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Lo — P T NS B i b G 5 500 2500 R0 2 KD VAR 1R 7 923, B FH AL — R I
W 22D —Fh — A 4 8 Eh AK I R U A A P FE N SIS I

2. BORIER 1 T, o prid i@ U A a0t — P a5 & — ke 0 i —FE2EA
B IR G

3. BURIESR 1 [T, 3 — A& WARFT L0 B3E A 43 85 B iR AR My
it 5 BT IR R T2 & 9 () B ik (X A AT [ AH  FF 20 A7 i 38 VBOAH 1) S 22 3057 2540 o

4. BUORIEESR 1773, Horp Brak S e 4 il 1) 2590k B s VG 27 52 m] Al v 5 ) K 4E 5
)\ zotarolimus. P8 Z B H R I 4 .

5. BURIELK 2 (17712, Herip AE PR SR UG A4 — B AR B2 2 R AR R 2 A
RFA BRI 22 50% .

6. BURIELK 2 (17732, Horp fE ek 38 BT A4 — B ARk B2 2 AR R 2 A
WA W 2025 30%

7. AURIEESR 131 6 AF— TR 732, Horp ik — 4 <5 8 Sh A0 B FR B L IR IR B AN BREE
UL EE B R AR T BRI Bl A Bl B 2 Flix e 5 8 B TR A

8. BUFIESK 1 31 6 BRI J5 i, Herb ik 4 U416 ) HA 15 20 43 FC R RIbr i
KAE METARZE SRR ZE

9. BUFE R 1 3 6 IAE— TR J5 3%, Sorp Brid 32 U4 &9 178 22 /0 29 30 R I FE 1)
FE R 55 MR o e fik

10, —Fofr FH T AL YBUAE: o i B e 2 0 i) 5 25 9 R 2 BRIV 4 6 4, B — AR L, 222D
— P e E R RK

11, BURIESR 10 FHEEGRFIA G, P a 5 o Z ke N i R s R &
LY/

12. BUCMIEESK 10 32 BUAFIA G, Hip 7 irid 3 BUAF 459 — PR ik fE 1%
FEARRUE TR S BRI &P 22 202 50%

13, BCMELSK 11 3R BUAFRIA &9, Hip A irid 3 BRI 459 — PR ik i 1%
FEAR R BT iR S BRI B 22 02 50%

14, BCMESK 11 M3 BUARIA &9, Hip Ae irid 3 B 459 — LR ik i %
HEAR R BT IR S BRI 4 &P ) 222025 30% .

15. BUFEEK 10 1) 14 (R E— DR RO &9, 2 frd i@ BUAF A A& & it B
PR PR R IR B A PR AL B VT R AR ot I8 ) e o i B 22 i 28 4> g 2R VR A )
RTAR e B .

16. BOFEE K 10 3 14 (AE— DRSO G4, Sorb Ik $e OGR4 &8 5 iR
.

17 BUREEK 10 ) 14 (AT — DS RO &9, 2o Ird $R BUAF 4 A P 8 & BRI
BEo

18, —FiH T NI it S e 30 ) 500 2540 1Dk B R VA R 7 v, s L —
MEAR S 22 /b —Fh A 4 8 S A K R B G R 20 6 W B ik N SIS I BUAE oy, e 7= A2 [ AH 0 3
TAH, 4 B PTIR 3G WAH, UL AR S 23 B2 23 A B B3 VA LA 5 S22 310 1l 551 259
IR
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19. BURE K 18 1773, Horh prid e BUAFI A Gyt — P A8 o B N ZEE s HR
“We

20. BURIELK 18 ({7715, Horp BT ik S e 57 2590 16 B HR VS 2 5 m] At o 5 7] AR 4E 5
H) | zotarolimus Fffl 25 22 B SSAA AL i IR 4

21. BUMEESR 18 §y7732%, Horp 78 rd P B TR 41649 b — FF WA iR B 12 FE AR B2 AR
HARAFA G 2D 50% .

22. BUMEESR 18 By7732, Horp 78 rd P B 4164 b — RO BRI iR B 12 R AR B2 AR
MAFN A G 202y 30% .

23. BUMIELSK 18 2| 22 AF— I 77 v2%, Hed Brik — i <g J 3 0 B B PR B T R B L AH 1R
B FUAEE B IRAR B R AR sl A Bl BE 2 Rl X 28 4 B IRIR G

24. BURESK 18 2| 22 AE— TR 7712, Ho Frid$e BUA A & 948 22 /0 30 $EICFE )
N 5 M Rl

25. — P AL S ML LS A & TR RS B S AT, TRk H (a) B
gy g & ’/'\—W%TQ?W%‘J%U%%E‘Jﬁ&“—ﬁ*?ﬁﬁiﬁﬁﬁEl)ﬁ’i,ﬁfﬁﬁar?m%ﬁ‘ﬂf%ﬁi
H HH7H % %a] b e A K YE R ] s zotarol imus AT M2 s FT (b) 8 —FE
W 2 b —Fh A0 & B ER AR IR BGAF A A5

26. BUMEESR 25 IR EGH &, i — DA G S AN A SRS, ik 459
F ik B P P LA At e ] K YESE ] L zotarol imus FUEN 2R Z ) B 2HL 1) 22 20— ol
o S AP Z59) o

27. BURJELK 25 B 26 IR IRF &, 2o frid — 0 & 8 3h A ST i IR B L I PR B i TR
B R EE I R B R B

28. BNk 25 B 26 IR AGR &, P e BUA A it — P& o B A
TR R s RS .

29. — AL AT I A IR, TR R4S % B A B, TR sy ik B (a) §
U It G5 22 /b — B AR 259 ) 22 b — R bl A s R AR, %ﬁ%ﬁ?@ﬁﬂ%ﬁ%%ﬁi
H 70 2 5w Al v 5w KA 5w RN B A m A R A s R (b) SREGRG A&, A
FZ AR Pk P2 U A A 29 50 %6 1) — B, 42 R AR I Frd 3 U 40 A 4 1)
2130% -33% ) & —BE I —EE IR AW, K, R 2 2D bmM R RS IR BR B AL & 22—
T G 2 A 0 25900 R0 HRALE 40, I3l S e k3R 25 0k B FH VS 20 55 ) | Aih v S R] AR 4 5
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T % 7% o th By I 30 50 259 12 B 57

5 T

[0001]  AS S S a2 Witk G 2e 7 A, SR S K8 B0 it 80 5 310 il 3510 2440 Tk i K
S R, VA R S ) 2 A 5 2540 R B R 4 S i

[0002] 5

[0003]  Iffa bR BN R IKTVE 22 4 73 AT ) A0k 40 B B X, 038 A B A ot 1) — T 8 B 22 L
fli sy — B G B, 4 T AT 5 P AFAE I 5 A ) B RORS i &2, DRI IR e 76— 8
SAF T AL LA/ BEEAT 53 B, AN BT 4 23 B 40 AP ik 4 i s EC At e o3 BRSSO T4
g2 ansak voR/l 8

[0004] 52, ez 4 R 2590, 40 pG BB R (PR N BB 2R ) At v ZEE] K 4E B ]
temsorolimus FIMEE Z X T AR P EEF ARG K& E A HF BmEPdiE 1 5m
H R G2 5 IRVA T A2 A ) o A8 S BN IR 25400 96T ST, S ) 2 00 ) 550 1 L 0 P2
IRP R R B BT 1, U AS R 257K S B MY (BB HiF, 21
KPS AR BRI AR o PRI W0 S B 0 S ) I A, AT 25490 351) = mT LA
YT, D 25 A e 0 B R RS o FH T S0 B2 P Al 551 01 3 K P PR 5 1028 Wi 1 23 1R
AT 2 FIER R .

[0005] PG, S R 06 75 AR E R i R LAt e o3 R AR U 43 B o BRI S P ) S
HEIFN P LR, LE &R B8R g5 E AN EAWAEE. THP %A w5
H) R AR 2= 32 B AR FE A 20 40 e T IR, JF S R I A B B A6 il v S E] R
P4 % 5E5] ly FKBP, M A 25 A58 E (cyclophilin) o« A T HATRAEAH S 25 Wik B IRFS
W, 456 246 ARN A EHTE E &2 AT NG G TR AR 5, 990 Llig
V2 AN )77 200 &, AL, RO ) fe 2 7 A sl i, slopig sl .

[ooo6] VG 5] MM (R 45 & a1 R4 UE B T8 A WLEH, B, L0 PREE)
OB AR PR S . XL FINE S G B AR T IR RO IR 25 . AR 4 B S AT ez g
KA INRE BT 2590 I A AL AT ] B8 A2 1] IR, B A, A8 45 i PRI 58 4 1l
BYERR Z A WS R M A2 A . EATE AR R, A AT U I
ito VB RN FH T8 G 22 0 A 2 R A IALYBORE ASER R DS 27 5] At e S m) sl g 2R AR
05 05 5 SE BN BRIP4, AT P R B A A5 5 B BRI ), (LR AN I K i 4B
Ja B 5 53 Mo A Ath — FRAE FH BT LS IR R = A2 T s A ERTHE L, ER] A 3K 48 3 )
HAMWAKEGERZE T 8851, S8 Rz 0iln 259 $E B BB R TR s 28 K , 12 S 5259
AP FRT I &7 T ANKS iR o )2 A8 B R B S SRR 7 AR T S = IR R AR R A B ]
I

[0007] Gz HNHIF 59 G 2% 73 W7 Ak UL 2 R X mT SRAF 1), (EE FR A T ik el 4 & i
A (B, FKBP) 5 9 5 il 25 4 A o 385 A8 FH I S8 o0 B2 R i, oo J i —
PUVR 5 G IR 55 A LR BRIC RIS e bl (Biltn, myneds - 152 550) ) 54 HH
BTk S GAr m N 4G Bl B bRid PR ok g 5o 1K 28 G s 23 BT 1A R 52 26
A58 FH ) G 5 0 TR0 PR R 52 2 ORI AR P 57 BT s i)
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[0008] A WK H Ao 42 13 5 S e 70 B — S A0 P (¥ et fg e 8 1 ol 5] 24 1 S B ) 21

Mo IXFEMISRBGR AN A AW HE G /b v (i, Caiise ) Wk 2 a 2, AR
SRR AR PERE ) R K TR R S X e AR B AT

[o009] A&

[0010] A% BHERAE T A MM A S BB S0 35 70 254, TRl = A B2 SRR S
G 3% 3 AT B 43 AH 28 R0 IR A B U 1) SScE I B BDGRR AL 5  F0 g v, BT I e e 0kl 571 24
Wl an, V9% w] Al vl A K 4E 5] temsolorimus, zotarolimus. B % F B AL
Mo AR BRRFI S G — T (DMSO) , 2 /b—Fh — M4 8 Eh K . A& B IR
(IR T ZH AL 5 DMSO, AR Bt BREY: « 165 BRBF A IR B SR BE IR R AR W R A, DL S X 2
J R P Rl B 2 R R S I R DRl — R AR IE R AL DMSO. 4B £
FEA WA RIS AR T 16 20 —Fp R, LR 2 2 — R/ (BG) N 1 (PG) , B EG
PG KHREYTP R E/D—F. B4R DMSO.EG 1 PG & 7E /K ] VA T LA A J2 o J0 Sz 56 %34k
(AR ZE SR, e AT e PR B B P ), s i i A R A 2 R0 o 381 2 10 R 4
MUVR G A2 T BATRIL, FEA74E M & @ B & 7RI 00T, 58 =R B R (1) DMSO A BA
78 B A T PSR B I e B IR 25 o SEAh, FEAFE N TS, 0 S
EG 8K PG VR4 B (LA R FE (¥ DMSO ] L7 2478 #5010 8 AR PR30 B AR ST A5 FH B i
N IR EAS R BB VER o 1K LCLH A (R — PP A8 T 7= 28 B S 4R B A (K28 S
J&, FF B 5 b AR A 1

[0011] A< BH I A FEAS I A i o S e )0 2590 (R FE /K (R 7 15, G AP 3R - (a)
AL DMSO. M 4 g ER AR (3R AT &9 5 B i DA i 40 65K B B R Y
Y s () A4 P DR AR A 5 & /b — PR B A AL &R B U BT IR A, ik Bt
IRBRER TN S 8 F I 25 W 2 S RONME R 5 (o) R & T TR ST aAcfn i SRAa i1l A7
FEFFE S A (0 BT IR S 5 F IR 25 0 2 TR R & 454 S I a8 BTk o i &4 s #0 (d)
LT BT S WAEAE. D3R (&) hEAVIFAFERRI AT R AR FRE TES
P AL G P S B NI LS & B o i b R B RIPUIR S A0 moRidET . i —20
s 7 AR TP IR (d) TR AW A7 AE R DA A AR D A BT AR AT B m] S
kg G0, (o) PIEBIME S .

[0012] A< B A 55 FH T 23 B e e 40 500 25 40 R B0 P IR &, B8 & Ik 42
BURFIA S 545, TR EEBEAFILL &85 DMSO. 22/ —Fh A& Jg 2RIk, SEARIERY
AL T & T I BT A ) R R, SR A DU, kiR Gt — P
0058 A, LA S T iR S e R 25 1) 22 /b — BBk sl g B it SEARIERY, By
ARG B A 5 =4, IR 58 =48 O A 8 5 S B IR 25 0 1 0 BRZL 540, BT il e 2
I 250t , e B H P 2 R R] At v B ] K YE S E] L zotarol imus  FRFE AR 2RI
YIRE R ZEL 1 e B P o

[0013] A% B B AT 25 1 e ) St PR A B AU P 100 G 928 40 7 FH 1000 2 v 20 B ) A e
VH) MKAESET] L temsorolimus. zotarolimus FIEAFEE 1 MR FE KT . A % BH KR HL
TR B AT 257K T (0 SRS A P =, ()R R I PR S s B4 7 5 5 A

[o014] it Bl A iy 24 IR
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[o015] P 1 &7 1 A DMSO Rl BRAEE AT B I A b 16 7 2 5 w) (R FE B s 30 45 2R
[oo16]  Pf ] 2 7w TR DMSO FIAR AL E5 & At BREF AT SR B IR o 1 17 201 5 ) ) 2 Y
[RIEI 25 3

[0017]  Pf B 3 T7x 1 I DMSOEG Flm BR B AT B IMLVEAE it 1 75 27 5 ) P $R B 1) S 0 &
Ro

[oo18]  PH ] 4 s 1 nFAk B @R & AAS e BH 3 BT 4 S 0 i B ORGP ) SE
WEER,

[o019]  Pff ] 5 R 1ok B HLA HE AR A AR 4 57 i A8 FH Rk B 4R e B A8 A o 32
WU 78 R IR LU AL

[0020] V401 B

[0021] 1. KR

[0022]  AJ BAFE SR BG-G9, LR TR B LI b 1R A 40 i) 571) 245400 9] oy 20 %
H) B ORI AR M A2 F I s R FH AR B 4 B R 416 0 e 1 o P 300 i 500 25 4900 7K ~F 10 7
5 UL AR R B R O A G 2 Wk R & AR BRI (9 5 V2 A 46 S 9 4y
s JEH) FH G 92 S W R S e 5 By, W, RS R B BRI, BREE SR (B,
FKBP) , FH T 5 S f I 258 73 T 0 B G T i o

[0023] & X

[0024] AR5 AE Uk B, RN EL SRR Uk B A b A A IR B F2 0 Lk 1 2 o

[0025]  GnE AT I, “ A SR 254 7 B¢ e LR R AR TN B R KR
THEY, HE5EMER (FP3EA)) SOMIER WOV 2= A B AR R SHER
AR G5 o ATATT AN B LA S T R 1R T A 2 2% BP0 22 X AU Bl DA Ay At S Ak () 32 1)
3R DU ) o e P 5] 45 7 27 5 W) Ath b 5 w) K 4E 5] L temsorolimus, zotarolimus
MR b e 5w FII U5 72 calcineurin 14, APl RGN T i 40 i
TE o 40 i BRL - 0 L AE A 2R 2 A E I RS A . AHEL 2T, D8BTS A] AR 4 S ) A
zotarolimus [ = 80 SR T IHAE 2= (mTOR) , — Rty a2 10 40 i i SR 15 2 1, PR L3
A8 5o mTOR RV A S5 35040 Mo B8+~ IR Bl 1) T— 6 2 40 M BB 3 i 0 ol

[0026]  FRfluss AL A= AE A Fro VIR A (FHIRER) My XEXB b K4
H) (RAD) 57425 w] 45 7 e ik 7 s AE R C e

[0027]
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AA10  AAl1 AAT  AA2 AA3
Meleu Meval MeBmt Abu Sar
AA9 H *& AA9
MeLeu H Y ’b MeLeu
HyC—N— —-C—N—C-——C—N ——c-ﬂ -(:—-N—-cu2

ypfe bt Tl
0= H;n_@_n_n_i_imé% j\ _%_¢H ’
MG

AA8 AAT

AAS
D-Ala Ala Meleu Val MeLeu
HEE

[0028]
» OCH;,
C b/\/OH
RAD

[0020] &M T ME R 2 AT BRI . A% HAFEH T35 R sy
FIZRAA R BGR T BB 772 o I R MR ) 6 o $2 IR A8 STk o 48 2R 57
.

[0030]  CL&&Hil 4 T B AR R I 2 AT B s R . 4, X el 45, B MAET 2 10 SR AR A
TEATAEY) (PCT [ B HiE WO 92/05179) VERMHEZ R 27- 5 (BRINEH] EP 0 467606) ;
TR 2 42- FEAR R (£ L No. 5,023,262) ; "M EFMNEFR (EHLH
No. 5, 120, 725) ;T WA % B4k (EEHER| No. 5, 120, 727) ;85 IHE 1 P RELEIERE (26
[ & F) No. 5, 120, 842) ; LA K 75 A i R £h A &= Lk R 2 (€ W L F No. 5, 177, 203) 1 il
o B MHEE 22K LS I RARAEAE A N S M TE U & i (K. C. Nicolaou et al., J.Am.
Chem. Soc. , 1993, 115,4419-4420 ;S. L. Schreiber, J. Am. Chem. Soc. , 1993, 115, 7906-7907 ;
S. J.Danishefsky, J. Am. Chem. Soc. , 1993, 115,9345-9346. A&EBHAFEH T ESHE &8t

A RIS IR PR OGRS BT ¥ 0 B A B il
[0031] 5 A %5 3% ¥ o5 — b S S 3 4l 77 2R ALL ) 2 FR-506, thFR O ik ve 5 =], Ho 7 8

7
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S. tsukubaensis B k. FK-506 4L X ALK & H] EPO 293 892 Bl AT, FK-506
1 AL L 55 AH 5K 1R 2R 7= ) FR-900520 F FR-900523, H7E C-21 Ab7E ‘& AT 1Y ¢ 5 HX
R IE EAFE T FK-506, 70 B H S. hygroscopicus yakushimnaensis. 5 — F B4, H
S. tsukubaensis =4 [ FR-900525, 5 FK-506 AN [RI7E T 7SS e 2 B 340 45 0k il 2 B S A1 %%
o AR BAREH T FK-506 BT & B2 FIFE GRS BT v 4 B i e A il &2
Temsorolimus #& V4% 5] ) o — Pl AT AE4, FEnT DL A A BH >k )

[0032]  ABT-578[40-epi—(1- PUMIL ) - FMAEE 2 1, UA1EN zotarolimus B4 T &N,

FER H WA 2 5 I A W BRR = I E . Zotarolimus (IEEHIFER D st
[0033]

(Ib)

AD

zotarol imus &§ 5 HJ4K

(la)

Ao Lo gaa)

12 13

[0034] AR BIELHEM T zotarolimus B E 1Y SRAUM A S2 B ) SR BT 325 73 BT AT
TR AAE SRS T S AR 25 W48 AT 1, ARTE “ Z5 A EARMLLR) ” R W prid 25 ) /A
11 G ARBLKI 546, AN TTT BT 25 ) 5 4 PR 45 15 22 /0 — Bl LI & ik (i, 45654

8
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M)

[0035]  An{EbAS ), “Hidhk” 248 H— M el 58 2 Fh 2 IRZH i & 8 5T, ik 2 IREE A |-
A e 3R A AR R el S e SR R B R R ) B . IXAD RGBS 2 s PR S e BT
FIH A B UL MR B3R R 40 TR 7 A TA I S8 Bk 8 1 25 B 4% kappas
lambda. alpha. gamma. delta. epsilon Fl mu {8 2 X FE K, LK TR o s Bk 87 n] ZF X FE
Kl BHERE 73254 kappa B¢ lambda. FEHEHE 53254 gamma. mu. alpha. delta B{ epsilon,
FLHET E T Bk EE 2R AL, 73l ok TeG. TeM. TgA. TgD 1 TgE.

[0036]  CLANMLAYH G RREE T (PR ) SRS A B DU SR AR B4 DU R AR H P AH R
ZIRBER S, ARG A" R BE (49 25kD) FI—A" E” B (4 50-70kD) » FFA
BE N- Rum ki 7 EEXPUR PN T 100 2] 110 MBEZ MR BBRP X, K
T RIAREREE (VL) 7 R AR ERE (VH) 7 F3 il R TR SU R RE A R

[0037]  HUARAE A e B S e Bk 1, BV 5 AR BT AL 7 AL VT 2 RUFSRTE ) v B
MAFLE. BRI, 20, B 2R B OE S0 RE DX P () B Ny Ak btk = 2E F(ab’ )2, —Ff Fab
() BB AR, LA B Rl R B R B VH-CHIL (F4R8E. F(ab’ )2 ] LIFEIR AN 4 14Hd Sk
FITABE X ) — i s, ANTTKG (Fab' ) 2 KSR Y Fab’ AR, Fab' BLARFEEA b2
HA X B3 1) Fab ( FUABPTAR B B2 1438 2 0L, Fundamental Tmmunology,
W.E. Paul, ed., Raven Press, N. Y. (1993)) . HAREtSCHEPUARITEALTT S RIE T R FhPrik
B RGN GG BEAR, IXAER Fab’ 7 BORT DAk 25t B0 iR H B2 DNA J7 V2R Mk
Ao

[0038] PRIy, 7E BEAS FH A ATE “ Bk i A 45 18 1 58 BE BT AR e 1 = A2 1), BOR) H B4 DNA
TVEMNA PR R B, RIE “Puik” W BFE R EEPUAR (MEA B2 IR ERDUA),
SRR HE Fv $i4k (sFv 5 scFv) , Jp I A2 (B RE A ] AR R B 45 S fE—if ( Rl
W kL) SRIE OGBS 2 k. $V8E Fy P 30 E R i) VH-VL S 240K, AT DU,
5 VH- F1 VL~ @l /7 51 (A% IR R, FTid VH- Rl VL- 4afidh J7 4 1 e Hh o 0 i ik g i e 3ok
¥ (Huston, et al. (1988)Proc. Nat. Acad. Sci. USA, 85 :5879-5883) . H.4K VH Fl VL 1E N
SRR 2 IRREAR LR, VH R VL S5 AEL i 4h & o scPv HLRRIVE 2 HoAth 2564 AR
TR AR AL FAMST RN B 2 JIRBE NBTAR V AL B R R 43 1, ik 73 147 8 il
HHURG SRR G FEAR RN = YE S50, 2 ARG AR N A G (20, 440, 56
[E & #| Nos. 5,091, 513.5, 132, 405 Fi1 4, 956, 778) »

[0030] G {E AT IR, “ R 7 A ) A H R B A I i) o, LA PRBEAE AR T IAAE i b o 53
P el LU AT AT 50, FIT iR W) JoAF A6 R ARATAE R e 1 45 6 O A4, s30nT R8RS e
ZEaTR . PRI, 450 T 2 mT ALE 73 B vp 56— P sl B 22 P oRs S 1tk &5 5 F AR I )5
[0040]  UNAESLATH(F), “ S5 G EAAR” R E5A XTI R, B, — X5+, Hrp oy F2 — 55
DTG Rt g G IS G EARPRR A R S5 A BOR . BR T s o A b 8 AT
PR PR LS SRR A1, FARRE R M 25 A Bk ] DL FE A s F Pt AR 22t B ok AL
PIRIBEEE 32 L HAMZ IR 740 NN 52K 73 il B DR~ A L Bl 3 ) R, 5555

e [ NP R S A AR B R BUR PR B BUR IR A B B SRR R 2 s 1 L R
SE5Y), S5t w4 DNA J7vETE L,

[0041]  RiE “FERMELG7 e GRS 5 —A (B, 2 IRMEE (331

9
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V) N Z IR ZIRAZIR 7 7 BN LR 7 1 ) AR e AL AL e 45 & e REE“Hr
FEEE G RN, B+ / JeyIE G maz . (Ban, 5007 ) 2a4ERe it Bhra+ (1
r, sk 2 R MR AT s BT AR R 5 1) AR D 2 A5 AR 2 b b A R &
/b 10- 8K 20— 1%,

[0042]  FESPELA G IHIRI P RIBURGERR A “H o T 1% e JH ) 259 o

[0043]  ARTE“HHI IR LA 2 TR 4 B 4k o i) LR R e R S S R T 5 S
B /R EFRITT LB A8 2 EAH o e b qs A, TAH [ 2 i 4 3R 50 5 4 o3 i i) 1 45
HIER“EAHEDE R E S5

[0044]  7E AT HIIATE “ Frac AT 28 45 & Bofk, Ho 4G4 0, RI% 1R 7+
PEGE G 3% 4 e, HAE TR S AR IC PRI, BUAE 23 B A48 FH S TR0 22 A FH AT AS U BR324 b
W

[0045]  “HIAGINFRICY)” RLFELHFE HIES 73, Hodd Al A I ) mmT Bt Ay ml A I o

[0046]  Grdf A ict EIARS 5RI B A8 ), “ ELREARIC A7 A IR AL TR bR ), Hod i
AT 75 2B 2 RIS b

[0047] G T Fr i ORISR BT A FH 1 » TR AR 04 2 R e e 4 -G A IR 3 1) ] A
FRicd o BRI, (B FR L) A FR IR AT IR0 40, FOR AT IR o e e e S5 A k. 2B
FPTAY) 3 2 A R B IR R0 o Ry 461, 49 2, T e P AR A BT AR A 2= i 1 R i
L FEA B A AR L BT

[0048] 4R bAT (1), ARTE “Fonid i R fR AT, 20 S5 hRc i H ok ™ A w] A I
5% PR, 490 40, 72 FU Bbr ic 1 B bR I BT LS IR (Femipiln ) Bk
P RTREIINE S, A K SN )

[0049]  ATE WAL it 7 R FRE A S M HI I 2598 73 AT BRI IR I 3h A B AR B e 3 VAL
AR . I Ly LR AR F5 A RIS P PR Imi AR, B a4 I I 975 I 3 < 9 VR
BV TR IR EL VR, AR W T | Mgy RT3 PR AR BT ) 25 40 43 W40, YH VB PR 973 4
S p e A Et Y i N At b ) e W 5 DA B4R Y = o NI DR E i O = N ) v
(8], B A it AN SR40 A A it o

[o050]  II. fREGAFIHEY)

[0051] A% B IR st i 4 OGR4 6 ) A s — AR AR (DMSO) « 22 /b —Fh — A4y 4 & Th Al
Ko A I B BIPLE AT AL G0 AL G DMSO, DA S it BB « i R BT « A PR « S B it R R
Tt R ) 1) 22/ — o BRI (PR A0 A W A 46 DMSO, £ —BEFNA — B 1) 22 /b — P L BRAT AT 38
E BRI, UL B o LIE A R B AL & R T /K28 OB 28 AU, IR Y 78
20 4k [GRE A — A KR NI E R, I Hod b KR VR .

[0052] AN A BH (IR AL 40 e (AT T A B 0 4 J 2 mT DABE A, B i) #h A2
PEERT . AIEHERIE A B A &R AT VAR . Fl AN BE 55 25 Mt B g vl g 1Y)
T EEHE T HE CEHE T RGN R IIRE T 2EAEAN. &R
BB 0] DL AT B B B, B4, x4 AR & VB IR 36 AL 4 PR Eh A S R 2
DLk 4 JE 2 R it IR EE .

[0053] 4 A5 EG B PG — & H I, 76 B iR $R 0GR 4640 0 16 DMSO 3R B 4 R AR AR A2
FEBAAFNA S 202 50 %, UL R/ 2 80%, Bl 95% . &R EhikE 2R /DY

10
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5mM, F] LA FH 5 ik 29 400mM (IR BT o B R DL IR BETE R 2 20 30 212y 76mM. (=1 3hilk
FE RIS, 904, i T2 75mM, W] B 75 B AERE I 040 #r 20 R A B G & 0, 1l £ — %
W omekbrEdEmERaE. FRBGAHA GBS G RRE Tkl LA miis
DMSO 5 /K -5 4 J@ £ o

[0054]  HUIE AN RIL, 24 EG F PG 40 KR 7E & U RIZH 54 1, W) SEAIC Y DMSO [k i 2 5
A XL AEY T, EG. PG 8 TR G4 UL AT M- U4 & i 42 2
2118 % RIE L) 25 % 32 33 % HIIR FEAFAE , DMSO DA% AR R R BURFI A B i 20 24
50 % MR FEAFAE -

[0055]  TT. ulisase f SR AN 1) T2 B

[0056] A<k BH IR 75— Mobt >k B 34 DL RV L34 « SEALIE R N 2R R A i 1R AT
[0057] A& BH I 77 ¥ ] IS FH AT BE 5 A B BRI 0 AT (i, Sz 3kl sil 2549) ) 1
FEATTAE St AT, 451 40 i YA

[0058] i ik AT AT VR G A, FEAT-AnT A BE 1 5L st AT A 34k 458 1) 50 1 L 0 o 5 R DK
T A P8k, S8 BRSSP . — kb, 25 100 1 L ]2 600 v L 1 MLEFE 5 24
200 1 L 2125 1200 » L F-BOAFIA SR GIE BNL o380 LB R, S5 PRI )42 Hum
REVRA 150 u L IR FE 54 AT 300 1 L 4164, I K iéin 5-10 Fhsk5e . Hig ApLiki it
IR BORA W2 & T 515 AR TEL) 30 $ IR 2140 50 FR QR 2 (R T A T Bh 3124
AN ERIAT IR . AEIRG 25, PP AR B TF A & B 0T B0 il A IO ) ke = A2
ISR TIEIAR o« IRIERT, BTIRTR A WLE 13, 000rpm 250 5 73 8Pk B UTIE o 76550
ZJ5, A RAETIE A 7508 BIEW. ARG R HAEATE A IR, GFE G f 52 75 47
Kot BB S T

[0059] III. 4=/ HT

[0060] 755 —ANTJ7 I, AR B B Az o3 i, L RT DR TR it S 2 30 i 551 25 90 1)
EMESE R/ B . AN R I R R N A o S 5 R 25 R B KT T
%5, AR TR (a) HEE DMSO. 2 /b—F ZAh &)@ Eh R BT &9 5 Bk P A S A0
IKA AR TE AR S 32 B 5 (b) o Refs &5 & S e iR 25 i 22 /b — R bk sl B
5 Pk A P2 U A &R T il IR &4 5 (o) E1EA T iR e i XA ik /7
TETFE S0 IE 5 iR Hr Ak A G35 S NP R BT 3R S e 30 U500 245 0 2 TR T 25 i 4 A1 T
W E RNV A Y s F0 (d) AT AT R A WRIAFAE . AR B I S iz 43 #r ml LA
FH A& 20 AR ART T 2R AT, 1, (HASFR T2, S e A SE P P HE X (445 1E 5.
R TEF PRI 387 ), B IRIRIE e R ARIL T, 748 AR % B 42 ORI 59
ZJ5 s AT CAIEAT AR 1) 58 4 PR o) B 95 43 T o

[0061] 75 FH WA it o 2 300 )50 245 40 1) 2 P B8 A P S 23 by, 4565 B 3 1)
TR 25 22 /b —Fh P AR B8R B S MR BE S B AN A e B R 25 1 A2 D — il
TR i B S R B i, SRE Ghi g - 9 EE B - AR B E6Y. diaRE
G BE M HIFIFAEFE G PR A8 A (Ban, FKBP) v LA AR IR S o dr. v
%5 H) B yE 5] | zotarol imus . R EE B2 RAK 4E 5w 1R R — P BT A AR AT,
A/ B Mk B RTSRAT I, AR AT X e BT DA A o DR R AR A S T = B
H) [ Abbott L5 % Bk E AT RAF H IMx ® P 255 w] 73 AT 1 43 1 B v FE BT K (Abbott

11
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Laboratories, Abbott Park, IL) .8k Abbott SEZ& %46 HITAr] FHoAth /G 2 B w) 0 ik ) &
(Han, HHEEARP RN B F & EAAEHR) .

[0062] 7 A= S T+ Ho JZ A 0 25 P49 a0 v 2 5L m) BRI BT AR B s S 1 K 7 22 AT DA TR 7 AR
HEE RBE/Dnj /I Ut =SB H — IR 0 2 55 ) —27-CMO- 15 R 32 S e s (1 3R AL
b5 725 4 A H VS 5] —42-HS- midn MR B =il v ez . BN G, i fER G 22 A
3 RAE V8 % 5 w) —27-CMO— BiA) AR R 38 Ao 3 s, N A k&5 AT iR i i H 25 0. AR
Ty B WRNE B 4, £ 5 SP2/0 BB AR HESE £ T (PEG) & AEI . TLA R IR
10-14 RIGAEAER E ETA TPk hiry B 3 m)iG i, 25, MR 7R F BR300k ve i 4
ARFErale. F=Am v FE 72, JE7E IMDM w/FBS (Invitrogen Corp. ,Carlsbad,CA) ZHZRE%
FREEY R, BT AR &R A A SRS At W ERrR AR L Ve 2 5wl ik xt T4
PG 2 SR AR YEBEF] R zotarol imus [ 9038 23 B H A FH AR 2501

[0063]  FH T4 v B &) ) e 38 43 BT B 7 Ve PE DL 6 I BLARAE M. Kobayashi et al., ” A
Highly Sensitive Method to Assay FK-506 Levels in Plasma " , at pp 23-29
of” FK-506 A Potential Breakthrough in Immunosuppression” , A Transplantation
Proceedings Reprint, Supplement 6, Vol.XIX, October,1987, Editors T. Starzl,
L. Makowka and S. Todo,published by Grune &Stratton, Inc.,Philadelphia,PA. H¥5iA
I

[0064]  FH T4 400 1 22 (1) e 2% 43 A7 I 7 Y6 1 B0 8 B A 2 AR FH T 2 3 55 2= 11
Abbott SEH RV A 3RAF ) AxSYM @57 2 70 BT K 120 1) B8 v B A o

[0065] Ptk — 25455 S5 VAR I AT LIS FHARAT & & B BEASRAS I o 51 2, it m] LA
ARSI AR I AR, SRS GUA - 29 B - EWRIAFAE. AT LME AMEATE S AR IdY) . e sE
PRICYIRIE B AN R SRR, (B IEFERIPR 1A L T B A O 8y — M 2 A 53 4
JR— & AR RIS S .

[oo661 A H AT AT BRI AT S P Ak 5 HoAth 255 85 I PR A LR R 7 B e i 1
A A AN o AT DA A AR S0 N AR AT R A I AR 10 0o 50, TR AR i 4 mT A
FEFSUR PERR I, B4, °H 2T S VECV PP s AR 1A, 81, B o A e o A A )
TR —6— BRI U, 05 Ak R OCRRICH, I, Y IERE (acridinium) FTAEH. K
&KV S il L phenanthridinium [, 5855 ;52 06kRCHY, B0, 2063 (- 230
F6- AR IR 3 6- REETIEER 5 (6) - RILRIGF 6 /NF - FOLE . 6- TR
2 ARG, 5% ), PP VEIHE B R- BAR BT A (hALE: - IniE R alie
) s IEARICY) B - BE R R R NVAR A . ARG BRI R AR ) A T
I LLLE Polak and Van Noorden, Introduction to Immunocytochemistry,2™ ed.,
Springer Verlag, N.Y. (1997) F1 7F Haugland, Handbook of Fluorescent Probes and
Research Chemi (1996) 14k, H. /& H Molecular Probes, Inc., Eugene, Oregon H i
HA T IR E %, K — g g &R H T AR BT PUE bR ic ) 2 5 &
JEHRICY, B, 1Y nEE -9- E L. HA 4T A LAZE Mattingly, P.G. , and Adamczyk,

M. (2002) Chemiluminescent N-sulfonylacridinium—-9-carboxamides and their

i

application in clinical assays, in Luminescence Biotechnology :Instruments and
Applications (Dyke, K. V., Ed. )pp 77-105, CRC Press, Boca Raton "3k,
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[0067]  WIAS I AR ic 4 m] DL 4 b B8 1 A8 e 45 A BI04 0 B B o A i R A Bl bt
Ao AT AT R BB ICR ) S 491 2 EDAC (1- 43 -3- (3- R ZE W) Tk gL ) ,
HA M Sigma-Aldrich (St. Louis, MO) FiMk RISk, BT LAE A 1 LA AR B2 A4k 2
H o AR IR I 456 BB T i AU . S35k, V2wl R AR i AT LA
WS B 1 ‘A C & S A (et nT R IR 189 5 DA IR B IBE I R o 25 1, 491 4, N10— (3 Tt
NI ) N-(3- FR A 25 ) — MY e 485 -9— & T B, 53 4Nk 4 CPSP— Y e 445 A ok N10-(3 T T
) -N-(3- T AL ) — WY e ds —9— R Pk, SE R A SPSP— WY e 4451 .
[o068]  MHCAILEHE, &5 G Gz AR I B & AR AR I R 28 B AR RT LAAS In 200 A A
i B S fe B b, TR BTk - 5 2 5WRIAFAE . AEATIE S i el IR id A m]
DL T A St 77 20
[0069] A< BH ) G 2 J3 A vl LA FH A8 35 0 0 AR AT T SR IEAT , 9, (AN FR T, Sl
{2 W T e 1131172 il O 1V L0 e s e 1 17 O DS 0/ oG 13 0 WO W a M VA )
HIFN 59010 5 /R T N PR s e R o SR, W AR SRR, B 1w 0dE
G AT B o
[0070] 7 FH T e e S0 500 1) s 0 F) e 23 A, 49, L (1) e R A, SR 2220
P APk 23 B A R S SR SR P 2 . B H AL, 2D PR R g,
GBI ISR 7 TE AR A “ Je)” R B 64, — e, — Rl 2 ik
A] DL 4 SRIRE 5 P ) S ) XL hi AR Ao “4i 3R 7 Pk (Bphek 4L
PRI )) s —Fh B Z MR T rr A CRE, v 1) brid® 4 & 200y (X
SOHLARL PR R itk CRMECE IR ) o LA, R A2, 255 24
(Y PR RPBTAR AN 73 B b AT AP 58 FIAE N 25 A 07 I 45 A i 99 . Bea)ih vl, iV
YRR, AT 5 PRBE S Gz SR AR L B R L R U i ) — R e £
P —PUARANGS G Hh 58 b R A B VR B T A B o 456 md s TRk — ek
B2 M KPR S TR AW G RS . £ T, FTiR Bk, LiE i prid 22 /b —
R SR B, DA RAE i sl R A ot 2 B o vt (40 2440 1) e R8T R T B R AT
o i, i UAEHZ) 51 g/mL 212y Img/mL FrARSE mL 75 [ AH R -
[0071]  FE—ANSEi 7 2y, Bk 22 20— s —Hili SR P W] LA & 21 [B AH SRR, HAR 1F
ik - AR SV NIRFE P8 AR B IR S g5 23 A TR ASE R S [T AH SR Bk
“REAH” ANAEOSBERT, W CL ARSI B AR N IR R A R T [ A S AR SRR, 2
AN IR BT DUIE ik B 5 1) SR AR AN AT A 6L o A FH IR [ A4 R 3 3 AH SZ FF 4 02 AR 4
AR N 51 AN, AL S A EE AL IRVE VIR SRR T MR R T AL AT 4E % VI
TolokE , 9 W B FLRORE , 2 (B ELAh B ) L4, A Duracytes ® (Abbott Laboratories,
Abbott Park, [11 FvEMF RS bR ) 5 A T8 I AT i e R P e <« [ e~ FRD 20 40 e, DA R FCAth ).
TR e 72 AR AR B IR IE A 1 5 RS B 1 B PR B S AR AR, 555 . AT LA
TEREE AR P TEBE D7 » SR W RS A ] e 4 SRR o A e 48, [ AH P AL 4G 3 A ) 52 1, LR
A WS [ e B a4 SRR RE 7o FLAR 2 R mT LALEE 7 B ()40 5, o6 T4 SR A 5
e A B AR 0 TR AR A L . RS — AT T R, 2k R L2
FEATTRE Sk 45 G R B A, FEE e AE (S 1) [EAH b, JF B B @ i e e M 256 s ]
SERIRIAFRIBE ST o 5287 F SOVTAE S BT 0T 22 BT BCA3 #r I AT B TR0 4 SR A 50 45 [ AH A
13




CN 101946179 A WO P 11/18 7T

B EEE A

[0072] ] LIASE FH AR 45030 A0 (AT [T AH SCREYD RN BR T, A 1L UV BBk 78
A AR B B A S R . AP (SRR BIPLrR ) T DLIE ot W B i i )
A A AR IR B LA 5 L BOB I AT 2 ) St Uy RS A BIE A SC R b SR
FEMIES G A MmPUIARLE & AWBE ) o Bhak, 0 SR 752, WIAH SR ] DI T AR T St
R ERSA e BEF R N o IXAE AT AR AL T B2 A FH RS R IBESR, 490, (EANBR -, T
TREFN- FEEBEFAME W A 1- 45 -3-(3- —HEEFENE ) Wi,

[0073]  AbE A A B 13 Bl P A2, (A T DLAL S oA R I 2 AL TS A 2 AL
MR LRI BT BT RE A R TR R 45 G PR « AL S50 — B2 Lk i,
E2 A b T /KA RS BRI 45 44 (¥R BB nT DU o 3R 19 19 A SRR LR B
R FhSA T e 2R e Je . BARFI A, BRALFE IR (X AL 19 2 LI SRR R HAL T IR 4
0.01 3 0. 5mm fREIERIZ 0. Imm (K AR FLAANET DUAE KK R EE I AR AL, D35 1 A2
0. 025 3 15 oK, Rl ML 0. 15 B 15 BCK o IXFE I SRR IR 1 ] LIl ik 4k 25 i FE ok
WAL ST EPUR BB SRR S B A . AR, — A, G Ik B K R B 2
LR 3RS B BB AR AT K 455 o

[0074]  ZEMRSES A Bk & A G B P05 B IR SR U S BT IR B D — i —d SR A
el Ja, WE - E R S LLAVT SR —wibuUE (SRR ) - 9 EEVRITE .
B LATEAR IS A 10 pH A 3T, 54 4. 5 B2 10. 0 (1) pH AE, TEEF1IE S R R, £
FR4 2°CEIZ) 45°C, FREE A IR, A /DZ) 1 BRI Z) 18 /NN, ARIERIZT 4-20 43%p, i
IR 17-19 43%h,

[0075]  ZEASIUAAF FIA I AFRIC I B AR 5, A9 BIbs e SR H A
FUR AR 2 &L B0, a FAE B ICY, bR IR 595 e Y R N,
L= A n] s B RN, 9 W o A SRR IS A JEC PERR G, b 1R IR B R
o WERbRICY R 2OEhricy), it F B E R hg (AR “ BRI RIBhR L), £
DR A [ P IR S 1 o — e (CARR o “ RETIEK”) Ko EhRidd. Wi
Fric A 25 ORI, PE R BGE I R DERETE L X ST 2l R OGRS A 00D 4834
B, 225, K R B Rk E Bbricd . — BB AW bsicWiscewe &, R 2y
W) A B AT LISE o A P AR v T 2 ke ff o, Pmad v v it 486 0 28 00 FH 4010 4 8 2R AR 2 1) e 95 1 1
SN ESMRER =A B T 2 I E SRR bR i 26 mT DUOE I v A ok
AR LA AR AR B A Al A

[0076]  FEARIERIE M54 A, SRR EE FIFR 10 25 B R 55 7y & 4 T
SRR EE S PR 298 s G S PUR R S5 Ao AE IE a4 B b, [ 5 BT AR T LALRE Hs
B [ ] 1 5 PR OB 1 ) 259 8L 25 SR A B e o 250 B2 SR mT DA FH AT i
A TSI ER IE A, AHE DL IS B AL n A I AR IC AR IC o FEIX R T, AR B A 3R
PR AT DA AE IS 0 1 BRI 52 B A SCREY) b MO RE, iR B mT LS BCR
Uk, Bl anHia R bR L, e OB ] 52 75 AR SRR an ok L

[0077]  Hric ()25 R DR AU DA AR U R BLIATE — B 1 NI S, Pk 214
KT E 0T M TR AR . ARG = AT R A 2R B ik - 29 R &
Yo BAkHL, P AERBUE - AME AW — A RIS, T —FPiE - AMEEY
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ANEAARIFR Y . Tiik - 25 E -SR] L, AL T, AR AR AR 1L € 522 A A
R PRIUA) BF RS o0 o ATE IEPUIR - 552G 15 N INURE S 6 4 4 o
Or e R FE R PUA - M E S W R REINER I RECR . R S, TR S 5 R R
AL Bk - 29 S-S W) b el KR 10 R S BRI 2 LB B E o Rt 2]
DA 09 B2 1R 24 4 1 S22 S AR ) » T JO 82 B 3 7 A, AR e A 83888, 1 A )
FoAth B AR A

[0078]  Fiithk - M E G Wn] LLE L P AL & B BARSCRRY), Al an Ll _Eoe T In 73 i 2
JIT IS 18 B8 [ AE SCRFD » AR5 DA [T R SZARp 0 45 i i B 25 00 AR o ) 8 4 0 70 R A oA
A=

[0079] S5 [ 5 4 73 A v, [ 5 F) S 3 S 151 2440 el 2RADLAAT mT AP b 5 ] P 35 300
TR i IR S R AN 2 D — B bR A0 PR 8Os 10 1 B i . HTAR el B 5CR] A
FATAT & & B TR AR I A, B0 4G DA BT RIS LS R A AR IC bR I . 2522
A LA & B A SR, B an LB STt 0 M i e B AR SCRED o

[0080] [ & (1) 254 R 254 AL  AKAT: ot BN S 2 B A 2 2D — b e A4 B
PRICHI R B BER AT B3R T I M TE i g A NI E .« AR5 LRI AN R 26
BB - 4R B 5 - MR EY). HARM, RSk - 259 (siE A p - 259)
HEWZ R, SA AR IER A, 15— Mk - 259 (SR - 299) B8R
W, A ATRAR I . AR E RIPUA — 259052 -E P AN St SR R B i
o) 2 0 73 T I AR U AN B, 90 e i, MEE PR - MR -SRI R —
HRE E PR — 29 S EWabe 25, Wl E &1 E i Hiik - 299 82 a9 h TR I FR ic ) i)
oo ARJE, MR S 25 ik B2 n] DU I B4R - 290 2 & W b el R DN FRic 4 i) Ece
L br it 2 LBk i E o« v 2 mT LUN ] Uk B i 25 W R IE AR, 1 i
SN AT AR, A R AT 0 B FA BACR A

[0081]  fEZ ARk 73 A, 45— A S 77 A, PR s L DR vm ME  BoiE e 9 & A ek
071 00 245 0 B A A i BRI R R A SR T BOR AR L BRI B &, R id P
- R SR IG5 IOARC P sSOLR Rl . FRid B 25 s 2y 2R i B
BURE i AT AR AR AL B 258 38 0 SR B L D RE e PE i BRI &5 & o I E T I i B Bt
K — 25 S S YECE, TIIERE i b 2454 AR T A Br o i 2 ki e

[0082]  {EAS Y B HRI I — A2 W77 T, 23 1 ARG ISR ot o S e 0 il 00 245 400 R B K P 1
JiiE, BEEL IR () K ALS DMSO. 2 /b —Fh M &8 $h A K IR BGR T 59 5 Arid ik
FE 2GR B S B2 ) 5 (b) # BENS 45 & o e M iR 25 i 28 20— Rt A Bl B
o5 TR PR AR U A S R IR S )« (o) AR & T ik Pr M SR A 116 A7 AR
TAE S I 5 TR BT S G 2 S5 N ) B e e 100 50 25 490 2 1) T B2 5 D ) A A
HHITRIREY) A (d) KT AT S — Sz iR 259 -5 WIRIAFAE o

[0083]  TV. JCAb ST 53 B

[0084] s ¥ 1) i) 1) Wk & B9 A AT G Atk T 2k B 10 I &2 7 VA AR R DL S R kB 4 X
WA EY— 2. Fan, 259 & & 7] DU o 28 T 50 0 77 5k Sk e, 9 4, 18
N.Brown et al., ” Low Hematocrit and Serum Albumin Concentrations Underlie

the Overestimation of Tacrolimus Concentrations by Microparticle Enzyme
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Immunoassay versus Liquid Chromatography-Tandem Mass Spectrometry” , Clinical
Chemistry. 2005 ;51 :586-592 R [ P I AH €018 — FRIC BT H AR

[0085] V. HE

[0086] AT IE A 4% B Bk A g B v] LU T AT $2 U 41 & 4 55 1 v A oo i 422 fik A0
AT IR FE A 23 B DLIER A2 BA A B4k 5 S dEAT 4387, 91 4, 78 ARCHITECT ® (Abbott
Laboratories,Abbott Park, 111 FyEMEbr ) R4 b, HATH T .08 Fse Sz i
(R34 28 ORI o 43 At aT CLLL/N R T S A T, B e s v St i &= s F R A AT
[0087]  VI. sz /il &

[0088]  7F 5 —ANTJ7 I, AR BIALHE e Al on &, T B 5V Sa] s s =
FH R BAR AL 2 S5 44, AR Rk B VG 27 5 w) At b S5 R]) AR 4E 5 7] L zotarol imus I
RN L SR ALY A S 1) 2L Y e 3 110 ol 500 245 4 VRS I 5 o 1k ) A 3 AR O W I 4 I ) 2
G o X LA G n] DU HE R AT S0 S0z 23 A A I B AR SRR BBt AR d e s ik
o AT IR AR A B A, L 700 & A1 Re 8 e e 1t 45 6 22 /D — B S e 4 i) 5] 24
W) 22> — P pU AR R BB, Bl G2 0w 2503k B R VG 25 R) At v ) K AE B ]
zotarolimus FIFR 017 A BRI AL 5 S HORFZL A9, HoA 3 4 AR R I 32 BOR R 41 &)
[ 50 % ) DMSO, 4 JE AR R AT AL A1 30% —33% [ EG. PG sk ILIRAW), KA A 2D
SmM ¥R (KB BR B 5 LA A B & /b — ol G 8 I 1) 25 0 i 0T BG40 5 BT ok e 2 310 il 571 245
Wik B VE % A b e 5] K YESE ] L zotarol imus IR 25 sl SRR BT 2H
[0089]  FH T-¥ 5 (1) G iz S HI5RI 245 40 53 A1 (R AT ART 3 & R 6 RRAHL-& 0mT LA 6 70 A R B
IR o X REALE 4 — M B, 2 Bk o0 AT (40 S B 1) S 0ol 50 A S ATART S 28 PRSI
4N, Ath 5 SR RO FRZE- S mT LU AESE I L4 5, 338, 684, Grenier et al FfiiA X fe
HEY .

[0090]  HRFE A BH R0 2 m] LB K [T AH A [ i 21 B 3 [ A8 - BAE 23 #7 B1 18) 22 A [ 45
[l 5 FA SRR o FE7R e M) St 77 2, [ AH AL 4G — Pl Bl s 2 ok B A AR . MK
TR B FH TR AT SR i 43 M, 2GR ] DA g S M S s IR i) o 7 kel st
Jiti 5 A, PRI B A E D — B LR AR, B, Y e -9- S L. AR AR B
IR & ] CLEL S 2 /b —Fh Rl br ic) . 1 AR A BIbR i) — B T B Fe P50k =
AT IS S, WA TR S L ) AL dE — Pl B 2 Mol & i de s .

[0091] AR A i B 1) 0 i ) o A 2o 0, 5% FH AT A O B ) — o Bl B 22 o 4 958 43 A
(R0 B o A8 AR S B Rt ) 2 A AR 0 U B 5 mT A S B A bRk L, sloa] DA A A0 24
TORAFE o ELARIIT IR Ui I 45— kb 0 T 5 I s BRI A 6L, BATIEAS R BR Tt o BESE A7 A IX
Tl Ut B RCRE AT A 18 31 2 FH P (AT AT A 02 AR R B PO IR o I P A A0 456 (RS PR
FH ARG (B, BERL Gy &R B ) RsEEEA (B, CD ROM) 2555, U
TE AT 0, AT “Ut B 157 ] DAL FE SRR Bkt U BH A %) EL I 1o sl e (g b

[0092] 48R, AN 1M M ) A 5 JG A PRI AT 7= 9k 14 T 2, AR AR & B IR () A AT 0 7 B
B DA SEAR AL T B s R B 3 R g (A4S, b 47 75 A5 ORI [ AH
(RIS LE ), 51 4, 75 35 Bl % F1 NO. 5, 089, 424 K 5, 006, 309 HH IR, LA H Abbott SEE =
(Abbott Park, IL) FMEESEE K, GFE{HABE T Abbott 5550 % K] ARCHITECT ® . AxSYM®.
IMX ® . ABBOTT PRISM ®F Quantum IT°F6&, DL EHAMES.
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[0093]  F3 A, AR B 43 M AR S AT et o] DU AE R4 L T Point of Care 7347
R4, HEE Abbott SEEE P Point of Care (i-STAT®) HALZEARESNT RS, #iA T %
P AL It AR B s K T 48 v s AR A AR 7 35, 9, 7235 Bl &R 5, 063, 081 Al
AN FFIEE E B H] 135 20030170881.20040018577.20050054078 F1 20060160164 F1 ("EAT1H
KTRE—mAFELTIHEH)

@51
[0094]  FRAELLT SEHERGI R Uk BH 5 1 AN A2 B 2SRRI & BH
[0095]  sZjgfdl 1

[0096] XA S ifs] 1 B T 44 FH DMSO 5t BREFR 4 Gk A M BRE it b () 45 6 2R I JR U %
BEH) o PRHUKTEE S A H Sz AR =

[0097] LA 86% DMSO. 14 % 7K FH 40mM it PR AV 1 283 FE il & PRGN A AW » M T % 55 )
FEG 4R BGE VRS 100 1 L Ly RE 5L R 200 w LR FZH-S9), I K I HEWR 5-10 F02k 58 e
PR IR AE 13, 000rpm B0 5 43 BPsR EALTTIE Y, W 2 s B e 2 5]
7F B3 ALK ARCHITECT ® 12000 ® 73 #1{X (Abbott Laboratories,Abbott Park,I1linois)
L IE i LR T T

[0098] 1. V& & 10-40uL W FE M2 X M s50ul ) A b =E 5/ Witk (kB
Sigma-Aldrich, St.Louis, Missouri) Fl/NERELPEZ Sa]Hik (a0 TR $I& 1) A8
TR o

[0099] 2. 7F 33-38°CHFTH RNV IS KL 18 438h, LoE S P Ve B 557 45 & ok 1
A AIE R

[0100] 3. 4 20 u L fINY B4 — VG & SLw) Be & s B S R S

[0101] 4. 7F 33-38°CHE T RNIRGWIRL 4 738l WY IEH - V5 2 R I ms GBI
U SR 45 54 R

[0102] 5. FHBRER Eh SR R BE AR Ok -

[0103] 6. ¥sMll Pre—trigger (BRYEWEWE) 1 Trigger (BRI ) RAFH IR AT 1E4 - vl
BB bRic ) RO, LB s R =

[0104] V4 %' 55w g5 S Hu iR R 7= A4 MEPE RBE//Dnj /s B 3 AN H — IR TE & 5
) —27-CMO— il 4 RS 55 22 Sz JR (1 B Ak, SR5 78 58 D94 H FH D 20 35 w) —42-HS— A RS 53
il B B JE, B AERG 2 AT 3 KAV P 2 5 H) —27-CMO- A% AR5 38 % i,
RPN P B TSR A L A I P 25 s . 0 B I B AN ML, 765 SP2/0 B TR I R UE PEG A b
. JC A FRYIAE 10-14 KRG LERMETE BIA TPk pire B s aw)im vk, BH kB 784 A
IR e AR pa i . 4> B I S ZE IMDM w/FBS (Invitrogen Corp. , Carlsbad, CA)
PG FRE YK, W IPUARI & A A Rk,

[0105]  Jo W 220 dli 7E % 1 AP IS 1 o, eIl T 480 FH DMSO/ R EREF 4L &) 45 & i
HR T P 5] .

[0106] £ 1
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CN 101946179 A 15/18 71
/
% % £ 5) (ng/mL) RLUs
0 573660
6 387857
12 279516
20 191208
30 131426

[0108] & 1 "I 5 I & 2 4% W RLUs (AN Y6 547 ) o RLU 24E ARCHITECT ® &2 4% L1
FH D620 & BB AT () 24 K. ARCHITCT SR RGFEA ARG E (PMT) , oAb
RGPS R EREAT 6 T4 A5 RO RN ARG R 5 I NIR S AR AR R
I 48 718 B PO B L A1), AT 2 6 3 R SR A 0 AT A 1 0 1, JUAE AL RO I R AR 2
It 5 5 YR A B (Y I B T e L a1

[0109]  ARIAEAXE AR AN TS — E RN eSS K R LR
F— 2N BB hR R . 24k 2 RO RN R AR I, Jedl R 5, 6 TAE 3 BRI T A i
PMT B TH U F A L 75 5 SLAR 5 R0 B H B AR FH T AL 38 S22 38 A e B RCHE K |
PMT (25 5 A ME 5, Ird BG5S UG i be o, FoA% T 5 A2 7R T e
BB L IX AR S AR SERE— 5 N TR 4 RLU B . IR Al oC ok =4 1
T2 A AR A VR PR AR, T A S R (R Y 1 @ hr e L 2 B4 S AT RLU 1 o AT 5 2
RLU A7 A B RAE R, & 5 BN e ey s be 1 B, A )

[0110]  SLjiafy] 2

[o111]  IXANSEHE) U B T 40690 SO AR IR B R

[0112]  7E 90% DMSO FH 10 % 7K 71 LA (i BR B 443k & (04102040 1 80mM) il &4 &
Yo I PE % SRR S SR B VRS 400 w LRI AE ST 800 1 L IIZH-54, K7 e
5-10 k58 M. 7728 IR TREAE 13, 000rpm B0 5 AM 8k AL UTEy), 2 hT Fis e %
I WISEHEW] 1 AT IR A M. MAERAESR 2 PRI 2 Fos i, BB T A A i
7 2 5 ) R JBGE LA I EE S A s . HE NGB TR B T AL R R B R R

WEH A .
[0113] %2
| RLU
‘Eznz/f:} ZAH Znl 10mMZn | 20mM Zn | 40 mM Zn | 80 mM Zn
[o114] 0 [477005 | 509875 503822 517429 | 532760
3 |464256| 461998 | 435120 | 403487 | 414074
30 |367821| 214924 161065 99300 100777
[0115] Hi ﬁ‘ jﬁl 3

[0116]  IX/NSEHE) Ul B T 4149 AR A BHES 7 19280

[0117] I F R A BT 7R AN R 200K B2 1 4 8 h (BRI IREE I BR 49 - T IR 4« B IR 45« Tt

BT ) AN DMSO N il & 4R BV A (TR RFR 7K ) o I 9 175 20 B ) ot 1 2 B ol Vi

4200 1 L [P MLV AE R 400 0 L I A9, K DT w 5-10 Bk 58 . 7 28 1) B V7 A

13, 000rpm B0 5 43 Bpsk L DL, o LiE s ve 2 5w o Wnseiife) | 2T VE 2 A 4
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ON 101946179 A i BB 16/18 5
Mro SERMEBIEHEAER 3 Font, L TR LA & th ] LA .
[0118] %3
[0119]
DMSO 90% 90% 50% 90% 90%
L8t 40mM Zn 50mM Cd 50mM Cu 20mM Sn 20mM Mn
% 2 (ng/ml) RLUs RLUs RLUs RLUs RLUs1
0 550492 536394 523472 517375 524178
3 441164 413887 430245 475927 469885
30 107957 89515 126515 222690 220562
[0120]  SifEfel 4
[0121]  SXANSEHES] UL T E$E ORI 4 A9 A2 A0 i DMSO AT EG LU 28 H «
[0122]  7F DMSO Fll £ 3 AN [R) 20 FE LU 45 1 il 25 2054 (DMSO B 4 EE R & — B T 43 b
AP 80 ¢ 18.75 1 23.70 1 28.65 1 3360 : 33). FrAW S EA 2% KI/KF 40mM

BRIREF . MRV 2 S<m) A PR BUE TR A 1650 u L (M F0 A 300 w L IIZH-G4, K5
BER 5-10 FoR 5. 7= AERIBIFIRAE 13, 000rpm .0 5 738k BT, 281 LIs i
PEZ B E] . st 1 BEATVE B R M. SERIEE ER 4 AR 3 R, B T

DMSO FRIR P FARRI , AR £ Bk B vy ] RAYE 7 A2 5 1) A2 PR RE

[0123] Zj% 4
| A 16 DMSO: EG b4 49RLUS
HFLA| 8018 75:23 70:28 65:33 60:38

[0124] (ng/mL)

0 357604 | 454223 | 428721 | 450344 | 446482

3 | 340579 | 346026 | 330247 | 364041 | 363857

30 70582 78831 72669 95479 94442
[0125]  7F B FH I 58 4 To kN B 2 /D A 240 1) DMSO 8% 4 — Bk FE (B, 65 %

DMSO 8% 33% £ —[% ) , {4 & 2 R E A RN TA FER] LUBHR DMSO : 4 —FER AW 1)
L (BPRAREIR ) o DMSO : & B IR G4 HA 38 s it B B (1 o A P 1 5 A AR o
[0126] SR 5

[0127] 3N SEjfe) vk B T 38 AR BRSPS 7 2 5w SR UROR 1) e

[0128] L 70 % DMSO0.28 % & 1% .2 % 7K AT 46mM Bt BR B 1t £ e F& i) % 95 T DMSO {2 &
Yo MLYEPE % 50 R 3R ORI VRS 150 v L (Y& RE S 300 u L 2054, K 1 Ews
5-10 Fb, HAEA R FIFE 15 7080k 5e o 7 £ BB TFIRAE 13, 000rpm B0 5 4380k
HALDTIED, 43 M B3SO PE 2 3w . s 13- T e B SR A .

[0120]  SEHt AR AESR 5 AT 4 o, JRIL T SR BUR AW 8 In #5545 2% v %
TER) R (R, 78 Ong/mL B HEMIAN 3ng/mL K UEW) 2 [7) () 25 S B 5 4 b, B T4 & ) o
[0130] %% 5
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CN 101946179 A w B P 17/18 7L
Ak Jy BB 0 B HRLUS
[0131] 30C 35C 40C 45C S50C
Ong/mL & % ¥ 3] 397353 395993 396009 395694 395957
3ng/mL &% ¥ 3 281375 273856 264768 256660 254426

i

[0132]  =SZjiifs] 6

[0133] XS] 6B 7 25+ DMSO R EZH & 45 s R 22+ FF e () 4 AL & AR T
[ B /NI ZE K

[0134] L 70% DMSO.28 % £, . 2 % 7K FI1 A6mM B I8 B 1) 24 1 &5 1hil 4% 2 T- DMSO (K44
Yo LL80Y% L. 18% £ T2 % 7K A1 50mM i FRASE 1) 20k B thil 4% L T B (W 4L &4 . AT
FAT—FP 416 00 I3 75 2 55 ) FF i I 4R UE VR A 125 1 L (9 IIEAE S ofH 250 w L 414
Y, K HE#R 5-10 #hoR5E . 55T DMSO (2L ARG G W4E 42 CIFE 10 258, T H
B A WIRBURGMAZER TIHE 10 8. $RBUREWAE 13,000rpm Z.0 5 73k
I, ¥ 5 AR H ) ARCHITECT ® 12000 ® 73 H A Fh A FH A RE S AR b o ST EDHE (i)
] ) FILERIAFESAM 2 G 1.2 3 /NI — A S I8 R (RS ARV IR FREE SR, KY
22°C ) o WAZIE AR 6 AP 5 o, B 7256 T B 4G P 28 5, AR A
FRI VS SRR . AR T 2 /N, FE S T R 4L &4, 7 2 SRR B A R ZE
ik 10% , {H A DMSO 4 & WAE M fE P36 AR E3da R AR . a0 FHE % K, s g 5 iR %
B i, PH S SRR T R 2N SR (Sl G e b 25 o0 B o0 T AAE BT 37 °C IR % &

i) o

[0135] X6
' # ¥ % 3] (ng/mL)
N DMSO MeOH

0 11.47 1114
[0136] 1 11.37 12.47

2 1118 12.88

3 11.50 13.83 ]
[0137] DL LGIR B - yu M 5 52t 77 2 & BEAE A R BH BT -A 7 T8 A0 A2 Ul B P, i A A2 FR

TR o DA, A7 B REAR 2 AR TS BN 58 R LU AR PR 8 45 HY 1) 77 22 A2 AR 2
HSEELe BT AR ARG SSe A o AR AE i DL ORISR Bt s SIS T I 4 [ AR ol

o

[0138]  Bb4b, £F 2006 4 12 H 29 H 4228 ILH 1) 3L [ £ e B 3E | Il B Bl R 80 5
60/882, 732, X} T & & T AL 4= i H 73 1 B P 2 Wil i it 280 %, ad i 584 5 | FH B A b
N

[0139] 2006 & 12 H 29 H & 22 W, A 1 3 [ £F vk #1F € B If N $ g & 55

60/878, 017, X T8 & T H T8 P i 3R 10 S 8 20 M 1 4R A2 M SR 0 i B0 3, il 58 4
5 H I .

[0140] 2006 4 12 H 29 H $#& 42 1, 347 10 35 [F £ v B i 38 B HE i i s R 515
11/618, 495, %f T & KX TR M RAA G 20%, Bt 58 45 | B Hb I F N

[0141] 2006 4 7 F 21 H $2 28 1. 3L A 59 3L [ e g Bl 36 B 4R 16 i H g R 5 5
11/490, 624, %f & X FHREGAFIA 5P 20T, Wil 5645 | H IR

[0142] 2006 4F 12 H 29 H & 42 1. S48 09 4L [ £ v B3l 38 B e i H i R 51 5
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CN 101946179 A WO P 18/18 T

60/882, 863, X TE I T B IR 25 W) itk i) o T 380, L 5e 4 5 | T i T N
[0143]  BbAh, fELES AR TA L8 R LR LR g0 7T B B8 BUEAIr)
BRI AT I
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CN 101946179 A W OB B M 1/3 51

DMSO/ Zn3R By &4 95~ o 4%,

600000 -

400000 -

—
~1
o

200000 -

0 1 I I
0 10 20 30 40

% ¥ X 3] (ng/mL)

K1

A E IR E QAT 8 £,

i
—eo—No Zn

- -2 - 10 mMZn
--t-- 20mM2Zn
---8---40mM~Zn
—¥%—80 mMZn

% ¥ ¥ 5] (ng/mL)

K 2
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i AP

4

2/3

PCK S9DMSO:  EGHu 49 947 th 2%
500000 |
400000 Kg j---o---sona
> 300000 { g, mE- ;gzz
— 4 s cosfkees 70
o i N !
200000 RN, I-X- 6533
100000 - MR K- 60:38
0 | 1 |
0 10 20 30 40
% F X4 (ng/mL)
K3
A 4 o 8 o B 4 oy £ B R B
420000
370000 4
3 320000 -
(0
270000
220000
30C 35C 40C 45C 650C

EOng/mL &FE35 M3ng/mL HFHE3F

K 4
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PLEZDMSO: EGA= T BZ 4064 6 HE s K &
15.00
€ 14.00 - e
£13.00 - - o | —8—DMSO
i’ .8 ... MeOH
1200 | - o0
By W
% 11.00
10.00 ; x |
0 1 2 3 4
N,
il 5
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