
A,

[0186] [l 12-5 9 s HAKH JRAE /N B (S o - B % it U (BCKDH) ZRAE /MR, Dbt ™"/
Dbt ™", 4 58) FUXFHE/NER (1) 55 5 160 S D~ 8 2 P BRI JEE (4B R /L) Rl 15
ZEHIBRIE .

(01871 []12-6 2y B R /N (S - MRt 2208 (BCKDH) SR AE /N, Db 1o/
Dbt ™", i 58) R IR /NEL (1) 55 5 160 SR L - SRR VR BE (AR /R /L) AT 52 2%
PR R T BEMEZE S, p/NT0.01,

[0188] [l 12- 7 0 2 BAKH JRAE /N B (S o - R % it 2B (BCKDH) ZRAE /MR, Dbt ™"/
Dbt ™", i 58) FUXFHA/NER (11 55 5 00 SR A L - 53 5 e S BRI JEE (4B R /L) RVl 15
ZIBE T BB R, /N T0.01.

[0189] 1128y WA R /N (S - % it 2L 8 (BCKDH) SR AE /N, Db 10/
Dbt ™", i 5) R I /NRL (1) 55 5 10 SR A L - S5 S BRI FE (R /mL) R 72
R T 3 257 p/h 10,05,

[0190]  [&]12-9 4y A R /N B (S - R Rt 2018 (BCKDH) SR AE /N, Db 10/
Dbt ™", i 58) R IR /NEL (1) 55 5 10 SR A L - ST RURR VR BE (AR /L) AT 52 2%
R R T BEMEZE S, p/NT0.01,

(01911 P& 12- 104922 3 PRURE R /N B (S o - 9 92 6 S0 (BCKDH) %28 /1N, Dbt ™1e°"/
Dbt ™", 4 58) FUXF IR /NG (1) 55 5 160 SR A L - 28 2 PR R P (4B R /L) RVl 1
ZEHIRRE .

(01921 P12~ 1 1o M JRE /N B (S e - R L LBl (BOKDH) S8 /ML, +/Dbt ™",
A0 AR I/ (R E) 255 R FR P D - 53 SR 2 BRI BE (9B 7K /mL) RV HE R 22 A e
KT BFEVEZS, p/NT0.05.

(01931 P12~ 129 o M JRE /N B (S - R L LBl (BOKDH) S8 /ML, +/Dbt ™",
YRR AR /N () 55 R FR R L - AR R B (4B /R /mL) Vbl 152 2 e )
(01941 P& 12- 139 32 M JRJE /N L (S - R L LBl (BOKDH) S8 /INRL , +/Dbt ™",
A A /ISR G ) 255 AR PR R BRI L - 31 55 5 B VR FBE (A B 7K /L) ARV 4 1R 22 F)
&l

(01951 P& 12- 149 2 M JRE /N L (S - R L LBl (BOKDH) S8 /ML, +/Dbt ™",
TR0 AR/ G ) 255 B PR AP L - S e S BRI BE (AN JK /L) AR 0% 22 O
(01961 & 12- 159 3 B JRE /N L (S - R L LBl (BOKDH) S8 /INRL , +/Dbt ™",
R0 AR/ G D) 255 LB PR P L - S22 BRI BE (AN B 7K /mL) VbRl 02 22 O R
(01971 13- 1t 2% Pl I £ 385 B 25 A SR WTRE it (¥ D - S SRR EA 4 45 SR VA A T 45
HUBERIEN

[0198] P 13- 240t 2% Pl I £ 85 B 25 A SR WTRE it (X)L - S BER B 4 45 SR VA A T 45
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HRBER/I[TE

BASHEA

(01991 DLR BT i BH 19 7 2 B 1 S i AN DA 481 7= AR SR H B AS PR 7 A BH B RV L AR
R B ) B A Y AN H AR SR A E 3R PR 5 o B AN I 5 AS & BH R 5 B 1 261, BT AR AT
AR B AT, B0, A BH 00 R BCEE AL R AE 0 AT A A

[0200] DL R B <2 it ) 4% B 36 [ B 37 PAE T2 Br National Institutes of Health
(NTH)) ) Fia 5 S5 00, B 55 AR B 70 AR O AR 38 23 TR 2 RN Jig S«

[0201] Syt fsi1

[0202] % e KB 3 SRR I AR ot 1) G 2 R ST A S A AR 42 231 (1)

[0203] 1. #PRIAITT

[0204] (1) FE

[0205] gt & A FH 2% Foft 3 0 oK YR A I35 A S 36 B N A A — 7 4k (BioServe
Biotechnologies,Ltd,EE, B H 2 J1,Beltsville) k5. ERFES B YN A A4 P —
7 I A GenomicCol laborative Inc.#tREE R IMAE EEFIEITHEHE N7 MBS
5 1] 49 [ 7 ORI 1) 388 P AN G B ST AH DR 748 (HTPAA) B SCAEH R 1) SR I O R = 2
SN IR RS BT BT FHIRI AR ol AR B A s 8 I B D L B AR RN o505 BN, B
B IEFUNT G598 () BE A BN & ' 98 S 3 S B R FE R B PRI I N o iR BB 3 IR B 12
SR BT 7R U R 95 P R 1 T B 1 R 5 1) 5 1 (g R 1) 2B 3 4 e B At N 0 A BT By
B 1 B4 4 K e BB kB2 W A T TR 5514 44 o FU9s (B IR B ORI R A2 2 B
TTHAM) L4 48 1 B IR S e B2 W o T T, RS2 BT R AL 9 v i) S5 1 R 404 8
IR BN A A2 FEZ W A TTIA R Lot o T P e A e 3% Lok o O B R e R T 1A
(9 22V o 3X IR 5317 Bl FHPRTRE it ) 2 (L 3 A HERR IR AR

[0206]  (2) BB SLARFRIR I 400

[0207] B 3RAE SR TSR P B V25 T R 0D L - S LR (R 45 v R A0 0T 2% (H AR
%542916285) [ R FE IR AR T MR 22 70 M o 25 R IR BR 10 70 A 25 AR 1) PE 2 4 I /EHama s e
K.Z,J.Chromatogr.A,1143:105(2007) \HamaseK.,%8,]J.Chromatogr.A,1217:1056
(2010) MiyoshiY.,%%,J.Chromatogr.B,879:3184 (2011) Hr i B . {4 = 2 , Bf i 7E Hi20fi5 25
B EE R, BL4°C 3, 500rpm. 273 B 35 i 24t Micro Smash MS-100R, Bkl &tk —
K ) M85 AL, LL20, 400 X g - AT 1070 85 0 o 550 B35 10ULZE40 “C I -1 . 7E Bk v
HH S N 200L KT 20 0mM A 2 5922 43 (pHS . 0) F140mM NBD-F (4- % -7-fif3&-2,1,3-F vk —
e, 7R AL iR 3R & ) B9 TEK L RS 50L , 7260 °C N2 2 B o [ N J5 » ¥ N7 5SuL )
2% (v/v) =5 LR IKIE W - ZAR A W H) 20L AL F-HPLC & 48 (NANOSPACE ST-2, ¥Rl &4t 4=
&, %W Sasabe, J. %%, Proc.Natl.Acad.Sci.,109:627 (2012) Kb 75 B.) A5 2, )R AH
5388 A AR B AR T-40 °C 1 E AL 1 i B2 AR ODS A (P42 759mm X 0. 53mm , 2E 35 T A7 S 3
HEME) BAEH G - =M O - 7K (FFA5:0.05:95) o i A RE 5 8135ul . ) AH S
B 5, 2 A 1500l I AL D9, B bR INBDAL ZU IR IR 43 2 1 sh % A% 2 g 2
M N TR AR S T AR AT R A (S) - 2R H AR AIF T /L0A-2500S
A (N 4£250mm X 1.5mmI.D. , H FIAF, MR BR A S AR  Br b i) o e dar il BLIECR
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PAATONm 4G M4 530nmSEAT

[0208] 2.4%

[0209] || 1 o o T i i 58 AFH 25 P o BB 3 ) 25 B W RE v B D - B R TR 1) 9 i 45 SR VA 44
TMAS IR R SAT RN FE S R AL 5 44 , % IR R4 A i D - L R B A . kv
NDER A MIPR B DL o (20 R - e bt 20 R A U R (1) P PR I A B R 2 4 R X S S L TR
FEIRX A R AN RE 8 & o 7] 1) 87 Sk R iR i 5 58 LAT R4 8 53 MR AR il AR B U A TR &
151 ) B Sk R 5 5 VT A B 1 B R A LG AR i 2R IR B R A G BRI
(51 4, Y U A o 1) R A6 B N 55) R I S A5 i 1) U TR = AE NS T o B3 P ) A 1)
IR ER L2650 E (a E&F k) 801/200F (7 R E53k) FHA 2 _ERBE 2 (B hn, B iF
T E i ) A R B N 55) R 1KLL i ) S TR B AN T AR 55 MR ) o ) B PR B 1)
EE AN 24 () B Sk) B/ T1/2 (A R E7K) -

[0210]  [EI1H'E W73 B 38 v S50 59 MR i AR LG I Y5 9 B2 vy 1D - 2 IR, 2 &R
D- TR MR 75 2 R T 2R T 20 IR N O I T 2 R D - R A AL BRI SR A, R AR A
B R D - R &R A AL B A o B4, B — B D - R L IR AL B I S, R
F 2R R IR D ) 57 5 2 R PN S e 2 R A I B R i 55 v 0 O L 7
WL B AN, R A Z IR A Z IR 9D - KA 2R E AL BRIV JE A , 785 s B g
G54 rh R A LB BE IR AR AN o DR, B U e AR R i v AR 5 PR A A LG I TE A B
T (KD - S FE 2 1 Fh 23S, AN BB AN H DAAT & 20 D - 0 5 R 116 A U TR 1) A S 1 SR 0 P & T 7)) i e
AL R S 5 VAR A LG I TS A B v D - Z IR R DD - 2 SRR D - R A Bk i LB
JRETANAE B3 R it v 5 R 5 P A i A B T 975 3R 3 v I D - 2 R 9D - R ATk A% , AN REAR
FH DAAE: 8 R0 D - 22 22 1R 11 A U6 T P e S 1 SR 15 B o 8 80D - U 2 PR AL AL T D - IR & U IR AL
[ =R o = 0t 1 BVl A N = P s s = 1 5 B 2 TR = I DS Y B sy et
R AEZIEOU T, BT LA A RO IR L il ) JER 4D (1) D - S J R 4 350 1) 2 Fe gl 410 ) L A o 2B T
SR SEBR AR A ERHID- R IR, AR T — &0 D- 2 LR A N & E A VLA
B R I 7N HH X 5 e e M PR D - U S TR 1Y) L 37 VR P ) A2 A mT L FH T i R 12 B o

(02111 P ISR, K0 7 B2 D - ZU MR FEAg ¥ 55 M AN 25 Mo g s vh il 22 5, 4
T8 &R , SHEE BEALL S 265 b LB 1 /200 F o R o, e T 54w 5k
i AH G AR 22 1D - S R R v WL 21 R 2 A I o5 , 06T AH [R50 , TR AR LA 7T T 4 44 R4t
HIIFE A

[0212] [&[2-1.K2-2.E2-3. K 2-4. K 2-5 MK 2-64 R ND- 2 s \L- 22 Z B2 D- 75 2 B
L- 7528 D - P4 28 B8 AL - DA 20 IR 1) IV 3 PR P s AN 0 R it 1) 2 A B o B i 1R i S 4
FE 220 5 IE9s B3, BE L 3O RIR BB, FE SR AR Lok, B L 5O K e R 5 DA JORE 6
R B 2- LR R R H B B ALt SR R e AL D - 22 /R I IV
WREFEAR b — 52 HAK, 5 PEAR X B R 5 0D - 22 & R ) Ly vk B L H e R i 2 /D 2%
DA _F o B 2- 3 o , A o 5 1) 53 M R0 L 1 5 R R e R 3L D - 5 2 TR ) I 3 A o 3
A b5 HAK, 5 A 95 58 2 (1) D - 75 20 BR 1) L3 vk B b e A i s 2 /0245 DL b o [F]
FEHIL ] 2- 590 2o, g 2 10 55 1 R0 Lo e S50 R R e 0 L0 ) D - DA 2 IR Y L 9 R i 2
A b5 HAK, 5 A B IR0 283 1D - N 2 R I MLIE W L, A N R 3 N EE FL e e it vy 22
DoE L S AR 2-2 B 2- AR 2-67F , X T L- 2 F R L - SRR AL - A =R {4
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55X A TR AT s 2 ) B B R B 1) 43 AT AR H8 A2 22 57 1T A Y L 0 1oy L' U e
BRI A8 1 5 L5 U AR AR A LG A R T ) AR D A, R A
INFID- 22 & 82 .D- TR &R B AID - 5 & R I RE (1) S 2 AN .

[0213]  HHE2-1~ & 2-6 B A I D - U JE I I3/ VR B (R REAIE AE T, 6F T+l o 3 10 55 1 F0 2 1k
[PIRE i, D - Z AR BRI I R P BB AR B AIG, m ZE /) o X — T B D- & R 1 5 2 M [H
() OR B ) oAb, B85 1D - 2 PR 1) LB R BT, 78 A A 21 5 95993 AH 50 B A2 AL 1Y
TEOUT SR #1000 R R, 6T D- 28R, S B AR E IR &, 2/ X T
BOZ W ER B 2D, R s A R D - 2 S R B AT 2 W 1A MR 3 4K LA, DU
PR R A D - R IR B S HE R FiAT THENSHER RN, 2 el 7455
IAD-Z R B AHEE 5B A B¢ RARBI TS OL T, ST FAAR 2 5T FiRD- 2 LR
=TS A FENHZ W

[0214]  [&]3-1.1&3-2 M]3~ 373 7l 9 22 ZA IR 7 2 IR A TN 2 IR () A°F: it PRI D - 4 B AHLGET-D - 4
AL - R & 2 I E 33 (% D) A L B 3- 19 B 8 2 1 S Lo v L SRR WK
JWp e AR FL 38 D - 22 Z R I I T A BB o 22 SRR I S LT VR BE ) 1 4 e AR | — HAIK, S5tk
AR B A9 B8 2 1D - 22 IR I LB VR B 22 R 1M S s VR B 1 B 70 R LL B AR A = A fs
PAF o B3-2 o, A 5 1) 53 M R L 1 L 5 R oK e A1 3L 1D - 75 2 R 1Y) I3 v B o5
T TR ) S ME A LI B 3 3R A B — 0 HAK, 5 A B s i3 (D - 75 2 R 1) Iy vk
JEE 5 75 2 TR ) S LS IR FE 1R B 23 28 b FLERE i v A4 DA b o (R i ] 3 - 3P SR A 5 1)
TR SR R A0 FL I I D - N 2 R ) LT VR B2 o T 2 R s LS R FE I | 7
FONFEAR b — 2 BARAE , 5 ARG A9 2828 0D - AR 0 L VR B o TR 1Y) ek Iy vk
B 0, A N3N, e R afE DL b

[0215]  Sijsti {2

[0216]  /INBR 5 T 153 B SRR VI EA) A°F: it ) 2 22 PR SR e A AR 1 42 40T

[0217] 1. #PRIRITT

[0218] 1. 1% FERR AR ST IR 4243 HT

[0219]  ZAERR 7 AR S A A 1) 4 2 A 46 FH -5 St 491 1 b 3 B IID L L - 28 B R (R 25 v RAURE 4
T RGFHEN RG, HAR ST Wik w2 H T AR GRS (&3 —) BINS, i@k % H
MPSHMIC FH & B A28 , AT LA K YE el i e 35 28 — 4E R s A

[0220]  1.2/NERBpAs iy

[0221] A St 5] o A8 FH AR /N RO e A B Dy 47 e Lo L A 280 /) B B9 SR 975 LR 1) B8 4 S
BT /N R PR FEAE /DN R BT R 2 M R 1S R /N B, W DAO SR 453 /) R FIDDOBR 453 /)N B o BA R X T
BN R TE A BH o A58 FH /N R0 SIZBG7E UM R 22 K 2 B 245 5 Fe B i AT

[0222]  1.2. 19 5k ZAL ORI /NS

[0223]  fE SN0 M58 B i (R A5 2R /N BR, A8 7 A D9 O LA B B B B ) LA AMLP (muscle
LIM protein) #4357 FIMLP-KO/NER (Arber,S.2%,Cel1,88:393 (1997)) FR1EH 7K Y.L LG
BT/, (MLP-KO/NER , LR, BN R o) HES A3 L S BRIE % /N (LR, BN “IE
o) HESJH R4 R JRFE M, 73 A 1 H il e Ot iR & &

[0224] 1.2 28 4 AL /N R

[0225] {5 BE A BRI AL /INER  FEBRITE T ANHR - 17N BRL O i) % M 478 H 0 51, 4% 5 Rz bk ot 4%
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OGS I JEL S 1A M /I BROAS R AT B9 L4 R T ANGEEAT T R R DT R4 B 0 FRSEEG IR /N R
D 5E 84T T ARAT AT T ARG 28 1 ~ S54RI AR E 55 N RS T EL e W il 7R E
B8 IR A R B A AR IR IS BRI R AR R SR IR R AR B R AT

[0226]  1.2.3PU0RREHE /R

[0227] R RSAE /N AER TR T2 X 107N AR 40 ML FAT TCR ZR 46 J1 4 /1N B, o A% 4 3
JE AT AL IRe 6 A K AR T R R A R R IR 2 TR S B AT AR N RS
FEL/INBRL PR 0T R S 36, 726 KRR PREE R 4A1 77 1 TOR R HEQ JAIRE /N B AR AL T PR Hh 4 3 s B R O 2
SRR E BT

[0228] 1.2 4FA /R HFER AL /N B

[0229] {1 S Rf 7R % ¥ BR s A5 2L /N B, E A F BT AR £ 1 ot vy RO B FE IR /NER Tg 2576
(Hsiao,K.%,Science,274:99(1996)) B f-& T HES JHRE /N B AT K v 8 s B RO 57
PR B B 43 BT« CHTBLAFES F WS /1N B3 A ot} R IE 3 /N BRI T R PP A B S R O 2 i R & &
3T

[0230]  1.2.5 D-ZZEFREILEG (DAO) HRF/INR

[0231]  fE ND- 2 25 R A AH SC B 5 M AR AL B 2 — , D- L TR S AL I (DAO) B 451 /1N B
(Konno,R.%%,Genetics 103:277 (1983) ,ddY/DAO-, LA N, #}A “DAO-/-" o) HHES J& % iy AN
HET R TR A 3 S B TR 2 AR A B A3 AT o D- S JE R A AL I (DAO) B 2F 78 /N B8 JE 3 1 A
PRAE 5 RN R AT IR A R R RO 6 AR & T

[0232]  1.2.6 D- RAZAMREAAHEE (DDO) G4/ R

[0233]  { D - 2 FE R AR AH DG BEE PEAR AUAR TY 2 — , D- R AR R AL (DDO) 453 /1N
(Huang,A.S.%§,J.Neurosci.,2:2814 (2006) , LA, B4 “DDO-" o) HES W& i A4 A T+ JK
AR FERRO L R RS AT D- R AR IR ARG (DDO) BF A= B (LR, AKH “DDO+” o) 1S
JEIBE AN AAAE R %t BN BRI T IR P A S R S RO 2 AR B B AT

[0234] 1.2 72K PN MER FRAE < I 1 TR /N BR,

[0235]  fE N FERAR MR S REAL/NR 2 — , R A AR JROE B I B /N R CR B T /R 2
1L (PAH) 585 /N, Pah®™ " /Pah®™?, Shed lovsky ,A. %%, Genetics134: 1205 (1993) ) 7£SPF4&
PR AFRI 25 - 35 WS I S R AL T R Fh A S B RO R R & B A o R — 1A% 1 5
B A R 7[R 1) 4 & T AESPR A T FRI 9% 10 25 - 35 JEIRS B S AR gt HE /N BBt 1 JR o 4
R LR AR S R AT

[0236] 1.2, 8HAUKE RAE S BLIY /N R

[0237] {5 R AR i Bt A A R /N B 2 — , (G % o - i R I &0 (BCKDH) 2845 /NER,
Dbt ™ " /Dbt ™" Homanics G.E.%%,BMC Med Genet,7:33 (2006) 7ESPF4&F T 73511810
JEIWS TR S AT PR Hp A S R R R 2 SR B B AT o IR — B A% 1 5 1) B AR B S5 A L R
(2l & T (ESPEAE A T 1A F7: 18- 10 8 5 B 1k AT st RN B AL T SR A B s WO 2 5
Fa S BT AE— 385 KB, +/Dbt ™ N J A T #ESPRARAE R AR FR I8 - 10 IS A 15 X
VB b E] B R o A R R IO = AR B it

[0238] 2.4k

[0239] 2. 19 3k AL Lo LSRR TR /N R

[0240] &4~ 1 99 sk O WL AL /INER, (MLP-KO/ZINER » LA, BN “P5 07 o) 3L S HRUIE
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N CUR BN CIER” o) 4 2 PR P D - 22 S BRI 2 1 - 5048 ADAR v 12 22 1 # . 9\ B
ND- 22 F R L (A BE 7K /mL) o B4 - 2R 7R3 sk B0 WU LAY /N R 3 R L 5 IR IE /4 R
[ PR HR AL - 22 G BTk T~ SA B bR A 1R 22 ) e ] NI - 22 Rk (N BE 7R /L) & T
4-3 /P K AL HUR RN 3 H L SR IR IR /N4 R R A 1) S 22 R IR IR (D- 22 S Bk
J5E FNL - 22 B VR B 22 1) 11~ S50 4B AR #1522 R0 A 1T o O\ il o s 22 SRR VR B (40 BB 7R /L) o
Kl 4- AR Ry gk RO U AR /N R 3 L 556 BRIE /N iR 4 KR PR FR D - 22 Rk FE AR T
ML BRI LR E 70 (% D) [P 3548 Flds i 1= Z2E I # B o P o %6 Do KT IE 5 575 11
B2 A Student A S P/ T-0. 02, B 4- 599 Tk AL O LR B /N R 3 R L 5 0t A
TR /N A ) PR HR R D - A R VR P 1)~ S50 A bR 4 152 22 (1) e B8] o Pl A D- A SRR VR (G
&R /mL) o Bl 4-6 9 5Kk RO IR R /N 3 L SR IR OE S /N R A J I PR TP IO L - R R R
()~ B FIARVEE 12 ZE AR 1] DAl L - K 2 BRI FE (9N BE /K /mL) o 96T~ 1R 5 513 1) i 35 1t
ZE 5, {EStudent I LA 3G HP/NF0. 01 . 4 -T 89 5k B LI AR L /N R 3 1 5556 BRI 3 /N
B4 B PR R IR R R EUER IR FE (D- A5 R RV FE L - A5 R IRV B 2 ) 1R ~F- 34 AbR v 1R 2 1
el OGBS R BRI E (N EE R /L) o & 4-8 N3 sk B LR Y /N R 3 R L 5 6 I IE
/NER A B R A D - A SR VR B )T 3B RS A 1R 22 B R T PNl D - 5 Z BRI B (4 B
IR/mL) o 6T IE % 50 5B 2 5, fEStudent I tAG I B P/ T-0. 02, B 4-9 99 Tk AL
WL AR AL /N R 3 R 55500 B I /N B 4 R B JR HR R L - 4 IR VA B2 1 ~F- 3B A b v 13 22 1) R
B N ENL - BRI FE (GNBE R /mL) o B 4- 1043 5k BLO IR AL /N 3 I 555 JE IE 3 /)N
A R BRI BB EERIRE (D- B R IRI FE FIL - R IR BE 2 ) 1T {E AbRHE 1R ZE 1
B YN A M R BRI TS (GIEE R /mL) o & 4-1 1% 3k AL IR AR /N 3 L 50 I T
NER A B R A D - il R VR B )T B RN bR A 1% 22 B R T Nl DD - B U BRUAG EE ( JBE
JR/mL) o T IEH 5EOI BT ZE R, FEStudent LR K HP/NF0.01. B4-12 59 5k A
O /NG 3 R 50 RE TR /N BR 4 0 PR R R L - il 2 R 1) -~ YA B AR 1R 22 P
B NN - PR BRI FE (N BE /R /mL) o B4 - 1343 5k BLO TR AR AL /N R 3 I 5550 IE 3 /)N
SR 4 U PR AR A e IR R IR (D - il U BR TR P AL - Bl =R VR B 2 ) )~ 4048 AN b v R 2 1Y)
B N S I A BRI (G BE R /L) o B4- 148 /Y Tk AL O WUR AL /NG 3 R L 5 xR I
/N A R R A D - S BRVAC FEE I ST A AR v R 22 IO AR I O\l oD - R BRI B (4 R
JR/mL) o KT IEH 5EORI T ZE R, fEStudent [t K HP/NF0.01. B4- 15K R T 5K
RLC IR B AL /N R 3 R 50 HRIE 3 /N BR 4 R A R A R L - 58 2 R A 52 )~ 3 A v R 22 1)
PP B AL - B TR IR FE (AN BE R /L) o B4 - 16 3 5k AL O U AR AR /N BR 3 L 556 BB OE
ZINBR 4 SRR PR PR A U TR AR (D - St 2 PR VAR 52 AL - Tt 2 BRVAK B2 ) T~ I A b 4 1R 22
[ I o FH X B 58 SR AT 0, D - 22 S BRI A T i A v B T R AR A 1), (H AR B A 28 2 25
PEZE 5 AR W1 SR LA %6 DIEAT VEAN , TUID - 22 S B2 1T %6 DYE o 4 HH LU 1E 5 T 2 3 IR . L - FE
P AR AE 1 i Hh B T Y 35 TG o D - A S BRI B AE 5 T A v B T A 3 2 sy o D - il
GURRTR FEAE P A v Dl I 0 3 AR o D - 5 BRI 88 7 00 s B v B B S5 HL I
[0241] 2. 2FE 4R JHABL A /INER,

[0242]  E&]5- 1743~ N9 JE B HR - 171N B3 474 Hh 5P 53 /5 1 B8 A SRAR R /N R (BAT , BR A “0VX” )
12 2 5500 AH 7] a8 (R e /S BRAS 2547 51 S48 HH O AT 1 R Bk 89 1 R 4% (1 0 R /N B
(BLF, #A “sham” o) 6 /) 4 28 1) 1 3520 R AR 9 i 22 B 28 A0 B P o O Tl 3 7 /8 R P A 2
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(F0) o ¥ SR FNARL 2R 52 28 (1) 0 1 23 0 3R it AT F AR AT B9 A /N L S AT F ARG 5618 (104
W) V2R (LU SEE3 R (12 FRE) < EBA R (138 1 5 A= B /N R, (OVX) Anxt FEZIN R
(sham) [ 44 5 (%) P S5 (E FIbR A S 22 o 5% T B8 AR BAR AL /N (OVX) A FR/INER (sham) [ 44 8
() 5 1t 22 5, ZEStudent LA BE HHP/NT20. 05 (%) Bi/NT20. 01 (% %) 6 T4 H N S 5 1)
B HAR RN R, AR 5 55 2 Jo) e A 2 5 ) RIS ROFE EU S5 3 8, S5 s o A AR /N R,
HERSID T o

[0243]  [&]5-2.5-3F15-42 43 il Frm B AR BRIV R (OVX) SHHR 21 H (0VX-3) JER2 -
(OVX-4) FAZE3 A (OVX-5) IR A B RO m A B R R HE R TA
LG E TR, R B TE 3R T LAR A A b o G2 i R 43500 3B I NBD - Fifg # 2¢ Y AT AE Ak , M A
KB ) AR R R AR S B T 3 B AT TR R B T NBDAT AR R
%, PRI AE I R A ATT 8 And o 0 T2 R ER » ol T8 3 28 SRR AT 22 RO R R R AE
R I B B HAR o PR AE X AT TR 1 nd - 8] 5-5.5-6.5- TH15 -84 43 7l K 7w Xt
/B (sham) 4 R 2851 H (Sham-16) 552 A (Sham-17) 553 X (Sham-19) 1554 A (Sham-20)
(1) PR R A B IR 2 AR B M 45 R 1 3R« B 5 - 9 s BE AF IR /INER, (OVX) 3 A
X RE/NER (sham) 4 R A BID- S 46 R & St AT LU R R TD- RAZR , 5 5 47 J A 1Y
/INBR (OVX) AHEE X B /NER (sham) G, 6T W3 1 22 7, FEStudent () tAs % P40 015, ] 5-
104 4 BB TR /N B (OVX) 3 AN /IR, (sham) 4 R FR A L - S R R & Stk AT HL B i)
T RTL-HERAL- FRIEEFEIR, 5% B/NR (sham) A8 EE B4 AR /N (OVX) K, R T
WEMER, FEStudent I tAGE LG P4 A N0.017A10.037 . KI5-11 A% 58 4 AT /)N B
(OVX) 3 A HE/INER (sham) 4 5 (1) PR H 1 5% 2 S BR 1 D - AR IR B AR D - AR IR B FHL - A4 1) 98¢
&2 AT 43 2% (% D) AT H IR 3R - 8 T IR IR AN R 2R, B W44 A A D - 44 je o il
[R] 1 % DAE SAID - SAAR 34 B AR 1D - 044 R FNL - 44 4R B 2 AT ¥ 0 SR AT VR . % FD- K
A Z I, 53 /N (sham) FHEL B AR HIBERL/NER (OVX) MK, X T BB P22 57, 7EStudent [ t
REEH P 0002, 5 - 12 04 B AF IR AL /N R (0VX) 3 R AN HE/INER (sham) 4 H 19 SR HH 1 2%
D- LRI FE AN T B L - ZUIE R AWK 2 FIE) B 40 % (% D/ AL AT R . = FD- K
A Z I, 53T/ (sham) FHEL B AR HIBERL/NER (OVX) MK, R T BB P2 7, 7EStudent [ t
REEHPA0. 005, 5 - 1304 BEAF IR/ R (0VX) 3 R AN FE/INER (sham) 4 H 19 SR HH 1 2%
D -G 3 FR VR P55 AN 4 D - R I FR 1 IR 2 A 1 0 3R (% D/ D) #EATHL B 22 . % FD-
REAFIR, 5XT /N (sham) FHEG BEAE AR /N (OVY) 1%, R T P22 5%, fEStudent [
the g PIN0. 017 5- 147944 BE AR AR /NS, (OVX) 3 FIS I /INERL (sham) 4 2R R A 1 2%
D- 28 BRI B AR XS T-D- B & R IR FE I 11 43 2 (% D/D-Glu) HEAT LU AL 3R . D- R & R N TR
PED- S IERR , PRt LA WA R A2 48 52 R RE A AR 10 D - 23 S RV 5 3047 1 1 5 VR A » B A 2 %6
D/D-Glu, K FD- KA , 5 X HE/NR (sham) FHEG 5 4= BHBEAL N (OVX) 4%, 2 F &
Z 5%, fEStudent 1) tAE 56 - PN 0. 006,

[0244] 2. 3PAJRIFEHE /MR,

[0245]  [&]6-1.6-2H16-34 A E R FEAE 172X 10" PR A M TCR R 16 F 4 /R, B
FEL3 JE JE AN 1AM IR TR (1) AR R AR R g 281 1 (S3) BB 2 L (S4) FnEE3 K (S5) IR
i A I SR IR TR B BT 45 I 3R . H R R BT AE a2 A4, IR e 3L
PRFRL R SR 4 B8 1ENBD - F T 8 26 YT AE WAk, 458 FH A R BH 1) 4= B0 R R IR Y 5 S A
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TEN BT T T A ZER B TNBDAT A B RUEAR , BRI A X IR AT % ond .
KT PR, T i 2 AT A2 UM 2R, DR AR D e Ik 2 R 1 2 A AR o IR L 7
XTI AN o B 6-4.6- 516 - 643 731l 7 A 9 PRI B A /IS BRI 0k HES S 56 17 78 AH [F] PR 5%
NUAFER TCR R MEQ WS /N R AMAS R 251 1 (C3) 552 1 (C4) FnE3 H (C) i R 4 BB
BT AR S BT 45 R AR B 6- TR B RE R /N R 3 (S3.S4FISE) Fxt HE /N B
(C3.CAFNCH) 3R R H D - Z LR & AT LU B3R - B 6 - 8K PR S fE /MR 3 R (S3.54
AISH) A%t A /N, (C3.CAAICH) 3 R R P AL - L R & B AT L i 26 . K16 - 9 0 K LRI %
FE/NER 3 (S3.S4H1S5) Atk HE/INERL (C3.CAFNCE) 3 1 PR F i 4% 28 L R () D - 1A U4 B AR X T
D - A4 B RIL - AR 94 55 2 R 233 (%6 D) BEAT LA 1) 2%« PRI RS /DN B (1) 22 Z BRI %6 DL
S FE/NERA, 2 T R E M2 R, ZEStudent B tAG 58 1P N0 . 016 6 10 K5 IR A2 A /N L3
R (S3.S4H1S5) Fxt HE/INER, (C3CAFNCE) 3R [ JK A 1) 25 D - S FE IR B AR T4 3L - = R 1R
PR FE 2 R E 3% (% D/ /A1) BT 3R E6 - 1 UK PR A2 /N R 3 H (S3.S441S5)
AT RE /N (C3.CARNCE) 3R 1 R H i 4D - S B IR MR P AR X T+ 42 38D - 2 25 R 1 Wk B2 2 A
B 53 % (%D/ D) FEAT LR R . 58 TD- RA T AN - M &L , A 5% /N G PR R 1
AN A, % TD- AR BRI W E M2 R, fEStudent [ tAZ 3G P20 035 K16 - 12 044 A
JER /N3 R (S3.S4HISE) AR /NS, (C3.CARICS) 3 3 A JR Hh ) %D - S FE PR UK JEE AR AT
D- R A& BRI FE I E 50 % (% D/D-Asn) BEAT HE B3R o D - R A Bk e 458 e 94 B2 Hb A7 AE T I AL
PR, LA RN T D - S R MR FE 1 B 2R e e, DRI AR D PR P 3 B2 IRV RS R R 8 7 15 FH
KFD- KRR, A 555 /N R AL R AR /N ), o6 T R 3 22 5%, fEStudent [ t
K46 HPA0.016.

[0246] 2. AR /R K BRI AR 2R /)N R

[0247] W& 7- AR R IR BRI AR T /N, (U R FEBRT A B 1 T s RIS FE 2 Rl /N R T 2576
G FHES RS /N, LR, BN “hemi” o) 3R 5 X FRIEH /N (C57BL, LA, #R2A “Wild” ) 3
REJRAMID- 22 A B (D-Ser) \L- ZZ R (L-Ser) MIPE &1 (Ser) (13 E FFR
YRR 25 () M P o N R A B (AN BE IR /L) o [RI7 - 2 A B0] SR PR R BRI AR TR /N R, (hemi) 3 L 5556
RRIEH /N (Wi1d) 3R B SR ID- 22 Z IR FE AN T 8 22 F BRI FE IR B 7% (% D) [P
B ANFRAE 1R ZE AR ] o %6 Do 1 7 - 3SR IR 2K M BR A R /N BR, (hemi) 3 R 550 FEUIE 3%
/ANER (Wi 1d) 3R R H D - 22 Z R A XS T-D- 73 50 S Bk L I AR XS L (D-Ser/D-allo-Thr) B¢
PR EID - 22 Z R AT FD- 5 o A BRI FE B AHXT L (D-Ser/D-allo-Tle) B . = F IR HI
D- 22 S B AR D - 51l 75 R R B 1 AEDOS BE R A (D - 22 Z R AN T-D - 3l 57 e BR VA B 1) A
X EE , # A2 B /R 2R B A AL /N B B BN &, R TR E R fEStudent [ tAE B H P
HB/NTF0.01 . B T-4 KB IR IR EFER A AR /N (hemi) 3 3 S5 HEIEH /N (Wi ld) 3 ) R o
fID- TR R IR EE (D-Ala) \L- TN AR (L-Ala) FIFE &1 (Ala) 19 F 348 FFR HE 1R 22 11
PP O\ IR B (GRBE R /mL) o 5 PR A HID - 3 GBI B, AT R R ok BR o A 78 /)N B, B o i
IEH /N B, R TR E S Z R, fEStudent B LA I8 HP/NT0. 01 B 7- 5 A /R IR BRI A A
/N (hemi) 3R EXTHRIEH /N (Wi 1d) 351 PR H 19D - PR BRI B AR T 5 TR BRAK 5 11
B 53% (% D) [P S5 bR AE 1R 22 8 B Nl %6 Do 5% T JR I - T2 BRI B AR T 4
P Z R IR W 20 2% (%D) Bl /R KB B AN R L BOE S /NR &, R T RENER,
FEStudent P AT EG HHP/NT-0. 016 B 7-6 R JR 2 i B AR Y /N, (hemi) 3 R L 5 6 HEIE 5 /)N
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B (Wild) 3 R A D - R RIS (D-Met) \L-REABIKE (L-Met) AFEH &t Met) ()T
TIAE AR v 22 M B o B R B (AN BE JR /L) o 5% T FR AR IID-Me t ¥ B , A5 Bl R 9k v R 76
B /I B BE G R IR /N SR AT ] o B T - TORRT R R R BR A A /N B (hemi) 3 L X R IE
H/NR (Wi 1d) 3 R B R A D - R = R IR FE AR XS T B 2 R IR FE I 1 233K (% D) [ 4 A
PR Z AR N %6 D 17 - 8B R M BRI A AL /N R (hemi) 35 5 X0 FRUIEH /N R
Wild) 3 ) PR BID- B 2 R AHXTT-D- il 75 2 B Wk FE I A XS EE (D-Met/D-allo-Thr) BYK 1
D~ TR Z R AR T-D- ) e R R IR FE A AR EL (D-Met/D-allo-T1e) K. T R HID- &
AR XS TD- 7 75 Z BRI B 1 AR LG PR R D - SR R AH T D - 1) S S R AR 1 A K
Ll , #A2 Bi] R 2% i BRI AR 2R /N B LU BRI vy, R T B2 R/, fES tudent B tAL 56 HH PAT
/NT0.05. B 7-9 9B SR K HE B R AL AL /NE, (hemi) 3 L 5T HBIEH /NEL (Wild) 3 R fR R
D-FEFRIRIE (D-Leuw) \L- & BRIKIE (L-Lew) AP E A1t (Lew) BT BB FbR v 2 (1) #
Bl o BB e B (ZHBE R /mL) o 17 - 10 BT SR g BRI A AL /N B (hemi) 3 1 L 550k HEIE 5 /)N B
(Wild) 3 H A PR D - SR B BRI FE AR T i 22 T BRI FEE 1) 1 43 % (%6 D) BT ¥ A A v 1%
ZEAEE B T- TR R ZHE BRI AR L /N R, (hemi) 35 L 5% BRIEH /N (Wi 1d) 3 ) JR
HID- & R AT T-D- B E R IR FE I A YT EE (D-Leu/D-allo-Thr) SR A D - 72 & BR AR X
TD- B B G R FE I AR EE (D-Leu/D-allo-Tle) (I . 55 T FRH HID- Zo 2 B A ET-D- 51l
TR BRI B ARG L PR AR D - 2 &R AR D - 1) S A R R IR AR L R B R IR T
BRI /N R LU X RN R R, R TR E M ZE R TEStudent [ A& 5 H P4 7/ F0. 05 R/
0.01.&7- 1290 /R BRI AR AL /N, (hemi) 3 R L 50 IR IE & /NEL (Wild) 3 R B SR P HID-
REGIRUE (D-Asp) L- R FRIKE (L-Asp) AP E S 11 (Asp) BT BME FIbRvEE 5 25 ()
BB PNV FE (AN EE JRR /mL) o 5T R A D - R A BRI FEE 5 B IR 7 e BR T A 7R /N R L St
BIEH /PNRK, X T RENZER, fEStudent I tALIE HP/NT0. 05, 17 - 13 4R /R 9% 15 BRI
FERINER, (hemi) 3 X IEIEH /MR (Wild) 3 HETJR A HID- R AR R AN TR REE
B IR B E 20 2 (%6 D) 19T S50 Abm 1 152 22 (1) i B o PNl R %6 D o B 7 - 1AM R 9% g R s
/N (hemi) 3R SXFIEIEHR /N (Wild) 3R ISR H HID- FEE TN A BRI 5 (D-Phe) (L- 23
R ZIRIK E (L-Phe) FFE & 11 (Phe) [T FIAR 15 22 B B Sl AR FE (9 EE IR/
mL) o B 7- 15 B JR PR BRI R T /N, (hemi) 30 L 55 % I IE 5 /NBR, (Wi ld) 3 G JR D - 2
5 TR B R VAR B A T Ak R PR U BRI B2 1) 1T 49 236 (%6 D) 1R~ 34 AN o i 22 ) i s IR 7 -
16 8B /R R HE BRI, (hemi) 355X HEIE & /R (Wi 1d) 3 5 19 SR A (R D - 2L P &R
FHXTT-D- 575 S BR UK 5 (1) AH YT B (D-Phe/D-allo-Thr) B8R H (D~ 2 5 15 2 B A% T-D- B
S B IR FERI AN EL (D-Phe/D-allo-T1e) F P o5& F R A D - 2K 35 5 2 R AR % F-D- 71 =7
ST R VR FE ) AR L 5 AT 2R I Y SR 0 AR 2R /N R LU o RN o, o6 T i B P 22 5%, 7EStudent
[ LA 36 P/NF0. 05,

[0248] 2.5 D-ZILFRE LA (DAO) R4/ B

[0249]  [&I8-1.8-2F18-34; Bl AR IRD - & E R AL B (DAO) B A= A /NER (ddY/DAO+, LATR,
FRA “DAO+/+7 o) MRS KA H 251 I (DAO+/+1) < E52 R (DAO+/+2) FIEE3 H (DAO+/+3) 1R+
R IER N F G BT e R R HE R B T AR F T, R i 8 T LAk
(R H o S B R 4 88 I NBD - F T 48 2 S i AR WAk, » A FH A 5 BH 1) A 2R B b 5 A A &5
BONTEEEHAT T ENT . (LR R B TNBDATAE WK RAEEAR , IR LRI R AT R 15 Aind . 5K
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TR , T i 2 A T AR B R S DR AR D P B R ) 3 Al A PR AR X
SRR And . E18-4.8-5 18- 643 7l N K7D - 2 2 R E AL i (DAO) 43/ B (ddY/DAO-,
PR, A “DAO- /-7 o) AMAR3 Ry 451 H (DAO-/-1) L &52 1 (DAO-/-2) F43 H (DAO-/-3) 1
PR A R IE R G F AR S B W 45 R R B IR T AR F ik, TR e 3%
TLARBIAE o S B R 4 ¥ 38 SENBD - F ity 4 2 AT A Ak, A AR I B I 4 i 2L RO 2 7
PR B A T 25 B HEAT T MR o BB TR £ T-NBDAT AR I RABEEARR, , DR L5 3% VR SR HR 138
nd. KT BRI , B T80k 2= S A A AE B ZURR , DR MR A 21 ok OB 1 25 A A1
IAEZ KT R And « 8- T4 D - R IR AL (DAO) B7 A= Y /N ER 3 X (DAO+/+1.DAO+/+
2HIDAO+/+3) \ 5D- IR FA MG (DAO) Hh47/NR 3 A (DAO-/-1.DA0-/-2F1DA0-/-3) Y JRH
(D~ Z LR & AT LU R 3R 8 TD- 22 %R D - Wl 75 &R \D- N &R W D- T =R D - 2 AR
FID-ZKIE R , 5D-FA MR FALHE (DA0) B £ /NG AR B DAOTS SR 52 /)N B, 2. 5 3 =5 . K18 -8
Jo¥D- S R AL (DAO) B A= U /INERL 3 H (DAO+/+1 . DAO+/+2FIDAO+/+3)  5D- & R A Ak
filg (DAO) H45/NBRL 3 X (DAO-/-1.DAO-/-2F1DAO-/-3) IR P L - E iR & Bk AT HL A i 3 o
KTD- 22518 D- 55 2R D- WAL D- T Z R D - sw AR AD - KRN AR , HD- HE IR A
1L (DAO) BT A= 784 /IR AH L DAORR SR 453 /18 B 5k 35 b sy 18- 9 D - AR IR A AL g (DAO) B AR
AN 3 (DAO+/+1.DAO+/+2FIDAO+/+3) . 5D-Z FEFRE AL EF (DAO) Hdsi/N 3 X (DAO-/-1.
DAO-/-2F1DA0- /- 3) [ JR H ) 8- Z R R R D - AR iR FE AR D - AR iR B FAL - AR (1) 3k B 2 R
53 % (% D) AT R K TD- 2% B8 \D- B IR AR D- N A IR D - Fl & B2 D - -2 & B FD -
FIEHEIR, 5D-F MR A LG (DAO) BF 4= 24 /N B FH EL DAOB B 453 /)N bR B 3 h /=7 . 8- 10K
BD- IR EALEE (DAO) HFAE AL /NG 3 (DAO+/+1.DAO+/+2FIDAO+/+3) . 5D- & ILFRE M
(DAO) Hd51/NER 3 L (DAO-/~1.DA0-/-2H1DAO-/-3) FJ R A ) 44D - & FE BRI FE AR ST T 435 L -
R IR EZ A E 2 F (%D/ B0 AT IR K TD- L AR D- HH AR D-NE
2 \D- L2 R D - RN R L , 5D - Z EE R A EE (DAO) B A8 B /)N §RAH b DAORR S 451 /)N R ¥
F S E8-11 9D - 2 R A Al (DAO) BF A /NER 3 A (DAO+/+1 \DAO+/+2FIDAO+/+3)
5D- R IR AL (DAO) B4 /MR 3 H (DAO-/-1.DA0-/-2F1DA0- /- 3) F R H ) %D - R LR
W PEEAENS T 4B - S R I VA B 2 AR B 43 28 (% D/ D) HEAT IR B 3% . 18- 12 9 K4 D- &
FRRE AL G (DAO) BF A= U /NER 3 (DAO+/+1.DAO+/+2FIDAO+/+3) . 5D- Z FE B A AL (DAO)
RPN 3R (DAO-/-1.DA0-/-2F1DAO-/-3) [ R A 1) 25 D- S FE BRI B AHX D - R A& B Ji ik
FE R E 503 (%D/D-Asn) #EATEL A 3 . % FD- 28R D- H 75 & FR WD - &R <D - i =R
D- 2 R FID- AR FE TN 2R , 5D - 2 FE IR AL (DAO) BT A= 784 /1N Bl AH b DAORRFBR 453 /)N Bl il 35 Hiy
o

[0250] 2.6 D- RAZIREILAF (DDO) B4/ Es

[0251]  [&]9-1.9-2.9-3F19-4%3 5l 3R IRD- R A& 2 IR A AL (DDO) BF A= A /MR (DDO+) M4
AR AT B2 H 3 ORISR 4 R R A R W O 2 R R S T 45 RO
Kl . E9-5.9-6.9-TH19-8%) I K /RD- KA AR A ALER (DDO) R 457N, (DDO-) M4 R
F1AVE2H IR R R A A RO ik S B & R E . BIRTE
DDOBR A5 /N 5 A R A, 55 7 AR TR /N R 6 JR R AR EE D - R & Bk ik 2 a7, D - R A ERR FID - K5 & R
[0 94 B A 15 o AF A DDOM ) R 4 ISP D - 23 20 R AEDDO SR 453 /I8 B R IR R L P AR B 2

[0252]  fHUA EM2.5F02. 6145 S mT %, B T-1F D - 2 3 BRAC U B Y DAOFIDDO Y S 437 , ¥
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SPERID- SRR B R B4y R A AR Ak o B AT LA Ay 36 gt 4% 1) e AT T i v e S T DA o R
PERID- ZIEFR IR S

[0253] 2. 724 DA el R IR 2 g A 28 /) B

[0254] P& 10- 12437 24 7R 1R PR 2 o A5 TR /N B R 6 TR R PR AL B (PAH) RAZ/NER,
Pah®™?/Pah®™?, ¥4 5) I IE/INGR, (4 E) 45 HA I 3% b D - 258 R Wk B (9 BE /K /mL) ROk
1 1 22 1 I o 1 10 - 2 3R 7 2K TR B R PRORE i 1 8 /N B CRIE TN AR AL (PAH) A8 /)
B, Pah®™?/Pah™?, 13 B8) A6 R /NBR G4 E) 25 R (0 I P i D- S S e S R R 3 (M BB VR /
mL) FbrR v 5 22 (1) e P o P8 10 - 32K 7 2R A T IR R O 2 i 1S 28 /I8 B O 2k T 0 R 72 AL Tl
(PAH) FEA5 /INER, , Pah®™?/Pah®™?, 4 ) AT IR /NER () %5 H A IR P D- S s S R AR
(4458 7K /mL) R A 5 22 (0 A P o P 10 - 4209 2 7% 24 TR A R PR S o B 2R /N B, IR ST 2 R 72
ARG (PAH) 5845 /NS, , Pah®™?/Pah™ ", 14 ) Ak BB /N (4 ET) -5 2 0 L (D - 2 S R Uk
JE (YNEE IR /mL) FOARAE 1R 22 1 HE B o 1 10 - 58 3R 7R 2K T B R PRORE i A /N B, CRZE TN &R
FoAL B (PAH) 2838 /NG, Pah®™?/Pah®™?, 14 B8) A /N G 1) &5 6 i 3 i D- 3L 7y
BRI (G EE /R /L) FBRHE R 22 B # ] o 5% T-D- 2R 3 P U RR IR, 55 0] FIEL /)N B AH B 248 7
W PRRE AR B /N R, e T BB EE R P/ANT0. 01 B 10-6 3 7 7 74 B R % A J2 7 A
RN, CEIETN IR AGES (PAH) R4 /NG, Pah®™?/Pah™?, 14 58) FIxt B /N (4 1) &5 R
(1 252 FP PR L - 45 S B P (N EE IR /L) AR o 15 22 1) e P o PR 1.0 - 7 3R 71 2K TR R T R I
TN, CRIE IR IR 2 LG (PAH) 848 /N, Pah™ " /Pah™ ", 14 B8) Fllxt /N () %
5 R Y I3 R AL - ) 5 2 SRR FEE (9N BE JR /L) RV v 1 22 TR i ]« 1 10 - 84 28 7 2K TR i 1R
PRAEZREI NG, CRFE T B2 20 (PAH) 2838 /IN , Pah®™?/Pah®™?, 14 B) FIX} IR /NG
(RE) 5 RBY MK AL - T Z BRI B (G EE IR /mL) FIbRAE R Z I B 10- 9 R R R
75 TR PR R B R /N B, GRS T R R PR AL I (PAH) 28738 /N, Pah™/Pah®™?, ¥4 ) A%
AN GRA) %5 HI I L - S & ERIR FE (GNP IR /mL) FIARE R 2 I FE I . B 10-10 8 3R
T T BT BRSO AR /N B, R TR IR R AL (PAH) S48 /NER, , Pah®™?/Pah™ , 4 ) Al
SRR/ (R E) 55 R LR A AL - R FE T S IR IR FE (G 3R 7K /mL) FlbR iR 22 (P AR I Ok T
L- R FE TR SR Bk 2, 5 0] R /N BRI 28 R B R PRORE o i A TR /N B ey, R TR B 22 7, P
/NF0.01,

[0255] P10~ 11 38728 A R PROE o i A A /N R CREE TR R IR PR AL G (PAH) FRAZ/INER
Pah®™?/Pah®™?, ¥4 5) I IE/INGR, (4 E) 5 HA FR P (KD - SRRV B (40 BE /R /mL) AR v
R ZE (PR ] o B 10- 1229 375 2 TR B R PR RE 32 T3 B 28 /N B, O 22 T U R 72 ALl (PAH) SRAZ /)N
B, Pah®™?/Pah™?, i ) FITIR/NER (i) %5 WA R vh D - 31 5 S S R VK B (4B /K /L)
IR 15 22 1) ] o 1 10- 1329 37 2 TR TR IR i o A5 8 /I B, RS T 20 R 2 AL I (PAH)
AN Pah™?/Pah™, 14 B8) MG /NG G4 %5 R IR P D - s s IR T (90 g
IR /mL) FUARTEE 15 22 ) e B o 1 10 - 14 9 37 2 A B R P 5 o A 2R /N B, RS TR 20 R 72 AL il
(PAH) 2738 /NG, , Pah®™?/Pah™ ", ¥4 38) M /MR (1) -5 R 0 PR P D - S BR VK JEE (4
JEE 7K /mL) FHbR A 15 22 ()RR o B 10 - 1552 7 2R T I R JA R 2 T A 2R /N B R T s R 24
i} (PAH) 938 /INBR, , Pah™ " /Pah™" , 14 B8) FIxf HR/NBR G4 D) 455 B R vh BOD- R R T & IR UK
JE (4REE IR /mL) R 35 22 A AR IR o B 10 - 164 38 7 28 TR R S PRORE PR A R /N B, CREE TR
BRFR AL (PAH) 2848 /N , Pah®™?/Pah™", i ) AN IR/NER (i) %5 H A JR Hh L - 51 12
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I FE (A R /L) UGB 22 0 B P P10 - 179 22 7 AR FRE P BRI R, (367
RRFA LR (PA) 248/, Pah™/Pah™ 12 38) FIXHHA/NER (A1) %5 LR R HOL- 157
SERRVR IS (AR /R /mL) AV HE S 22 OB 10 18 96 7% 2 4 M SR i R L/
(A3 T AL (PAID) 575 N, Pah®™2/Pah™2, 4 0) IR BN ER, (1) 45 1 9 J
(9L~ 53 2 BRI (AR /mL) PO 200 BRI« 110 199 B0 R R PR o
INGR, GRS R A B (PAH) 2875 /NBR, Pah™™2/Pah™?, ¥ 50) AT/, GRED) %5 5L
PRI L - 2RI P (OBE/K /mL) TR 22 00 B - 110 20 K3 36 R R SR i
NG G TR L (PAID) 5648 /MR, Pah®™/Pah™”, 4 8) I RN, (1) 451
{1 FR A L - S PRV I (AR /L) OB 25 0 P P 6L 2 TR IR FE , S50
BN 3 PR SR s 80N B i 6 T B B M2 5, PN F0. 01

[0256] 2. SHURHFRIEF RN

[0257] P11~ 1 7 WU JRom /1 B (S - BRI I3 05 (BCKDH) 5848 /MR, Dbt 6!/
Dbt ™6, 4 5) IR /N, G 1) 465 P06 32 o D SRR FE (9 AR /L) e 152
b R 112 2 OB B /B (G - P R B 20 (BCKDID) 5248 /INBL, Dbt ™0/
Dbt ™6, 4 5) /N, G E1) 465 P 32 o D 3 5 2 IR FE (9 /K /mL) R e
5222 00 B R PR 113 R R R/ B (S b BRI 0 (BOKDH) 848/, Dbt 1"/
Dbt ™6, 4 5) IR GARED) 5 LA IR Fh 0D - S5 BRI E (AR /R /mL) K 1%
S BRI L T MR P D - L BRI E OB IR /N L RN 7 6 T B M2 R p
INF0.05. B 1 T-4 9% 7 WU SR /N BR, (G b - BB S0 (BCKDH) 58748 /NBR, , Dbt ™16/
Dt ™16, 4 5) RN, G 1) 465 P06 32 o D 22 R FE (AR /L) e 152
b R B 115 2 BURK B /B (G - R R B 0 (BCKDID) 9848 /MR, Dbt O/
Dbt ™6, 45 /N AR 1) 5 FLA I8 o 0D - 38 0 O P (AR / /L) OB
52 22 00 B R PR 116 9 U F /B (S b BRI 0 (BOKDH) 848/, Dbt 1"/
Dbt ™6, 4 5) /N, G E1) 465 7L 282 o - SRR FE (AR /L) e 152
IR T 3o (L - ARV T BB TR/ BR E ot N B 7 6 T B 25 5 p T
0.0, 11~ 7% B O /D B, (3o - I R I 2005 (BCKDH) 2826 /N, Dbt 16"/
Dbt O, 4 5) IR /NR, G E1) 465 P 282 T L - 3 5 2 IR FE (9 A /mL) RV e
R R 56 T I TR L B R R BB PR /R LM RN R 7, 6 F B e 22
5, PANF0. 01 8111 -89 77 BURE JRE N, (2 B - B ER I 088 (BCKDH) 48 /MR,
D6 /Dyt P10°h 342 ) X B/NER, (1) 455 S0 3o (L - S RV TE (4 /R /L)
FUGRIE 5% 2T BRI T 3P (L - 2 IR I BURE PR /N RLE M TN R 77, 6 F .
PEZE 5, PANT 0. 01 FE 11 -9 )92 7 BB SR /N R (32 ko - TR 06 (BCKDH) 2825 /MR
Db ™C" /Dt I, 4 5 I IR/ ER, (1 1) 465 LA I o L - 2 K FEE (SR /L)
RV 2 0 P P 6 3 o L 2 IR DU PR /R LE W BRI 7, 6 F B e 22
5, p/NF0. 05 11 -102J % BUHE JRE /R (G2 o - R W 088 (BCKDH) 825 /MR,
Dt 1650/ Dot 160 00) IR /N, (AR ) 55 5 0 32 oL - 2 P O . (AP /
L) VA 5 200 B ) B 1A BRI R/ BR o )80 (2 i - IS 08 (BOKDH) ¢
A NER /Dbt O, ) UK RN, G 1) 455 57 1 22 (D - 5 5 BRI FE (MR /
L) FIFRIE 1522 0 P P 56 T 1 32 o 0D - 53 2 MRV FE B JRORE /ISR L RN BRL R, 6T
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WEMEZES L PNT0.01. B 11 - 129 R BB FRORE /N B A 18] B (S ke - Fi 2 it =0 g (BCKDH)
FAZ /NG /Dbt MO R K) R RN (R -5 R IS R L - SRS BRI S (AN EE UK/
mL) FIRRAE R 22 R B o 11 - 1309 R PRORE /) B, A 8] 28 (S e - i it 22l (BCKDH) 2%
AR /NG S+ /Dbt O R R BE/NER, AR ) 455 5 B I R AR L A S R (4R OR
mL) FIRRAE R 22 R B o 1L - 1409 R A PRORE /) B, A 8] 28 (S e - Fi I it 220 (BCKDH) 2%
AR /NG, +/Dbt ™ O, ) At BN () 455 B I PR L - R R R (R /
mL) AR AE R 22 R B o B 11 - 1509 R BB PRORE /) B, A 8] 28 (52 e - Fi I it 220l (BCKDH) 2%
AR /NG, +/Dbt ™ R R) R N (R ) -5 5 B LK PR L - S S BRI (90K /mL)
AbR e 1R 22 AR B o

[0258] &1 12 1 0938 7 WU JRRE /N B (S a - W 9% i 0B (BCKDH) 2828 /N ER , Dbt o<t/
Dbt ™", i ) AUt BN (R 1) 455 R JR PR KD - S RV 1 (MK /L) RITRRIE 5% % 1)
R o I 1222 R BURS JRORE /N B (32 B o - A 196 it 088 (BCKDH) 2828 /N, Dbt “™'°°"/
Dbt ™", i ) AU BN (R 1) 455 RAA PR R KD - 31 57 5 G R B (AN BEJR /L) AR %
72 0 He I B 1239 7 BB FRE /N SR (S e - R 12 fii U (BCKDIH) 8728 /MR, Dbt O/
Dbt ™", 1 ) AU BN (R 1) 455 RUA IR R KD - 5 2 G MRk 15 (O BEJK /L) ROV 5% 2
IR o % T PR A HID- S s IR L, 5068 /N AR EE AR PRAE /B v, R TR B VB2 7 p
NTF0.05. B12- 48 R BURE FRORE /N B (G2 Bk a- BRI i SU88 (BCKDH) 2848 /N, Dbt ™"/
Dbt ™", i ) AUt BN (R 455 R JR PR KD - S B BRI 1S (9N /K /mL) RITKRIE 5% % 1)
I o 11 1252 - BURS JRORE /N B (32 % o - 196 it 088 (BCKDH) 2828 /N, Dbt ™0/
Dbt ™", 4 ) AU BN (R 1) 455 R AR o 9D - 2 S 0 UK B (AN BE IR /mL) AR %
72 HR I B 126 09 2 7 BB FRE /N B (S e - R 2 fii 0 (BCKDIH) 828 /MR, Dbt O/
Dbt ™", 4 ) AUt BN (R 455 R PR PR L - S B RV 14 (MK /L) RITRRIE 5% % 1)
BRIl R T IR L - SR BRI L 5 5506 TR/ N R EE OB PRAE /N sy, 9 T R B R %2 2 PN T
0.01. B 12-7 75 BURE JRRE /N L (32 % o - 6 2 i 0§ (BCKDIH) %828 /NG, Dbt ™ °e"/
Dbt ™", i B8) AU BN (R 1) 455 R R R KL - 30 57 5 G R 1 (AN BE R /mL) AR %
ZERIRR ] R T IR I - 9 s IR VR 1B 5 55508 TR/ BR AR B AKOBRE PRAE /N v o0 T R MR 22
5,P/NT0.01. B 12-809 3R 7- RS JRE /N Bl (52 B o - i 12 i & B (BCKDH) SR A2 /N
Dbt ™" /Dbt ™", A ) Rt /N (R ) -5 5 B R TR KL - R BRI B (MK /mL) A
PRUELR Z2 IR o KT PR AP IFIL - S S BRI JEE 55 508 HE /I Bt R B BRORRE JAOTE /Bl sy > 5 1 8 2
PEZ S p/N10.05. B 12- 909 K- U JRE /) B (G B a - B I At g (BCKDH) 2842 /iR,
Dbt ™" /Dbt ™", 4 B Rt RN (R ) 5 H R L - SR BRI B (AN BE /R /L) RTKR
HER Z R B o R T PRI L - s BRI 52, 55 568 RN BRAH B OB PRAE /N B g o0 T R V22
5, P/NTF0.016 B12- 11387 OB FiRORE /DN B 18] AR (S e - B2 ld S0 (BCKDH) SR A2 /N, 5
+/Dbt MO IR AR) R RN, Gk 1) 455 LI JR R D - S S BRI (MR /mL) RTRR R
ZERIRR L R T IR I - S S S IR, 5550 TR /N Bl AR G AXOBRE PRAE /I Bl o 1) B vy, o0 T IR 3%
PEZE S p/NT0.050 B12- 12798 7 OB PRORE /N B (G- i % it 220 (BCKDH) SR AZ /N, +/
Dbt ™" ¥R AK) A1t BN (R 1) 455 R PR R KL - S BV 1S (MK /L) RITRRIE 5% % 1)
PR I 12- 1309 2 BB P /B (S - R R e 0B (BCKDIH) 28728 /MR, +/Dbt ™10
) Fxt HE/INER (G 255 KPR BL - 59 5 S BRI JEE (G JBE 7K /mL) Ab vE 1R 22 A ]

33



CN 110133301 B W OB P 32/33 7

112~ 14 F R R SR /N B (S - BRI S0 (BCKDH) SR8 /INR, +/Dbt ™, 3 40) Rt
BN GRED %55 R PR L - S s BRI B (G EE 7R /mL) MR i 22 ) #R ] o & 12- 150
ZE WU PRI /N B (G2 k- AR i 288 (BCKDH) 8748 /NG, +/Dbt "™ ", 38 4) et B /NG (42
H) %5 R IR L - SR BRIK (R EE 7K /mL) MIFR#E R Z IR

[0259]  skjifhl3

[0260] & Jog B SR US IR A it 1) 2 R S A4 e A AR 1) 42 23 A (2)

[0261] 1. #PRIAIJT

[0262] (1) ¥

[0263] 55 ot A51] 1 [ A5 1t , % i 9 SR VAL FR) L35 A5 il Fl SR 1B /X o A — 74 (BioServe
Biotechnologies,Ltd,EE, B H 2 J1,Beltsville) k5. ERFES B YN A A4 P —
7 I GenomicCollaborative Tnc. i K4E o SR IMLFE B35 10 B M) A 2 R 13047 AR 4 36
P ORI P EL 38 1 AN 3 B T3 AR A 50 192548 (HIPAA) B S AR FILE B SR L 1 R B 2 &2
BT o 28 RGP 5% 71 28 A it RV A A RT Bh B 5 IR A 149 5 1 N 538 o B U e e oK
V5T TAR 47 25 Bk N 55 1 o Ml 5 ot RV T THIR 65 2 1) B e N 55 48 o O I 92 1 F°F i
KIFET435 AN M 2 KVEEACRERE 5 ORIE T B KM A 33 S I B N B 1. e &
B T L R it SR U T 16 27 55 1P o R R A i SR U 149 20 B B N 2 1 o AR B A R D T
405 1 AN SV RO AR it R U150 5 BN B - REEPELLBEIRIERE i oRIE T-38 2 BN
s

[0264]  (2) ZIEER SLAK S AR I A2 53 B

[0265] b iAo it P R R S A S A AR PR 4 2 A 5 ST 451 1 () 456 4 SIZ it

[0266] 2.%4%

[0267] S it (9] 3FCT B o3 o ity B0 S BT 45 SR, 5% T-D- 2R R, ZE I 13- T B 0 B 5 1, 5%
TL-Z B, R 13- 2P A0 M 45 3 o 5 St 9] 1 [F) R, 3R AT FOR A i R AL 1) 9%
Wi 4 B DI 3 BT B D - = B R I A3 o e NDER R KL IIBR DA T o 1) b8 Sk R ik
it 5 565 AT I A8 55 1 )RR AR L R R & vy, 1) B A7 Sk R 5 58 LT A 53 P B it A
ECAZAFE i ) B B R B IK - 4 A BRI BE 2R IR BE A it () G ZE R B AERE T b 3 8 55 1 1)
FEm R 2B B R L 25 L b () B k) 81 /200°F (8] S §i k) M 2 ERIEER IR
X LG ot 1R 2 R TR B AN T oA MR I ) R R R R B T 24 () B k) B
AINTL/2 (18] R ATER) o0 TR IR R0 5, 50 HEER (5 53 VR AR A EE L L- B = BRI
ML AR BT ABL -2 2 Ml ANL - 2 e 20 T B 015 IR 1 5 SR PR AR LG
D- 22 ZZ PRIV INLIE A BT, B - PR BRIV I I T B 1 1 o 6 - i T 5, S5 0 53 A o A
EC, D- PR BR A0 LT W B 1 1 o 6 T O MUV B T 5, SR DS PR S AR L, LS 2 R Y I
TN BL- BRI BT X T 2 AV 5 518 B AL, D- 2 &R
MFWEE BT, L- 2R P2 BRI S W L R B 0 T St i M I T 5, 5 4 59 M Ae
FHEL , L- 2 B2 BRI LS R 2R B 6 TR T &, 5485 B IERE AL L -2 DR iR 1
IME AT TR 0 T SRR M B IR I &, S S A AR L- B =R ) LS WK |
TEABL- B BRI S T B oo TR BRI &, S48 % B PERE S AHEL , L- S 2R ML - 2 Bt
PR PR MBI B2 B 6 T HE R T 5, S50 53 PEAE A EE , D- PN BR AL - 2 Bt A R (1) 175
W B HL- B 2RI MIE R ETE 5340 0 T RGEVELLRIETN 5, RAIASIZAL
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[0268]  DAAL (2 Bk 2 5E B 70 M o » ANBE X 70 SEAR S AA A4, DR b 2% S ik R DA L 4 98 ) S A
SRR AN 7 A E B SR, AR B RS W T i, w] LR SZ AR S A R 43 30l X 43 AN [
Yook g B o N3 - 1~ 13- 3o , W SRR D- AR 1 LAD - AR AL - 44 (8 22 AT 17 0% (% D)
kN, W5 K s B D - 2 & iR & (K2-1) AHEL , KW B3 ) 2 2R %6 D (13- 1) 1
{248 /b o R FE L, 5 IE B E D - N =R & (B12-5) AHEL B IR0 =3 (1 =R ) %6 D
(B13-3) i 2248 2 o AT DL B B 7E T, D- SRR IR & 5 i ARG , I Hoad i /1 e e mT
RE HL- A E A, PRt D - 4RI - 44 22 ABEAT FRtEAL , AT T LHRBR L - 14 B AR AL Y
SO IXRE A I SRR AT AR PE R D - SR IR Y B 5 H e R B th i B AR X B
FEZHLEVRNEAR S 5 ERPOR A MRMERE LT B AE Mok ERD- AR (1 &L
R e B AT B AL A S (140 %6D) 5 AT RT LR 2 W R

[0269] X4 Ja Z HU A, 5D - & Ak R B 1 A 5% AR A JT R AR b e T o eyttt —
A IAE R EZIR T IT R TD-ZAE R E R S WK .
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L-Ser

EE KA
K4-2

Ser
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Ser(%D)
507 p<o.02
409 —
30-

20- |
10 -
0- -

IEF RA

E4-4
D-Arg
n=3-4

501 3448+ sk

K4-5
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L-Arg
50 -
o PEA
30 '——ﬂ'
20
10 1
CE¥ R
Kl4-6
Arg
50
404 [
30 T
20
10
CEEA
Kl4-7
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D-Glu

CN 110133301 B i

n=3-4

207 4l s

207 p<0.02

*

[

Glu (nmol/mL)

0L
IEF KA

Kl4-8

L-Glu

30

K4-9
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Glu

30+

20+

104

EF AR

Kl4-10

D-Pro

n=3-4

P 34 f o

-
(8]
1

—_
o
!

P<0.01
%

Pro (nmol/mL)

(&)
I

OE% AR

Kl4-11
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L-Pro

15

10

EE KR
Kl4-12

Pro

-
o
1
]
]

Pro (nmol/mL)
=

o
1

0

E¥ AR

K4-13
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D-Lys
n=3-4
401 34 4f+ sk
3 30-
E
= P<*2.01
520— T
@ |
= 10+ ‘
0"
ET RIA
K4-14
L-Lys
40+
30

A

Kl4-15
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12 (OVX), 6 (sham)

*p<0.05

** p < 0.01

F 3448+ SD

sham

B OVX
N

Lys

Kl4-16

CEFER

1z I

40-
30-
20
101

& #ATFARE #ATTFAE z‘ﬁﬁ-f-fé'

i

CN 110133301 B

45

3R
13w

12w

2R

11w

5y

49
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CN 110133301 B 15/87 i
$ Ih: OVX DA E’L -3 ;‘1‘{% : 100214/0007 ref 091221/2327
D@EA) LG D tinol/igL Gmol / iniD (nmol/mLL (hmol/mbL)
His 642 3627 116.9 903.8 11.69 90.38
Asn 41367 49033 689.4 954.1 68.94 95.41
Ser 5833 69326 97.8 1349.5 9.78 134.95
Gln 12123 361194 1965 6536.9 19.65 653.69
Arg 1255 3243 688.0 1854.2 68.80 185.42
Asp 224 12646 16.2 1078.6 1.62 107.86
Gly = 448598 - 6690.0 - 570.6
allo-Thr 21328 nd 260.8 nd 26.08 nd
Glu 3266 54771 1586.5 2960.8 15.55 296.08
Thr nd 214858 nd 3210.0 hd 321.00
Ala nd 257576 nd 3499.7 nd 348 97
Pro 2484 24968 82.9 9722 8.29 97.22
Met 803 14308 54.4 1075.5 5.44 107.55
Val 6248 53843 1156 1102.2 11.56 110.22
allo-lle 12445 nd 240.3 nd 24.03 nd
[le nd 23461 nd 38586 nd 38.56
Leu nd 75395 nd 1230.0 nd 123.00
Phe 1805 53538 19.2 651.9 1.92 65.19
Trp nd nd nd nd nd nd
Lvs 2485 17689 139.5 1065.6 13.95 106.56
Cys nd nd nd nd nd nd
Tyr nd 329 nd 8354 nd 83.54
K52
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CN 110133301 B W OB B M 16/87 i
2 OVX DA Ak -4R%E ©  100214/1440 ref 091221/2327

D@ /) LEE) D lmolin)L (el / iniD (nmol/mL L (nmol/mL)

His 607 4522 1105 1126.8 11.05 112.68
Asn 31938 44479 5323 8655 53.23 86.55
Ser 4999 69793 8338 1358.6 8.38 135.86
Gln 12135 338819 196.7 61319 19.67 613.19
Arg 3042 3436 16678 19646 166.78 196.46
Asp 206 7023 14.9 599.0 1.49 59.90
Gly = 497762 - 7406.7 - 631.8
allo=Thr 27463 nd 335.8 nd 33.58 nd
Glu 3723 36770 177.3 1933.6 17.73 193.36
Thr nd 198667 nd 2966.7 nd 296.67
Ala nd 212235 nd 2883.6 nd 288.36
Pro 2294 22463 76.6 874.6 7.66 87.46
Met 1124 12451 67.8 936.0 6.78 93.60
Val 4738 57858 81.7 1182.1 8.77 11821
_alio-lle 11862 nd 229.0 nd 2290 nd
lle rd 31811 nd 522.9 nd 52.29
Leu nd 77101 nd 1257.8 nd 125.78
Phe 1644 49309 175 6004 1.75 60.04
Trp nd nd nd nd nd nd
Lys 4645 23701 2607 14269 2607  142.69
Cys nd nd nd nd nd nd
Tyr nd 439 nd 11148 nd 111.48
5-3
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M5 OVXDA  Fk-5 R%&E:100215/0512 ref 091221/2327
DE/E) LE/E) D Gmol/indL (Fmol / ingD (mol/ml L (nmol/mL)
His 425 3352 174 835.3 774 8353

Asn 26978 42116 4496 819.5 4496 81.95
Ser 3334 117862  55.8 22942 5.59 229.42
Gln 13791 288001 2236 52122 2236 521.22
Arg 2570 4662  1409.0 26655  140.90  266.55
Asp 247 9665 178 8244 1.78 8244

Gly ~ 417767 = 6216.4 = 530.2
allo-Thr 20602 nd 2519 nd 25.19 nd
Glu 3971 39070 189.1 2112.0 18.21 211.20
Thr nd 157276 nd 23486 nd 234.86
Ala nd 273891 nd 3721.3 nd 37213
Pro 1725 19876 576 773.9 5.76 77.38
Met nd 6345 nd 4770 nd 47.70
Val 6211 47623 114.9 973.0 11.49 97.30
allo-lle 18167 nd 350.7 nd 35.07 nd
Ile nd 21178 nd 3481 hd 3481
Leu nd 58884 nd 960.6 nd 96.06
Phe 1151 43131 12.2 525.2 1.22 52.52
Trp nd nd nd nd nd nd
Lys 5259 30312 2952 1824.9 2952 182.49
Cys nd nd nd nd nd nd
Tyr nd 401 nd 1018.3 nd. 101.83
K54
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5 OVX Sham  F-1R%E:  100215/1945 ref 091221/2327

D (%)ﬁ) L (‘hrglji) D (fmol/in L &mol / inf2 {(nmol/mL;L (nmol/mL)
His 1644 81 2993 2036.1 2893 203.61

Asn 120117 63870 20018 12448 200.18 12448
Ser 28333 138715 4749 27003 4748 270.03
Gin 30677 600794 4957 108731 4957 108731
Arg 3351 6175 18372 35306 183,72 353.06
Asp 712 16470 514 14048 5.14 140.48

Gly 695444 e 10348.2 - 882.7
allo-Thr 46934 nd 5739 nd 57.39 nd
Glu 5522 78380 2630 4237.0 26.30 42370
Thr nd 358162 nd 5348.4 nd 534.84
Ala nd 378653 nd 5144.7 nd 51447

Pro 10009 35246 3342 1372.3 33.42 137.23

Met 2518 25212 1918 18954  15.18 189.54

Val 7059 105548 13048 2156.4 13.06 215.64
allo-lle 14622 nd 2823 nd 28.23 nd

Ile nd 48355 nd 794.8 nd 79.48
Leu nd 138040 nd 22520 nd 22520
Phe 5103 106689 543 1299.1 5.43 128.91
Trp nd nd nd nd nd nd

__Lys 10007 60451 561.7 3639.4 56.17 36394
Gys nd nd nd nd nd nd
Tyr nd 647 nd 1643.0 nd 164.30

K5-5
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1z I

19/87 71

# 5 ICR 24 B

DEE) LEE D (mol/in)L (fmol / iniD (nmol/mL_L (nmol/mL)

F-R

100208/1312

ref 091221/2327

His 371 4938 67.6 12305 6.76 123.05
Asn 65646 38318 1094.0 7456 109.40 7456
Ser 134817 65133 22595 12679 22585 126.79
GIn nd 852808 nd 15434.0 nd 1543.40
Arg 2929 1333 1605.8 762.1 160.58 76.21
Asp 362 8283 26.1 706.5 2.61 70.65
Gly = 513840 = 7646.0 - 652.2

allo=Thr 14910 nd 182.3 nd 18.23 nd
Glu 5398 30681 257.0 16585 2570 165.85
Thr nd 402455 nd 6009.8 nd 600.98
Ala 200864 158704 21764 21563 217.64 21563
Pro 13382 39627 446.8 1542.9 4468 154.29
Met 10475 72122 8316 54220 63.16 542.20
Val 16934 72487 3133 1481.0 3133 148.10

allo-lle 18913 nd 365.1 nd 36.51 nd
lle hd 37476 nd 616.0 nd 61.60
Leu 2506 258876 379 42233 3.79 42233
Phe 5209 47264 55.4 57565 5.54 57.55
Trp nd nd nd nd nd nd
Lys 9384 21696 _ 526.7 1306.2 5267 130.62
Cys nd nd nd nd nd nd
Tyr nd 400 nd 1015.7 nd 101.57

K56
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CN 110133301 B 20/87 T
HaICRATB Sk K% 100209/0345 ref 091221/2327
D (]ﬂ‘: B L (g?}g) D (fmel/inj) L (fmol / iniD {nmol/mL;L (nmol/mL)

His 734 11249 1336 28031 1336  280.31
Asn 148594 67191 24764 13074 24764 130.74
Ser 309193 161387 51819 31419 51819 314.19
Gln nd 2269771 nd  41078.1 nd 4107.81
Arg 5299 8667 20052 49554 29052 49554
Asp 845 16978  61.0 1448 1 6.10 144.81
Gly - 1853067 - 27573.8 - 2351.9

allo-Thr 29962 nd 366.4 nd 36.64 nd
Glu 3063 86865 14589 46957 1459 46957
Thr nd 1109266 nd  16564.6 nd 1656.46
Ala 336859 386239 3649.9 5247.8 36499 52478
Pro 38545 138299 12871 53848 12871 53848
Met 45626 313853 27509 235948 27509 235048
Val 28951 160406 5357 32772 5357 32772

allo-lle 27798 nd 536.7 nd 53.67 nd
lle nd 77443 nd 1272.9 nd 127.29
Leu 4835 498596 732  8134.1 732 813.41
Phe 10244 82289 109.0 1002.0 10.90 100.20
Tep nd nd nd nd nd nd
Lys 5760 25769 3233 15514 3233  155.14
Cys nd nd nd nd nd nd
Tyr nd 399 nd 1013.2 nd 101.32

K57
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CN 110133301 B W OB BB 21/87 B
#,}’g: OVX Sham Jk - 2R %E :100217/1523 ref 091221/2327

DE/A _LEA D Gmol/indl (fmol /iniD (nmol/mi:L (hmol/mL)

His 511 5489 830 1367.8 8.30 136.78
Asn 28556 42554 4759 828.0 47.59 82.80
Ser 3334 72215 55.9 1405.8 5.99 140.58
Gin 12384 344082 200.8 62272  20.08 622.72
Arg 2045 3255 11212 _ 1861.1 112142  186.11

Asp 351 8498 253 724.8 2.53 72.48
Gly - 440039 e 6547.8 = 558.5
allo-Thr 24870 nd 304.1 nd 30.41 nd
Glu 3542 33450  168.7 1808.2 16.87 180.82
Thr nd 155210 nd 23177 nd 231.77
Ala nd 230408 nd 31305 nd’ 313.05

Pro 1812 18229 60.5 709.8 6.05 70.98
Met 861 9669 51.9 726.9 5.19 72.69

Val 71386 47100 132.0 962.3 13.20 96.23
allo-lle 17821 nd 344.1 nd 34.41 nd

Ile nd 23257 nd 382.3 nd 38.23

Leu nd 63249 nd 1031.8 nd 103.18

Phe 1306 56786 139 691.4 1.39 69.14
Trp nd nd nd nd nd nd

Lys 4959 20478 2784 12329 27.84 123.29
Cys nd nd nd nd nd nd

Tyr nd 307 nd 779.6 nd 77.96

5-8
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CN 110133301 B W BR B 92/87 i
o D-RIBR

OVX-3 OVX-4 OVX-5 Sham—16 Sham—17 Sham-18 Sham—-20 t ¥
His 11.69 11.05 1.74 29.93 2768 16.51 9.30 0.125
Asn 68.94 53.23 4496 20018 15961 119.92 47.59 0.108
Ser 9.78 8.38 559 4749 34.92 12.57 559 0.196
GIn 19.65 19.67 22.36 49.57 45.26 33.15 20.08 0.091
Arg 68.80 166.78 14090 183.72 11563 12100 11212  0.820
Asp 1.62 1.49 1.78 514 527 446 253 0.015
Gly = R =3
allo-Thr 26.08 33.58 25.19 57.39 50.87 39.47 3041 0.080
Glu 15.55 17.73 18.91 26.30 34.40 21.40 16.87 0.165

Thr nd nd nd nd nd nd hd -
Ala nd nd nd nd nd nd nd -
Pro 829 7.66 5.76 3342 31.36 8.30 6.05 0.193
Met 5.44 6.78 nd 15.18 17.20 8.28 519 =

Val 11.56 8.77 11.49 13.06 17.78 6.56 13.20 0.503
allo-lle  24.03 22.80 35.07 28.23 42.32 10.82 34.41 0.858

lle nd nd nd nd nd nd nd
Leu nd nd nd nd nd nd nd -
Phe 1.92 1.75 1.22 5.43 6.67 1.81 1.39 0218
Trp nd nd nd nd nd nd nd e
Lys 13.85 26.07 28.52 56.17 78.01 38.62 2784 0.103
Cys nd nd nd nd nd nd nd -
Tyr nd _nd nd nd nd nd . nd b
Kl5-9
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" PR BB

CN 110133301 B 23/87 T
o LRI R
OVX-3 OVX-4 OVX-5 Sham-16 Sham~17 Sham~19 Sham-20 t 25
His 9038 11268 8353  203.61 14289 17214 13678 0017
Asn 9541 8655 8195 12448 10242 13876 8280  0.167
Ser 13495 13586 22942 27003 168.12 20264 14058 0524
Gin 65389 61319 52122 108731 82136 82039 62272 0095
Arg 18542 19646 26655 35306 24854 24591 18641 _ 0.402
Asp 10786 59.90 8244 14048 14386 12008 7248 0.175
Gly 57063 631.76 53023 88266 60249 81391 55850 0216
allo=Thr nd nd nd nd nd nd nd -
Glu 20608 19336 21120 42370 37306 28100 18082  0.290
The 32100 296.67 23486 53484 33786 35237 23177  0.349
Ala 34997 28836 372.13 51447 38406 47221 31305 0202
Pro 0722 8746 7139 13723 11484  77.07 7098 0539
Met. 10755 9360 4770 18954 13236 10686 7269  0.253
Val 11022 11821 97.30 21564 17908 15660 9623  0.136
allo-lle nd nd nd nd nd nd nd -
Ile 3856 5229 3481 7948  69.14  61.72 3823  0.133
Leu 12300 12578 9606 22520 17140 16551 103.18  0.154
Phe 6519 6004 5252 12991 11152 10067 6914 0037
Trp nd nd nd nd nd nd nd =
Lys 10656 14269 18249 363.94 37831 201.61 12329  0.167
Cys nd nd nd nd nd nd nd 4
Tyr 8354 11148 10183 16430 5739 9472 77.96  0.990
K|5-10
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CN 110133301 B W OB BB 24/87 T

H 2 D/(D+L)

OVX-8 OVX-4 OVX-5 Sham-16 Sham—17 Sham-19 Sham-20 tﬁﬁ

His 11.45 893 848 12.82 16.23 8.75 6.37 0.621
Asn 41.95 38.08 35.43 61.66 60.91 46.36 36.50 0.141
Ser 6.75 5.81 2.38 14.96 1712 5.84 3.82 0.236
Gln 2.92 3N 4.11 436 5.22 3.88 312 0.261
Arg 27.06 45.91 34.58 34.23 31.75 32.98 37.59 0.736
Asp 1.48 242 2.12 3.53 353 358 3.38 0.002
Gly = = = = e =
allo-Thr  7.51 10.17 9.69 269 13.04 10.07 11.60 0.142
Glu 4.99 8.40 8.22 5.84 844 7.08 853 0.829
Thr to allo—Thtto allo=Thito allo—-Thita allo~Thito allo~Thito allo=Thito allo—Thito alio—Thr

Ala - - - - - - - -
Pro 786 805 693 1958 2145 1077 785 0122
Met 4.82 6.75 = 742 11.50 7.18 6.67 0.246

Val 8.49 6.90 10.56 51 9.03 402 12.07 0.602
allo=lle 38.39 30.46 50,19 26.21 37.97 1492 47.37 0.440
fle to allo-lle to allo-lle to alio~lle to allo-lle to allo-lle to allo—lle to allo-lle to allo—ile
Leu - - -~
Phe 2.86 2.83 2.28 4.01 5.64 1.77 1.87 0.556
Trp - - = s = - - =
Lvs 1158 15.45 13.92 13.37 17.10 16.08 18.42 0.162
Cys = = = - - - - =
Tvr = = - - - - i -

K5-11
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CN 110133301 B W OB B M 95/87 i

Hi:D/ %L
____OVX-3 _OVX-4 _OVX-5 _Sham-16 Sham=17 Sham-19 Sham-20 t -5
s 034 034 024 051 062 037 030 0165
Asn 200 162 140 341 356 267 154 0104
Ser 028 025 017 081 078 028 018 0220
Gn 057 060 070 084 101 074 065 0112
Arg 199 506 440 313 258 269 382 0372
Asp 005 005 006 009 012 010 _ 008 0005
aly - - - - - - " -

allo-Thr 076 102 079 098  1i3 088 098 0197
Glu 045 054 059 045 077 048 054 0738
Thr - - - - = » ot -
Ala = = = — - - = -
Pro 024 023 018 057 070 021 020 0245
Met 016 021 . 026 038 018 017 0425
Val 033 027 036 022 040 015 043 0802

alo-lle 070 070 110 048 084 024 111 0630
ile - - - ~ - = - -
Leu = = = = = ~ i -
Phe 008 005 004 009 015 004 004 0330
Trp - - - - - - - -
lys 040 079 082 086 174 08 090 0205
Cys = - - = - - - -
Tyr == - = - = - o -

K5-12

60



CN 110133301 B W OB BB 26/87 Tl

H&p/ %D

OVX-3  OVX-4 OVX-5 Sham—16 Sham-17 Sham—-19 Sham—20 t 1

His 4.07 2.86 2.20 3.99 4.15 3.72 279 0.338
Asn 2402 13.79 12.81 26.66 23.93 27.01 14.29 0.244
Ser 3.41 217 1.59 6.32 5.24 283 1.68 0.279
Gin 6.85 510 6.37 6.60 6.79 747 603 0.322
Arg 23.97 43.21 40.14 24.46 17.34 27.25 33.67 0.176
Asp 0.56 0.39 0.51 0.68 0.79 1.00 0.76 0.017
Gly - - - = =
allo-Thr 9.08 8.70 7.18 7.64 7.60 8.89 9.13 0.893

Glu 542 459 5.39 3.50 5.16 482 5.07 0.373

Thr = - =

Ala - — - - = - = -

Pro 289 1.98 1.64 .4.45 470 2.09 1.82 0.302

Met 1.90 1.76 - 202 258 1.86 1.56 <

Val 403 2.27 3.27 1.74 267 1.48 3.96 0.398
allo-lle  8.37 5.93 9.99 3.76 6.34 244 10.33 - 0.345

Ile it - = # - -

Leu - - - . -
Phe 0.67 0.45 0.35 Q.72 1.00 0.41 042 0.463
Trp - - - - - -
lys 486 675 841 748 1170 870 836 __0.145
B 2~ - 0~ = = = .

Tyr & z = - = — - -

K5-13
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" PR BB

CN 110133301 B 27/87 T
# 35 D/D-Clu
OVX-3 OVX—4 OVX-5 Sham-16 Sham—17 Sham—19 Sham-20 t

His 75.18 62.34 4092 11382 8046 77.17 55.15 0.239
Asn 44335 30021 23776 76115 46400 560.38 282.10 0.200
Ser 62.87  47.25 2955 18059 10152 5874 33.12 0.283
Gin 12638 11095 11822 18847 13156 15489 11900 0.165
Arg 44247 94064 74510 698.54 33612 56541 664.59 0.398
Asp 10.40 8.39 9.43 19.54 16.32 20.85 15.02 0.006
Gly e = = = - o - -

allo=Thr 167.72 18941 13323 21823 14728 18446 18027  0.424
Glu 10002 9999 10000 99.88 10000  99.98 99.98 0.106
Thr = - - = = £ = =
Ala = = e = = - = -
Pro 53.34 43.20 3046 12708 9117 43.46 35.87 0.271
Met 35.01 38.22 ~ 57.73 50.00 38.68 30.77 0.442
Val 74.34 49.44 60.77 49.66 51.69 30.65 78.26 0.523

_allo-lle 15451 12917 18548 107.3¢ 12302 5058 _ 203.95 0.418
le - - = = = - " =
Leu = = - = 3 ™ = L
Phe 12.35 9.87 6.48 20.65 19.38 8.48 8.24 0.326
Tr = = - - - - - -
Lyg 8970  147.06 156.11 21358 22678 18046 16500  0.043
Cys H . 5 H - e - “
TVI‘ T e o = = i - -

K|5-14

62



i

1z I

CN 110133301 B 28/87 TiL
#g“b: &S Jk -3 ﬁﬁc : 100205/2307 ref 091221/2327
D (%&) L (% D (fmol/inj) L (fmol / ini.D (nmol/mL.L (nmel/mL)

His 397 3306 72.3 823.8 7.23 82.38
Asn 80655 40173 1344.2 781.7 134.42 78.17
Ser 97224 71724 16284 13962 16294 13962
Gln 15626 631146 2533 114224 2533 114224
Arg 10223 3000 5604.7 17153 56047 171.53
Asp 429 8219 31.0 701.0 3.10 70.10
Gly N 582765 = 8671.6 = 739.6

allo-Thr 221380 nd 271.4 nd 2714 nd
Glu 4736 39588 2255 21400 22.55 214.00
Thr nd 257594 nd 3846.6 nd 384.66
Ala 93929 216425 1017.7 29406 101.77 29406
Pro 18737 24361 625.7 9485 6257 94.85
Met 2780 33204 167.6 2496.2 16.76 249.62
Val 24862 50321 460.0 1028.1 46.00 102.81

allo-fle 44308 nd 855.4 nd 85.54 nd
Ile nd 30821 nd 506.6 nd 50.66
Leu 1279 170275 194 27779 1.94 277.78
Phe 4231 40068 45.0 487.9 450 48.79
Trp nd nd nd nd nd nd
Lvs 12411 44306 696.7 26674  68.87 266.74
Cys nd nd nd nd nd nd
Tyr nd 4086 nd 10375.8 nd 1037.58

6-1
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1z I

CN 110133301 B Wt

29/87 T
B B S k-4 F 4& . 100206/1340 ref 091221/2327
p @A) LG A D Umol/ing)L (fmol / iniD (nmol/mLL (nmol/mL)
His 450 20855 819 5196.9 8.19 519.69
Asn 102440 83655 1707.2 1627.8 170.72 162.78
Ser 204795 200668 34322 39063 34322 390.63
Gin nd 1826174 nd 33049.9 nd 3304.99
Arg 7708 3333 4225.9 1905.7 42259 190.57
Asp 418 13208 30.2 1126.6 3.02 112.66
Gly - 3950073 - 58777.3 - 5013.4
allo-Thr 19106 nd 233.6 nd 23.36 nd
Glu 5854 71695 278.8 3875.6 27.88 387.56
Thr nd 1422546 nd 21242.8 nd 212428
Ala 395161 446964 42816 60729 428.16 607.29
Pro 20416 55889 681.7 2176.1 68.17 217.61
Met 27713 240761 16709 180999 16708 1809.99
Val 16246 225110 3006 45992 3006  459.92
allo-lle 19179 nd 370.3 nd 37.03 nd
Ile nd 128800 nd 2117.0 nd 211.70
Leu 5331 764460 80.7 124714 8.07 1247.14
Phe 7375 144957 78.5 1765.1 7.85 176.51
Trp nd nd nd nd nd nd
Lys 16628 39159 933.4 2357.5 93.34 235.75
Cys nd nd nd nd nd nd
Tyr nd 5750 nd 14601.3 nd 1460.13
K6-2
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CN 110133301 B 30/87 7
Mo B s -5 KFE :100207/0412 ref 091221/2327
D (}%Kl L (%EJ D {fmol/inj) L (fmol / inj.D (nmol/mL:L (nmol/mL)

His 343 5515 625 13743 625 13743
Asn 70636 46633 11772 9074 11772  90.74
Ser 101756 87036 17054 16943 17054  169.43
Gin nd 1090635 nd 197382 nd 197382
Arg 8921 3667  4890.9  2096.6  489.09  209.66
Asp 439 13607 317 11606 317  116.06
Gly - 884559 - 13162.3 - 11227

allo-Thr 17163 nd 209.9 nd 20.99 nd
Glu 2632 66047 1253 35703 1253  357.03
Thr nd 364161 nd 5438.0 nd 543.80
Ala 126754 309079 13734 41994 13734 41994
Pro 16714 45287 5581 17633 5581  176.33
Met 1958 85098 1181 63975 1181  639.75
Val 13506 77831 2499  1590.1 24989  159.01

allo-Tle 19610 nd 378.6 nd 37.86 nd
ile nd 52448 nd 862.1 nd 86.21
Leu 694 274621 105 44802 105  448.02
Phe 2154 51844 229 631.3 229 63.13
Trp nd nd nd nd nd nd

__Lys 5760 25769 3233 15514 3233  155.14
Cys nd nd nd nd nd nd
Tyr nd 399 nd 10132 _ nd 101.32
63
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CN 110133301 B 31/87 i
MR ICRAR Jr— R4& : 100207/1845 ref 091221/2327
D@E/E) LEHE D Gmol/in)L (imol ZiniD (nmol/mL L (nmol/mL)

His 739 6607 1346 16464 1346 164.04
Asn 04824 44003 1580.3 8562 15803  85.62
Ser 154212 96721 25845 18828 25845 188.28
Gln nd 1253936 nd 226936 nd  2269.36
Arg 3064 4333 21732 24774 21732 24774
Asp 535 11667 386 995.1 3.86 99.51
Gly - 1225889 = 18241.3 = 1555.9

allo-Thr 19914 nd 2435 nd 24.35 nd
Glu 2380 44545 1133 24080 11.33  240.80
Thr nd 607246 nd  9068.0 nd _ 806.80
Ala 270729 205013 29334 27855 29334 27855
Pro 49530 63256 16538 24630 16539  246.30
Met 9703 140664 5850 105748 5850 1057.48
Val . 17180 98013 3179 20025 3179  200.25

allo-lle 25570 nd 493.7 nd 49.37 nd
lle nd 51437 nd 845 4 nd 84.54
Leu 1912 338085 289 55155 289 55155
Phe 5177 58320  55.1 710.1 551 71.01
Trp nd nd nd nd nd nd
Lys 8836 29055 4960 17492  49.60 17492
Cys nd nd nd nd nd nd
Tyr nd 470 nd 11935 nd 119.35

Kl6-4
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CN 110133301 B 32/87 T
2 ICRATEE k- RE 100208/1312 ref 091221/2327
D@ A LEE D (mol/in)L (fmol / iniD (nmol/mLL (nmol/mL)

His 371 4938 676 12305  6.76 12305
Asn 65646 38318 10940 7456 10940 7456
Ser 134817 65133 22595 1267.9 22595 126.79
Gln nd 852808 nd 154340 nd 154340
Arg 2929 1333 16058  762.1 16058 _ 76.21
Asp 362 8283  26.1 706.5 261 70.65
Gly - 513840 - 7646.0 - 652.2

allo=Thr 14910 nd 182.3 nd 18.23 nd
Glu 5308 30681 2570 16585 2570 16585
Thr nd 402455 _ nd __ 6009.8 nd 600.98
Ala 200864 158704 21764 21563 217.64 21563
Pro 13382 39627 4468 15429 4468 15429
Met 10475 72122  631.6 54220 63.16 54220
Val 16934 72487 3133 14810 3133 14810

allo-lle 18913 nd 365.1 nd 36.51 nd
lle nd 37476 nd 616.0 nd 61.60
Leu 2506 258876 379 42233 379 42233
Phe 5209 47264 554 5755 5.54 57.55
Trp nd nd nd nd nd nd
Lys 9384 21696 5267 13082 5267 13062
Cys hd nd nd nd nd nd
Tyr nd 400 nd 1015.7 nd 101.57

K6-5
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CN 110133301 B

i

1z I

33/87 T

2 ICR & B8

DE/E) LEE) D lmol/in)L (fmol / iniD (nmol/mLL (nmol/mL)

Jr- K& . 100209/0345

ref 091221/2327

His 734 11249 133.6 2803.1 13.36 280.31
Asn 148594 67191 24764 13074 24764 13074
Ser 309193 161387 5181.9 3141.9 518.19 314.19
Gin nd 2269771 nd 41078.1 nd 4107.81
Arg 5299 8667 20052 49554 20052 49554
Asp 845 16978 61.0 14481 6.10 144.81
Gly - 1853067 = 27573.8 — 2361.9
allo-Thr 29962 nd 366.4 nd 36.64 nd
Glu 3063 86865 145.9 4695.7 14.59 469.57
Thr nd 1109266 nd 16564.6 nd 1656.46
Ala 336859 386233 36499 52478 36499 52478
Pro 38545 138299 12871 53848 12871 538.48
Met 45626 313853 27509 235948 27509 235948
Val 28951 160406 5357 32772 53.57 327.72
allo-lle 27798 nd 536.7 nd 53.67 nd
Ile hd 77443 nd 1272.9 nd 127.29
Leu 48356 498596 73.2 8134.1 71.32 813.41
Phe 10244 82289  109.0 1002.0 10.90 100.20
Trp nd nd nd nd nd nd
Lys 5760 25768  323.3 15514  32.33 155.14
Cys nd nd nd nd nd nd
Tyr nd 399 nd 10132 nd 101.32
K66
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CN 110133301 B OB B M 34/87 T
H 5 D-RABR
S3 sS4 S5 c3 o4 c5 1A I
His 7.23 8.18 6.25 13.46 6.76 13.36 0.158
Asn 134.42 17072 117.72 158.03 10940 24764 0.518
Ser 16294 34322 17054 25845 22595 518.19 0.378
GlIn 25.33 hd nd nd nd nd =
Arg 560.47 42259 48909 217.32 160.58 250.52 0.008
Asp 3.10 3.02 317 386 2.61 6.10 0.343
Gly = = = e . - =
allo-Thr 27.14 23.36 20.99 24.35 18.23 36.64 0.674
Glu 22.55 27.88 12.53 11.33 25.70 14.59 0.578
Thr nd nd nd nd nd nd -
Ala 101.77 428.16 13734 29334 21764 36499 0.567
Pro 62.57 68.17 55.81 165.39 44.68 128.71 0.230
Met 16.76 167.09 11.81 5850 63.16 275.09 0.487
Val 46.00 30.06 2499 31.79 31.33 53.57 0619
allo—fle 8554 37.03 37.86 49.37 36.51 53.687 0.701
lle nd nd nd nd nd nd -
Leu 1.94 8.07 1.05 289 3.79 732 0.723
Phe 450 7.85 2.29 5.51 5.54 10.90 0.370
Trp nd nd nd nd nd nd -
Lys 69.67 93.34 32.33 49.60 52.67 32.33 0.343
Cys nd nd nd nd nd nd -
Tyr nd nd nd nd nd nd s
Kl6-7
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35/87 T

CN 110133301 B
Hom: L- B AR
s3 S4 S5 c3 c4 c A5
His 82.38 519.69 137.43 16464 12305 28031 0.714
Asn 78.17 162.78 90.74 85.62 74.56 130.74 0.688
Ser 139.62 390.63 169.43 188.28 126.79 314.19 0.820
GIn 1142.24 330499 197382 2269.36 1543.40 4107.81 0.640
Arg 17153 190.57  209.66 _ 247.74 76.21 495.54 0.536
Asp 70.10 11266 116.06 99.51 70.65 144 81 0.847
Gly 73964 501342 112268 155590 652.16 2351.91 0.623
allo—-Thr nd nd nd nd nd nd -
Glu 214.00 387.56 357.03 240.80 165.85 469.57 0.808
Thr 38466 212428 543.80  906.80 60098 1656.46 0.956
Ala 29406 60729 41994 27855 21563 524.78 0.485
Pro 9485 217.61 176.33 24630 15429 53848 0.284
Met 249.62 180999 639.75 1057.48 54220 235948 0.589
Val 102.81 45992  159.01 200.25 14810 327.72 0.907
allo-Ile nd nd nd nd nd nd -
Ile 50.66 211.70 86.21 84.54 61.60 127.29 0.658
Leu 27779 124714 448,02 55155 42233  813.41 0.856
Phe 48,79 176.51 63.13 71.01 57.55 100.20 0.663
Trp nd nd nd nd nd nd -
Lys 26674 23575 15514 17492 13062 15514 0.139
Cys nd nd nd nd nd nd -
Tyr 103758 146013 10132 119.35 10157 10132 0132
K6-8
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CN 110133301 B W OB BB 36/87 7

3 D/(D+L)
33 s4 S5 c3 c4 cs ____ tiE
Hs 807 155 435 156 520 4856 00623

Asn 63.23 51.19 56.47 64.86 59.47 65.45 0.188
Ser 53.85 46.77 50.16 57.85 64.05 62.25 0.016
Gin 2.11 - = = = = -
Arg 76.57 68.92 69.99 46.73 67.81 36.96 0.086
Asp 423 2.61 2.66 3.74 357 4.04 0.326
Gly e - = - -
allo-Thr 6.59 1.09 3.72 2.62 2.94 2.16 0.488
Glu 9.53 6.71 3.39 4.50 13.42 3.01 0.913
Thr _to allo~Thito allo—Thito allo—Thito ailo—Thito allo-Thito allo—Thito allo~Thr
Ala 2571 41.35 24.64 51.20 50.23 41.02 0.0585
Pre 39.74 2385 24.04 40,17 22.48 19.29 0.831
Met 6.29 8.45 1.81 5.24 10.43 10.44 0.289
Val 30.91 6.13 13.58 13.70 17.46 14.05 0.820
allo-fle 62.81 14.89 30.52 36.87 37.22 20.66 0.922
lle to allo-lle to allo—lle to allo-lle to allo—lle to allo-lle to allo-lle to allo-lle
Leu 0.69 0.64 0.23 0.52 0.89 0.89 0.267
Phe 8.45 4.26 3.50 7.20 8.79 9.81 0.136
Trp - - - - ~ -
Lys 2071 28.36 17.25 22.08 28.74 17.25 0.906
Cys - - = - = = =
Tyr - = — ' = - =

K6-9
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CN 110133301 B W OB B M 37/87 Tl
J}ff—‘ﬁ;: D/ %, L
53 s4 S5 c3_ ¢4 c5 t A5

His 0.16 0.05 0.09 0.16 0.13 0.09 0549
Asn 305 0.99 1.71 188 2.12 1.66 0.959
Ser 3.70 2.00 248 307 437 3.48 0.224
GIn 0.57 - - - " . o
Arg 1271 2.46 7.12 2.58 311 1.95 0.177
Asp 007 0.02 0.05 0.05 0.05 0.04 0.945
Gly - - ~ - - ~ =

allo-Thr  0.62 0.4 03t 029 0.35 025 0715
Glu 0.51 0.16 0.18 0.13 0.50 0.10 0.817
Thr — ~ = . . = -
Ala 2.31 2.49 2.00 348 4.21 2.45 0.104
Pro 1.42 0.40 0.81 1.96 0.86 0.86 0494
Met 038 0.97 0.17 0.69 1.22 1.85 0.143
Val 1.04 0.18 0.36 0.38 0.61 0.36 0.787

allo-lle 194 0.22 055 0.59 071 0.36 0.549
fle - - ~ - - - =
Leu 0.04 0.05 0.02 0.03 0.07 0.05 0.329
Phe  0.10 0.05 0.03 0.07 0.11 0.07 0.433
Trp - - - - - - -
Lys 1.58 054 0.47 0.59 102 0.22 0580
Cye - - - - - - i
Tyr ~ - - = - - -

Kl6-10
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CN 110133301 B 38/87 T
#ut?:? D/ ;“é_;- D
S4 S5 c3 ca c5 25X ol
His 0.54 0.45 0.56 1.00 067 065 0094
Asn 10.09 9.28 10.47 11.77 10.89 12.06 0.031
Ser 12.23 18.66 15.17 19.24 2248 2523 0.052
GIn 1.90 - - - - - -
Arg 4208 22.98 4351 16.18 15.98 14.14 0.035
Asp 0.23 0.16 0.28 0.29 0.26 0.30 0.198
Gly = A * = - - -
allo=Thr 2.04 1.27 1.87 1.81 1.81 1.78 0.752
Glu 1.69 152 1.12 0.84 2.56 0.71 0.914
Thr - - - - - - _
Ala 7.64 23.28 1222 2184  21.66 172.77 0.279
Pro 4.70 3.71 497 12.31 4.45 6.27 0.252
Met 1.26 9.09 1.05 4.36 6.28 13.39 0.331
Val 345 1.63 222 237 3.12 261 0.677
allo-lle  6.42 2.01 3.37 3.68 3.63 261 0.666
fle = = = = = = :
Leu 0.15 0.44 0.09 0.22 0.38 0.36 0.489
Phe 0.34 0.43 0.20 0.41 0.55 053 0.090
Tp - - 5 - = ~ -
Lys 5.23 5.08 2.88 3.69 5.24 157 0.533
Cys - - - - - - -
Tyr A - = % = = -
Kl6-11
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CN 110133301 B W OB BB 39/87 7

- J: D/D-Asn

S3 S4 S5 C3 4 5 t

His 5.38 4.80 5.31 851 6.17 5.40 0.183

Asn 10000 10000 100.00 10000 100.00 100.00 0.320

Ser 121.22 20105 14487 16354 20653 209.25 0.251

GIn 18.84 - & = - =

Arg 41696 24753 41547 13752 14678 117.31 0.016

Asp 2.30 1.77 2.69 2.44 2.39 246 0.545

Gly = - = - =
allo~-Thr 20.19 13.69 1783 15.41 16.67 14.80 0.461

Glu 16.78 16.33 10.65 717 23.50 5.89 0.710

Thr = = = = - =

"Ala 75.71 25080 11667 18562 198.94 14739 0.620

Pro 46.54 39.93 47 .41 104.66 40.84 51.97 0.345

Met 1247 97.87 10.03 37.02 57.73 111.09 0.477

Val 34.22 17.61 21.23 20.11 28.64 21.63 0.883
allo-lle 6364 21.69 32.16 31.24 33.38 21.67 0.472

Ile - -
Leu 1.44 473 0.89 1.83 3.47 2.96 0773
Phe 3.35 4.60 1.95 3.49 5.07 4.40 0.316
Trp = - = =
Lys 51.83 54.67 2747 31.39 48.15 13.06 0.359
Cys - - = =5 ~ - =
Tvr - = = - = = &

Kl6-12

Ser (nmol/mL)

400-D-Ser L-Ser Ser

=3
3001 —?—ﬂ]{ﬁ_i SE

200

100

Wild Hemi  Wild Hemi Wild Hemi

K71
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%D

100 -

75

50

25 -

Wild Hemi I
K 7-2

p-Ser/ D-Ser /
o-alfo-Thr p-alio-lle

10+

P<0.01
4 ek

5-P*P<’Ef1
Rk
ills

Wild Hemi Wild Hemi
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Ala (nmol/mL)
500 - ?;ﬁs\la L-Ala Ala
P 3 4hx sE
375

250

125

"~ Wild Hemi Wild Hemi Wild Hemi
K| 7-4

%D
207 p<0.01
L

B

10+

Wild Hemi

K7-5
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Met (nmol/mL)
4000~ D-Met L-Met Met
n=3
P39 4E+ SE
3000-
2000+
1000 A
0- ,
Wild Hemi Wild Hemi Wild Hemi
K 7-6
%D
100
75 -!-
50-
25
|
0 Wild Hemi
=7
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" PR BB

43/87 T

D-Met/ D-Met/
o-affo-Thr n-alio-lle

P<0.05
100 %
= {_j P<0.05
£
r_j
50- |
l
0 |L[  — )
Wild Hemi Wild Hemi

240

180

120

60

K 7-8

Leu (nmol/mL)

D-Leu L-Leu Leu
n=3
P fhix s

Wild Hemi  Wild Hemi  Wild Hemi

K 7-9
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" PR BB

44/87 T

%D

Wild Hemi

K7-10
p-Leu/ D-Leu/
o-allo-Thr n-allo-lie
0.6+
P<0.05
#*
o I
‘ i P<0.01
=} #og
0.3 —
i
0 IJ_I Ij 1
Wild Hemi Wild Hemi

K7-11
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Asp (nmol/mL)
80 - Ig;ﬁ;sp L-Asp Asp
P 3 {8 S

Wild Hemi  Wild Hemi  Wild Hemi

K 7-12

%D

Wild Hemi

K7-13
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46,/87 T

Phe (nmol/mL)

$Eﬁi%
120

80

40 1

Wild Hemi  Wild Hemi  Wild Hemi

K 7-14

%D
304

w—]

Wild Hemi

K7-15
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" PR BB

47/87 T

u.
v

D-Phe/ D-Phe/

o-allo-Thr c-aflc-lle

P<0.05
*

0.5 l—‘
N BRI

Wild Hemi  Wild Hemi

K7-16

ddY/DAO+ Jk -1R 4 :100107/1150

A5 AE: 091221/2327

D@E/E L@EE) D GmolVin)L Gmol / iniD (hmol/mLL (hmol/mL)

His 205 3229 373 804.6 373 80.46
Asn 36981 41076  616.3 799.3 61.63 79.93
Ser 46430 41717 778.1 8121 77.81 81.21
GIn 5204 254689 844 4609.3 8.44 460.93
Arg 312 1544 171.1 882.8 17.1] 88.28
Asp 108 4180 7.8 356.5 0.78 35.65
Gly - 203612 = 3029.8 - 2584
allo~-Thr 6473 nd 79.2 nd 1.92 nd
Glu 653 35932 31.1 18424 3 194.24
Thr nd 91402 nd 1364.9 nd 136.49
Ala 39695 182443  430.1 24788 43.01 24788
Pro 7389 23098  246.7 899.3 2467 89.93
Met 6962 12400 4198 932.2 41.98 83.22
Val 2253 27246 4.7 556.7 417 55.67
allo—lle 4241 nd 81.9 nd 8.19 nd
lie nd 15009 nd 246.7 nd 24.67
Leu 1125 76766 170 1262.4 1.70 125.24
Phe 1889 42878 20.1 522.1 2.01 52.21
Trp nd nd nd nd nd nd
Lys 2003 20140 1124 12125 1124  121.25
Cys nd nd nd nd nd nd
Tyr nd 566 nd 1437.3 nd 143.73
&8-1
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i

1z I

48/87 T

H dn: ddY/DAOC+ Jk -2KR % :100108/0152
D (Z/& ) L ( F1E)2 (fmol/ini. (fmol / in} (nmol/mL. (nmol/mL)

A7 AE: 091221/2327

His 526 7957 95.8 19828 9.58 198.28
Asn 103998 74346 1733.2 1446.7 173.32 144.67
Ser 124441 116029 20856 22587 20856 22587
Gln 13924 472122 2257 85444 2257 85444
Arg 590 3610 3235 20640 3235  206.40
Asp 271 7742 19.6 660.4 1.96 66.04
Gly - 850162 - 12650.5 = 1078.0
allo-Thr 21703 nd 2654 nd 26.54 nd
Glu 1144 65140 545 35213 5.45 352.13
Thr nd 424007 nd 63317 nd 633.17
Ala 83342 291070 903.0 39548 9030 39548
Pro 13549 37378 4624 14554 45.24 145.54
Met 16112 42435 9714 31902 9714  319.02
Val 6519 87425 1206 1786.2  12.06 178.62
allo—lle 12804 nd 247.2 nd 24.72 nd
lie nd 47554 nd 7816 nd 78.16
Leu 3247 273577  49.1 4463.1 491 446,31
Phe 4649 66725 49.5 8125 495 81.25
Trp nd nd nd nd nd nd
Lys 2722 26832 152.8 1615.4 15.28 161.54
Cys nd nd nd nd nd nd
Tyr nd 263 nd 667.9 nd 6679
K]8-2
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i
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49/87 T

% ddY/DAO+ Jk - 3R 100121/0137

F e 091221/2327

D@/ LEE) D Gmol/in)L Gmol / iniD (nmol/mL L (nmol/mL)

His 896 5024 163.1 12619  16.31 125.19
Asn 137509 31377 22917 6106  229.17 61.06
Ser 83876 56621 14057 11022 14057 110.22
Gin 15810 347321 2563 62858  25.63 62858
Arg 7233 5363 30655 3066.3 39655  306.63
Asp 180 4095 13.7 3493 1.37 34.93
Gly - 632713 - 94148 = 803.0
allo-Thr 22827 nd 279.1 nd 27.91 nd
Glu 1799 26903 85.7 1454.3 8.57 145.43
Thr nd 224739 nd 3356.0 nd 385.60
Ala 167673 139831 18168 1899.9 181.68 189.99
Pro 8143 10800 2718 4244 2719 42.44
Met nd 20964 nd 1576.0 nd 157.60
Val 23113 48573 4276 10128 4276 101.28
allo-lle 46155 nd 891.1 nd 89.11 nd
lle nd 30207 nd 4965 nd 49.65
Leu 2485 182629 37.6 2979.4 376 297.94
Phe 14621 371837 1585.6 452.2 15.56 45.22
Trp nd nd nd nd nd nd
Lys 22592 21397 12681 12882 126.81 128.82
Cys nd nd nd nd nd nd
Tyr nd 1849 nd 4695.3 nd 469.53
8-3
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o ddY/DAO- Jk -1KR%E: 100108/1553

D @A) LEE) D (fmol/injL (fmol / iniD (nmol/mLL (hmol/mL)

A7 091221/2327

His 1572 7144 286.2 1780.2 28.62 178.02
Asn 147059 72585 2450.8 1412.4 245.08 141.24
Ser 810429 79698 135823 15515 135823 155.15
Gln 19762 570459 3204 103241 3204 103241
Arg 6072 4464 33289 25523 33283 255.23
Asp 755 8502 545 725.2 5.45 7252
Gly - 420666 = 6259.5 = 533.9
allo=Thr 37582 nd 459.6 nd 4596 nd
Glu 211 55318 103.4 28903 10.34 298.03
Thr nd 228597 nd 3413.6 nd 341.36
Ala 4008335 236056 444062 3207.3 444062 320.73
Pro 150821 25428 50394 990.1 503.94 99.01
Met 828235 27891 409370 209068 499370 209.68
Val 24422 75055 451.9 1533.4 4519 153.34
allo-lle 34027 nd 656.9 nd 65.69 nd
lle nd 41573 nd 683.3 nd 68.33
Leu 169421 184833 25645 30154 25645 301.54
Phe 37312 69310 397.1 843.9 39.71 8439
Trp nd nd nd nd nd nd
Lvs 6243 46412 350.4 2794.2 35.04 27942
Cys nd nd nd nd nd nd
Tyr nd 495 nd 1257.0 nd 125.70
K84
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# 5 ddY/DAO- JR 2R %

DEV/E) LE/E) D mol/ig)L Gmol /inD (hmob/mLL (nmol/eml)

100109/0555

A7 AE: 091221/2327

His 1390 5964 2531 1486.2 25.31 148.62
Asn 135552 71605 2259.0 13933 22590 139.33
Ser 787541 76908 13198.7 14971 131987 149.71
Gin 19040 511922 308.6 8264.7 30.86 926.47
Arg 5542 3731 30384 21332 30384 21332
Asp 408 8158 295 695.8 2.95 69.58
Gly = 422775 = 62909 - 536.6
allo-Thr 36705 nd 448.8 nd 4488 nd
Glu 1890 55214 80.0 2984.7 9.00 29847
Tl']_r nd 225423 nd 3366.2 nd 336.62
Ala 4524703 227707 490260 30938 450260 309.38
Pro 125826 24174 42015 9412 420.15 94.12
Met 727290 26930 43850.7 20245 438507 20245
Val 27073 70291 500.9 1436.1 50.09 143.61
allo-lle 40478 nd 781.5 nd 78.15 nd
Ile nd 40793 nd 670.5 nd 67.05
Leu 168716 179624 2553.8 29304 255.38 293.04
Phe 39803 63484 423.6 773.0 4236 77.30
Trp nd nd nd nd nd nd
Lvs 5083 39403 2853 23722 2853 237.22
Cys nd nd nd nd nd nd
Tyr nd 498 nd 1264.6 nd 126.46
K85
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A 5 ddY/DAO- Bk -3R%: 100121/1539 AT 091221/2327

D@EE LEE D mol/ipL Gimol / inD (omol/mLL (nmol/mL)
His 3215 3628 5854 9041 5854 9041
Asn 133803 32277 22299 6281 22200 6281
Ser 672264 47192 112667 9187 112667 91.87
Gin 29985 288576 486.1 52226 4861 52226
Arg 12430 5485 68147 31361  681.47 31361
Asp 350 6090 253 5194 253 5104

Gly 414565 - 6168.8 526.2
allo-Thr 38905 nd 475.8 nd 47.58 nd

Glu 1792 28297 85.3 1529.7 8.53 152.97

Thr nd 154345 nd 23048 nd 23048

Ala 5207589 154249 b56425.1 20958 564251 20958
Pro 253001 8203 8448.0 3194 844.80 3194
Met 14075 4103 848.6 308.5 84.86 30.85
Val 55980 83980 1035.7 17158 103.57 171.58
allo-lle 80327 nd 1550.8 nd 155.08 nd
Ile nd 46110 nd 757.9 nd 75.78
Leu 219867 162732 3328.1 26548 332.81 265.48
Phe 52095 37548 5544 457.2 55.44 45.72

Trp nd nd nd nd nd nd

Lys 15146 14045  850.2 845.6 85.02 84.56

Cvs nd nd nd nd nd nd

Tyr nd 83 nd 2108 nd 21.08
K8-6
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CN 110133301 B OB B M
oo D-R I B
DAQ+/+ 1 DAQ+/+ 2 DAO+/+ 3 DAO—/-1 DAQ-/- 2 DAQ—/-3 t*‘f Eﬁ
His 373 9.58 16.31 28.62 25.31 58.54 0.069
Asn 61.63 17332 22917 24508 22590 222.99 0.198
Ser 77.81 20856 140,57 1358.23 131987 112667  0.000
Glin 844 22.57 25.63 3204 3086 48.61 -
Arg 17.11 32.35 39655 33289 30384 £81.47 0.169
Asp 0.78 1.96 1.37 5.45 2.95 253 0.080
Gly - = = - — - =
allo~Thr 7.92 26.54 27.91 45.96 44.88 47.58 0.018
Glu 3.11 5.45 8.57 10.34 S.00 853 0.099
Thr . nd nd nd nd nd nd -
Ala 43.01 90.30 181.68 444062 490260 564251 0.000
Pro 24.67 45.24 27.19 50394 42015 844.80 0.013
Met 4198 97.14 nd 499370 438507 84.86 0.220
Val 417 12.06 42.76 45.19 50.09 103.57 0.103
allo-fle 819 2472 89.11 65.69 78.15 155.08 0.189
fle nd nd nd nd nd nd -
Leu 1.70 491 3.76 25645 25538 3328t 0.000
Phe 201 495 15.56 39.71 4236 55.44 0.004
Trp nd nd nd nd nd nd =
Lys 11.24 15.28 126.81 35.04 2853 85.02 0.972
Cys nd nd nd nd nd nd f2
Tyr hd nd nd nd nd nd =
K87

88



54/87 T

CN 110133301 B i B B M
Hon R AR
DAO+/+ 1 DAO+/+ 2 DAO+/+ 3 DAO-/—- 1 DAO-/-2 DAO-/-3 tﬁﬁ
His 80.46 198.28 125.19 178.02 148.62 90.41 0.924
Asn 7993 144.67 61.06 14124 13433 62.81 0.623
Ser 81.21 225.87 110.22 155.15 149.71 91.87 0.895
Gln 46093 85444 62858 103241 92647 52226 0.406
Arg 88.28 20640 30663 25523 21332 313.61 0.435
Asp 35.65 66.04 34.93 72.52 69.58 51.94 0.189
Gly 25842 1078.02 803.04 53391 536,58 526.16 0.494
allo-Thr nd nd nd nd nd hd -
Glu 19424 352.13 145.43 299.03 298.47 152.87 0.817
Thr 136.49  633.17 33560 34136 33662 23048 0.682
Ala 247.88 395.48 189.99  320.73 30938 20958 0.978
Pro 89.93 145.54 42.44 89.01 94.12 31.94 0.657
Met 9322 319.02 157.60 209.68 20245 30.85 0.660
Val 55.67 178.62 101.28 163.34 143.61 171.58 0.295
allo—lle nd nd nd nd nd nd -
[le 24.67 78.16 49,65 68.33 67.05 75.79 0.281
Leu 12524  448.31 29794 30154 29304 26548 0.975
Phe 5221 81.25 4522 84.39 77.30 4572 0.586
Trp nd nd nd nd nd nd =
Lys 121.25 161.54 12882 27942 23722 84.56 0,355
Cys nd nd nd nd nd nd -
Tyr 14373 6679 46053 12570 12646 _ 2108 0.350
P]8-8
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Ff 3 D/AD+L)

DAO+/+ 1 DAO+/+ 2 DAO+/+ 3 DAC=/=1 DAQ-/- 2 DAO-/-3 tﬁﬁ

His 443 461 1153 13.85 14.55 39.30 0.145
Asn 4354 5451 78.96 63.44 61.85 78.02 0.494
Ser 48.93 48.01 56.05 89.75 89.81 92.46 0.000
“Gin 1.80 - = e = - -
Arg 16.23 13.55 56.39 56.60 58.75 68.48 0.086
Asp 214 2.88 378 6.99 4086 4,64 0.086
Gly = = = = = = =
allo-Thr 548 402 7.68 11.87 11.37 17.11 0.019
Glu 1.58 1.52 556 3.34 2.93 528 0.561
Thr to allo—Thito allo—Thito allo—Thito alio~Thito allo—~Thito allo—Thito allo~Thr
Ala 14.7% 18.59 48.88 93.26 94 06 96.42 0.003
Pro 21.53 23.71 39.05 83.58 81.70 96.36 0.001
Met 31.05 23.34 N 95.97 95.59 73.34 -
Val 6.97 6.33 29.69 22.76 25.86 37.64 0.181
allo-lie 2482 24.03 64.22 49.02 53.82 67.17 0.256
{le to allo—lle to allo-lle to allo=lle to ailo-Ile to allo—lle to alle-lle to allo~Ile
Leu 1.34 1.09 1.25 45.96 46.57 55.63 0.000
Phe 3.7 5.74 25.60 3200 35.40 54.80 0.043
Terp e = = = = = -
Lys 8.49 8.64 49.61 11.14 10.74 50.14 0.930
Cys = = = - e - =
Tyr = = = 3 = = =
K8-9
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56/87 T

Hd:D/B L

DAO+/+ 1 DAQ+/+ 2 DAO+/+ 3 DAO~/~ 1 DAO~/- 2 DAO—/- 3 A2 35

His 017 0.17 0.46 063 060 1.98 0.159
Asn 277 3.11 6.43 542 5.32 7.54 0.221
Ser 350 3.75 3.94 30.02 31.11 38.09 0.000
Gln 0.38 041 0.72 on 0.73 1.64 =
Arg 0.77 0.58 11.13 1.36 7.16 23.04 0.256
Asp 0.04 0.04 0.04 0.12 0.07 0.09 0.021
Gly = = = - - = =
aflo-Thr 0.36 048 0.78 1.02 1.06 1.61 0.040
Glu 0.14 0.10 0.24 0.23 0.21 0.29 0.158
Thr = - - = = i E
Ala 1.93 162 5.10 98.14 115556  190.75 0.010
Pro 1.11 081 0.76 11.14 9.90 28.56 0.060
Met 1.89 1.75 - 11036 103.35 2.87 =
Val 0.19 0.22 1.20 1.00 1.18 3.50 0.194
allo-lle 037 0.44 2.50 1.45 1.84 5.24 0.279
lle = & - = = = -
Leu 0.08 0.09 0.11 5.67 6.02 11.25 0.014
Phe 0.08 0.09 0.44 0.88 1.00 1.87 0.035
Trp - - - e = = =
Lys 0.51 0.27 3.56 0.77 067 287 0.897
Cys = = = = s - =
Tyr = = = = = . -
K8-10
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CN 110133301 B W OB BB 57/87 T

H&:D/% D

DAQ+/+ 1 DAQ+/+ 2 DAO+/+ 3 DAD-/~ 1 DAO~/-2 DAO~/- 3 + 2%

His 1.17 1.24 1.22 0.23 0.21 0.62 0.003
Asn 19.38 22.36 17.18 1.97 1.86 2.35 0.000
Ser 24.47 26.91 10.55 10.92 10.88 11.86 0.139
GIn 265 291 1.92 0.26 0.25 0.51 0.002

Arg 5.38 417 29.75 2.68 2.51 717 0.349
Asp 0.25 0.25 0.10 0.04 0.02 003 0.026
Gly = & =
allo-Thr 2.48 3.42 2.09 0.37 0.37 0.50 0.005
Glu 0.98 0.70 0.64 0.08 0.07 0.08 0.003
Thr = = =
Ala 1353 11.65 13.63 35.70 40.43 59.39 0.011
Pro 1.76 5.84 204 4,05 3.47 8.89 0.920
Met 13.20 12.53 - 40.15 36.17 0.89 0.483
Val 1.31 1.56 3.21 0.36 0.41 1.09 0.094

allo—lle 2.57 3.19 6.68 (.53 0.64 1.63 0.073
lle = = = = = - -

Leu 0.54 0.63 0.28 2.06 2.11 3.50 0.013

Phe 0.63 0.64 1.17 032 0.35 0.58 0.114
Trp ) = = - - - -

Lys 3.54 1.97 9.51 0.28 0.24 0.89 0.121
Cys = - = = - = =
Tyr - ES = o~ = - -

K8-11
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Jﬁ—,}fzz D/D-Asn

DAO+/+ 1 DAQ+/+2 DAO+/+ 3 DAD~/=1 DAO-/-2 DAO-/-3 tﬁ&

93

His 6.06 5.53 7.12 11.68 11.20 26.25 0.110
Asn 100,00 10000 10000 10000 10000 100.00 0.286
Ser 126.26 120.33 61.34 554.20 584.27 505.26 0.000
Gin 13.68 13.02 11.18 13.07 13.66 21.80 -
Arg 27.75 18.66 17304 13583 13450  305.61 0.192
Asp 1.27 1.13 0.60 2.22 1.30 1.13 0.232
Gly - = = = o - =
allo-Thr 1284 15.31 12.18 18.75 18.87 21.34 0.006
Glu 5.05 3.14 3.74 4,22 3.98 3.83 0.9565
Thr = = = £ - - -
Ala 69.79 52.10 79.28 1811.91 217025 2530.39 0.001
Pro 40.08 26.10 11.86 20562 18589 378.85 0.020
Met 68.11 56.05 - 203758 194115 38.06 0.226
Val 6.76 6.96 18.66 18.44 22.17 46.45 0.131
allo—lle 13.29 14.26 38.88 26.81 34.59 69.55 0.240
fle = i~ = - = - -
Leu 2.76 2.84 1.64 10464 11305 149.25 0.001
Phe 3.26 2.85 6.79 16.20 18.756 24.36 0.005
Tep = = = = - = =
Lys 18.24 8.82 55.34 14.30 12.63 38.13 0.743
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