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L. H P AR 5 TSH 20k 1) B S Pk rlsn e, iridil ) s

(a) TSH 52 4%, 843 515 TSH AR K] H S Pt R NV — P22 K

(b) %X TSH 2 A4 () — A~ 8 2 A 5§ on B P A s Em A Pu 4k, H 5 &4 TSH 2 41 28
246-260 {7 2 FEIR MIRALLE &

(c) FHRAS Frak PRV T IR 1K) TSH 2 A BT IR — e Z N 2 kS ik — A el %
AN BT BT R B A BT AR A, DUAE AT IR ) TSH 52 AR BR BT IR 1 — A ek A2 Ik 5 BT ik A
WX TSH 24K 1K B B PR sUIT R4 X TSH 2R 1 — D e AN e P A s 4 Fiih &k
A HEAEH 2 E Sf

(d) A+ Wik TSH SZ AR s fir ik i) — AN s 2 A 2 Ik S i 78 S P AEE R Ik B 5
LR BIAH TR 22 8, AT (5 P i & A7 A8 I BT 4 TSH 2R 1T ik B & Bk g
fiE.

2. UIRCRIEESR 1 ATk ks &, HoAhAe (b) W AT &R TSH 2 R — ek Z A 35
BEDUABE A DUATE R AMP R IR 40 M 56 h B > 180 % I FROIR It sk S8 12k, Pk AR
FR SRS T %6 R R EE BT 100 X SR AR TR — B A B e DL A BUE A iR A7 AE
IS B AMP Ll b7 R I R I R A AE N HUAF A AMP.

3. WIBCRE R 2 Frk (5 &5, 2o (b) TR TR O ZEBR AMP R IR 40 B ik A6 b B
> 180 % I FEUDR IS0 T B X TSH 2 AR 1) — AN B Z AN R s R Bk B E A BRIk &0
20 1 g/ml BRFEAK.

4. IRRE SR 2 Bk R F S, Hod (b) T TR B AR ER AMP BRI 40 i iR b B
> 180 % I FPR MR 0 1tk R X TSH 52 AR — AN BRZ A R S B BT AR B A B0 AR 1 A
21 g/ml BUEAK,

5. UIAURIELR | 8k 2 Brid il e, Jodh e (b) F BTl i%F X TSH SZ AR — A sk 2 4
B R HUAR B EE L B AR BT X TSH A2 AR /N B ve B P AR

6. WIRCRIE R 1-4 FPYE—I TR (&, SLrh e (b) A Bk iE X TSH 2 AR 1 —A
BUZ A g LR BCE A DUARERS 5 TSH 524455 M il TSH 5214 .

7. WOARELSR 1-4 PR — DTl R, Hdk— D AR AEFTIR TSH 2 0k 5 il 7R
FE A BT ST, ¥ BT i TSH 52 0k Bz sl 42 B e 76— 3R T e .

8. UIARIZELSR 1-4 HE— T i i (A &, Solt— DR 1E B X TSH 2 AR 1 — A
BRZ AR LR B E A PRSI (R oA B i AT B S RS TSH 2 AR —A
BRZ AR SR LR BCE A Bk B B R e [ e A — R i R E

9. WIRCRIEEK 1-4 "PAE— TR (R ) &, b R il & AE () & 554 TSH
TR B S PiiR R M4 TSH 21K

10. QIR SR 1-4 PE—IUrR MG &, o ik il & e (@) & 54%%) TSH
NSRRI REN AN E S ) ¢

L1, AR SR 1-4 HF— Tk R &, b i il & fe () e d &4 TSH
AR 22-260 AL RAERRIIZ K, Hrh Pk 2 02 S50 TSH 2460 B S5k R M Z K.

12, WIRURELSR 11 Pl (R &, e BriR iR &7 (a) AL < B TSH 32 7R3 22-260
P FERR A R 22 IR, Sorb pirid 22 PO S5 800 TSH 32461 B S Hiik SOV I 2 ik

13, WK 1-4 WA — I i k) &, Jorh i TSH 2 4R 72 A TSH 521k
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ik st X TSH 2R B S HRRIRFIE

[0001]  AHERHIEH N 20034 3 H 6 H, Hig 58 02816522. 9, ZFR A “{E FARIRE
(TSH) S2AK )AL X3, B He I AR 122 DX Ik B0 A4 1) 2 BH & 0 BRI B0 2 HRO

AR
[0002] AR B KAt FOARBR 2 (TSH) A2 AR VIR ALK, S FE AT AT X2 X T 4
LR T et 0 TSH 248 1) B 5 Hii il & .

BREA

[0003] & AR 25 B A IR IR s 25 (TSH) & — Rh IR BES , S AR IR Th e
EEEM. £ F WA TRH BERIE TSH IR0 - H TSH 42 1) 352 ) R IR £
WIACRIRER (T4) 1= - WL T RRZR (T3) BITE SR AR S L, ifyd A () AR
IR B BT > 1 ) TSH BRI AR IRAE M T3 0 T4 ()T 132 TSH R 30 0, Hrp A8 )
WO BRI KRR TSH 5 RURIR40 Ml i TSH 21645 &

[0004]  FERELGHILAAE T, Mo TR A MR ET X TSH 4461 B S Pifk. AP E &M
KA A SRR, T TSH2r 1732 2 BER, 46 TSH 324K b T3 F1 T4 fAE AR I 25 52 311410
W), B, J3—J5 T, TP TSH 324K B B S ST TSH B/E AT T Ho i AR IR = 1 &
SRR T, A5 4T AR IR R 25 DL — P AN S2 45510 77 B RE T

[0005] [ & e TR (ALTD) & — B AN R ANRE b 5 LI B 5 e . —
5y ATTD Ji N, 222 A AR IR L RE TTRE 1 A5 B AR B EEXS TSH 2461 A &
Pifk. HERPUARSE G TSH Z A IF B H 2890, TSH Dhfe, & s TR IR A Sk -1 1
W . XL H SHik A RIEER . B3 A S b, B S HikE5 TSH Z R H 2 A
R TR BRI R ()7 A IR BB TR o R B MEA (J Sanders, Y Oda, S-A Roberts,
M Maruyama, JFurmaniak, B Rees Smith” Understanding the thyrotrophin receptor

" s Clinical Endocrinology and

function—structurerelationship. ” Bailliere
Metabolism. Ed. TF Davies 1997 11(3) :451-479. Pub.Bailliére Tindall, London) .
[0006]  fEiZWiAIIGYT ATTD JUIE FURIRALBE TTREs b, Wl 5E TSH ZAK K B & Hrikdr
WEE, HArH =M TR TI0E TSH 2R H) 5 Sk

[0007]  (a) SE&5G 50 M7, BINE TSHZ AR B S HiiAX TSH 55 TSH 52 44 i & 9 45 & (40
HlEe Sy (b) Ao b, GE TSH 3244 B 5 iR s IR 1 h 40 fu e ik TSH 21K K fg

(c) 1 TSH 224k B G Huxt TSH 52 R H] 44 i e UTVE -

[0008]  HIiX 453 #7757 v 4 TSH 32 44 5 5 PR 500 5 45 5 41 3Tk A 10 2 : JSanders,
Y Oda, S-A Roberts, M Maruyama, J Furmaniak, B Rees Smith ” Understanding
thethyrotrophin receptor function—structure relaionship. ” Bailliere ' s
Clinical Endocrinology andMetabolism.Ed.T F Davies 199711(3) :451-479.
Pub.Bailliere Tindall, London, and J Sanders, YOda, S Roberts, A Kiddie,

T Richards, J Bolton, V McGrath, S Walters, D Jaskdélski, J Furmaniak, BRees
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Smith " The interaction of TSH receptor autoantibodies with '*T-labelled
TSH receptor. ” JournalofClinical Endocrinology and Metabolism 199984 (10) :
3797-3802.

[0000]  {HJE, ik H ATIXLE T-I5E TSH 21k B S HUARRI 0 BT iE A7 AE— 288k . 38
Forbr (a) Al T AR AR A, IF HLAR S 80, 1y AR & UL AR 2 S e dE . B, BL
FECEA A TN TSH 3244 B B HT0R 1 58 S sUt 52 06 70 M 05 i BAT — 2840 A B R A
PSS R XA P X T2 AR A 8l 2 E5 G M A7 1 7324k, TSH 32 K 25 M I &5
B RE I 2 R AU SN o KRB XSS A4 03 1, B AR B A S ik, 52 IR 45
EAENE T B AR T R AR, IF B2 AR A 73 5 T8 1S e P 4 60 T 52 AR IR S5 A A2 A JEHE
BB, XA B M I T R 0 RS2 AR R e el AT D BRI/ DL ES A X i
foob. N TIEM / Bibric TSH 3244, & 2 3G UL, i K T 32 (KK Zhigg .
[ooto] AT (b) 1 F, B BT 55T BN W ERAE N SR SR, DR i AN i
B HE AL o MR B UTEE 2T (c) » H AT A] FRIZ SR A B TTTE 70 B J7 A8 5K B o AN B g Al
TSH 24K B S HTiR BT (BURE

REAE

[0011] AR EHYR> T IA B ARSI TSH 52448 B S HUAARAZAER 8. JUHE, A% B4
fET i TSH 5240k B S PRI W7 AR &, & A g W7 R R & oA e
(R R, I L, SR RR B UG, RVTAE B RS G a0 B g vE AR —FhEk 2 B TSH 52 1R 1
TPV A X N EE S R TR, AR IR 1% TSH 3246 B 5 Hrik iz W 7 2 A0k
) A — b2 Bl TSH 32 1A a2 1 R AL X I

[0012]  [Rlik, AR BHERAIL T — B Z KP4, Fl T2 Wi 8ih 97 5 TSH S2AR IR G2 S B AH 5%
() B K %2 ST IS — A8 2 > TSH 32 R RAT 138 o sk A — e 5 (B e
RAIERRIRIEIIESLTA)) , 1 X TSHAZ AR B B Hu i/ stk A Mo g 51X ek A7 R AEAH B
VERT (FE Fe i TSH 32 AR RIX 88 [ B BTk stk A0 AR BRI & a4 0F ), Frid i £ ik P
L E R BFH) XL P A0 A, 8038 B B AP A4

[0013]  TSH A2 4K 22-91 {7 2 LR« TSH 521K K) 246-260 7 235 R TSH 214k 260-363
P FERR R TSH 52 1R[] 380-418 SRR HI— kA, B — ek 2 AN AR 1R 2K A
YR s A 1 R B BOX LS B B S AR R S AT A -

[0014]  (FTiRI2 BKFAICIHLAS T AIFA . B L 754 g, B 2R il F AP HI4A
& s TSH A2 [#) 277296 A7 2 25 FE 10— 544, B TSH 524K 277-296 A g 2R — A%
ANGEARAR RALD) AT EECE ) B B RS B B SRR R B AT R R/ B
TSH ZZ A 1) 246-260 17 Z ZE IR 1 — 2 &5 14, 8K TSH SZ AR 1) 246260 {7 Z LR [ — Bk 2 5
R R AT A ECE B B BE RS B BE SRR R BT AE )

[0015] A, FXF TSH 22 AR H S Huifil / stk L 40 fe i 5 X £ 2 K7 51 kA2 AH BAE
( 7E SOV TSH 32 R FIX 28 5 G B R stk LA Mo AH BAE G4 T ) 5 AT SEELS Wi G
ST E

[oo16]  SEAR LML, A BHERAL T — B Z T4, Hl T2Wisiay7 5 TSH S2AR I f e ) W
FHIR ) B P2, 1% 2 KA &8 B — AN B AN TSH 52 AR R AT 1350 73 B A — G 4
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FIZH R, 8% 32 B % — 2 G5 M ZH R, BT TSH 324K 10 [ S ik bt 5 ix s £ Ik FEp) R 40
YER (FE S TSHZ AR FZ 28 | S HUAAR BAE -GS 40T, Bl i) 2 K7 5104 5 F 4
JEH) FHIR L7 HI 20 A, 3 32 B BN ST A1) A

[0017]  TSH S 22-91 {7 20 FE /2« TSH 524K 1) 246-260 7 2 FE 1R TSH 2 /K1) 260-363
P FE 2 1 TSH 52 A4 [#) 380-418 {7 28 2R P (1) — A2 4>, ERP oI — A2 R4
IR AT A s AL TR I R B, Bl e | B SRR R s AT )

[0018]  ( FTIRINZ BKF A ICILA S T AIFA . X L8 7 F 2 i, s R B i R AP o4
i :TSH 52K 11) 277-296 {7 S SR K — M &5 14, B TSH 52 1K 277-296 {7 LR I — £
ANGEARR AU AT AED BT [ B B RS B BRI SRR R B AT AR R/ B
TSH 52 1K1 246-260 A7 2 FEBR 1 — R 45 #8), B TSH 52 1A (1) 246-260 £ S 2B I — B E A5
R A AT A ECE B B BUE RS B BU SRR R BT AE) )

[o019]  JLH, £FX) TSH 2K B S PiikRe 5 2 77k AEAH BAER (7EARVF TSH %2
RFIX LS B S AR AL & ), AT SEBS WG 7 i H 1 .

[0020]  jh4h, AR T — B Z KT 5, H T2 Wi 8ihy7 5 TSH 52K I S [ N AH %
() B BRI %2 TS B — A A TSH 32 AR RAL 1935 7 843 — 45 i 41
s B B HAZ — AR AR BT TSH 2 A4 f Ik 2 40 i e B iX 28 22 Ik 41 e A2 AR HLAE
(7€ fVF TSH 52 PR A 6k 2 40 oAl BAE A 18 4440 T ) Tl 19 2 K7 A8 R 5%
)\ IR LE A A R, B0 2R R SR A A

[0021]  TSH ZZ2 A 22-91 {7 2 . TSH 52 1R[] 246-260 7 221K TSH 2 7K1 260-363
P IR 1 TSH 52 A4 11) 380-418 7 2 ZE R 1) — A2 4, ERPHIP — A2 AR
A AT AR B A ) B, B B B SR R R AT AR

[0022]  (FTiRI2 KA LA S T AU F A X 28 7 S 20 i, B E 22 i AP o4
Ji < TSH 52 AK[1) 277-296 7 2 ZEBR IKT— R &5 14, B TSH 5214 277-296 {7 28 LR 1 — 8l Z
NGEAGRRAY) AT BCE 7 B BGE 2 S B B SAR R R BAT AL s A/ B.
TSH B2 K11 246-260 A7 2 FEBR 11— R 5 H8), B TSH 52 1K (1) 246-260 47 S 3E B [ — a2 A5
R A AT A BT B B B RS B B SRR R B AT )

[0023] LA, R X TSH 52 A9k B2 40 i B 5 X 28 2 IR 7 21 R AE AR BAE A (HE A 1F TSH %2
PRI LER B 40 AH EAE A AT 44 R ) 5 AT SEBRIZ i F G Y7 1 H 1

[0024]  AREHHE—DERAET —BZ T, H T i2Wis0aT7 5 TSH 32 41 S fiz K N AH G
() B B, %2 S B — AN a2 A TSH 32 AR RAL 1935 7 8 A — 5 i 4l
B8, KRB I — S M 2 R BN TSH 2K B SH i/ S0k B2 40 g g 5 i e 3R Ak A2
A EAER (FE SOV TSH A2 PR R 2L 5 B PR opk 40 A E/E R AE AT, ki £
R AL S R A FEA) X S 2 20 %, o R R AP A 2K -

[0025]  TSHZSZAAM] 22-91 £ 24 FE/R  TSH 52 A1) 246-260 47 24 HE 18  TSH 2 A4 [1] 260-363 £
ZFEIR FI TSH 321K 1Y) 380-418 L& &M P M — A2 A, R FA— B Z A5 7k
FA R A s AL 1 B B B IR SEAR AR RAUA ST AR o

[0026] il 1,3,5 F1 7 PR T —BEERTH), (k2 kw5 0L o7
A\ HX L A1) 2 R, B =B iR SR A ALK B 5 BT IR AT — & FE R 41 TSH
AR 277-296 {7 2 SEBR K — 45 A4, s an ] 5 BT I8 AT — 22 R /7 410 1¥) TSH 22 1R 11
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277-296 {7 2 FEBR I — B N SRR R AT AR B B 7 B B 2 8 I BUR
AR R BAT A s R/ B B 3 T R AT — 2R L 7 41 1) TSH 52 7R 1) 246-260 47
RAIERRIG — RS, U 3 PriiiR IMAE— 28791 (1Y) TSH 321K 1) 246-260 A7 2 FE B 1Y
— B AR R AT AR ECE R B, B RS I B SR R S BT AR
)

[0027] Mo, £FXF TSH A2 4RI H SRR / Sk 40 fe it 5 IX L6 £ kP 41 & A2 AH 5 4R
(7 SOV TSH A2 AR FIX 28 5 G P ok sl bk L4 o AH BAE &840 1 ), I SEILAT IR 12
WA 1 E 9

[0028]  FERFBR A2, AR U — DA T —BZ K75, H T2 Wieiayr 5 TSH Z k1
G X SRR 1) H B e i, 1% 2 IR A1) & B — AN B2 AS TSH 32 PR R A 130 43 B4
R AT A, BT % A AL H X TSH 2 A1) B B ik bt 5 X L 2 k)74
RAAEAER (7 AV TSHAZ AAFIX 2 | S HUAAH EAER A IE &M T) , ik 2 k75
BE T HTFH) IR LA A R, 308 FE B2 R FIFAIH R

[0020]  TSH ZZ A 22-91 {7 2L . TSH 521K [H) 246-260 7 225 1R TSH 21K 260-363
PR F TSH 32 A 11) 380-418 i & B R H — A Z A, Bl ER A0 h i — e A
SRR A AT AR B B B, BOX S B SR IR R A BT AR

[0030] Il 1,3,5 il TAE— R T — B R 74, (ki £ e e a s
TANEH) XL P A R, B B ER R AR A R - an ] 5 PR T — R R TS
(%) TSH SZ AR ) 277-296 7 AL BRI — 451, B8] 5 Pk (9 F— 2 2B 741 1K) TSH 52
K1) 277-296 f 2 FER I — B E AR R B AT AEDECE 1 B B R e R B
(RIS R AL BT AL s A/ B 3 il AT — 2 55 IR 7 41 1) TSH 24K 1H) 246-260
P FERR I — e 548, B B 3 Pl AL — 2 2 1R /7 S (1) TSH A2 1K 11) 246-260 i 28 FE 1
(1) — A B A AR R AT AR ECE  7 B, B R S I BRI S8 1R R Bl AT
/DI

[0031] A, £FX) TSH 524K A S PiiARE 5 X 2 K75k A BEAEH (£ ARVF TSH %2
RFIX LS 5 S EAER A TG T ), Wi SEBS WG 7 19 5 11 .

[0032]  AREHHE— DR T —BZ T2, T i2Wisia 7 5 TSH 32 A S iz K N AH G
(1 B & S5 Wi, %2 P H) S A B — N B E A TSH 52 R AT B0 3 LA i — &5 A
B, B A% — SR AL R BT TSH 52 A4 B Ik L 40 i e 5 iX 48 22 IR 0 R A2 AH HLA/E
( 7E fo1F TSH 2 PR FX Lk 40 B AH BAE A 84 T ), TR 2 NP8 & F 51T
)\ IR LE A A R, B0 B A R AP ALK

[0033]  TSH ZZAAM) 22-91 A7 2L ER . TSH 521K 1) 246-260 {7 ZIEfR « TSH 52 1K1 260-363
PR F TSH 2 4611 380-418 7 & E R H B — AN Z A, Bl ERFA R — A2 AR
P RAA) AT AE S A 9 B, B B B IR AR R R s AT AR

[0034] Il 1,3,5 fl TAE— R T — B R 74, (ki £ iy e a s
FANEH) XL P A R, B R ER R AR AR - an ] 5 PR T — R R R T
(%) TSH SZ AR ) 277-296 7 BRI — &5 1), B8] 5 Pk (A F— 2 2B /741 1K) TSH 52
K[ 277-296 f 2 FER I — B Z AR B AT AR ECE I B Bl R E R B
(RIS R AL BT AL s/ B 3 il AT — 2 55 IR 7 41 1) TSH 521K 1) 246-260
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P FERR I — 5K, s 3 BT (/T — 2R BT 41 1) TSH 524K 1 246-260 7 2 FE 1R
[R)— A B A AR R YD AT AR B E 1 7 B, B R S I B S8 1R R Ay
/DI

[0035]  JLrp, £FXT TSH 52 A4 [tk C2 40 Mo B 53X 28 2 IR 7 21 R AEAR BAE T (FE A 1/F TSH 52
PRI LER B 40 O AH ELAE FH A RS 4 A T ) , AT SEBRIZ Wi A E Y7 19 B 1

[0036]  BE Lk, fE 2 Wiy PR MR — B2 T A, s — A S EA T
G — 2 4 W)« IR e — R g R A A, B0 e FHIX e — e gh AL )P 4

[0037]  TSH 5Z24K[1) 32-41 72 25K TSH 521411 36-42 {7 2 2/ TSH 524K 247-260 47
LR TSH SZ R 277-296 A2 ZER Al TSH 521K 11) 381-385 {72 &M H 1 — Pk £ 1,
B E R A R — AN B A SEAR AR A AT AR B R i B B0 S B R AR A
FA AT D)

[0038]  ( ATIAIZ IR/ P A LA E A 740 | X e 1) 4, 53 Bt T 41341 41
i TSH 2K 11) 277-296 7 G EEBR K — &5 14, B TSH 52 14 277-296 {1 AR — Bl Z
NSRRI AT EECE [ B B RS B B SRR R B AT R R/ B
TSH ZZ AR 1) 247-260 17 Z FE R 1 — 2 4514, 8K TSH 2 AR 1) 246-260 i Z LR 1 — B 2 5
R R AT A ECE B B BE RS B BE SRR R BT AE )

[0030]  JUHZ, RIEA K AL 2 Wi sia T7 2 IKF 548 TSH 32 AR 25 277-296 47
AR, e — D ENRABR RO AT B R B, BUE 2 B I B SR
KA AT o

[0040]  JUHZ, MRIEA K AL 2 Wi BiG T H K 2 kP )48 TSH 32 1611 25 246-260 47
AR, B — AN E N RABR R AT B R B, B B I B SR A
FA AT E) o

[0041]  JUH 2, M5 AR AL 2 W slia 7 F K 2 P )48 TSH 32 AR 55 247-260 47
AR, B — N R B AT EM BT 7 B BE 2 S B SR A
FA AT D) o

[0042] A& BHRR IR IE 142 WT sk vh o7 N AL & 5 TSH 32 4R 18 S i s AR 16 B & gz
P I Wi AR T -

[0043] (i) ZJKFEHEH B HE—DELZ A TSH 320K A7 186 73 B4 3 — 2 45 M A R, 8%
F B A BA R G R, BT TSH 2 A1) [ S HiAA R / stk R 4a i e Hix s %
PR AEFEAERN (76 VT TSH 52 AFIIX &8 [ S HiRalibk E40 e AH EAEH A G & T )
BT I 2 BT A0S T 8 —RE5H  HIX L — 2 a5 M AL R, B8 B2 N o) — R g4l
K

[0044]  TSHZZIR) 277-296 £ 2 F: 18 , B TSH 52 R 1) 277-296 {7 Z EE R 1 — B2 548
A AT AE M S A 0 B, SO L B B AR R A s AT R R

[0045]  (ii) ZHKFHE A B — e A TSH 2 AKK AT (K37 8 43— R S 4L, 5%
F B IS BUA R G M AR BE R TSH 244 0 1 S AR / stk i e fs Hix sk
PR AEAE AR (76 RVF TSH S2FIX A8 [ S PR sloomk B 40 i AH AR A IE & T ) »
BT 1 2 BT 5060 3 51— R G5 1) IR 28— 2 SE M AL, a8 B A i N 91— R i 4
B
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[0046]  TSH=ZAA[] 246-260 7 2 LR, BY TSH 52 7K 1) 246-260 {7 2 L ER [ — P BRZ A RAR
A AT AR s A (0 B, B B B SR R R R AT R

[0047] LA, FXF TSH ZZ AR A Srhu Ml / stk L 40 fe it S5 X 26 2 K7 51 & A2 AH HAE H
(7E SV TSH 32 AR FIX 28 5 G R stk A Mol B AE G4 T ), AT SEES G
T E .

[0048]  JUH A, XS Wi alih sy HE A E

[0049] (i) K& A B — LA TSH 524K 407 186 43 B8R A 3 — P 45 M 2 1, %
F A A B — RS F L R BT R TSH 32461 B B Fifk R 5iX 48 £ Ik 741 & A AH B
YEH (FESOVT TSHZ AR FIZ 2L | S HUARAH BAE GG 44 ), BTl (1) 2 K7 5106 & F 4
— IR EER IR L — 2 SE M A R B R BRI — RS ALK -

[0050]  TSHAZ{R) 277-296 i 2 J: 1 , B TSH 52 /R 1) 277-296 {7 Z FE R 1 — N Bk 2 5848
P RA) AT AE s A 0 B, SO L B B AR R A s AT R R

[0051]  (ii) ZHKFHE A B — DA TSH 2 ARK AT (K37 8 43— R S 4L, 5%
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[0185] AN J% BH ) 22 JIKIL W] ot Rk i oK AR B A R B 1) 2 R AZ P R IR TS . 64T,
A B 1) 22 IROE AT I8 I AR AU A A, 2 KGR & e ARk B I8 i 28 77 A3k
1 Z KA S 5 I E B 2 KBS R 256, AR R AR AT Hhix 28 B 22 KBS Jedp ) ]
ReSITR Z k4 & o
[0186] 7 Tk 1) A< A BH (1) 22 kAT LA & P il 2 AL SR A R Rk . 40, 7E Ecoli
KIERGT, b A B 538 2 IR cDNA 305 W] 4 va B 2804 4, 1 pET22 pMEX8 . pGEX2T
oY, pQESIL His o H X N 4. 1B B R X B (5] 41, Saccharomyces cerevisiae B¥
Schizosaccharornyces pombe) , 7] LIS [ #4445 4, pYES2.pESP2 8% pYES2/CT 8k H Xt /v
Yo AcMNPY (Bac—N-Blue) & slHu M A m] # H 7 B e 40 B (1) 72 3K, pRC/CMV . peDNA3. 1
BARBCE TR AT 9k FH AR FL40 B b R IE, 1) b [ 2 BB SR 4 i (CHO) o AR B
1) 22 kAT AAS S 1 8 5 A Rk, BCARG 1 i 07 X042 20 a5 Wk H Ik S "R il
(GST) BRZ AR BRIERAL . TEAESL T AR IE Ty 2, AT Sk 2 fraiiqb,, o (A
B IR B RORLABIER 1 & XS AR e B 22 JORH N 3 23 1 B R s B DL AR . TR AR Z Ik
GST R, W AT A 25 WE H IR B NR B Z A aidb ke o Sl & 5 8 . e A0 o 2 10 2 VB
GST 5 AR I 2 K73, B 1 HAE 50 Dt H IR IE B E Rk GST FUA KR B £ ik
B MEZIKE ZHARRER IO, nAEH [ E e sm  UZ kit
[0187] A MHE— AL Tl AR Z KK 7%, HARE N R .
[o188] (i) $Rft—FFRTHR A T4HM ;
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[o180]  (ii) ¥57%fE 40/ ;JF H.

[o190]  (iii) MHRICAC A B 2 K.

[0191] W] FH ML IR 23 B AAE AL B A R [ AS S B 1R 22 ik, 497 A Sl e 43 RN
I ZENT 7 B A o B R

[0192]  ARBHE— D AT Rt 2 B T IR 4

[0193] (i) ZmiEATIA 2 KL F IR IT 4 5

[0194]  (ii) #wdald 2 KR 74, iz 2 & — Bk 2 B 1,3,5 f1 7 1%
B A FTRIG TSH 2R RE 2 2SR T4

[o195]  (iii) #wb5 (i1) W2 KM ERRT Y, R T A5 w5 BRI 1, 3,5 i
TAERE NI~ 1) TSH 32 A0 e S S5 1R AL T IR IS, % T IR IS 20 il h 1 2, 4, 6 F1T 8 5
X s

[0196]1  (iv) B HFERITH), T IR & IS 775 EAFE TIPS (1ii) ;
[0197]  (v) K EHRTH), BEEAITH) (1i1) KSEAL5RAL

[o198]  (vi) EHEFA, ©&fH (1), (1), (ii), (iv) & (v) FAFEE—DIR B
513

[0199]  (vii) BIFER/TH, CAET M &M FReFl (1), (i1), (1ii), (iv), (v) B¢ (vi) "P1E
B MPANARAE

[0200] A% B 22 BRI AP BRI , ' g his b3k A o B 22 K 1 26 067 X s, AR B R

[0201]

/A\

b

AR P A% ARk
22-91 64-273

32-41 94-123

36-42 106-126
246-260 736-780
247-260 739-780
260-363 778-1089
277-296 829-888
380-418 1138-1254
381-385 1141-1155

[0202] AR B2 AT R ] LLSZ DNA JE X, A48 1 W1 cDNA. A5 1) DNA FZE K ZH DNA,
EATTAT LU SO SRTT IR BRAL 2 G BT, B R R AR LG 3R 15 10 o AR BH A3 1) 5 it 7y
A ALFE cDNA B4 BT DNA

[0203]  gwhd Ak B 2 K 4n g4 ] LI 3R (Pid) APyl B 2.4.6 F1 8 TR —A
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2 R RIS P A . e Bn] DU A AR 2 R IR, T etk i 1T
A (i) mgmps A% 2 K.

[0204] AR WIRE— 09 I LR 2 AT IR I SEALAR, ‘E 4 lish BAT B IRr 2 A AR — 2
SR 2 K, B0Z 2 IR RAZ R R AR s B, 8O BUi R A2 1R SR sliiT 4
Wy, WY SCHT AR o 22 BRI IRIN RAC AR AT LU F AR SAZ A, B F 487 AR (R S A 5
ARAR, SO PR I RAR RAR R o IRLEAR TR AL 1) 22 SR IR RAZ A AT L th R ARH A
[

[0205] SR AAH] LA e dg i A% IR HOA S i 2K BB N iy 5 3 22 R HP IR AN R [ S A2 Ak
HUAR BR AR BAS IA] LA e — AN B AR WRTHTAR , S DX S 5o w] LU AL ORAT 1)
SRR ST R SE IR R R BN N

[0206]  J&FHh, A I RAL 2 B H IR 5 2 B K s IR o8 R AR IR — R A5 22 IR 2 2%
R IR LSS I 2 SR IR LA SR AL [ 22 SR IR 1 A 7 1) AT 2220 7096 (AR
SR, SN 1) 2 S8R H IR 2 5 Gt ) B s (R RS 8 B IR — S R 22 IR 22 R IR DA
52 B IR AR A 2 R H IR I A K P AT 2220 80 % AU o JEH A %
HIRE L8P A H AT 20 90 96 AR, SEA I HAT 2270 95 96 AL o 2 BAT 220 95 % A B
Ve 2 LT IR I AT 220 97 S ARBIIE I 2 SR IR, SEALIE R AT 2/ 98 % /b
99 %6 AHBATE , foc A B Y R 2270 99 %6 AHIUME K 22 SR H IR

[0207]  ZRSE b, WIATATIR, AR WRE— 03 RS TR P PR A 2 IR . AEIX— K,
AR ICIH RAET R4 T H TR 2 B IR A 2 R H IR AEBLAT A “ 7™
W47 BB UHAE R A 2 IR AFAE A 7D 95 % FIRIE % /0 97 % [ HAME L A4 4 K A 2%
Ao

[0208] A BIILI Je ik, © A& AR MK — Bl B2 P 2 B HIR, 308 K AT AR W]
AR TREA 40, AR A BOR AP A R B 2 Ik

[0200]  [AlUL, AR Bt — D4Rt T RATEVINREMBIA RS, © & H TR 2 B IR,
I HRe1 2 BT R T ANIE LM R4

[o210]  JEidibtAt TREMTT AT DIAE 2 SRR H IR MR & 2 40 b, IR RIEACR W] I 2
I, 3F HA S Bt — B4R T — Pl =40 M, 20 32 40 Bl 43 0l i A R I RTIR 1) 2 SR A
B2 B R R A B e . B 3G 19 DNA P41 n] DLIE I AR AR —Fh o F R BOARBHR A 2
B

[0211]  ARFEA K] — A TCIHAR L 1 St 77 2, AR ISR T — P53k, HIR N2 X
RN BIABRE P e 4T X TSH 32 A1) B S IR stk 4, 1252188 PREE AT
o B BUEAE TSH 2R S ARG B 5 S 2w « B Sl 2 1% A 5 ) o
IR &, Ik ik

[0212]  (a) $&{H : (i) MPTIRS21XE A M BT PR St (L1) MFTIRAE & b 70 8 2
PRI 240

[0213]  (b) K Tk AT it 5070 184 B 090 B 20 0 5 IS (AR A W 10 22 ke ( AE e #F TSH
SEARFIXEEET X TSH 2 AR A 5 PR sopk a0 f A B AE &4 T ), DUME e vrfird
Y122 PR EEWS FIAT X TSH 32448 1) B 5 Pt A4 sleith L 40 AR EL AT L i e A4 st R 40 A 4 TP
TR IR it BT IR AR B 2 5 LK
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[0214]  (c) MR 192 K5 BT B EF X5 TSH 52 PR ¥ B G pi ok ik EL 40 Al B 7R %
FERIROR , Fe iz it A4 s B2 240 A7 £ T BT BOAE it b SO BT B it b 23 B 81, [RD i 4
TLT ik B S PUAR SITIR ibk ELAH A AE R P SONAE b 2 B R

[0215]  SEfr b, 4 Bk, A B B 5 0 A FH RS2 AR O A VURE ot P i £ X TSH
AR B S PRSI AN . AR T T3, JUHE A F RS2 i I PR i o e
X TSH Z AR H 5 HUik, IZXAE 5 a7 VERUE .

[0216] AR BIICHARML T — BTk, AR (JCHGRA ) AOPRWRE S mh i e 1)
TSH Z AR H 5 5Tk, 122 R F WS B B 5 B BUEA 5 TSH 2R % S ARSI B £
BT B A 2% H B R R R A, ik 75k

[0217]  (a) MFTIR 2R HHERBLHTIR (K AR

[0218]  (b) R FTik (AT f 55 BT IO A BT 0 22 KB (A SR VF TSH 32 (RRTIX L84t X6F TSH
AR A S PV ARG @ & F B ), ME SRVFTE I 2 IRBE W ANET XS TSH 324K I 47
FET Tk RS P ) B S ST AR s LUK

[0219]  (c) AW ATIR K2 BE 5 TR I EE X TSH 5208 HA7AE T IOk FUAE 5 P i) B B ik
AR EORERE, Rl $ L 17 BTidk B S Ui A7 48 THE b BT 7R o

[0220] it 7R 4, A WY ) 5 2 Y 26 JEL, 0 401, MIE B 23R Hh 3RAS I AR BORE: i, 1)
UL, 2R BOA 5 TSH 32802 S ARSI H B 50 o

[0221]  FiiLEA A B TSH 224K B S PUARRIA R (HRRMEI () 23 B i P T
Xt TSH 2R H B Pkt (1) 2 BREA EAE R, QAR A BT I Birds , 4 FH A 2 ) i
Y 5 4 M 1) = B VA LA T v

[0222]  Hit AUk, A WIAE AT AR S8 S MEBOR B PRI AR /) (1) #E8k Hh TSH 32461 3 5
ikt (1) Ak W] 2 A ELAE IR L, 1207 i AR 4 A R T ¥ 2 IR sl TSH 24K H
S HUAR IR S5 6 X R A BR AR AT (1 75 32, A Al BORHS BE % 18 2 M I A AR AR T H i
T, AR WY R 75 42 n] A 48 T s PR R bR A A A B T 1) 22 IR s R iR I I 2 IR S v
i1k TSH 320K B 5 JUAR B PRMRE S B, NI 4R S ENTRITR G AL IR G P I AAFAE
TARBFE R ) TSH 3206 B S PURIEE G XN (i, 3§ 16 3K50)) » i S 2T IR G4+
PRICIZ KA TSH 320k B S iR RAE B EMITTIE. ok, g K BIT5Eidt—
EARRA WA TSH %2 06 B 5 HiRrbricid 45 G x ) (B, brid Bl 16 X7, 4o
A A BHTA TG, SbRIC I TSHZ AR 2 KPP A B e R AL) , R &Yl i (1)
[t 52 2SR B AR B RTR ) 22 BRI (1) 128 HIOR L TSH 3244 5 B LR 0 7R VRURE
[IEGEER

[0223]  JBAb, I LREAE HT %R A 5 S A0 7 3%, MAAS I B A A VBOAE: o R 6 TSH 32 44
8 S PUiR. B, AR 5 A 2> — A sa e, i%se S RE S TSH 20K A St
HIE i G AR HTR 2 K.

[0224] it 74, AT W) 5 S PEAS I 7 ok b A T R S S 0l 35 — AN B AR, it
PR LU IRAR I, B0 70 B 6 AR BT o AN B 1 5 S P ] SR PR 35 A AR AT
EHAT A G I XIS E A (B TSH) , 1% 517 45 6 S B I K 8 1 REYS 55 TSH
ZARK B S USSR R VIRTR K2 ke P, A WA 1) e A A 2 9 e [
R, ATV L soELIR (JCHGR S BEDTR ) , e ATEES TSH 2461 A B Ptk S 4t &
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AR TR 2 K

[0225]  [AI LR Bh, A BH ) 56 4 A DU v T i — D A S AR A b — AN SE 4, o
By sk % SRR PUIAR, ITTAE BT 7 VAP IR (b) A AR BT (1) 2 IR RE68 5 52 440,
g Bk 2 SR DU, B TR b ) TSH 2 AR 0 5 S PUARAH BAEA .

[0226] LAY, AR A S B A 5 P ARSI 7 92 B A B A

[0227] (i) FEANAFAERFIIE A ARTERE St (i 2 BE AL R S ) 5 (HLIE R 52 33 IR PRV
s RS TSH 520 G028 S SEAF G 1 B S92 50 1R 52 303 IR RE S AT AT AE 1Y)
FHET, ARHATRKZIKE —PBEZANITR N EEY (U RS Z wEDik) 1
HHEAEH 5

[0228]  (ii) PEAFAERFIMIE I MRERE S (2B RE S ) AT, AR HATIA
ZIKE—NERENATARRESY) L2 R ES 2 s Eik ) M EER.

[0220] SRV, IXFRELERIE ROMERS (1) AHEL (11) RIS S Y5 A K AT 2 k2 )41
HAE R BN, DS B8 A BT BE S TP AEAE TSH 324K B G PR iR fE . — M, m] LUE
HE AR L Y, 7E5 A A S AU TIE TSH 520K 5 S HuR AR BRE & 1 214
s I E R BRI S A AR R B 22 KA AR A () AT AT AR A, AT R B AH HLE A
(RN o A IdiHh, A BT I 1) 22 SRR 4 (8] e A DA gEAT i iy i il

[0230]  ANRBHICHARME T —Fh 2R (JCHAR N ) BIMHERE 5 i 1B £ % TSH 524K 1
H &S BRI 77 &2 R B R VA S BABUEA 5 TSH 521K 9% ) ARG B & %7
FEPIA B SR 2% B B SRR RS, ik a3

[0231]1 (&) MJITIASZ IR E TP SR 1 ik AR VR o

[0232]  (b) FFPTIRIIFE S

[0233] (i) TSH B2 A 74 (JUHOREA AT TSH 242K 751 ) B, i
[0234]  (ii) &/D—ATEFPAL, K iZsw s Pne 5 AR W TSH 2146 B B Pk g4
G AR HATRT 2K,

[0235]  (4ESCVF TSH SZARFZ LeE X TSH 5261 B S HuiA EAEH A E & T ), UUE
FVFFTIA I TSH 52 PR 1) 4K 741 5 BT i A A TSH 324K 1) H B B sk BT Ib 1) 52 4+ W0 AH BLAE
A FFH

[0236]  (c) MRIMATIRMT TSH 52 (R4 K5 415 Bk % i 160 B S B B/E H, BT 2
BET IR IS TSH 3244 B S HUARAZAE TR P I FE7R .

[0237]  TSH SZ AR K A0 AT L2 A B IAR 10 KRB RS ) /S BRI K
BB S T 402511, SR 22 A SR8 1) TSH 2 AR 4 KP4 o 703288 I P 48 P (1) 554
VIR RS ATR I e R RS (PLIE Bl )

[0238]  7E A& B 1) 5 v P A 40 38 1 T RN B B bR IE 3k B BEAR iC ) TR ARl
WA ZE R CRC) D EhRiC ), Gerl 4.,

[0230]  7rfsi F RIS 2RI (B4n 2°1, " C, "H 8 *°S) BTG T 5 WA A 456 00 5 sl 1k, 20
SR T AR ATR 2 KNS5 G — ] gamma 120 #48 BORAS N AR TF 20038 el e JHUs
M.

[0240]  {EARYE A A HA G5 36 90K E2 40 R 1) 7 v T, — MR 1 58 A A8k A S0 R B R 22
TR PRV it rh 43 8 B9 C 40 M, #5658 5 AR U BH %) 22 R Al R 35 4 T VIR 2 40 L i)
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B o MR AR B IR 22 K JA AT (bR EL 0 A R A R 2 SR, — MRS AR A 2 S
RS W 00 AR £ 40 T 5

[0241] AR A B — ARk B St 7 =, 4t 7 —RiasR & A R e 2 i (U2
N PRIBRE S A BT TSH SZ AR 1) B St PR stk 40 Y, 1252 308 MR SE A A3 ) B BB
55 TSH B2 A4 G 8 S N AR IR B B S B8 70 B0 S22 1% B 5 e i I R 3, BTk
[ L

[0242]  (a) ARHBIIAKIZIL ;

[0243]  (b) T4 (i) ATl 323038 RIS i T il R i, B (11) MR 23R8 7
FE R 43 B Bk L 40 i, 55 Ak B RTIR 1 22 IRl ( 7E fu 1/ TSH 52 (R FIZ 2441 X TSH
ZARR A S HUAR K DA A EE A ISR T ) BIEE, UE R TRR 2 IkeEs 5
BEXT TSH SZ /R 1) H S Bk siopk B0 M AH B 7R 1250 (A slobk B2 40 A7 A5 1 Pl IR it B
MBTIR AR S o B 31 5 UK

[0244]  (c) HFIEINATIR G2 K5 iR 4L 5F TSH 524K 16 B B P ol itk 240 A0 B4
(RS RIECR 2 8, AP Z Bk slk 40 I A7 6 T BT i AR & b sl BT IR IR i 20 8
2, TR P ik B G BB ik A0 A7 7E A S BUAEE b 2 B AR R TE

[0245]  SEfp b, W b TR, Ak B ARG A F R A2 R 3 AR VRORE (i 7 2 41 TSH
AR B S BUREOK A AR BH AN B, JGHE A R N SZ R I PRV i R i I
BEXT TSH Z 4611 B G Piik, 765 2B A AR .

[0246] AR BHJUHARUE T — Rl &, AR IR CJCHR N ) AR 5 i 1k 4t
X TSH SZ AR I B S P, %2R 5 M B E VA ) (A BB 5 TSH 52 PR G i N AH IR B
5 G S 5 B 2R 24 H B RN N B, IR R S

[0247]  (a) ARRHATIAKIZIK ;

[0248]  (b) HI T4 MPTIR 2R rh SRAF (1 JrR A VR i 5 AT I () AR % B ) 22 TR ( A
RV TSH SZ ARFIIX BEE X TSH 2 AR 1) 3 S i A BAE A TG4 ), DME R TR £
KBRS 5 410 T IR RE 5 b BT 0 TSH 520K 1) 8 Srb i AH B AR LA R,

[0249] () FH-F Ml Pk 1) 22 K5 B il (A7 AE T BB i (045 TSH 324K 1 B S ik
FHEAE RO, TR TR B B DU E TR PR R 1iE

[0250] ML B, A% B A0 o A 1 0 R, 9, AAIE 32 R it 2 IR S TSH %2
A G35 e SRR DR IR B B G038 35000 1R 52 1R 3 T 3RAS PRI o

[0251] i A& B TSH 22411 B G PR & T DUERE BB () 523038 IR &
H AR TSHZ AR B S Pk S (11) WAk B AT 0 22 SR AH ELVE F 2, BT b A 4
AR O HE S G P = B R I 7

[0252] LR Hh, AN B R0 G B 5 AR 5 4 PR BRI g v, AR AT (1) AR AR S b
TSH Z R H GHiks (1) AR ZKGAHEAER MRS, Z TR AARRHITRNZ
KBS TSH 324k H S PR 256 X N bR 10, A5 — PR HRE S 18 21 15 0 AT R AH 5
VERI % B 1o 49020, A% %2 BF (3R 550  mT A8 B e sl (R B bR e A & B AT 0 2 Bk o 1%
L 2 IR S HER TR TSH 5248 B & HUAR I R RE S fil, M $2 eI KR &9 /275 T
PRERE S IR TSH 520k B S BRI g -Gy (o, Bt 1eG 350 ARG N4 &
SR, AT BT IR A R bR G i 22 BRI TSH 324k B B iR EE — P 2 ST .
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A, LA R AR & — P A SR G P N TSH 5248 B S Hi AR itricid 44
PR (A, AR e BT TeG 3G, Widk A A BBt A 166, iR ic i TSH 24 4 K751 8k e
(M4 ), HrRA Y @ e (1) [ e B SCRY) ERAS R BHATR I 2 I (1) #EH
Kb de TSH 52 48 B S BRI RS S i 753 2101

[0253]  JHhAb, IR A A B 0 1 5 S PRSI 75 v A7) e A i B T PR BASE
% TSH 520k B Pk B, A% R & H 2 > — w4 ), % S WRe S TSH 2
I B S PR S A AR HETR 2 K.

[0254]  HLTRUHI, AN & B (1) 5% A PEAS U500 & P A 1 58 - m] B — AN a2 ANk, 1%
PUARTT DUR R AR, B2y AT A G B o AR AR 1) 5 4 W ml S B8 T 18 & T AT
He AE g S8 MBes X EE (B TSH) , %87 454 S WX 8 & e S5
TSHEZ R H S ik gr 45 G AR B ATIR 1 2 1K AR IEHE, Ak BIAS (19 55 G060, & R s [
PUkEk 2 selEuik U2 B gBESUAR) , B8 5 TSHAZ KR B S Bk 4 45 6 A% BT
N IIES )

[0255]  [RlkHL Y M, A O B 1) 58 A PEAS IR & vl i — b S Rt 2 b — A2 ), 1
W3 B2 SR PLIR, AT AR R BRI 1) 2 IKBEYS 15 56 40 0, 1N SR sa R B2 sa B P i, 8K
HHTRFE S TSH 524K B St AH EAER

[0256] MLt , FR 5 AR i B Mt 00 5 4 P A DN )R ) e B i L

[0257] (i) FEANAFLERFIR I IO PR EAE (A2 BE LR R ), F HAHIE 523 1
PRWBRE S AR R A 5 TSH 52 A Sz N AH G B B G038 03 1K 52 A (AR BURE i AR
FERISAT T, BRRMATAK Z IS —DNEE N ATR K P (JUHE B fE 2 s DT
) BIMHEAER ;5

[0258]  (ii) FEAFAEARF L FIATEARE S R4, AR RTIR I 2 IS — AN EREZ AR I
) (JUH RS sl 2 wlEdiig ) A EAEH .

[0259] ST, IXFhEL I SRS (1) AHEL (1) PRS0 5 AR K BRI 2 k2 )41
HAE RIS, DG B8 A TR FE i TP A7 A TSH 324K 16 B S PraR IR fE . — M, AT L@t
Bk AL e Y, (B A A S HUERTRE TSH 520K 5 S PR R ARBRE 5 1041
s I E R BRI T A AR % B 2 KA AR () AT AT AR Ak, MW 2R B AH H7E A
(RN o A Idi kb, A BT IS 1) 22 SRR 4 8] e A DA EAT i g il

[0260] AR BHJUHARHE T — Al &, AR R (IR N ) IAREAE 5 Hh i e 4t
X TSHZ AR H SHUIR, 1Z52 3 # W EE A A 5 A BB A 5 TSH 52 S8 I M AH G 1) H
B G 5 B IR R % E B R R N B IR R e

[0261]  (a) TSH 24K K74 (JUHZ2 EH RGN TSH Z AR EKSTH)) 5

[0262]  (b) Z/b—ATEG4), HrhiZ W Ee 5 A K W TSH 21k A S HiiAm g4 G4
KRR 2 K,

[0263]  (c) AHREEMIRYR T 523038 AR &L IR 1) TSH A2 (R4 K7 71 FH ik 1) 52 5+
W) (15 SVF TSH 52 AR FIIX SEE X TSH AZ AR 1K B S PUAAH BRI MG IE &4 T ) , MERVERT
P TSH B2 AR A K5 5 Bk A5 b TSH 32 AR 11) B S PR Ird (5w 4 AH SRR s3F A
[0264]  (d) Ml FTak (¥ TSH 52 464K 741 5 P % it o 1) 1 S B A AH B4R A, BRI A P
AR TSH 248 B B PUAAEE TR PR LR 1T .

28



CN 101799476 B WO B 26/55 BT

[0265]  TSH 32 A A P81l LI A I8 B A B RSP B /N BT K
LA BOR IR T 492510, AR A S A 3R TSH B2 AR A K740 o LB 2R I 57 5 A FH 11
e VI AR TR ) S e P B v DU (UL R eRE )

[0266]  {EAC A B 3R P AR Y 1A 2 ) ] 2R 2 O FR 1038 B bR G < [RIAL Z0bR i
Yy A BOCRR S DRI, Gk AE

[0267]  PEAF AR Zhsic (Bl 21, 1C, *H B *°S) (KMol T, M B K 00 s S e 40
SRR T AR I RTR 2 IR G o — N gamma V155025 S DN AR V1 8028 SR M0 5 T
e

[0268]  {EAI HI A WY i 3k bk EL 440 O 0 kR & (R R 00 1 5 — B DI ¥ SG A A AR 8 22 i 114
BRSO it h 70 B 21k 40, 4555 55 A I 1K) 22 AR R ok i 3 7 2 114 it 2 4
MR TR o AR e BRI SRR O T AR A B I 22 K-S M ) 9 ECL 4 A e 2
RETFBe (BRI A5

[0260] MR SCIRI IR W] S, AR e B4R A 1 ASr I 5 32 A0, P ORASE I B X R BOR: o o
TSH 2 AR B B iid (JUH) stk CAif. SR AL fh b TSH A2 R B B HRRT / sk
Eaif (/DR pEi IR R B S U/ s A K ) Al eI He iy, R a5 R
R AER A E DR EAAAES TSH 3208 %2 S MAH I H 5 5o i, Ferh AR i %z
B PRSI, A A ARSI 5 TSH 32 A4 S i S AR S 1K H B S e 5 (R ME IR Bk
AR T

[0270] DIk, A Bt — 4l 7 — B0 5%, O E RS e IR (RN Tl
TSH 52 48 Yo Y2 S AR SR 1 H B S B0 KRR IR B B A7 A8 55 15, JLrh iz s il MR s 28 AT
o B BUEA S TSH 2R S AR B 5 e B« B Sl 2 1% H 5 e B
(KRR, T ik 5 9 A S R 32 1K PRV et P AT TSH 524 1 B B 7 0K it E2 4
11 ASEI 2 5 5 B BT/ stk 40 M R] DLRISRAZ WAE 52 003 b TSH 32 1 S 188 S W AH G
K] 8 5 e B s I IR B A AE 5 15

(02711 AR MIRE— R M T — P E, SINERIRAESM 2 X E (CHEN) HHERE
TR & TSH 52 A G 8 e AR K1) H B S Bl (0 A, Ferh iz 32 il PRk B sl o /B
Y5 TSH 52 A4 o 2 S AR DRI H 5 S e « B 32 Wl it % B B el i e R 4, ik
7 T A 52 R B R BT TSH AZ 0K 1) B B PR SOM 40 i, IR, 2% B B
PUPRAT/ itk L 40 0 i 52130 P 5 TSH B2 AR G5 S AR I IR B B e e I3 1) A A7 A2 1
FRAE, ARPE ERIRIEXS 2 5 TSH 32 A4 5 [ AR S B B S5 i i) AR REIR 34T 2
Wi, MR 5 TSH 52 14 5035 e AR G B 5 S e 5 i A A R A/ sCHBT A0

[0272] AR BHRTARZ PO IIE G 15 TSH 32 44 G 28 I N AR DS B S B8 5500 196
7o B, M2 T 5EEAT VA 5 BT BUB A 5 TSH S22 AR S5 S AR SR B B S 50
% H SRR A 2l E OCHRN) KRR 2K, 27 R 52 1.
[0273]  [Alify, AR W RE— DR T — By &, HARSEAR AR 1K 2 ik, LUK 2525
bl Rz A, BRI BB R, L% 2 o] DURER XS TSH 32 AR 1 B B Hriapn / sk 2
A MuAR AR R

[0274] AR MaE— D4R AL T ATIR ) 2 IRAE §l 2 96 77 AR AR L BE SCIE B 1 2599 1 B
Mo
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[0275] AR WIFTIA KA G s i N AL 5 16 7 A R BTG A A ) 22 2D — oAk
W2 Ik, LR 2577 Enl 2 a2 5 8k n] DR AR IE & H T o A 45T 2 IR R AR
I TCEF I o o B K TEKE IR UG IR g M [ AR S mT R AR oA o 2% bl el e 5]
e R EON S R IR A SR . X PR AT AL S AR B R RS 2 R
AW Z 2 K.

[0276] AR A I 22 IR 5 S e 3R a1, 0 TG Al IR, sl S8 iUk 2 4 e A5 86, H ok
{ebi 2 M X PP VL0 3AE Bradley-Mul len, Activation of DistinctSubsets of T
Suppressor Cells with Type 111 Ptzemnococcal PolysaccharideCoupled to Syngeneic
Spleen Cells, in :IMMUNOLOGICAL TOLERANCE TOSELF AND NON-SELF, Buttisto et al.,
eds. ,Annals N. Y. Acad. Sci. Vol. 392, pp156-166, 1982, 4k, £ K AT Gt 16 LIS {35
{5 MHC [ 454 RIS 98D BRI B SAHOCH T M2 k45 & TR 6T, 254 Y
Z KT 5 RAR TSH 52 4k 55 4, A SRINEIEIBY T 40 e isik, MmPnibl s s . %L,
SR, 4 T HIA R W 25 406 W e SR AN 2 s B B S IV

[0277]1 AR EHRIZWA G T Wi s es 2. ik, dEWnl miEshes 2, R L
PN BRI R 45 2 . BRLIHG, AR IR DU E A1 45 2510 07 g 7 BB A E Y, A6V
B AFAE T A HT A B AT S BUA D 2 IR BV A . 29 AL E ) TP B 2 KUK AT A
IRRVEE A, B, /N T25 0. 1% B, E /N T4 1% EE, 2 20% HEEH 5tk
ERKVEE NS ALK T UL WS A W&, 10, 1ml 1 JC & 22 mh 7K
1% 100w g RIAKR B RIAE 2 Ik — i FH T i BiRE S 1) 3L 2 i 205 W) 1% 100 %2 500m]
[RGB Ringer” s ¥, LA K 100 %2 500mg HIA KR BHAEAL I 2 Tk, )25 il A1 25 25 205 )
(RS o 77 2 e AU 2 SN T, I BLAE 2 A #5410 280, W Remington’  sPharmaceutical
Science, 15" Edition, Mack Publishing Company, Easton, Pa. (1980) .

[0278] B T BEHALHIA K B2 Ik T2 A a4, JE TR T 3 i s B A B £
Z R T3 05238 0 TSH SZ AR IO 52 M, 252 08 MRSE B VA 5 A BUR A 55 TSHAZ 4K
G S NAH DGR B B B B 2R 2 1% B B i B e R o SRR, AR
P R TT Ve 52 1 3 R A1 Jl LIk E2 40, I b o B A D BT 6 22 R i o) 3550k 2
M. W, WA I 2 R ERK R T, i BB R DA & 2,
K AEARR WL BRIRIECR , BETE S T %0 B4 fun] 4 73 BI A e e o AR5 4 B2 9B 1) v
W ] FH i) 26 N T 52 1R PG T 46 ). sa R T 4 M m] i v an 5 i T 4R 5 55 77 1K
gt RG24 T2 RE RSB S 2. HAh, T 40 j 52 AR sl e 1 — 2l i fL i 2 B
LTI NTERE R T A0 oy S B, RG24 TR FE . XM ARIRTT TR 2% Sinha et
al. (1990) Science 248 :1380-1388.,

[0279]  fERELCIELLT, T HiBhAN bk Bik sol o, ml AN T 432 AR I vy FLIK 3%
FRIKEEA 20T M EE B VA 2 BA BUEE 5 TSH 5248 509 [ VAR G B B S 2 59 11 7
N, BEE WIAZ H & e i b BER R A . X P oL, w5 f 5 B 5ol 1
A2 AREEA, JF I FOR A B BORAE P B TR AR IR . AR5 AL A 7 1R3-S IR
AR EREZHEY T .

[0280] AR BHISHRAL T — Pl sw B £ 4T TSH A2 4R (9K L4 BRI J5 35, 1% V8 -

[0281]  f itk 2 4f Mgt
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[0282] bk E2 40w 55 AR BH AR 1) 22 JIR B, AR ASE Jr 3t F bk L 4 e M5 0 5 % HL

[0283] 4 B A o o G WL ) U L A

[0284] AR WIEHEHE T ok i) 2515 21 i v B 40 M ARV 9T 5 TSH 32 4K o0z s W AH
KM B 5 T i rh N o BRI, 32408 T — P2yl &4, S A bk i £ 2016 v B ik e
I M 255 AT S BB R RE SRR T35, DL A 3 A v I8 1R bR 2 40 i 7 il £ ¥6 97 55 TSH
ARG R AR IR B B G5 B, G FUIR L RE TCdE i, 259 i A

[0285] AU BHIGFEAIL T — B ANRTT ), %36 77 1 I S A BT 1) TSH 52 AR f1)—
LA AL B 7 BUAH — g A I 2 S5 IR 7 9T 7 AR IR T R, AR BRI — PR T
—AEEARIT ) RIG T S A A BRI TSH 2R — AN B AR AT 17 B4
W WS M = TR 7 H0 T A v T 3, 3 B TiR97 5 TSH 5248 % ONAH G B 5
T IR o

[0286] AR BRI — SR T —MrasT 532 TSH 52 4 G5 O NAH G B 5 Sz 1t
SRR T 325, %7 AR S AR Ty iR 52 3 I AR T X TSH 32 4R 1 B St
P B EL 40 i, AT XS 52 1R 1) B 5 S i AT 2 W, R SR 45 T 2 i B BT A RGN &
(1) 22 /b —FP RS 0T XM H B S B G YT R, 49 WA R B TR K 22 1K

[0287] AU BHiGHE— PR 7RGy 52 E (JCH B ANEZIRAE ) TSH 2R 58 K
N AH G 1) B B G B PR IR T 71, ST ARG 7 52 R 16T B RO E IG5, %
TBIT I 5 A BT TSH 52 AR — A B2 AN R AT I 2 BE 1R — ZL 45 0 350 7 5l 8 )
(K2 R AH B N, AT 2R TT 2R

[0288] v T HIIG ST FIR EARYE BT s (K% 28 1 5 B Ho 5 PR I 0 i a2 , 10 Ol
A REN BB IAE IS, B B ARV T = AR R I

[0289] AR BHIGHE— B4 T AR E 50T A S E N 2> — M A 80677 5 TSH
AR R N AR SR B B G g% M IR T AR R

[0290] LAY TR, A< S B 05 2 FRY AR BORT: ot — S0, 5% I A ot B L VR ML YRR PR 8 4, 461
WIJC AL R M5 R S B A (EZAE Sl 5 m] DU 55 40 B AR08 A, e 3 B0 PR 8 B R
WA PRI, BRI T A 2R 2 VAT B AR

[0201] AR BHIGHEE T TSH 2 AR K &5 -G % N, 1 i TSH 52 7R I HiAk 8 TSH 2R K15t
IR B ARSI R 5 RTIR K TSH 52 R 1K — AN BRE AN RATAH B R N, JEH 2 TSHAZ
1) 277-296 A7 (2B T B Aidth, A% BB TT LU B wfEdiik (Pt ) (E4dHt
e 2 seBE DA A B A i L B KB A, 4] B R A, E 2 A4k ) T K

[0202]  BHCRF S b, AN S BH 4 AR (1) 5 5o B B A4 nT DAL 5 AT = 10 58 so B Bt 44 3C7, 2B4, 8E2,
18C5,4D7, 16E5, 17D2, 3B3 LK 14D3, 8 il Hofk ivd T Fr B, 1% 48 vy [ fo ik sl A B
PESE A A DL KB TSR B I A AT T i gt . SEs) P SR 18 4o 2B4, 8E2, 18C5,
4D7, 16E5,17D2, 3B3 UL J 14D3 Sehuihelas gt i B BAA X TSH A2 s F0 g,
/D2 10°mo s BRI, A BHRE— D4R T X TSH 32 AR i — AN sk 2 AR A7 1580 ) 22/
254 10%mol ™ I BE VR BTAR, %R AL H TSH 324K 10 Nk 2 L8 70 2 — it .

[0293]  TSH SZAKK) 22 %2 91 AR FEFR ;o

[0294]  TSH 24K 246 £ 260 A2 FEIR

[0205]  ml & BRFSEHL, A8 TSH 24K PR &I TP A 2 — -
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[02906]  TSH 21K 36 £ 42 (&R FEME ol

[0297]  TSH ZZ24K[¥) 247 & 260 7 IEFR

[02908] AR EHIGERAE T AT TSH SZ PR 1) — N Z AN RALIZEF ) 22 /0 2920 10°mol ™ (15 57,
BEDUIR, %A TSH 32K N R & BE 1R 741 2 — 4L

[0299]  TSH 224K 32 & 41 A iEmg ;i

[0300]  TSH 524K 277 & 296 {12

[0301] K% B4 9000 2 1) S2 e A 2 4 T TSH A2 4K (K 45 & 6F ), % 45 & 7 N R
TSH 52 A4 45 A MR TSH 524K, 1445 6 0 A AL TSH B TSH 52 AR R AR il 45 1 B & bt
(N

[0302]  PLIEIIZE X N EFEDLE, JUH R E s mAPUE (ks ke ), Haets
55 TSH 526454, ANIRITR TSH 52 K. AR 3CA T I BE 68 38 1 axX A ik A2 1) ¥ TSH 244 1) 5 e
W AR () SE40) 445 4D7, 16E5, 17D2 AT 14D3,

[0303] AU BHIIPLE G OLEE 1L T TSH 52 AR 256 A N ) 1 45 G X V) RefE 5 TSH 52 1k
GELy, AT L TSH 5244, Hofw 5

[0304]  Hifhk Vy Skl ok B N IR F A

[0305] & 10.14.18.22.,42.46 B 50 T/~ #) Vy 500380, B85 — A8 4> Vy CDRs [1) Vy 45744
I8, BTik vy, CDRs HA3 5 K] 10 Fros i) vy COR AHXT WK 2 255 741, B8 — 4824~ vy, CDRs
(1) Vyy GER5 Bk vy CDRs B3 5K 14 s i) Vy CDOR X NI 2 R 74, B & — ek
A~ Vy CDRs ¥ Vy 538, Frik vy, CDRs HAAT 518 18 Frorify Vy, CDR AHXS M. K 2 2L B 741,
B AEEZ AV, CDRs WYV 53, ik vV, CDRs BA 5K 22 Pty vy, COR AR Y. ) 28 5
B A, B — A Vy CDRs 1 Vy S8, ik v, CDRs HAT 518 42 PRy Vy CDR AH
SR FE R A, 08— ANV, CDRs [V, 53, BTk v, CDRs B 5 1& 46 iR
(1) VyCDR AHX WY IR 2 BRSP4, A 5 — B EZ A Vy CDRs 1V, g5#43, ik v, CDRs A5
Kl 50 Fronif) Vy CDR AHXS M (28 ZE MR T 41 s F0 /B

[0306]  HrfAk V, g, Hok B F IR 4 AL

[0307] K] 12.16.20.24.44.48 8 52 fiT 7~ #) V, 25 M3, A& — sk 24>V, CDRs (1) V), 4544
B, BTk V) CDRs A 5K 12 Jron i)V, COR AHX NI 2 31 741, B8 — 4 8iZ 4>V, CDRs
%)V, 5 R3E BTik v, CDRs HA 5 16 Fron i) V.COR AHAT M (2 2L 740, B3 — A el ®
AV, CDRs [V, &5#4, BTk V, CDRs B 51 20 Frzniry V, CDR AHXS R 2 LR T 41, B
B EEZ AV, CDRs [V, Gk, Itk v, CDRs HAT 5518 24 TR V,CDR AHRX Y. F) 2 5
A, B — B Z A V) CDRs ¥ V), 2544880, Bridk v, CDRs HA 518 44 Przri) Vv, CDR AH
XTI IR A, B8 — A8 Z ANV, CDRs [V, g5k, irid v, CDRs HA 5 48 Piow
[¥)V, CDRAHXS MY (28 LR T4, A& — ek 2~ V., CDRs [V, g5k, frid v, CDRs A4 5
Pl 52 7 I8 V. CDR AHXT I (R 28 R TR 7 1 o

[0308]  AS B HTIAR &5 G5 AR I B8 5 R IR B4 V) G5 R IOt BT RT IR DA v, G R4 L,
T AE R AL TSH 32 R BT AR LS A A i A Vi AV, S5 R, & HE— D g U B Bk v,
CERISER A V, G QST T 5 TSH 524K 45 4. BRI BT 1R 54 3 A A 16 T
B ERTIRPUA Vy SR A S PiA V) SRl BTIRIEE 0 NAY) FIFEDLGE AT 8 B
PRV, SRR AN S HUR V, SRS AR RN, BT 45 A X AT LS 5 RTR Uk v,
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ZE R IR BT v, Gl R, HLAR AL TSH A2 R PR G A AL AL & Vi, ATV, S5 R
[0309] [l A & BAR I [ S it o) T LS IR (1 45 5 X A, A& 5K 12 iRk v,
SRR T 10 FIToR AP vy S5 4603, AT A TSH 32 4R A6 5 vy, F1 V) g3l Bk
CEAAL R sBUE AR RTR 45 G0 N, AL S S5 16 Fosdiik v, SRS son i1 14 f
INIIBUR Vy S5 R9380, AT R TSH A2 AR FRAE LS v, F1 VSRR PR ES AT i s B G R
WA XN, oA S 5] 20 Frondifk v, SR i B 18 Fror idufk vy, &5 fa 5, A
104 TSH 2 PRERAEAL 5 vy BV, G5 RIRII PR SE A 0 s BE B FE RTIR 1 45 & 5 iy, HoAw,
B 5 & 24 FroaRBuik vV, GERIRO K E 22 TR BT Vy SRk, AT A TSH 32 AR5
Vy IV SRR BT S A A s BB LR RTIA 1 85 A i, oA & 51 44 Brosdifk v, 4
S RS T B 42 BIT/R ISP A Vg S5 440380, AT A TSH 52 060 15 vy F1 v, g MR BTk &5
AL s BFE R RTIR 25 A N, oA B 5 1 48 FTaRPL ik vy &5 RSt i 1 46 TR
FRIBTAAR Vy SRS, AT R TSH 32 AR5 vy IV, BT SE G A7 1 8 B ATid
(R 2h-G Ry, HoA & 5 52 Brondifd v, g5 /U8R i1 50 Bros KBt ig v, ghia 5, A
) TSH SR BEA0 5 v, MV, SR TR 4 & 07 o

[0310] AR BHIE— DR RE R Vyy 45 30T LS s 1 T AR AR SCR PER IV, 25 3ot
B o AR I UE— P AR AR SCHER 1) V), S5 R AT DL 1) T HEAR SO PR I Vy S5
SO T .

[0311] AR B o — SRR AL T Qint BTl (1) TSH 520K 1) 45 6 % ) 12456 56 N4 R
% 5 TSH S22 AR 455, NI RIEL TSH 244, HAH .

[0312]  Hifk V, Gifglel, HAa s .

[0313] A& —ADEZ AV, CDRs [V, 2543, Prik vy, CDRs HA 5 Kl 10 Frosir) v, CDR AH
X N IR A1), SR AL S — ANV, CDRs IV, S5 938, Tk V, CDRs B 5] 14 it
7RI Vg CDR AR R R 2 R IR S 41, B AL B — ANk > Vy CDRs (1] Vy 5 M3, BTk vy CDRs
HA 5K 18 Frzrity Vy COR AHX M 2R TH), i A& — A Z /> vy CDRs [ Vy £544
S, BTk vy CDRs HAT 5 22 Fros i) Vy CDR AHXS MY 2R 741, 88 B — N aZ A Vy
CDRs £ Vy &5 #4045, BTk Vy CDRs B 51 42 BToR 1€ vy COR AR M. (2 5 1R 7 41, s L
—ANERZ A Vy CDRs [ Vy 58438, BTk Vg CDRs AT 518 46 AT7R 1K Vy CDR AHXT BV (1) 2 FE TR
JEH), B S — A EE A Vy CDRs [ Vy G585, itk v, CDRs BA 5 K 50 iz V,CDR AH
XN R ZER 74 R/ 8K

[0314] Ptk vV, Gifgll, HAE

[0315] A& —AEEAV, CDRs [V, &58930, ik v, CDRs B 5K 12 liorf v, CDR 4H
X IR P4, B B E — N EE ANV, CDRs [V, 584K, ik v, CDRs HA 5 &1 16 it
ZNIKT V, CDR AHXE R IR 2 ZE RSP 41, 8RB & — A~k 2 >V, CDRs [1) V, g5 #03, FTik Vv, CDRs
HA 5K 20 FroRifs v, CDR AHXT Y. 2 S5 18 741, sE A3 — A2 4> v, CDRs [V, £
sk, BTk V. CDRs HAA 51 24 Frzs i) Vv, CDR AHXS NI FERR T4, s A& — e Z A4 v,
CDRs [#) V, g5 M3, Brik v, CDRs HAA 518 44 Frzn i) V.CDR AHX M. & 1R 741, sl B
—AEZ ANV, CDRs [V, S5, Tk v, CDRs HAT 5515 48 iz i) Vi, CDR AHX I )z FE 2
FE, B AL — AN Z AV, CDRs [V, 45030, BTik v, CDRs BAT 5 K] 52 B (¥ V,.CDR 4H
X MR FE IR T4 o
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[0316]  FIRM—BELZ A CDRs W LAIE B ETIR )V, F1V, S5 2 A IE M HESL
i, BT — A A CDRs [ 2R 741 ] 4 A 2 5 A ST TR AN [F] P AR HE AL X I,
RIGIZPUARSFE N —AELZ A CDRs FFREMS 5 TSH 21K 54, DLk R PLRT IR Y TSH 224K, 1k
T A S 5 A X A AT DAL B RERS 5 TSH A2 K 45 6 0 22 K, AT BE S 3 ST i () TSH %2
A, IS AR SCTIR I — AN B EZ A CDRs [ — 5 R FEIR P4, UL ATk iE— D iR
TR, 3 — DAL I R LR RS0 WA 5 TR 1) — A 82 4~ CDRs X TSH A2 4K [ 45 G55 F1 7, 51
G ASFEM 22 KX TSH 32K R 25 B 1k o

[0317] AR BHPRLIE R 45 G0 AL R HMR . A SCAT IR TE “PUiR” R TR 1) 5k & 30
BT A AR RERRE A . ESARE RS T B &G54 EE LK, %4
PN PR SE & G5IE S Bk g & ah MBRRNR « POk iy sEm) 46 e e Bk i O AR 2R
I EFER (isotypic subclasses) PAKALE WU Fab. scFv sl R HT A LE & 4h #) i,
B

[0318]  pJillth, A SCHTIR BRE S (B B R T Ak B I T B U7 T o 3X R, AR BH I &5
AR L RIS U, U] LB B R IR BER AT < (1) H V. Vy B Gyl SRk
PR Fab B s (1) H Vy FCyl S5A A i) Fd v B 5 (Li1) iV F1Vy g 34l ity
Fv B s (iv) B Vg g3 it dAb Bt 5 (v) 43 B8 CDR K3 5 (vi)F(ab”) 2 B, —
AP FHIER) Fab B BU A B UL (vii) BBEFv 0 F (scFv) , Hidr v, g5 R v,
SRR IERE 7 (Linker) AHIE, M4SN G5 A S80BE & T BT R &5 5B 55 o

[0319] Ak B ¥ 45 & 0 N A AL B LR BT, ZPTpAmT LA sE B du ik, o ikt
FEA[ AR X FIE 5 X, 7% B 9-24 80 41-52 n]8E— 25 Fl iR A X A K BH BT ) m] A8 X AHE 52
X o

[0320] A% BH I W] A5 A ST IR RIS 32 1R 45 6 0T A DA Vy B V) 5 R4 Ik, CDRs
2 BRI SEALRR AL RIRT A, Horp iR (1) 5780 R AT AR/ T 5 TSH 244
S5 1 B8 ) N THTRIBAS SCRTIR 1) TSH 524K o A SCRT IR I AR TE SEARKR AU R R ik —
VEHEIAR T AR B2 K, A G S AR B G L nT A B AR B R 5 1 45 6 6 N A 58
IR KA FET L) o

[0321] A% WIEHE— B IAE T B8 5 TSH 52 1K 254 1 45 4 X LA, I T 1 ik A SC Rt id
(%) TSH 52k, 1 — D P HE B 456 R ) BE 5 AR ST FFIATA R e MR 45 6 R ) 36 4 R4
TSH 52K, %45 G X NP AL & TSH 8% TSH 2 AR 1 B B il e, i — B3 HE R 54 X0
N AT DA B g — 0 B B TR TSH 520K R A7 X 38 45 G A md PR, izt — B bk ag
55 TSH 52 AR 45 -G TR W AT FTIR 16 TSH 5244, I 885 AR SC 2 FFIRT R Ry S 1 45 A o6 N A
e g A TSH 5244

[0322] AU BHIGFRAL | —Fh 2 BAZH IR, HALEKE

[0323] (i) tnf&l 25 & 40,8 53 & 64 IR A B0E & 26.28.30.32.34.36.
38.40.54.56.58.60.62 8% 64 Jrox B4, Hogafd Wl 10.12.14.16.18.20.22,24.42,
44.46.48.50 8 52 fE R 7R RIPUA Vy G5 R8 PiiA V, Gk, 5 CDRs IZZERFA « 5
[0324] (i) gmhdAS SCHTIR B 45 G 0 IR FE R 7 41), B0 b | Pdk IS 1 v, 4544
BCPUR VSRR B AR VIR CDR 2 ZE 1R 7471

[0325]  (iii) 4mhd RAAWIK 9 2 24 841 2 52 iR & IR — WA IS5 G0 N %
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R4, B SR 10.12.14.16.18.20.22.24.42.44.46.48.50 8% 52 /T & s Pk
Vy G PR V, S5 13k B CDRs (N2 EEIRIT A 5

[0326]  (iv) JgtA& %A (1 PR AT S S e 41 s (1) A TR S0 ERAS [F] IR % IR
JFH

[0327]  (v) G (i) HERTHNI A5 R 578 K% R 741

[0328]  (vi) FEFEH (1), (i) (i) Gv) 80 (v) EEFAIR R BRI ITFRF5, U
AAFER (). G Gii) Gv) 88 (v) ERETFHE R B Hgnht A SCRT@E 254 X0 VA1
Fab A B Fd F B Fy B dAb BB 20 B 1) CDR X3\ F (ab” ) 2 B BE ml scFy H BCIRZ
&4

[0320]  (vii) B EFIRARIERI AL R EIAITE S (1) P IEE PP A R R 1 IR
75, S Gm b i I 1R 25 A R A, B G B RIS 1) 25 0 B vy S5 RS Pk v 5
15 B CDR 2 ZE 1R 7471 o

[0330] AKHMEZREZTRARLTHSE (1) PIERZEZTFRITIINEHEK L 2D
BA 70% AR, Eaiibit s ) PMERMNZBEFR TN SKER 20 RA
80 % IIAHMAME, e it 5 (1) PR Z B TR 5 i 2 /0 HA 90 % [14H
LA, PEIX LERE I IE 1) 2 BERL R P 4 b, JGHARE B 95 % BIARBIE o 16 A Tk 1R o
2 RIGATIRT 5 SRR L AL BT A FE4I A .

[0331] AR B — DAL T —Fi B ThRE R ik R4, HEGL AT IR 2 BT, fe
ZREFIRS I NG AR RA .

[0332] AR WIIEHE f LA R WK 22 A% 0 B S A 1K A 3= 4 i LA R I 3 20 AR il &6 A
RIAEEE XN v LA A TRE VAT 2 B B N Ta 4l M IF 3B A i B I 4
R o

[0333]  ANSCHTIA K &5 G4 A A LU T2 W Ry, 0] A R 5 A SCRTIA I TSH 5244
() — AN AN LA X I B Y 545 A o

[0334] AN, ASSCHITHR 454 %0 A AT 4 FH A U AT B 5P ok 197 128 77325 DA S Tk
Wi e, AR BT R I 45 6% N A RE S FH T 08 C AR 1w - A T8
AR B B PRI 1L 5 1R UL AT 2 W k. AU, AR A BH 1 45 & 56k N et L T4R
B O ARERKEFH TRETE B S PURriFE T

[0335] AR BHIRHR AL T —Fh ik 52 3R 3 A WRE i TSH 32 18 B B Pk i, ik 1)
REWEEEA AL BABUEA S TSH 2R 0 %P2 [ VAR KB B G f gz M 8 523
TR G RS EIRINRE R, TR A

[0336]  (a) A\SZIAE TP RIS T IR ARV

[0337] (b)) BTk As 5 T b4 ol

[0338] (i) TSH B2 K P A L2 AR — AN B EZ AR ALEL & TSH Z R — s A
KA Z K, F

[0339]  (ii) HTIRMI—DERZ A XN

[0340]  (7EAVT TSH SZARFNER XS TSH A2 4460 B S B AEH A IE AT ) s
FITIR 1K) TSH 5244 BTl (1252 AR 1) — A 82 AN R A7 B BT IR (1K) 2 ik 5 B 4 5 o TSH 5244
[ B S P BOTIR B — A A g5 A AR BAER LA
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[0341] () WINPTk TSH 5244 BT ik I 52 AR I — AN B AN RALBEE Pk I 2 IS Ik
FES Y B S HUAR A TAE A, AL T BT FE & TSH 2R 1) B S SR AF7E R FR1E
[0342]  fLIEHL, A K I B 7515 — AR — A2 A8 G0 N AR pt bR id, 1E E
(bR I WA SR -

[0343] AR BHIEHR AL T — R i 6 52 1R AR S R BT TSH 52 AR B S PR 73, B
RS2 IR E e AT V5 B B 5 TSH 524 1 4028 I A S 1R 1 5 42 ek 5
TR R 1% BB R R, TR A

[0344]  (a) 2R RIS T IR IR RS i

[0345]  (b) T iAFE S 5 R s

[0346] (i) TSH Z A2 KFH X2 R — D ERE AR AL B & TSH 2R — A s N3k
AES )il

[0347]  (ii) TSH ZARH— A E G565

[0348]  (FEAVT TSH 2R ST TSH 22460 B S HiAAE EAEH GG AT ) s
TR 1) TSH 5248 PR 52 AR I — AN B2 N R AT B Pk 1 2 K5 BT i A i b 1) TSH 52
B S HUR BRI — B E N G UM EAER s DL

[0349]  (c) WAIJTik TSH 5244 T ik I 52 AR — AN B AN RALBEE Pk I 2 IS Ik
FES A B S HUARAE TAE A, I ERAE T Frd# 5 TSH 20K B B Stk AF7E TR 1E
[0350]  H:rp 7R D AR (b) Z AT B 4G ik B — DB AN 45 6 A B 4% B 2 ] 2
(immobilised) &—F M L.

[0351]  H¢dll, ik — B EA GG B S AR R HATR R — NG N, &
B, PR T TSH 24— DB A KA B ZIREIARIE 75

[0352] AN BHAEHRAIL T — P il ) 8 A7 106 52 12 38 AR VA i R X TSH 32 4811 5 S 9t
I, %2R E MR A S A BUERE S TSH 2R Gz [ N ARSI B 5 S 5om 85 32
AR Z SRR R R, il il e s

[0353]  (a) TSH B2 KA K74 XS R — D ER 2 AR A7 B TSH 2R — A sk N3k
IATRES

[0354]  (b) ASCHTIRRI—NEEZ AL G RN 5

[0355]  (c) KM HTIASZ AR (FRTEAE AL BTIA TSH 24K BT idiZ sz R — N sk 2 AR AT
BT IR 2 IR TR — AN B A5 G A B, (7E foiF TSH A2 AR X TSH 22 7R 1) A
G EAERNGESIET ) INAERATIE TSH 22 48 BridiZ 2 R 11— A s 2 AR A7 5k
TR % IR S P AEAE BT AT TSH 240816 B S P BUTR I — P EZ A6 0 T Bk
Ry il

[0356]  (d) HSRMEIFTIAR TSH 5244 i i 2 7R i — AN B2 N R AL BT IR 2 IS #E
AFLERT B S PURRIAE R, MR HE T BT A5 b TSH 3248 1) 5 S PUIRFEFR1E
[0357] & ECHE, 40 b AT (50 Gl — 20 & B SR — AN s 2 A5 A A BEAT AR
& B PR T B A R B HTIA .

[0358] AN BHAE &AL T —Ff i o) 8 R 07 106 52 3 38 R VR RE o Fh B X TSH 32 48 1) H S it
7, ZRRE W A S BA SRS TSH A2 5 2% [ N ARSI B B Fa e 500 58 %2
R E 1% B B R R, il R E e
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[0359]  (a) TSH Z MK FH X2 I — DN ERE A RAL B & TSH Z AR — A s 3k
IVATIES )N

[0360]  (b) TSH ZZ AR K — P ENZ A S5E 7

[0361]  (c) KM FTIRSZARE AL TR TSH 24K BT i iz S R — AN sk 2 AR A7
BT 2 IR IR — AN B A 2560 A B, (AE SR i/F TSH B2 AR MR X TSH 3248 1) H
SR EAERAIESET ) WA ATIE TSH 32 18 BT id &2 (R 1 — A s 2 A K A7 5k
BT 2 K 55 B B & HR AP AE (R XS TSH 524K B S PUiR sk AT (1) — sk 2 > 45 656 T4H
H N

[0362]  (d) fEFTIR— D ERE GG o 5 TR 523 RS S R R TSH 52 44 i ik 1%
ZARE— B2 AR AL B TR 2 AR A 2 AT s 5, AR rid — s A 556 ior B
P By R A e fE—k 1w b A

[0363] () HISRUEINATIA TSH 5244 Fridk iz Z AR i — A 802 R AL B TR 2 Ik B+
AT B B S B AR B RN, TR T BT b TSH SZ AR B B LR AL TR
fiE.

[0364] BRI, —ENE AL G LS AR B RTIR B — AN B NS A 0 A .
AIERAERT TSH S24K (X S2 RI — AN ERE AR AL B 2 IREARId T B

[0365]  Ji B, BT (1) 77 V2 BRI G Be 8 A FH AR % BH TR 16 2 IR BSR4

[0366]  UIA R BHATIAR, 75 TSH 527K 1) H S HUARAFAERS , TSH 52785 [8 2 [ 456 iy 8L &
XTI 2 B R 256 4 B AR o XM 1 TSH 3244 B Sy BRI 77 v A7) & R 22D TSH %2
AT 5 2 3 T B 7 A2 1 ]

[0367] AR BHRTIAR S G N a] F TiRTT . BRI, AR B gk — B3t TR 97 7,
BT IR T3 260 55 25 7 B IR ARy S M 45 6 0T A B35 R R S M 45 6 X A I 25 L B )
A — B2 Bl 24 2 T R 52 380 W R BRI TR ) 5 DL RCAS S BH IS )R S 1 6545 06T R
YILE N & 29 R4 A1) U T R IR R AL 2R/ 8 & 4 TSH 52 AR 2 2R 11 25 ) 8k
HEWP I o R, A B e e 1t 45 A 0 R o] T g 2%, JUEE A T AR e e
(12 W L AL BEAVA T .

[0368]  JRUEF S il B 145 2 IR 1R 0 Y ELAR SE AR E BR G RBT 16 97 BRE 72 i sk W, AR
B2 A G s T O B I BUR G M M & . REMAFIEE R —
YV 2, A0 HE B BAE S MR R VR T R 8 5 DA T IR IR 25 29I Ak v e, (BT R
95T A IO A IR BRI 256 % A0 R i ) 2 T PR I A ke ) T o

[0369] A<z BHIASHE— 5 HAI 1 00l IR AR LSV / BiAd & TSH 52K ZR 2R 10 i, %5
AR 5 T BRI A2 W BT R A R B RTIR 45 A X N A .

[0370] AR BHICHEHE T AT B 45 Gox N A e I R IR AL 2R/ sl TSH 32 A4 1)
SR — Fh ol 2 Pt — 20 2RI TR 4 I 12 45 45 6 I A R 3 — 25 (4 25510 R I B i
L7 57 ] St s ) g PR IR ZHL 23R/ B TSH 32 AR 4R . ARk, —FhE 2 Rhik—F
[RI25 50 S AN TSH N/ B —Fh el 22 Fi SRR R AT A sl Ly B, BB X v B
(R GEAERE R BT AR o BB, — AN A — DRI RE ST 5 TSH 52 f4 25

I
= o

[0371] IR A MERRRE A T BRARA SCAE AT BRI EARTE o IR AR OO0 4R LA i
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AEXT A A B At PR A

[0372]  TSH S2 AR &5 A 0 A BLES G o R T AT TSH 2 A R 45 R o+, &
R I IR () 45 60 N B SS A 7y T DU R AR 1) BRA B o0 N A il 45 16 X 2R 45
RS A O B S TSH 2 AR — AN A R AR 7 1t 45 A 10 25 A B X 8, R
55 TSH SZ R I — A BRE SR AL A BAME

[0373]  C Z5 3R AR PSS T~ P 2 1 2R 7 51 X 35

[0374]  CDR SRIRAEPUIA > T EREAEREE L AFEM YO R BANX., KR =y ] A2 X 740
CDRs Z1 A A[AZ X [ 15% % 20 % , HACE A PUR 55 A 407 A

[0375]  FR KB4, HACE AR HIL T CDRs (1% 7] 725 455 25 44 338 R m] 7% 0 5 ) 45 114 7
[0376]  HC R/RHUAKS> T EREDS 7, AL & EHEW AR X R TG 18 2 X (158 — 45 k..
[0377] 7 3= 40 2 Bl e AL BRCA% G IR 40 Y, B3 e 08 4 SR 22 SRAZ AT IR T 91 e AL B L 1Y
a0

[0378]  AHALYE, WA E AT AL BWABEZANZ T BB ZA 2 RETIR TS
ZIRE A A K R

[0379]  LC FRPiLihsr v KR HE

[0380]  TSH SZ A1 MIIEL (WA SCHTIA, 1% 45 A 0 A a4l G i oy Bk ) SRR 4566 N4
RSG5 TSH 2RI S5 G RE D1, 5 TSH B2 AKX Pl 45 4 &5 FLA] 77 A2 1 a0 A R AP
RO o XFPIIS TSH 52 A4 H1 TSH 8 TSH 324K H S BRI 456 0 A 0 e AR B, I FE
AR B G50 N A ER G54 B BT TSH 8% TSH 23244 3 S Hidk 5 TSH 24k 1145 41
o

[0381]  V SR RPUIR S 1) R v AR S S5 1R 7471 o

[0382]  Vy, & MBRIRPUIA S+ TEBE K] AR X BBk 25 e 35

[0383] V| ZE IR IR BUIAR S T 4R BE 1R AR X IR 45 44 350

R 152 AR

[0384] I HIKs X A K B (1% B P R SIZ it 49 2R A T oo ok 5 3K 6 o] 3R FF A X AR e B AT FR
il o

[0385] P& 1 AIH T (LAFBRIT ) ALK AR KRB /N R R BRI 48 =R 10
TSH Z2 1K1 1 % 200 A7 2L

[0386] [ 2 5 T (LU NARIUT ) bRtz 4 REEIM /NG KRG EAREFIA
) TSH ZZ2 AKX IR 1 2 300 A7 8% H ER L .

[0387] K 3HIH T (LAFRIT ) AHE AR KRB /N R R BRI 48 =R 11
TSH ZZ2 A& 200 %= 300 fi7 2 Kz .

[0388] [ 45T (LLNARIUT ) S Es 4 REIM AN KRR EFIA
[K) TSH 2 AKX IR K] 700 2 899 A7 % T R L -

[0389] P& 5 FH T (LAFRIMT ) AHE A= MRS KRB /N R K BRI 48 =R 1
TSH SZ2 AR 250 & 499 fi7 2 Kz .

[0390] [ 6 FHH T (BLRARNUT ) b Rishd A4 REEM AN KR 4R E A
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[{) TSH 324K X IR 750 2 1100 A7 8% B ik .

[0391] 7 HIM T (CARGRIRE ) A BRI KRN A L K BRI 2 1
TSH SZ AR 350 & 500 fi7 2 Kz .

[0302] [ 8 FH T (LUFMIFE ) RIS RFEI B K SRR
fK) TSH ZZ AR IR 1100 22 1299 {7 4% 1 BT o

[0393] 9 FH T ADT I ERE (HC) 2R .

[0304] [ 10 FHH T 4D7 (T GE (HO) ZUIERR, Sl 28 K IR 46 s ()L 10 %6 115 /K
JEFR )« CDRs ( BI 31 % 35 47 CDR1 342 .50 % 66 fif. CDRIT Z4FEMA 99 45 104 £7 CDRITT
RHMR ) LR E Dk g il (B 116 £ 200 L2 1 ) o

[0395] [ 11 #H T 4D7 AR BE (LC) BRIEMR

03961 [ 12 511 T AD7 [EREE (L) ZULRR, W AR IR Ak s (I 9 5 111 R
LG )« CDRs ( B 24 % 38 fif CDR1 23/ .54 % 60 fir CDRIT ZAJEREM 93 & 101 47 CDRIII
A ) LR E 2 I G i (B 112 2 211 f7 s iR )

[0397] [ 13 41t T 16E5 [ RE (HO) SR,

[0398] & 14 %It} T 16E5 (ERE (HC) 25K, Wonnl AR X ek &5 f s (BP9 &2 120 fi72
JEWG ) CDRs (B 31 5 35 {7 CDRL ZFEM2 .50 £ 66 {if CDRIT ZFEMAN 99 £ 109 {7 CDRIII
IEIR ) DUBAE E DR A (B 121 &2 205 A72 251K )

[0399]  [&] 15 41/t T 16E5 [fRHE (LO) ZIER

[0400] [ 16 Ut T 16E5 (¥ Fe4E (LC) ZUEEMR, Won n] A8 X e 4 it (11 9 & 107 £ 5
3L ) (CDRs (I 24 %5 34 £ CDR1 54515 .50 £ 56 7. CDRIT 3L/ A1 89 45 97 £ CDRITI 4
Rl ) LLAE 8 XA gi i (B 108 &2 207 2051 ) -

[0401] L7 FIH T 17D2 By EAE (HC) AL .

[0402] 18 FHH T 17D2 (M ERE (HC) AR, W rlAZ X m 45 Mk (RIT9 28 120 A7
JER ) . CDRs (B 31 42 35 i CDR1 2052 .50 42 66 {i. CDRIT ZGEM A 99 £ 109 {7 CDRIII
AR ) LR e e AR (B 121 2 205 Az 3R )

[0403] & 19 It T 17D2 [EEEE (LO) ZIEIR,

[0404] & 20 A T 17D2 IR 4eHE (LC) RAEMR, s nl AR I El Gk (B 9 &2 107 A7
JE% ) (CDRs ( Bl 24 2 34 fi CDR1 24 2E12 .50 & 56 7. CDRIT ZJEM AN 89 & 97 A7 CDRITIT &
FEL ) LAR e E I gi iy (B 108 & 207 {12 5K ) .

[0405] & 21 #IlHH T 14D3 [EHE (HO) 2R .

l0406] [ 22 St T 14D3 R Tk (HC) LR, s 26 K ek 4 0k (B 9 %5 120 fir'ed
HE#R ) . CDRs (B 31 42 35 fi CDR1 2045 .50 42 66 {ir. CDRI1 ZAEA 99 42 109 {i CDRITI
SR ) LR AEE I (R 121 2 205 fraaFm ) o

[0407] & 23 ZIHH T 14D3 (FeHE (LO) 2R .

l0408] €] 24 F1JtH T 14D3 [y (L0) ZUIERR, SR il BRIk E B, (B 9 % 107
LM ) \CDRs (B 24 % 34 7 CDR1 2 2#2 .50 45 56 i CDRIT 2 ZE M1 89 4% 97 fif, CDRITT %
B2 ) LA e g IR g8 (B 108 42 207 12 550K ) o

[0409] 8] 25 ZIHH T 4wt 9 [ ADT (RS (HC) IR AL TrTRINES .

lo410] [l 26 51t T 4RASFE 9 %9 DT (I TERE (HO) SEALRR MM FFRRIRAL , SR AS 10 1y
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AJAR X BBy Sh R4 150 CDRs FIHE & DX I8 B3 45 R S 1) A% P R B o

[o411] & 27 ZIH T 4mhS ] 11 1 AD7 BY4REE (LC) 2 IR AL H RIS o

[0412] & 28 I H T 4wbd &l 11 (19 4D7 H5e8E (LO) S BRI AZ BRI, Bongwmis & 12
()R] AR X Jak Bk 45 R4 3k . CDRs FHAE 7 X 3k 3k &5 Fa) 3k 0 A% 7 BR Bk 26

[0413] 29 ZIH T gmbs Il 13 1) 16E5 I HERE (HC) UMK A% T IR o

[0414] 30 FIH T gmbs Il 13 1) 16E5 B ERE (HC) SR IMAZ TR, Bongmtd & 14
[Py AT AR X 3k Bl 45 R4 3k . CDRs FHAHE 7 X 3k 3 45 1) 3k R0 A% 7 R Bk 26

[0415] & 31 I T 4wl 15 1) 16E5 [FESE (LO) Z M IMAZ T TR .

[o416] & 32 I T gwhd &l 15 1) 16E5 MEESE (LO) S MR AL IR, Wongmhd i 16
()R] AR X kBl 45 R4k . CDRs FHPE i X Jak 3l 45 R Bl R0 A% 17 BR Bk 2%

[0417] & 33 I T 4wl 17 1) 17D2 [ ESE (HC) MR A% T TR

[o418] & 34 ZIHE T 4ahd &l 17 16 17D2 [ERE (HC) & IAEMR MM IRINIE, Borgmidla 18
(R A] AR X kBl 25 74 5k . CDRs FHAPE i X 3ok 3l 45 A Bl R0 A% 17 R Bk 22

[0419] & 35 #IlH T 4wl 19 1) 17D2 [REEEE (LC) B IMAZ T RR I

[0420] & 36 #IHE T gmhS & 19 1) 17D2 FESE (LO) S MR AL IR, WondmhdE 20
(1) A] AR X kBl 45 74 5k . CDRs FHFE i DX Jak 3l 45 ) Sl R0 A% 17 R Bk 2

[0421] & 37 ZIH T 4wl 21 1) 14D3 [ESE (HC) 2R AL T BRI

[0422] & 38 I T 4w IEl 21 1 14D3 [ESE (HC) &IAEMR WAL RRINIE, WongmidlE 22
(R A] AR X Ik Bl 45 R4y 5k . CDRs FHPEL i DX Jal 3l 45 ) Sl R0 A% 17 BR Bk 2

[0423] & 39 ZIH T 4mhdE] 23 1) 14D3 [RFEEE (LC) 20 LR AL T BRI

[0424] & 40 I T gwAS1&] 23 1#) 14D3 [525E (LC) 2 JEMR IMAZ RIS , 7ndwhd [ 24
()R] AR X Jk Bk 45 R4 3k . CDRs FHAE 7 X 3k 3l 45 Fa) 3k 0 A% 7 R Bk 26

[0425] A1 FH T 3B3 BHERE (HC) 2R

[0426] 42 BT 3B3 WEHE (HC) IR, W m] AR X Ik g s (BP 8 &2 112 1%
FEF% ) . CDRs ( Bl 31 &= 35 fif CDR1 & JEER .50 2 66 {7 CDRIT Z JEEE AT 99 & 101 o7 CDRITI
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[0427] & 43 ZIH T 3B3 [MEEHE (LC) HE

[0428] & 44 I T 3B3 (y42HE (LC) R EEMR, Bonnl AF X kgt (R 9 2 111 {73
FEFR ) . CDRs (Bl 24 % 38 {7 CDR1 2 FEF8 .54 £ 60 if CDRIT ZFEFR A1 93 £ 101 f7 CDRIII
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[0420]  [&] 45 #IH T 3C7 EBE (HC) 2R

[0430] & 46 #1)H T 3C7 ERE (HC) IR, Bon ] 22 R BEk g5yl (R 10 & 115 {72
FEFR ) . CDRs (B 31 % 35 47 CDR1 2 FEF8 .50 %= 66 7. CDRIT ZFEFL N 99 £ 104 f7 CDRIII
AFERR ) DL SE g X IRk g ik (BRI 116 22 200 A7 28508 )

[0431] & 47 7 T 3CT 555 (LC) & IERE .

[0432] & 48 ZIHH T 3CT7 Hy4RaE (LC) R AR, Wonnl AZ X kgt (BRI 9 22 111 {72
FEFR )« CDRs (B 24 %= 38 {7 CDR1 2 FEFfR .54 %= 60 {7 CDRIT ZFEFR A 93 %2 101 £7 CDRIII
QIR ) LU AEE X e Eh il (B 112 &2 211 fr 25018 )

[0433] K] 49 #ZI|H T 2B4 [ ERE (HC) ZIERE .

40



CN 101799476 B WO B 38/55 T

[0434] & 50 I T 2B4 ERE (HC) ZFEMR, Wonnl AZ X sak g iyl (RI 9 22 122 {72
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[0437] & 53 ZIH T 4w &l 41 1 3B3 I ERE (HO) 2R IMIAZ HF IR INZE o
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()R] A% X 35 ER 45 R 3. CDRss FHEL i X 35 B8 &5 M) 3k D R P RS

[0443] ¥ 59 I T 4mhd ] 47 1) 3CT7 H42EE (LC) 2 IEIR L IR IEIE »

[0444] & 60 #1 i T 4w ] 47 1) 3CT EEBE (LO) RIEMRIMAZEIRIIE, Wongmid &l 48
()R] 7% X 5 B 45 A 3. CDRss FHEL i [X 38 B3 &5 M) I D R P PR S

[0445] & 61 71| T 4mbs &l 49 1) 2B4 [T RE (HC) S MR % HFr Rt .

[0446] & 62 41| T a5 ] 49 ¥ 2B4 [ ERE (HC) 2 FEMR M AZ F BRIRIE , 7R g it ] 50
(14 7R] 7% X ok sk &5 Ry 3 . CDR's FHHEL 32 X 3 8 45 )k PO R P R B EE

[0447] 63 FH T gmbd ] 51 1) 2B4 [REEE (LC) S ZEMR I H IR -

[0448] 64 71 T gt ] 51 [ 2B4 (MR (LC) S BRI AX P RIS, Bon g b ] 52
[0 R] 7% X ek sk 5 Ry 3 CDRss FHAEL 32 X 3 B8 45 W)k D 1 F PR E

[0449]  FHRESHE, & 1 2 S [HEH T ik -

[0450] & 1 AT Bk Fieb TSH 524K06) 1 & 200 {7 & 60, Hp i TA R K~
R IR T -

[0451]  TSH 524K 22 & 91 fra FEmg ;

[0452]  TSH 524K 32 22 41 fr 2 R A1

[0453]  TSH 524K 36 £ 42 T F R .

[0454]  [& 2 ) T iR 1 & 300 ALRZ PR IES, P A EE 1 BB E R

G X 3o
[0455] &1 3 ZH T EIRAHh o TSH AZ /K1) 200 &2 300 {7 2 250, Horh a8 FH T Ak B 11
NIREIEIRPY -

[0456]  TSH ZZ24A[¥) 246 F 260 72 LR 1

[0457]  TSH 24K 247 £ 260 {7 = FEMR

[o458] K4 ZHH T Bk 700 &2 899 {7 1% IR I AE, Horp 58] 3 o LiAZ LR
(1) 2 X 35K
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[0450]  [&I 5 #H T _ERphirb TSH 524K 1K) 250 % 449 7 2 FE /R, H b A48 F T 4 & B 1)
TR IR

[0460]  TSH 5Z2/AM) 260 % 363 {7 & Ll 1

[0461]  TSH ZZ24K[K) 277 5 296 A7 R IEFR

[0462] 6 ZIH T BiRPFi 750 &2 1100 A% AR, Hh A5 5 b BRI
1 Gmh [X 5K
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[0467]  SLjifEfs] 1
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[0469] >R H] CHO 4 i ik = A | mralifb Il U TSH 32 44 iz BALB/c /Ml (Y Oda,
J Sanders, M Evans, A Kiddie, A Munkley, C James, T Richards, JWills, J Furmaniak,
B Rees Smith” Epitope analysis of the human thyrotrophin (TSH)receptor using
monoclonal antibodies.” Thyroid 2000 10(12) :1051-1059.) . #|H pcDNA3. 1 H 55
4 N TSHR cDNA G 1 DNA 4 3R il 46 /N T iA . B BRIEROR ol Mabs, A 829
A BEBSSERE S VE N B T2 EiE P 4tk 1gGs. Mabs 5 TSH 24K K e N IE oL an 7 vERET
K5« (a) &> AL I Z AR EAT Western S ENIESEER, (b) #i TSH Y5 TSH 52 /41 45
4, (¢c) WY Oda, J Sanders, S Roberts, M Maruyama, R Kato, M Perez, VBPeteresen, N
Wedlock, ] Furmaniak,B Rees Smith” Binding characteristics ofantibodies to the
TSH receptor. ” Journal of Molecular Endocrinology 199820 :233-244. = FTik (¥ £E 4K
HMNEESE / BRPE R *°S— ARIC A TSH 52 4R 1) S e Uiie S o

[0470]  (2)**°L-TSH 5 TSH 52 A4 4 1 H ]

[0471]  °T-TSH & TSH 52k 45 & (30 il il N IR s2 380 EAT /0 B :50 w L FH 235 8% 1
TSH 324k 50 u L #Z P IR (1) Ak ) Mab 7228 T~ UGHEE 16 708, SRS NN 100 1 L
#I-TSH (30, 000cpm) , ¥ FRAE 37 CHRE — /Moo BN 2mL 16. 5% F L I 250 L
g AL 138 AR IS >R YT " 1-TSH/TSH 2 A 2 &), 75 4°C 1500Xg B0 30 7380, W H 52 14
AW, P 25N BB 7E TTUE TR 1 o
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W2/ AR B B 2R B 4L 2B4Mab  8E2Mab . F1 18C5Mab TgGs, SR JEFI FH & 11 A K73 8
Fc il Fab et 4¢ Fab A B

[0473]  (3) R Mabs #4747 1]

[0474] Western ENIE3#ri: (Y Oda, ] Sanders,M Evans, A Kiddie, A Munkley, CJames,
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T Richards, J Wills, J Furmaniak, B Rees Smith” Epitope analysis of thehuman
thyrotrophin (TSH) receptor using monoclonal antibodies. ” Thyroid 200010(12) :
1051-1059) {7~ 2BAMAD 55 TSH 32 /475 FEFR (aa) 380 2 418 £ 2 [A] (IR AL 45 4 , SE2MAb
5522 £ 91 fL2 (B IR AL 454, 18COMAD 5 246 £ 260 {72 AR A1 45 40 SR i 2
X 11 TSH 2RIk EZ 047 (Y 0da, J Sanders, M Evans, A Kiddie, A Munkley, C James,
T Richards, J Wills, JFurmaniak, B Rees Smith” Epitope analysis of the human
thyrotrophin (TSH) receptor using monoclonal antibodies.” Thyroid 2000 10(12) :
1051-1059. ) £ BH 2B4MAb 5 aa381 £ 385 [ IV \8E2MAb 5 aa36 & 42 [ V.. 18C5MAb 5 aa247
£ 260 Vo,

[0475]  (4)**°1— brict(¥] TSH 52 A 1] il 2%

[0476]  TSH SZ AR PEH] 2L ™ T- FRic ¥ MAB (4E31) 5 TSH 2441 C- Kb R MY
skbrid ¥°1,1% 52 W J Sanders, Y Oda, S Roberts, A Kiddie, TRichards, J Bolton, V
McGrath, S Walters, DJasklski, J Furmaniak, B ReesSmith” The interaction of TSH
receptor autoantibodieswith’ ZSI-labelled TSHreceptor.” Journal of Clinical
Endocrinology and Metabolism 1999,84(10) :3797-3802, fE=H FHHA I *°1- Frid
[¥] 4E31F (ab), M AI¥EME TSH ZMAGRE 156 7080, R e H A T2 (5) WAz iiiE kil 4.
[0477]1  (5) ISH =24k B B3tk (TRAb) 5 TSH 52441 45 &3 it MAbs (1414

[0478]  RHI FIRAIEEIN T MAbs %f TRAb 55 TSH 52 R 45 4 (19

[0479] ML 10w L & 3R (4) b il & /1 ™1- k% 1d B9 TSH % 4% (30, 000cpm) 55 20 1 L ]
2BAFab (5 Fl 10mg/mL) 7E 25 F PSEIRE 15 7380, 2855 20 u L (1) TRAb BH PR B2 yE —
PR NIE 1/ BRI 50 L FEAHEE AC—Fht - A TeG 51 ) , RS0
NIRE 1/, ARG PSR, 7E 4°C L 1500Xg B0 30 43480, W HHYTiE » I s Uiie U 1k 1) A
8E2 il 18C5Fabs LL K Fifh Fabs &4 8 — 2 2E4T KL 5256

[0480]  sjitafsl] 1 [f)4E R

[0481]  TRAb &5 TSH ZZ ARG5S NI &5 R 3L 1 iR

[0482]  SLjitafy) 2

[0483] J5vE

[0484] (1) TSH 244> B 58 v BT AR () il £

[o485] KA CHO 41 o383 B A | i 24K e I U TSH 52 7K 4 BALB/c /i, (Y Oda,
J Sanders, M Evans, A Kiddie, A Munkley, C James, T Richards, JWills, J Furmaniak,
B Rees Smith” Epitope analysis of the human thyrotrophin (TSH)receptor using
monoclonal antibodies.” Thyroid 2000 10(12) :1051-1059.) . #JH pRC/CM. 1 o g &
K14 TSHR cDNA JE T DNA G e AR il 2/ ST iAo A brAER AR T MAbs, M H 2
A BRI EIEE N F7 ) LT T 4idk TeGs.

[o486]  (Fab), J Bl i N ik 77 vkl 4% - A & 3 W v 4L 440 /9 Mab  TgGs, SR Ja #EAT
A AFEMFEERE DS, %05 7% Y. 0da, J. Sanders, S. Roberts, M. Maruyama,
R.Kato, M. Perez, VB Petersen, N. Wedlock, J. Furmaniak, B. ReesSmith 1998” Binding

1

characteristics of antibodies to the TSH receptor . Journal ofMolecular

Endocrinology 20 :233-244. 5K 771,
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[0487] Fab f/ EX i of F iR J7 = ) %% : #% M E. Hendry, G. Taylor, F.Grennan—Jones,
A.Sullivan, N. Liddy, J. Godfrey, N. Hayakawa, M. Powell, J. Furmaniak, B ReesSmith
2001"” X-ray crystal structure of a monoclonal antibody that binds to amajor
autoantigenic epitope on thyroid peroxidase. ” Thyroid 11(12) :1091-1099. Hfih
TIER AR T A B AL 2EAL ) Mab TeGs.

[0488]  MAbs ‘5 TSH 524 i) e N IE it T 3k 77 EIEAT K 56« (a) I FH &0 7 44K 1) 2 AR 14T
Western H Y ENUFSLE, (b) ] TSH 5 TSH 32K 1454, F1 (c) 41 Y Oda, J Sanders, S
Roberts, M Maruyama, R Kato, M Perez, VBPeteresen, NWedlock, J Furmaniak, B Rees
Smith” Binding characteristics of antibodies to theTSH receptor.” Journal of
Molecular Endocrinologyl998 20 :233-244. " Tk IAE (RSN S / BIF R4 4 1
PS= FRICHT TSH 24K (1 G i TTE S50

[0489]  (2)'*°I-TSH Y TSH 32 A&k & 30 il

[0490]  (a) A Z:v5 7394 ) TSHR ) PEG J7 7%

[0491]  "°I-TSH 5 2 ¥5 5 35 ¥ 1) TSH 52 44 &5 & (¥ 310 ) 28 ik R 5256 43 B - L 50 1 L
M R BER (1) 4i4b i MAb 5 2 (R 78 =3 B E 15 40 81, AR5 I 100w L[]
2P I-TSH (30, 000cpm) , B FRAE 37TCHFE 1 /M. EidIIA 2ml 16. 5% 5 4 ZEEf 250 L
fa e A M 25 1 MVE SR YTHE “°T-TSH # TSH 2K 2 &4, 76 4°C L 1500Xg B0 30 438, T 52
WEEY, AE gamma THHES B I8 UTTE RITBUR M

[0492]  (b) FIF TSHR A4 (1) 51

[0493]  TEIZJ7VE, 1 S5 Mab i# 1 4E31 QB BRI, JErb Mab B 5 TSHR B 73 45 5, i%
TSHR 55 TSH 8 TRAb (&5 & Tk ARG I R35 IR H ) TSHR 4% ¥ 3 A H] TSHR Mab
BEATHH AR, Wiz TSHR il % M [l 52 428 1R 10, BEWe 5 TSH 8 TRAb BEAT 45 & o 'Re il i, 7528
BHE (NuncMaxisorp, B 200 1 L) I TSHR C K (€ pH 9. 2 1] 0. IM Na,CO, H ]
10 & g/mLF (ab) , 44 ) NI MAD 4E31, 7E 4°C AL Pek I 5 St (10mg/mL 2 il
HEEA) 5, BRI E 22 (10mM Tris-HC1 pH 7.8,50mM NaCI, Img/mL 2 L F &
[1,0. 1% Triton X-100) YEE T . ZRJG M 200 w L H 2757035 1) TSHR #4549, 7£ 4°C
WE B BT RATIR AL e AP IR . AR5, 48 TSHR A PN 20 w L “H45 7920
(10mM Tris—HCl pH 7.8, 50mMNaCl, 2~ i% [ &5 1 Img/mL, 6mM NaN,, 1% Triton X-100),#%
TR 100 1 LAEALIMAD TG B3 838 I INLTE , R AE =3 R I FIRSE RN E 2 /i o i
H )5 (aspiration), A ImL ¥l 52 ZE0PIR A LK BESEE T, I 100 1 L *°I-TSH (80, 000cpm) ,
IR NIRTE 20-60 20 h I IREE . ARG R ImL 058 2Pl s TR PRV 1, T, IR AE gamma
S TP REAT T

[0494]  (3) % MAbs i) AR i fill 8 sk BH BT ' FH ) 23 7

[0495] AJHIM B Yamasa Corporation, Tokyo, Japan HJIRFM 2 Mabs £F 75 B H5E FIR
Fi 0 PO B AMP A R I PR R EG t ) el 3 o BE BT A AMP ) TSH 5135 A 21
TSHF5HLAIRIVE A CRHITER] ) .

[0496] 1t 4), & F) A M. Kita, L. Ahma, R. C. Marians, H. Vlase, P. Unger, P. N. Graves,
T.F.Davies 1999 ” Regulation and transfer of a murine model ofthyrotropin
receptor antibody mediated Graves’ disease.” Endocrinologyl140 :1392-1398. i
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W TTE T T AEFRIE N TSHR A 6 LN S48 L (CHO) = MAbs HI¥CER AMP A= R I#) E
[0497]  (4)™°1- bricl i) MAbs 5 TSHR (454 PA K TRAb [ 4EH

[0498] A ™I FRic4lifb ¥ 1G, Brid TG 2k H B A AR MRS (3K 2, 16E5 F1 14D3)
[¥) MAbs H TP A, 2R )5 R SE A9 1 (4) A A2 i SR B G50 ik s 1 75154 B R B bR ic 1
125:[0

[0499] 4% LIk 2b (%7775 A TSHR 24 SRV . AR5, N 100 w L Frillif s (R
P T Bt afn 2 B R IE PR SCRBIE M ) B SR S TR E 2 DI RN RS .
HBH G, FIE S IR Ve TR £ R, A P I 100 0 L (1) T BRIC I 16E5
gk 14D31gG (30, 000cpm, # B :20mMTris—HCl pH 7.3,50mM NaCl, Ilmg/mL 4= 1MyE A& H,
0.1% Triton X-100) , ¥4EAEER TRE L/ AR BT 5, RASHE 210
MAbs AH [RI ) S B IR PRV TS, AR S5 H gamma THEAR 34T TH 4K

[0500]  (5) TSHR ‘5 MAbs A4 %5 (1) 45 & LU % TRAb [F1EH]

[0501]  F FH 2e¥5 38 %5 1) TSHR #2547 (200 L) 5 100 w L £l 175 A1 20 1 L A2 46 2% o
Wbk 2b ) FEEETESE /AN BUZIRAE 100 1 L R A LA TSHRMAD ( 41 Bk 2b
o) ARV L, EEIE NIRE L/ IERIN RS . AREW A, PRk ( ER
2b ), N B 4 A T BRAE ) 100 1 L (30, 000cpm) F °T FRid C- K% TSHR MAb
AE31F (ab),o FHRAEZMR TIRE 1 /NN IF RN YRI5, W&, PR IR, F gamma 14
AT I & TBU 7

[0502] # A @i ¢ (Kettleborough C.A.et al " Optimization of primers for
cloninglibraries of mouse immunoglobulin genes using the polymerase chain
reaction. ” European Journal of Immunology 199323 :206-211) Frik i 4 it B R
TR 1.

[0503] by T v 5 | A AL A8 B IR 57 FR ahill M A% R P VIR 5507 41), LA R 5% PCR
7). ¥ RT-PCR /=4 v & 22 18 1T Qiagen J7 % (Qiagen) il £ 1¥) pUC 18DNA 1, JFid it
Sanger—Coulson J7 V= % o

[0504]  SEjiEfe] 2 [l 45 &

[0505] (1) TSHR MAbs FUARNRAENEAER 413 2 F1 3 Pros. 7647 B 108 FR IR 40 e 4 Ff
MAbs (16E5.14D3. 17D2 Fil 4D7) BEMEHIEAFER AMP (#1245 e AR SRR B 3% 48 MAbs T 1) =
By Fab F BEE, =Fh Fab i BCERBE MR AMP (242 (36 2) o EB% TRAb PHE 35 i
X MAbs IR RA R BIRAKF (3R 2) o 1y H, BAA s EH0E] TSH 5 TSHR 455 58 71 TSHR
MAb 2B4 FFARKINH FARMRFEEME (KR 2) o 53— TSHR MAb il Fab (3B3) L1 Tg MAbFab
262 HRA PRI AMP (A, (3K 2)

[0506]  7E3dE— 20 19 ZR 40 S50 v, Al T RE A8 ) JORE B R T 48 e ¥ St 46 MABS (16E5 Al
14D3) fEZiE A TSHR [¥) CHO 40 i b i) 2R AMP AE e 11 (38 3) o« 1531 7 5% TR HR 40
MR 2RI S5 2R .

[0507]  (2) TEA AL M ME AR IL T, *1- brid i 16E5 5 TSHR A4 % ¥ 455 16 T
ISR 23% &2 35% KIFE NS (R 4) o 7ERRIEVLRE TR B S ERG LT
(#9 TRAb PHYE ) , "°T- FRICH 16E5 (454 He ) B PR, 78 1. 9% & 7. 5 % (K5 [H P A2 5))
(K4,
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[0508]  _Lik&h B BH AR BRALAE Foidk B 35 I HAA TRAb 3P, W50 TSHR MAb 16E5
5 TSHR (456 RHAPRILH 16E5 MIE— 2L insk 5 frow, At 17 AR AL RE T
B MIEXT (2) ™ 1-bRICH) 1685 5 TSHR AR (b) *°1- R H) TSH 5 TSHR A4 1)
GEAHAT T A A P T- FRic i) TSHR MAb 14D3 AT T 53 5 BUK L, 45 R ik
6 71 o

[0509]  FRHRMLEE FURE B MyE X T °1- FRid Y 16E5.,14D3 5 TSH 454 TSHR A4 1)
MRl T 2 A N R B S A RN EIEA (3R 5 F16) . 5 FRIENLEE TCRE B S
AHEL, i AL I 2 35 60 6 MAD BbRiC i TSH 5 TSHR A4 B 1 45 & LA e (%
5H6). K7 HEHBSIAMINGE (B SIUEAR TSHR B S HiiE ) X TFridi TSH.
L6E5 1 14D3 255 TSHR A4 5. K 7 RefeE i, B 5 B 2RI AR 5 5 Hiik K im
7H (D1 A1 D2) B 21 B Ll B S PiRRmiE (AL A1 A2) XF TSH 8k MAb )45 &% A 1
F o BRI, Y5 T AR BRALARE roidk B 38 FIM IS GA2 I H X6k TSH AT MAb (1945 & #08 5216 57
AP R

[0510]  (3) W&l 8 Fi7R, LA MAb 16E5 A4 (1 kM REME 55 TSHR 25, X 5 A A
TSHR H S AR R BRALEE ULk B3 Iy Irdiil . Re sl He, FIAH ™ T- F71C % TSHR MAb
AE31 K TSHR (&5 & B : (a) FEEREAE M3 MISAFERI B UL T, ARic i 4E31 45 A 7Em
AT cpm [ 13.5% %2 17. 8% HIVE N ALSN, 11 (b) 5 AR IR TCUE B i LS A7 A1
ST, FRICHT MAD FRISE S ZE NS cpm ) 1. 8% %8 4. 8% HIJu B N 485N . I MAb  14D3 44,
PR EERHE AR B TR R (K 9.

[0511] 45

[0512] 3% 2-9 &R BN

[0513]  (a) IRATCZ 145 T TSHR MAbs FIMAb Fab JBt, iS55 B BEAE 1) 3043 BS 1)
FRDR Mt e, SR VA28 BT B 2 T3 Hh ) TRAD R TSH.

[0514]  (b) 7ERH: TSHR H & Hifhk (TRAb) I}, X4 MAbs fefs ] TACEFRICHT TSH,

[0515]  (c) 4 MAbs L% 2 SRR RS, ‘EA TR 456 TSHR %4 . X PPl & S p B il
JE ) TRAb T, A 4@ 4% T —FioBi i TRAb K772

[0516]  (d)Mabs Fef% s AR R R B3 AT IE AR 2 AR TSH T EEH A H

[0517]  sjitifsl] 3_4] TSH 52 A& Mabs ] ***1-16E5Fab S ¥ {t TSH 52 Mk [ 45 &

[0518]  Jjik

[0519]  "°T-16E5Fab 55 2% y5 5 34 %5 (17 TSH 52 #1145 & 0 0w 3@ ok 2o 038 75 6 40 #7
50ul TR EE4LIYT Mab 16 (100ug/ml) 52 A7E = 3E FIRE 30 438, 2R 5 M 100ul [
#T-16E5Fab (30, 000cpm) , ¥ H A= N E 2 /. B oA 2ml 16. 5% % L A
50 1 L fi FEAL I 2 A & SR pie 2P T-TSH F1 TSH 52 AR R 54, 7E 4°C L 1500Xg 5.0 30 7380,
W A2 AR B A, 4 gamma V1B AP 2 DT RO T

[0520] £ 10. MK 10 AJLUE H, Mab 4D7 (& 454 BIFR AL X I 246-260 47 E,
FrARBE o R BRI AL ) BESRZIHDHIFR 1L 16E5Fab 5 TSH 24k HI4h & (24. 2% ] ) .
PN H BB, 3CT Fl 18CH H BEBER ZUHN ) 16E5Fab 454 (40 Al 17 % F1 15, 7% #0 ) , 7
H MBS & B R AL X IR 246-260 £7. HE Mabs O BIR 59 s B RIS . X degh
FULE T RAT X B 246-260 &5 16E5 454 TSH ZARAHICH . K 10 IS RER H, H el
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B Mabs14D3 F1 17D2 B8 4054 1685 454 TSH 524K, A7 X 48 246-260 b 0] 847 T 14D3
1 17D2 454 TSH 52 44 2 AEH EE K,

[0521] 3% | :[I MAb Fabs #1175 (K3) F1(¥) TRAb 5 TSH 2K 45 &
[0522]
M K3 1/10
FRICH TSHR 9B YTTHE (%) ZEiNEl
G2 IR 17.5 i
2B4 (5mg/ml) 10.1 42
2B4 (10mg/ml) 3.9 77.7
18C5 (5mg/ml) 13.7 21.7
18C5 (10mg/ml) 9.7 44
8E2 (5mg/ml) 15.0 14.3
8E2 (10mg/ml) 13.0 25.7
2B4+18C5 (5mg/ml) 5.7 67.4
18C5+8E2 (5mg/ml) 12.4 29.1
2B4+8E2 (5mg/ml) 8.1 53.7
RAFCH TSH (2.94mg/ml) 7.8 55.4
2B4+8E2+18C5(3.3mg/ml) 7.4 57.7

[0523]

[0524]

[0525]

[0526]
[0527]
[0528]
[0529]
TRAb .
[0530]
[0531]

A
%MH= 100—(— X 100)
A =FEA PR Mab Fab 7745 R, T-TSHR (cpm) 4T b7 b A MR
i cpm (RE 43 LE,
B =15 WAL RO It A7 7, T-TSHR (cpm) S BEUTHE S AR kL
E‘Jll‘é\ cpm E‘JE%H:O

EREERULH]

(1) 55 TSHZ5 547 K TSH AR FIFRIAE il J TRAb 4545
(2) HIXLefy41 S R B MAb BEH] 1 20 TRAb 5 TSH 24K [ 45 4 s DL
(3) H—AEZ A LIk TSH 2 K751 [ B — > BZ A> MAbs w] JH 2RI AN 52

R 2 U B TR AR ORI TSHR MAbs FR) FROR Bl s £ H

TARAE it

U (%)

0 TSH & (%)™°

16E5TgG 2001 g/ml

466

nt
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201 g/ml 332 83.3
21 g/ml 269 73.6
0.2u g/ml 157 nt
0.02u g/ml 52 nt
14D3IgG 2001 g/ml 557 nt
201 g/ml 351 76. 4
21 g/ml 323 61.0
0.21 g/ml 227 nt
0.02u g/ml 78 nt
17D21gG 200 1 g/ml 377 nt
201 g/ml 207 81.3
2ug/ml 134 73.7
4D7T1gG 200 1 g/ml 259 33
201 g/ml 31 nt
3B31gG* 2001 g/ml 34 30. 7
201 g/ml 37 6.1
2B4TgG* 20 1 g/ml 100 nt
2ug/ml 116 69. 9
3CT7Fab 1mg/ml 348 45.2
4D7Fab 1mg/ml 512 48.6
16E5Fab 2001 g/ml 425 53°
14D3Fab 200 1 g/ml 648 64°
17D2Fab 200 1 g/ml 274 45°
3B3Fab® 2001 g/ml 42 66. 5"
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[0532]
[0533]

2G2Fab® lmg/ml 55 0

2001 g/ml 37 0

TRAb+ve i A\ dil 1:2 771 65

dil 1:4 530 nt

A JRR L R 4L K oL 7 29 0.6

TRAb A IfiL 35 70 0
xK 2R

R R A AR R LT R R Mab 1gG BR Fab 11290 I (%) FHFIR 1R 100 X

KAV AETEFE S A7 T T A AMP LU _E A7 A RE IV A R L35 A7 A T 4SS AP
R > 180 %6 A1 4 BRI, BT, RGP 5 KT8 B Rt g (46 4 L 375 ey L 488 1 g 7K

[0534]  °TSH £5& HHNHIK > 10% 2 BH M.
[0535]  ° ik={uAk iR .
[0536]  “ 7E 250ug/ml JREN I H0H
[0537]  °7E 10ug/ml SRS
[0538]  °2G2 /& Mab 5 FUIRBEERER A SO, BT, K 5 TSHR W,
[0539] 7 g FH AR A RE AL¥i5 1) 036 o
[0540]  “3B3 Al 2B41gGs 1E 4 TSH [IFEHTF, BRI, BELAS TSH 38 i 705 (0% B AR 40 B s A
AMP 7= 4
[0541]  nt =AEIZIKRE T AR,
[0542] 3 3 :JH CHO 4 i A TSHR kit TSHR MAbs [ AR i i) 38 4/E FH
[0543]
TARAE B (% )° TSH 45 & ] (% )>*
16E520 1 g/ml 850 78.8°
14D320 1 g/ml 908 71.8°
2B420 u g/ml 111 84.4
TRAb+ve JE A 850 65.0°
A R L3 AL A if ¥ 100 0
[0544] K 3 FF -
[0545] ' FTHEEESEM MBI 1 0 10 Bkt
[0546]  * H¥ (% ) IR 100X SRt AEDRAE S AFAE T HITS PR AMP Eb b 70 {8 e
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MIFE AR MG FEAFAE T IS RIER AMP,

[0547]  °TSH 54 [IHHI AT > 10 % A& B

[0548]  * Jyik=HL 4 (1R

[0549]  °7E 101 g/ml JUEFIPNHI.

[05501  © A<Ha R H A1 (100 52 o

[0551] &4 :"°1- bRiCHI MAb 16E5 5 TSHR A4k (iR I 45 4 LA & TRAD £F S M iE h i)

LEN
[0552]
WAL i TSH 45 & P T-16E5 454 %) TSHR A4
(%)? B (AR %)
G1 21 5.6
G2 22.7 6.5
G3 24. 7 3.5
G4 22.7 6.0
G5 28.1 3.6
G6 29. 4 2.5
G7 29. 3 5.8
8 39 1.9
G9 31.9 6.8
G10 34. 8 5.4
G11 34.5 3.4
G12 35. 3 4.2
G13 35.6 6.2
G14 36.9 2.8
G15 30. 3 4.3
G16 35 2.2
G17 47.6 3.9
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G18 44. 3 3. 4
G19 53.5 3.7
G20 59. 2 7.5
G21 58.9 4.9
NPS < 14 27.5
NSF 1 < 14 23. 3
NSF 2 < 14 30. 2
NSF 3 < 14 29. 1
NSF 4 < 14 22. 8
NSF 5 < 14 28.9
NSF 6 < 14 31.0
NSF 7 < 14 29. 2
NSF 8 < 14 35. 3
NSF 9 < 14 26. 3
NSF 10 <14 25. 2
[0553] % 4 7 FRE
[0554] '35 G1-G22 3k H T FARIRHLAE JCHESR ) FB 3 IS NSF 1-NSF 10 5K H T8
MR
[0555]  NPS =g Jie Ifil 3% fE A< 0L 375 2
[0556]  *TSH %54 3] > 14 % 2 M 48 F PEG J5¥:.
[0557] % 5 . HUARMRALAE 7T HE 0 i SR L5 X ' 1-16E5 45 & 1) 5% mi LAz *°1-TSH &
TSHR R E 555
[0558]
WAPEL Y| P T-16E5 454 % TSHR £ ] 11685 | °1-TSH 454 51 TSHR & ] P I-TSH
W (A% )? i (%) W (AR S ) ghs (%)%
G23 13.2 44,0 8.9 27.1
G28 5.8 75.4 3.8 68.5
G29 13.3 43.6 8.0 34.3
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G30 9.2 61.0 5.3 56.9
632 11.9 49. 6 7.5 38.4
636 15.5 34.3 10.1 17.5
G38 16.1 31.8 10.0 18.3
G41 17.8 24.6 10. 8 11. 4
G43 5.9 75.0 4.0 67.2
G44 18.6 21.2 12.4 -ve
G45 5.1 78.4 3.5 71.0
G46 3.8 83.9 2.7 77.9
G47 7.2 69.5 4.3 64. 8
648 6.9 70.8 4.8 60. 8
G49 9.1 61.4 6.1 49.6
G50 8.7 63. 1 6.3 48. 4
G51 11.9 49.6 7.9 35.2
G52 12.3 47.9 7.4 39.0
NSF 4 23.0 2.6 12.5 -ve
NSF 5 25.3 -ve 12.3 -ve
NSF 10 22.4 5.1 12.5 -ve
NSF 16 23.3 1.3 12.0 1.8
NSF 17 24.3 -ve 11.5 5.3
NSF 18 19.9 15.7 11.2 8.0
NSF 20 21.5 8.9 12.3 -ve
NSF 21 23.3 1.3 12.3 -ve
NSF 22 24.5 -ve 12.4 -ve
NSF 26 26.5 -ve 12. 8 -ve

[0550] K 5 VIR

[0560] ' IMLiF 623-G52 Sk H T FURMRALAE TCIE S 1 82 MIE NSF >k B T4 e i v £t
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[0561] % ZE A RRE MR AL AR ME X " T-16E5 55 1 FIME N 23. 6%
[0562]  ° i ] T 2RI 45 A i H )
[0563]
%3] =100—( % x100)
[0564] A A =1EA A M5 I 1 25 &
[0565] B =fEA#FR M (AR IMIE T 145 & 1340
[0566]  * ZFfid R MR BEARIMTE R X *°T-TSH 45 & (K FHME R 12. 2%
[0567] 3 6'%°I- bric () MAb 14D3 55 TSHR A0k (KR 10454 LL &% TRAD £ 58 3% 1f 33 T ()
e
[0568]
TR [ °1-14D3 454 % TSHR ) T-14D3 "I-TSH 45431 TSHR £ 4] I-TSH
W CmNEHE% )° i (% )° W (A B s ) b (%)™
623 13.9 20 8.9 26. 6
624 11.3 35 6.9 43.4
625 14.1 19 7.2 40.5
626 7.3 58 2.6 78.3
627 12.3 29.7 7.3 40. 1
628 8.0 54. 4 3.8 68. 3
629 13.2 24. 4 8.0 34.0
630 12.5 28. 4 5.3 56. 6
631 9.8 44 4.3 64.3
632 11.4 34.8 7.5 38.0
633 12.7 27.2 6.1 49.9
G34 10.9 37.5 7.5 37.8
G35 9.8 43.6 4.3 64. 6
636 13.5 292. 8 10.1 16.9
637 11.9 31.6 9.3 23. 4
638 11.3 35. 4 10.0 17.6
639 12.3 29.5 7.9 34. 8
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G40 9.8 44,0 7.2 40. 9
G41 14.0 19.8 10. 8 10.7
NSF 4 17.4 0.3 12.5 -ve
NSF 5 16.5 9.1 12.3 -ve
NSF 10 17.6 -ve 12.5 -ve
NSF 16 17.7 -ve 12.0 1.1
NSF 17 17.0 2.7 11.5 4.6
NSF 18 16.6 8.6 11.2 7.3
NSF 20 18.3 -ve 12.3 -ve
NSF 21 16.8 3.6 12.3 -ve
NSF 22 16.3 6.7 12. 4 -ve
NSF 26 18.4 -ve 12. 8 -ve
[0569] % 6 VFFF
[0570] ' IMiE G23-G41 >R H T Graves’ HiR I (ILiE NSF >k B T4 5 My gE 14
[0571]  * ZERR MR AR IMTE N X ' 1-14D3 G551 PN 17. 4%,
[0572]  °AF R ACRIHE S5 A R
[0573]
% M =100—( % x100)
[0574]  FrA A =7EAIMRIMVE N 455
[0575] B =7EA# R MM AR IMNIE T 1456 1340
[0576]  * ZEfd R MR AEARINTE FXF “°T-TSH 45 & 11 FHME R 12. 1%
[0577] K 7 &P B E 1 MIE B kR0 TSH. 16E5 F1 14D3 %f TSHR L85 (145 45 4 11 52
]
[0578]
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5 TSHR AL RS 4 & KFNEI(%)*, 43 5IF -
PRAE S ! 25 TSH 1251_.16E5 1251.14D3
G42/5 87 71 77
G42/10 82 56 51
G42/20 70 34 24
D1/10 2 3
D1/100 -2 3
D2/10 1 1 -7
D2/100 -2 0 0
Al/10 -1 3 2
A1/100 -1 3 -1
A2/10 5 3 5
A2/100 1 3 1
[0579] & 7 MR -
[0580] ' IfiL¥5 G42 Sk E T R IRHLEE TR K B
[0581]  IfiLiE D1 A1 D2 3k H 1 BUHE R B (XS RABIREEN B S5k H )
[0582]  IfiE Al I A2 ok B %234 e i (W 2RIEEE 21- B LRER B S By B )
[0583]  FIT AT FO U o A0 i R 0L 9280 (LA Fy L v Bk, B e I 124 /5, /10, /20/ 8% 100
[0584] At I AR5 45 A )
[0585]
9% HI%H] =100 —( % x100)
[0586] A A =1EAH WA M IE I 1 25 &
[0587] B =FEAgRE My (A4 I35 R B 1 25 6~ 3 5
[0588] % 8 :HF MIE N TSHR &5 16E5F (ab), Ak IR & 454 1152
[0589]
MR EE T | PI-4E31 bRic i THSR 254 J1] TSHR J0H] TSH 45
16E5SF (ab), WA E (MA BT Y% ) = & (%)°
G43 1.8 91.4 72.3
G44 4.8 7.2 45. 1
G45 3.0 85.6 71.8
G46 2.0 90. 2 83.8
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G471 1.8 91.4 75. 3
NSF 10 17. 8 -15 < 14
NSF 17 14. 8 4 < 14
NSF 21 13.5 12 < 14
[0590] & 8 VB
[0591] ' IfLiE G43-G4T K H T FARBRHLRE Fodk w8
[0592]  [fyE NSF 2k H fi R 1 v 4t 44
[0593]  * i I 2R AL 45 A 3 )
[0594]
% ] =100—( _g_ x100)
[0595]  Hirp A =7AE A MR G BT 45 4 4831 1454
[0596] B =#Rric I 4E31 S48 RR I 3 (A I3 19 85 51340 (15. 4% )
[0597]  °TSH Z5& 9] > 14% A FHME AFF T PEG J7k.
[0598] % 9 :HRF MIEXS TSHR & 14D3F (ab) , A4k 14 454 6 52
[0599]
AR T-4E31 bR i THSR 45 & %I ik TSHR i TSH 45
14D3F (ab), BAE (A% ) o o & (%)°
Iy A 4.0 70 72
IfiyE B 6.9 49 40
I C 3.0 78 85
1 D 2.6 81 80
NSF 5 15.1 -12 < 14
NSF 17 14. 6 -9 < 14
NSF 21 12.0 10 < 14
NSF 23 11. 8 12 < 14
[0600] & 9 VFFE .
[o601] ' IfiF A-D 2k B T FARRMLRE FCRE R I 3
[0602]  IfLyE NSF K B {8 KR I £ 14
[0603] 2 f I T 2RI 45 A H )
[0604]
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% ] =100—( % x100)

[0605] Mt A =74 MR M E I AR iC ) 4B31 454

[0606] B =Fric (K] 4E31 S48 e My A4 My 1) 45 &P 3% (13.4% )
[0607]  °TSH Z5-4 3| > 14% K PATE 45 F T PEG J7i%,

[0608] & 10 i@ it TSHR MAbs X} "’I-16E5Fab 45 TSHR 444 ki
[0609]

TgG (100 1 g/ml) 46 % ALK, (aa)
16E5 70. 4 -
14D3 67.6 -
17D2 69. 2 -
262 —ve R IR R B R e P 1
5D6 ~ve 22-41
8E2 ~ve 22-41
4B5 7.1 22-41
10C4 ~ve 37-56
10D5 -ve 37-71
4D2 -ve 37-71
2E2 ~ve 52-71
1D6 —ve 202-221
7B5 ~ve 202-221
16B6 ~ve 202-221
3C3 11.2 202-236
4B4 —ve 217-236
4E4 —ve 217-236
8D3 ~ve 217-236
6D7 ~ve 217-236
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18C5 5.7 246260
3C7 17 216260
aD7 24,2 246260
383 8.8 277296
585 “ve 307-326
456 — 307-326
BE2 — 322341
902 e 322341
6B4 “ve 337-356
3E4 e 337371
3F3 — 352371
382 — 352371
702 — 367-386
284 Ve 381-385
366 5.4 381-385
863 1.8 381-385
7C4 — 381-385
D5 1.2 381-385
452 “ve 381-385
303 “ve 382401
204 “ve 382-401
10C2 — 382401
765 — 382401
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R S =

41
41
41
41
41
41
41
41

81
81
81
81
81
81
81
81

121
121
121
121
121
121
121
121

lel
lel
161
161
161
161
161
161

MRPTPLLQOLALLALPRSLGGKGCPSPPCECHQEDDFRVT

MRPADLLQLVLLLDLPRDLGGMGCSSPPCECHQEEDFRVT
MSLTPLLQLALVLALPRSLRGKGCPSPPCECHQEDDFRVT
MRPTPLLRLALFLVLPSSLGGERCPSPPCECRQEDDFRVT
MRQTPLLQLALLLSLPRSLGGKGCPSPPCECHQEDDEFRVT
MRPPPLLHLALLLALPRSLGGKGCPSPPCECHQEDDFRVT
MRPGSLLLLVLLLALSRSLRGKECASPPCECHQEDDFRVT
MRPGSLLQLTLLLALPRSLWGRGCTSPPCECHQEDDFRVT
MRPTPLLRLALLLVLPSSLWGERCPSPPCECRQEDDFRVT

CKDIHRIPSLPPSTQTLKFIETHLKTIPSRAFSNLPNISR

CKDIQRIPSLPPSTQTLKLIETHLRTIPSHAFSNLENISR
CKDIHSIPPLPPNTQTLKFIETHLKTIPSRAFSNLPNISR
CKDIQSIPSLPPSTQTLKFIETHLKTIPSRAFSNLPNISR
CKDIHRIPSLPPSTQTLKFIETHLKTIPSRAFSNLPNISR
CKDIHRIPTLPPSTQTLKFIETQLKTIPSRAFSNLPNISR
CKELHRIPSLPPSTQTLKLIETHLKTIPSLAFSSLPNISR
CKELHQIPSLPPSTQTLKLIETHLKTIPSLAFSSLPNISR
CKDIQRIPSLPPSTQTLKFIETHLKTIPSRAFSNLPNISR

IYLSIDATLQQOLESHSFYNLSKMTHIEIRNTRSLTYIDPG

IYVSIDVTLQQLESHSFYNLSKVTHIEIRNTRNLTYIDPD
IYLSIDATLQQLESQSFYNLSKMTHIEIRNTRSLTYINPG
IYLSIDATLQQLESHSFYNLSKVTHIEIRNTRSLTYIDSG
IYLSIDATLQRLESHSFYNLSKMTHIEIRNTRSLTYIDPG
IYLSIDATLQRLESHSFYNLSKMTHIEIRNTRSLTSIDPD
IYLSIDATLORLEPHSFYNLSKMTHIEIRNTRSLTYIDED
IYLSIDATLQRLEPHSFYNLSKMTHIEIRNTRSLTYIDPD
IYLSIDATLQQLESHSFYNLSKVTHIEIRNTRSLTYIDSG

ALKELPLLKELGIFNTGLRVEPDLTKVYSTDVFFILEITD

ALKELPLLKFLGIFNTGLKMFPDLTKVYSTDIFFILEITD
ALKDLPLLKFLGIFNTGLRIFPDLTKVYSTDVFFILEITD
ALKELPLLKFLGIFNTGLRVFPDLTKIYSTDVFFILEITD
ALKELPLLKFLGIFNTGLGVFPDLTKVYSTDVFFILEITD
ALKELPLLKFLGIFNTGLGVFPDVTKVYSTDVFFILEITD
ALTELPLLKFLGIFNTGLRIFPDLTKIYSTDIFFILEITD
ALTELPLLKFLGIFNTGLRIFPDLTKIYSTDVFFILEITD
ALKELPLLKFLGIFNTGLRVFPDLTKIYSTDVFFILEITD

NPYMTSIPANAFQGLCNETLTLKLYNNGFTSIQGHAFNGT

NPYMTSIPVNAFQGLCNETLTLKLYNNGEFTSVQGYAFNGT
NPYMTSIPANAFQGLCNETLTLKLYNNGFTSVQGHAENGT
NPYMTSIPANAFQGLCNETLTLKLYNNGFTSIQGHAENGT
NPYMTSIPANAFQGLCNETLTLKLYNNGEFTSIQGHAENGT
NPYMASIPANAFQGLCNETLTLKLYNNGFTSIQGHAFNGT
NPYMTSVPENAFQGLCNETLTLKLYNNGFTSVQGHAFNGT
NPYMTSVPENAFQGLCNETLTLKLYNNGFTSIQGHAFNGT
NPYMTSVPANAFQGLSNETLTLKLYNNGFTSIQGHAENGT

K1

59

Majority

HTSHR.
PTSHR.
BTSHR.
CTSHR.
DTSHR.
MTSHR.
RTSHR.
STSHRP. PRO

PRO
PRO
PRO
PRO
PRO
PRO
PRO

Majority

HTSHR.
PTSHR.
BTSHS.
CTSHR.
DTSHR.
MTSHR.
RTSHS.
STSHRP.PRO

PRO
PRO
PRO
PRO
PRO
PRO
PRO

Majority

HTSHR.
PTSHR.
BTSHR.
CTSHR.
DTSHR.
MTSHR.
RTSHR.
STSHRP.PRO

PRO
PRO
PRO
PRO
PRO
PRO
PRO

Majority

HTSHR.
PTSHR.
BTSHR.
CTSHR.
DTSHR.
MTSHR,
RTSHR.
STSHRP. PRO

PRO
PRO
PRO
PRO
PRO
PRO
PRO

Majority

HTSHR,
PTSHR.
BTSHR.
CTSHR.
DTSHR.
MTSHR.
RTSHR.
STSHRP.PRO

PRO
PRO
PRO
PRO
PRO
PRO
PRO
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41
41
41
41
41
41
41
41

81
81
81
81
81
81
81
81

121
121
121
121
121
121
121
121

lel
lel
161
161
16l
16l
16l
161

ATGAGGCCGACGCCCCTGCTGCAGCTGGCGCTGCTTCTCG

ATGAGGCAGACGCCCCTGCTGCAGCTGGCGTTACTTCTCT
ATGCGGCCGACGCCCCTCCTGCGGCTGGCGCTGTTTCTGG
ATGAGGCCGCCGCCCCTGCTGCACCTGGCGCTGCTTCTCG
ATGAGGCCAGGGTCCCTGCTGCTGCTTGTTCTGCTGCTCG
ATGAGTCTGACGCCCCTGTTGCAGCTGGCGCTCGTTCTCG
ATGAGGCCAGGGTCCCTGCTCCAGCTCACTCTGCTGCTCG
ATGCGGCCGACGCCCCTCCTGCGGTTGGCGCTGCTTCTGG
ATGAGGCCGGCGGACTTGCTGCAGCTGGTGCTGCTGCTCG

CCCTGCCCAGGAGCCTGGGGGGGAAGGGGTGTCCGTCTCC

CCCTGCCCAGGAGCCTGGGGGGGAAAGGGTGTCCGTCTCC
TCCTGCCCAGCAGCCTCGGTGGGGAGAGGTGTCCGTCTCC
CCCTGCCCAGGAGCCTGGGGGGGAAGGGGTGTCCTTCTCC
CCCTGTCCAGGAGCCTGCGGGGCARAAGAGTGTGCGTCTCC
CCCTGCCCAGGAGCCTCAGGGGGARAGGGTGTCCGTCTCC
CCCTGCCCAGGAGCCTCTGGGGCAGAGGGTGTACTTCTCC
TCCTGCCCAGCAGCCTCTGGGGGGAGAGGTGTCCGTCTCC
ACCTGCCCAGGGACCTGGGCGGAATGGGGTGTTCGTCTCC

GCCCTGCGAGTGCCACCAGGAGGACGACTTCAGAGTCACC

GCCCTGCGAGTGTCACCAGGAAGATGACTTCAGAGTCACC
GCCCTGCGAATGCCGCCAGGAGGACGACTTCAGAGTCACC
CCCCTGTGAGTGCCACCAGGAGGATGACTTCAGAGTCACC
ACCCTGTGAGTGTCACCAGGAGGACGACTTCAGAGTCACC
GCCCTGCGAATGCCACCAGGAGGACGACTTCAGAGTCACC
ACCCTGCGAATGCCACCAGGAGGACGACTTCAGAGTCACC
GCCCTGCGAATGCCGCCAGGAGGACGACTTCAGAGTCACC
ACCCTGCGAGTGCCATCAGGAGGAGGACTTCAGAGTCACC

TGCAAGGATATCCACCGCATCCCCAGCTTACCGCCCAGCA

TGCAAGGATATTCACCGTATCCCCAGCCTACCGCCCAGCA
TGCAAGGACATCCAGAGCATCCCTAGCTTACCCCCCAGCA
TGCAAGGATATCCACCGCATCCCCACCCTACCACCCAGCA
TGCAAGGAGCTCCACCGAATCCCCAGCCTGCCGCCCAGCA
TGCAAGGATATCCACAGCATCCCCCCCTTACCACCCAATA
TGCAAGGAACTCCACCAAATCCCCAGCCTACCGCCCAGCA
TGCAAGGACATCCAGCGCATCCCTAGCTTACCCCCCAGCA
TGCAAGGATATTCAACGCATCCCCAGCTTACCGCCCAGTA

CGCAGACTCTGAAGTTTATAGAGACTCATCTGAARACCAT

CGCAGACTCTGAAATTTATAGAGACTCATCTGAAAACCAT
CGCAGACCCTGAAGTTTATAGAGACTCATCTGAARACCAT
CGCAGACTCTGAAGTTTATAGAGACTCAGCTGAAAACCAT
CCCAGACTCTGAAGCTCATCGAGACTCATCTGAAGACCAT
CTCAGACACTAAAGTTTATAGAGACTCATCTGAAAACCAT
CCCAGACTCTGAAGCTCATCGAGACTCACCTGAAGACCAT
CGCAGACCCTGAAGTTTATAGAGACTCATCTGAAAACCAT
CGCAGACTCTGAAGCTTATTGAGACTCACCTGAGAACTAT

K 2

60

Majority

CAT.SEQ
COW.SEQ
POG. SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR. SEQ

Majority

CAT.SEQ
COW.SEQ
DOG. SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP, SEQ
HTSHR, SEQ

Majority

CAT.SEQ
COW.SEQ
DOG. SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR. SEQ

Majority

CAT.SEQ
COW.SEQ
DOG.SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR.SEQ

Majority

CAT.SEQ
COW.SEQ
DOG.SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR.SEQ
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201
201
201
201
201
201
201
201

241
241
241
241
241
241
241
241

281
281
281
281
281
281
281
281

TCCCAGTCGTGCATTTTCAAATCTGCCCAATATTTCCAGG

TCCCAGTCGTGCATTTTCAAATCTGCCCAATATTTCCAGG
TCCCAGTCGTGCGTTCTCAAATCTGCCCAATATTTCCAGG
TCCCAGTCGTGCATTTTCAAATCTGCCCAATATTTCCAGG
ACCCAGTCTTGCATTTTCGAGTCTGCCCAATATTTCCAGG
CCCCAGTCGTGCATTTTCAAATCTGCCCAATATTTCCAGG
TCCCAGTCTTGCCTTTTCGAGCCTGCCCAATATTTCCAGG
TCCCAGTCGTGCGTTCTCAAATTTGCCCAATATTTCCAGG
TCCAAGTCATGCATTTTCTAATCTGCCCAATATTTCCAGA

ATCTACTTGTCAATAGATGCAACTCTGCAGCGGCTGGARAT

ATCTACTTGTCAATAGATGCAACTCTGCAGCGACTGGAAT
ATCTACTTGTCAATAGATGCAACTCTGCAGCAGCTGGAAT
ATCTACTTGTCAATAGATGCAACTCTGCAGCGGCTGGAAT
ATCTATTTATCTATAGATGCAACTCTGCAGCGGCTGGAAC
ATCTACCTGTCAATAGATGCAACTCTACAGCAGCTGGAAT
ATCTATCTATCCATAGATGCCACTCTGCAGCGACTGGAGC
ATCTACTTGTCAATAGATGCGACTTTGCAGCAACTGGAAT
ATCTACGTATCTATAGATGTGACTCTGCAGCAGCTGGAAT

CACATTCCTTCTACAATTTG

CACATTCCTTCTACAATTTG
CACATTCCTTCTACRATTTA
CACATTCCTTCTACAATTTA
CACATTCTTTCTACAATTTG
CACAGTCCTTCTACAATTTG
CACATTCTTTCTACAATTTG
CACATTCCTTCTACAATTTA
CACACTCCTTCTACAATTTG

K 2 4

61

Majority

CAT.SEQ
COW.SEQ
DOG.SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR.SEQ

Majority

CAT.SEQ
COW.SEQ
DOG. SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR.SEQ

Majority

CAT.SEQ
COW.SEQ
DOG.SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR.SEQ
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200
200
200
200
200
200
200
200

240
240
240
240
240
240
240
240

280
280
280
280
280
280
280
280

TKLDAVYLNKNKYLTAIDKDAFGGVYSGETLLDVSYTSVT

TKLDAVYLNKNKYLTVIDKDAFGGVYSGPSLLDVSQTSVT
TKLDAVYLNKNKYLTVIDKDAFGGVESGPTLLDVSYTSVT
TKLDAVYLNKNKYLTVIGQODAFAGVYSGPTLLDISYTSVT
TKLDAVYLNKNKYLTAIDQDAFGGVYSGPTLLDVSYTSVT
TKLDAVYLNKNKYLSAIDKDAFGGVYSGPTLLDVSYTSVT
TKLDAVYLNKNKYLTAIDNDAFGGVYSGPTLLDVSSTSVT
TRLDAVYLNKNKYLTAIDKDAFGGVYSGPTLLDVSSTSVT
TKLDAVYLNKNKYLTVIDODAFAGVYSGPTLLDISYTSVT

ALPSKGLEHLKELIARNTWTLKKLPLSPSFLHLTRADLSY

ALPSKGLEHLKELIARNTWILKKLPLSLSFLHLTRADLSY
ALPPKGLEHLKELIARNTWTLKKLPLSLSFLHLTRADLSY
ALPSKGLEHLKELIARNTWTLRKLPLSLSFLHLTRADLSY
ALPSKGLEHLKELIARNTWTLKKLPLTLSFLHLTRADLSY
ALPSKGLEHLKELIARNTWTLKKLPLSLSFLHLTRADLSY
ALPSKGLEHLKELIAKDTWTLKKLPLSLSFLHLTRADLSY
ALPSKGLEHLKELIAKNTWTLKKLPLSLSFLHLTRADLSY
ALPSKGLEHLKELIARNTWTLKKLPLSLSFLHLTRADLSY

PSHCCAFKNQKKIRGILESLM

PSHCCAFKNQKKIRGILESLM
PSHCCAFKNQKKIRGILESLM
PSHCCAFKNQKKIRGILQSLM
PSHCCAFKNQKKIRGILESFM
PSHCCAFKNQKKIRGILESLM
PSHCCAFKNQKKIRGILESLM
PSHCCAFKNQKKIRGILESLM
PSHCCAFKNQKNIRGILQSLM

K3

62

Majority

HTSHR.
PTSHR.
BTSHR.
CTSHR.
DTSHR.
MTSHR.
RTSHR.
STSHRP.PRO

PRO
PRO
PRO
PRO
PRO
PRO
PRO

Majority

HTSHR.
PTSHR.,
BTSHS.
CTSHR.
DTSHR.
MTSHR,
RTSHS.
STSHRP. PRO

PRO
PRO
PRO
PRO
PRO
PRO
PRO

Majority

HTSHR.
PTSHR.
BTSHR.
CTSHR,
DTSHR.
MTSHR.
RTSHR.
STSHRP.PRO

FRO
PRO
PRO
PRO
PRO
PRO
PRO
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700
700
700
700
700
700
700
700

740
740
740
740
740
740
740
740

780
780
780
780
780
780
780
780

820
820
820
820
820
820
820
820

860
860
860
860
860
860
860
860

TCTTACACCAGTGTCACTGCCCTTCCATCCARAGGCCTGG

TCTTACACCAGTGTCACTGCCCTGCCATCCAARAGGCCTGG
TCTTATACCAGTGTCACAGCCCTACCATCCAARGGCCTGG
TCTTACACCAGTGTTACTGCCCTGCCATCCAAAGGCCTGG
TCTTCCACCAGCGTCACTGCCCTTCCTTCCAAAGGCCTGG
TCTTATACCAGTGTTACTGCCCTGCCACCCAAAGGCCTGG
TCTTCCACCAGCGTTACTGCTCTTCCTTCCAAAGGCCTGG
TCTTATACCAGTGTCACTGCCCTACCATCCAAAGGCCTGG
TCTCAAACCAGTGTCACTGCCCTTCCATCCAAAGGCCTGE

AGCACCTGAAGGAACTGATACCARAGARACACTTGGACTCT

AGCACCTGAAGGAATTGATAGCAAGAAACACTTGGACTCT
AACACCTGRAGGAATTGATAGCARGAAACACTTGGACTCT
AGCATCTAARGGAGCTGATAGCAAGARACACTTGGACTCT
AGCACCTCAAAGAACTGATCGCAARAGACACCTGGACTCT
AACACCTGAAGGAACTGATAGCAAGAAATACTTGGACTCT
AGCACCTCAAAGAGCTGATCGCGARGAACACCTGGACTCT
AACACCTGAAGGAATTGATAGCAAGAAACACTTGGACTCT
AGCACCTGAAGGAACTGATAGCAAGAAACACCTGGACTCT

ARAGARACTTCCACTTTCCTTGAGTTTCCTTCACCTCACA

ARAGAAACTTCCACTTACCTTGAGTTTCCTTCACCTCACA
AAGGAAACTTCCTCTTTCCTTGAGTTTCCTTCACCTCACA
AAAGAAACTCCCACTTTCCTTGAGTTTCCTTCACCTTACA
CAAAAAGCTCCCGCTGTCGTTGAGTTTCCTCCACCTCACT
AAAGAAACTTCCACTGTCCTTGAGTTTCCTTCACCTICACA
CAAAAAGCTCCCCCTGTCCTTGAGCTTCCTCCACCTCACT
AAAGAAACTTCCTCTTTCCTTGAGTTTCCTTCACCTCACA
TAAGAAACTTCCACTTTCCTTGAGTTTCCTTCACCTCACA

CGGGCTGACCTTTCTTATCCAAGCCACTGCTGTGCTTTTA

CGGGCTGACCTTTCTTATCCAAGCCACTGCTGTGCTTTTA
CGGGCTGACCTTTCTTATCCGAGCCACTGCTGCGCTTTTA
CGGGCTGACCTTTCTTATCCAAGCCACTGCTGTGCTTTTA
CGGGCTGACCTCTCTTACCCGAGCCACTGCTGCGCTTTTA
CGAGCTGACCTTTCTTATCCAAGCCACTGCTGTGCTTTTA
CGGGCTGACCTCTCTTACCCAAGTCACTGCTGTGCTTTTA
CGGGCTGACCTTTCTTATCCGAGCCACTGCTGTGCTTTTA
CGGGCTGACCTTTCTTACCCAAGCCACTGCTGTGCCTTTA

AGAATCAGAAGARAATCAGACCAATCCTTGACTCTTTAAT

AGAATCAGAAGARAATCAGAGGAATCCTTGAGTCCTTCAT
AGAATCAGAAGAAAATCAGAGGAATCCTTCAGTCTTTAAT
AGAATCAGAAGARAATCAGAGGRATCCTTGAGTCCTTAAT
AGAACCAGAARGAAAATCAGGGGAATCCTGGAGTCTTTGAT
AGAATCAGAAGAAGATCAGAGGAARTCCTTGAGTCTTTAAT
AGAACCAGAAGARAATCAGGGGAATCCTAGAGTCTTTGAT
AGAATCAGAAGAATATCAGAGGRATCCTTCAGTCTTTAAT
AGAATCAGAAGARARTCAGAGGAATCCTTGAGTCCTTGAT

K 4

63

Majority

CAT.SEQ
COW.SEQ
DOG. SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT, SEQ
SHEEP, SEQ
HTSHR, SEQ

Majority

CAT.SEQ
COW.SEQ
DOG. SEQ
MOUSE, SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP. SEQ
HTSHR. SEQ

Majority

CAT.SEQ
COW.SEQ
DOG. SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP. SEQ
HTSHR.SEQ

Majority

CAT.SEQ
COW.SEQ
DOG.SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR.SEQ

Majority

CAT.SEQ
COW. SEQ
DOG.SEQ
MOUSE.SEQ
PTSHR. SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR.SEQ
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250
250
250
250
250
250
250
250

290
290
290
290
290
290
290
290

330
330
330
330
330
330
330
330

370
370
370
370
370
370
370
370

410
410
410
410
410
410
410
410

KELIARNTWTLKKLPLSLSFLHLTRADLSYPSHCCAFKNQ

KELIARNTWTLKKLPLSLSFLHLTRADLSYPSHCCAFKNQ
KELIARNTWTLKKLPLSLSFLHLTRADLSYPSHCCAFKNQ
KELIARNTWTLRKLPLSLSFLELTRADLSYPSHCCAFKNQ
KELIARNTWTLKKLPLTLSFLHLTRADLSYPSHCCAFKNQ
KELIARNTWTLKKLPLSLSFLHLTRADLSYPSHCCAFKNQ
KELIAKDTWTLKKLPLSLSFLHLTRADLSYPSHCCAFKNQ
KELIAKNTWILKKLPLSLSFLHLTRADLSYPSHCCAFKNQ
KELIARNTWTLKKLPLSLSFLHLTRADLSYPSHCCAFKNQ

KKIRGILESLMCNESSIRSLRQRKSVNALNGPFYQEYEED

KKIRGILESLMCNESSMQSLRORKSVNALNSPLHQEYEEN
KKIRGILESLMCNESSIRSLRQRKSVNAVNGPEFYQEYEED
KKIRGILOSLMCNESSIRGLRORKSASALNGPFYQEYEDX
KKIRGILESFMCNDSSIRSLRQRKSVNALNGPFDQEYEEY
KKIRGILESLMCNESSIRSLRQRKSVNTLNGPFDQEYEEY
KKIRGILESLMCNESSIRNLRORKSVNILRGPIYQEYEED
KKIRGILESLMCNESSIRNLRQRKSVNVMRGPVYQEYEEG
KNIRGILQSLMCNESSIWGLRQRKSASALNGPEYQEYEED

LDGSSAGYKENSKFQDTHSNSHYYVFFEEQEDELIGFGQE

LGDSIVGYKEKSKFQDTHNNAHYYVFFEEQEDETIIGEFGQE
LGDTSVGNKENSKFQDTHSNSHYYVFFEEQEDEIIGFGQE
LGDGSAGYKENSKFQDTQSNSHYYVFFEEQEDEIIGFGQQ
LGDSHAGYKDNSKFQDTRSNSHYYVFFEEQXDEILGEGQE
LGDSHAGYKDNSQFQDTDSNSHYYVFFEEQEDEILGEGQE
PGDNSVGYKONSKFQESPSNSHYYVFFEEQEDEVVGFGQE
LGDNHVGYKQNSKFQEGPSNSHYYVFFEEQEDEIIGFGQE
LGDGSAGYKENSKFQDTHSNSHYYVEFFEDQEDEI IGFGQE

LKNPQEETLQAFDSHYDYTVCGGSEDMVCTPKSDEFNPCE

LKNPQEETLQAFDSHYDYTICGDSEDMVCTPKSDEFNPCE
LKNPQEETLQAFDSHYDYTVCGGSEDMVCTPKSDEFNPCE
LKNPQEETLQAFDSHYDYTVCGGSEDMVCTPKSDEEFNPCE
LKNPQEETLQAFDSHYDYTVCGGNEDMVCTPKSDEEFNPCE
LKNPQEETLOAFDSHYDYTVCGGNEDMVCTPKSDEEFNPCE
LKNPQEETLOAFESHYDYTVCGDNEDMVCTPKSDEFNFCE
LKNPQEETLQAFDSHYDYTVCGDNEDMVCTPKSDEFNPCE
LKNPQEETLQAFDNHYDYTVCGGSEEMVCTPKSDEFNPCE

DIMGYKFLRIVVWFVSLLALLGNVFVLVILLTSHYKLTVP

DIMGYKFLRIVVWEVSLLALLGNVFVLLILLTSHYKLNVPE
DIMGYRFLRIVVWEVSLLALLGNVFVLVILLTSHYKLTVP
DIMGYKFLRIVVWEVSLLALLGNVFVLVILLTSHYKLTVP
DIMGYKFLRIVVWFVSLLALLGNVFVLIILLTSHYKLTVP
DIMGYKFLRIVVWFVSLLALLGNVFVLIVLLTSHYKLTVP
DIMGYRFLRIVVWFVSLLALLGNIFVLLILLTSHYKLTVP
DIMGYKFLRIVVWFVSPMALLGNVFVLFVLLTSHYKLTVP
DIMGYKFLRIVVWFVSLLALLGNVFVLVILLTSHYKLTVP

Kl 5

64

Majority

HTSHR.PRO
PTSHR. PRO
BTSHR.PRO
CTSHR.PRO
DTSHR. PRO
MTSHR. PRO
RTSHR. PRO
STSHRP.PRO

Majority

HTSHR. PRO
PTSHR.PRO
BTSHS.PRO
CTSHR.PRO
DTSHR. PRO
MTSHR. PRO
RTSHS.PRO
STSHRP.PRO

Majority

HTSHR.PRO
PTSHR. PRO
BTSHR.PRO
CTSHR.PRO
DTSHR.PRO
MTSHR.PRO
RTSHR.PRO
STSHRP.PRO

Majority

HTSHR.PRO
PTSHR.PRO
BTSHR.PRO
CTSHR.PRO
DTSHR. PRO
MTSHR. PRO
RTSHR.PRO
STSHRP.PRO

Majority

HTSHR.PRO
PTSHR.PRO
BTSHR.PRO
CTSHR.PRO
DTSHR. PRO
MTSHR. PRO
RTSHR. PRO
STSHRP.PRO
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750
750
750
750
750
750
750
750

790
790
790
790
790
790
790
790

830
830
830
830
830
830
830
830

870
870
870
870
870
870
870
870

910
910
910
910
210
910
9210
910

GGAACTGATAGCAAGAAACACTTGGACTCTAAARGAAACTT

GGAATTGATAGCAAGAAACACTTGGACTCTARAGAAACTT
GGAATTGATAGCAAGAAACACTTGGACTCTAAGGAAACTT
GGAGCTGATAGCAAGAAACACTTGGACTCTAAAGARACTC
AGAACTGATCGCAAAAGACACCTGGACTCTCARARAAGCTC
GGAACTGATAGCAAGAAATACTTGGACTCTAAAGAAACTT
AGAGCTGATCGCGAAGAACACCTGGACTCTCAARRAAGCTC
GGAATTGATAGCAAGAAACACTTGGACTCTAAAGAAACTT
GGAACTGATAGCRAGARACACCTGGACTCTTAAGARACTT

CCACTTTCCTTGAGTTTCCTTCACCTCACACGGGCTGACC

CCACTTACCTTGAGTTTCCTTCACCTCACACGGGCTGACC
CCTCTTTCCTTGAGTTTCCTTCACCTCACACGGGCTGACC
CCACTTTCCTTGAGTTTCCTTCACCTTACACGGGCTGACC
CCGCTGTCGTTGAGTTTCCTCCACCTCACTCGGGCTGACC
CCACTGTCCTTGAGTTTCCTTCACCTCACACGAGCTGACC
CCCCTGTCCTTGAGCTTCCTCCACCTCACTCGGGCTGACC
CCTCTTTCCTTGAGTTTCCTTCACCTCACACGGGCTGACC
CCACTTTCCTTGAGTTTCCTTCACCTCACACGGGCTGACC

TTTCTTATCCAAGCCACTGCTGTGCTTTTAAGAATCAGAA

TTTCTTATCCAAGCCACTGCTGTGCTTTTAAGAATCAGAA
TTTCTTATCCGAGCCACTGCTGCGCTTTTAAGAATCAGAA
TTTCTTATCCAAGCCACTGCTGTGCTTTTAAGAATCAGAA
TCTCTTACCCGAGCCACTGCTGCGCTTTTAAGAACCAGRA
TTTCTTATCCAAGCCACTGCTGTGCTTTTAAGRATCAGAA
TCTCTTACCCAAGTCACTGCTCTGCTTTTAAGAACCAGAA
TTTCTTATCCGAGCCACTGCTGTGCTTTTAAGAATCRGAA
TTTCTTACCCAAGCCACTGCTGTGCCTTTAAGAATCAGAA

GAAAATCAGAGGAATCCTTGAGTCTTTAATGTGTAATGAG

GAAAATCAGAGGAATCCTTGAGTCCTTCATGTGTAATGAC
GAAAATCAGAGGAATCCTTCAGTCTTTAATGTGTAACGAG
GAAAATCAGAGGAATCCTTGAGTCCTTAATGTGTAATGAA
GAAAATCAGGGGAATCCTGGAGTCTTTGATGTGTAATGAG
GAAGATCAGAGGAATCCTTGAGTCTTTAATGTGTAATGAG
GAAAATCAGGGGAATCCTAGAGTCTTTGATGTGTAATGAG
GAATATCAGAGGAATCCTTCAGTCTTTAATGTGTAACGAG
GAARATCAGAGGAATCCTTGAGTCCTTGATGTGTAATGAG

AGCAGTATTCGGAGCCTGCGTCAGAGAARATCTGTGAATG

AGCAGTATTCGGAGCCTGCGTCAGAGAARATCTGTGAATG
AGCAGTATTCGGGGCCTGCGTCAGAGAARATCCGCRAGTG
AGCAGTATTCGGAGCCTGCGCCAGAGAARATCTGTGAATA
AGCAGTATCCGGAACCTTCGTCAAAGGAAATCAGTGAACA
AGCAGTATTCGGAGCCTGCGTCAGAGAAAATCTGTGAATG
AGTAGTATCCGGAARCCTGCGTCRAAAGAARGTCAGTGAACG
AGCAGTATTTGGGGCCTGCGTCAGAGAARATCCGCGAGTG
AGCAGTATGCAGAGCTTGCGCCAGAGAARATCTGTGAATG

Kl 6

65

Majority

CAT.SEQ
COW.SEQ
DOG. SEQ
MOUSE, SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP, SEQ
HTSHR. SEQ

Majority

CAT.SEQ
COW. SEQ
DOG.SEQ
MOUSE. SEQ
PTSHR. SEQ
RAT.SEQ
SHEEP. SEQ
HTSHR. SEQ

Majority

CAT.SEQ
COW.SEQ
DOG.SEQ
MOUSE . SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP. SEQ
HTSHR. SEQ

Majority

CAT.SEQ
COW . SEQ
DOG . SEQ
MOUSE. SEQ
PTSHR. SEQ
RAT.SEQ
SHEEP. SEQ
HTSHR. SEQ

Majority

CAT.SEQ
COW. SEQ
DOG. SEQ
MOUSE. SEQ
PTSHR, SEQ
RAT.SEQ
SHEEP . SEQ
HTSHR.SEQ
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950
950
950
250
950
950
950
950

990
990
990
290
990
990
990
990

1030
1030
1030
1030
1030
1030
1030
1030

1070
1070
1070
1070
1070
1070
1070
1070

CTTTGAATGGTCCCTTCTACCAGGAATATGAAGAGGATCT

CTTTGAATGGTCCCTTCGACCAGGAATATGAAGAGTATCT
CTTTGAATGGTCCCTTCTACCAGGAATATGAGGATNNNCT
CTTTGAATGGCCCCTTTGACCAGGAATATGAAGAGTATCT
TCTTGAGGGGTCCCATCTACCAGGAATATGAAGAAGATCC
CTGTAAATGGTCCCTTTTACCAAGAATATGAAGAGGATCT
TCATGAGGGGTCCCGTCTACCAGGAATATGAAGAAGGTCT
CTTTGAATGGTCCCTTCTACCAGGAATATGAAGAGGATCT
CCTTGAATAGCCCCCTCCACCAGGAATATGAAGAGAATCT

GGGTGACAGCAGTGTTGGGTACAAGGAAAACTCCAAGTTC

AGGTGACAGCCATGCTGGATATAAGGACAACTCTAAGTTC
GGGTGATGGCAGTGCTGGGTACAAGGAGAACTCCAAGTTC
GGGTGACAGCCATGCTGGGTACAAGGACAACTCTCAGTTC
GGGTGACAACAGTGTTGGGTACARACAARAACTCCAAGTTC
GGGCGACACGAGTGTTGGGAATAAGGAAAACTCCAAGTTC
GGGTGACAACCATGTTGGGTACARACAARACTCCAAGTTC
GGGTGATGGCAGTGCTGGGTACAAGGAGAACTCCAAGTTC
GGGTGACAGCATTGTTGGGTACAAGGAAARAGTCCAAGTTC

CAGGATACCCATAGCAACTCTCATTATTATGTCTTCTTTG

CAGGATACTCGCAGCAACTCTCATTATTATGTCTTCTTITG
CAAGATACCCAAAGCAACTCTCATTACTATGTCTTCTTTG
CAGGATACCGATAGCAATTCTCATTATTATGTCTTCTTCG
CAGGAGAGCCCAAGCAACTCTCACTATTACGTCTITCTTTG
CAGGATACCCATAGCAACTCCCATTACTACGTCTTCTTITG
CAGGAGGGCCCAAGCAACTCTCACTATTACGTCTTCTTTG
CAAGATACCCACAGCAACTCTCATTACTATGTCITCTTTG
CAGGATACTCATAACAACGCTCATTATTACGTCTTCTTTG

AAGAACAAGAGGATGAGATCATTGGTTTTGG

AAGAACAANNNGACGAGATCCTTGGTTTTGG
AGGAGCAAGAAGATGAGATCATCGGTTTTGG
AAGAACAAGAAGATGAGATCCTCGGTTTTGG
AAGAACAAGAGGATGAGGTCGTTGGTTTCGG
AAGAACAAGRGGATGAGATCATTGGTTTITGG
AAGAACAAGAGGACGAGATCATCGGTTTCGG
AGGATCAAGRAGATGAGATCATCGGTTTTGG
AAGAACAAGAGGATGAGATCATTGGTTTTGG

Kl 6 &t

66

Majority

CAT.SEQ
COW. SEQ
DOG.SEQ
MOUSE. SEQ
PTSHR. SEQ
RAT . SEQ
SHEEP.SEQ
RTSHR.SEQ

Majority

CAT.SEQ
COW.SEQ
DOG. SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR.SEQ

Majority

CAT.SEQ
COW. SEQ
DOG.SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR.SEQ

Majority

CAT.SEQ
COW. SEQ
DOG. SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT . SEQ
SHEEP.SEQ
HTSHR. SEQ
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750
750
750
750
750
750
750
750

790
790
790
790
790
790
790
790

830
830
830
830
830
830
830
830

870
870
870
870
870
870
870
870

SHYYVFFEEQEDEIIGFGQELKNPQEETLQAFDSHYDYTV

AHYYVFFEEQEDEIIGFGQELKNPQEETLQAFDSHYDYTI
SHYYVFFEEQEDEIIGFGQELKNPQEETLQAFDSHYDYTV
SHYYVFFEEQEDEIIGFGQQLKNPQEETLQAFDSHYDYTV
SHYYVFFEEQXDEILGFGQELKNPQEETLQAFDSHYDYTV
SHYYVFFEEQEDEILGFGQELKNPQEETLQAFDSHYDYTV
SHYYVFFEEQEDEVVGFGQELKNPQEETLQAFESHYDYTV
SHYYVFFEEQEDEIIGFGQELKNPQEETLQAFDSHYDYTV
SHYYVFFEDQEDEI IGFGQELKNPQEETLQAFDNRYDYTV

CGGSEDMVCTPKSDEFNPCEDIMGYKFLRIVVWEVSLLAL

CGDSEDMVCTPKSDEFNPCEDIMGYKFLRIVVWFVSLLAL
CGGSEDMVCTPKSDEFNPCEDIMGYRFLRIVVWEVSLLAL
CGGSEDMVCTPKSDEFNPCEDIMGYKFLRIVVWEFVSLLAL
CGGNEDMVCTPKSDEFNPCEDIMGYKFLRIVVWFVSLLAL
CGGNEDMVCTPKSDEFNPCERIMGYKFLRIVVWEVSLLAL
CGDNEDMVCTPKSDEFNPCEDIMGYRFLRIVVWEVSLLAL
CGDNEDMVCTPKSDEFNPCEDIMGYKFLRIVVWEFVSPMAL
CGGSEEMVCTPKSDEFNPCEDIMGYKFLRIVVWEVSLLAL

LGNVFVLVILLTSHYKLTVPRFLMCNLAFADFCMGMYLLL

LGNVFVLLILLTSHYKLNVPRFLMCNLAFADFCMGMYLLL
LGNVEVLVILLTSHYKLTVPRFLMCNLAFADFCMGMYLLL
LGNVEVLVILLTSHYKLTVPRFLMCNLAFADFCMGLYLLL
LGNVEVLIILLTSHYKLTVPRELMCNLAFADFCMGMYLLL
LGNVFVLIVLLTSHYKLTVPRFLMCNLAFADECMGMYLLL
LGNIFVLLILLTSHYKLTVPRFLMCNLAFADFCMGVYLLL
LGNVEVLEVLLTSHYKLTVPRFLMCNLAFADFCMGVYLLL
LGNVEVLVILLTSHYKLTVPRFLMCNLAFADFCMGLYLLL

IASVDLYTHSEYYNHAIDWQTGPGCNTAGEF

IASVDLYTHSEYYNHAIDWQTGPGCNTAGFEF
IASVDLYTQSEYYNHAIDWQTGPGCNTAGEF
IASVDLYTQSEYYNHAIDWQTGPGCNTAGEF
IASVDLYTHSEYYNHAIDWQTGPGCNAAGFF
IASVDLYTHSEYYNHAIDWQTGPGCNTAGEF
IASVDLYTHSEYYNHAIDWQTGPGCNTAGFEFF
IASVDLYTHTEYYNHAIDWQTGPGCNTAGFEFE
IASVDLYTQSEYYNHAIDWQTGPGCNTAGFEFF

K] 7

67

Majority

CAT.SEQ
COW.SEQ
DOG.SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR.SEQ

Majority

CAT.SEQ
COW.SEQ
DOG.SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR.SEQ

Majority

CAT.SEQ
COW.SEQ
DOG.SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR.SEQ

Majority

CAT.SEQ
COW. SEQ
DOG.SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR.SEQ
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700
700
700
700
700
700
700
700

740
740
740
740
740
740
740
740

780
780
780
780
780
780
780
780

820
820
820
820
820
820
820
820

860
860
860
860
860
860
860
860

GCCAAGAGCTCAAAAACCCCCAGGAAGAGACCCTCCAGGC

GCCAGGAGCTTAAARAACCCACAAGAAGAGACCCTACAGGC
GCCAACAGCTCAAARACCCCCAGGAGGAGACCCTGCAGGC
GGCAGGAGCTTAAAAACCCACAGGAAGAGACCCTCCAGGC
GCCARAGAGCTCAARAAATCCTCAGGAAGAGACTCTCCAAGC
GCCAAGAGCTCAAARAACCCCCAGGAAGAGACCCTCCAGGC
GCCAAGAGCTCARAAAATCCTCAGGAAGAGACTCTCCAAGC
GCCAAGAGCTTAAAAACCCCCAGGAGGAGACCCTGCAGGC
GCCAGGAGCTCAAAAACCCCCAGGAAGAGACTCTACAAGC

CTTTGACAGCCATTATGACTACACCGTGTGTCGGGGCAGT

CTTCGATAGCCATTATGACTACACTGTGTGTGGAGGCAAT
CTTTGACAGCCATTACGACTATACCGTGTGTGGGGGCAGT
CTTTGATAGCCATTATGACTACACTGTGTGTGGTGGCAAT
CTTCGAGAGCCACTATGACTACACGGTGTGTGGGGACAAC
CTTTGACAGCCATTACGACTACACCGTGTGTGGGGGCAGT
CTTCGACAGCCACTATGACTACACTGTGTGTGGGGACAAC
CTTTGACAACCATTACGACTATACCGTGTGCGGGGGGAGT
TTTTGACAGCCATTATGACTACACCATATGTGGGGACAGT

GAGGACATGGTGTGTACCCCCAAGTCAGATCAGTTCAACC

GAAGACATGGTGTGTACTCCCAAGTCAGATGAGTTCAACC
GAGGACATGGTGTGTACCCCCAAGTCGGATGAGTTCAACC
GAAGACATGGTGTGTACTCCTAAGTCAGATGAGTTCAACC
GAGGACATGGTGTGTACCCCCAAGTCGGACGAGTTTAACC
GAAGACATGGTGTGCACCCCCAAGTCAGATGAGTTCAACC
GAGGACATGGTGTGTACCCCCAAGTCAGACGAGTTTAACC
GAGGAGATGGTGTGTACCCCCAAGTCGGATGAGTTCAACC
GAAGACATGGTGTGTACCCCCAAGTCCGATGAGTTCAACC

CCTGTGAAGACATCATGGGCTACAAGTTCCTGAGAATTGT

CCTGTGAAGACATAATGGGCTACAAGTTCCTGAGAATTGT
CCTGTGAGGACATCATGGGCTACAAGTTCCTGAGAATCGT
CCTGTGAAGACATAATGGGCTACAAGTTCCTGAGGATTGT
CCTGTGAAGATATCATGGGCTACAGGTTCCTGAGAATCGT
CCTGTGAAGACATAATGGGCTACAGGTTCCTGAGAATCGT
CCTGTGAAGATATCATGGGCTACAAGTTCCTGAGAATCGT
CCTGTGAGGACATCATGGGCTACAAGTTCCTGAGAATTGT
CGTGTGAAGACATAATGGGCTACAAGTTCCTGAGARATTGT

GGTGTGGTTTGTTAGTCTGCTGGCTCTCCTGGGCRATGTC

GGTGTGGTTTGTTAGTCTGCTGGCTCTCCTGGGCAATGTC
GGTGTGGTTTGTGAGTCTGCTGGCTCTCCTGGGCAACGTC
GGTGTGGTTTGTTAGTCTGCTGGCTCTCCTGGGCAATGTC
GGTGTGGTTTGTCAGTCTGCTGGCTCTCCTGGGCAATATC
GGTGTGGTTCGTTAGCCTGCTGGCTCTCCTGGGCAATGTC
GGTATGGTTTGTCAGTCCGATGGCTCTCCTGGGCAACGTC
GGTGTGGTTTGTGAGTCTGCTGGCTCTCCTGGGCAACGTC
GGTGTGGTTCGTTAGTCTGCTGGCTCTCCTGGGCAATGTC

Kl 8

68

Majority

CAT.SEQ
COW. SEQ
DOG. SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
BETSHR.SEQ

Majority

CAT.SEQ
COW. SEQ
DOG. SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR. SEQ

Majority

CAT.SEQ
COW. SEQ
DOG. SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR.SEQ

Majority

CAT.SEQ
COW, SEQ
DOG.SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP. SEQ
HTSHR.SEQ

Majority

CAT.SEQ
COW. SEQ
DOG.SEQ
MOUSE. SEQ
PTSHR.SEQ
RAT.SEQ
SHEEP.SEQ
HTSHR.SEQ
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4D7 - HC

DVQLKHSGPELVKPGASMKISCKASGYSEFTGYTMNWVKQSHGKNLEWIGL
INPYTGGTNYNQKFKGKAKLTVDKSSSTAFMELLSLTSEDSAVYYCARDG
NLDYWGQGTTLTVSSAKTTPPSVYPLAPGSAAQTNSMVTLGCLVKGYFPE
PVIVITWNSGSLSSGVHTFPAVLQSDLYTLSSSVIVPSSTWPSETVTCNVA

HPASKTKVD
K9
4D7 - HC
DVQLKHSGPELVKPGASMKISCKASGYSFIGYEMNWVKQSHGKNLEWI G 50
PCR 51 CDRI
[[NPYTGETNYNOKFRGKAKLTVDKSSSTAFMELLSLTSEDSAVYYCARDG 100
CDRIII CDRIil
NLDYWGQGT TLTVS SAKTTPPSVYPLAPGSAAQTNSMVTLGCLVKGYFPE 150
BEX
PVTVTHNSGSLSSGVHTFPAVLQSDLYTLSSSVIVPSSTWPSETVTCNVA 200
HPASKTKVD 209
PCR 314p
K 10
4D7 - LC

SIVMSQSPASLAVSLGQRATISCRASETVDNYGFSFMHWEQQI PGOPPKL
LIYAASNQGSGVPARFSGSGSGTDFSLNIHPMEEDDTAMYFCQQSKEVPY
TFGGGTKLEIKRADAAPTVSIFPPSSEQLTSGGASVVCEFLNNEYPKDINV
KWKIDGSERQNGVLNSWIDQODSKDSTYSMSSTLTLTKDEYERHNSYTCEA
THKTSTSPIVKSFNRNEC

K11

69
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ap7 - 1C
SIVMSQSPASLAVSLGQRATISCRESEIVONYGESEMAWEQQI PGOPPKL 50
PCR 5|4 CDRII
LIYAASNOGEGVPARFSGSGSGTDFSLNIHPMEEDDTAMY FCOOSKEVEY 100
CDRII CDR Il
[FGGGTKLEIKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKDINV 150
BEX
KWKIDGSERQNGVLNSWTDODSKDSTYSMSSTLTLTKDEYERHNSY TCEA 200
THKTSTSPIVKSFNRNEC 218
PCR 3%y
I 12
16ES - HC

DVQLVQSGPELVKPGASVKMSCKASGYSFTGYNMHWVKQSHGKSLEWIGY
IDPYNGATSYNQKFEDKATLTVDKSSSTAYMOQLNSLTSEDSAVYYCARRW
DWDPYAMDYWGQGTSVTVSSAKTTAPSVYPLAPVCGDTSGSSVTLGCLVK
GYFPEPVTLTWNSGSLSSGVHTSPAVLQSDLYTLSSSVTVTSSTWPSQSI
TCNVAHPASKTKVD

Kl 13

70
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16E5 — HC
DVOLVQSGPELVKPGASVKMSCKASGY SFTGYNMHWVKQSHGKS LEWIGY] 50
PCR 3|43 CDRI
I DPYNGATSYNOREBEDKATLTVDKSSSTAYMQLNSLTSEDSAVYYCARRH 100
CDR Il
DWDPYAMDYWGOGTSVTVS SAKTTAPSVY PLAPVCGDTSGSSVTLGCLVK 150
CDR BERX
GYFPEPVTLTWNSGSLSSGVHTSPAVLOSDLYTLSSSVTVTSSTWPSQSI 200
TCNVAHPASKTKVD 214
PCR 514)
K 14
16E5 -~ LC

DILLTQSPAILSVSPGERVSFSCRASQSIGTSIHWYQQRTNGSPRLLIKY
ASESISGIFSRFSGSGSGTDFTLTINSVESEDIADYYCQQSNRWPLTFGA
GTKLELKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKDINVKWKI
DGSERQNGVLNSWITDQDSKDSTYSMSSTLTLTKDEYERHNSYTCEATHKT

STSPIVKSFNRNEC

Kl 15

71
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16E5 - LC
DILLTOSPAILSVSPGERVSFSCRASQSIGTSTHWYQORTNGSPRLLIK]Y] 50
PCR 3|91 CDRI
[ESESTSGIFSRFSGSGSGTDFTLT INSVESEDIADYYCJGOSNRWELTFGA 100
CDR 1l CDR Il
GTKLELKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKDINVKWKI 150
BEX

DGSERQNGVLNSWTDQDSKDSTYSMS STLTLTKDEYERENSYTCEATHKT 200

STSPIVKSFNRNEC 214
PCR 3145

Kl 16

17D2 - HC

DVOIQQSGPELVKPGASVKMSCKASGY SFTAYNMHWVKQTHGKSLEWIGY
IDPYSGATSYHQKEFKGKATLTVDKSSSTAYMRLNSLTSEDSAVYYCARRW
DWDPYAMDYWGQGTSVIVSSAKTTPPSVYPLAPGCGDTTGSSVTLGCLVK
GYFPESVTIVIWNSGSLSSSVHTFPALLQSGLYTMSSSVTVPSSAWPSQTV

TCSVAHPASNTTVD
K17
17D2 - HC
DVQIQQSGPELVKPGASVKMSCKASGYSFTAYNMEWVKQTHGKSLEWIG]] 50
PCR 3|43 CDR
[EDPYSCATSYHORERGKATLTVDKSSSTAYMRLNSLTSEDSAVY Y CARRH| 100
CDR I
DWDPYAMDYIWGQGTSVTVSSAKTTPPSVYPLAPGCGDTTGSSVTLGCLVK 150
CDR Il HERX
GYFPESVTVIWNSGSLSSSVHTFPALLQSGLYTMSSSVTVPSSAWPSQTV 200
TCSVAHPASNTTVD 214
PCR 5|9

K 18

72
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17D2 - LC

SVEMSQSPAILSVSPGERISFSCRASQSIGTSIHWYQQRTNGSPRLLIKY
ASASISGIPSRFSGSGSGTDFTLSINSVESEDIADYYCQQSNSWPLTFGA
GTKLELKRADAAPTVSIFPPSSEQLTSGGASVVCEFLNNEYPKDINVKWKI
DGSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKDEYERHNSYTCEATHKT

STSPIVKSFNRNEC
K 19
17D2 - LC
SVEMSQSPAILSVSPGERISFSCRESOSIGLSEANYQORTNGS PRLLIKY] 50
PCR 3147 CDRII
[BSASISGIPSRFSGSGSGTDFTLS INSVESEDIADY YCIHOSNSWPLTFGA 100
CDRII CDR i}
GTKLELKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKDINVKWKI 150
BEKX
DGSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKDEYERHNSYTCEATHKT 200
STSPIVKSFNRNEC 214
PCR 3|4
K 20
14D3 - HC

DVQMQQPGPELVKPGASLKMSCKASGYSFTGYNMHWVKQSHGKSLEWIGY
IDPYSGATSYNQKFEGKATLTVDKSSSTAYMOLNSLTSEDSAVYYCARRW
DWDPYAMDYWGQGTSVTVSSAKTTAPSVYPLAPVCGDTSGSSVTLGCLVK
GYFPEPVTLTWNSGSLSSGVHTFPAVLQSDLYTLSSSVTVTSSTWPSQSI

TCNVAHPASNTKVD

Kl 21

73
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14D3 - HC
DVOMOQPGPELVKPGASLKMSCKASGY SFTEYNMAWVKQSHGKS LEWI G 50
PCR 514 CDR

[[DEYSCATSYNOKFEGKATLTVDKSSSTAYMQLNSLTSEDSAVYYCAR RW] 100
CDRII ‘

DWDPYAMDYWGQGTSVTVSSAKTTAPSVY PLAPVCGDTSGSSVTLGCLVK 150
CDR Il EERX

GYFPEPVTLTWNSGSLSSGVHTFPAVLOSDLYTLSSSVIVTSSTWPSQSI 200

TCNVAHPASNTKVD 214
PCR 3514

K 22

14D3 - LC

NILMTQSPAILSVSPGERVSFACRASQSIGTSIHWYQORTNGSPRLLIKY
ASESISGIPSRFSGSGSGTDFTLSINSVESEDIADYYCQQTNRWPLTFGA
GTKLELKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKDINVKWKI
DGSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKDEYERHNSYTCEATHKT

STSPIVKSFNRNEC

K 23

74
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14D3 - LC
NILMTQSPAILSVSPGERVSFACRESOSIGTSLAWYQORTNGS PRLLIKY 50
PCR 5% CDRI1
[ESESIS|GIPSRFSGSGSGTDFTLSINSVESEDIADYYCQOTNRWELIFGA 100
CDRII CDR Il
GTKLELKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKDINVKWKI 150
BERX
DGSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKDEYERHNSY TCEATHKT 200
STSPIVKSEFNRNEC 214
PCR 31%)
K] 24
4D7 - HC

gacgtccagctgaagcactcaggacctgagctggtgaagcctggagcttc
aatgaagatatcctgtaaggcttctggttactcattcactggctacacca
tgaactgggtgaagcagagccatggaaagaaccttgagtggattggactt
attaatccttacactggtggtactaactacaaccagaagttcaagggcaa
ggccaaattaactgtagacaagtcatccagcacagccttcatggagctcc
tcagtctgacatctgaggactctgcagtctattactgtgcaagagatggt
aaccttgactactggggccaaggcaccactctcacagtctcctcagccaa
aacgacacccccatctgtctatccactggcccctggatctgctgcccaaa
ctaactccatggtgaccctgggatgcctggtcaagggctatttccctgag
ccagtgacagtgacctggaactctggatccctgtccagcggtgtgcacac
cttcccagctgtcctgcagtctgacctctacactctgagcagctcagtga
ctgtcccctccagcacctggcccagcgagaccgtcacctgcaacgttgcc
cacccagccagcaagaccaaggtcgac

K 25

75



CN 101799476 B W BB B M 18/48 T

4D7 - HC
gacgtccagctgaagcactcaggacctgagctggtgaagecctggagettce 50
PCR 3143
aatgaagatatcctgtaaggcttctggttactcattcactiggetdcaced 100
CDRI|
tgaadtgggtgaagcagagccatggaaagaaccttgagtggattggalctt 150
Etcaatccttacactagtggtactadctacadcedgaagtteaagggdaa 200
CDRIl
ggccaaattaactgtagacaagtcatccagcacagccttcatggagcetcee 250
tcagtctgacatctgaggactctgcagtctattactgtgcaagalgatggt 300
CDR 1

[facecttgactadtggggccaaggecaccactctcacagtctectcagecaa 350
aacgacacccccatctgtetatccactggececctggatetgetgeccaaa 400
BEERX

ctaactccatggtgaccctgggatgcetggtcaagggetatttecectgag 450
ccagtgacagtgacctggaactctggatcecetgtecageggtgtgeacac 500
ctteccagetgteccetgecagtectgacctetacactetgagcagctcagtga 550
ctgtececcetccageacctggeccagegagaccgtecacetgecaacgtigee 600
cacccagccagcaagaccaaggtcgac 627

PCR 5|4

K 26
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CN 101799476 B w BB B M 19/48 T

4D7 - LC

agcattgtgatgtcacagtcgccagcttctttggctgtgtctctagggca
gagggccaccatctcctgcagagccagcgaaactgttgataattatggct
ttagttttatgcactggttccaacagataccgggacagccacccaaactc
ctcatctatgctgcatccaaccaaggatccggggtccctgccaggtttag
tggcagtgggtctgggacagacttcagcctcaacatccatcctatggagg
aggatgatactgcaatgtatttctgtcagcaaagtaaggaggttccgtac
acgttcggaggggggaccaagctggaaataaaacgggctgatgctgcacc
aactgtatccatcttcccaccatccagtgagcagttaacatctggaggtg
cctcagtcgtgtgcttcttgaacaacttctaccccaaagacatcaatgtc
aagtggaagattgatggcagtgaacgacaaaatggcgtcctgaacagttg
_gactgatcaggacagcaaagacagcacctacagcatgagcagcaccctca
cgttgaccaaggacgagtatgaacgacataacagctatacctgtgaggcc
actcacaagacatcaacttcacccattgtcaagagcttcaacaggaatga

gtgt

K 27
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CN 101799476 B W BB B M 20/48 TT

4D7 - LC
agcattgtgatgtcacagtcgeccagecttectttggctgtgtctctagggea 50
PCR 5143
gagggccaccatctectgcjagagecagcgadactgttgataattatgget] 100
CDR |
[ttagttttatgcadtggttccaacagataccgggacageccacccaaacte 150
ctcatctatigétgeatécaaccaaggategggggtecctgecaggtttag 200
CDR Il
tggcagtgggtctgggacagacttcagcecctcaacatccatcctatggagg 250
aggatgatactgcaatgtatttectgticdgcaaagtaaggaggttecgtac 300
CDR I
Ecdttcggaggagggaccaagetggaaataaaacgggetgatgetgeace 350
BERX
aactgtatccatcttcecaccatceccagtgagecagttaacatcectggaggtg 400
cctcagtegtgtgettecttgaacaacttcectaccccaaagacatcaatgte 450
aagtggaagattgatggcagtgaacgacaaaatggcgtcctgaacagttyg 500
gactgatcaggacagcaaagacagcacctacagcatgagcagcaccctca 550
cgttgaccaaggacgagtatgaacgacataacagctatacctgtgaggee 600
actcacaagacatcaacttcacccattgtcaagagcttcaacaggaatga 650
PCR 3|4
gtgt 654
K 28
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CN 101799476 B W BB B M 21/48 T

16E5 - HC

gacgtccagttggtgcaatctggacctgagctggtgaagectggagettc
agtgaagatgtcctgcaaggcttctggttactcattcactggctacaaca
tgcactgggtgaagcagagccatggaaagagceccttgagtggattgggtat
attgatccttacaatggtgctactagctacaaccagaaattcgaggacaa
ggccacattgactgtagacaaatcttccagcacagcctacatgcagetca
acagcctgacatctgaggactctgcagtctattactgtgcaagaagatgg
gactgggacccttatgctatggactactggggtcaaggaacctcagtcac
cgtctecctcagccaaaacaacageccecateggtetatccactggecectyg
tgtgtggagatacaagtggctcctecggtgactctaggatgecctggtcaag
ggttatttcecctgagccagtgaccttgacctggaactctggatccectgte
cagtggtgtgcacacctcceccagetgtectgecagtctgacctctacacce
tcagcagctcagtgactgtaacctcgagcacctggceccagecagteecate
acctgcaatgtggcccacccggeccagecaagaccaaggtcgac

K 29
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CN 101799476 B W BB B M 22/48 T

16E5 - HC
gacgtccaﬁttggtgcaatctggacctgagctggtgaagcctggagcttc 50
agtgaagatgtcctgcaaggcttetggttactcattcactlggotacaacs 100
CDRI
tgggtgaagcagagccatggaaagagccttgagtggattgg Cat 150
lattoatccttacaatygtgctactagetacaaccagaaattegaggadaa 200
CDR Il
ggccacattgactgtagacaaatcttccagcacagcctacatgcagcectca 250
acagcctgacatctgaggactctgcagtctattactgtgcaagadgatyg 300
CDRIII
lgactgdgacccttatgctatggactactggggtcaaggaaccteagteac 350
cgtctcctcageccaaaacaacagecccateggtetateccactggecectg 400
BERX
tgtgtggagatacaagtggetectecggtgactctaggatgectggtecaag 450
ggttatttccetgagecagtgaccttgacctggaactetggatecctgte 500
cagtggtgtgcacacctecccagetgtectgeagtetgacetctacacce 550
tcagcagctcagtgactgtaacctcgagcacctggeccagecagtecate 600
acctgcaatgtggecccacccggeccagcaagaccaaggtegac 642

PCR 314

K 30
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CN 101799476 B W BB B M 23/48 T

16E5 - LC

gacatcttgctgactcagtctceecageecatcetgtetgtgagtecaggaga
aagagtcagtttctcctgcagggccagtcagagecattggcacaageatac
actggtatcagcaaagaacaaatggttctccaaggcttctcataaagtat
gcttcetgagtccatctctgggatattttctaggtttagtggecagtggate
agggacagattttactcttaccatcaacagtgtggagtcetgaagatattyg
cagattattactgtcaacaaagtaataggtggccgetcacgtteggaget
gggaccaagctggagcetgaaacgggctgatgetgeaccaactgtatecat
ctteccaccatccagtgageagttaacatctggaggtgectecagtegtgt
gcttcttgaacaacttctacceccaaagacatcaatgtcaagtggaagatt
gatggcagtgaacgacaaaatggcgtectgaacagttggactgatcagga
cagcaaagacagcacctacagcatgagcagcaccctecacgttgaccaagg
acgagtatgaacgacataacagctatacctgtgaggccactcacaagaca
tcaacttcacccattgtcaagagecttcaacaggaatgagtgt

Kl 31
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CN 101799476 B W BB B M 24/48 TT

16E5 ~ LC

gacatcttgctgactcagtcteccagcecatcctgtetgtgagtccaggaga 50
PCR 3141

aagagtcagtttctcctgdagagdcagtcagagcattggeacaagcatac] 100
CDRI

acltggtatcagcaaagaacaaatggttctccaaggettctcataaagtat

150

[Géttctgagtocatoctetigggatattttctaggtttagtggcagtggate 200
CDR I

agggacagattttactcttaccatcaacagtgtggagtctgaagatattyg 250

cagattattactgtfcadacaaagtaataggtggccgctcacgttceggaget 300
CDRII
gggaccaagctggagcectgaaacgggetgatgetgecaccaactgtateecat 350
BERX
ctteccaccatcecagtgageagttaacatectggaggtgectcagtegtgt 400
gecttcttgaacaacttctaccccaaagacatcaatgtcaagtggaagatt 450

gatggcagtgaacgacaaaatggegtectgaacagttggactgatcagga 500

cagcaaagacagcacctacagcatgagcagecaccctcacgttgaccaagg 550
acgagtatgaacgacataacagctatacctgtgaggccactcacaagaca 600
tcaacttcaccecattgtcaagagettcaacaggaatgagtat 642
PCR 3|#¥
K 32
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CN 101799476 B W BB B M 25/48 T

17D2 - HC

gacgtccagatccagcagtctgggcctgagetggtgaagecctggagette
agtgaagatgtcctgcaaggcttetggttactcattcactgcctacaaca
tgcactgggtgaagcagacccatggaaagagccttgagtggattggttat
attgatccttacagtggtgctactagctaccaccagaaattcaagggcaa
ggccacattgactgttgacaaatcttccagcacagecctacatgecgectca
acagcctgacatctgaggactctgecagtctattactgtgcaagaagatgg
gactgggacccttatgctatggactactggggtcaaggaacctcagtcac
cgtctcctcageccaaaacaacaccceccatcagtetatccactggecectyg
ggtgtggagatacaactggttccteccgtgactctgggatgectggtcaag
ggctacttcectgagtcagtgactgtgacttggaactctggateccectgte
cagcagtgtgcacaccttceccagectctectgecagtctggactctacacta
tgagcagctcagtgactgtcccctcecagegectggcecaagtecagaccgte
acctgcagcgttgctcaccecggeccagcaacaccacggtcgac

K 33
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CN 101799476 B w BB B M 96,/48 T

17D2 — HC
gacgtccagatccagcaqtctgggcctgagctggtgaagcctggagcttc 50
PCR 347
agtgaagatgtcctgcaaggcttctggttactcattcact@ééﬁéﬁééﬁé 100
CDR |

ﬁdéé@tgggtgaagcagacccatggaaagagccttgagtggattggtﬁét 150
Fttgatcdttacagtggtgotactagetaccaccagaaatteasggydaa 200

CDRIII
ggccacattgactgttgacaaatcttccagcacagcctacatgcgcctca 250
acagcctgacatctgaggactctgcagtctattactgtgcaagaa@apéi 300
[gactgggae: tgctatggactactggggtcaaggaacctcagteac 350

CDR I
cgtctcctcagccaaaacaacacccccatcagtctatccactggcccctg 400

EERX
ggtgtggagatacaactggttcctccgtgactctgggatgcctggtcaag 450
ggctacttccctgagtcagtgactgtgacttggaactctggatccctgtc 500
cagcagtgtgcacaccttcccagctctcctgcagtctggactctacacta 550
tgagcagctcagtgactgtcccctccagcgcctggccaagtcagaccgtc 600
acctgcagcgttgetcaccecggecagcaacaccacggtcgac 642
PCR 3113
K 34
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CN 101799476 B W BB B M 27/48 T

17D2 - LC

agcgttgagatgtcacagtcgecagecatectgtectgtgagtccaggaga
aagaatcagtttctcctgcagggeccagtcagagecattggcacaageatac
actggtatcagcaaagaacaaatggttctccaaggcttctcattaagtat
gcttectgecgtctatectetgggatececttecaggtttagtggecagtggate
agggacagattttactcttagcatcaacagtgtggagtctgaagatattg
cagattattactgtcaacaaagtaatagctggccgetcacgtteggtget
gggaccaagctggagctgaaacgggctgatgetgcaccaactgtatcecat
cttcccaccatccagtgagcagttaacatctggaggtgectcagtegtgt
gcttcttgaacaacttctaccccaaagacatcaatgtcaagtggaagatt
gatggcagtgaacgacaaaatggcgtcctgaacagttggactgatcagga
cagcaaagacagcacctacagcatgagcagcaccctcacgttgaccaagg
acgagtatgaacgacataacagctatacctgtgaggccactcacaagaca
tcaacttcacccattgtcaagagcttcaacaggaatgagtgt

Kl 35
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CN 101799476 B W BB B M 28/48 TT

17D2 - LC
agcgttgagatgtcacagtcgeccagccatectgtetgtgagteccaggaga 50
PCR 3191
100
150
200
250
cagattattactgtjgiaeaadgisatagctgytogeitac: 300
gggaccaagctggagctgaaacgggetgatgetgeaccaactgtatecat 350
BERX
cttccecaccatccagtgagecagttaacatctggaggtgectecagtegtgt 400
gcttcttgaacaacttctaccccaaagacatcaatgtcaagtggaagatt 450
gatggcagtgaacgacaaaatggcegtcctgaacagttggactgatcagga 500
cagcaaagacagcacctacagcatgagcagcaccctecacgttgaccaagg 550
acgagtatgaacgacataacagctatacctgtgaggccactcacaagaca 600
tcaacttcacccattgtcaagagcttcaacaggaatgagtgt 642
PCR 5|4
Kl 36
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CN 101799476 B W BB B M 29/48 TT

14D3 - HC

gacgtccagatgcagcagcctgggectgagctggtgaagecctggagette
actaaagatgtcctgcaaggcttctggttactcattcactggctacaaca
tgcactgggtgaagcagagccatggaaagagceccttgagtggattggatat
attgatccttacagtggtgctactagctacaaccagaaattcgagggcaa
ggccacattgactgtagacaaatctteccagcacagectacatgcagetca
acagcctgacatctgaggactctgecagtctattactgtgcaagaagatgg
gactgggacccttatgctatggactactggggtcaaggaacctcagtcac
cgtctcctecageccaaaacaacagecceccatcecggtetateccactggeccecetg
tgtgtggagatacaagtggctcctcggtgactctaggatgectggtcaag
ggttatttccctgageccagtgaccttgacctggaactectggatcecectgte
cagtggtgtgcacaccttcccagetgtectgcagtetgacctcectacacce
tcagcagctcagtgactgtaacctcgagcacctggeccagecagtecate
acctgcaatgtggcccacccageccagcaacaccaaggtcgac

K 37

87



CN 101799476 B W BB B M 30/48 TT

14D3 - HC

gacgtccagatgcagcagcctgggectgagetggtgaagectggagettce 50
PCR 3142
actaaagatgtcctgeaaggettcetggttactcattcactiFGoracaas 100
150
200
250
o 300
CDR HlI
‘déltggggtcaaggaacctcagtcac 350
cgtctcctcagecaaaacaacagecccateggtetatecactggecectg 400
BE
tgtgtggagatacaagtggctecteggtgactctaggatgectggtcaag 450
ggttatttccectgagecagtgaccttgacctggaactetggatecetgte 500
cagtggtgtgcacacctteccagetgteetgecagtetgacctetacacce 550
tcagcagctcagtgactgtaacctcgagcacctggeccagecagtecate 600
acctgcaatgtggceccacccagecagecaacaccaaggtegac 642
PCR 5|43
K 38
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CN 101799476 B W BB B M 31/48 T

14D3 - LC

aacattctgatgacacagtctccagceccatcttgtectgtgagteccaggaga
aagagtcagtttcgectgecagggecagtcagagecattggcacaagcecatac
actggtatcagcaaagaacaaatggttctccaaggcttctcataaagtat
gcttctgagtctatctctgggatcecttecaggtttagtggcagtggate
agggacagattttactcttagcatcaacagtgtggagtctgaagatattg
cagattattactgtcaacaaactaataggtggccgetcacgtteggtgcet
gggaccaagctggagctgaaacgggctgatgctgcaccaactgtatccat
cttecccaccatccagtgagecagttaacatectggaggtgectecagtegtgt
gcttcttgaacaacttctacceccaaagacatcaatgtcaagtggaagatt
gatggcagtgaacgacaaaatggcgtcctgaacagttggactgatcagga
cagcaaagacagcacctacagcatgagcagcaccctcacgttgaccaagg
acgagtatgaacgacataacagctatacctgtgaggccactcacaagaca
tcaacttcacccattgtcaagagettcaacaggaatgagtgt

K 39
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CN 101799476 B W BB B M 32/48 TT

14D3 - LC
aacattctgatgacacagtctceccagecatettgtectgtgagtecaggaga 50
PCR 31%
aagagtcagtttcgectgdd@gggeds 100
150
200
250
300
gggaccaagctggagctgaaacgggctgatgetgecaccaactgtatecat 350
1BEERX
ctteccaccatecagtgageagttaacatetggaggtgectcagtegtgt 400
gcttcttgaacaacttctaccecaaagacatcaatgtcaagtggaagatt 450
gatggcagtgaacgacaaaatggcgteetgaacagttggactgatcagga 500
cagcaaagacagcacctacagcatgagcagcaccetcacgttgaccaagg 550
acgagtatgaacgacataacagctatacctgtgaggccactcacaagaca 600
tcaacttcacccattgtcaagagcttcaacaggaatgagtgt 642
PCR 5199
K 40
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CN 101799476 B w BB B M 33/48 i

3B3 - HC

DVQLQQPGAELVKPGASVKLSCTTSGVNIKDTYMHWMKQRPEQGLEWIGR
TDPANGNTKYDPKFRGKATITADTSSNTVYVQLRSLTSEDTAVYYCAYDG
YWGQGTLVTVSAAKTTPPSVYPLAPGSAAQTNSMVTLGCLVKGYFPEPVT
VTWNSGSLSSGVHTFPAVLQSDLYTLSSSVIVPSSTWPSETVICNVAHPA

SSTKVD
K 41
3B3 - HC
DVOLOOPGAELVKPGASVKLSCTTSGVNI KBTFNWMKQRPEQGLEWIGH 50
PCR 3147 CDR |
SPRERGKATITADTSSNTVYVQLRSLTSEDTAVYYCAYRE 100
CDRIlI
EWGQGTLVIVSAAKTTPPSVYPLAPGSAAQTNSMVTLGCLVKGYFPEPVT 150
fBERX
VTWNSGSLSSGVHTFPAVLQSDLYTLSSSVIVPSSTWPSETVICNVAHPA200
PCR 31%)
SSTKVD 206
] 42

3B3 - LC

NIVMTQTPASLAVSLGQRATISCRASESVDSYGNNFMHWYQQKPGQSPRL
LIYRASNLESGIPARFSGSGSRTDFTLTTNPVEADDVATYYCQQSHKDPL
TFGAGTKLELKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKDINV
KWKIDGSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKDEYERHNSYTCEA
THKTSTSPIVKSFKANEC

] 43
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CN 101799476 B W BB B M 34/48 TT

3B3 - LC
NIVMTQTPASLAVSLGQRATISCRAS 50
PCR 3|#
LIVEASNEESGIPARFSGSGSRTDFTLTTNPVEADDVATYYCOOGHRDEI 100
CDR I CDR I
MFGAGTKLELKRADAAPTVS IFPPSSEQLTSGGASVVCFLNNFYPKDINV 150
BEERX

KWKIDGSERQNGVLNSWIDQDSKDSTYSMSSTLTLTKDEYERHNSYTCEA 200

THRTSTSPIVRKSFKANEC 218
PCR 3%
Bl 44
3¢7 - HC

DVQLKHSGPELVKPGASMKISCKASGYSFTGYTMNWVKQSHGKNLDWIGL
INPYNGGTSYDQKFKGKATLTVDKSSSTAYMELLSLTSEDSAVYYCARDG
LMDYWGQGTSVTVSSAKTTPPSVYPLAPGSAAQTNSMVTLGCLVKGYFPE
PVITVTWNSGSLSSGVHTFPAVLQSDLYTLSSSVIVPSSTWPSETVICNVA

HPASKTKVD

K 45

3C7 - HC

DVOLKHSGPELVKPGASMKISCKASGYSFTRVIMNWVKQSHGKNLDWIGH 50
PCR 314 CDRI1

OV DORERGKATLTVDKSSSTAYMELLSLTSEDSAVYYCARBG] 100

BMDYWGQGTSVTVSSAKTTPPSVYPLAPGSAAQTNSMVTLGCLVKGYFPE 150
CDR Il EEX

PVTVITWNSGSLSSGVHTFPAVLQSDLYTLSSSVIVPSSTWPSETVICNVA 200

HPASKTKVD 209
PCR 3i%)

K 46
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CN 101799476 B W BB B M 35/48 TT

3C7 - LC

DIVMTQTPASLAVSLGQRATIFCRASQSVDYNGISYMHWFQOKPGQPPKL
LIYAASNLESGIPARFSGSGSGTDFTLNIHPVEEEDAATYYCQQSFEDPH
TFGGGTKLEIKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKDINV
KWKIDGSERQONGVLNSWTDQDSKDSTYSMSSTLTLTKDEYERHNSYTCEA

THKTSTSPIVKSFNRNEC
K 47
3¢7 - LC

50
AASNIFESH QOSEEDRH 100

CDRII CDR I
FGGGTKLEIKRADAAPTVS IFPPSSEQLTSGGASVVCFLNNFYPKDINV 150

BERX

KWKIDGSERQNGVLNSWTDQDSKDSTYSMS STLTLTKDEYERHNSYTCEA 200

THRKTSTSPIVKSENRNEC 218
PCR 3|4
K] 48
2B4 - HC

DVQLQOSGTVLARPGASVRMSCKASGYSFTRYWIHWLKQRPGQGLEWIGA
IFPGNRDTSYNQRFKGKAEVTAVTSASTAYLDLSSLTNEDSAVYYCTRWP
YYGSIYVNFDYWGQGTTLTVSSAKTTPPSVYPLAPGSARQTNSMVTLGCL
VKGYFPEPVITVITWNSGSLSSGVHTFPAVLQSDLYTLSSSVIVPSSTWPSE
TVTCNVAHPASSTKVD

K 49
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CN 101799476 B W BB B M 36/48 TT

2B4 - HC

50

100

INEDYIWGQGTTLTVSSAKTTPPSVYPLAPGSAAQTNSMVTLGCL 150
CDR Il BEX
VEKGYFPEPVITVIWNSGSLSSGVHTFPAVLOSDLYTLSSSVIVPSSTHWPSE 200

TVTCNVAHPASSTKVD 216
PCR 3143
K 50
2B4 - LC

DIVMTQSPLSLPVSLGDQASISCRTSONLVHRNGNTYLHWYLOKPGQSPK
LLIYKISNRFSGVPDRFSGSGSGTDFTLKISRVEAEDLGVYFCSQGTHVP
PTFGGGTKLEIKRADAAPTVSIFPPSSEQLTSGGASVVCFLNNFYPKDIN
VRKWKIDGSERQNGVLNSWTDQDSKDSTYSMSSTLTLTKDEYERHNSYTCE

ATHKTSTSPIVKSFNRNEC
Kl 51
2B4 - LC
DIVMTOSPLSLPVSLGDQASISCRESONLVERNCNEYLH 50
PCR 3% CDR [
LLIYKISNRFSGVPDRFSGSGSCGTDFIEKISHVEAEDLGVY FCOSOGTHRVE 100

CDR Il CDRII

BTFCEETKLEIKRADAAPTVS IFPPSSEQLTSGGASVVCFLNNFYPRDIN 150
BEX
VKWKIDGSERQNGVLNSWIDQDSKDSTYSMSSTLTLTKDEYERHNSYTCE 200

ATHKTSTSPIVKSFNRNEC 219
PCR 3[4

K 52
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CN 101799476 B W BB B M 37/48 TT

3B3 - HC

gacgtccagctecagecagectggagcagagettgtgaagecaggggecte
agtcaagttgtceetgcaccacttetggegtecaacattaaagacacctata
tgcactggatgaagcagaggcctgaacagggcecctggagtggattggaagg
attgatcctgcgaatggtaatactaaatatgaccecgaaattceggggeaa
ggccactataacagcagacacatcctecaacacggtctacgtgecaactca
gaagcctgacatctgaggacactgecogtctattactgtgectatgatggt
tactggggccaagggactctggtcactgtetetgeagecaaaacgacace
ccecatctgtcetatecactggecectggatetgetgeccaaactaacteea
tggtgaccctgggatgectggtecaagggetatttecetgagecagtgaca
gtgacctggaactctggatcecetgtecageggtgtgcacacctteecage
tgtccectgecagtcectgacctetacactetgagecagetecagtgactgtecect
ccagcacctggeccagecgagaccgtecacctgecaacgttgeccaceceggee
agcagcaccaaggtcgac

Kl 53

95



CN 101799476 B W BB B M 38/48 T

3B3 - HC

dgacgtccagctcecagcagectggagcagagettgtgaagecaggggecte 50

PCR
100
150
200
ggccactataacagcagacacatecteccaacacggtctacgtgecaactea 250
300
tactggggccaagggactectggtcactgtetectgecagecaaaacgacace 350
BERX
cccatctgtetatecactggeccectggatetgetgeccaaactaacteca 400
tggtgaccctgggatgectggtecaagggetatttecectgagecagtgaca 450
gtgacctggaactetggatcecctgtecageggtgtgecacacctteccage 500
tgtectgecagtetgacctectacactetgagecagetecagtgactgtecect 550
ccagcacctggcecagegagacegtcacctgecaacgttgeccacecgace 600
PCR 3149
agcagcaccaaggtcgac 618

K] 54

96



CN 101799476 B W BB B M 39/48 TT

3B3 - LC

aacattgtgatgacccaaactccagectetttggetgtgtectectagggea
gagggccaccatatecctgecagagecagtgaaagtgttgatagttatggcea
ataattttatgcactggtaccagcagaaaccaggacagtcacccagacte
ctcatctategtgecatceccaacctagaatectgggatecctgecaggttcag
tggcagtgggtctaggacagacttcaccctcaccactaatecctgtggagyg
ctgatgatgttgcaacctattactgtcagcaaagtcataaggatcegete
acgtteggtgctgggaccaagetggagetgaaacgggetgatgetgeace
aactgtatccatcttcecccaccatccagtgagecagttaacatetggaggtg
ccteagtegtgtgettettgaacaacttctaccccaaagacatcaatgtce
aagtggaagattgatggcagtgaacgacaaaatggcgtcecctgaacagttg
gactgatcaggacagcaaagacagcacctacagecatgagcagcaccectea
cgttgaccaaggacgagtatgaacgacataacagctatacctgtgaggec
actcacaagacatcaacttcacccattgtcaagagecttcaaggaacatga

gtgt

Kl 55

97



CN 101799476 B W BB B M 40/48 TT

3B3 -~ LC
aacattgtgatgacccaaactcecagectcectttggetgtgtetetagggea 50
PCR 314
gagggccaccatatcctgcdgageeaaty 100
150
200
tggcagtgggtctaggacagacttcaccctcaccactaatecctgtggagg 250
300
CDR I
ttcggtgctgggaccaagctggagctgaaacgggctgatgctgcacc 350
BERX
aactgtatccatctteccaccatecagtgageagttaacatetggaggtyg 400
cctecagtcecgtgtgettettgaacaacttetacceccaaagacatecaatgte 450
aagtggaagattgatggcagtgaacgacaaaatggegtectgaacagttg 500
gactgatcaggacagcaaagacagecacctacagcatgagcagecaccectca 550
cgttgaccaaggacgagtatgaacgacataacagctatacetgtgaggce 600

actcacaagacatcaacttcacccattgtcaagagcttcaacaggaatga 650
PCR 5%

gtat 652

K 56

98



CN 101799476 B W BB B M 41/48 TT

3C7 - HC

gacgteccagetgaageatcaggacctgagetggtgaagectggagettca
atgaagatatcctgcaaggcttetggttactecattcactggetacaccat
gaactgggtgaagcagagccatggaaagaaccttgagtggattggactta
ttaatccttacaatggtggtactagetacgaccagaagttcaagggcaag
gccacattaactgtagacaagtcatcecagecacagectacatggagetcet
cagtctgacatctgaggactctgecagtcectattactgtgecaagagatggcce
tgatggactactggggtcaaggaacctcagtecacegtetecctcagecaaa
acgacacccccatctgtetatccactggececectggatectgetgeccaaac
taactcececatggtgaccctgggatgectggtcaagggetattteecetgage
cagtgacagtgacctggaactctggatccctgtecageggtgtgeacace
ttceccagetgtectgeagtetgaccectcetacactetgageagetcagtgac
tgtcececteocagecacctggeccagegagacegtcacectgecaacgttgece
acccggccagcaagaccaaggtcgac

Kl 57

99



CN 101799476 B W BB B M 42/48 TT

3C7 - HC

gacgtccagctgaagcatcaggacctgagetggtgaagectggagcettca 50
PCR 35143

atgaagatatectgcaaggcttctggttactcattcactGacEs: 100
JEEdtgggtgaagcagagccatggaaagaaccttgagtggattggaBEEs 150
206
250
300
350
1BEERX
‘acgacacccccatcetgtetatecactggecectggatctgetgeccaaac 400 .
taactccatggtgaccctgggatgectggtecaagggetatttececctgage 450
cagtgacagtgacctggaactctggatcectgteccageggtgtgeacacc 500
ttceccagetgtectgeagtetgacctetacactetgageagetcagtgac 550
tgtccecctcocagecacetggeccagegagacegtecacctgeaacgttgece 600
acccggccadcaagacgaaggtegac ‘ 626

PCR 5144

K 58

100



CN 101799476 B W BB B M 43/48 T

3C7 - LC

gatattgtgatgacccaaactecagettetttggetgtgtetcectaggaca
gagagccactatcttetgcagagecagecagagtgtegattataatggaa
ttagttatatgcactggttccaacagaaaccaggacagccacccaaacte
ctcatctatgectgecatccaacctagaatetgggatcectgecaggttcag
tggcagtgggtcectgggacagacttcaccctecaacatccatectgtggagy
aggaagatgctgcaacctattactgtcagcaaagttttgaggatcegcac
acgttcggaggggggaccaagcectggaaataaaacgggctgatgetgecacce
aactgtatccatctteccaccatccagtgagecagttaacatctggaggtyg
ccteagtegtgtgettettgaacaacttctacceccaaagacatcaatgte
aagtggaagattgatggcagtgaacgacaaaatggegtcctgaacagttg
gactgatcaggacagcaaagacagcacctacagecatgagecagecacectca
cgttgaccaaggacgagtatgaacgacataacagcectatacctgtgaggee
actcacaagacatcaacttcacccattgtcaagagecttcaacaggaatga

gtgt

K 59
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CN 101799476 B W BB B M 44/48 TT

3C7 - LC
gatattgtgatgacccaaactccagecttettitggetgtgtctctaggaca 50
PCR 3143
gagagccactatctteotgcagagecageedgagtategat 100
CDRI
150
200
tggcagtgggtctgggacagacttecaccctcaacateccatectgtggagg 250
aggaagatgctgcaacctattactgtigageaaagtittya 300
CDRIlI
ttcggaggggggaccaagctggaaataaaacgggctgatgctgcacc 350
BERX
aactgtatccatcttcccaccatecagtgagecagttaacatectggaggtg 400
cctcagtegtgtgettettgaacaacttetaccccaaagacatcaatgte 450
aagtggaagattgatggcagtgaacgacaaaatggegtectgaacagttg 500
gactgatcaggacagcaaagacagcacctacagcatgagcagecaccectea 550
cgttgaccaaggacgagtatgaacgacataac agctatac‘c tgtgaggcce 600
actcacaagacatcaacttcaccceattgtecaagagettcaacaggaatga 650
PCR 5|#
gtat 654
K 60

102



CN 101799476 B W BB B M 45/48 T

2B4 - HC

gacgtccagectgcagcagtcectgggactgtgetggecaaggectggggettce
cgtgaggatgtecctgecaaggettetggctacagetttaccaggtactgga
tacactggttaaaacagaggcctggacagggtctagaatggattggtget
atttttectggaaatcgtgataccagttacaaccagaggttcaagggcaa
ggccgaagtgactgecagtcacatcegecagecactgectacttggacctea
gtagcctgacaaatgaggactcectgeggtctattactgtacaagatggect
tactatggttccatctacgttaactttgactactggggccaaggecaccac
tctcacagtcectectcagecaaaacgacaccecccatetgtectatecactgg
ccectggatetgetgeccaaactaacteccatggtgacectgggatgectyg
gtcaagggctatttcectgagecagtgacagtgacctggaactetggate
cctgtccageggtgtgecacacctteccagetgtectgecagtetgacctet
acactctgagcagctcagtgactgtcoccecctecagecacctggeccagegag
accgtcacctgcaacgttgecccacccagecagcagecaccaaggtegac

Kl 61

103



CN 101799476 B W BB B M 46/48 TT

2B4 - HC
gacgtccagctacagcagtcetgggactgtgetggcaaggectggggette 50
PCR 3l%
cgtgaggatgtcctgecaaggcettetggetacagetttacclge 100
150
200
250
300
350
tctcacagtctectcagecaaaacgacaceecccatetgtetatecactgg 400
fBE X
ccectggatetgetgeccaaactaactecatggtgaccetgggatgectg 450

gtcaagggctatttecctgageccagtgacagtgacctggaactetggate 500

cctgteccageggtgtgcacaccttececagetgtecetgeagtectgacectet 550
acactctgagcagetcagtgactgteccctecageacetggecccagegag 600
accgtcacctgecaacgttgeccacecagecagecagecaccaaggtegac 648
PCR 511
K 62

104



CN 101799476 B W BB B M 47/48 T

2B4 - LC

gatattgtgatgacccagtctectcectctecctgectgtecagtettggaga
tcaagecctecatceteottgeagaactagtcagaaccttgtacacaggaatg
gaaacacctatttacattggtacctgcagaageccaggccagtctecaaag
ctcectgatttacaaaattteccaaccgattttetggggteccagacaggtt
cagtggcagtggatcagggacagatttcacactcaagatcagcagagtgg
aggctgaggatctgggagtttatttctgetectcaaggtacacatgttect
ccgacgtteggtggaggcaccaagectggaaatcaaacgggctgatgetge
accaactgtatccatctteccaccatccagtgagecagttaacatetggag
gtgectcagtegtgtgettettgaacaacttctaccccaaagacatcaat
gtcaagtggaagattgatggcagtgaacgacaaaatggcgtcectgaacag
ttggactgatcaggacagcaaagacageacctacagecatgagcagcacce
tcacgttgaccaaggacgagtatgaacgacataacagctatacctgtgag
gccactcacaagacatcaacttcaceccattgtcaagagettcaacaggaa

tgagtgt

Kl 63

105



CN 101799476 B W BB B M 48/48 TT

2B4 - LC
gatattgtgatgacccagtctcecctetetcecectgectgtcagtettggaga 50
PCR 35|43

tcaagccteecatctettgecagaactagtcd 100
150

aadatireeaae 200

250

300

jaegttcggtggaggcaccaagetggaaatcaaacgggetgatgetge 350

BEEX
accaactgtatccatcttcocccaccateccagtgagecagttaacatcetggag 400
gtgectcagtegtgtgettettgaacaacttectaccecaaagacateaat 450
gtecaagtggaagattgatggecagtgaacgacaaaatggegtectgaacag 500
ttggactgatcaggacagcaaagacagecacctacagcatgagcageacce 550
tcacgttgaccaaggacgagtatgaacgacataacagcectatacctgtgag 600
gccactcacaagacatcaacttcacccattgtcaagagcttcaacaggaa 650
PCR 3i#s

tga t 657

K 64

106



