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1. 28 2 TR A B A ) 2% TR D0 b 1 FRIR IR B R B I Ay sk 8 1 (TB D) [ 714
(970 2 1 A s, BT i s RS DR A M Bl B0 5 T IR ) — PR B 2 PRl B R e

D) ZtE B IR T 51, Hodh ik 58— % R 51 5 c AP S 8 J5 3l m B
VEHLERE , F1

2) Yihg kA TSHEZ A& (TSHR) I 58 IR T 71, o ik 58 % B2 /7 51 /& SEQ 1D
NO: 023F H 520 s Y fR 3 T Ve thi% 42,

Hor BT 40 B AE AN B A BT % & TSHR , FIrd 77 2B 46 -

a) &

i) BT % 5 IR 4 i

i1) IR R A8 22 Bk, HAE 5 ik kA TSHRZS A ) )38 BT i ik & TSHR , He o By ik FOIR it
L 2 TR I%E AR FECIR IR (TSH) « BRI silgl B v B oA fn RRCDR I gl 22 s b s, A,

110 ) BN, Hor A R R HERE S A &

FLrb 2H A Pk B 5 DR 20 B R P ok FROIR i i3 22 ik 5

A) BT xof BRERE Bk, 7= 2B SR — B AR &, R

B) B WU ot e ik, 7= AR 5 RS, 9 L

H prid 24 76 T Bk BUIR IR R 2 K5 ik i & TSHRES & 1 2644

b)) W) & T IR 55— FRE S e R TIA 55 RPRE A R I BT R OB I SR AE AR, Hoh 5 ik
PR A EE B, 75 IR 5 PR I o ) BT R 1 2 K T ek A R s I R
HITBIIAEAE

2. BURE SRR A&, o BrR ks U TB TR 77 15 B A 2 A8 Tk Ji ik R B TB IR Y TB T
ICsof 55 B 1545 /NI TBT TCs0, FITiR 77 v2 A0 48 F 245 B A2 1 TSHRIF) 40 i A 8 ik ik &
TSHR) il it 2 5 DR 4 i

3.BURIE SR A&, o BRI TB TR 77 15 B AT /2 A2 Tk Ji ik R B TB IR Y TB T
1Csoff I 1065 B 3065/ NITBI 1Cs0, BT IR J5 i A4E FIFUTBI 52 3w P& HrAR A B TBT (145 e 45 & o

4 BURVELR L B3, Jorb Bk 7 v 38— 0 ARG I 5 i 58 — R S A bL A, 7E BT ik
5 BRRE L AR I BTR HROE R A AR D

5 BRI B R 1Y I , Horp B 75 vt — 20 B8 10 ok bl 3 1 3 i 0 2 T 3 A o e
HITBIZK > -

a) 1E-5 ik PURE S i BT il 322 i i () BT IR 0 - 1 R IBKF, 5

b ) LEA By ik 2 J DR 40 o 5 — PES 22 Piobr v A5 ot R A S 1) Ik R I Ak K, vk
FRUERE S B S A TR Y TSH.

6 BRI SR 1) FHIg , AR BT 52 TB LA e MR 1Y o

7 BUCRVESR LI Fig , Hoh A TSHEA /NT100mIU/m I R o

8. BURIER LY Fag , o rp Bk il 1 Frid RIS A5 MR E A P R IE .

9 BUREE SR 81 gk , Ho v BT A AR W R 6 B ) A 5 i B s O R S R /Y FISEQ 1D
NO: 03,

10 BURIEESR L) FH s, r B i e 2 DR 40 a5 e A TSHBZ AR 17 21 % % (1) CHOZH e

L1 2 225 DR 20 A ) 4 FH TR DUDRE ot v ) FROIR B 2R 1 0 Sy 3R EE (1 (TBT) TR AR
B BB BRE A (TST) I 5k B B 19 FHIE , P % S DR 41 e ) A 35 R a1 —
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o2 MRS AR B Y -
DY RIE T E—ZHRF Y, R ik B — R P55 cAMPE 58 5 3+ Al
Ve, Al

2) YihE ik A TSHEZ A& (TSHR) I 58 B R 7 71, b ik 58 i B2 /7 51 /2 SEQ 1D
NO: 023F H 520 s Y fR 3 T Ve thi% 42,

Horb BT 40 B AE AN B A BT & TSHR , FIrdk 77 2B 46 «

a) &

i) BT % 5 LR 4 i

i) F IR AR (TSH) ,

11160 HEAE S B A

Horp ] A prik s AL 4N R TIATSHS

A) BT xof BRERE Bk, 7= 2B SR — Bl AR &, R

B) B U ot e i, 7= AR 5 RS 9 L

Horp Bk 2405 76 T FriA TSHES Bk #k & TSHRE A 464 T, i

b) W& A5 IR 4 A R RN BT IR 2 A I, A5 B 3 B 5 DR 40 i mp (%) B ik 008 - 1 3R IA K
S, o

1) 5 iR 55— P e S AHEE 5, ZE BT IR 58— Bh R i v 1) i 0 - 1 SR Ak KA FB 7
Fiid IR & TBT R A7 AE , 1

11) 5 il 85— PPRE A EG L, 76 B ik 55 —OPORE o o 9 BT IR 10 16 2 I8 7K P 38 N 45
TN IR R R TS TG A7 AT

12 BRI R 1L F s, AR Bk 777238 — 20 B HE A U5 o B8 — PRt A L 52, 72 Pl
R EE RRRE G ) BT IR HRGE RIS KD

13 BRI ZESR 1L s, HEHp BTl 2 B DR A i 40, 25 FH R A TSHEZ AR 7 81 s 1) CHO AT

14. —F5Rs, A A

a) AL & IR — Fhak 22 PhaRak SRR e B Yo ) 4 2 DR 20 e -

i) 5 cAMPY 5 8L 8 3 P A HOE 2 1 e £,

i1) 520 RN 5 B A B M B itk S TSHAZ A4 (TSHR) 2 DA , He v 4 65 k4 TSHAZ A
(TSHR) A% BT 5142 SEQ 1D NO:02,

Hop A g AR A B R T RIS A TSHR, Al

b ) 5% T3 FH P 2% 2 D81 400 e P T 00 DR R Bl 2= B P A BR e 1 (TB ) B B B 45, 3
H B Ui AR T 4R

AHAE

1) AL T IR — PPELE PP I8 AR R 0w S G 1) A L DR 2«

D) Gt il S — R 51, Hoh Pk 58— % R T 51 5 c AP 3 2 5 3)) AT £
YEHL TS , A1

2) P ik A TSHAZ A& (TSHR) I 58 % B R 41, Hoh i id 38 % B B2 J77 51 /2 SEQ 1D
NO: 023 H 54 B JE 3l ml R e 422

Hoop iR G 7E AN B R T 298 BT A % & TSHR,

1) BRI 22 ik, HEAE 5 I k& TSHRES 2 5380 A 8% & TSHR , e o B ik B IR fi
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P2 ke E AR IR IR B0 (TSH)  BODR IR 3R s e A4 A0 IR I 8 2 vl e 4, AT,

111 ) A, A BT A e o) AR ot B

o 26 P ek DR A0 A ik IR IR 22 ik

a ) I o RERE e i, 7 A S — PioRe i, R

b)) T I AE it e i, 7 A2 5 MR O L

Hop i 26 A8 FT P RUIR B R 2 IR -5 ik i 5 TSHRES & 1O 26414 A

B) I I S5 — A Ae i o ATET IR B8 R it vh 1 IR 4 TE 1 R AR KO, ok 5 A
S5 MURE  AH B L, 76 T IR 55 A et R TR R R R K T ek A R s P R
HITBIHAFAE

15 . AR ELR AR, Forh iR R St — 208 & BE PR REORE &, F0 5 FOIR iR
FEM fEREH (TBI) .

16 B ZE R 14R )&, Hoh prid il ) & — 2 S 2 ORI (TSH) .

17 BRI ZER AR &, Heb B il ) 8 3 — 20 A 5 A TG DU ot b ) RO IR BB R
B BREE 1 (TST) B Ui B

18 URIEE R 1T I 70, Ferb B i ) — 200 5 B o RERE o, L5 FOIR IR 8k
HRE SRR E B (TSI .
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BTN A SinkrE &5 A

AR

[0001] A EHHRAE T F TR0 BRI SR B S & 3RE A (TBD A ST AR
R 75 155 T TB T R BURIEE F PR, 91 HL AT LA T TBTRH FF R AR 38 S )% BREE (1 (TSI
LA I o A 2 PR R LA AN 5 i T2 8 S5 TB LR/ B TS TR AF AE ARSI , F T I 45
A/ BURTT TR RIS, I BT e R AR BT UOE

[0002] ‘K HiSE:

[0003]  AH 4% & 1Y FEAA AT BRI , B0 45 A% T I 7 ECOm W WA T FROIR I 46 BRI AR 2
RETUHE  FUIR IR DhRe R CRLEG B A J L RUIR IR D RE JR D | JE FR IR i R PR S B i  F AR
JRALER IE 5 SRR IR ALEE JRGE B B G2 1 BRI 98 il PR Y0 1k 7 I e i PR 8 P 7K
Jir o XX B BRI U K [ B B AR CRROIR it 3F P 4 5 Bk B 1 CTB D) A/ B30 R IR U )33k o % 3k B
(TSINMAER , BTk B Sduik U B4 & BRI AR 248, SRR EREERE AR A
A BA KA.

[0004]  ERARIC T IX B pq 1) — LL RIS W 1 AR T IR1F I AR IX Behe A = B9 771 B
= W 1) R A/ B .

[0005] K|tk , 7547 A5 X0 T 0 R R il 2 3 P A s Rk i 1 CTB ) A /B30 R R I g e 9%
BRE A (TSR A R TTVER 755, iR AR 7 k2 RGONEs 5, 3F BeT BT
TBIANTST [ X Al o

[0006] & HREIA

[0007] A BHAR A T FH-TAG 00 U ot ) R IR R 8 25 1 P s Bk 1 CTB D Y 792
HARGaO PO B S N RI —FiE 2 MR i A 8 e i Yo n L R 41« 1) 5 cAMPEE 5
A B 0] B Ve 2 ) R IE FE DR, 2D 55 20 B R R Bl AT AR Ml B R A TSHAZ AR
CTSHR 2 [A] , e BT 3k 24 i /6 20 i B | S k& TSHR,, 1D FORBRBER (TSHD , 11 1) %) fE A
it s R v PIRASE it 5 b ) A4 2 ORI 40 i RO TSHA 3R Bl - 1) 6 REURE L, AF= AR S — B b,
TEOTRE S, DA A2 38 FheE i, FLrp BT IR 42 A /2 FH T TSHS A TSHRES & 1 26 4F T s Flle)
TN B — R P RS R W ) R R DR ) R K Hep 5 5 — R R S A B B, 7
5 RRRE S o R R TE L R (1) R IE KT D FE R MR S R TBT AR AE AE— N SE T R
K TBI ) )5 i AT A8 TR v A U TBIM O TBT TCsolK) 5645 2 1545 /NI TBT 1Cs0, Tk
T3 G FH AR AR B TSHR (¥ 41 A 8 R I8 18k & TSHRIV 4 JE PR 240 il » AE 575 — AN it )7 %6
W RN TBI I i B A AR TE N IR T AP R TBIRS FTBT  TCs0f 1065 23065 /M TBI I Cs0,
BT IR 75 A0 F8 P TB T B 5 B B A I TB T (1 s S Mk 45 & AR — DR Sty b, 1% 0772
BE— 5 ARG 5 55— PlvRE S A U B, K6 U AE 55— RhoRE S o (1) 38 2 DR K 3R A K T2 o A
Hh— NS T b, %y v D AR I L R A SR U s AR A R I TB K ca) 7R 5
UL 22 e i ) IR 00 B ) 30 7K, o ) 0 A 2 2 DRI 41 . 55— vk 22 b b o AR o 2
Ji B T e DR ) SR A 7K, B bRy RE O %% B & O RR FE N TSH AE 3 — P B SL i 77 2
W TR TB LR R PR o AE S — AN SE T 29, TSHEA /N T-100m TU/m T[R9 & o 7E 28 1 5K
it )7 ZHh , ol B R I FRIR S AR RO S A I RIA A — D R S B, AR RO
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EA RO S B TOCEB SRR T HISEQ 1D NO: 0378 W —ANSLia 7 2 , i 25 PR 41 o £9,
P e CHO-MCA 2 Jfd AIRD-MCAZH I 4 B o 7F — L STt 7 22, K TSHE # g FR IR Ji i) 33 o
SR BN /BRI S 2 SRR A

[0008] A< Sy AM A6 T FH TG I DUAEAE ot o %) FODR AR 8 22 B P 4y 3k & (1 (TBTD AR
RIREE A SR E O (TSD I 77, RO RO HAE TR —Fiok 2 iRk
R B B e B LR A0 - 1) 5 cAMP 5 8 )i B T A E HE B2 (M AR IB JE I, F12) 520 B
R 3 Bh A 15 1 M 42 1 %4 TSHAZ A4 CTSHR) 2[R, e b Tk 440 Jf 7 4 B e | Rk ik &
TSHR, i i D42 B IR AR BZE CTSHD 5 1 1) X BERE &, AT v ) JURCASE & 5 b (84 JE DR 41 g fITSHE R
TR )R RS, DA A B — R S, AL ) IR S, DA P A g RRE S, b BTk
fuli /e T TSHS #% & TSHRES A 146 AF R 5 Alle ) W B 7E F5 M iy AN AE 2 i, 76 285 3 DR 4 eh )
I8 R RIS KT, Hod 1) 5 55— PoRE S A LL 58, 78 55 iR o 1 i 08 SR DR 1 3R A K
ek /D Fe 7 TR R TBT AR AL, A1 1) 5 58— PR A LU 3G, 70 58 R e v i i 2
1) RIS 7K P38 N8 R DU AE i R TS T AR AE AE— AN P, ik — DA 55
— FiRE A LG, R E B8 FAsE & P 1 08 SR DR K R AR T D o AR S SRR T R, B
5 DR 41 B A9, 25 326 19 CHO-MCAZH it ARD-MCAZH o () 4 A o

[0009]  ASCIBIRMER 2 EE FAKIKAE ) HAE TR — Mo E MR ERER T %
Lty i B R 4000 - 1) 5 cAMPS 3 28 J8 Bl ] 3 ARz 2 1 o BE R, F i D S5 20 R 5 3+
AR AR TE R 1k S TSHEZ A4 CTSHR) JE ], e o ik 41 o 72 20 M JiE. - F238 1k & TSHR s b ) 5%
T P 5 DR 40 B P T 0 R R BB e P A SR ) CTB D I U BH A o 7E— AN S 77 6
o, R — D B X B L, FL A ORI Bk A S Bk A (TBD ofE 1 —
Ly b, W) Sk — S S FUIR IR R (TSI AEFE 3 — D SE iy &b, i) & ik
— A B FH TR 0 AR it o ) R PR R BB 2 R = BREE 1 (TS I Ui B A o 7E 73— SE
it 77 ZErp R — 2D BH P X HERE &, L5 FOIR AR B R R e S Bk A (TS D .
[0010]  fff & fj ik

[0011] &1 55 7= {3 F CHO-MCAZH ffa ¥y b TSHF B 25 i 28

[0012] 2% 7R (A EA 7302 PR VR AL 1 ik A TSHRI) 2 2 182 /> 71 (SEQ 1D NO:01),(B)
B 2193 B I I 8% 4 TSHRIKIDNA/FZ F1 (SEQ 1D NO:02) , HAwFE 4 1L 3575+, (C) &4 5501
BRI RO R R BT 5 (SEQ 1D NO:03), FI(D) &4 1653 Fli L 1 k& TSHR
[KIDNAF 1 (SEQ ID NO:04) , HAu &2 L35+,

[0013] 13+ FIFFOIR MR bl 2 5 b A (MAD DKL =70 FOR AR 3t 141 e 3R 11 (TBID Y52 12
£ CHO-MCAFN TSHRw t ZH Jfa CHLO ) v f16 A6 0] 3R 5 258 b #

[0014] &4« FH & S AT PO AAR I T35 1 TB LU 52 2 AEMCA RTH L O 41 L H (3 6 W) R ol L B o
[0015] &[5 HLR it PAT B e o 044K 1 -7 0 77 B R il 2 () B 882 < TB T s V2 AH % T~ TRAD
Ei.

[0016] 16« FHIZE SRR 1) CAD DR SR8 PR 5 o HUARM2288 (B TSTRH 14 £ 25 I35 F TB L]
ET

[0017] P& 7 AEXRT L7 1IANTSTBH P ML 375 B ot B TS TAITB T i V25 2 [H) P SR B o

[0018] &8+ {1 I LR it o) B vt 8 S0 AZRM 2.2 01 BRI Jit s 1] B it B SR K L =7 0 179 AS [ B 461
[EITBT I E 2 o
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[0019]  [&]9 . fgf HIM2288 Sl Hi A4 A b TSHPHAT (K TBT I 5 V25

[0020]  [&J 10 ff A4 & L8HM bTSHE AR AT T ST BH 11 L35 9 TBT WU 58 V5 o ML T A
LSHMCTRAb B PEFI TS TR P ) #6155 MG Th A L 447583 1:90112, 3F HBEf5 5A. bTSH
(40mTU/mIDVR A EB. S5TSTRH M MLIF (4. 54ml /FLOVE A -

[0021] /‘\HEX

[0022] R [ RBEAK AR, T 30w LT IF 2 RiE.

[0023] 7R 48 K Al vp S AR , AE “Be LR 17§85 A % 2 DR B JE DR 4 O Jd et 7
DR () 5N T 528 P 200 i % 5 DR 2 B T B JUM vk 7 AR, Bk v B R 42 i A T T
WAL S %R GEE ADNA ) e LR 5] NEELH SR P , 0K 54 L DR 4245 B340 B i e A 1y

[0024]  fAR AT A ATE: % B DR Fi e SIS 44 51N AL N AT AR B2 R 7 1) o B TR
A LA “PIEDNAST F1)” B “FURDNAJF 31 (R, “SRYRDNA™ D o A4 “PIYRDNAJT 31 48 45 & I 5
NP A RAR R I LT R 7 51 R A B A% T RN AE R 7 51 1 — LAz A
1 55 5 AR AT I AR 102 R A7 AE S5 ) o AR TE “SURDNA T 71 e A% R /7 1), I 422 B Bt
BAE RSB B A B R PAE &8, B B AR P A R Bab 5 2 BRI
F1) o SEYFDNAXS T8 BT 51N R AL AS A2 N5 RY , Th2 T A5 B 5 — PR i i . - IRDNAKE K
A — LB P YRDNAJT B o — el , JRE A — 8, FURDNAZm AL 8 5 AN H & A H Py A 1)
1 B A I RNAFI R [ 5T o SR DNA ) SE 9160 45 iR T8 JE D] 2 S AR B 1 79 /7 1)\ ml e pr 1d 2
5 R 25 PR B D 55 .

[0025]  “ix &7 . “BRA” F“Z28” B 5 (02 32 J S LR 7 9 AN/ B 1R e U D §8 5
Ak B AR RS IR B3 07 5 o A5 — AL 7 R H %35 5 m] LAk B A R ARk A R4
S AHI 41 M A [R5 B2 S 0 AN [F) 2 A ORH/ BOE R 2P 9 AR — AN S8 P i G B A2
A HE A B, Hoal il R g S 2 L 1R e B 1 Al R R HOE B 0 R H R A P A D,
TSHEZAAR” | “Hik A TSHR” AT “Hk A-MCASZAA” 7] H e H 5 2k B AS R A 048 19 5 4 TSHRIY &I R
FEF o AE—ANSEHE T 2, & TSHREH A TSHRCh TSHR) 25 19 5 5 370 4873~ » JHe o 2 50 Wi 38 £
(-F20084E8 H7H AFFHISERE LRI H iE A 5 US2008-0187942) , Ik KR AT E KB R R
BN T R (LH/CG) SZ AR I FH RLT 34N A iR 5% J B ACh TSHRIT) S L PR ik 262 - 335 . 7E
P S 77 &, B AMCASZ AR H 7302 AL R /77 #ISEQ 1D NO: 01CE 20 B7R , FTid E L 1R 7
HIEHDNAF I (SEQ 1D NO:02) (2193t} , AR 2% 1B 2505 1) b

[0026]  “MC—4” 4 ffd 457 IA Hk A TSHEZ A 1 40 i o 91 01, A5G BT R IR 9 (F-20084E8 HTH A
T2 H L R H S A T 5 US2008-0187942) , “CHO-MCA” 41 i A1 “RD-MCA” 4 it 43 5| 45 % J: A
w0 B Y 5400 e R 2 B DR BRSO B At e, LR AA iR A TSHEZ A

[0027]  “Hgid f3 51" A1 “bric J7 207 ] B4 kb T 48 76 A2 ARG JU R e v mT A DU 9 DNA W RNA
/B2 K75, Brid s I J S ARG AR AN IR T (I IEL T SA L BA S Tl (1) 2H 2340 22 0 5
D VRICFIRTE ZR G o 7 91 P ik 38 S5 R A0, 55451 a1 B 81 267 W S Pl 2 ) 2 € 58 O B 1 (GFP)
FER L KIGATE . col DB AN (LacZ) R W Eh AT 1H J& (Halobac terium) B—2f FL
HREELA  BE 7 5 JE (Neuropsora) Bk Z FR B AL R . A GBI ME T BRI 2L IR  FN S5 2R %
FEBE (CAT) HE [ KB OB R 6O FE A ok 5 3 e Kk i (Jb 354 K L (Photinus
pyralis) )& KRB B EM(ECL. 13.12. 7)) EM .k EHEE 'S (Renilla
reniformis)) IS B E/M (ECL.13.12.5) FISk [ 2 [K &K 6HFE (Photobacterium

7



CN 103975239 B w Bg B 4/18 T

fischeri WIZNEE &= R EF(ECL. 14.14.3) AERIE L R, ¥ 6 2B 3 K gm A v o
JCEBF 2R FISEQ 1D NO: 03,

[0028]  “A:Wpk AR Fia Gbd i A0 RO I SR d 1 S ) T L AT, 49l sk B GRERD A
MR 6 FE R e S KB LA

[0029] GG F A HE DA 15 g 0 AU 1 SR IR, Pt S T S0 4 A R T IRORE , 48 ok B
MRS K R (b SE 7 K O I K B R EF(ECL. 13.12.7) &R EE Ok B E GEEOIK#F
B LR BF(ECL. 13.12.5) MR A % IR AOCH H A B w OG R A (ECL. 14.14.3) fELIE
SEE 7 ZE O R B R N g b e O R 2 AR T B1ISEQ 1D NO:03.

[0030]  fnA A I, “IH3h+" . “BahF ot 8B 87 o7 R FERIDNAF 3, 3%
P2 B Z R IT AN, Hee 6] B BAZ B R T 21 5 5% lmRNA  J3 3l 5 S A —E
A7 T e 45 ) HL 2 Sk mRNARY B (I Z 5 IR 28957 (RE, B3> , IF B3R AL A T I8 RNASE &
A HAth 5 SR (R e PR 45 A B TR IR e s B 67 R

[0031]  “iFFAEF)F" FEXFER B3 T, SEAAFAERNEAE 0T AHEL B, 28 1) (o an
PpRos A SO RAFLET , B IR T P BRE RO YE 2 A% 1R 7 2 1) B8 iy 2 SR 7Kk~ o
W, “cAMPF 3 M 5 3177 FRIXAEI 530+, HAEAAFAECAMPHITE OL ™ AHEL L, 7E cAMPI) 47 /E
T, HE U 45 3 P A B AR R Y P B S e kKT s T c AMPS 5 2 R B)) A
PEPCK J& & F(RoesTerZE A (1998)The Journal of Biological Chemistry,273,14950-
14957) s 5 c AMP N2 o (CRED (Y JE Bl , HoAr T i N 4t e J& 1A 2 1 D2 J3 3+ BH B g 26 47
R S ) 5529467 kb (MufiizZE A (2006)Biology of Reproduction75(2);279-288); All
O FLIR M A B A A S B 1 cAMP R oA (CRED ) J3 3+ (We Ife Id 55 A (1989)
J.Biol.Chem.264(12):6941-7 FEHLILELIETT R, n il c AMPHE 5 2 5 3 05 236 1% &
M B 5 I R O R A B, 5B T T 200848 H7 H A 1 38 [ L A H g A1 5 US2008-
0187942 fIAR I , Ho A FRIRAMP CcAMP) 18 5 7044 (CRE) (AF401991) 6

[0032]  “ZH a5 B+ 45X LI 5 BT, FEASAFAE R O AN F OR b | A0 27 1Lt 55 ) 1 1
BN HoAR 3 ] R AR B AR IR P A B 3 B2 5 53 L NG JE Bl A R B ORI A (070
05,032,054 F10A) R FNF FhEEL ZFEFF 1 (B. subtilis)oBEgh+ ¥ 1K H & (SalmonelTa)
Pspv2MIPspv i 3l 41 TR Wi B AR T7 CEH TTRNASE A B 1R ) 41 B Wk 1 14 SP6 ( FH SPERNAR &
AR JEE BE (pAdh JADHI . cyc100 . pPGK 1. pCYC) 3 51 FISV40 3 B 1) TS L o £E 40 2 e
T & H A A B £ & SVA0 R B £

[0033]  “FasE % 0™ Fl “Fa e v ANEESE M 4a— FhEi 2 P B W Z R 1771 5] O\ HL %
AN R SRR AL PN o R, R B AR SR A (AR B AN R 2 A AE T R Sk A R e i
AR JE R ZHDNA S A — PPk 2 A B 1 IR A% HF IR 7 81, AH R ) B I 2 Ao A 110 225 DRI 4 DNAAS
o BB IR AZ R 7 51 o 41 ) A2 e S AR DLE Tk 48 e 11%) 25 DRI ZEL DNA S5 A% 152 7 31 (1) DNA B 328
FASAT RN, iR IR T B Ge il 15— ME 2 Bl B (N2 B B 7 D45 & - & 1k Hb , 4 ) e E
B A T DA EE T 24 Y 5 DR ZEL DNAS) 3R A Bl N, DA 38 B B A% 5 B8 3 20 T AT R
[0034]  “TBI” | “FEAR MR P S e Bk ER 17 L “FROIRIR B P HUAAR” CTBAD” ) L “8 FR I 22 52 4
BIHPUAE” | “TSHES G HIH B RE R YEFRE R4S M o skEA” C“IBITY) . “Hf
P PEAR FFOIR IR 28 32 AR BuAR”™ C“TSHRAD” ) ] T et A T 48 X AL I A , H 5 (2 R IR B R 2
A (HHFR R “TSHEZ K™ B “TSHR” B I FFIR IR R 52487 ) B 3R e e 45 4, I HLA I (R,
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) IX P82 A4 5 HA B IR BRI (TSI CAR Y 25 4 o TBT K L =70 ¥ 58 B A 7

[0035]  “TST” . “HEIRHR AL S BREE (17 L “HOIRHR A4 CTSAD” ) | “Hal P 72 H IR A
FAZARPUA” CTSHRAD” ) A] L4l FH T FEaxX FE A P d , o 5472 BRI 28 32 Ak (R FR A “TSH
SZAR” B “TSHR” B “fE FUIR IR 2R 52467 ) B RO 454, IF BB CHE, 380D X Al 32 4k 5 HfiE
FOR IR IR (TSHECAR I 45 & o B IR IR BT A ] DA B b B B 2 S 1 R Ik, “RROIR it ol
TP e B AT R B e R RO AR SR T L T 4R R vl B IR AR RS i, S
TSHES A7 5 N IR TSHRER A2 465 &, W1 EHM22 5 TAR B 11T

[0036] “fE R BRI ER” C“TSH” DH A A WS fi#iiA (SzkudTinski%F A(1996)
Nat.Biotechnol.14:1257-1263)[F 7~ PEZ T 7 711 A TSHChTSH) A1 4= TSH(OTSH) 7%
[0037]  “Hifk” Al “buyi Bk E A7 fa M O (1 1 1gG TgM IgA. TgE 1gDZ) Fl /B IL & A H
T 5HURS A1 T ARG (HFRA “TvIX” DRI 5 o fE— ANt Erp , ik o2 “L T fE
PO, B ER 2 i () an BIpk L2 40 D 1Y) 22 T B0 A S B 7 AR ) Sy 3R EE 1 o AE S — AN SE T T
e, PR R CER SRR DR CMAD” ), BV EH 2% A8 98 40 B i) SRS SR 7 AR () S ) Bk B A o AR )
—ANLETT B, U R 2R T AR B JPUE” , IF B R 5 A R 52 T A R SR
CABEIEOSEA

[0038] M4 Je oI, “Bul” A “Go i I 4 Re 8 15 T e e R AR H 0% R (LR B R AT
VPRS2 FI/ BN B A T 1) 5 8 L CELAE 51 R CTLRZZS ATATT 4 5

[0039] 44 Kehuddk 5 4F (I WO 19 45 A S 4n g (ol T4 i) 5 Bk 45 & ik, e PR 4
A7 R PUARE AN S 4 LR — Bh e 2 PR AL A ELAE L, Ferb BrA A BLAE AR 1
()55 58 45 M R AZAE 9 0, TSR AR T L RO SRAL “A” 2 5 S MR, WIAE S A AR it i “A”
FBUAR Y S5 B2 H A AL A BT B8 B ARARIC I A I & A B AZ AR Dk D 5 H A 25 A A
TCAR) R AE— LN P, JUik 5 0 F 10 45 A KCEAE F “TC507 B “- 55 5 R il vk FE 3
AT IN5E , TR 1C5048 7= AR 25 w2 A Wit FRai i R 40 4 (A S 404 - 40 B &0 e 52 44 L Tl A )
A8 509 1 420 5 B n 4 1 7] S BRI SO MR B el FIESS LA BRI R ST 21
(00401 AnAR AT A, “B 7 A “REAR” DA Bz & U A FEATEAT A 540 , il
22 SNTR AW, K AR BB RIR R AL A, UL B S S 21 A W i ) BURE 2
(B o AR A FEAF B 328 I LS, R A4 (A8 JR XLV I S 354 T
BREM (CSF) KGR AR 5 DA S [ AR L 2 o R R o 38 A 45 40 i 9 T 4 i 2R L 7E AL
A 43 B T T0 0 40 S A M 75 3 R I AL 23 3 B 1 A4t L [ 5 16 440 P A 2 ] s FH T2 21
22 RN/ B G P8 L S 2 A AT I A D | 2H 23 (9 v A 2R A A R | i SR ER ) L 4H 2R Y
1) DA A/ B4 23 v 43 B PR A B A8 DNAFTRNA ) 25 25 |, 33 6 Sz 48] e 28 41 3 B 12 T,
LA R PR 1l P R FH T A% 5 B (A3 et 2 2

[0041]  “Xof REAE S FRiB It bR 17— PhELE PPfe A8 S 4, 4EFR7E 0T HE A FHAd A 1 A ]
AT 5 55— PieE s EE B AR s AR HE BT IX AN 2O (1) — PPEk 2 B AR S X B R AR =
SC A 5 “BH XS REURE A A2 L v B G FUHH R A 140 0T EURE &t o 4510, B e o BEURE 7 A L v
IR G AT R AR IR HEASE

[0042]  “FRAERES” $8 FIAE F T VPAR 55— PhEe it COLan sl e O I 2 28 1O AR o 9t L 25
&4 I TSHIK BN/ B (1) — Fiak 22 Plobs i BE 5 1T DL FVES 25 T 1Rl DCRE P 1
TSH#K 5 Fl /B &
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[0043] M4 J AHAT T 58 - FhE bt (BUAEXS T-58 AN 7R — P e v (BRE 38—
A2 O BT 43 F (B & LR PP B RUZ R 7 51 AR S5 L 4l i Fn /B % (ol 2
DRI ) R0 AKF VRS tR S PR R 3 0 45 5 1 a0 BRI SR (TSHD e 5 L FRIR It &%
AR (TSHEZ AR I E5 A TR AKCE SRl F 45 A IR R PR PR o IR 45 5 8 0 7 Rtk
SXof P9 A R S T R R R L 5 B R T B E TE D B KT, AR YD L HL
DN SR CBRAR FNEIA SN CREE TR S TN SR AR RS — R P (B R
F—ZAE OB AR/ BN G R B L A B R R (BRSNSl D
ARATAT &=, R AT A A AT AR A A G i k2 gt BB R A —ANSEHETT
S FE SR Rl S AR (BRAE BB — AN ORI 4 F AR/ B R B L AR 5 PR
it R CBRAE B8 AN S HO I A R 43 48 M AN/ B B ) B0 AIG 22 2 10% 1K 22 20 25% 1K
£ /050% AR 2 A 75% 1/ BAR R D90% . £E J)— AN SEHE 7 2, 7R — PR (BAE S — A
ZARE OB AN A/ B R B S b AR 5 PR b (SR SR A2 W O A R
a3 ¥ A0 RN /BRI G ) B ARS % 100% AT AT 5 B B 3 e, Bl i EAS R T-10%-100%- 20%-
100%- 30%-100%-40%-100%. 50%—100%- 60%—100%- 70%~100%- 80%—100%F190%—100%. 7E— 5L
Jit 7 =, B — AR (B — A2 ) B P IR SR EAIR T Tk : O AR A S
YR /B 5 1R AL R R (B2 R ) o AEBE— DI St 7 &b, 38 R AR (BEE A2
B T IRBIREAR T Rk « ARAT AR B 1AW/ B AL B AR (B2 3D o
FEA M SE T 2, 58 R (B AN B H TR BN EAR T MR 55—
AN B2 A L AN R 4 7508 R0/ BAS (3R] 1 FR 82T 1) R/ B4 EH AS () (19 e P @ 428, 3 AR
(KL A RN/ BT A FR I R (B2 ) o E— AN S R, 55— RioRI 55— RoRE L (3R
S2ARE DT DA AH A, 48] 0 H o 3SR 0 5 A BRI 2L P RN/ BT R R AN TR 7 5 (Rl )
SRR R) it FH IS 2R S 6 — PR i (B2 D B AR S — ALt 7y b, S5 — Fib
FEE ZFhe b (B2 D AT DL AR 5 49 0124 Bl A AR 2 BH (1) 45 W R0/ B 5 0 — iRt
it (B2 BIAE R, 02 55 RAREG 1 A8 3 R Bt v 1) 5 — MMk

[0044] Y4 Je AHAT T 58 — FhE bt (BUAEA T 88 AN S2 303 , 7E S — B e i v (BRE 38—
AN O FIATAT 43 (B R L 1R 7 B RAZ IR 7 9 oA &5 ) L i R / B G (1 2
DR () R A AT VRSB E AR B 3 (1) 45 6 09 e FROIR IR B 2 (TSHD B 5 R IR IR =
AR (TSHEZ AR R 45 A (KT SR 45 A I e e 1 I P I 45 6o R0 7 B AR
X IR AR S T R 9 R SR L 45 B S R T B MR 2D B KT, ASE I T
BRI FEIE SN CHE T &7 TR SR, BARIE S — PR R (A B — A2 i3
HO )43 4H B R/ B G B b AR 58 B b (BRE S8 AN 203 W) | &=, B
AATAT & A FAATAT IR A NI G W ik gt bR B 1 A — A S R, A5 —
BURE i (BUAESE — 323 0O B4 4H B A/ B R ) B s bl A8 58— MoRe b (BUE 5
TSR ORI 5 4R/ B R N E 2 2D 10%. 2 2 025%. 2 B A50%. 2 2
AT5% F/ B % 22 90% X AL FEAH AR T, AR5 — FiE i (BESE — A2l E ORI 5+
111t 0/ B G P B L 7 B PR B v (B B A2 O I A R 43 4 A/ B
RINBE L ED10%. 2 FE /D 15%. 2 F/020%. 2 5 /A25%., %2 2 /b30%. 2 E/035%. %2 F /b
40%. % F /0 45%. % 2 /D50%. % & /b55% . £ £ /060%. % F65%, 2 B AT0%. 2 EATH% £
£ /080%. % F2/85%. 2 A /90%. Fl/Bk 22 52 /0 95%. £E—NSEHE T R, SRR (BE —
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M2 RE D H R GIREAR T T8 : AT AR B E W/ BT AL 2R (R R o (B2
RED AL DHISLE T R, 5 R (BB AN IR H FRBIREAR T T A
RAT A I SR/ B R R RS i (B2 ) AR AR SE it 7 2, 58 - FhRE
(B 2 E D H PR BURMEAR T Nk : O L 55— A2l & M LA R (1 7 = A/
AN A (1) FR s [0 1/ B2 R AN (] 140 e A O 12, A8 AR e B ) 4 A 0 R0/ B V2 A 2 TR Ay
(B2 RE) AL R, P RhRE S (B2 ) AT LA HF ), 4l H o
TR E AR B B 2SN BTV B AN TR 7 58 CHI A0 75 & R B2 18] it FH 420 5D (R 0 —
BhRE it (B2 AR E D WIAE o 78 05— AN SEt 7 22, 55— B —Bise it (B2 E D AT LA 2
ANTEN T 5 490 30 224 Ll 3 A R BH B 2EL A R/ B V0 — e i (B2 3D IR FIE , il = 5
I PRI 1) RE 3 FNER e v 1) 73 — AN

[0045] 44 e AHAS T 58 Rt i (BN T 58 =AM S8l 38D AR5 — PR i vp (BR7E S —
ANSZARE O BT 5 (B R 7 DU RAZ B R 2 51 BRI AT/ B0 G (5]
DRI ) R I 7P VB e IR S R P43 1 45 6 491 a2 FFOTR R 3R (TSID i 5 AR IR IR R
AR CTSHEZ AW 45 G 7K SR 45 B 1% e e R Bl I 45 5 25 A VB eIk
X9 () 4 S P 6o 9 P U Pk 465 6 21 R0 7 RS T S5 D IR AT AR I R K =2
BARTEE — PR S (BRAE B — 23 O I 2 41 B A/ B0 G 10 20 &= 2 78 5 ik
i CBRCAE 28 A2 O B BE I 91%-100%.

[0046] 448 SAFA 73— F1 /BN R 7K PR, ARGE “BeAR” A4 i 3G A /B .
[0047] 43 S AHAS T 58 —RPe it (BT 58 =AM 328D ARS8 — PhRE i vp (BRFE 5 —
A2 E O AT 5 F (B R LR 7 B AL R 1 51 oA &5 ) L 2 i 995 2 0/ B I 4
(91 G 35 PRI ) 3R 38 7K VB e IR PR Bh 43 1O 465 6 9 e AR DR R 2R (TSHD B A 5 H A2
RIR R AR CTSHAZ ARO[ 45 5 I 7KF P A7 45 & B8 e R P P RO 45 6 2R F 7T
PRIFIE TR S X6 P2 90 1 A S T X 0 1) U 65 65 515 R 0 GBS PR S ) IR KPR, ARG “FE AR
FAHF AR AT FAEAT ST A A B Ge vk 43 A 7% AR S — Bl (BRAE S — A2 il )
(1K) 535 SR AT /B R 5 & 5 AR 58— PoRE b (B 5 = AN 2l O & I AN E
FE—ANSER T Z 0, AR5 — PoRE il b (BRAE S — N 32l O I 2 4 I A/ B R 4 &
SEAE S PR R (BRAE B8 A2 HO R 1190%-100% 51 W190%- 91 %+ 92%+93%+94%-
95%.96%. 97%. 98%. 99%F1100%) .

[0048] A SCHE AT AT HAC{EL Y0 e FH 60, i R B 5 ) B I U B 0 BRI D o
T AU IR AR RR i MR, A SCHR A “F2 /507 (VI R FE 405051 .52.53.54 .55 56,57
58.59.60%% , f143%150.1.50.2.50.3.50.4.50.5.50.6.50.7.50.8.50.9%% . 7E H— %84
Ui BT, AR SO B2 NT507 VS R AR B 849 .48 .47 .46 . 45,44 . 43,42 .41 . 4055 , T4 %k
49.9.49.8.49.7.49.6.49.5.49.4.49.3.49.2.49.1.49.0% /£ W/ — D2 LB, A ST

P 15107 O YE R FES 6. 78 9RO [ BN 3 H, TS - B 5. 1.5.2.5.3.5. 4,
5.5.5.6.5.7.5.8.5.9%%,

[0049] B 3EIA

(00501 A BT HL AL T TR I MR 2 B G SR 1 CTB D (AL A A v R R
750 T TR 5 AR SEPER , 36 FLAT B PR T TB LA AR B 4 BR 2B 11 (TS T
LT A% U0 A 2 W16 2EL 2 R T V4 W S TB LR/ B TS TR 27 AR S e P T M e

11



CN 103975239 B w Bg B 8/18 T

T A/ BT 77 2 IR AR OF B T3S Bl PRI A AR R 7 TR E

[0051] AR BHAE Tk Fh gk — DGR - CAD F T I0 HR R R P S % 3k B ) CTB D (9 0 52
2, (B T HUIR R 3t P ey 3R B 1 CTB LD AT HR IR i o8 9% 33Kk B 1) CT ST (89 30T Ao 00 £y 0
EE, FIOWRA &

[0052] A FH TR J0 A HRBE ) A S B3R ER 1 CTB D Y I e v

[0053] AU BH$ ff 1 FH T A 0 I ot o ) R PR R d s B P e 3k & B CTB D I 7 %
HAFRORMLD HAS TN IRE)— PhEL 2 PRk 8k 58 8 7 B 1) 3 BL R 40 - 1D 5 cAMP5 3
A5 B PR A M R Y AR T DR (9 s Ot R B R DR , 12D 5 AL Y 5 30 Al 4 1 i
PRI HR S TSHEZ 44 CTSHR) Z: [A] , H v Bk 240 M /6 A i A B3R IR IR 5 TSHR, 11D 42 R BRdes
CTSH) (B BTOTSHD , A1 1 1) X0 BERE ity 5 AT v ) PUTRCASE ity O B PRE 5 TBI D 5 b ) A 6 25 [R] 41 i
AITSH T a2 fih < 10565 REAE i, DA AR S5 — At e, 03 2D PUaAE o, BAP AR 58 —pioRe o,
Hh ik B A2 T TSHA iR & TSHRES G B S5 A T« e ) P& 55— Mileg ot vh N1 88 — e it
(1) 18 e AT [ R 1B K P, o 5 A — B S A B3, 78 55 PR ot o | 4 T R IR () R Ak K
ek 7R PR S TBT A7 AE

[0054]  FE—ANSLj )y =, AR B TBTIN B V2 2 2 T 4 i Sy 3R R 1 s e v, i
ok HL AR IR P G 0 Bk 1 SR BRI SR (TSH) 35 4 45 A 78 78 1 P CHO-MCA 4l g - 3R 1A
I TSHEZ 14 (TSHR) o /£ — B8 525 /7 S v, TBLIN 5 V2 EL A5 A FHCHO-MCA M . 4 ff A= A 5 R 2
bTSH.Thyretain™ M2 (Quidel Corp.&Diagnostic Hybrids,Inc.,0hio,USA) &
F AR B IS A O o AR R BH B TB TN 5 ¥2: 03X 7R RH 2 40 o T AR G080 B RN A& T 3R
121 (Thyretain™5E V% Quidel Corp.&Diagnostic Hybrids,Inc.).

[0055] A B B ) 5 V2 A S T 451 1 4610 s o AR & B 1R TB LM 5 V25 1) 73 491 14 CHO-MCA 2 Jife 2
22 10 e AU ) v L R B R CCHOD 4T, HL SR R B R o 8 R 3l 1 BB ik & A/
K SR TSHRAN 5 e 3 B i i JE IR o CHO-MCAZH i FH T Thyretain 5@ % (Quidel Corp.&
Diagnostic Hybrids,Inc.)H,

[0056] A 51 FH T2 W 5 TBI I A7 AEAH ORI 0 » 191 Tk B R 30 PO A AR IR FRIR
28 (EndoZE A (1978)].Clin.Endocrinology & Metabolism46(5):734-739;TakasuZE A
(1987)J.Clin.Endocrinology & Metabolism64(2):239-245); FIRIEIHEEIRGE (TakasuZs
A(1984)].Clin.Endocrinology&Metabolismb599(1):142-146) ;¥4 JL IR IR ThEE 1B
(ITseki®F A (1983)57(2):384-387 ;Matsuura®E A (1980)The New England Journal of
Medicine303(13):738-741) ;AF F LR MR M AP R D0 B8 9B (ArikawasE A (1985)
J.Clin.Endocrinology & Metabolism60(5):953-959); BUIRARALEE IE 5 B F IR AR L EE Uik
1B B ik AR 4 (ChiovatoE A (1990)71:40-45) 5 J7 Ak PRV 7K fif (Drexhage s
AN(1980)Nature289:594-596;Konishi® A(1983)J.Clin.Endocrinology &
Metabolismb7(3):544-549) ; Fl4F & RGP 7K i (KohnZE A (2003)Autoimmunity36:331-
337,

[0057] AR BHI J7 i3k AT Ma s e i gk e AL/ BUVR YT 7 S8 IR YT R % i 5, R LR T3
Wl PRER A A R TT TR E

[0058]  ZAR&GigHEA 1 T HRIREER B & Juig i e 2, HAT AR A K B (T-20084F8
HTH A 35 B % R HE A -5 US2008-0187942) 4 FFMCAIR A 3244 o SR 117 , A< & W )
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T3k A NAR VA DR A AR ST I 58 1 2 T T 3 W A 15 v D & P IR B g 25 sk (4
A1) G B BREE (1 (TST) :MCA R A 52 AR M 107 8 PR 3, I HLH IR B 25 B PR P AR 1 45 5 4
THER AN /B o B AN AT R AR ' BTG T TS T 77 2 1 e S P A2 1o FH R IB iR A MCA 32 A
(T2 ) 45 51, Hw et 5 e B B ik (R S P YR S JuRHE SO Je 45 A SR HL P AR
TS AR B R IR S M o A, AR AT R 3 e T ARG DU TS T I 7 T 1) R U & R B kA
MCASZ A4 0 4 %) &5 SR, Hod ot 5 e B & buik (RIS 3 B S P RO RS AR
BELL B AR AU ARTE R RUR .

[0059] & T AR BRI T IEAER IUTBI H A AU 1 5 T 40, AR R B 5 154 4 1 %6 TR
MITBT R B A N VF R 5o BRI, AE— AN SRt R B I TBI I AR R BT VE R A —AE T
ATV AR I TB TR 1 TBT TCsolf 515 21545 /N (e 7. 545 /N WITBT TCs0, BT J7 V204
2635 B 4= U TSHRAC 20 i £ 85 234 Bk A& T SHRI) A5 35 PR 40 B o 2 S0 85 408 41 52 FH CHO-MC4 4 iy
FEIR A TSHRAE RS M TBT 77 1 bb B A= AU TSHRSE A5 FH CSE i 4512014 o5l 4 , AR SRR sk 5
I8 B A U TSHRAGTHL 040 B AH EG 3, 244 FHER AL Bk A TSHR T CHO-MCAH B , 7E A I TBT HH 1)
B = RARE s CHO-MCAZH e () T Cso A H10ZH Ui TCoof 7 . 545 7N

[0060]  wiA & B0 H TR N TBIR REE T S B 55— N AR AR A T A
AL NIRRT TBIR I TBT TCsol?) 1065 23065 /N (Bl ik 2265 /N I TBT 1Cs0, ATk
J7EALHE AU TB L B b B HUAR A DU TB T HX 7 o 11 45 & (AN AEEL T SATN 58 V2 ) o A8 SCHLAE 2
TN I B A3 FCHO-MCAZH M (I TBT I 52 V22 TCoo & 1. 344ng/m1 , & TRAD I 5E VA T Cs0 i 22
F/INCREH3F14) 6

[0061] | SCH il B A KR BH 51 ) RS 28 /0340 & A N V)RR A AR ik 652
W TSHR-LH/CGREE 2 18 X TST A& R BT, AH XS TBIAE R A R, 78 B id ik & 52 44 b TSHAZ 44
CTSHR ) 3% 2 1) K 5R AT 25 44 38 3 28 8 A2 1k R 38 38 (LH/CG) 324K (TaharaZs A (1991)
BBRC179:70-77 ; Tahara®s A (1997) Thyroid7(6):867-877) Ak, A F RS il A %
A 149 7 A9 2 5 o K] 408 i, (491 G CHO-MC4 24 it ATRD-MC A2 i) 28 35 FIMC A+ &5 32 A& TSHR-LH/CGR
Be= KT TBIRIRAL, MR B8 2 T TSI R A7 (Kohn%E A (2003)Autoimmunity36:331-337;
SandersZE A (2011)] . Molecular Endocrinol.46;81-99),

[0062]  HARAR LT ANLE—DSEHETT R, AR KW T iE#— DD 55— Pkt
i FE G 258, A D 38— AR ot v (1) T8 32 TR 49 8 e 2R B DR (R R TA 7K P ik /b

[0063]  jhAb, BARASIE BTG 1) ARAE— N SLiE Ty S, A I J7 vt — A A5 W 5 Ik
FES B TBI ZK P o 3% AT LA 3 491 Br b 65 T 38 5 ol 10 -5 AR ot 4 i 11 T 2 DR ) 3
TR, 55 20 78 AT s 2 DR 40 Jf 55— P 22 v o AR o 422 i i ) IR 8 DRI ) 3R K, ik
FRUERE T B S A DRI Y TSH.

[0064] A BH 77210 3k — 20 A N VF B9 77 T 22 E AU 2 TB U e MR o FH TS AR &t o )
TBIAFEAE R TTIEAE IR A R T TB I S PR Bl “TBIA: MR, Jer iz 7 e R M TSH
55 HAZ AR CTSHRA AR A TSHRO [ 457 57 PR 45 5 B TB LA 40t L I mpoie 3ok TB LA 41t 7K Pt
IR B R 2 B AF AR AR AR AR (R, R A 1938 22 10%, TR 1 %B& 22 10%) « {2 25 44
BR (LI NGB AR M IR R (hCG) LRI BRI R (FSHD o

(00651 531, AR SCHCHRIE SEAS K BH (1) TB T 5 256 b TSHA e R PRI, DR A 24 = P 22 (1
B2 LH hCGRIF SHAE 4% % BH I TB T 5 v Hh DA HE e v A 4 2 T 5 3 PRl R P AN D e i AR )
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2 T 5 Y0 W B T A5 a3 AT R, A TSHAS TSHRES & (K TB LI 3 A K B2 SR SR B T4
(SEJEA15) o SRR T kb, BOR A R B B ) s 2 A 0 B @ 1k TB LAY 869411, {H7% A TBI 5 LH\hCG
FHFSHAR A ART— i 7R A PR 0 218 1 96— 8 4% ) # 1l J ]

[0066] B SR ASTHUHA R il 754 s BH 4 0 5 72 b A TSHIR B2 v ] AELAE — S SE it 77 =UH , TSH
BA/NT100mTU/mT, 3 H B ARIEO. 2mTU/mT-100mTU/mT (13 2 - B 1B 7 24 TSHIK J3 25 T 8%
/INT-100mTU/mIR , 74 491 2 5 R (A1l e ' 25 il 2k (81D (%) 38 28 R0 TSHIA B 22 [R) 1) 9% JR o 28
PE

(00671 ANTRHAAE A e W (1) 75 v Hh A58 P 1 266 32 DR A0 5 7 ] A o T TR R, 7 —
ANSEHE T, RIE BRI R RO E A B, B S O R R R RR T FISEQ 1D
NO: 03[ & A i

[0068]  ANTRHAAE A A B (1) 75 v v A58 FH P 26 25 DR 40 B PR ot T AT AT 4 s 28 28 8K T, 72— A
SE 5 Ze e DR 4 A9, FH CHO-MCAZH it FTRD-MCAZH 51 7= 1 440 e

[0069]  AE—ANSEjifa /7 e rf , AR W 1K 7 v ] AT 5 TSHAS 460 g DR SR 380 B v B e A
(g aM22 ) 01/ 55 R R R S8 2 5 b P SR AT (19D o AR SCEHRHIE SEAS & B TB T 5 2 ]
DA W0 73~ 48] P A s 1 SHMPBEL W7 J8 sk b T SHARH / 350 FR PR i sk S 33 3k el 1 (TS T [ )3 g 77 (B
10),

[0070]  B. JH-T HOIR BT A S0 BR AR 1 CTBID) AT A DR AR SR S % BREE (1 (TST ) XU A
(1) I V2

[0071] A BRARAIE 7 FH T DU e ot wh i DR IR B R 1 P e s 3R A 1 (CTB D AR i
BRI B BRE O (TSD I 5%, AR D HAS TR —ak 2 fh R #ik i
5E G e ) e FE D A0 I < 1) 15 cAMPS 5 1Y JE )~ ] 458 1 b 32 42 4 ik i R AT (4] B e ' 2Rl
), F12) 54 AL 5 B ] AR R R R A TSHAZ A (TSHR) ZE A, v BT I 41 i 75 41 e
JEE RIS HRATSHR, 1142 IR BRI (TSHD , R 1) X HERE &L, 1 v) TIRUEE S (ol iR e &
TBIAN/BLTST) s b) i 5% FE R 4N B AN TSHS I IR 422 i« D 0 HEAE S, , DA AR S —FRe i, Ai 1)
DUSARE S, DA™= AR 88 ZRhRe & , Hovb Birid B2 /e BT TSHA ik & TSHRES & (9 2641 5 Al ) U
S LE R AR RN E 2 Ak S, 8 A e ) 40 i (3% R T R R %) 2R 38 K S (] B e e R S T e
FCRBHE PERT ARG, Horb 1D 55— R SR EL A, 70 88— BhRe &t o 1 i LR (1) Rk
KPR F 7R PUAAE i TBI A7 AE , A1 1) 5 85— PPe S AH L 3, A8 58 PR p O i TE
SR B 2R IR KT 38 4R 7R JUURE B R TS TR A7 AE

[0072] 2% SCAE St 45116 -8 HH ) B340 I S AR B 16 0 s 2 Aar M TB TRA T STV 2 ) FH e , 0,
FE ML AE S RS I (R 8D .

[0073] AR BH FH-T-TBIANITST Y & 19 X0 FE A I 1) 77 72 -T2 Wi 5 TS THIAF7E A 9% 1 599
o T I Qe AR IR IR ph e ook, FH T I daspem A/ By 7 it ke, o LT3 Bhile R =
AAEHRIT HE

[0074] B SR AN T 2 2k R 440 b R i) T AR e e S 28 AELAE — /N ST 7 S8 P, B Rl 4
Jf A5 F CHO-MCAZH it ATRD-MCAZH Jfa 451 73 Fr) 240 i

[0075]  C.i7 &

[0076] A BHHRAE T FT 75 B e AR R B I 7 v i AR 6 o 72— AN SR 7 B, 123077
ST DHAET TR R Z MRIEBRAATE B 5 Y LR A0 : 1D 5 cAMPE 52 S

14
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B AT A b TE B B B DA, M2 5 2 Rl 8 B AT R AR B () kA TSHAZ A4 (TSHR)D
SRR, oo ik 4 A 4 AR B AR A TSHR , A 1) 5% -5 P %4 52 DR] 48 it 146 90 PRI
BER E G BRE A (TBD UL 4.

(00771  RAE “Blin & T 4878 Soalom) S HoAt A R 265 o 28 rgaak R0 & ] DL A 5743 4
e PR ER ) BURROE B T AR R G (I AR RO RL/ BUR A R G LB A RERE
it DA RIS 2% (B AN & e i) o

[0078]  FE— NSt 7y S, RGBS RO &, L5 FOIR IR IR B I ey Bk i
[ (TBID o £E 53— SE it 77 22, i m G A 2 e IR i8R (TSHD

[0079] 475 SATBIANTST 35 I SR Aar I 5 223X 50) & AT DA — 200 2 AT I A
HH R R R R S e Bk e 1 (TSR U BH A5 o £E 55— NSty Zevh, izl m & ml BL sk —
AP0 B o REURE it , G 25 e 0 RRCTR 2 s S S BR B 1 (TS T

[0080]  s23%

[0081] AL IR St LA S UE 52 Ho#k— 20 28491 i B A A BH 0 S L8 it 126 SE e 7 S M5 IED
F HASRLAE R R 1l HLYE T

[0082] FENIRSEIAFNAEN, MH MR ST :eq(HE) s MOBE/REETT) s uMUR EE /R B
FH) NCIEH ) smol (BE/R) smmol (Z2JBE /R ) sumo I (FEE /R ) snmo I (AN EEIR ) s g (i) smg (Z2 ) s 1
gUE) sng (A58 s BRL(FH) sm I CZ TP s uT ) s wCGlD) sm (22D s TUCH PR AL s em (EKD
mm (KD s imCBCK D) s nm (42K 5 C (BEIR JE) ssec. Bis (FF) smin . Flm(434) ;MW (=) 348
FRLR B8 2 A IR AR 28 (TSHD sbTSHCARTSHD s TSTCRUHR R Il Sy BREE 1) s TSAD CRUR AR
RIBEHTAR) sEDTACZ iU 012D s RLU/ sec CREXS DG ERAL /A s GMBIPM (A K15 57 L BOME 55
FrH) s SMCYL R 77 5 ) s HBSS(Hank [ 114 #5750 s EMEM(EagTe IR f /N 0A 75 5557 2 ) s FBSEL
FCSCIG A ML BN LY ) s DMSOC — FR L) s CHOCHp [ - B, BN SR 41 ) ; CHO-RCEit A TSH
S BE Y] CHOZH Y s CHO-RTuc (HH cre—a{ Jt 3 M4 B 3 IR 5B 5 W) e R 1) CHO-RAH L) 5 Oxoid
(0Oxoid,Basingstoke,England);BBL(Becton Dickinson Microbiology Systems,
Cockeysville,ME));DIFCO(Difco Laboratories,Detroit,Nil);U.S.Biochemical
(U.S.Biochemical Corp.,Cleveland,OH);Fisher(Fisher Scientific,Pittsburgh,PA);
Sigma(Sigma Chemical Co.,St.Louis,MO0.);ATCC(American Type Culture Collection,
Rockville,Maryland);LTI(Life Technologies,Rockville,MD);flPromega(Promega
Corp. ,Madison,WI),

[0083]  fERIAT &M, X LT3 v b i A AT T IR 2 TE T 1 (% 17 TSHL X B B A
S RITC T AL FR I o i AT R AR A AE A W 22 A P AE T 64 T BE4T o 4 15 57 5 (49 diHam s
F-12, EMEM&) 45 H LT, 1 53 #M A an =l 00 75 2 FE 15 1 Sigma.

[0084] L 3 5% 78 Mt VR Wil AIAE AR K W D7 i v A0 RN, A 12 9 VI 400 B 1 % 7R /) R R HE-80
"C CEG AR W A7 15 B2 I, » DR 9 il P ARG B0 ] B8 3 305 7132 2% A E S A AE = | T AR E
() B 75 HHEE , Fir LA S x 20 B 2R g VA LR AN M H =20 "C I A7 B2 HHE 2 8 L BT i 46 1 x i
VRURA) JIT 5 AR BB IS 1) o D) O B A R B 0 SR RS VA AR 5 A7 BRI I, T LA LR R AE -
20°C T ¥& 5 EHL BN R AEAE FIRG , 7E iR i) () & ] DL HUE T-25-37°CoKiH , DU His 2
FEifo

(00851 — iy & » 4 A AL CI9 At 7 i AR ) o B VRIS, B4 mT BLAL IR SR 2 A2 )

15
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LA IR AS N o P DU AR A3 B A OB RSP EAR T b, HE B2 R e B A R
&5 A LA IE S A AE e 2 b R 4 2 o R i 2 R AR o SRS I, UK P AR IR R AE BE
U £ 4 5 AT A A A AN HE L LK Sl 285 2 [ T 48 e LR A0 T L7 380 358 5 DA 2
SRR AR HANEE T S AR FEHR A o SR T , 00 250/ LAEE B 140 B 58 )2 0 T4, R A 4l i ] A2
Sy b i ok Al 28 EH o

[0086] 4" ST VEH Pl  fEFR AR AS BRFE A FRAE HU B — = A0 AT o B TR 3 I
R P 5T AT SC I AL A R IR A R R R, 24— 2 S A S AR AR 1K R+ 10% (331 D)
I, B8 B VAR 3 T 3 — = R R+ 10%(330u D), AR S, IE Hg 1 10ul #83—= =
- fL, SR A A E I

(00871  7E 41 i 55 )2 (50 0T 70 ol 37 S AR D FL PN D D il & o, U032 200 i A8 L P9 P 28 0 A o TR
I, SR T 3 G AN I ST T A M 43 AT A1 2R N LN I R A RLAE TE R B 1) AR A 2 A AR A
1T AL AR R I BT A FLER 452 20 M )i, 4 P AR 78 25 HL/0 B T I A e iR 3 & i 304y
B, DA S VR AN R 32 T UL BR 25 B FLCHE - 1 35 Bh s (R 40 B P 2 - A 7 A8 T AL R — A
.

[o088]  SLjifiif5i1

[0089]  FH T AE St H (¥ TBI I 7732

[0090]  JeRifik 1 (T-20084:-8 H7H AH KK E LR i A H '5US2008-0187942) i T
00 ORI 08 e S BREE (1 (TSTAEMIN 52 ¥, Thyretain™) i 58 52 56 e 11 41 g & (CHO-
MC4) , Ho 3R 35 ik A TSHAZ 44 (TSHR) MICREM i M 2 D' 2 I8 o Dy 1 FF R I 78 14 R OIR i AT 4
CTBI AW e v , BATILL B T %A TSHRA B A2 21 (wt ) TSHRIF R I

[0091] 435 SR IAw LB HR A TSHRAICRE §< 56t 14 2 56 25 I 1 CHOAH e o fF A a2 37 °C T AR K
1518/, 3F Bl 5 5 bTSH. TSI TBI AN/ B AR 3 LG — iR B A1 & 3/ 5 Il &= 206 R
B335 o B ME 58 SONFEXS T-5 B b TSHI 510 7 ' KB R IA 6] b .

[0092] x4 Fliw t 4 58 79 & R S o DA RIS OB M 77 =X ma REb TSHIR) w6 R 15 5 (R R
AN K RS A B K5 5 owt TSHRRIA A1 R WA BL0 . 8-50mIU/ LI bTSHIK FE , Mtk &
TSHREZE 74 40 M 22 B4 3 )32 I Zh A T (1. 6-200mIU/L) , 3 B S 2 8510 ¥ mi kS A
111t ZR ARG D0 3 ok 1 HL AR B R EC O 1) AR I IS R (9 TS T o 4 40 e R FH TS TE b TSH AL
IF, 38 S R N3 N B i 3 PAIMAD ,K1-70 (RSR, Cardiff,U. K. BEL & 4 TBI A ALY , A&
it 7 TR B R R AL kB 4H R F A S R B, PONK L -TO R I BE50%( 1C50) £
AU R R S-5R5AK . IbAh , Swt 4 i AL 5, 24 I TBTRH M 13 9, 18 & 40 i R
TN 3= A5 R TS P 5 I HL— S e o TR M BRI B I LS R STE R R R 2 it 26
[0093] 25 W R SwtAHELEE, kA TSHREM ML FR R I T A , I HL & FF R 8k A P M AR
Vi e TR AR AN o

[0094] A FH-T- G DU I35 56 o v B TB T A~ 4812k T 6

[0095] 1. HI1OOWT/FLI¥) 40 B BH 76 ¥ R (A8l 4n 38 [ 5 ) H A 4 FF 5 US2008-0187942 1 iy
R, I HAENThyretain™ Cell Attachment SolutionMQuidel Corp.&Diagnostic
Hybrids, Inc.,Ohio, USARH AT 15D ¥R AT — P BE €0 5130 /3% B G0 96 FLAR o f3 7 v B8 7 AL
30F0 HLRE AR H A

[0096] 2. M5 1/NVA R /NIAICHO MCAZH M in ABmI Thyretain"Growth Media (5 H £
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FIHIE A FF 5 US2008-0187942H firik , 3 HAE AThyretain™ Growth MediaMQuidel
Corp.& Diagnostic Hybrids,lnc.,0hio,USATRMYT[ /),

[0097] 3. M40 LA 100w /FLAMAE 2148 LI 2 (it Pt ) TH 8 AR 84T LA 2 PAR I 2
FAFM _ERRTFES)D .

[0098] 4 E4lffu~FPHRAE37C R & 16-18/Ni .

[0099] 5. 7Eid & A K HAZE WA, BB shiC A R 2 4 , I LR SCan fuAs 575 3o %
SPAR ] BIELAR P

[0100] 6. ]#&40011U/ml bTSHOX foVFAEREAFLH 10001U/ml 2K FE R bTSHD o X 22 TAE
it B o

[0101] 7. FbTSHH &R FIRE S I L s L LR R ——40uLAE P RE F1 . 2200040011 U/ml bTSHAN
180uL. Thyretain™ Reaction Buffer (i35 & Fl 1% A FF5US2008-0187942+ firik ,
I HAENThyretain™ Reaction BufferQuidel Corp.& Diagnostic Hybrids,lnc.,
Ohio,USATE T 13)

[0102] 8.3 I 1E 5 LB AE S N Z% M L2 1L R (40ML I FH400RL s B 2% i ) oK il
HaEAXTE,

[0103] 9.3 id#% BE40uL IF 5 1L . 220uL400u1U/ml bTSHFN180uL Thyretain™ Reaction
Buffer, fil &b TSHXT HE .

[0104] ¥ PARIIE IR 5 & A Thyretain™ Reaction BufferflJEE L.

[0105]  10. MIEF6 H B H SPAR Hig vt , 35 HLBE 5 A 10001 /FLThyretain™Reaction Buffer
25 1 PR o

[0106]  11. ¥ HI4 MRS LA TOORL/FL I — R =41 40 .

[0107] 12 ¥ 4Me/E37 C iR & 3/ s

[0108]  13.7E3/NIfE & G I T A LRI W B

[0109]  14.#575ul/4LBright—-Glo™MAEEDAL.

[0110] 15 [ 4NA/E R IE FIR B 10980, 3 HBE G fEVeri tas " PAR B 15t 4% 1 Bl 5 PR o
[0111]  B.ZETB1IM v 1 7~ B P TSHAC

[0112] &1 s 7R fd FHCHO-MCAZH A () b TSHF) & 02 il 28 o B 1A R 7~ FIAE0 . 2m1U/ml -
400m1U/m1 )3 J82 90 [ o ) b TSHIRY 32 82 0 £ A B 1) o Dl ZR 5 5« IR L BB /R 3 HIAEO . 2m1U/
m1—-100m1U/m1 %) 56 7% Y B Y R o () b TSHIY B ' SR BFS F o S/BLEL Bl i s L RS 5 AN L
FURREAY FH AN R SR 36 7 AR 1 o ' 3 A s 1t CR RARLUTI 2 14D

[0113] 1A /R 2 B 5 5 B & b TSHIR B M 30 o b TSH & 46 T 8 /NT-100m1U/m1
I, 723G ER B 3 A TSHIK B2 2[RI R 58 FR A 2 PRI o 4 b TSHAY IR /51 T-100m LU/ m LI, 8
J B T B B IEOR , 9F A5 S BT R SIS B & o I IBJE b TSHIR 5 % T 8¢
/NF100m1U/m1A , B ARk 3543 O RPCGREUED B T

[0114]  ZETBIINE 2t , FUIR BR3P 300K S5 b TSHTE 4 45 A 0r T 40 M s _E 1 TSHAZ 44 . (R It
DT SHART MR A FH - 900 s 0 5 v R 0P P B 2 4 TR LB AR BT PR 5 T 6 RS i 2k
YU A b TSHIR J52 2L A7 L bTSHIY) B8 w57 =l 2 1 34 52 S8 w5 PO ARG N8 58 o 76 b T SHIR 58 114 28 2 i
P B3t e AR AT DA R AR I 5 V210 — A B R IR o SRV 3 e A 5 28 LA A R) b TSHISE 0 R 8%
HEE 51 b TSHIKR B BB B8 KI5 5 AN

17
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[0115]  SEjiif5i[2

[0116]  HXA TSHRAEAS INTBL 5 bk BF A2 AU TSHREE 4 H

[0117] AL LLEEAEMCAFATSHRw t 41 L (H10) H , 4 FHK1-70 B R iR 3t A B S B 7 4 (MADB ) 1 FR
PRI B G 2 BREE 1 CTB L) 52 V2 B G ) R A

[0118]  fECHO-MCAZM M BHI 040 A - A TB1 I 2 v A0 . 12 100ng /m1 %) 74 L4 B (1)
[FIMAb K1-70. 45 R Wos T B3

[0119] B # S BRI 2L A L VLR BRI IE 55 L7 1 5 2% VR AR JES RLUBR HE 1K o 11
HH 2Eb ()+H A : (bTSHXS HERLU-A£ S RLUD /b TSHAS BERLU

[0120] &5 I B 7RCHO-MCA4N e B A LE H104H B /=145 22 1 XK 1 =7 O FR A I 3R 50 % - CHO-MC4 41
M) 1Coo 2 HLOZH I ¥ 1Caol ¥ 7 . 55 /N

(01211 B. LB AEMCAFIHL OZH D r {8 FH 55t PAT 70 A 0 L7510 TB 13000 5 92 (0 6 ) 28 Al S
[0122]  —ANTBIPH PR 35 1 LT A1 223 Z2 5 R 211 : 90,000, 3 HAEMCABHL 041 ffd H 18
TETB LIS VA AT It - 45 R ok Tl A

[0123] & 5L {E 7R /£ CHO-MCA4H B A (¥ MLy A BE A B0 4001 1 4 LU I STRE il 28, SR AL T KL -
TOTE S 7 SE58 H (1) HS M o SR , FEHL 040 B A AR 2 7~ A ) il 28

[0124]  3X NG SLIE SECHO-MCA4H g /e A I TB1 75 Th] bE H1 O 41 i 56 7R 5

[0125]  SEjiifs[3

[0126] A< BHIK TB WU V20 R e T 36 4 45 572 Bl K ronus ™ EL1SAY 52 1%

(01271 FRATTHEAT FF MR AR ET A1 B0 o B PO ARK 1 -70 57 8 N2 i 2R 1 EL 3, DAEL e A R G TB
M= S ARK =5 451, HliKronus™ ELISATISE 1 (TRAb I SE 1) o 763X AN SE 36
Hh, K 1L=70 50385 B 70 % B0 A4 A2 CHO-MCAZH g Hh 114 TB 1Y 52 922 AN TRADIN 5 5 (Kronus ™) Y & _E 3
AT 45 R BRI 5

[0128] 25 5L W7 fd HICHO-MCAZH LAY TB1 I 2 V2 i 1Coo & 1 . 344ng/m1 , HJE TRAD I 72 2 Y
1Cs0ft1 2265 /I, $6 78 CHO-MCAZH Jf EL A5 LU TRAb U 52 72 B i 1 TB LS I R 50/ o

[0129]  SEjiif5i4

[0130] A< B TB 1IN 52 V2 ) R A &

[0131] "Nl b e AR 2 BH I 5 v 5 HoAth I s VA A DU TB 1 5 T 1) R A% o

[0132] 1. TBLFH P L I A it P A R I 25

[0133]
WREE 2800 2400 | 2000 1800 1600 1400 1200 1000 | 800 640 500 320 160 80 40
RLU 13418| 13351 13140| 12600| 12114] 11008| 10235| 10657 9970| 9073| 7474| 6120| 3689| 2937| 2807
%3] 6% % 9% 14% 19% 29% 37% 33% 39% | 48% | 63% [ 75% [ 98% | 105%| 107%
[0134] 2. HUMRMR B A B v b S ARK 1 -T00) 7| & Ri%r
[0135]
ng/ml | 0.0025 0.05 | 0.1 0.2 0.4 0.6 0.8 1 1.5 |2 2.5 |5 10
RLU 16354 15651 | 13630 | 14144 | 12804 | 12600 | 12708 | 11341 | 9422 | 7940 | 6617 | 4008 | 2700
B | -6% 0% 18% 13% 25% 27% 26% 38% 55% | 68% | 79% | 102% | 114%

[0136] 3. ZETBIAITRAbIN E 2 F [ TB1 FH 12 LI 75 A B 45 S 17 Bl %

18
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[0137]

s 8 44 | 88 | 176 | 352 | 704 | 1408 | 2816 | 5632 | 11264 | 22528 | 45056 | 90112
TBI R [95% |96% | 89% | 65% | 25% | 15% | 1% | 2% | 0% | 4% | 5% | 5%
%t | TRAD RIE 3k [ 73% [50%| 26% | 9% [ 14% | 2% |-10%| 7% | 4% | 3% | 8% | 3%
[0138] KA. FETBURITRADIUSE VA b FIRR B 14T 8 5 S AAK T 7077 SR (O EL B
[0139]

Ki-70 (ng/ml) 100 50 25 | 125 | 625|156 | 0.4 | 0.1

o B TBI mi& ml% 103% | 104% | 104% | 99% | 60% 21% 6%
TRAD REHR. | 81%  68% | 46% | 31% | 18% | 14% | 13% | 11%

[0140]  SEjitif55

[0141] A% BRI TBL I SE VL ) 5 Sk

[0142]  ZR5HI6 W7 A BH 1 TB LI 58 254 T4 B 1 3R W R — {2 5 4R i8R (LHD L A5

BN T B 2R (hCG) I B 38 2 (FSHD I e 7 M U o AE S 30 P, DU AP Bk I A

WL o — DU LA AE R G R N B B i KT 5 05— AN i B I P A o KL =70 R it PA]

i R 7 A AT BH P 5o B 5 3R A S L% il 5K 1 -70— 2 k.

[0143] ¢ A A P25 110 1E 3 S B 20 : LH5-20m1U/m1 s hCGO. 1-8000m1U/m1 s FSHL . 4-

116.3m1U/ml.

[0144]  3R5. 7£.CHO-MCA4H e FH 5 var TS ¥ I B2 MK 2 R M s O R B 5 5

RLU Yodr |
TBI fatt 2.5ng K1-70 5532 86%
FSH 116.3
mIU/ml 2.5ng K1-70 6101 81%
[0145] B8 7k 16489 0%
LH 20 mIU/ml 2.5ng K1-70 6102 81%
B 17263 -5%
hCG 8000 mIU/ml | 2.5ng K1-70 5998 82%
B 4% & 17502 7%
[0146] 6. 7ECHO-MCAZH L H FH f ey 15 91 Lk 38 79 A DMK P W B 1 S8R R e O 3RS
=
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RLU Y49 %)
TBI fa i 2.5ng K1-70 5532 86%
FSH 232.6 mIU/ml 2.51Tg X7 23 83%
(0147] R BLEE 7 B 16272 1%
N TA—— 2.5ng K1-70 5773 84%
T B %H R 17368 -6%
hCG 16000 2.5ng K1-70 5947 82%
m1U/ml BB ik 16483 0%

[0148]  H{ 4 1IE S22 = FPobE 88 (W2 70 TB LI 5 2 v 3R AT DRI, A AFAE R 248 X b
BT X L8 25 BLFR 7R TB LI 2 V23 0 T-b TSHAZ AR 4 S 1 1

[0149]  SEjitif56

[0150] A B Ay X0 A A= A s 2 AT RA R Dy b A Ml TB 1 AT S 1

(01511 B ALFRATIHER 5 FHAH [R] 114 4% 5 R 40 o CHOZH g 22 (CHO-MC4 ) , FH T 46 0 FR LR i sl
BARIEERE A (TS IR B A1 & BR & (A (CTBLD W 3 1K I 52 7% , Bk CHO-MCA R IA k&
TSH-32 & (TSHR) , 3 H7E20084-8 H7 H 2 H 1 38 [H L F #1115 A FF 5 US2008-018794 2+ H
[0152] 77y 9 7 K INFE T & P, H -5 30 TSHRE AMADb B A ML VR A (1 2 TSH(OTSH)
5 F:CHO-MCA4H Hu o BEL BIr 5 14 s SR AE XS T R R ) b TSHIZ 3 (1) B ' 2 B SR i Hk1 E 4
Et MAbs K1-70FIM—-220 FIRSR(Cardiff,U.K.) . A k& B #E X T TSHR I & $i 4K (TRAD)
(EL1SA,Kronus™FITS1(Thyretain™)HH4T I & .

[0153] &5 5L bT SHAE K CHO-MC4 2 Ja 1) i 't 2% I 4 DA 57 & A s M U7 =X g 12 3 PATMAD
K 1707171 FEAR o T3 FF IR AR AL EE 155 (4 46 HE I 75 E S 75 201 31 1] , 78 PR ATT R 52 50% 4401 il
IR0 5595 1 40 r BT ok B BAT B B S M F IR IR 2 Re v 1 23 O TRADBH M FITS 1
P 1A I 375 468 2 ' B2 R T U 2D B A B 7K P CLOOSI 1)) o 3% 482 7 TR S0 B I S 7 I S i o L
B1 : 20009 55 P 5 1498 5 o TBLAE 9030 5 125 L AT FHK 1 -7 OMAD I TRAb I 5 25 BE AU R i 20 £
WEIR1.34+4/-0.09ng/m1 H 1CH0AHXTT29.73+/-3. 27ng/m1 [ 1C50.

[0154]  TBIA: Wil se i3 Ge A A I TS T o AT FHHIIBMAD (M—-22) B TS 1 FH P L7 , AT T %2 21
eIt F Bk B b TSHAT WL o D't 2RI R 18 5 BB PR 1] o £ AN W0 5 ¥ M= 2 2 3RS0 2 154 77
EMNE IR FAHFER, AETSTATBLINE i 43 I H A0, 14ng/m1 A0 . 16ng/m1 [K]50%4 2%
W PEE (ECH0) o £E AN I 5 15 rh U3 0 TS TIH 2 ML 375 1140 328 450 8 0, S TR A A 1 77 B R 2 il 28
[0155]  A. i A i B AOM22 8K TS 1 FH P A5 3 1375 1 TB 1L 52 vk

(01561 & F R i 015 o v 2 U ARM 2288 TS 1 BH 1k I 375 328 48 A R, 91 L 438 A % W # TB 13
SE 1518 FHCHO-MCAZH e AT I o 45 SR AE 6 7F o 1 6 52 7 T A s e ottt 28 #100E s A R B (1) TB
DN v AT DA WU R R I s e B3R B 1 (TS DD o

[0157]  B.AEAS LT L/NTSTBH P4 MLy A5 ot AR TS TR TB L 5 2 22 1) ) R Bk

[0158]  FEIXANSEIGH , #4417 14 TSTRH PR A3 » 37 ELIRIA ZETS 1B TB 19 5 v b HEAT It o
HEREIRTET,

[0159] &5 SR RAETSTAITB LI 52 2 22 18] ) R A 2% (R*=0. 9, #5 /R TB1 I 2 5 AT DA T4
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INTST I 775

[0160]  SEjsl7

(01611 2 B ff) 0L EE A A0l 7 12 P LAKG S TSHR B B i X 43 ORISR R IR 09 1 B Bt fds

FIREL b AR A R B S ik

[0162]  FEIXANSEEG H , 1 HOLR i 8 B o o 470 A M2 2 0T R LR I P B e o 47 4K 1 =T O A AN
7] EE A 1 31100:0.90: 10,80 : 20 EL R0 : 100 VR A 7E— i , 7 HLAEA K BRI TBL I 5 2 |- i
FHCHO-MCAZH i 34547 I - &5 R on T8 .

[0163] KI8T/ IR AW IIKL-TOM FB 43 M OE 5= 100%(BM22 M 10020 43 EL OB, TB1%
I A9 14 100%3Z8 7 14 2 BHPE 100%. ‘& FEARAETB LI & v 7, AN BE WA I IR IR A 2 &
POk, i H AR R IR AE B P I 5 SR Jt A A

[0164]  SZjffsl8
[0165] A< BH X XU A 0 s 32 P A U TB 1A /B TS 1 SR A
[0166]1 "1 3 &5 AR S v A B B9 00 EE A A 00 g v P TG DML 775 45 ot P R TB LA/ BRTS 1 (3

6 F11/B8 2 43 FH 5 v R B AARM22 AIK 1 - 7O 1) R U (R HNT) o

[0167]  3R6 . 181 FHIANIA] bl 48] FX) FR R B SR8 B o e A M 2.2 0T R R R AT B e P 4R K 1 =70
[FITB1 I 52 ¥
[0168]
*% M22 4% K1-70
M22:K1-70 100% 90:10: | 80:20 | 70:30 | 60:40 | 50:50 | 40:60 | 30:70 | 20:80: | 10:90 100%
RLU 21151 20364 | 19557 | 17624 | 16713 | 14649 | 12252 | 8651 | 6467 | 3999 2418
YaFP 1 <106% | -98% | -89% | -68% | -59% | <37% | <11% | 27% | 51% | 71% 94%
[0169]  *0.8ng/ml M22%*5ng/ml K1-70
[0170] 37 . {8 FITSTFH PR ML A58 i AE TB LFITS 1oz [A) A Bl A5
[0171]
TSI Fe A 35 5%
WA | 11 | 16 | 22 | 32 | 44 | 64 | 88 | 128 | 176 | 256 | 352 | 512
RLU 14712 1377513213 12720 [ 12076 | 10989 | 10356 | 10098 | 9571 [9502 | 8999 | 9288
%@ H | -66% | -54% |-47% | -41% | -33% | -19% | -11% | -8% |-1% |-1% | 6% | 2%
SRR% |261% |235% |209% |163% |123% | 92% | 78% | 66% |61% |52% | 51% | 49%
[0172] &8 {8 FHT R R ISR v o B ARM224E TB L AN TS 12 ] ) bL 82
[0173]
ngjiml 12 08 0.6 04 | 035 | 03 | 025 | 02 | 015 | 01 | 008 | 006 | 005 | 004 | 002
RLU 15702 | 14970 | 14415 | 14201 | 14135 | 14349 _13142 13259 _ 11715“ 11316 | 16891 | 10055 | 9690 | 9259 | 9066
Yokl B3 | 3% | 66% | -04% | 63% | 65% | S0% | S2% | 32%: | 27% | 21% | -11% | 4% | 0% | 2%
SRRY (TBL) | 365% | 368% | 368% | 332% | 315% | 302% | 283% | 270% | 236% | 180%% | 146% | 122% | 111% | 95% | 61%

[0174]  ESCUG B A5 b 52 S B BIr A HE R AT e RSB L 51 AT NA ST o A e BH K B ik D75 2
AN ZR G 22 Pl U AT S T AR U AN SR A2 11 53 WL i AT 88 AR e W ) s o A
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A) A 3T0AEI B SR 4SS TSHREG R 4] (SEQ ID NO: 01)
MRPADLLQLVLLLDLPRDLGGMGCSSPPCECHOEEDFRVTCKDIQRIPSLPP
STQTLKLIETHLRTIPSHAFSNLPNISRIYVSIDVTLQQOLESHSFYNLSKVT
HIEIRNTRNLTYIDPDALKELPLLKFLGIFNTGLKMFPDLTKVYSTDIFFIL
EITDNPYMTSIPVNAFQGLCNETLTLKLYNNGFTSVQGYAFNGTKLDAVYLN
KNKYLTVIDKDAFGGVYSGPSLLDVSQTSVTALPSKGLEHLKELIARNTHTL
KTLPSKEKETSLLVATLTYPSHCCAFSNLPKKEQNFSFSIFENFSKQCESTV

FLMCNLAFADFCMGMYLLLIASVDLYTHSEYYNHAIDWQTGPGCNTAGFFTV
FASELSVYTLTVITLERWYAITFAMRLDRKIRLRHACAIMVGGWVCCFLLAL
LPLVGISSYAKVSICLPMDTETPLALAYIVEVLTLNIVAFVIVCCCYVKIYI
TVRNPQYNPGDKDTKIAKRMAVLIFTDFICMAPISFYALSATILNKPLITVSN
SKILLVLFYPLNSCANPFLYAIFTKAFQRDVFILLSKFGICKRQAQAYRGQR
VPPKNSTDIQVQKVTHDMROGLHNMEDVYELIENSHLT PKKQGQISEEYMQT
VL

B) 4472193k 49 H 4 TSHRAIDNAS 71 (SEQ 1D NO:02)
H @k FahF

ATGAGGCCGGCGGACTTGCTGCAGCTGGTGCTGCTGCTCGACCTGCCCAGGS
ACCTGGGCGGAATGGGGTGTTCGTCTCCACCCTGCGAGTGCCATCAGGAGGA
GGACTTCAGAGTCACCTGCAAGGATATTCAACGCATCCCCAGCTTACCGCCC
AGTACGCACGACTCTGAACCTTATTGAGACTCACLCTGAGAACTATTCCAAGTC
ATGCATTTTCTAATCTGCCCAATATTITCCAGAATCTACGTATCTATAGATGT
GACTCTGCAGCAGCTGGAATCACACTCCTTCTACAATTTCAGTARAGTGACT
CACATAGAAATTCGGAATACCAGGAACTTAACTTACATAGACCCTGATGICE
TCARAGAGCTCCCCCTCCTARAGTTCCTTGGCATTT TCARCACTGGACTTAR
AATGTTCCCTGACCTGACCARAGTTTATTCCACTGATATATTCTTTATACTT
GAAATTACAGACAACCCTTACATGACGTCAATCCCTGTGAATGCTTTTCAGG
GACTATGCAATGAAACCTTGACACTGAAGCTGTACRACAATGGCTTTACTTC
AGTCCAAGGATATGCTTTCAATGGCACAAAGCTGGATGCTGTTTACCTAAAC
AAGAATAAATACCTGACAGTTATTGACAAAGATGCATTTGCAGGAGTATACA
GTGGACCAAGCTTGCTGGACGTIGTCTCARACCAGTGTCACTGCCCTTCCATC
CAAAGGCCTGGAGCACCTGARGGAACTGATAGCAAGABACACCTGGACTCTT
AAGACACTGCCCTCCAAAGARARATTCACGAGCCTCCTGGTCGCCACGCTGA
CCTACCCCAGCCACTGCTGCGCCTTCAGTAATTTECCGAAGAAAGAACAGAR
TTTTTCATTTTCCATTTTTGAAAACTTCTCCARACAATGCGRARGCACAGTT
AGAARAGCAGATAACGAGACGCTTTATTCCGCCATCTTTGAGGAGAATGAAC
TCAGTGGCTGGGATGAGCTCAAAARCCCCCAGGARGAGACTCTACAAGCTTT
TGACAGCCATTATGACTACACCATATGTGGGGACAGTGAA

24
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GACATGGTGTGTACCCCCAAGTCCGATGAGTTCAACCCGTGTGARGACATAA
TGGGCTACAAGTTCCTGAGAATTGTGGTGTGGTTCCTTAGTCTGCTCGCTCT
CCTGGGCAATGTCTTTGTCCTGCTTATTCTCCTCACCAGCCACTACARACTG
AACGTCCCCCGCTTTCTCATGTGCARCCTGGCCTTTGCGGATTTCTGCATGG
GGATGTACCTGCTCCTCATCGCCTCTGTAGACCTCTACACTCACTCTGAGTA
CTACAACCATGCCATCGACTGGCAGACAGGCCCTGEGTGCARCACGGCTGGT
TTCTTCACTGTCTTTGCAAGCGAGTTATCGGTGTATACGCTGACGGTCATCA
CCCTGGAGCGCTGGTATGCCATCACCTTCGCCATGCGLCTGGACCGGAAGAT
CCGCCTCAGGCACGCATGTGCCATCATGGTTGGGGGECTGEGTTTGCTGCTTIC
CTTCTCGCCCTGCTTCCTT IGGTGGGAATAAGTAGCTATGCCARAGTCAGTA
TCTGCCTGCCCATGGACACCGRGACCCCTCTTGCTCTGGCATATATTGTTTT
TGTTCTGACGCTCAARCATAGTTGCCTTCGTCATCGTCTGCTGCTGTTATGTG
AAGATCTACATCACAGTCCGARRTCCGCAGTACAACCCAGGGGACARAGATA
CCARAATTGCCAAGAGGATGGCTGTGTTGATCTTCACCGACT TCATATGCAT
GGCCCCAATCTCATTCTATGCTCTGTCAGCAATTCTGAACAAGCCTCTCATC
ACTGTTAGCAACTCCARAATCTTGCTGGTACTCTTCTATCCACTTAACTCCT
GTGCCAATCCATTCCTCTATGCTATTTTCACCAAGGCCTTCCAGAGGGATGT
GTTCATCCTACTCAGCAAGTTTGGCATCTGTARACGCCAGGCTCAGGCATAC
CCGGGCGCAGAGGGTTCCTCCARRGAACAGCACTGATATTCAGGT TCAARAGE
TTACCCACGACATGAGGCAGGGTCTCCACAACATGGAAGATGTCTATGAACT
GATTGAARACTCCCATCTAACCCCARAGRAGCAAGGCCAARTCTCAGAAGAG
TATATGCAAACGGTTTTGTAA

C) A SSONRIABRME T R A LB RALBA S (SEQ ID NO: 03)

MEDAKNIKKGPAPFYPLEDGTAGEQLHKAMKRYALVPGTIAFTDAHIEVNIT
YAEYFEMSVRLAEAMKRYGLNTNHRIVVCSENSLOFFMPVLGALFIGVAVAP
ANDIYNERELLNSMNISQPTVVEVSKKGLOKILNVOKKLPIIQKITIMDSKT
DYQGFQSMYTEVTISHLPPGENEYDFVPESFDRDKTIALIMNSSGSTGLPKGY
ALPHRTACVRFSHARDPIFGNQIIPDTAILSVVPEEHGFEMFTTLGYLICGE
RVVLMYRFEEELFLRSLODYKIQSALLVPTLFSFFAKSTLIDKYDLSNLHET
ASGGAPLSKEVGEAVAKRFHLPGIRQGYGLTETTSAILITPEGDDKPGAVGK
VVPFFEARKVVDLDTGKTLGYNORGELCVRGPMIMSGYVNNPEATNALIDKDG
WLHSGDIAYWDEDEHFFIVDRLKSLIKYKGYQVAPAELESTILLQHPNIFDAG
VAGLPDDDAGELPAAVVVLEHGKTMTEKEIVDYVASQVTTAKKLRGGVVEVD
EVPKGLTGKLDARKIREILIKAKKGGKSKL
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D) 4 165348k 64 & TSHR#DNAS 5] (SEQ ID NO: 04) ,
H @S AT

ATGGAAGACGCCAAARACATAAAGAAAGGCCCGGCGCCATTCTATCCTCTAG
AGGATGGAACCGCTGGAGAGCARCTGCATAAGGCTATGAAGAGATACGCCCT
GGTTCCTGGAACAATTGCTTTTACAGATGCACATATCGAGGTGAACATCACG
TACGCGGRATACTTCGAAATGTCCGTTCOGTTGGCAGARGC TATGARACGAT
ATGGGCTGAATACARATCACAGAATCGTCGTATGCAGTGARRACTCTCTTCA
ATTCTTTATGCCGGTGTITGGGCGCGTTATTTATCGGAGTTGCAGTTGCGLCT
GCGRACGACATTTATAATGAACGTGAATTGCTCARCACTATGAACATTTCGE
AGCCTACCGTAGTGTTTGTTTCCAAARAGGGGTTGCAAAAAATTTTGAACGT
GCRAARAAARATTACCAATAATCCAGAAAATTATTATCATGGATTCTARAACG
GATTACCAGGGATTTCAGTCGATGTACACGTTCGTCACATCTCATCTACCTC
CCGGTTTTAATGAATACGATTTTGTACCAGAGTCCTTTCGATCGTGACAARAAC
AATTGCACTGATAATGAATTCCTCTGGATCTACTGGGTTACCTAAGGGTGTG
GCCCTTCCGCATAGAACTGCCTGCGTCAGATICTCGCATGCCAGAGATCCTA
TTTTTGGCAATCARATCATTCCGGATACTGCGATTTTAAGTGTTGTTCCATT
CCATCACGGTITTIGGAATGTTTACTACACTCGCGATATTTGATATGTGGATTT
CGAGTCGTCTTARTGTATAGATTTGAAGAAGAGCTGTTTTTACGATCCCTTC
AGGATTACAAAARTTCAAAGTGCGTTIGCTAGTACCAACCCTATTTTCATTCTT
CGCCAARAGCACTCTGATTGACARATACGATTTATCTAAT TTACACGAAATT
GCTTCTGGGGGCGCACCTCTTTCGARAAGAAGTLGGGGRAAGCGGTTGCARAAC
GCTTCCATCTTCCAGGGATACGACAAGGATATGGGCTCACTGAGACTACATC
AGCTATTCTGATTACACCCGAGGGGGATGATAAACCGGGCGCGGTCGGTAAA
GTTGTTCCATTTTTTGAAGCGAAGGTTGTGGATCTGGATACCGGGARRACGE
TGGGCGTTAATCAGAGAGGCGAATTATGTGTCAGAGGACCTATGATTATGTC
CGGTTATGTAAARCAATCCGGAAGCGACCAACGCCTTGATTGACAAGGATGGA
TGGCTACATTCTGGAGACATAGCTTACTGGGACGARGACGAACACTTCTTCA
TAGTTGACCGCTTGAAGTCTTTAATTARATACAAAGCATATCAGGTGGCCCT
CGCTGAATTGGAATCGATATTGTTACAACACCCCAACATCTTCGACGCGGGE
GTGGCAGGTCTTCCCGACGATGACGCCGETGAACTTCCCGCCECCGITGTTG
TTITGGAGCACGGAAAGACGATGACGGARAAAGAGATCGTGGATTACGTCEC
CAGTCAAGTAACAACCGCGARAAAGTTGCGCGGAGEAGTTGTGTTTGTGGAC
GAAGTACCGARAGCTCTTACCGGAAAACTCGACGCAAGAAMAAATCAGAGAGA
TCCTCATAAAGGCCAAGAAGGGCGGARAGTCCARATTGTAA

K2
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® MC4I1C~1.344 +0.09 ng/ml
¥ TRAbLIC;=29.73 +3.27 ng/ml
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3 B MC4 IC=3.96 ng/ml
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