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L.85&7-FRmMEaEA, Kl Fanisopling H gk B B, ik i SR PESEQ 1D
NO: 48554911741 , 5 5 H B A & /066 % /3 51 AR [F) 14 1 L [F VR4 o

2 MRPERRNE RIS AR -BRmMEED, KPR ER 4 E7E 3 HEL T HEE
.

* Pk,

 DREFEESE B RE I PUIAR A Bea AT AR, BR

* JUAEBIYD.

SARIEBFE RIS G- FRAEG ED , b & & 0S4 65780
HME SRRl ERw P o 1] 2R S s Ik

SARTER A E R 1 BME—TI L &7 -FBRmE &, Hd

o FIT IR IR 2k BT SR 465 A A R A I 7L 3 4 A 3k X e B FL B W A T AR )
B S PR R AR e M 2R T, A/ B

o JIT IR IR F2 Sk BT SRR 65 A SR AN BE AP R ) AT L SR 0 1 g B Y 1 T 7 AR ) B A
(1], /8%

 FTid 25655 - B 2 kG B 7 I e B R A A B B e K R ) R R A

AARBERAESR I BME—TRI S EGH-BRMGED, HPrRdER RE GRS 6N
CD205k A CD79B.

5. —FER-BREGED, K.

a) —Fhidk 3 H LN H A B E A A

Pk,

« DREFEESE B RE TP A BeE AT AR, BR

* JUIABIA,

b) RNAse iz 1A 55 25 BlAH B () SR B 2=,

o) ATz b , 42 P IR 45 G 70 B H 5 My I S 7 3R U B A P S B 2 R 0 RT SR R 4 A I
Rk

Hrhpriddi &7 -sREGEALEHH U FTHRPHRERZ —:

* (scFv-FC) - (k) -8R (2EM)

« IANHCAIPRANLC- (23k) - R VU R Ak,

* IANLCRIANHC- (H23k) - B E DU 2R 4k, B

* IANLC- (H22k) -B R APIANHC- (k) - R MU,

Horb ik bk R AT ke i o

6.5 65-BRGED, K0

a) —Fhidk 3 H LN H A B A A

Pk,

 DREFEESE B RE TP A Beal AT AR, BR

« JUIAIA,

b) RNAse Z A 1R 55 2% BAH B () SR B 2=,

o) AR b , 42 P IR 45 G 70 B H 25 R I S 7 3R R B A i S B 2 v 0 AT SRR 4 A I
Rk

7
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HAbl vzl
Fﬁ?ﬁﬂiﬁﬁ%_ﬁﬁﬁLE B 3 HP I AT SRR 4 A S R A I L 3 ) 4T B 2k 1) i R L
SWNTE 3277 A IR S 1 AR S 1 SR Y, A/ B
o PITIR IRk BT I I B 2R HR (1) AT S 45 R S8R AN BE MR ) A AR 3R A 1) il B A 1
T A I EE R 1
.45 0 -BREEED, KR
a) —Fhidk 3 B LN R AL B A AT
* Pik,
 DREFEESE B RE I PUIAR v BeE AT AR, BR
« JUABA,
b) RNAse iz H 1R 55 25 BUAH B () SR B 2=,
o) AR Hh , 42 BT A 45 G 7 B 45 M S 7 3R UL B A i S B 2 v 0 AT SRR 4 A I
Rk
Hrh g5 &7 - Rl G %Ef%%%ﬁ%%@ﬁ%%%%ﬁﬁ%*%ﬁo
8. 456 -BRmGER, K0
a) —Fhik 3 H LN H A R A }Dfi%/u\
Bk,
« DREFEESE B RE I PUIAR v BeE AT AR, BR
* BUABA,
b) RNAse Z A 1R 55 2% BUAH B () SR B 2=,
o) AR Hh , 42 BT A 45 G 7 B 45 M IS 75 3R R B A i S B 2 v 0 AT SRR 4 A I
Rk
Forp ik 8 A 45 5 77 45 & ANCD20E ACD79b.
9 MRIERFNE RS BE—TIN GG H-FRAED, KPR hE R & A H
DA 2H B ) 0 1) B 2R e L E M e B
» )\ZBRH 2 (sarcin) ,
s EPRHI & (restrictocin) ,

* anisoplin,

* hirsutellin,
e clavin,
2 R (mitogillin) ,

* ageritin, &

« K#fi# % (gigantin)
10 AR RAN ZRE BE— I 455 7] - TR Al & 8 H , Hh PridRNase 2k H H LR

H BSCR) 2H 1 7 3R S 1 B

* Onconase:rampirinase,frog rnase
* RNase 1:ffiRA%HEA%EREE (SEQ 1D NO:57)
* RNase 2:JE5rb A% HE 1% PR I
* RNase 3:MEERMEALANMIBHES 18 1 i
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* RNase 4:ZHEt%IREG4
* RNase 5: Il 43 (SEQ ID NO:50)
* RNase 6: (% HEA% B BEKG /A% HEA% B B T2 / A% B A% R Tl K3
* RNase 7:iZWEXRRNET/ I BERZIRIGA E1, DL K&
* RNase 8: 1% PHt%IREES.
L1 AR AT R AU ZORAT — T 45 & 7] - B R
TEYE B A e A
12 AR 48 BTIR AR ZRAE — TN &5 & 71 - F R At & B, b Frid e 1E 32 sl 40 i
K EMHEE Nicotiana) o
13 AR 48 B IR AR ZLRAE — TN 256 71 - TR Al & B, 3 o T id w2 Sk sl T ik IR
BRI P RSB AL ) ik B DA 2R 2 ) 2 D — AN R AL
a) WA/ Bl g i o B Bl AR AL AL
b) 4 o B B AR AR AL R, A/ B
c) I 2 T8 £ AR R
14 AR 48 BERACR ZRAE — TN ES &7 - RS E B, rid R E & 20— Fiae
5 S TN - SR
15. — M -EY), H 200 5 TR BN EoRAE — T &5 & H)-FaRa & Ea , LU
FEade dh —Fh e 2 M 24 o b AT 2 U ) o
16. —Fhdl &, HA S (1) ARIEAUR BR 1 8 1ME— TR 45 A 77 - 5 K ah & & A el ¥4
MER SIS, M (1) — el 2 5 SR T iE AL &4
17 RIERANE R BIME TS S/ - R a E A, SR ZR K H &), 5L
MERI16HH G, (H Tl 259, Brik 25%) 1697 NEEhPrxt Sel H T35 A\ 5izhy)
XFR LT IR L, BTk ) R
- BH
o TR AR AR L /B
R AT AR o
18. —Fia s NsishPxt Rl il N sish Pt G LT i i 773%  Brid ot 4
- BH
o TR AR AR R, /R
RAEBEANE AR , Bk J7 ik AR T IR T A AR AR PR RN R 1 B4 — T 25 &
- FER LG H E BUBCH ZR I H &9 BBCR 2R 16 A 5 .

I EEA, TRE G- R A E AT

=l
=l
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BEERSEDRNAse N ERRBESH

& BRSUE

[0001]  AHRIE P S 45677 - B R Al -G 2 I Ak

[0002] K EHIy &

[0003] ‘ZHAHEZESFIMBRMK AV CALAVERIT & ok, MARERE BN FEA
XSG B AP - 258 - 251 (ADC) ZRAAER , il Bk 22 28 6 T 22 4t g
BP0 ) 5 v B A 2L ol o X 8 24 W 2H A B o P e A L e 4 L PR S PR A R AT )
BT, IR SEERA , [ ORAr (g FRZHZA

[0004] {75 4R 75 238 (13X Fh S A4 Sk g AN 7] (1) Jir g 288 4 2 (4t B 4 (R YR 7 e 48 o DRI, A R
[ —A B 2 e XA R8T S Ak

[0005] AU B 55— B B2 e o PR AL B AR B = S R T IR

[0006] XL — B B I -5 R A K B I ST ACR] 22 5K 1 773 A 7 20— 2. B BRI
BRIV R HARSTT %

LIRS

[0007]  #EPCTHITEPCT/EP2020/054263H A FF 1 F T4 Jx BH A A4 RURAASS 12 S5 it 1) 7792  H
PN A IR | P B A N AR ST o e A T I e SORA S 7 8 AR A T R — 58 43« i 2
W, PCTHITEPCT/EP2020/054263 () SCAS it T+ A 135 H 44 L A T N A B — 377 -

[0008] WA [ St 77 &

[0009]  FEVEAHHH IR A BH 2 1T, I 24 R A A i B AN BR T I 4738 11 2 B ) A o A 88 9 B
FIT 4R ) 05 16 R A B B, BRI g 33 A% F 25 8 R0 0 3 R LA AL, o 30 17 R A , A ST A B R 1EAY
F TR e e STt 7 2 1 B 8 A B LR BR ] o 0 20073 R, W0AE 3 BH 5 80 B B ASURI 225K o e
R, BB A R R Pk A dE A/ EUE B R R AR BTN SO
TR E o BE ALY AR , 7625 U e I S EOE B TS 0L T G R A B X LR
GilKIER

[0010] 3 3 B A , A ST B S0 77 58 FF AN B0 o5 49t 38 A D AN A HL DTG 1) B b S i
Fo— AN TT RVHE R AE AR B AE 456 A U B e STt 7 SR A FF - i SRAE — Fh i
OUR R ERHER 5 — ANt 7 R — R AT A5 5 — S8t 7 R — i AT, WA A
N UK BRI AN — 8 IR TR R IE AT 5 Frid ) — St 7 6 — il AT A AR
N TR BRAR , AS FRE 1 B R R H e ST T AT TR RRAE  H AR TIE R E
[R5 B T 4 1 BH 5 DR FFLE T 428 R M PN T 32 XA

(00111 g4k, AL 51 H I F52 A SCHR 1) P9 2238k 51 B N o X 0 HdE A T A FFhn i R
IR TTVE I BRSO AR X FE AR 0 51 H A EE H BRI A TS
B Ik K EE

[0012] AU B St 77 RAEBURE SR H7R H o

[0013]  AR¥FE—SLiti 7 &, 84t 7 — M A - RmEED, KA Fanisopl inBHE
PR B AR, BTk 45457 - T R Al & B AR PESEQ 1D NO: 4884915 R )7 41, B H:
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EjSEQ 1D NO:48849.84 2 /166 % /7 71 41 [H] V1 [FIJE4 o

[0014] AR —/NSLiti 7 &, 4t T — Mg A - R EG E A, LA Fanisopl in[FIEY)
BHTE T R B ARk, TR 45 A 77 - BE R A& SR B S AR HESEQ 1D NO:51.528053 1 8 5
3, B 5 SEQ ID NO:51.528%53 B A5 327166 % 5 #1|AH [ 14 i [ J5 4

[0015] AnisoplinE—MEEZMEEETER, /£ H AR bR R0 % WS EE
(Metarhizium anisopliae) ;=4 . 2B R (M.anisopliae) £F18004EAX G B vkt FH /N3¢
B AT IG SIS D , B TP SR AR M AR 245 21 T AROR I K R L Bl , SR AR
(M.anisopliae) th sy — Fd X B A A7 38 10 & A5, T2 i X b 7 42 i
(Anopheles gambiae mosquito) 55 BLAFIEREEAA , R XS A% HUFRI T 2 1 1 H B REL RS 1 42
GHIREALSTSTIOE A

[0016] 324 M1k, AnioplinfiRAEPUIMIE VR TT I 5t N3 THIIR , U RIE NG A - R
Al AP IR AT AR RN E R R T anisopl infEX EUFHL R I 77, 7
A N VF b R 2 55 2 B & A 1K e 3 B e 1 o

[0017]  f#E—dUsji )y b, rid | R 741 5SEQ ID NO: 4884984 =67% .=68%
69% . =70%=T1%.=72%=73% . =T4% . =75% . =T76% . =T7%.=78%.=79%
80% .=>81%.=>82%.=>83%.=>84% .=>85%.=>86%.=>87%.=>88%.=>89%.=>90% .=
91%.=92%.=93%.=94%.=95%.=>96%=97% . =98% . =99 % M &% 100 % K]
HIARFEPE

[0018]  ARHE—ANSiti r &, BTk B 1 &5 6770 B el DL 2R 4

[0019]  « A,

[0020]  « {REFHELE A e IR A BEEATAED)  B)

[0021]  « HUfRBLIUA .

[0022]  AR¥E—SEHtiTE, R4 EH - SR EEON S HES GRS WESHER
BUS R R TPRL S 1 AT R A A O R I ik Sk

[0023]  AR¥EPrR L&) - T RA G E AW LT &

[0024] o Jfpadt k42 Sk Bl R 2R i 65 ) 338 PT A5 Wi 7L 300 A 4 PR 3 2k ) Tl ey L B Y 1 3 7 AR
) bR e M B A AR e MR SR, /B

[0025] o FiFidS Bk Sk il o] 2R e 465 A SR AN B A AL 40 400 PR 3k 1) Bl AL A s 7 AR I B Y
fig, An/ux,

[0026] o PR &5G 70 - B3 2Rl A R 7R G (P A 40 M B0 L R RS ARAE) h 3R
[0027] ARSI AR N AT — 57 75 R 2 BT kB 3k Bl R 25 2 P A T R A
FARAN O] Bl AEL D 20 B 2R T8 PR i B R0 1 6 77 AR I B SR IO 26 2 5 77 & WL AnWi Thers
N (2016) o BEAh , ASSIUR AR N 51 0] DL FH & 5 20 2 B IR JUA 82 Sk B T S 45 i 32 7
A R 7L Zh A7) 40 B T 1) P I L B e 3 A R R e 1k B R e 1 A

[0028]  AR¥E—ANsiiti r &, BTk B 1 T 45 67745 & A CD20E A\ CD79B.

[0029]  ARFEA BRI — L, 67 -FRMEEAR DS

[0030] &) —Fiidk [ i DA 2 RR P 2H 1 B 1 ol 45 671D

[0031] = Pifk,

[0032]  « {REFHLE A e IR BEEATAED)  BR

=
-—
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[0033]  « HLAAELIIA,

[0034]  b) RNAse ix B4 B 2 B B S5 55 3%, Al

[0035] ) fFadedh , K ik &5 G 791 Bl HL 5 ) 4380 15 B 2 B 25 7 iR 2 2 v 000 R SRR 4 4 B0
LRk

[0036]  HRHE—ANJ7 I, IX PR A7) - B A A B R B B DL N R A R TR R —
[0037] ¢ (scFv-FC) - (k) -8 & (2R AK)

[0038]  « B/ NHCAIPHANLC- ($23k) -BE A DU R 4K

[0039] < PHANLCAIHE/NHC- (B23k) - BE &R MDY SR Ak, 5%

[0040]  « BH/NLC- (B23k) -BERAPAHC- (Bk) -F R MDY Rk

[0041] L Hb BTk 2 Sk AT e

[0042] K178 T A REMZ &) - s R Al & & AT ARk,

[0043]  CH,= = HE1H EIH3

[0044]  CH,= S 1H & 52

[0045] v, =%y 4RI

[0046] V= 5 A] AR

[0047]  FC=HURFCLE #35,

[0048] LC=7%3%%

[0049] HC=HE4%

[0050]  #R#EEE— LM TTTH

[0051] o Bfr it k42 Sk B 5 B 2 A 110 T 2R A 4 ) 38 ] 0k ol L 500 4 4 i 2 0 1 g Bl 3L 30
YITE 327 A IO R S 1 B AR S e R, AN/ B

[0052] o Pfrid k2 Sk B 5 B 2 A 0 T SR AR 5 A SAS R AR A A0 M SRk ) g B A 1

7R NIRRT o
(00531 ARyl — T i » I 45 45 5771 - B 2K Rl £ B 1 £ e L (V0 R A R e e 1 B R AL A
Rik.

[0054] #RE— 7, XFE G -FBRMEEQ TN EA RS GRS ACD208L A
CD79B,

[0055]  CD79b (B4HAEPL S 2 A E & WHH Rt A BHE) & — MR EH , S SRR RN .
CD79b HBAM L 7= A= . & 5 CDT9a %k A il it il 5 2 AHIE - X Ee 3 SRR S SimT gMEk
mT gDV 2 () B4 G Pk 4 &, T DL IR 25 & IOIBZH i 52 4 (BCR) - CD79b358CD79a M i BR 1L -
PR S )G PUR - PUABCREE N 45 - CDTIb M AL « L B AT — AN 41U N TTAMBE 7, ZEBCRIK
I JE 456 B B S yk B Ly n 4% B IS yk B Ly n i B2 AL o

[0056] Hashimoto et al.Immunogenetics.1994;40(2) :145-1491 XA JF T CD79bHI 4
J¥ 51 CDTIBI1) &K [ Joi 45 45 FAAE AS Sk A 3 o BT 0T CD79b I 35 — /N d4 (BR) FRASNS,
J & HOkazaki et al.,Blood,81:84-94(1993)) AJfF.Polson et al.,Blood.2007;110
(2) :616-6231F 18 1 il &5 X CDTOb I FL AR 25 M8 &) (ADC) BRE 20 G e 35 3R B P Re o 28
— AN NI HICDTIbHLIA (Polatuzumab) FEUS8545850 1A I o FEIXAN LRI, i A TF T —Fil
5 51072 2R 1 (Polatuzumab) 3% 2 MMAE FJADC o

[0057]  Bibk 2 4 B b i CD20 8 3R ik T~ Fr A BA ML i 2R 117 , Mpro-BEAFF 46 . /£ A5+, CD20

7
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FHMSAATBE R d i o 1% 8 VA LRI R AR C A , H Ty e A S S B A S8 B 25, e il 72
B0 TR 1 B S o JHE S A0A 70 14 241 A 6 v 1) 405 38 38 - CD20FE A PR S5 A LA 75 5t R H
CXCR4/SDF1 (CXCL12) LK 715 5% 5 F , LR AE LTS 5 T CD20/ 4> ¥ D e 5 B4R 52
14 (BCR) HIE 5 4% F A 1) AH SC T

[0058]  CD20/& ¥ g FE B AR F| 2 E Bt (rituximab)  BEEGER #.PT (ocrelizumab) B %
PR HPT (obinutuzumab)  BYEAKR HPT (ofatumumab) & 5L BT (ibritumomabtiuxetan) .
FEPE ST (tositumomab) A% % & B4 (ublituximab) FIHERR , EATTES &6 V7 Fr A B4 i
IR ELJRE IS AHBAH A1 5 1 B 3R S0 B P 0 RV PR 240 o I 3 S AR 7 30 A SR H
HIRm R, ARG H T, H H N EAR KB BT SCH A

[0059]  4n A SR H, RAE “B bR 8 17 W S — 4 5 20 W6 1) G A0 A% 0 A% IR 1
(RNases) o H i 5 25 B R AE A2 FLTE FUIRR 5 1 o e AT e e 2R A A 37 ai O < 21 v R 300 1)
rRNA ) A R T8 PR DR 2R Vi A% M A o T 7 28 g 30 e 0 o R S A P Ae o SR T
IR mMs R B, Ho A0 e 1 N A R 3L BEAR (1) 40 B4 e R 45 AR M B3 A o IR Nk A
JSCHAE FH )9 E sl 2R (1) A 3R

[0060]  FiTf AN RZ BEAR BE R AR 2 HH 130 2 150N & R IR A R i & 1 i, HoAL = 2 DA
ANFBA F e mntr: — 8- & GEEF O ERAL B) Fl— AN a- 185E . 25 1 HE
H5HE RS 5 RNase R AL, FFM e 7 — A2k, Hodw 35 44 AR 2 K ith 5
(Aspergillus oryzae) JRNase T1.iXfERE T AH A BEAR R RN Jy 2 iz A 1 s AR
TN H =SSR EAE R T HAE R I IRe 2 7, R AR R 207 i IE
ML, A T SR Hh , X ReA 5 40 Ho iy 47 H o X B A ob 4 B 2 88 40 ST iR n g f
FLAE NG0B iy iy A AT IR RR B I 5 DA A A8 Lo B 2R PR AR BB AR AR e M ARRARE

[0061]  AZWEAREE R ARMEIZ 4 9 1hRAE B B 40 B 41 3L B RNas e 2o A5 11— AR BR B L 1) R i
RNA, T ANE LB AT o 458 F A%, 9 nGpA , 28 UE B JEY) B IR e 5E 3 -5 FIWT 3 2
B T AR R TR i A 1) FAOIR A TR AR Al S AT AE )37 - B BRI , 1% 72 FITidk S B [
I AT K — N R IR AL S N, B J5 A X AN AR TRIAR B K g o DAL, 3K 6 B [ 5T RPR
N IR AL TR G o

[0062]  ARHEAN[F] ) Lt 77 22, P ad A% W A B 25 A2 128 H Bl LT 2R () 40 1) B 2 B 1%
Bt

[0063]  « \BEKEE (sarcin),

[0064] < FFREI A & (restrictocin) ,

[0065] e anisoplin,

[0066] * hirsutellin,

[0067] e clavin,

[0068]  « 22 LB FEE (mitogillin) ,

[0069] e ageritin, X

[0070] - KA % (gigantin) .

[0071]  CAEVF 2 AS[A) ) SRR HhoAs U B0 A% BB AR 55 2R, 09 B U JE A ] & A A, (A
fE AT 7 Ho =R ) = GE S5 ca- \ B BRI = R PRI &= Ahirsutellin A (HtA) o By AP
(7 H E il 2 (Aspergillus giganteus) flJE R & (Aspergillus restrictus)=4E) JL

8
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F5E A

[0072]  FE—/NSEji 77 H, TR AL B 3 3 R a- )\ BRI = BLEE B

[0073]  FFAEAIA Ha- )\ S BREH 2= K, H S LAUni ProtAR IR £FP00655.Q7LVR0. 014446
013323.013324.013322.013325.A0A0G2DUB2 % % o B AR A< H1 175 F (1 — L& S5 it 4] 4
P00655 , {H [AIFF AT LA L e )\ B BREA 228 0K - B N 0 mT DUs e 47 (1 TAE7E & 3 194K
I P2 3R B R AR AR . )\ S BRI 2 10— AN s Bl P ZIFESEQ 1D NO: 56145 i, /s th H 2
S AR . SEQ 1D NO: 557 H B A= 7Y,

[0074]  ZE— /NSl 5 B, FTiR AR =K &hirsutellin A (HtA) BUHEVEME B B HEAH
B 0w R B 7 A% 2 B (Hrsutella thompsonii) P24, /N, 5 HE B KEI#Z%bE
R R AR R25 % (W7 AR [V R A i, AR B T SR I BT A T RERHIE « AFLEAN [H 1
hirsutellin AZRR, HSZB#EUni ProtAn IRAF R A :N4VY63,P78696, A0AOB4HUAL,
AOAOB4FSP6, T5AB58, AOAOB4EQU3 , E9FCV0, AOA014PJ J6, AOAOBAGG41 , L2GOX6 , AOAO63COY4
AOA179FJ94,A0A166WTA3,A1CDHS, I8AC84,A0A364MLV5, A0A4Q7 JNA6,Q8NTP2,Q8NJPO,
Q8NJP3,Q8NJP1,Q8NJN9,Q8NICT7,E9E2C8 o H1 AR A i HH [ — b S i 451 fif FHNAVY 63 , {H [F] A
AP Ehirsutellin AZRAR ARSTEE AN 53 0] DU 3 80 TARLE % B B £ 22
HEIXAE AR SEQ ID NO: 4725 i —FunfIPEMhirsutellin AJFS1.

[0075]  FE— ANkt S, Frid bR B R R RIR il B R (AR AR oy 22 R fY &R
(mitogillin)) BRHIENE F B (UniProt4niRAF: P67876) .SEQ ID NO: 2745 Hi Jm PR il 1 2= (1)
— IR

[0076]  [RIFE AT LA A H B AR A o AU AR N B3 AT DAIE Gk T ARAE & B B8 e v 4k
BIXFE AR

[0077]  FE—AsLitir B, iR bR s R 2 clavinB i G/ B AFEA A B clavin
AR, Hoor 5 PLUni Prot AR iR £FPOCL70.POCL71 EOYUCSAOA4RSPRX 1 .AOA4R8TOU3 . U4KUS6
AOA4R8R208 .\ U4KUQ3 Jx % o [FI A% AT LA A B AR 4k o AR A4 AR N 03 i LA el o L TAEAE %
H 5O R R B R AR

[0078]  FE—ANSLifs] H , 2 HE R BE 22 KB & (gigantin) BILVETE A B (UniProthnifl
FF:PBT063) o [A] ¥ AT LU F B A A o AN Qs F2 AN 572 ] DAIE Ik 8 R AR A8 & B 1 2
HR B IX AL AR A

[0079]  #E—ASLHti T R, Prid % B R 5 R R anisoplinB & 14 v By (W WnSEQ 1D
NO:48, FISEQ ID NO: 49+ B ARA4A) o H i o — M R HUm R AR (B 7 (Metarhizium
anisopliae) P74,

[0080] WA SCHT A, RIE “KiMERL IR G (RNase) ” V4 K — ZH AR A0 RNA 4 AR 1 B /N4 43 PRI R s
i (C“REBERLTRIG”) o 2 BERZ IR ] 70 A% BE AL IR N VI A EZ B A IR ST , 60 5 EC 2.7
(R RR AR A3 . 1 K AR B2 A (1) LA ISR

[0081]  ASTATFIIAZNERLER N VIR ) 3= ZER AN F -

[0082] EC 3.1.27.5:RNase AJ&—Fhi H T HFFCKRNase.RNase A (54, 24 g AR A% 4 4%
FRIEA : PDB: 2AAS) A2 S0 5 1 F 04 B R[] I B 2 — 5 20 25 L 10— b 5 v 2 o &4 kL ok 72 B
VI, BRI FRRNase AZ AMPAT A BEER AR VE  FLRr 5 T B BERNA  HE R AE AR BT I CRIUAR 2
(137 - Ky, e 238127, 37 - MR BB R v (AR T 3 - B R AL 7= 4 o FL3E P AN 75 BEAT A 4l
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Ao

[0083] EC3.1.26.4:RNase HJ&— % blit% BN , 2L f#DNA/RNAXBE 4 1 (R RNA DL = A4
ssDNA.Rnase H@&—MaEfe % iE W UINE , fEBE 45 & 1 &8 & TS E T, 18 7Kg
HLAHIE AL RNA R Z2# . Rnase HEE F5° -BERRALF=4

[0084] EC 3.1.26.3:RNasellT & —MiZtitx IR~ , H M AE JFAZ A2 W b i 5 10 22 it e+
RNAEE T Z4f#rRNA (16s rRNAFI23s rRNA) o HiA W4k Rnase FIXUEERNA (dsRNA) -Dicers
I AE4 72 AL 15 24 iR pre -miRNA (K 60 -70bp) K5 H %4k ymiRNA (22-30bp) , mi RNAFH 1%
S 55 3R 1 FImRNA 7

[0085]  EC%i*53.1.26:RNase Ljg—MTILERIEZINAZIRES , BWOE 5 BN 1A
RNA.

[0086] EC 3.1.26.5:Rnase P& —Fiixbiix iR , HoMURE A AE T HJg — Mz - —Fh LA
L5l AH R0 77 78 A AL R - DI RE 2 — R N — 2k BE I pre- tRNARS " B U] R Al
F 7% . Rnase P& H AR FRC AN 2 8 B2 — (03— P AR AEm
Rnase P 0t 57 4= B I HE AT 14 » 4 0 ey 0 4 22 T 2E Rie , ot A S I 3o 5 e i & 65 T B 1
M R G0, H o B IX AN RGN KA I Re 7 1 o Bl I — P2 B B i AN A RNATIRNasePTE
Ko

[0087]  EC%#*53.1.:Rnase PhyMs24F5T T HLEERNAMJF 41 o HEELAAE AR B XS TAFIUSR 13
Ui o

[0088] EC 3.1.27.3:Rnase T1/&HrR T HEERNAM T 51 o LA AR B XS IGHRIE I3 Ui o
[0089] EC 3.1.27.1:Rnase T2/2%F5 T HEERNANIFF1  FLRLAR AT A 4N IR 211037 by , (H
LS ZLARA3 i o

[0090]  EC 3.1.27.4:Rnase U2/2HE5R T HEERNAM T 51 o HALAR AR BL XS AR L3 i o
[0091]  EC 3.1.27.8:Rnase V5T 5Nz nd A1 58 FR £ RNA

[0092] EC 3.1.26.12:RNase Ej&—FiEYIRIE AL BEAZ IR EG , L1540 B8 [ SOS N 2 , 18
Tk e S A A1) 22 Fh DR (R Re A/ Lex AR [1)AE 5 7% RIS AR T0E SOSHL I , 5 EU A 73 24 1) %
iz 15 1k DL S BIDNAME ., AT B2 DNAG A% (/) B35 o

[0093] EC 3.1.26.-:Rnase GZ5INT.5s rRNARI16’ - Kt o Fo 5 Ye A7 58 F 40 it 5y 24
B R AN A 20 ot b 22 R B 2H R 43 22— o FLIE B W AR LR 53X A S5 A IR T B
[0094]  AZWHAZER FN DI 1) 32 BR A

[0095]  ECHSEC 2.7.7.8: L IRWEIRILEE (PNPase) H A IR NI MEAZ T IR L F4 72
A (1) T RE o

[0096]  EC4w5EC 2.7.7.56:RnasePHEA LR IMIRGFIAZ H TR B B MG 1) D fe

[0097] EC%%53.1.2?:Rnase R&Rnase 11 V]IE &%, 1H 5Rnase 1IA4A, K] LTE
WA 17 BT B BA =SS M BIRNA.

[0098] EC%%'5EC3.1.13.5:Rnase DZ Hpre-tRNA3 - £-5" N T.

[0099]  EC%4i53.1.?2:Rnase Tx&VFZ A ERNAMNS 257 U ) F Z Tk .

[0100]  EC 3.1.13.3: FEAXMEAX R MG 2 T 4% 1 IR AR N A% TR

[0101]  EC 3.1.11.1:#%XWEtXIRSMIIEG DI FEREERNAMNG 2237 FE AR , AAFAE T HAZ A+
[0102]  EC 3.1.13.1:FEAIRIMIIEG TR AXNE LR S V) 11 %5 VD[R] R4

10
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[0103]  7E—b5jifi &7, RNasedst H B PA N 414 :

[0104] e« Onconase: (rampirinase,frog rnase) :Onconase A [E] AR A A2 LE , FLs2 451 DA
Uni ProthriHfFQ8UVX5.Q918V8.Q6EUWI.QEEUWS .Q6EUN7ELP22069 K % .

[0105] = RNase 1:[lt% % meNG (9 WRNAse L, 5l fiUniprot RN AFP07998 ; W45 1 SEQ
ID NO:57)

[0106]  « RNase 2:3E5r-iiVERZFEZIRES (7] IIRNAse2, {5l inUniprot AR IR fFP10153)

[0107] < RNase 3:FERRMRI4NMIPH T8 (] WIRNAse3/Drosha, {5 W1Uniprot Fr 2 4F
QINRR4ELP12724)

[0108]  « RNase 4:#ZFEIZIRNE4 (] WNRNAse4, 5] 4iUniprotAR IR FFP34096)

[0109]  «RNase 5: M4 A& (FIIIRNAse 5,1 UWUniprotkRiHAFP03950) , W5 f1SEQ
ID NO:50)

[0110]  « RNase 6: 1% PEIZIREGKG/ 2 HE L IR B T2/ % Wi AZ TR BEK 3 (7] inRNAse6 , {51 4
UniprothriHFQ93091)

[0111] < RNase 7:MEZIREGT/ % PEXIREGAEL (5] tRNAse 7, I @1Unipro tAx AT
Q9HIE1)

[0112]  « RNase 8:A%ZWEIZFEEMES (7] IRNAse8, {7l uiUniprothn iR fFQ8TDE3)

[0113]  _LikUniprotAsiRFHAH T~ H 8 o [FRE AT LS H e AR 4R o A3k AR N R m]
DUIE I M AR AE % B A2 R R B R ) A 44

[0114] 7 — LSyt 77 S8, Frid IR Sk B iR 25 2= H 1100 M 2R 466 ) 338 T e Wl AL 3 P 4 L 5
1 () il BT L S0 T 2 A R R S P AR S P 2R, AN T R ) A i S K 1) g A
YntE e A R

[0115]  FE—ANSEHti Ty B, Frid &5 & 77 - s il & B e e 3 Bl A b A4 . Ok
W B T B e 1, X SR A L Sk B R AR IR T, Pk e Sk T AR M 1E A
AEAE IV AL IR ZLAR  FE IR FRIB LN, G2k 7= R 1) B 3P 8, [F I prid vl S84k e
V5 R AR N PO BT

[0116]  FE—/NSEi Ty S, ik 455 71 - 25 2 b & B 1 CE W L sh P 48 i anCHO Hh = A=
[0117]  fE—ANSLH)7 &0, Y18 3 B Y A0 i i g g G Ho2 Frik &5 &7 - B R G
I AR R 2 A

[0118]  fE—ANSLHi )T S, Y TE 32 SR ) 40 A id it g h G Ho 2 Pk 45 & 77 - B R Al G
A B R AR

[0119]  7EW02020169620 $& {1 5C T-FEAE Y1 3= BAE Y 40 B H g ) 8K AR IE 45 & 7 - 5
RS EARIERE 58 TSR H BN A IR AR

[0120]  fE— NSt s b, Frid /A 1 £ e AR H 58 (Nicotiana) o fEARSC
W, FEIRER AR — AN St 7 S8, B il T 2 Sk B 75 21 1 0T SR 465 1A A R M AR A 2 R
I PR B A A 7 A B AR AR L DX T =0, A PR A Y 4 B B A T A OR T T ER
TAER-BREEANA T ZNRE N SR R =,

(01211  FE—ANSLH)T S, 5 B A% IR ) Ja A 2 fil 1) P R R 4 B HEL A 4 A 2 P 2 4
A RH SR, T H A SE A (Chlamydomonas reinhardtii) HIH444 . £ 55—
AT S, 5 PR A R R S A f 1) B s AL B Y A B R ) S A A R A, B

N

11
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T B S, J0 AN & SR P A 8 (Chlamydomonas reinhardtii) FMH4R44,

[0122]  FEFrid 85 E B 45 6500 & PR 2k BE 22 25 BE I 0 — N SEHti T 8 b, AT DARIE S ik
MMEIRI R, B — NS i TR 8 [ A SR — i BB RN = 2 TR,
T 28 =AM B e BT iR 8 1 i 45 6 1) 38 B 2 A2 H TR

[0123]  “F3 M JF 317 0T 155 MR AR E 218 X L8 5 3l 1 7EA7AE A 5 B J50RI 3BS BX
I ZAL 2 RS TR AN/ BUK B S T B B Rk AT R AR M B IRDNA T 1) o 3X 1 75 o
XTCBE VRGN T IR FTER K TR R BER L R K e RO (EANBR Ttk TR 40
Abdel-Ghany% A (20154F) Fr [BlBRAIEUS 10344290 B2H BT isH & (I A0RE , 3 5 2 ¥ 38 5 5
HFIFANAR 5T )G 8 FEIEEA R TALIZE A (2019) R A i 5, N s 5
FHANASL,

[0124]  JHEJE (Nicotiana) ¥ 5 A A - CL 4 0THIR B A W) B ) A0 B i3k 47 1 I3k, DA =
ABEMARERITHESEGH-BRMEED, TG EAU S ESR ek ERE T ER R
FRM/NsFv B (Francisco et al. (1997) , J2US6140075A,

[0125]  ARAEA A& BRI 55— SEiiti 7 58, Frd A A A2 %k B HH DL 4R 2 ) 22 20—
LERZEN O

[0126]  « ¥ HEMKEL (Nicotiana tabacum)cv.BY2,

[0127]  « i@ MK (Nicotiana tabacum)NT-1,

[0128]  « fIEF S+ (Arabidopsis thaliana)

[0129]  « {iH# b (Daucus carota) , F1/E{

[0130] e« /KFg (Oyrza sativa) »

[0131] ¥ E N (Nicotiana tabacum) cv.BY2 X 44 MHELBY - 240 g fllcv . 34 38 4K 5L
(Nicotiana tabacum)1(NT-1,BY-2/J8blftR) & RSk 6 Pod ALK PR 4R i , 76 78 2 1 3%
FRHEAR P TR 56T, HB = W AE — A N3 D0 10O o T M ok 1 ot b AR g 40 P i 57
MIERAE » UL S TE RS T F2 A 9 40 i i 55 F2 W) O A (FE VAR B 77 B b AR K I R AL gl i B, B
FEEFEEA T A T YD A M I 8 AR VDR M) o EAR MR B i 2, A A B ST IR
B AV DU RV AR R 7R Ak o R 4 B S B A S e A AR DL R

[0132]  PrilBIRYAE M) R Gt bk T N SR e He La il Bl o b T~ 28 W 4 AH X 18] 51 H W] 13
M AT Ak R B8 72 TIN5 5, 9 AT DURSCON B A 58 52 2% A W A () v T) 20 3R - A A 4
A 22 SR O 1 AR A ok AR AR A, I HL e T 3 B AR v 4 () Joi 1 R v AR KR
M AR = S AR Y R 4, AR A T A0 M 1 — AT N RRIE - B R AR K )
(f ) BATART 50 23 PN BX) 4 B 2 28 11 22 A M (S A B 0 P B e i AL 0 A P — 26— i A A B0
GARAFARH A 5140, 15 5k 40 I 1K) A Ss AR MERI 9T 5 DR D9 22 4 M A A v ) R A 2 i 5
AN [A] o H FEBY - 25541 ffd B 7 45 FR D AE LN A0 i R L IX 7K F BN IX Bt S fR At R4 e
R Gt , RN BEBY - 240 A7 b 2 18] 47 9 3E 5 AR ARL o AH AR 40 BAT 9 1 5% il 78 = W 9F:
AMEAE TERERE Y IS 4 2L (R, 78 B 30U W82 B AT AT AR (&R v DLEE St B OG,
F HLAT DU 5 3% 67 2 X6 o) 1) s B 3 s AN AN A T3 4 o BY - 2HINT - LA g AH 45 DL 78 70 B
fip 220 1T I, S R IR S B R R PUAR B ERIA (Hel lwig%F N (20044F) o b2 T7 72
7t Hakkinen 55 N (20184F) th A, LA 3 51 F R A A,

[0133]  Torres (1989) Wit VA% b 41 2175 7Y (Daucus carota) 7%

12
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Shaaltiel&§ A (2007) Wi fdi FH AL T- A2 b A B 3RIE R G0 A 77 i . X £8 5 55 1 Y 25l il
gl FHIFAAR T .SantosZE N (2016) HK4EHE N (Daucus carota) fl/KFG (Oryza sativa) /E
NEERETHEYA R RE RS AT G, HAREE 5 HHAAR L AEPlassondE A
(2009) H1 A E M E (Nicotiana tabacum) «#LFJF (Arabidopsis thaliana) /K%
(Oryza sativa) P EHE A A=, RN FED 5] HIFAARL.

[0134] ', A W AT FH TARA A A it pfr, G o420 40 P ] P 3 T3R5 41K 22 iR RDNARY
TR AL T AE PR AE ) A M 35 5% 2 A T 35 7% o T4 0 s P R AR Y A 2R3 5 57 R AR 1T
JRAE T DU FH A 2H 233 77 s AR A AR B 57 TV

[0135]  ARAEA A& BAI) 73— ALt 77 22, Frid Y 2 A IR JH 5 (Nicotiana benthamiana) o
TR SR P PR B = A anfEDanie 1145 N (2001) AT, H A 2@ 1 51 H H AL,
[0136] W] DA FE A% J BH 1 b R SCHR A8 A A e 400 R ) A B A FE (E AN BR T AR SR
(Lactuca spp.) ~#3% (Spinacia oleracea) F#LFE S+ (Arabidopsis spp.) o

[0137]  #F—2bSiji 77 S b, Ik R A siiide B F DA 2R 2

[0138] &) AN/ B A 2 1 B ERAAAr A

[0139]  b) 4H IR ot B2 AR A7 A, A/ B

[0140]  ¢) 4 A3 [ 55 I B ER AR AL A

[0141] X Pl Je AR s SR T F R (3 WChoi s A (2012) , H N 238t 5] H
FHARILAERZAN L, 275 “Merops” Hidls e LLIR B 24 9% % MBI {E RE/5 B https://

www.ebi.ac.uk/merops/index.shtml.

&3 B 4 BRI TFERE) (%
—BREFOURH) X AT
RAMRBEDFEER

“HESL R IMTEARL | BMEDR | RXR/KR | S/A/G/Nxxx merops S08.071

A1 Vil Ay B AT TR

Wik R/ E A B
VARG | kexin 2T

L0142} AL | HAVE A | E B B | xxF/XV/R/G/L/S/A, merops C01.060
A/F/Lxxx

HLE I’ E | xxxL/FVxxx merops A01.010

HAVE A EF D | xxxL/F | xxxx merops A01.009

R AR L | xxL/V/F/IR/K S/A/Gxxx | merops C01.032
HEVE AR K | xK/R/GF/L/I/V/Px xxxx merops C01.036
HEVE 1B C | xSxE/S xxxG/R merops C01.070

13



i

B B

CN 116390947 A 10/49 11
A% Sk K| EBOR B | DR % B 3 | DxxDJA/G/S/Txxx B | merops C14.003
w2” xxxx | GGFV
o J5T 2 figt e R4 H 8 | D/LxxD|G/S/AXxx merops C14.009
Bz s PO B TSR | hK 1 xxF/IR/Y |R/SxGx merops S01.160

(hK) hK 2 G/K/AxXR xxxG/S/T merops S01.161
hK3 S/AS/QxY/Q/R SSxx
hK 10 ARHE
“ 3k K| BN 4R & | MMP2 XP/Axx L/Ixxx merops M10.003
il 3” 1Al MMPI1 xP/Axx | L/Ixx merops M10.001
21 Ji 22 [ MMP3 xxxR/N/G | L/Kxx merops S01.072
ZEAT MMP7 xPA/G/Lx;Lxxx merops M10.005
[0143] MMPS§ GP/A/Sxx | Lxxx merops M10.002
MMP9 GP/Axx | Lxxx merops M10.004
P2 flLik e L
P1 LA G
MMP12 GP/A/GL/A/Gx | Lxxx merops  M10.009
MMP14 xPxx Lxxx merops M10.014
B ARG | B O 2 | xxxR k/G/Rxxx merops S01.308
HERERT 1 | xxxR K/V/A/RVxx merops S01.302
HINRIAVE | IR B B 4 | xSG/SR/K | XxR/Vxx merops S01.231
Wi JERGE Y | T B O
P)(uPA)
[0144]  ZRAAL R MBRMRAL /LR (Y RoR) g - 7 B R P & 2L R A LMLk

g SE IR 13T, IR (/) BT

[0145]  IXPHEEIELL 2 B B o £E ST AP, BT iR ke Sk AN ] B AP B 24
[0146] SRR ER (A Bl — R TRS ST I B A B A A 2 A A AL B R X i, O HLAR i e g

Bt 2 L R 7 51 B P Arg - X-Arg/Lys-Arg (RX (R/K) R) ) Coig 8 [ 51, HeH XA DL AT R AR
() IR 2 R R - BT IR B P AE A SR RN AR B 1 B AR A 1

[0147]  ###

[0148]  fitikHh , 7 51 F2HRRRKRSLDTS (SEQ ID NO: 46, 7E A X HFR ALiopEiFCS T (“H
MR A BGRARAL 517 ) o AT LAFEAS A BH B b SC AR 1 e mT SR 42 3k /& TRHRQPRGWEQL
(SEQ ID NO:44, 4t #k NFpeBkFCS 11) FIAGNRVRRSVG (SEQ ID NO:45, AL tHHR NFdt g,
FCS III).

[0149] 20 2% ARG AFAE T BT A 30 LA S e AR Wk A (1) B i K 22 00k O Vs g
R I pHAE T #0E « 4H 23 B2 I RGBRE A% AR 5 ik B P Val-Ala (VA) K41 o
IR e 7 AE A SRR N 22U A BEB AR A AT R N RAETurk 2% N (2012) Fhk 558

14
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TH L G Al SRR ) R R E R, RN 5| IR AL

[0150] MR &g CEPE AR - R & RAIRE B I R R & 2 IR 5 e 2 IR A 1
RAZIRE M E A M) & NMEABER, Rt b E B2 AANKER
JR2H A 2R B 150054 2k K & BRI « — AR IE 7 /& DXXD-A/G/S /T, Hor Xa] LA AT
AT RAR B A R E LR o AR AR N R AEKumar®sE N (2014) 3831 5¢ T 24 e R 4 il J2
RRA B R RS S, RN 5| IR AASC.

[0151] R 4o JB 2 F1E NVP) , H1F4 Jmant i » S5 R 5 Ay I + 6 22 6 e 2
ML R (adamalysins) Wi IRE M (serralysin) AIMFZLER (astacins) o &L HIRUE,
X L RE NS [ A 5 P SRR I A AR o 2R B (R RE DD VR 2 AEEPE O o AR ST R
N i fEEckard®s A (2016) 40 2] 5¢ T3 01 4 8 1 B g S LA ) 2l ge 5 2, KN
FIEE G HIFAARS

[0152]  JE %, AU AL AR N 53 8 % 3 1 =5 RSN 2528 SOk 5 e 43 5 4H NI AL 3h ) g DL
B BRE 5 MR A, AR R 1 o 2 2% B 2 3R I BB R R 1 R T8 o R B e SR T R 1) —
MeFE FE A UnfFRawl ings (2016) Ao

[0153]  MRIEA KK — DL TR, ridE A R REERSRERAREARHFRNE %
PEAAR R G P AIME S B B R R 2 S A B B 2 T VA AE 9] i Schmoh 155 A (2015) B
GrinbergMBenhar (2017) fF A JF, LA A IEL 51 I AA L.

[0154]  FE— SRt 77 S, Bk B 1 Jo 75 3% 55 B 30000 R A sl A 4 i TG 7 4 o AR A
BORN TR HEH 5 R B2 1590 2 XA 26 - WA WK aine MLewi s (1995) [
NER , H s 5| IR AR L.

[0155] R4 A K WA I — ALt 77 58, ik 85 3 BB 3 22 /b — P s S PEN - ZE0E N - 2R
B 5 8 8 R AT (Asn) B 25 IR G e 22 (AT 42 19 SR B , 2 22 2 Asn-X-ThrAsn-X-
Ser (NXTEINXS) 57 , HoHh X2 B il 2R < A AT 2 25 R - Gomor d5F A (2010) 22 FF HL AU (1)
TR S VEN-J80E , OF H 5 AL WIN- SR U g 2 7

[0156]  FFIX 77 Ml , B (1) /& B 51 AR 0 A N - S0 5 451 an il L ah W 5 7= A (RN - R H
W S AN [R] o AR ) 2, IR AL 7 AR N - SR B LA

[0157] o ‘A PEbE R LI ok a 305 5 (AN W FL 3N T 1R a6) 15 30 v N - £, T 22 25 7 2
BRI

[0158] o JRHl A LI 1 B2WE T8 5 i v H ER BE TR AR 5

[0159] o« WAL N - £ P 2l i 46 W ok , A Bk B ek o S 1 AR i S VR BB PR A L U
3B I B3RE T A T e AL AR (A W AL H 2 = IR) -

[0160] 5377 IHI, FEAG G788 24 v B 2H 38 1) 2 13 Joi 368 5 5l = AT AT — b B Ak o SR T, 828
REfE RAX TgCM YA, BLEA — B A iy P v B

[0161] 22555 1) & BRI TR HE AL 2 5 A B BB (GnGn/GnGnXF) o AT Dha i He &
PR (Man5-Man9.6nGnF .GnGnX JMMXF \Man5GnFIGnM (X) (F)) o

[0162]  AR¥EIX A 447, MOnX R A5 51 4 -

N2
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Mana-6

\
[0163] ManB-4GIcNAcB-4GlcNAc

r
GlcNAcB-2Mana-3  XylB-2
[0164]  W02020169620H F2 A 43 A BB B 1 7 VA B9 5, A 1 S8 B R K N B AR
o
[0165]  #RIEA KN F5— 071, 3 2D ERE XA G6H-gRmpaEA
MGG, HARIE L & — Fh el 2 Fh 25 BTz IR 7
[0166]  HRIFA K AN 35— J7 1, PRt —F G, A () R _E TR 145657 -
RGEABAHEY, 1 (11) —MEiZ MR s e T iE a4 .
[0167]  FRIEA K BAM) 55— T7 1, R AR 4 XA 650 - B R e En HEWE
He, (HTHIS4Y, ik 258 H T 1697 Ns@hPx R T 185 A sishPx R UL T
B, TR T 4R«
[0168] < 4,
[0169]  « AT RAfERS, A/8.
[0170] < &z A
(01711 AT AR .
[0172]  ARFEAK I 53— N7 1, 3t 1 — Mg T N SREsh Pt R sl A S sz P
RULTIROLTTE, BT iR &
[0173] < #=4,
[0174]  « Wb RAESERS, A/EK
[0175] < &z A
[0176] e AEBE AR5 , P IR 7 VA A8 Tt V6 97 B AR AR SR s &7 -8F %
phEEE HEY A .

i

SE Tt £51)

(01771 BRARAC 2 W L 7E B VR A1 TR PR 3608 R VEARBEAT 7 7 81 150 B RO L (R Ao 451 35
Y R 53 I A9 40 g 158 B A 8 8] 4 T S FR P 19 5 AR R B AN PR B A FF (R S it 77 58 Jl
XoF B B S A T P9 25 R0 BT BROBORZEE SR (R 9, AR B AR N 573 76 S5 i 282 SR AR 11 i BH B ] LA
HEAAR AN SZELNS BT A FF B9S2 5 R R e AR A ERCR B SR, S — 1A AN BR AN L S oo
BB IR, R A 7 B AN AR A B B B i AE A AN [5] A JE ASUR) SR o AGR
P10 2 ST AN 2% I 3% S 5 it 1) 41 6 AN R R b A P o BOR) B2 SR PR AT AR] 225 Bk e AS A fif
PR BRI E

[0178]  ARSCAFFWIFTE G R 7 5135 /2 MN- R 2.C- R i o s B SC AT I AR 7
IR R NG >3 FR A

[0179] BT ik St 5] 22 148 FHHPRNAse flAni soplin BA J¢ Ho g —Le 8¢ K3 AT I 5256 . R 1
Fridsi36 7 fEH T8 T B KRN HEH R

[0180]  Frigk S A5 5k {5 FH o AR 2 11 g ] S AR 2 Sk R AT B S0 AHR , BIPRS00 7 SR 1E
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F 55 W AL S e U ) B 7 41

[0181] A RLFITT %

[0182] WAL REARLE A7 - R Al A

[0183] A=K ZHE HHT (Rituximab) HCAILCF 41 ) T K & TmAb ) &5 & 77 - B R Al &
HH M2 BT A 0 R AR A AR 4 A O e R B scFv it 5 AN TgGlFe B4y
JF G SRS A N AR R B2 H1AE 4 KR 22 BT I LCEHC 1) C 38 43 il o\
BIERE &K (Sarcin) FF I 5scFv-FefCHi 7> PARAFHCHLC-FCS -a )\ B Bk & JHC-FCS-a )\
S FRF R ALCM scFv-c-FCS-a \BIKF R A & EE T 7 — & G55 - SRR G & E Sl
scFv-FeiligrHa )\ S BRI &M A 2AE AL 5, L3RS scFv-Fe-a \ B3R E R . X L7 51
FE 1B I P A A Xbal Ml Iscel FER & VA= E 1 .

[0184] A& HUAA IR ELAL 4 4

[0185]  AKHCHILCHLIAFHIC H TH KE TN &R -FREED ARAT TS
(1) B AN B 1 ] AR oy 1 4 LA 2 AR B scFv A 3R 5 N TGl Fedff oy R ARk & - S8 5 47
AN MR 1 R AR T 51K N Ani soplinf3 8l il & B 4 KR A FF PR I LCERHC B 7 2 1)
Coity 4 43 B s cFv -Fe i Cii &8 43, LASRAFHC+LC-FCS-Anisoplin HC-FCS-Anisoplin+LCHI
scFv-Fc-FCS-AnisoplingiscFv-Fc-Anisoplinfil & EHFEH. A &7 -F R &5
H & HscFv-Fc HC.LCH#B 43 5 AnisopliniZE 4 i A FH 2R s SEILAY , LL3R 1S scFv-Fe-
Anisoplin HC+LC-Anisoplin.HC-Anisoplin+LC.LC-Anisoplin+HC-Anisoplin.iX 4L F %)
FE 1B I P A A Xbal Ml Iscel FFER & VA= E 1 .

[0186] FEAHHEL (Nicotiana benthamiana) fE4) M-+ lf i KA

[0187] AL (Nicotiana benthaminana) 7E 167N Y HE /8 /NISf BA IS 1 Y6 B A . 22
+/-3C R AR G TSR B T IR NS S AT RN AL T8 R L3500 0010
SIS EE AR R A R (Agrobacterium tumefaciens)GV3101 (pMPOORK) , Ffr i AR Jie 4R A i 42
A A TF I JFORL , 12 J5URE 25 A 7E600nm)t %5 B2 (0D ) 15 £ 250 8- 1. OFJ AL M @k o B i, 7
BN (10mM MgCl,. 10mM MES.100uMZ.Hk T & i, pH 5.6) tofé 4 i 1 4 20D, A
0.5, FF 8 FHICAHE N BN TR R S AERAT BB AN JG 4R N6 RURIB N X I8 75 AT
FE NG 4R BGR IR 7 i H T 8 B A2k

[0188]  7E M@ M AL (N. tabacum) 40 i th ik

[0189]  #INagataZE N (1992) prik , K i@ M5 (Nicotiana tabacum) FEA = V77 4H i 7F F8
Pods IR 2 LA 130rpm 25 C A RS R, A SCE N 7 I AR SC L I8 I LA2000g B 00573 Bl fic B2
MR AL A7 (Agrobacterium tumefaciens) LBA4404 (pBBRIMCS-5.virGN54D) , pTiA AR Je A&
FF B4 15 7E600nm)G 35 5 (0D, ) 1 11250 8- 1. OffIpPZP - ATBXUIG T KL o S8 i K A4 4 i A4
PR A0 IR AE L R 5 R R LR 923070 B, SR J5 LA2000g 50540 B o B HIBTRE , F 40 4l
BRAE [ AR L35 IR G 72 3 PR  AE BRI AL B LT 5 R e W B2 4 i - e Ak 34k, FRAE R
F Tk — 2 53 i I AE 5 A Sh AR S AR R 5 B R A IR 2 b 15 97 AR AR 8 B LI 1
OUN R RBMAILRE FR2 K 5 , YR A HE B AR AE oA IR R 1 R I R SR B S AR R S &
RO RMEY S 7525 b A 5 1R B A 2 AR WA 77 2 B AR B 7 55 72 R AR AR
BT R8T

[0190] %R Jii 4T : ELISA.SDS-PAGEMWesternEfl iz
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[0191] YL 2 21 (120mg) 7E400uL AR HXZE ph i (250mM L B4 S, 60mM Tris Na,EDTA,
0.6% Polyclar AT,pHS8.0) HHHFEE Bt 2] 2H ZAFE4°C LL18200g B 0404381 o SR 5 IR _E 3
W TR A A IR A -20°C

[0192]  JE it WesternEl k4 4 $& HUAI 2 21 o K 2 (53 #5385 Bk Al 3 JE SDS A% 2% v ik
(80mM Tris-HC1,pH 6.8,2% SDS,10% HiH,0.005% MRy #5) oh & 5584, LL13 000rpm
B054) B I8k SDS - PAGE S B (4-20% RN IE IR IZ) o % T-WesternER i, ff B - H ik 3¢
# (Biorad Trans-Blot Turbo) ¥4 &% [ i 4 #£ ZPVDFEE (Biorad) b ARG B IRAE =R T
FHAETBSTZE i (50mM Tris-HC1,150mM NaCl,0.5% Tween 20,pH 7.5) 3% (w/v) i
JE WK P LN, SR JE 51010, 000 %G BEHRPZR A B PT N 1gG Felkl 5 14 X 35k (1) 40 4
(A0170;Sigma-Aldrich) 8%51:10.000F B HHtAlpha Sarcin—$T (N EBIRF, Pi/\SERE
F ARG, FR ESanta Cruz CAS 86243-64-3[a- \SIRFE EHREM %) EZE NIERE
(TBS-Tween 0.1%+0.5% WEAGEIHY) 1/INES o fia- )\ B EKTH 25 /HPRnase Pk 2 J5 & M fE LA
1: 10000/ JHRPZ: & HIPt Sa Pk (05455 Sigma) o B B 54k 2% & )6 (Amersham Imager 600/
GE;GE Healthcare) ¥l & A Jifi .

[0193]  $1CD79b ELISA

[0194] S F45 5% T CDTIbHIZ AW B4R T HE AT, i8I 96 FLIHFLAR (Greiner) 43 BT 2 &l
XFCDTIbMILE A I A 45 & 7 - B R A 2 1 K iR FL A 501 HTIRCD79b (2. 5ug/mL)
TE3TC R ELHE LNEF, SR J5 F250uL e 22 (PBS Tween 0.1%) PE¥5IK - S8 J5 FH 1500l 4
el H (hydrocasein) (3.6%) fEPBSTHAE %30 N & F3050 81, SR J5 ek 5 I - INFES0uLPT
PrE T HR U AA LR AS 7E5 A1 Oug /mL 2 1] RS HE 1 28 5 37K 5OnLAE i i e 1040 [5) 1996 FL AR -
TR T E LN IR G Bk 5 IR LAEAT B A InAE50uL i 1/200 . 0004 F o As il o das (1L
EPTAHRPO, Bethy 1) HAE I N B 1/ S8 J5 FH50ul. TMB 2% il (Zentech) #E4T &
INI5 5Bl 35 i M H,PO, 157 11 o AR J 77 450nmid ik 6 1k 40 A7 ik 485 SR A 4B
[0195] & iA4iifk

[0196]  FEARAF BN G VUK WL T FRE , HEAE VR R A% A 5 2mL B2 B 2 i (250mM
AL HEES , 60mM Tris Na,EDTA,0.6% Polyclar AT,pHS.0) /ST R AT BB IS
I EMiracloth Millipore) JZid EFTRIR-E V) SR 5 IETRAEACLL20. 000 BS L
30434 o SRS F B IE R I0AE 30 FH 2 B G2 R T 46 1R R ) BRAM I b o SR S F LOAE AR AR (1)
60mM Tris pHS.OWEIH G, A BB 10% Tris 1M pHS. 0% ) 100mMH 2 B2 pH3 . 0
ATV AR E R B AR R B R FEAE A R

[0197]  {AAh 40 o 51 2

[0198] f#ifHCell Titer Glo Assay (Promega,G9241) {FAL4s &7 -H RS EA XN RIE
CD20E.CD79b (140 il 2235 1 B o 263X NI 5E i, 2EM™ RIATPAEAE T it 5 ik
P ER B AL o IX AN RN AR 55 i 41 B B i A b P ) RO (E 5 o

[0199] AR HEMX A4 AL 5 , #5411 LL2000 5K 500041 A/ £L 1A 5 P F2 P AE 96 FLAR 1) 25 i
H 5001 A4E K12 5 2 (RPMT1640) H o 3@ 34 1001 45477 - 75 2= & R 522 Pt (PBS, Tween
0.02%) IIAA0ul A KB IR, i 4% 25 6700 - 55 2 b & 14 10 RV OB 1 ik VR & P
NYHHLHHFTE3TC RIS CO, 2 N & 72/ 8 o — U MR 25 & 7] - 35 = &k o 22 e
TEAE B T R 1 7 SR RN A 43 A A 28 AR AR BRI 0] R
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[0200] 72/ & AR FE IR N PAT30 08, HE MBS FLH A 10011 CellTiter Gloif
A Bl 5 AR E T8 6 B2, ARG G S S IRAA BB PIE L1008 AR E Il K
¥

[0201]  N#f e 473 0 E o b, WS E 2 B (VAR KRR IR 38 -3 RO6E 5, It
W A Ak 3 AT L 1)~ 38 RO 15 5 1N 100 %6 A775 26 o 98 5 1 b B 1 41 i (1)~ 3945 5 An AL I
21 5 ATBIR BE e R U ]

[0202]  7EAEZHAEWSU-NHL (CD20+) FHAEHE4HAIK562 (CD20-) b PFAli i T-HTCD20 1) 45 4 77 -
BRMAEH.

[0203]  #FHE4H A JEKO.OCY-LY3.BJABFIWSU-DLCL2 (CD79+) A AE¥ELH K - 562 (CD79-) k1
T HICDTIb ML &7/ - R A E A .

[0204]  fAR Pyl E - S bEEEME

[0205]  Jhy THIESEEE 677 - 5 R A AR TE S 1) 22 4k, X 20 g MEPENOG/IN B (Taconic) i3
17T AMEE R TT B R AT se-Fy-Fe-a )\ B ERE & (125) Bl a )\ SBRE K flsc-
Fv-Fc (86, 1F AXtHR) 79 71 PA20mg/kg 4 . 9mg/ kg Fl 15mg/ kg & B ki 0 o 139 )5 iE £28 KAk R
MW EARE  priA W 78 HEPO Experimentelle Pharmakologie&Onkologie Berlin-Buch
GmbHf# FHATB TherapeuticsHe A6l gt47 .

[0206]  JkHHAL 53

[0207]  W02020169620 #&t  FHT 0 IKBE ZL 1) 7 vE 0075 552, 8 1 S B BRI
NN

[0208] il &

[0209] 7Rk A scFv-Fe-FCS-a )\ &R & scFv-Fc-a )\ & EK 1 2 aHPRNAse (4547 -
BRMAENA) DN EH B E ARG, O 7R SMIE B A 25 2 B0 T 201 . 700 1nl
[r125 A7 /ml #E AR I B (NEB P8OT77S) H5ibe (45 & 7] - s dm Al & B 1 I 1501 2@ 22 i
W (BERRENIM pH 5.5+10mM CaCl,) W & , 7E37 CHEAT R M4/ o JE I SDS Page 5 B 17 5 i
Fi (4-20 % 5 TR M Tt i) R 5% 38 544

[0210]  CHOWFIN F ik

[0211] N7 XFHR H 0, 7ECHOZH i Fp th R A — Su ) 8K 414,301,452, 221 f1 125, 1X & 7F
Evitriaffi %8 (JEHETPCRIY) vu FEH AR K BIE A RGH E U - evi tria®k 40k 2
BRI A ) o B T B B 1SS R R T, FEAIR N B 35 2R 4 T 1) 5 JUREDNA o Ja ik il £ 26 0nmii < 4k
TP, ' 5 SR A e DNAR o A i Sanger I 3 5641 /5 271 AR IE A (BRAN ORI B 22 4 AN I
N, ELARE R T cDNAF R /N G)

[0212] g FH B350 NI CHO K14 A (B b MATCCERAS 48 & N AEEvi trial) B iF R 77
R IMIEAK) H T4 77 T 1EeviGrowdf B AR K, eviGrowd 77 3 & —Fh b2 1 4> 1
EANE IS TS R IR . FEvitria@ fl & A H YRk fleviFec t ¥ Je4i i, If:
TEREGL B A AEAS S S 43 L e G i eviMake 25 736 AR K

[0213] i ik B8 o A1 Ji5 (103t 18 (O . 2pmict JE2%) USSR 3B -

[0214]  fdiFHMabSelect SuRe (Cytivia) ZifbPifs.

[0215]  4&

[0216] i@ 7 JLFE T scFv-Fe B UM E AL &5 - &5 8 H : scFv-Fe-FCS-
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Anisoplin,scFv-Fc-Anisopin,scFv-Fc-FCS-HPRNAse, scFv-Fc-HPRNAse, scFv-Fc-FCS-a
J\BIRR R, scFv-Fe-a \BIRE &, scFv-Fe-FCS-a \ BB KA R Y, scFv-Fe-a )\ & EK
B 2 [F 4, scFv-Fc-FCS-HPRNAse [F] 4 , S scFv-Fc-HPRNAse [RJJi4) . 3 T 4= KmAb 1) 45
AH)-FFRAAEAC HAnisoplin HPRNAsefla )\ B Bk B FE M2 :HC+LC- -Anisoplin. HC-
Anisoplini{LC.HC-Anisoplin+LC Anisoplin.LC+HC-FCS-Anisoplina{HPRNAseika /\ Sk
B 2 o IO A 2 BRI 2R A (I mAD A E At R

(02171 2 a3 Jil e

[0218]  CLYEME4HE R EIPA Al 467 - RS A R 4E M1 B 45 677 - B R il
B R 35 2 5 7 35497 BH PR 40 B R B9 0. Be Ak, FRATTIE SO0 T #E 1) AH A e R 1 T B ADC (
Polivy® , £, & 5MMAEZE £2 1) 58 — NJEALPLCDTIbHiAR (YA 2 Bk 591 (Polatuzumab) ) , Ul
US8545850H AT A FF) et (WLA25F1507) o BhAbh, il 45 A7) - B8 3 b & 25 6 BH P41 g
A AR AR (W42540125) .

[0219] 25457 B 2R A i 0 S B 14 I A 40 R HUVECHIHEP2 JE 55 , % e 40 AL i 8 LA =i
MAEH .

[0220] ZtEEetE

[0221] DL 1 & (4. 91mg/ke) VES I, AT R\ B IR R A/ R PRI H R 4
(R 32 1% o JE T A BER T R 45 &7 - R A4, 5P MR AR AL, XD gi i A
AR BE Y, S BRI 32V R 3, RUOR TVIESS 20mg/ kg 45 & o \ B IR R A 251K
AT EIE R

[0222]  CHOW#HY K iK

[0223] 25 R, F i A414.301.452. 221 F1 12552 R b AT LAZECHOZR A 77 A, IRV 7>
B AR

[0224] 5 4, AH X - 0K 5 g SIZ 6, FA) R AR 452 (1) 77 B AECHO S 36 HH A 14 - 1545 o M AR 4527F
PURMTE R Z A — NG4Sk , HA BRI L 30 W) i 3 Bl 222 o IR, AN Sz BRAR IR SR 48
CHOH A5G ™ & 1 — AN J5E PR AT g 2 CHO R AR 1) I R SRR AN o0 1 B H B , (H AR A4 dn )
JE A KA

[0225]  H4gik22 FA s Ak il B g m] 2k (Fpe) , I HLAECHO M [ Z K ARG T+ 0 5 & [
FEWRD o

Mgk WA AR TE | CHO vs JHEEF =R RK
f Bk
[0226] 221 (Fpe-SA) J&(Fpe) 7-8 &%
301 (G4S-ANI) B 8.5-9.5 fi
452 (4 K-G4S-ANI) & 14-15 f%

[0227]  {3SA T LAYEBH , ZECHOH = AR i kg k221 (R 3 AR AR g T 24 A% 4523k , Fpe) LA
1C,, N0 25950 BH 1 20 g 2% DASR) B ORI 7 QPR AR LIS /) o« BAT AN RT3 (1) GAS F Sk 1)
AR 125, LLIC, 0. 7792nM BH 141 i 2R LAFS s itk o7 X B A B 3 7

[0228]  sEG 2% RMEA

20



17/49 71

B B

.\L

CN 116390947 A

S 45 RAE TR PR .

[0229]

¥
*NU 89€90°0 £( DI ‘I (o4r) B ¥ od
P TN I 1) ol Y LGV T (86 YA % T I T sl X 6TT LV 6TC | + 96LAD | (k| B V| Wd| -Ad0S| Q6LdD
¥
TINU SOPT°0 KL 0DT “ff (O>4Ar) B 3 04
SRR I ) e Y LAY ) N YA S Tl I R i 12T ALV 12T |+ Q6LAD | Wl | & /| 2dd| -Ad-0S| 96LAD
°INU €°60T B ODT “Hp LB HE el ) ¥ B
B0 G ek (M 2N B TTT ALY (z9¢
W7 Bl - NG €R 17T BL 0501 8B L T R U’ 4
YPE BN LI dr )l INU 8S0000°0 K¢ 9D1 ¥ “ff (avra) B ¥ od
AT 7 1) 3l O L RO 4 YA ¥ B F Rk Bl fx TTT LV TTT |+ q6LAD | Rkl | F V| dorT| -Ad-08 | q6LAD
° B ) B S Wi sl x| BN e T
BV ek (S ML R R ST dLV 3
7T 6l INU SOS R OSDT 3F 4tk B o T IO Bl o (T9s-3) - ¥
T SEBEREN 0 CHEdr I INU 699€°0 L ODI ¥ I iy (OXHr) EE 3 k|
SR I3 e N L GO YA S B I S ST €LV | STI 1k 98 | + Q6LAD | Bl | B V| SPD | -Ad-0s | q6LAD
¥ EL
“JNU 699€0°0 THN B %r Od e
B¢ 0SDL “ O LT 17 1) 4 Y2 L CHYROY (YD 90T dLV 90T -NSM | iy | B V| SO | -Ad-0s | 0TaD |t #
& %G ¥ | mEk
WY | WY EH BilF | FlH | EE | FE | WY | WY | TEE
<

21



18/49 71

B B

1

CN 116390947 A

PR FHZ Y1) ol = L CHREOY B 15 Y 3 R HE R el fY TSY dIV TSP | + Q6LAD | Bzl | SWV | S¥D |3} F | 96LAD sl
*TNU 90610°0 ££ %D “ I S4B iz YY) THN urjdo D3]

S0V L GHEON B THN-NSM. S R IHE T4 Hel fx 089 €LV 089 -NSM | Bl | swy | dorT| 3 FH | 0Tdd bl
“INU 09LE00 KL 9D1 “ff THN urrdo D3]

SR B ) el N L GH YO0 [ YA 3 Wl A T Hel S 929 IV 9.9 -OSM | (x| sy | SPO | F | 0Tad €l
°INU T0980°0 KL DI “If (oM4r) urpdo Dd

AT 7 ) Y LGRS B el fx L9Y EIV L9V |+ Q6LaD | (x| sy | adi| -Ag-0s | q6LAD Cl
°TNU 9ZES000°0 £L 0D1 I (oM4r) urgdo Dd

AT 17 1) e Y CCGHYAOY T 6 VA 3 B M F sl fx 99% IV 99p | + Q6LdD | E(Egliff | SV | dorT| -AJ-0S | Q6LAD I
“INU TEOT0 RLOSDT “ff (o4r) urrdo ok

SR 1) o S S RO [ YA S Bl 7 H Jx TOE IV 10€ | + 96LQD | Bl | SUV | SPD | -AJ-08 | 96L0D 01

\4

NG LOT'T B£ D1 “ff (o>4r) urfay ok

PRI P2 Y1) ol Y L CHREOY B 15 Y 3 B HE 4 Bl fY ¥0€ dIV C0t | + Q6LAD | E(mMf | BSHH | S¥D | -AL9S | Q6LAD 6
AU LOST0 KOOI “If (oM4r) uy oL

SRR 7 ) el L GH YO0 [ YA 3 Bl A T Hel S pO€ IV POS | + 96LAD | BErhly | O3V | SHD | -Ad-0S | 96LAD 8

R
¥ | Y

*INU T09T°0 £ D1 “ff (oM4r) 1 ¥y XZ D3]

AT 17 1) Y LG OY YA S B il f €T€ EIV €2€ | + 96LaD | EwEMy | ¥ V| S¥O |} F | 96LAD L

22



19/49 71

B B

i

CN 116390947 A

e Ly
¥ (CO-daH) B I -H Y e OQFANH B 27 Y 28 ¢ & ¢od urdo 03]
i qewl 3L CHZE RN MOA SR EMRE R B TSy 41V TSP | SH/o9ANH | (il | SV | SPD | 3} F | 96LdD 61
(T9s-31)
"W - (€A1
S W el N S I TR S fX L “TATU 998070 B 95DT “fff -A00) urrdo 03]
AT 7 W) el Y L GEGOY B YA Bl Hy 1Y TS dIv ISt |+ 96LAD | gy | swv | SPO | 3 F | 96LAD 81
T (29531 -
T30 P o eef ) S R 6] X L “TATU STEE0000°0 B4 95DT “f 1y (@vrd) urrdo O3]
AT 7 M) el Y L GEGOY B YA S Bl 7 Y 1Y TS dIv TSP |+ 96LAD | EEEy | swv | SPO | 3 F | 96LAD L1
°ff
ALY CH T 7 6 0 3 5 B 7 ) Mk 4 e iy wmdostue
Hiidh TSP ALV " £ B In) ) GH S T I R e B | 6 <
uydostue e ° %Y S'v S BIRECONE T BV S gk b7 (T9s-3) -
) Uk 5 E GHS L[| BY DG 5 CINULOSTO'0 £ D13 “ff ity (OAr) urpdo 03]
AT 7 W) el Y L GEGOY B Y S Bl 7 Y Y TS 9OV TSt |+ 96LAD | ey | swv | SPO | 3 F | 96LAD 91
° LY L Tl
T HE Y 3 s [0 B 7 ) M T 1 TS ALV ° 5 000€
(% T E(qeuanzngeod) W Y 2 S HD -5 85 00 57 ¥ (2T9$-3D -
R GHS W] BY IS LG5 L B INU STEE0000°0 £ DT “ff i (dved) urgdo 03]

23



20/49 Tl

B B

.\L

CN 116390947 A

*INU €9T€°0 8L DI ¥ “ff (o4 urpdo Dd it £f
ST M7 1) 3 N LRV T YA S B IR e i S6v dv Sov | + 96LAD | E(wlly | SWV | SPD | -A40S | 96LaD | HEFk | 9T
C
ONO
7
ugdo 04
B/u | Sl | SV | SPD | A0S | 96LAD | X | ST
TN €FLE0°0 BLOSDT “ff (o140 urrdo O3]
ST B Y1) Sl Y L GHGOY 5 [ Y3 3 Wl 7 4 Hel . 9€S €IV 9¢S | + 96LdD | HEly | SV | S¥D |3} L | 96LAD vT
CINU 0L8TO0 BL 95D1 “ff (o140 urrdo O3]
ST M7 1) S Y LRV T YA S I e i 60§ ALV 605 | + Q6LAD | E(wrlll | SWUV | S¥D | 3 F | 96LAD €C
*INU €LST°0 RLODI 3 “If (oM4r) urgdo 03]
ST 7 1) 3 N L CHYROY N YA S Wi 7 34 i 80§ €LV 80S | + 96,AD | ®W(EMy | sy | edd | 3 F | q6LdD @
o g
F7 21 (CO-dAH) Bz HH H Y i OIANH) B 2 ~A Y3 ‘) ¢od ugdo 03]
S Qe LG HE R YA S MR L0S 41V LOS | SHPRANY | (gl | sy | dor | 3 FH | Q6LAD IC
AU T8STO'0 BL 95D1 “ff (o4r) urrdo 03]
ST ) 2 O L GRVOY 843 S T HE R Hsl ¢ LOS EILV LOS | + 96L0D | (7l | swv | dorT| 3} F | q6LAD 0¢

24



21/49 Bl

B B

.\L

CN 116390947 A

TR MUGHA Y B G E R WS M E R A L
Hl ‘%9 RN WA E YR A "1 BN E LA ¥
X 8 H((B 17 B E N\ 0-04-Ad-08 [l (PER)od | (Ffg om B 04 Uty
AJOS (A7 () E T 0 e MO | 98)  STI e/ | (el | BV | SYD | -Ad0s | qeLdD | H £ | of
I
AseN (ase
NI Ady | (SVY NYdY)
W U EH < T o 8 1 el ) 3 ) ol (STT) e 2R BH LERED R p/u (¥
A L sl 01 < R b o ) MY sl 2 G L EE g Tl ¥ T B ¥
Ty OSVNUAH FH PEERIRE N0 FY LWy 8% [y o | W) o4 | B V)| it
(8 1y TTOLHHYRE n e s Mo TR EHREMEI W | T ‘st e | (el | BV | SPD | A0S | Q6LdD | # % | 6T
€ iy
]
CINULLET'O BLOSDT “If (o™4r) urgdo 04
SR I ) o 3 L GRYROY B YA SE T M Bl B Lo LV Loy | + 96LAD | E(gllf | SWUV | SPD | -A49S | 96LAD 8T
(471
Bk [
CINULTES0 RLODL 3 “If (o™4r) urgdo 04
AT 7 W) el Y L GEGOY B [ YA S Wl 7 H fx 96v €IV 96 | + A6LAD | E(wEld | SV | SPD | -A4-9S | 960D LT
1
3

25



22/49 Bl

B B

.\L

CN 116390947 A

SRR D Y1) el Y RGO B YA S Bl I R el X 12T ALV | STI I ITT |+ 96LAD | OHD | & /| odf | -A4-9s | 96LaD | 5t 4 | 9¢
urjdo
Sy
.G} 03]
¥ *F
sy B ¥ 10 D4
10€ ‘pIv BU | OHD | & \/ | SPD | -A40S | q6LaD | X | s¢
u L
SINU 0910 KL 9DI “ff (oM4r) 1130 Dd Wt £
AT 7 1) YE L GO 44 YA 3 B 7 sl fx 8TT IV 8CTT |+ Q6LAD | B{wxlly | 18UV | SPD | -AJ0S | Q6LAD | Bt F | e
I
asEN ok
€9 ¥ T6 el | WAy | SyD | -ad-0s | q6LdD | W | €€
(T1O10 1 L
“INU P06 £ DI -NSM) 9seN Dd fit £f
O PRI 7 1) el Y LIV B (14 YA 3 B 7 T Eiel fx 96 ELV 96 |+ Q6L0D | Exxi | WU | SyO | -AJ-0S| q6LAD | Bt F | TE
¥
(Eg om B o oL
° S EFLHS WP T — [ X MR RN A T G XN B | 98) ST eu | il | BV | SPD | -Ad-9S | 96LdD | eSUA | 1€
2

26



23/49 Bl

B B

1

CN 116390947 A

ASEN
v | (el | udy 03] P/a | M| LE
* Y L Bt ch 2 L XA I R 4 IR I
od g Jacfgil =L B FI R [ N[ A E o Bl o OHO
WU TOLL'0 BLOSDT O 2T I M)l 0 L CHNGOY B k4 =
WY 3% Bl R Hel ¥ STT ELV °INU §6ST0 BL D1 H ‘1Y (o¥4r) 2Ry od lift £f

[0236]

e X

[0237]
[0238]

UNAS SR R AR R 20 b7 R e LA i 1 R A d X I A4
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75 (R T 5B LT IR T 51)) SR e 1), S rp LA w1 FR A B 31 B8 20 5 AN B 3 U
INEER R 1225 7 41 A L rT UL S s I Esasi o (B, R 01) , BASEELPE AN 7 81 i e A L o B
3 VU B S I A PN 0 R S S [0 A% T il ks 5 2 TR ke 66 11 o7 B A L 7= AR T R r
B K VLA B EG R DAL B 1 b i o B R ER, FER 45 SR afe DL 10075 21 2 51 1) 14 A T 2>
e,

[0239]  FEWANEEE 2 /MEBREE K7 F1I 0 B SCH, RAE “FEIR B 805 4 b MR 1 2
TR B 2 N P B BT B A [F) R 51 o G SR B A T 11 B 5 X3 Y 3R AT B KPR 5
o5 7 L sE R0 B G IRF , £5 L T 271 e 4 bl A SR vk 2 — mlad ik T 3 LE s A0 A0S 22045 A
G R RRR BT IR — 2 H 7 LA R (RO7ESR & X3 N B 4% A 18 e i 1255
AR EEA 5 2 /DA 85% .90% .95% .96 % .97 % 98 % B,.99 % [ ¢ 51 AR [E ) , Tl o 4>
JPA R “BEARMIF B o AR A AL AR SOR I 2 IR A AR [F] 0 2 1K Ok T2 2B 7 1, 48
[) P B A A (5] M AT AR TR A & /05,10, 158020/ G B8 AT e Hb K J3 Ry 5/ 2425,
30.35.40.50. 758 100N 2 HE 1R A K iy 22/ 27150, 20088250 N 2 L 1R  BL S5 7 71
LK IX I X TR R EE R 751, 9 w20/ 8 5 /D 2 SRR I B R T 51, AR A S0
DR SF AR, 24— B AN S S R ke gl (L <7 AR A7 A8 S AR A ) 1

[0240]  RiB“BRAMH R EAFEFR (protoxin) ™ H5 KR EAR T 1 45 Ak 2%
JiJE T8 A 5 (R = 50 Z R Tk 2R I IR 302 K (BRI B o =104 2 <50 & 24 R ik
B MBHRARKHNE L b, G R BRI, WHCONE R R, R Eg0E , i,
T A A 1 S R 2 a2 P A RAR AT IO  RIE R R M mEa R R R
FEARSC ] TS F L 2 Fi AR 1R 3 5

[0241]  GnA SRR, ARG “RilG B 07 258 B nT R E S 2 28 2 /D —Fh A/ 23 1) Ik 4
43 3 HAE 5 R 35k i 2H e A/ s 2L 2305 T AS 8] T R AR R A R B i

[0242]  ASCHTHH BIARTE “Al # R HE R MFa N EUE 24 2RI, 2T AN F I 2 1%
TR I AL T~ T e ¢ & G O o 491, W 2R J3 Bl S B 1 1 R 2 =%, D s 30 7 5 B
J7 50 T AR HOE B o R, W SR A5 5 IR SE B 2 Ik I 4l B 40 203 , WIS 5 IR 1 4m i 7 91 5 %2 ik
Gt 7 51 A 4 b 1 AR AR R B B — N S B, Y 2 IR G S A [ [ KR, “RT
BREIER RIBX 2R ESN, F AR T B IEE N5 A RIS X I, FF 805 AR
FEXF 51 o

[0243]  ARSCATHH FIARLE “RI R B L Bl & 8 O W IR LR 7 01, L5 A S8
SEEE B R E AR, UM R R B O AN RE R SN H A 4 LR R B SRR il 2 R 2R
F 0 20 i A K (4 i) B S B AE TS (AR ) O RE ) dB e iX ROy 50, R H
JREFRAEMEH, Ct SR EF L1, BL2'E 2IA YN , 70 SE 40 i 40 f 55 P 1 a8y 1
MR / 800G (Grawunder&Stein, 2017) o fESRAHRE P , v 452 3k e 1) 4k 24, B
FHE AR RS PE B PR 0 o AR R B RS B B A AN MR S R S A B R EE R
535 X PR 538 I R R AR R R R B B IR T A i, FTIR R S IR R A B R T A B A
R 2 R T AR 1) e (E A PR 8 i A 1 R 1 I P R A R N Ao o, RN/ B TR Ry e SR PF R 2 T
ZUARR , BB AR T BR AN/ 5 S5 25 18 - A 5 B 1 I A0 24 AR VR S 7 A i e 51 ] DAAE
I 3 7R N S R RN/ B e e E A DG R BT 3R SR S ) A B2 Sk R B B
P& 3003 6 A0 M 45 A R0 Ak B vaE B A R
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[0244]  RiE 53 P RAE G W SO T H1, — AR K g 5 (e A 1T 244
T S5 B 2= B R0 50 - Vi 2 )R 25 3R FLA 1 i e e 1 2R el ol pHAR B M /K e (191 tn 7
PR A B P9 AR AR S ) 45 S 2R ) G B IR 6 A 38, DA 8 i 1 5 2538 0 0 38 i ol ¥ iR
IR ] S 25 RS “RIRAEAE )7 ] M Bk (B8 T A RO 7)) X SRR R
AL T30S 1 ] SR S5 A B L 2 UM I R SRR IR S AR i, B n, PR B
[0245]  [K it , AR AT AR 42 Sk 70 v PR 1% O ThT BU AR e B2 Sk A B R AR A (2 LA B A A 7
ALY B RN R P A B ) 5 S R - R R A WA B b, PO ESL I R R
S FEE R H BB OAT, IXANE AT CUEY AR A= RS0, KN

[0246] (1) HAZE AR Sk (T 5 = A0 B 1 2 1 B B0E Ji7 / /K A 25 ) A/ B

(02471 (i i) %yl FLBh 4 Bl AL A0 YD A oA 25 1O AH B 2R 1 Jod 55 3 R AR A B A7) 240 G B3
[0248]  4nASCRT A, RGP RN TR BA R BHUARRHAAR R HUIA L G, B, 5 58 B G s Bk
B AR B B ZE A Re 010 B B E AT AR 1 1) ST AAR

[0249] e AR deth , IEIR AR AR TaCHiiAR , B IR B #E 45 & Re 10 Be skt 2B - S e Bk
HHEG(Ig6) /& —Fh PRI M  TgG4)h N IMTBE PRI T5%6 , A MG e L iAok
B TgGo 1 HH K BAR L = A= FURE T - B T GHERA PP S 45 & A7 1

[0250]  TgGHUMAR A AL F 44 IKBE 7 F B2 8150kDal) Koy T« BB & P HE 1 2
50kDalf) v 5 5555 A 25 A0 7] () £1 25K Da ff) 42 8 , DRI I 2 DU SR A4 DY 2% &5 40 » 5 2% EE Bl i —
B AH O T % H G 2 — 2R R . th I AR DU SRR PN AR B — 2 B T — i
FRY T o YTV 05— i ER L  — AN R AT IR 45 67 1o TeGIFe IX s A3 — A 1 AR ST IEIN -
FEAUAT R R BZ AT RPN - JREPE 32 B2 B 4 SR 1A% 00 - 5 WS B A DU A 25 44« A1
B IX LON - B AT 253 Gl eNAC Fla-2 , 6 - 15432 ) M Y R ok 25k o

[0251] ARG DUFhIgGUEIE (TgGL\2.3H14) , ¥ HAE MLiE H 0 3 P2 i 44 (1gGlre +J&
B

[0252] AR SCRT A ARAE “Prih A BE i 4E LR PR (1) O B 045 6 58 11 7 B, il

[0253]  « CDR (EAMRZEIX) ,

[0254]  « HAF[X,

[0255] = WIARSERAIE (Fv) ,

[0256]  « TgGEE %% (FHVH.CH1 . &%%E . CH2 FNCH3 X I8 2H %)

[0257]  « TgGHe%%E (HVLAICLIX ZHRR) , F1/8k

[0258] e« Fabfll/EF (ab) 2,

[0259]  WARSCHTH , AR5 “AT A4 RLFE TR 4548 AN IR T8 ILPT AR (B A — s gy
FRHIE A B &M, HlinscFv.scFv-FC.Fabfl/8kF (ab) 2, PA J X, = 8% 58 &4 5 M Pk
PR ECRAN BUIAR , Hdt— DR R LS A e ) A 1R L2 T H R a0 R

[0260] A& H AR N R C R H B PUARRT A 2 PUA  {BE Bk ok BTk g5 M3 bt
& B A HH scFv2H B 9 258 09 A RIR — 3R TgA (BN T oG4 tay i i J8E A 43 Wb 41 43 3%
) Ve ik i R R KRS A 5 R K S S WCDRAL s i i | A 75 CH3+
VLAVHI) SR A AR DL R B SE64 (191) Gn i 42 31 55 3R A M IR 7 U Pk [R) 6 25 Blpm i
RITAA BT BRERATAEY)) o IX SR RIFE SR TP A AR I il , AR N 2 AT DAFE AR 23 T
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[t A, R38Nt — P B RE RIS B .

[0261]  JE T &R H T 7= Az 22 22 S A M (1) 77 ¥2: (Z DK ohler fMilstein 1975, 1L 5]
FHANARTD) HEA L, Fln, - AT S IRIMEEE (sGC) & e /MR, SR 5 MBI IR/
B, 20 B BAH KT 2 25 BT R 5 B BB A A i 5

[0262]  FHFAE 772 F1/BGE FR R A BN YR AmAD (1) 77 ¥ 2 A4 2 R o AR |, Bl insk 5
RPLsCCHUIR A Z HEESE G 10 5 B T 5148 AH B N7 5118 . 5140, Genentechf
US63314 1545k i & PiiR 477, iMedical Research Councilf{jUS654864 0% iR CDRFS HE
FiAR, CelltechfJUS5859205% i NIFALHTLAAR B A=  Fr A 1X 28 A F N A 3538 ik 51 A AR
pa

[0263]  FHF /=4 fl/ Bl 3 4 AmAb ff 7 i A4S, 2 A X B ml 58 R 3 A N sGC
T B W FL R Bh ), B 0 R R R R, U B e s Wk B AR R 7 B Pt 7 A% M A
J o, AR A T AR e B B N sGOIi 128 S H Pk

[0264]  fEMorphoSysHJUS6300064FIMRC/Scripps/StratagenefljUS6248516%% Lk & 2 T
PRAMIUAR S o W65 8 R B 7R 52 A5 B Dy ax [ US 5223409 H A T o 5 35 DRI e L 240 ~F- 5 451
fETaconicArtemis[KJEP1480515A2H ik . BT X B8 N JF P 25 45038 1 51 F 9 A A o
[0265]  TgG.scFv.scFv-FC.Fabfl/8(F (ab) 2/& AU E AN 2 KN HTAR T X o AL 1)
SEIEAR AT PAH BB 314

[0266] WAL A, R “Fab” ¥ LA S PR S & X TgCh B, frid v Bef &0k B ifk
F1%) g 26 B AN R 1) — A EE SO — AN AT AR IR

[0267]  4nASCAT A, RiE “F (ab) 27 ¥ A0 Fridad — AN 8l 2 A i B AR G 32 /1 P 1 Fab
Fr B TeG A B .

[0268]  4nASCAT A, RiG “scFv” ¥ R BLEE A A8 v B, Hog il i F 4 Sk B A — il 1 S %
BRE A HEE AR ) T AR X B A A B Sk R 2 H IR (S) BUH AR (6) XA T
B3 SR GRS s BRAE A R S, R PR PE 2 X 3T 5 NBEk k.

[0269] WA ST, R “scFv-FC” i SR e MEHLARTE X o X PR Rl R 0E , FF 7] BAAE
T YA M AR Py DL = B3R IE o seFv -FCOR @R 4n A FFT-Bujaé A (2014) , H N & i@k
I FHANAR L o scFv-Fet AR 2 — SRR M s A4 , A0 25 45 anid i — AN B2 > i B b 45 &
[ 2% Bt , FL AR 4B U R S5 R 2Lk (MANEIC TS 7))

[0270]  VL-#23k-VH-$23k-FC, B¢

[0271]  VH-4&3k-VL-$23k-FC,

[0272]  Hrp VL yHifd i vl A8 45 /380, VIR P AR B 55 AT AR 45 W38, DL R FC N HLia e E &5
s

[0273]  f# &K IgCEPifkaliscFv-Fe4s & @R T4 A5 KL 2. ibah, 9%
BLHCECDC CRMAC A5 14 241 i B 14 ) BRADCC (BT A4 44 i 14 4 B 25 1) B, B (PP e 348 23 vl e A
[0274] & IR T A5 Gn 2 UK S 1k e = S M AR R 4 L 3 TPk i b & B A
TPER AW IR IR SR A IR G IR, DL AR ST R N AT DUAE AR A JF [
fith b A5 R, 3F 88 03k — 25 10 B3 RS Bh . e Ak, B PR S BT B iR T US 2004/
0033561A1 (fE H: G F% Amonobodies) BiW02007048037 ; & )3 i 51 F A AL,
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[0275] PRSI A HANE Y - £ R ZHIG O T R EHEQSUK- el 5hiE—r, 7wl
PLRE PSS A PUR  (BE 250 B S PR TE5¢ . 5 PR AR EL i) 5 DA 3502 58 I Fr i fde ek A 41
BIE 0T FOFN G R AR E P DA R AE X AR R AR 77 AR TR B IR AE T K RTR T R AS
W), JEHAFEACfibody s F Affilins 32 & \Affimers.Affitins.Alphabodies.
Anticalins.Avimers.DARPins.Fynomers.Kunitz%5#3Jif; \MonobodiesflnanoCLAMP . {44
B IC HAEGebauer and Skerra (2009) AT 1A% VELHEIL , i SCHkdE S 51 FH A
K

[0276] &%, HRH 4457 (binder) BT LA BREEZH B o 151 40, 24 8 1 03 45 6 77 A seFv gk
B scFv-FCI i /2 X Fh il Ol o FE X P O, BN E B 45 A 77 AT DL w72 R 2% H IR
to

[0277]  #85— N SEhti 7 Srh, B 8 B gE A 0 AL I 2k B E 22 2k, 1 nfE A K TgGakF
(ab) 27 BErh AR IX MG DL T, AT DRI A% BR AL S AR W LA AN B8 2 Mt i 3 i s &
FRRIAS [F] B B S5 M I ) 2 A% H IR

[0278] WA TR M, RE “MEY” (B3I B W4 5) W &K (R FE S E ]
(Chlorophyta) F#¢# ] /4 # ] (Charophyta/Streptophyta) , LA K& o B 3 44
(Mesostigmatophyceae) 4 77 # 44 (Chlorokybophyceae) FIIZjiE#: (Spirotaenia) , 3 Hik
PR AEEY) CBEMAEY) 1] (Embryophytes)) , 3 #F A HE T 1Y), HE 21 A
HIRLF-HFEA) o

[0279] WA ST Y, AR TR “Wi i R I87 R AR AL IR (e DL (1) A2 9 i 32 38 450 1 JBURIDNA) ¢
SINTE A MR J , J5 DR AR L IS TR A AR I B 3R

[0280]  4rA ST AT FH, RiE “Baig RIK” i RAEAX IR (e WL IR A2 2 i 3328 85 1) JFUREDNA) 45
SINTE F 4B 1 23 K 0 (B BUR AR A) Jo AR [B) b g 22 3Rk ik R 08 . AR A5 e G 41
A, AN 3R DR Rl R 25 DR 2 1 — 35 4, FF IR b e S o

[0281] &35 ik

[0282] e« Abdel-Ghany S.E. (2015) .Engineering of plants for the production of

commercially important products:approaches and accomplishments.In Plant

biology and biotechnology (pp.551-577) .Springer.

[0283]  * Ali,S.,&Kim,W.C. (2019) .Afruitful decade using synthetic promoters
in the improvement of transgenic plants.Frontiers in plant science,10.

[0284] * Bujak E et al.,Methods Mol Biol.2014;1131:315-34

[0285] ¢ Choi,KY,et al.,Theranostics 2.2(2012) :156.

[0286] ¢ Daniell H et al.,Trends Plant Sci.2001May;6(5):219-226.

[0287] * Eckard U et al,Matrix Biology,Volume 49, January 2016,Pages 37-60
[0288] e Francisco JA.,et al.,Binder-toxin fusion protein chemistry 8.5
(1997) : 708-713.

[0289] e« Gebauer and Skerra,Curr Opin Chem Biol.2009]Jun;13(3):245-55.

[0290] e« Gomord V et al., (2010),.Plant Biotechnology Journal,8:564-587

[0291] * Grinberg Y,Benhar I.Addressing the Immunogenicity of the Cargo and

of the Targeting Antibodies with a Focus on Demmunized Bacterial Toxins and
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on Antibody-Targeted Human Effector Proteins.Biomedicines.2017Jun 2;5(2):28.
[0292] -~ HikkinenS et al.,Front Plant Sci.2018;9:45.

[0293] e« Hashimoto et al.Immunogenetics.1994;40(2) :145-149.

[0294] * Klaine,S.J.and M A.Lewis.Algal And Plant Toxicity
Testing.1995Chapter 8,in Hoffman et al (eds) ,Handbook of Ecotoxicology.Lewis
Publishers,Boca Raton,FL,163-184, (1995) .

[0295] * Kdhlerand Milstein,Nature.Bd.256,S.495-497

[0296] < Kumar S et al,PLoS One.2014;9(10) :e110539

[0297] < Nagata,T et al., (1992) .International Review of Cytology (Vol.132,
pp.1-30) .

[0298]  « Okazaki et al.,Blood,81:84-94(1993))

[0299] e« Polson et al.,Blood.2007;110(2) :616-623

[0300] * Rawlings ND,Biochimie,Volume 122,March 2016,Pages 5-30

[0301] e Santos R et al.,Front.Plant Sci.,Front.Plant Sci.,l11March 2016
[0302] e« Schmohl J et al,Toxins(Basel) .20150ct;7(10) :4067-4082.

[0303] ¢ Shaaltiel,Y et al., (2007)Plant biotechnology journal,5(5),579-590
[0304] e« Torres,K.C. (1989) .In Tissue Culture Techniques for Horticultural
Crops (pp.161-163) .Springer,Boston,MA.)

[0305] e« Turk V et al,Biochimica et Biophysica Acta (BBA) -Proteins and
Proteomics,Volumel824,Issue 1,January 2012,Pages 68-88

[0306] e« Wilbers,RH et al,Plant biotechnology journal,14(8),1695-1704

[0307] &4

[0308]  DLF /3 H144 BiAS BRI B A FF N 51— 80 23 o 1% S H T AR L TWIPO ST 25341
B PP AR N AR BE 0], i N R I A 5 BT R B AR L IR AE 2 e, W SN g AR SR
() 7 51 5 IR Y o

[0309]  ILEEyE R, £ LESEHi 7 =, AL B BRI R A B A B S 5 IR/ AT Ak
I St 77 S AL BB S 5 K/ 1T SRR UL A 1R S IR/ Ik — i A T .

[0310]  Jf Wiyd &, £E — S8 S 77 S, iR B 3R HOAH B 2 B R 21 s e 2 S e AL oA .
BT A Szt 5 SR AN A AT T B AR BB 31 7 1 Bl 2 S e L AR A
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[0311]

SEQ |#i & & | B4R | 51

1V E ¥ =

NO

1 sc-Fv-  |206 QIVLSQSPAILSASPGEKVTMTCRASSSVSYIHWFQQKPGSS
FC PKPWIYATSNLASGVPVRFSGSGSGTSYSLTISRVEAEDAAT

YYCQQWTSNPPTFGGGTKLEIK

GGGGSGGGGSGGGGS
QVQLQQPGAELVKPGASVKMSCKASGYTFTSYNMHW VK
QTPGRGLEWIGATYPGNGDTSYNQKFKGKATLTADKSSST
AYMQLSSLTSEDSAVYYCARSTYYGGDWYFNVWGAGTT
VTVSA

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSP

GGGGS

AVTWTCLNDQKNPK TNKYETKRLLYNQNKAESNSHHAPL

DRP

T CAINGOY DOUDOURLERORIPIREORSDLL
PKHSKDGNGKTDHYLLEFPTFPDGHDYKFDSKKPKENPGP

(1 VY

AN I, A L L
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ARVIYTYPNKVFCGIAHTKENQGELKLCSH

[0312]

sc-Fv-
FC

125

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSP

GGGGS

AVTWTCLNDQKNPK TNKYETKRLLYNQNKAESNSHHAPL
SDGKTGSSYPHWETNGYDGDGKLPKGRTPIKFGKSDCDRP
PKHSKDGNGKTDHYLLEFPTFPDGHDYKFDSKKPKENPGP
ARVIYTYPNKVFCGIUAHTKENQGELKLCSH

sc-Fv-
FC

222

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSPG

HRRRKRSLDTS
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AVIWTCINDQKNPKTNKYETKRLLYNONKAESNSHHAPL
SDGKTGSSYPHWETNGYDGDGKILPKGRTPIKFGKSDCDRP
PKHSKDGNGKTDHYLLEFPTFPDGHDYKFDSKKPKENPGP

ARVIYTYPNKVFCGIIAHTKENQGELKLCSH

[0313]

sc-Fv-
FC

221

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSPG

TRHRQPRGWEQL

AVTWTCLNDQKNPK TNKYETKRLLYNQNKAESNSHHAPL
SDGKTGSSYPHWFTNGYDGDGKLPKGRTPIKFGKSDCDRP
PKHSKDGNGK TDHYLLEFPTFPDGHDYKFDSKKPKENPGP
ARVIYTYPNKVFCGIIAHTKENQGELKLCSH

sc-Fv-
FC

229

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQOSVDYEGDSFINWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
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ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSPG

AGNRVRRSVG
AVIWTCINDOKNPKTNKYETKRLLYNONKAESNSHHAPL
SDGKTGSSYPHWETNGYDGDGKLPKGRTPIKFGKSDCDRP
PKHSKDGNGKTDHYLLEFPTFPDGHDYKFDSKKPKENPGP
ARVIYTYPNKVFCGIAHTKENQGELKLCSH

[0314]

£ K
IeG

323, HC

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFINWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSP

GGGGSGGGGS

RRKR
AVIWTCINDOKNPKTNKYETKRLLYNONKAESNSHHAPL
SDGKTGSSYPHWETNGYDGDGKILPKGRTPIKEFGKSDCDRP
PKHSKDGNGKTDHYLLEFPTFPDGHDYKFDSKKPKENPGP
ARVIYTYPNKVFCGIAHTKENQGELKLCSH

323, LC

QIVLSQSPAILSASPGEKVTMTCRASSSVSYIHWFQQKPGSS
PKPWIYATSNLASGVPVRFSGSGSGTSYSLTISRVEAEDAAT
YYCQQWTSNPPTFGGGTKLEIKRTVAAPSVFIFPPSDEQLK
SGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPV
TKSFNRGEC

sc-Fv-
FC

304

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
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[0315]

QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQOQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSP

GGGGS
AETVOQYYNSYSDASIASCAFVDSGKDKIDKTKIVTYTSRL

AASPAYQKVVGVGLKTAAGSIVPYVRLDMDNTGKGIHEN

ATKLSDSSAKLAAVLKTTVSMTEAQRTOQLYMEYIKGIENRS
AQFIWDWWRTGKAPA

9

sc-Fv-
FC

302

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFINWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSP

GGGGS
APIVTCRPKLDGREKPFKVDVATAQAQARKAGITTGKSGD
PHRYFAGDHIRWGVNNCDKADAILWEYPIYWVGKNAEWA
KDVKTSQOQKGGPTPIRVVYANSRGAVQYCGVMTHSKVDK

37



CN 116390947 A

W B B 34/49 T

[0316]

NNQGKEFFEKCD

10

sc-Fv-
FC

301

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSP

GGGGS
ADTVICEPHODTETGKIKKFKVDVGVAEDQAKKAGLTTGK
SGDPHRYMNGDKINEGIHNCDKEGAILWEYPIYWVGKKA
EWMKDEKTDRQPGGPTPIRVVYANNNGNIVYCGVMTHAY
VKSNNQGEKFFLKCT

sc-Fv-
FC

466

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSPG

HRRRKRSLDTS
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[0317]

ADTVICEPHODTETGKIKKFKVDVGVAEDQAKKAGLTTGK
SGDPHRYMNGDKINFGIHNCDKEGAILWEYPIYWVGKKA

EWMKDEKTDRQPGGPTPIRVVYANNNGNIVYCGVMTHAV
VKSNNOGEKFFLKCT

12

sc-Fv-
FC

467

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSPG

TRHRQPRGWEQL
ADTVICEPHODTETGKIKKFKVDVGVAEDQAKKAGLITGK
SGDPHRYMNGDKINFGIHNCDKEGAILWEYPIY WVGKKA
EWMKDEKTDRQPGGPTPIRVVYANNNGNIVYCGVMTHAV
VKSNNQGEKFFLKCT

13

2 K
1gG

676, HC

QVQLQQPGAELVKPGASVKMSCKASGYTFTSYNMHWVK
QTPGRGLEWIGATYPGNGDTSYNQKFKGKATLTADKSSST
AYMQLSSLTSEDSAVYYCARSTYYGGDWYFNVWGAGTT
VTVSAASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP
VTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLG
TQTYICNVNHKPSNTK VDKKAEPKSCDK THTCPPCPAPEL
LGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKF
NWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSP
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[0318]

14

GGGGS
ADTVICEPHODTETGKIKKFKVDVGVAEDOAKKAGLTTGK
SGDPHRYMNGDKINFGIHNCDKEGAILWEYPIYWVGKKA

EWMKDEKTDROPGGPTPIRVVYANNNGNIVYCGVMTHAV.
VKSNNQGEKFFLKCT

676, LC

QIVLSQSPAILSASPGEKVTMTCRASSSVSYIHWFQQKPGSS
PKPWIYATSNLASGVPVRFSGSGSGTSYSLTISRVEAEDAAT
YYCQQWTSNPPTFGGGTKLEIKRTVAAPSVFIFPPSDEQLK
SGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPV
TKSFNRGEC

15

16

2| 680, HC

QVQLQQPGAELVKPGASVKMSCKASGYTFTSYNMHW VK
QTPGRGLEWIGAIYPGNGDTSYNQKFKGKATLTADKSSST
AYMQLSSLTSEDSAVYYCARSTYYGGDWYFNVWGAGTT
VTVSAASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEP
VTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLG
TQTYICNVNHKPSNTK VDKKAEPKSCDK THTCPPCPAPEL
LGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKF
NWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSPG

HRRRKRSLDTS
ADTVICEPHQODTETGKIKKFKVDVGVAEDQAKKAGLTTGK
SGDPHRYMNGDKINFGIHNCDKEGAILWEYPIY WVGKKA
EWMKDEKTDROPGGPTPIRVVYANNNGNIVYCGVMTHAV.

680, LC

QIVLSQSPAILSASPGEKVTMTCRASSSVSYIHWFQQKPGSS
PKPWIYATSNLASGVPVRFSGSGSGTSYSLTISRVEAEDAAT
YYCQQWTSNPPTFGGGTKLEIKRTVAAPSVFIFPPSDEQLK
SGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTE
QDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPV
TKSFNRGEC

17

K

452, HC

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
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[0319]

18

IeG

PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGA
LTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKAEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKV
SNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSP

GGGGS

EWMKDEKTDROPGGPTPIRVVYANNNGNIVYCGVMTHAV

VKSNNQGEKFFLKCT

452, LC

DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ

PEDFATYYCQOSNEDPLTFGQGTKVEIKRTVAAPSVFIFPPS

DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQ
ESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQG

LSSPVTKSFNRGEC

19

o
IeG

K

507, HC

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGA
LTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKAEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKV
SNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSPG

HRRRKRSLDTS
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[0320]

20

ADTVICEPHODTETGKIKKFKVDVGVAEDQAKKAGILTTGK
SGDPHRYMNGDKINFGIHNCDKEGAILWEYPIYWVGKKA

EWMKDEKTDRQPGGPTPIRVVYANNNGNIVYCGVMTHAV
VKSNNOGEKFFLKCT

507, LC

DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQ
ESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQG
LSSPVTKSFNRGEC

21

22

£ K
1gG

508, HC

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGA
LTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKAEPKSCDK THTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKV
SNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSPG

TRHRQPRGWEQL
ADTVICEPHQDTETGKIKKFKVDVGVAEDQAKKAGLTTGK
SGDPHRYMNGDKINFGIHNCDKEGAILWEYPIYWVGKKA
EWMKDEKTDROPGGPTPIRVVYANNNGNIVYCGVMTHAV

VKSNNOGEKFFLKCT

508, LC

DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQ
ESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQG
LSSPVTKSFNRGEC

23

K
IeG

509, LC

DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
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24

PEDFATYYCQOSNEDPLTFGQGTKVEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQ
ESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQG
LSSPVTKSFNRGEC

GGGGS
ADTVICEPHODTETGKIKKFKVDVGVAEDQAKKAGITTGK
SGDPHRYMNGDKINFGIHNCDKEGAILWEYPIYWVGKKA
EWMKDEKTDRQPGGPTPIRVVYANNNGNIVYCGVMTHAV

VKSNNQGEKFFLKCT

509, HC

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSSASTK
GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGA
LTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKAEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKV
SNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSPG

25

26

£ K
1eG

536, LC

DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIKRTVAAPSVFIFPPS
DEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQ
ESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQG
LSSPVTKSFNRGEC

GGGGS
ADTVICEPHODTETGKIKKFKVDVGVAEDQAKKAGITTGK
SGDPHRYMNGDKINFGIHNCDKEGAILWEYPIYWVGKKA
EWMKDEKTDRQPGGPTPIRVVYANNNGNIVYCGVMTHAV

VKSNNQGEKFFLKCT

536, HC

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSSASTK
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GPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGA
LTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNH
KPSNTKVDKKAEPKSCDKTHTCPPCPAPELLGGPSVFLFPP
KPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEV
HNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKYV
SNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSP

GGGGS
ADTVICEPHODTETGKIKKFKVDVGVAEDQAKKAGLTTGK
SGDPHRYMNGDKINFGIHNCDKEGAILWEYPIYWVGKKA
EWMKDEKTDROQPGGE

VKSNNQGEKFFLKCT

27

“RERR

APSPLDARATWTCINOQILNPKTNKWEDKRLLYNOQAKAES
NSHHAPLSDGKTGSSYPHWETNGYDGNGKLIKGRTPIKFG

KADCDRPPKHSONGMGKDDHYLLEFPTEFPDGHDYKFDSK
KPKEDPGPARVIYTYPNKVFCGIVAHQRGNQGDIRLCSH

28

sc-Fv-
FC

495

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSP

GGGGS

A ICEPHODTETGKIKKFKVDVGVAEDQAKKAGLIT
SGDPHRYMNGDKINFGIHNCDKEGAILWEYPIYWVGKKA

ih 1 I R,
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EWMKDEKTDRQPGGPTPIRVVYANNNGNIVYCGVMTHAV
VEKSNNOQGEKFFLKCT

29

sc-Fv-
FC

496

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK
ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSP
GGGGS
ADTVICEPRODTETGKIKKFKVDVGVAEDQAKKAGLITGK
N ; ILW WV
EWMKDEKTDROPGGPTPIRVVYANNNGNIVYCGVMTHAV

VKSNNQGEKFFLKCT

30

sc-Fv-
FC

497

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFINWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQOQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSP

45
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GGGGS
ADTVICEPHODTETGKIKKFIVDVGVAEDOQAKKAGLTTGK
SGDPHRYMNGDNINFGIHNCDKEGAILWEYPIYWVGKKA
EWKKDEKTDROPGGPTPLRVVYANNNGNIVYCGVMTHAV
VKSNNQGEKFFLKCT

31

sc-Fv-

FC

48

EVQLVESGGGLVKPGGSLKLSCAASGFAFSIYDMSWVRQT
PEKRLEWVAYISSGGGTTYYPDTVKGRFTISRDNAKNTLYL
QMSSLKSEDTAMYYCARHSGYGTHWGVLFAYWGQGTLV
TVSA

GGGGSGGGGSGGGGS
DIQMTQTTSSLSASLGDRVTISCRASQDIHGYLNWYQQKP
DGTVKLLIYYTSILHSGVPSRFSGSGSGTDYSLTISNLEQED
FATYFCQQGNTLPWTFGGGTKLEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSP

GGGGS

RRKRAS
KESRAKKFQRQHMDSDSSPSSSSTYCNQMMRRRSMTQGD
CKPVNTFVHEPLVDVONVCFQEKVTCKDGQGNCYKSNSA
MHITDCRLTADSDYPNCAYRTSPKERHIIVACEGSPYVPVH
EDASV

32

sc-Fv-
FC

125

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
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EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSP

GGGGS
AVTWTCINDQKNPKTNKYETKRLLYNONKAESNSHHAPL
SDGKTGSSYPHWETNGYDGDGKILPKGRTPIKEGKSDCDRP
PKHSKDGNGKTDHYLLEFPTFPDGHDYKFDSKKPKENPGP
ARVIYTYPNKVFCGIAHTKENQGELKLCSH

33

sc-Fv-
FC

86

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSPGK

34

sc-Fv-
FC

96

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
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GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSPGK

35

sc-Fv-
FC

o2

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIKR
ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSP

GGGGS

RRKRAS
KESRAKKFOQROQHMDSDSSPSSSSTYCNOMMRRRSMTQGD
CKPVNTEVHEPLVDVONVCFQEKVTCKDGOGNCYKSNSA
MHITDCRLTADSDYPNCAYRTSPKERHIIVACEGSPYVPVH
EDASV

36

sc-Fv-

EC

228

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
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[0327]

ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSP

GGGGS

QDNSRYTHFLTQHYDAKPQGRDDRY CESIMRRRGLTSPCK
DINTFIHGNKRSIKAICENKNGNPHRENLRISKSSFQVTTCK

LHRRSPWPPCQYRATAGFRNVVVACENGLPVHLDQSIFRR
P

37

sc-Fv-

FC

125

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFINWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK
ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSP

GGGGS
AVIWTCINDOKNPKTNKYETKRLLYNONKAESNSHHAPL
SDGKTGSSYPHWETNGYDGDGKILPKGRTPIKFGKSDCDRP
PKHSKDGNGKTDHYLLEFPTFPDGHDYKFDSKKPKENPGP
ARVIYTYPNKVFCGIAHTKENQGELKILCSH

38

sc-Fv-
FC

221

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
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EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSPGTRHRQPRGWEQL
AVTWTCLNDQKNPK TNKYETKRLLYNONKAESNSHHAPL
DGKTGSSYPHWFTNGYDGDGKLPKGRTPIKFGKSDCDRP
PKHSKDGNGK TDHYLLEFPTFPDGHDYKFDSKKPKENPGP
ARVIYTYPNKVFCGIIAHTKENQGELKLCSH

39

sc-Fv-
FC

301

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
GGGGSGGGGSGGGGS
DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQQOQSNEDPLTFGQGTKVEIK

ASTKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VFSCSVMHEALHNHYTQKSLSLSP

GGGGS
ADTVICEPHODTETGKIKKFKVDVGVAEDQAKKAGLTTGK
SGDPHRYMNGDKINFGIHNCDKEGAILWEYPIYWVGKKA
EWMKDEKTDROPGGPTPIRVVYANNNGNIVYCGVMTHAV

VKSNNQGEKFFLKCT

40

£ K
IeG

414, HC

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYIC
NVNHKPSNTKVDKKAEPKSCDKTHTCPPCPAPELLGGPSV
FLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVD
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4]

GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEY
KCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSP

GGGGS
AVTWTCINDQKNPKTNKYETKRLLYNONKAESNSHHAPL
SDGKTGSSYPHWETNGYDGDGKILPKGRTPIKEGKSDCDRP
PKHSKDGNGKTDHYLLEFPTFPDGHDYKFDSKKPKENPGP
ARVIYTYPNKVFCGIAHTKENQGELKLCSH

414, LC

DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
PEDFATYYCQOQSNEDPLTFGQGTKVEIK
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQW
KVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEK
HKVYACEVTHQGLSSPVTKSFNRGEC

42

43

2452, HC

EVQLVESGGGLVQPGGSLRLSCAASGYTFSSYWIEWVRQA
PGKGLEWIGEILPGGGDTNYNEIFKGRATFSADTSKNTAYL
QMNSLRAEDTAVYYCTRRVPIRLDYWGQGTLVTVSS
ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSW
NSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYIC
NVNHKPSNTKVDKKAEPKSCDKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDP
EVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVSVLTVLH
QDWLNGKEYKCKVSNKALPAPIEKTISKAK
GQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEW
ESNGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGN
VFSCSVMHEALHNHY TQKSLSLSP

GGGGS
ADTVICEPHODTETGKIKKFKVDVGVAEDQAKKAGLTTGK
SGDPHRYMNGDKINFGIHNCDKEGAILWEYPIYWVGKKA
EWMKDEKTDROPGGPTPIRVVYANNNGNIVYCGVMTHAY
VKSNNOGEKFFLKCT

452, LC

DIQLTQSPSSLSASVGDRVTITCKASQSVDYEGDSFLNWYQ
QKPGKAPKLLIYAASNLESGVPSRFSGSGSGTDFTLTISSLQ
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[0330]

PEDFATYYCQQSNEDPLTFGQGTKVEIK
RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQW
KVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEK
HKVYACEVTHQGLSSPVTKSFNRGEC

44 |Fpe $k TRHROPRGWEQL

45  |Fdt 3k AGNRVRRSVG

46 | IEAREE I 2LA# AL | HRRRKRSLDTS

&, (FCS)/Liop

47  |hirsutelin A APIVTCRPKLDGREKPFKVDVATAQAQARKAGLITGKSGD
PHRYFAGDHIRWGVNNCDKADAILWEYPIY WVGKNAEWA
KDVKTSQQKGGPTPIRVVYANSRGAVQYCGVMTHSKVDK
NNQGKEFFEKCD

48 | Anisoplin ADTVICEPHQDTETGKIKKFKVDVGVAEDQAKKAGLTTGK

DPHRYMNGDKINFGIHNCDKEGAILWEYPIY WVGKKA

EWMKDEKTDRQPGGPTPIRVVYANNNGNIVYCGVMTHAY
VKSNNQGEKFFLKCT

49 | Anisoplin (D43Y ffZ | ADTVICEPHQDTETGKIKKFKVDVGVAEDQAKKAGLTTGK

A)

SGYPHRYMNGDKINFGIHNCDKEGAILWEYPIYWVGKKA
EWMKDEKTDRQPGGPTPIRVVYANNNGNIVYCGVMTHAV
VKSNNQGEKFFLKCT

50

IIREEENE S

DNSRYTHFLTQHYDAKPQGRDDRYCESIMRRRGLTSPCK
DINTFIHGNKRSIKAICENKNGNPHRENLRISKSSFQVTTCK
LHRRSPWPPCOQYRATAGFRNVVVACENGLPVHLDQSIFRR
P

51

Anisoplin [FJ54 1

ADTVICEPHODTETGKIKKFKVDVGVAEDQAKKAGLITGK
YMN ILW WV
EWMKDEKTDROPGGPTPIRVVYANNNGNIVYCGVMTHAV

VKSNNQGEKFFLKCT

52

Anisoplin [F] 547 2

ADTVICEPRODTETGKIKKFKVDVGVAEDQAKKAGLITGK
SGDPHRYMNGDKINFGIHNCDKEGAILWEYPIYWVGKKA
EWMKDEKTDROPGGPTPIRVVYANNNGNIVYCGVMTHAY
VEKSNNQGEKFFLKCT

53

Anisoplin [FJ547 3

ADTVICEPHQDTETGKIKKFTVDVGVAEDQAKKAGLTTGK
DPHRYMNGDNINFGIHNCDKEGAILWEYPIYWVGKKA
EWKKDEKTDROPGGPTPLRVVYANNNGNIVYCGVMTHAV

52
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VKSNNQGEKFFLKCT
54 | Ageritin AETVQYYNSYSDASIASCAFVDSGKDKIDKTKLVTYTSRL
AASPAYQKVVGVGLKTAAGSIVPYVRLDMDNTGKGIHFN
ATKLSDSSAKLAAVLKTTVSMTEAQRTQLYMEYIKGIENRS
AQFIWDWWRTGKAPA
55  |o-/\BIREE AVTWTCLNDQKNPK TNKYETKRLLYNONKAESNSHHAPL
SDGKTGSSYPHWFTNGYDGDGKILPKGRTPIKFGKSDCDRP
PKHSKDGNGK TDHYLLEFPTFPDGHDYKFDSKKPKENPGP
ARVIYTYPNKVFECGIIAHTKENQGELKLCSH
56 |a-/\EBRE (2% | AVTWTCLNTQKNPK TNKYETKRLLYNQNKAESNSHHAPL
otk B K YPHWETN DGKLPKGRTPI C
DIT/Q142T) PKHSKDGNGK TDHYLLEFPTFPDGHDYKFDSKKPKENPGP
ARVIYTYPNKVFCGIAHTKENTGELKLCSH
57  |hpRNasel KESRAKKFQRQHMDSDSSPSSSSTYCNQMMRRRNMTQGR
[0331] CKPVNTEVHEPLVDVONVCFQEKVTCKNGQGNCYKSNSS
MHITDCRLTNGSRYPNCAYRTSPKERHIIVACEGSPYVPVHF
DASVEDST
58 |#1 CD79B HCDR1 |GYTFSSYWIE
59 |#1 CD79B HCDR2 |GEILPGGGDTNYNEIFKG
60 |#1 CD79B HCDR3 |TRRVPIRLDY
61 |$1 CD79B LCDR1 |KASQSVDYEGDSFLN
62 |41 CD79B LCDR2 |AASNLES
63 |#1 CD79B LCDR3 |CQQSNEDPLT
64 |41 CD20 HCDR1 |YTFTSYNMH
65 |41 CD20 HCDR2 |WIGAIYPGNGDTSY
66 |H1 CD20 HCDR3 |RSTYYGGDWYFNV
67 |#1CD20 LCDRI [SSVSYIH
68 |#1 CD20 LCDR2 |PWIYATSNLAS
69 |#1 CD20 LCDR3 |QQWTSNPP
[0332] IR FRIZKL=F%
[0333]  EVQL---=V Z5#gisk, &£k =HCDR 1-3
[0334]  DIQL---=V 45k, N &IZE=LCDR 1-3
[0335]  QIVL---=V, itttk T RIZ=LCDR 1-3APELL---=CH, 4543 GQPRE - -- = CH, £ ¥4 15
RTVAAP--- =CL &5 W sURHA 7 = 3 S B AR A7
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[0001]

FFHIZ
<110> ATB AT AHE
<120> BEZMEARSRHIRNAseNEHRGS R
<130> AD42605
<160> 69
<170> Patentln version 3.5
<210> 1
<211> 624
<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 1
GIn lle Val Leu Ser GIn Ser Pro Ala lle Leu Ser Ala Ser Pro Gly
1 & 10 15

Glu Lys Val Thr Met Thr Cys Arg Ala Ser Ser Ser Val Ser Tyr lle
20 25 30

His Trp Phe GIn GIn Lys Pro Gly Ser Ser Pro Lys Pro Trp lle Tyr
35 40 45

Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Val Arg Phe Ser Gly Ser
50 55 60

Gly Ser Gly Thr Ser Tyr Ser Leu Thr lle Ser Arg Val Glu Ala Glu
65 70 75 80

Asp Ala Ala Thr Tyr Tyr Cys GIn GIn Trp Thr Ser Asn Pro Pro Thr
85 90 95
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[0002]

Phe Gly Gly Gly Thr Lys Leu Glu lle Lys Gly Gly Gly Gly Ser Gly
100 105 110

Gly Gly Gly Ser Gly Gly Gly Gly Ser GIn Val GIn Leu GIn GIn Pro
115 120 125

Gly Ala Glu Leu Val Lys Pro Gly Ala Ser Val Lys Met Ser Cys Lys
130 135 140

Ala Ser Gly Tyr Thr Phe Thr Ser Tyr Asn Met His Trp Val Lys GIn
145 150 155 160

Thr Pro Gly Arg Gly Leu Glu Trp lle Gly Ala Ile Tyr Pro Gly Asn
165 170 175

Gly Asp Thr Ser Tyr Asn GIn Lys Phe Lys Gly Lys Ala Thr Leu Thr
180 185 190

Ala Asp Lys Ser Ser Ser Thr Ala Tyr Met GIn Leu Ser Ser Leu Thr
195 200 205

Ser Glu Asp Ser Ala Val Tyr Tyr Cys Ala Arg Ser Thr Tyr Tyr Gly
210 215 220

Gly Asp Trp Tyr Phe Asn Val Trp Gly Ala Gly Thr Thr Val Thr Val
225 230 235 240

Ser Ala Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro
245 250 255

Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys
260 265 270
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[0003]

Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val
275 280 285

Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp
290 295 300

Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr
305 310 315 320

Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp
325 330 335

Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu
340 345 350

Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg
355 360 365

Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys
370 375 380

Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp
385 390 395 400

lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys
405 410 415

Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser
420 425 430

Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe Ser
435 440 445

Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser
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[0004]

450 455 460

Leu Ser Leu Ser Pro Gly Gly Gly Gly Ser Ala Val Thr Trp Thr Cys
465 470 475 480

Leu Asn Asp GIn Lys Asn Pro Lys Thr Asn Lys Tyr Glu Thr Lys Arg
485 490 495

Leu Leu Tyr Asn GIn Asn Lys Ala Glu Ser Asn Ser His His Ala Pro
500 505 510

Leu Ser Asp Gly Lys Thr Gly Ser Ser Tyr Pro His Trp Phe Thr Asn
515 520 525

Gly Tyr Asp Gly Asp Gly Lys Leu Pro Lys Gly Arg Thr Pro lle Lys
530 535 540

Phe Gly Lys Ser Asp Cys Asp Arg Pro Pro Lys His Ser Lys Asp Gly
545 550 D 560

Asn Gly Lys Thr Asp His Tyr Leu Leu Glu Phe Pro Thr Phe Pro Asp
565 570 575

Gly His Asp Tyr Lys Phe Asp Ser Lys Lys Pro Lys Glu Asn Pro Gly
580 585 590

Pro Ala Arg Val lle Tyr Thr Tyr Pro Asn Lys Val Phe Cys Gly lle
595 600 605

lle Ala His Thr Lys Glu Asn GIn Gly Glu Leu Lys Leu Cys Ser His
610 615 620

<210> 2
<211> 625
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[0005]

<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 2

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
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[0006]

145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 335
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[0007]

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
855 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Ser Ala Val Thr Trp Thr
465 470 475 480

Cys Leu Asn Asp GIn Lys Asn Pro Lys Thr Asn Lys Tyr Glu Thr Lys
485 490 495

Arg Leu Leu Tyr Asn GIn Asn Lys Ala Glu Ser Asn Ser His His Ala
500 505 510
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[0008]

Pro Leu Ser Asp Gly Lys Thr Gly Ser Ser Tyr Pro His Trp Phe Thr
515 520 525

Asn Gly Tyr Asp Gly Asp Gly Lys Leu Pro Lys Gly Arg Thr Pro lle
530 535 540

Lys Phe Gly Lys Ser Asp Cys Asp Arg Pro Pro Lys His Ser Lys Asp
545 550 555 560

Gly Asn Gly Lys Thr Asp His Tyr Leu Leu Glu Phe Pro Thr Phe Pro
565 570 i

Asp Gly His Asp Tyr Lys Phe Asp Ser Lys Lys Pro Lys Glu Asn Pro
580 585 590

Gly Pro Ala Arg Val lle Tyr Thr Tyr Pro Asn Lys Val Phe Cys Gly
595 600 605

lle lle Ala His Thr Lys Glu Asn GIn Gly Glu Leu Lys Leu Cys Ser
610 615 620

His
625

<210> 3

<211> 632

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 3

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15
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Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 g5

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu

[0005] 100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190
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[0010]

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
355 360 365
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[0011]

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gin Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly His Arg Arg Arg Lys Arg Ser Leu Asp
465 470 475 480

Thr Ser Ala Val Thr Trp Thr Cys Leu Asn Asp GIn Lys Asn Pro Lys
485 490 495

Thr Asn Lys Tyr Glu Thr Lys Arg Leu Leu Tyr Asn GIn Asn Lys Ala
500 505 510

Glu Ser Asn Ser His His Ala Pro Leu Ser Asp Gly Lys Thr Gly Ser
515 520 525

Ser Tyr Pro His Trp Phe Thr Asn Gly Tyr Asp Gly Asp Gly Lys Leu
530 535 540

Pro Lys Gly Arg Thr Pro lle Lys Phe Gly Lys Ser Asp Cys Asp Arg
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[0012]

545 550 9 560

Pro Pro Lys His Ser Lys Asp Gly Asn Gly Lys Thr Asp His Tyr Leu
565 570 575

Leu Glu Phe Pro Thr Phe Pro Asp Gly His Asp Tyr Lys Phe Asp Ser
580 585 590

Lys Lys Pro Lys Glu Asn Pro Gly Pro Ala Arg Val lle Tyr Thr Tyr
585 600 605

Pro Asn Lys Val Phe Cys Gly lle lle Ala His Thr Lys Glu Asn GIn
610 615 620

Gly Glu Leu Lys Leu Cys Ser His
625 630

<210> 4

<211> 633

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 4

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
53 40 45
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[0013]

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 a9 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
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[0014]

225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
355 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415
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[0015]

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Thr Arg His Arg GIn Pro Arg Gly Trp
465 470 475 480

Glu GIn Leu Ala Val Thr Trp Thr Cys Leu Asn Asp GIn Lys Asn Pro
485 490 495

Lys Thr Asn Lys Tyr Glu Thr Lys Arg Leu Leu Tyr Asn GlIn Asn Lys
500 505 510

Ala Glu Ser Asn Ser His His Ala Pro Leu Ser Asp Gly Lys Thr Gly
515 520 825

Ser Ser Tyr Pro His Trp Phe Thr Asn Gly Tyr Asp Gly Asp Gly Lys
530 535 540

Leu Pro Lys Gly Arg Thr Pro lle Lys Phe Gly Lys Ser Asp Cys Asp
545 550 555 560

Arg Pro Pro Lys His Ser Lys Asp Gly Asn Gly Lys Thr Asp His Tyr
565 570 575

Leu Leu Glu Phe Pro Thr Phe Pro Asp Gly His Asp Tyr Lys Phe Asp
580 585 590
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[0016]

Ser Lys Lys Pro Lys Glu Asn Pro Gly Pro Ala Arg Val lle Tyr Thr
595 600 605

Tyr Pro Asn Lys Val Phe Cys Gly lle lle Ala His Thr Lys Glu Asn
610 615 620

GIn Gly Glu Leu Lys Leu Cys Ser His
625 630

<210> 5

<211> 631

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 5
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 13

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 as
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[0017]

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly Gln Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270
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[0018]

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
27 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Gin
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
355 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 385 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445
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[0019]

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Ala Gly Asn Arg Val Arg Arg Ser Val
465 470 475 480

Gly Ala Val Thr Trp Thr Cys Leu Asn Asp GIn Lys Asn Pro Lys Thr
485 490 495

Asn Lys Tyr Glu Thr Lys Arg Leu Leu Tyr Asn GIn Asn Lys Ala Glu
500 505 510

Ser Asn Ser His His Ala Pro Leu Ser Asp Gly Lys Thr Gly Ser Ser
515 520 525

Tyr Pro His Trp Phe Thr Asn Gly Tyr Asp Gly Asp Gly Lys Leu Pro
530 535 540

Lys Gly Arg Thr Pro lle Lys Phe Gly Lys Ser Asp Cys Asp Arg Pro
545 550 525 560

Pro Lys His Ser Lys Asp Gly Asn Gly Lys Thr Asp His Tyr Leu Leu
565 570 575

Glu Phe Pro Thr Phe Pro Asp Gly His Asp Tyr Lys Phe Asp Ser Lys
580 585 590

Lys Pro Lys Glu Asn Pro Gly Pro Ala Arg Val lle Tyr Thr Tyr Pro
595 600 605

Asn Lys Val Phe Cys Gly lle lle Ala His Thr Lys Glu Asn GIn Gly
610 615 620

Glu Leu Lys Leu Cys Ser His
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[0020]

625 630

<210> 6

<211> 634

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 6
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 2 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125
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[0021]

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 258 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
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[0022]

305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 L

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
355 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gin Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
465 470 475 480

Arg Arg Lys Arg Ala Val Thr Trp Thr Cys Leu Asn Asp GIn Lys Asn
485 490 495
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[0023]

Pro Lys Thr Asn Lys Tyr Glu Thr Lys Arg Leu Leu Tyr Asn Gln Asn
500 505 510

Lys Ala Glu Ser Asn Ser His His Ala Pro Leu Ser Asp Gly Lys Thr
515 520 525

Gly Ser Ser Tyr Pro His Trp Phe Thr Asn Gly Tyr Asp Gly Asp Gly
530 535 540

Lys Leu Pro Lys Gly Arg Thr Pro lle Lys Phe Gly Lys Ser Asp Cys
545 550 555 560

Asp Arg Pro Pro Lys His Ser Lys Asp Gly Asn Gly Lys Thr Asp His
565 570 575

Tyr Leu Leu Glu Phe Pro Thr Phe Pro Asp Gly His Asp Tyr Lys Phe
580 585 590

Asp Ser Lys Lys Pro Lys Glu Asn Pro Gly Pro Ala Arg Val lle Tyr
595 600 605

Thr Tyr Pro Asn Lys Val Phe Cys Gly lle lle Ala His Thr Lys Glu
610 615 620

Asn GIn Gly Glu Leu Lys Leu Cys Ser His
625 630

<210> 7

<211> 213

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin
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[0024]

<400> 7

GIn lle Val Leu Ser GIn Ser Pro Ala lle Leu Ser Ala Ser Pro Gly
1 5 10 15

Glu Lys Val Thr Met Thr Cys Arg Ala Ser Ser Ser Val Ser Tyr lle
20 A 30

His Trp Phe GIn GIn Lys Pro Gly Ser Ser Pro Lys Pro Trp lle Tyr
35 40 45

Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Val Arg Phe Ser Gly Ser
50 33 60

Gly Ser Gly Thr Ser Tyr Ser Leu Thr lle Ser Arg Val Glu Ala Glu
65 70 Fi 80

Asp Ala Ala Thr Tyr Tyr Cys GIn GIn Trp Thr Ser Asn Pro Pro Thr
85 90 95

Phe Gly Gly Gly Thr Lys Leu Glu lle Lys Arg Thr Val Ala Ala Pro
100 105 110

Ser Val Phe lle Phe Pro Pro Ser Asp Glu GIn Leu Lys Ser Gly Thr
115 120 125

Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys
130 135 140

Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser Gly Asn Ser GIn Glu
145 150 155 160

Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser
165 170 175
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[0025]

Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala
180 185 190

Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro Val Thr Lys Ser Phe
195 200 205

Asn Arg Gly Glu Cys
210

<210> 8

<211> 610

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 8

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
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[0026]

85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GlIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270
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[0027]

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 205 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
355 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445
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[0028]

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Ser Ala Glu Thr Val GIn
465 470 475 480

Tyr Tyr Asn Ser Tyr Ser Asp Ala Ser lle Ala Ser Cys Ala Phe Val
485 490 495

Asp Ser Gly Lys Asp Lys lle Asp Lys Thr Lys Leu Val Thr Tyr Thr
500 505 510

Ser Arg Leu Ala Ala Ser Pro Ala Tyr GIn Lys Val Val Gly Val Gly
515 520 525

Leu Lys Thr Ala Ala Gly Ser lle Val Pro Tyr Val Arg Leu Asp Met
530 535 540

Asp Asn Thr Gly Lys Gly lle His Phe Asn Ala Thr Lys Leu Ser Asp
545 550 555 560

Ser Ser Ala Lys Leu Ala Ala Val Leu Lys Thr Thr Val Ser Met Thr
565 570 575

Glu Ala GIn Arg Thr GIn Leu Tyr Met Glu Tyr lle Lys Gly lle Glu
580 585 590

Asn Arg Ser Ala GIn Phe lle Trp Asp Trp Trp Arg Thr Gly Lys Ala
595 600 605

Pro Ala
610
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[0029]

<210> 9

<211> 605

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 9
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 23 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 i 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140
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[0030]

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320
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[0031]

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
355 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Ser Ala Pro lle Val Thr
465 470 475 480

Cys Arg Pro Lys Leu Asp Gly Arg Glu Lys Pro Phe Lys Val Asp Val
485 490 495

Ala Thr Ala GIn Ala GIn Ala Arg Lys Ala Gly Leu Thr Thr Gly Lys
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[0032]

500 505 510

Ser Gly Asp Pro His Arg Tyr Phe Ala Gly Asp His lle Arg Trp Gly
515 520 525

Val Asn Asn Cys Asp Lys Ala Asp Ala lle Leu Trp Glu Tyr Pro lle
530 535 540

Tyr Trp Val Gly Lys Asn Ala Glu Trp Ala Lys Asp Val Lys Thr Ser
545 550 555 560

GIn GIn Lys Gly Gly Pro Thr Pro lle Arg Val Val Tyr Ala Asn Ser
565 570 575

Arg Gly Ala Val GIn Tyr Cys Gly Val Met Thr His Ser Lys Val Asp
580 585 590

Lys Asn Asn GIn Gly Lys Glu Phe Phe Glu Lys Cys Asp
595 600 605

<210> 10
<211> 608
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 10
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30
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[0033]

Trp lle Glu Trp Val Arg GiIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 F 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
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[0034]

210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
223 230 2353 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
8556 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 275 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400
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[0035]

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Ser Ala Asp Thr Val lle
465 470 475 480

Cys Glu Pro His GIn Asp Thr Glu Thr Gly Lys lle Lys Lys Phe Lys
485 490 495

Val Asp Val Gly Val Ala Glu Asp GIn Ala Lys Lys Ala Gly Leu Thr
500 505 510

Thr Gly Lys Ser Gly Asp Pro His Arg Tyr Met Asn Gly Asp Lys lle
515 520 525

Asn Phe Gly lle His Asn Cys Asp Lys Glu Gly Ala lle Leu Trp Glu
530 535 540

Tyr Pro lle Tyr Trp Val Gly Lys Lys Ala Glu Trp Met Lys Asp Glu
545 550 555 560

Lys Thr Asp Arg GIn Pro Gly Gly Pro Thr Pro lle Arg Val Val Tyr
565 570 573
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[0036]

Ala Asn Asn Asn Gly Asn lle Val Tyr Cys Gly Val Met Thr His Ala
580 585 590

Val Val Lys Ser Asn Asn GIn Gly Glu Lys Phe Phe Leu Lys Cys Thr
595 600 605

<210> 11

<211> 615

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 11
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 85

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110
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[0037]

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285
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[0038]

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr Ile Ser Lys Ala Lys Gly GIn Pro
355 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gln Lys
450 455 460
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[0039]

Ser Leu Ser Leu Ser Pro Gly His Arg Arg Arg Lys Arg Ser Leu Asp
465 470 475 480

Thr Ser Ala Asp Thr Val lle Cys Glu Pro His GIn Asp Thr Glu Thr
485 490 495

Gly Lys lle Lys Lys Phe Lys Val Asp Val Gly Val Ala Glu Asp GIn
500 505 510

Ala Lys Lys Ala Gly Leu Thr Thr Gly Lys Ser Gly Asp Pro His Arg
515 520 525

Tyr Met Asn Gly Asp Lys lle Asn Phe Gly lle His Asn Cys Asp Lys
530 585 540

Glu Gly Ala lle Leu Trp Glu Tyr Pro lle Tyr Trp Val Gly Lys Lys
545 550 555 560

Ala Glu Trp Met Lys Asp Glu Lys Thr Asp Arg GIn Pro Gly Gly Pro
565 570 §79

Thr Pro lle Arg Val Val Tyr Ala Asn Asn Asn Gly Asn lle Val Tyr
580 585 590

Cys Gly Val Met Thr His Ala Val Val Lys Ser Asn Asn GIn Gly Glu
595 600 605

Lys Phe Phe Leu Lys Cys Thr
610 615

<210> 12
<211> 616
<212> PRT
<213> artificial sequence
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[0040]

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 12
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160
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[0041]

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
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[0042]

340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
355 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Thr Arg His Arg GIn Pro Arg Gly Trp
465 470 475 480

Glu GIn Leu Ala Asp Thr Val lle Cys Glu Pro His GIn Asp Thr Glu
485 490 495

Thr Gly Lys lle Lys Lys Phe Lys Val Asp Val Gly Val Ala Glu Asp
500 505 510

GIn Ala Lys Lys Ala Gly Leu Thr Thr Gly Lys Ser Gly Asp Pro His
515 520 525
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[0043]

Arg Tyr Met Asn Gly Asp Lys lle Asn Phe Gly Ile His Asn Cys Asp
530 535 540

Lys Glu Gly Ala lle Leu Trp Glu Tyr Pro lle Tyr Trp Val Gly Lys
545 550 555 560

Lys Ala Glu Trp Met Lys Asp Glu Lys Thr Asp Arg GIn Pro Gly Gly
565 570 575

Pro Thr Pro lle Arg Val Val Tyr Ala Asn Asn Asn Gly Asn lle Val
580 585 590

Tyr Cys Gly Val Met Thr His Ala Val Val Lys Ser Asn Asn GIn Gly
595 600 605

Glu Lys Phe Phe Leu Lys Cys Thr
610 615

<210> 13
<211> 587
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 13

GIn Val GIn Leu GIn GIn Pro Gly Ala Glu Leu Val Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30

Asn Met His Trp Val Lys GIn Thr Pro Gly Arg Gly Leu Glu Trp lle

96



CN 116390947 A ,? yu % 44/148 11

[0044]

35 40 45

Gly Ala lle Tyr Pro Gly Asn Gly Asp Thr Ser Tyr Asn GIn Lys Phe
50 35 60

Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met GIn Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 g5

Ala Arg Ser Thr Tyr Tyr Gly Gly Asp Trp Tyr Phe Asn Val Trp Gly
100 105 110

Ala Gly Thr Thr Val Thr Val Ser Ala Ala Ser Thr Lys Gly Pro Ser
115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala
130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val
145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala
165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val
180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His
195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Ala Glu Pro Lys Ser Cys
210 215 220
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[0045]

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
245 250 255

lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr
290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly
305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle
325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val
340 345 350

Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser
355 360 365

Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu
370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
385 390 395 400
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[0046]

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
405 410 415

Asp Lys Ser Arg Trp GIn Gln Gly Asn Val Phe Ser Cys Ser Val Met
420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser
435 440 445

Pro Gly Gly Gly Gly Ser Ala Asp Thr Val lle Cys Glu Pro His GIn
450 455 460

Asp Thr Glu Thr Gly Lys lle Lys Lys Phe Lys Val Asp Val Gly Val
465 470 475 480

Ala Glu Asp GIn Ala Lys Lys Ala Gly Leu Thr Thr Gly Lys Ser Gly
485 490 495

Asp Pro His Arg Tyr Met Asn Gly Asp Lys lle Asn Phe Gly lle His
500 505 510

Asn Cys Asp Lys Glu Gly Ala lle Leu Trp Glu Tyr Pro lle Tyr Trp
515 520 525

Val Gly Lys Lys Ala Glu Trp Met Lys Asp Glu Lys Thr Asp Arg GIn
530 535 540

Pro Gly Gly Pro Thr Pro Ile Arg Val Val Tyr Ala Asn Asn Asn Gly
545 550 555 560

Asn lle Val Tyr Cys Gly Val Met Thr His Ala Val Val Lys Ser Asn
565 570 575

99



CN 116390947 A ,? yu % 47/148 1L

[0047]

Asn GIn Gly Glu Lys Phe Phe Leu Lys Cys Thr
580 585

<210> 14
<211> 213
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 14
GIn lle Val Leu Ser GIn Ser Pro Ala lle Leu Ser Ala Ser Pro Gly
1 5 10 15

Glu Lys Val Thr Met Thr Cys Arg Ala Ser Ser Ser Val Ser Tyr lle
20 25 30

His Trp Phe GIn GIn Lys Pro Gly Ser Ser Pro Lys Pro Trp lle Tyr
33 40 45

Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Val Arg Phe Ser Gly Ser
50 55 60

Gly Ser Gly Thr Ser Tyr Ser Leu Thr lle Ser Arg Val Glu Ala Glu
65 70 75 80

Asp Ala Ala Thr Tyr Tyr Cys GIn GIn Trp Thr Ser Asn Pro Pro Thr
85 90 95

Phe Gly Gly Gly Thr Lys Leu Glu lle Lys Arg Thr Val Ala Ala Pro
100 105 110

Ser Val Phe lle Phe Pro Pro Ser Asp Glu GIn Leu Lys Ser Gly Thr
115 120 125
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[0048]

Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys
130 135 140

Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser Gly Asn Ser GIn Glu
145 150 155 160

Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser
165 170 175

Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala
180 185 190

Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro Val Thr Lys Ser Phe
195 200 205

Asn Arg Gly Glu Cys
210

<210> 15
<211> 594
<212> PRT
<213> artificial sequence

<220>

<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 15

GIn Val GIn Leu GIn GIn Pro Gly Ala Glu Leu Val Lys Pro Gly Ala
1 5 10 15

Ser Val Lys Met Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Ser Tyr
20 25 30

Asn Met His Trp Val Lys GIn Thr Pro Gly Arg Gly Leu Glu Trp lle
35 40 45
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[0049]

Gly Ala lle Tyr Pro Gly Asn Gly Asp Thr Ser Tyr Asn GIn Lys Phe
50 55 60

Lys Gly Lys Ala Thr Leu Thr Ala Asp Lys Ser Ser Ser Thr Ala Tyr
65 70 75 80

Met GIn Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Ser Thr Tyr Tyr Gly Gly Asp Trp Tyr Phe Asn Val Trp Gly
100 105 110

Ala Gly Thr Thr Val Thr Val Ser Ala Ala Ser Thr Lys Gly Pro Ser
115 120 125

Val Phe Pro Leu Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala
130 135 140

Ala Leu Gly Cys Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val
145 150 155 160

Ser Trp Asn Ser Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala
165 170 175

Val Leu GIn Ser Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val
180 185 190

Pro Ser Ser Ser Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His
195 200 205

Lys Pro Ser Asn Thr Lys Val Asp Lys Lys Ala Glu Pro Lys Ser Cys
210 215 220
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[0050]

Asp Lys Thr His Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly
225 230 235 240

Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met
245 250 255

lle Ser Arg Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His
260 265 270

Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val
275 280 285

His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr
290 295 300

Arg Val Val Ser Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly
305 310 315 320

Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle
325 330 335

Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val
340 345 350

Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser
355 360 365

Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu
370 375 380

Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro
385 390 395 400
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[0051]

Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val
405 410 415

Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe Ser Cys Ser Val Met
420 425 430

His Glu Ala Leu His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser
435 440 445

Pro Gly His Arg Arg Arg Lys Arg Ser Leu Asp Thr Ser Ala Asp Thr
450 455 460

Val lle Cys Glu Pro His GIn Asp Thr Glu Thr Gly Lys lle Lys Lys
465 470 475 480

Phe Lys Val Asp Val Gly Val Ala Glu Asp GIn Ala Lys Lys Ala Gly
485 490 495

Leu Thr Thr Gly Lys Ser Gly Asp Pro His Arg Tyr Met Asn Gly Asp
500 505 510

Lys lle Asn Phe Gly lle His Asn Cys Asp Lys Glu Gly Ala lle Leu
515 520 525

Trp Glu Tyr Pro lle Tyr Trp Val Gly Lys Lys Ala Glu Trp Met Lys
530 kL 540

Asp Glu Lys Thr Asp Arg GIn Pro Gly Gly Pro Thr Pro lle Arg Val
545 550 555 560

Val Tyr Ala Asn Asn Asn Gly Asn lle Val Tyr Cys Gly Val Met Thr
565 570 575

His Ala Val Val Lys Ser Asn Asn GIn Gly Glu Lys Phe Phe Leu Lys
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[0052]

580 585 590

Cys Thr

<210> 16
<211> 213
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 16
GIn lle Val Leu Ser GIn Ser Pro Ala lle Leu Ser Ala Ser Pro Gly
1 5 10 15

Glu Lys Val Thr Met Thr Cys Arg Ala Ser Ser Ser Val Ser Tyr lle
20 25 30

His Trp Phe GIn GIn Lys Pro Gly Ser Ser Pro Lys Pro Trp lle Tyr
35 40 45

Ala Thr Ser Asn Leu Ala Ser Gly Val Pro Val Arg Phe Ser Gly Ser
50 55 60

Gly Ser Gly Thr Ser Tyr Ser Leu Thr lle Ser Arg Val Glu Ala Glu
65 70 75 80

Asp Ala Ala Thr Tyr Tyr Cys GIn Gln Trp Thr Ser Asn Pro Pro Thr
85 90 95

Phe Gly Gly Gly Thr Lys Leu Glu lle Lys Arg Thr Val Ala Ala Pro
100 105 110
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[0053]

Ser Val Phe lle Phe Pro Pro Ser Asp Glu GIn Leu Lys Ser Gly Thr
115 120 125

Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr Pro Arg Glu Ala Lys
130 135 140

Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser Gly Asn Ser GIn Glu
145 150 155 160

Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr Tyr Ser Leu Ser Ser
165 170 175

Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys His Lys Val Tyr Ala
180 185 190

Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro Val Thr Lys Ser Phe
195 200 205

Asn Arg Gly Glu Cys
210

<210> 17
<211> 583
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 17
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30
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[0054]

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
115 120 125

Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
130 185 140

Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
145 150 155 160

Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser
165 170 175

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
180 185 190

Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn
195 200 205
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[0055]

Thr Lys Val Asp Lys Lys Ala Glu Pro Lys Ser Cys Asp Lys Thr His
210 215 220

Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val
225 230 235 240

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr
245 250 255

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
260 265 270

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
275 280 285

Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser
290 295 300

Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys
305 310 315 320

Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle Glu Lys Thr lle
325 330 335

Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro
340 345 350

Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Thr Cys Leu
355 360 365

Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn
370 375 380

Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
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[0056]

385 390 355 400

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
405 410 415

Trp GIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
420 425 430

His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Gly Gly
435 440 445

Gly Ser Ala Asp Thr Val lle Cys Glu Pro His GIn Asp Thr Glu Thr
450 455 460

Gly Lys lle Lys Lys Phe Lys Val Asp Val Gly Val Ala Glu Asp GIn
465 470 475 480

Ala Lys Lys Ala Gly Leu Thr Thr Gly Lys Ser Gly Asp Pro His Arg
485 490 495

Tyr Met Asn Gly Asp Lys lle Asn Phe Gly Ile His Asn Cys Asp Lys
500 505 510

Glu Gly Ala lle Leu Trp Glu Tyr Pro lle Tyr Trp Val Gly Lys Lys
215 520 525

Ala Glu Trp Met Lys Asp Glu Lys Thr Asp Arg GIn Pro Gly Gly Pro
530 G35 540

Thr Pro lle Arg Val Val Tyr Ala Asn Asn Asn Gly Asn lle Val Tyr
545 550 555 560

Cys Gly Val Met Thr His Ala Val Val Lys Ser Asn Asn GIn Gly Glu
565 570 575
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[0057]

Lys Phe Phe Leu Lys Cys Thr
580

<210> 18
<211> 218
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 18

Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Lys Ala Ser GlIn Ser Val Asp Tyr Glu
20 25 30

Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro Gly Lys Ala Pro
35 40 45

Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser Gly Val Pro Ser
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser
65 70 75 80

Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GIn Ser Asn
85 90 95

Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val Glu lle Lys Arg
100 105 110

Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu GIn
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[0058]

115 120 125

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140

Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser
145 150 155 160

Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr
165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro
195 200 205

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 19
<211> 590
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 19
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30
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[0059]

Trp lle Glu Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
115 120 125

Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
130 135 140

Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
145 150 155 160

Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser
165 170 175

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
180 185 190

Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn
195 200 205

Thr Lys Val Asp Lys Lys Ala Glu Pro Lys Ser Cys Asp Lys Thr His
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[0060]

210 215 220

Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val
225 230 235 240

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr
245 250 255

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
260 265 270

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
275 280 285

Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser
290 295 300

Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys
305 310 315 320

Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle Glu Lys Thr lle
325 330 335

Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro
340 345 350

Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Thr Cys Leu
355 360 365

Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn
370 375 380

Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
385 390 395 400
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[0061]

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
405 410 415

Trp GIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
420 425 430

His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly His Arg
435 440 445

Arg Arg Lys Arg Ser Leu Asp Thr Ser Ala Asp Thr Val lle Cys Glu
450 455 460

Pro His GIn Asp Thr Glu Thr Gly Lys lle Lys Lys Phe Lys Val Asp
465 470 475 480

Val Gly Val Ala Glu Asp GIn Ala Lys Lys Ala Gly Leu Thr Thr Gly
485 490 495

Lys Ser Gly Asp Pro His Arg Tyr Met Asn Gly Asp Lys lle Asn Phe
500 505 510

Gly lle His Asn Cys Asp Lys Glu Gly Ala lle Leu Trp Glu Tyr Pro
515 520 525

lle Tyr Trp Val Gly Lys Lys Ala Glu Trp Met Lys Asp Glu Lys Thr
530 535 540

Asp Arg GIn Pro Gly Gly Pro Thr Pro lle Arg Val Val Tyr Ala Asn
545 550 555 560

Asn Asn Gly Asn lle Val Tyr Cys Gly Val Met Thr His Ala Val Val
565 570 575
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[0062]

Lys Ser Asn Asn GIn Gly Glu Lys Phe Phe Leu Lys Cys Thr
580 585 590

<210> 20
<211> 218
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 20
Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser Val Asp Tyr Glu
20 25 30

Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro Gly Lys Ala Pro
35 40 45

Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser Gly Val Pro Ser
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser
65 70 75 80

Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GIn Ser Asn
85 90 95

Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val Glu lle Lys Arg
100 105 110

Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu GIn
115 120 125
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[0063]

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 138 140

Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser
145 150 155 160

Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr
165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro
195 200 205

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 21

<211> 591

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 21

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
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[0064]

23 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 g5

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
115 120 125

Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
130 135 140

Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
145 150 155 160

Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser
165 170 175

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
180 185 190

Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn
195 200 205

Thr Lys Val Asp Lys Lys Ala Glu Pro Lys Ser Cys Asp Lys Thr His
210 215 220
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[0065]

Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val
225 230 235 240

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr
245 250 255

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
260 265 270

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
275 280 285

Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser
290 295 300

Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys
305 310 315 320

Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle Glu Lys Thr lle
325 330 335

Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro
340 345 350

Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Thr Cys Leu
355 360 365

Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn
370 375 380

Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
385 390 395 400
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[0066]

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
405 410 415

Trp GIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
420 425 430

His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Thr Arg
435 440 445

His Arg GIn Pro Arg Gly Trp Glu GIn Leu Ala Asp Thr Val lle Cys
450 455 460

Glu Pro His GIn Asp Thr Glu Thr Gly Lys lle Lys Lys Phe Lys Val
465 470 475 480

Asp Val Gly Val Ala Glu Asp GIn Ala Lys Lys Ala Gly Leu Thr Thr
485 490 495

Gly Lys Ser Gly Asp Pro His Arg Tyr Met Asn Gly Asp Lys lle Asn
500 505 510

Phe Gly lle His Asn Cys Asp Lys Glu Gly Ala lle Leu Trp Glu Tyr
515 520 525

Pro lle Tyr Trp Val Gly Lys Lys Ala Glu Trp Met Lys Asp Glu Lys
530 535 540

Thr Asp Arg GIn Pro Gly Gly Pro Thr Pro lle Arg Val Val Tyr Ala
545 550 555 560

Asn Asn Asn Gly Asn lle Val Tyr Cys Gly Val Met Thr His Ala Val
565 570 575
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[0067]

Val Lys Ser Asn Asn GIn Gly Glu Lys Phe Phe Leu Lys Cys Thr
580 585 590

<210> 22
<211> 218
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 22
Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser Val Asp Tyr Glu
20 25 30

Gly Asp Ser Phe Leu Asn Trp Tyr Gln GIn Lys Pro Gly Lys Ala Pro
33 40 45

Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser Gly Val Pro Ser
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser
65 70 75 80

Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GIn Ser Asn
85 90 95

Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val Glu lle Lys Arg
100 105 110

Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu GIn
115 120 125
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[0068]

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140

Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser
145 150 155 160

Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr
165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro
195 200 205

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 23
<211> 356
<212> PRT
<213> artificial sequence

<220>

<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 23

Asp lle GIn Leu Thr GlIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 18

Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser Val Asp Tyr Glu
20 25 30

Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro Gly Lys Ala Pro
35 40 45
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[0069]

Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser Gly Val Pro Ser
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser
65 70 75 80

Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys GIn Gln Ser Asn
85 90 95

Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val Glu lle Lys Arg
100 105 110

Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu GIn
115 120 125

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140

Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser
145 150 155 160

Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr
165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro
195 200 205

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys Gly Gly Gly Gly Ser Ala
210 215 220
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[0070]

Asp Thr Val lle Cys Glu Pro His GIn Asp Thr Glu Thr Gly Lys lle
225 230 235 240

Lys Lys Phe Lys Val Asp Val Gly Val Ala Glu Asp GIn Ala Lys Lys
245 250 255

Ala Gly Leu Thr Thr Gly Lys Ser Gly Asp Pro His Arg Tyr Met Asn
260 265 270

Gly Asp Lys lle Asn Phe Gly lle His Asn Cys Asp Lys Glu Gly Ala
275 280 285

lle Leu Trp Glu Tyr Pro lle Tyr Trp Val Gly Lys Lys Ala Glu Trp
290 295 300

Met Lys Asp Glu Lys Thr Asp Arg GIn Pro Gly Gly Pro Thr Pro lle
305 310 315 320

Arg Val Val Tyr Ala Asn Asn Asn Gly Asn lle Val Tyr Cys Gly Val
325 330 335

Met Thr His Ala Val Val Lys Ser Asn Asn GIn Gly Glu Lys Phe Phe
340 345 350

Leu Lys Cys Thr
D3

<210> 24
<211> 446
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin
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[0071]

<400> 24

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 Fi 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 g5

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
115 120 125

Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
130 135 140

Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
145 150 155 160

Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser
165 170 175
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[0072]

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
180 185 190

Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn
195 200 205

Thr Lys Val Asp Lys Lys Ala Glu Pro Lys Ser Cys Asp Lys Thr His
210 215 220

Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val
225 230 285 240

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr
245 250 255

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
260 265 270

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
275 280 285

Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser
290 295 300

Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys
305 310 315 320

Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle Glu Lys Thr lle
325 330 335

Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro
340 345 350
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[0073]

Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Thr Cys Leu
355 360 365

Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn
370 375 380

Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
385 390 385 400

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
405 410 415

Trp GIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
420 425 430

His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly
435 440 445

<210> 25

<211> 356

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 25
Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser Val Asp Tyr Glu
20 25 30

Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro Gly Lys Ala Pro
35 40 45
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[0074]

Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser Gly Val Pro Ser
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser
65 70 75 80

Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GIn Ser Asn
85 90 95

Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val Glu lle Lys Arg
100 105 110

Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu GIn
115 120 125

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140

Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser
145 150 155 160

Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr
165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro
195 200 205

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys Gly Gly Gly Gly Ser Ala
210 215 220
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[0075]

Asp Thr Val lle Cys Glu Pro His GIn Asp Thr Glu Thr Gly Lys lle
225 230 283 240

Lys Lys Phe Lys Val Asp Val Gly Val Ala Glu Asp GIn Ala Lys Lys
245 250 255

Ala Gly Leu Thr Thr Gly Lys Ser Gly Asp Pro His Arg Tyr Met Asn
260 265 270

Gly Asp Lys lle Asn Phe Gly lle His Asn Cys Asp Lys Glu Gly Ala
275 280 285

lle Leu Trp Glu Tyr Pro lle Tyr Trp Val Gly Lys Lys Ala Glu Trp
290 295 300

Met Lys Asp Glu Lys Thr Asp Arg GIn Pro Gly Gly Pro Thr Pro lle
305 310 315 320

Arg Val Val Tyr Ala Asn Asn Asn Gly Asn lle Val Tyr Cys Gly Val
325 330 335

Met Thr His Ala Val Val Lys Ser Asn Asn GIn Gly Glu Lys Phe Phe
340 345 350

Leu Lys Cys Thr
355

<210> 26

<211> 583

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 26
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[0076]

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 99

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
115 120 125

Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
130 135 140

Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
145 150 155 160

Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser
165 170 175
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[0077]

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
180 185 190

Leu Gly Thr GIn Thr Tyr Ille Cys Asn Val Asn His Lys Pro Ser Asn
195 200 205

Thr Lys Val Asp Lys Lys Ala Glu Pro Lys Ser Cys Asp Lys Thr His
210 215 220

Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val
225 230 235 240

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr
245 250 255

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
260 265 270

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
275 280 285

Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser
290 295 300

Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys
305 310 315 320

Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle Glu Lys Thr lle
325 330 335

Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro
340 345 350

Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Thr Cys Leu
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[0078]

355 360 365

Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn
370 373 380

Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
385 390 395 400

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
405 410 415

Trp GIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
420 425 430

His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Gly Gly
435 440 445

Gly Ser Ala Asp Thr Val lle Cys Glu Pro His GIn Asp Thr Glu Thr
450 455 460

Gly Lys lle Lys Lys Phe Lys Val Asp Val Gly Val Ala Glu Asp GIn
465 470 475 480

Ala Lys Lys Ala Gly Leu Thr Thr Gly Lys Ser Gly Asp Pro His Arg
485 490 495

Tyr Met Asn Gly Asp Lys lle Asn Phe Gly lle His Asn Cys Asp Lys
500 505 510

Glu Gly Ala lle Leu Trp Glu Tyr Pro lle Tyr Trp Val Gly Lys Lys
515 520 525

Ala Glu Trp Met Lys Asp Glu Lys Thr Asp Arg GIn Pro Gly Gly Pro
530 535 540
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[0079]

Thr Pro lle Arg Val Val Tyr Ala Asn Asn Asn Gly Asn lle Val Tyr
545 550 555 560

Cys Gly Val Met Thr His Ala Val Val Lys Ser Asn Asn GIn Gly Glu
565 570 575

Lys Phe Phe Leu Lys Cys Thr
580

<210> 27
<211> 157
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 27

Ala Pro Ser Pro Leu Asp Ala Arg Ala Thr Trp Thr Cys lle Asn GIn
1 5 10 15

GIn Leu Asn Pro Lys Thr Asn Lys Trp Glu Asp Lys Arg Leu Leu Tyr
20 25 30

Asn GIn Ala Lys Ala Glu Ser Asn Ser His His Ala Pro Leu Ser Asp
33 40 45

Gly Lys Thr Gly Ser Ser Tyr Pro His Trp Phe Thr Asn Gly Tyr Asp
50 55 60

Gly Asn Gly Lys Leu lle Lys Gly Arg Thr Pro lle Lys Phe Gly Lys
65 70 75 80

Ala Asp Cys Asp Arg Pro Pro Lys His Ser Gln Asn Gly Met Gly Lys
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[0080]

85 90 95

Asp Asp His Tyr Leu Leu Glu Phe Pro Thr Phe Pro Asp Gly His Asp
100 105 110

Tyr Lys Phe Asp Ser Lys Lys Pro Lys Glu Asp Pro Gly Pro Ala Arg
115 120 125

Val lle Tyr Thr Tyr Pro Asn Lys Val Phe Cys Gly lle Val Ala His
130 135 140

GIn Arg Gly Asn GIn Gly Asp Leu Arg Leu Cys Ser His
145 150 155

<210> 28
<211> 608
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 28
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GiIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

133



CN 116390947 A ,? yu % 81/148 11

[0081]

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
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[0082]

245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gin
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
55 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430
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[0083]

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Ser Ala Asp Thr Val lle
465 470 475 480

Cys Glu Pro His GIn Asp Thr Glu Thr Gly Lys lle Lys Lys Phe Lys
485 490 495

Val Asp Val Gly Val Ala Glu Asp GIn Ala Lys Lys Ala Gly Leu lle
500 505 510

Thr Gly Lys Ser Gly Asp Pro His Arg Tyr Met Asn Gly Asp Lys lle
515 520 525

Asn Phe Gly lle His Asn Cys Asp Lys Glu Gly Ala lle Leu Trp Glu
530 535 540

Tyr Pro lle Tyr Trp Val Gly Lys Lys Ala Glu Trp Met Lys Asp Glu
545 550 555 560

Lys Thr Asp Arg GIn Pro Gly Gly Pro Thr Pro lle Arg Val Val Tyr
565 570 575

Ala Asn Asn Asn Gly Asn lle Val Tyr Cys Gly Val Met Thr His Ala
580 585 590

Val Val Lys Ser Asn Asn GIn Gly Glu Lys Phe Phe Leu Lys Cys Thr
595 600 605
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[0084]

<210> 29

<211> 608

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 29
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140
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[0085]

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320
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[0086]

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gin
825 330 385

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
355 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Ser Ala Asp Thr Val lle
465 470 475 480

Cys Glu Pro Arg GIn Asp Thr Glu Thr Gly Lys lle Lys Lys Phe Lys
485 490 495
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[0087]

Val Asp Val Gly Val Ala Glu Asp GIn Ala Lys Lys Ala Gly Leu lle
500 505 510

Thr Gly Lys Ser Gly Asp Pro His Arg Tyr Met Asn Gly Asp Lys lle
515 520 525

Asn Phe Gly lle His Asn Cys Asp Lys Glu Gly Ala lle Leu Trp Glu
530 e 540

Tyr Pro lle Tyr Trp Val Gly Lys Lys Ala Glu Trp Met Lys Asp Glu
545 550 555 560

Lys Thr Asp Arg GIn Pro Gly Gly Pro Thr Pro lle Arg Val Val Tyr
565 570 575

Ala Asn Asn Asn Gly Asn lle Val Tyr Cys Gly Val Met Thr His Ala
580 585 590

Val Val Lys Ser Asn Asn GIn Gly Glu Lys Phe Phe Leu Lys Cys Thr
595 600 605

<210> 30

<211> 608

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 30
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30
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[0088]

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205
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[0089]

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
355 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
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[0090]

385 390 385 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Ser Ala Asp Thr Val lle
465 470 475 480

Cys Glu Pro His Gln Asp Thr Glu Thr Gly Lys lle Lys Lys Phe Thr
485 490 495

Val Asp Val Gly Val Ala Glu Asp GIn Ala Lys Lys Ala Gly Leu Thr
500 505 510

Thr Gly Lys Ser Gly Asp Pro His Arg Tyr Met Asn Gly Asp Asn lle
515 520 525

Asn Phe Gly lle His Asn Cys Asp Lys Glu Gly Ala lle Leu Trp Glu
530 535 540

Tyr Pro lle Tyr Trp Val Gly Lys Lys Ala Glu Trp Lys Lys Asp Glu
545 550 555 560

Lys Thr Asp Arg GIn Pro Gly Gly Pro Thr Pro Leu Arg Val Val Tyr
565 570 575
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[0091]

Ala Asn Asn Asn Gly Asn lle Val Tyr Cys Gly Val Met Thr His Ala
580 585 590

Val Val Lys Ser Asn Asn GIn Gly Glu Lys Phe Phe Leu Lys Cys Thr
595 600 605

<210> 31

<211> 607

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 31

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Gly
1 5 10 15

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Ala Phe Ser lle Tyr
20 i 30

Asp Met Ser Trp Val Arg GIn Thr Pro Glu Lys Arg Leu Glu Trp Val
35 40 45

Ala Tyr lle Ser Ser Gly Gly Gly Thr Thr Tyr Tyr Pro Asp Thr Val
50 D 60

Lys Gly Arg Phe Thr lle Ser Arg Asp Asn Ala Lys Asn Thr Leu Tyr
65 70 75 80

Leu GIn Met Ser Ser Leu Lys Ser Glu Asp Thr Ala Met Tyr Tyr Cys
85 90 He

Ala Arg His Ser Gly Tyr Gly Thr His Trp Gly Val Leu Phe Ala Tyr
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[0092]

100 105 110

Trp Gly GIn Gly Thr Leu Val Thr Val Ser Ala Gly Gly Gly Gly Ser
115 120 125

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Asp lle GIn Met Thr Gin
130 135 140

Thr Thr Ser Ser Leu Ser Ala Ser Leu Gly Asp Arg Val Thr lle Ser
145 150 155 160

Cys Arg Ala Ser GIn Asp lle His Gly Tyr Leu Asn Trp Tyr GIn GIn
165 170 175

Lys Pro Asp Gly Thr Val Lys Leu Leu lle Tyr Tyr Thr Ser lle Leu
180 185 190

His Ser Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp
195 200 205

Tyr Ser Leu Thr lle Ser Asn Leu Glu GIn Glu Asp Phe Ala Thr Tyr
210 215 220

Phe Cys GIn GIn Gly Asn Thr Leu Pro Trp Thr Phe Gly Gly Gly Thr
225 230 235 240

Lys Leu Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys
245 250 255

Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro
260 265 270

Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys
275 280 285
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[0093]

Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp
290 295 300

Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu
305 310 315 320

Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu
325 330 335

His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn
340 345 350

Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr lle Ser Lys Ala Lys Gly
355 360 365

GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu
370 375 380

Leu Thr Lys Asn Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr
385 390 395 400

Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn
405 410 415

Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe
420 425 430

Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GlIn Gly Asn
435 440 445

Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr
450 455 460
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[0094]

GIn Lys Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Ser Arg Arg Lys
465 470 475 480

Arg Ala Ser Lys Glu Ser Arg Ala Lys Lys Phe GIn Arg GIn His Met
485 490 495

Asp Ser Asp Ser Ser Pro Ser Ser Ser Ser Thr Tyr Cys Asn GIn Met
500 505 510

Met Arg Arg Arg Ser Met Thr GIn Gly Asp Cys Lys Pro Val Asn Thr
515 520 525

Phe Val His Glu Pro Leu Val Asp Val GIn Asn Val Cys Phe GIn Glu
530 535 540

Lys Val Thr Cys Lys Asp Gly GIn Gly Asn Cys Tyr Lys Ser Asn Ser
545 550 555 560

Ala Met His lle Thr Asp Cys Arg Leu Thr Ala Asp Ser Asp Tyr Pro
565 570 575

Asn Cys Ala Tyr Arg Thr Ser Pro Lys Glu Arg His lle lle Val Ala
580 585 590

Cys Glu Gly Ser Pro Tyr Val Pro Val His Phe Asp Ala Ser Val
= 600 605

<210> 32

<211> 625

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin
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[0095]

<400> 32

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 Fi 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 g5

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175
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[0096]

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350
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[0097]

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
355 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Ser Ala Val Thr Trp Thr
465 470 475 480

Cys Leu Asn Asp GIn Lys Asn Pro Lys Thr Asn Lys Tyr Glu Thr Lys
485 490 495

Arg Leu Leu Tyr Asn GIn Asn Lys Ala Glu Ser Asn Ser His His Ala
500 505 510

Pro Leu Ser Asp Gly Lys Thr Gly Ser Ser Tyr Pro His Trp Phe Thr
515 520 525

Asn Gly Tyr Asp Gly Asp Gly Lys Leu Pro Lys Gly Arg Thr Pro lle
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[0098]

530 233 540

Lys Phe Gly Lys Ser Asp Cys Asp Arg Pro Pro Lys His Ser Lys Asp
545 550 555 560

Gly Asn Gly Lys Thr Asp His Tyr Leu Leu Glu Phe Pro Thr Phe Pro
565 570 575

Asp Gly His Asp Tyr Lys Phe Asp Ser Lys Lys Pro Lys Glu Asn Pro
580 585 590

Gly Pro Ala Arg Val lle Tyr Thr Tyr Pro Asn Lys Val Phe Cys Gly
595 600 605

lle lle Ala His Thr Lys Glu Asn GIn Gly Glu Leu Lys Leu Cys Ser
610 615 620

His
625

<210> 33
<211> 472
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 33
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30
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[0099]

Trp lle Glu Trp Val Arg Gin Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
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[0100]

210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
223 230 2353 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
8556 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 275 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400
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[0101]

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr Gin Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Lys
465 470

<210> 34

<211> 472

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 34

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
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[0102]

50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240
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[0103]

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
355 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 875 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415
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[0104]

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Lys
465 470

<210> 35
<211> 606
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 35
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
C 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 g9 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80
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[0105]

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Arg Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro
245 250 255
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[0106]

Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys
260 265 270

Pro Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val
275 280 285

Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr
290 295 300

Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu
305 310 315 320

GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His
325 330 335

GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys
340 345 350

Ala Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn
355 360 365

Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu
370 375 380

Thr Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro
385 390 395 400

Ser Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn
405 410 415

Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu
420 425 430

159



CN 116390947 A ,? 5'] % 107/148 7T

[0107]

Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val
435 440 445

Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn
450 455 460

Lys Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Ser Arg Arg Lys Arg
465 470 475 480

Ala Ser Lys Glu Ser Arg Ala Lys Lys Phe GIn Arg GIn His Met Asp
485 490 495

Ser Asp Ser Ser Pro Ser Ser Ser Ser Thr Tyr Cys Asn Gln Met Met
500 505 510

Arg Arg Arg Ser Met Thr GIn Gly Asp Cys Lys Pro Val Asn Thr Phe
515 520 525

Val His Glu Pro Leu Val Asp Val GIn Asn Val Cys Phe GIn Glu Lys
530 535 540

Val Thr Cys Lys Asp Gly GIn Gly Asn Cys Tyr Lys Ser Asn Ser Ala
545 550 555 560

Met His lle Thr Asp Cys Arg Leu Thr Ala Asp Ser Asp Tyr Pro Asn
565 570 575

Cys Ala Tyr Arg Thr Ser Pro Lys Glu Arg His Ile lle Val Ala Cys
580 585 590

Glu Gly Ser Pro Tyr Val Pro Val His Phe Asp Ala Ser Val
595 600 605

<210> 36
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[0108]

<211> 598
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 36
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140
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[0109]

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
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[0110]

325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
335 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Ser GIn Asp Asn Ser Arg
465 470 475 480

Tyr Thr His Phe Leu Thr GIn His Tyr Asp Ala Lys Pro GiIn Gly Arg
485 490 495

Asp Asp Arg Tyr Cys Glu Ser lle Met Arg Arg Arg Gly Leu Thr Ser
500 505 510
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[0111]

Pro Cys Lys Asp lle Asn Thr Phe lle His Gly Asn Lys Arg Ser lle
515 520 525

Lys Ala lle Cys Glu Asn Lys Asn Gly Asn Pro His Arg Glu Asn Leu
530 535 540

Arg lle Ser Lys Ser Ser Phe GIn Val Thr Thr Cys Lys Leu His Arg
545 550 555 560

Arg Ser Pro Trp Pro Pro Cys GIn Tyr Arg Ala Thr Ala Gly Phe Arg
565 570 =¥ i

Asn Val Val Val Ala Cys Glu Asn Gly Leu Pro Val His Leu Asp GIn
580 585 590

Ser lle Phe Arg Arg Pro
25D

<210> 37

<211> 625

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 37

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
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[0112]

23 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 g5

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220
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[0113]

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr Ile Ser Lys Ala Lys Gly GIn Pro
355 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 395 400
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[0114]

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GlIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Ser Ala Val Thr Trp Thr
465 470 475 480

Cys Leu Asn Asp GIn Lys Asn Pro Lys Thr Asn Lys Tyr Glu Thr Lys
485 490 495

Arg Leu Leu Tyr Asn GIn Asn Lys Ala Glu Ser Asn Ser His His Ala
500 505 510

Pro Leu Ser Asp Gly Lys Thr Gly Ser Ser Tyr Pro His Trp Phe Thr
515 520 525

Asn Gly Tyr Asp Gly Asp Gly Lys Leu Pro Lys Gly Arg Thr Pro lle
530 535 540

Lys Phe Gly Lys Ser Asp Cys Asp Arg Pro Pro Lys His Ser Lys Asp
545 550 555 560

Gly Asn Gly Lys Thr Asp His Tyr Leu Leu Glu Phe Pro Thr Phe Pro
565 570 575
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[0115]

Asp Gly His Asp Tyr Lys Phe Asp Ser Lys Lys Pro Lys Glu Asn Pro
580 585 590

Gly Pro Ala Arg Val lle Tyr Thr Tyr Pro Asn Lys Val Phe Cys Gly
595 600 605

lle lle Ala His Thr Lys Glu Asn GIn Gly Glu Leu Lys Leu Cys Ser
610 615 620

His
625

<210> 38

<211> 633

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 38
Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80
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[0116]

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 135 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

GIn GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255
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[0117]

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
FIE 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu Glin
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His Gin
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
355 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 348 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gln GIn Gly Asn Val Phe
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[0118]

435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Thr Arg His Arg GIn Pro Arg Gly Trp
465 470 475 480

Glu GIn Leu Ala Val Thr Trp Thr Cys Leu Asn Asp GIn Lys Asn Pro
485 490 495

Lys Thr Asn Lys Tyr Glu Thr Lys Arg Leu Leu Tyr Asn GIn Asn Lys
500 505 510

Ala Glu Ser Asn Ser His His Ala Pro Leu Ser Asp Gly Lys Thr Gly
515 520 525

Ser Ser Tyr Pro His Trp Phe Thr Asn Gly Tyr Asp Gly Asp Gly Lys
530 535 540

Leu Pro Lys Gly Arg Thr Pro lle Lys Phe Gly Lys Ser Asp Cys Asp
545 550 555 560

Arg Pro Pro Lys His Ser Lys Asp Gly Asn Gly Lys Thr Asp His Tyr
565 570 575

Leu Leu Glu Phe Pro Thr Phe Pro Asp Gly His Asp Tyr Lys Phe Asp
580 585 590

Ser Lys Lys Pro Lys Glu Asn Pro Gly Pro Ala Arg Val lle Tyr Thr
595 600 605

Tyr Pro Asn Lys Val Phe Cys Gly lle lle Ala His Thr Lys Glu Asn
610 615 620
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[0119]

GIn Gly Glu Leu Lys Leu Cys Ser His
625 630

<210> 39
<211> 608
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 39

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly
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[0120]

115 120 125

Gly Gly Gly Ser Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser
130 1335 140

Ala Ser Val Gly Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser
145 150 155 160

Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro
165 170 175

Gly Lys Ala Pro Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser
180 185 190

Gly Val Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr
195 200 205

Leu Thr lle Ser Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys
210 215 220

Gln GIn Ser Asn Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val
225 230 235 240

Glu lle Lys Ala Ser Thr Lys Thr His Thr Cys Pro Pro Cys Pro Ala
245 250 255

Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu Phe Pro Pro Lys Pro
260 265 270

Lys Asp Thr Leu Met lle Ser Arg Thr Pro Glu Val Thr Cys Val Val
275 280 285

Val Asp Val Ser His Glu Asp Pro Glu Val Lys Phe Asn Trp Tyr Val
290 295 300
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[0121]

Asp Gly Val Glu Val His Asn Ala Lys Thr Lys Pro Arg Glu Glu GIn
305 310 315 320

Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu Thr Val Leu His GIn
325 330 335

Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys Val Ser Asn Lys Ala
340 345 350

Leu Pro Ala Pro lle Glu Lys Thr lle Ser Lys Ala Lys Gly GIn Pro
355 360 365

Arg Glu Pro GIn Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu Leu Thr
370 375 380

Lys Asn GIn Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr Pro Ser
385 390 385 400

Asp lle Ala Val Glu Trp Glu Ser Asn Gly GlIn Pro Glu Asn Asn Tyr
405 410 415

Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe Leu Tyr
420 425 430

Ser Lys Leu Thr Val Asp Lys Ser Arg Trp GIn GIn Gly Asn Val Phe
435 440 445

Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr GIn Lys
450 455 460

Ser Leu Ser Leu Ser Pro Gly Gly Gly Gly Ser Ala Asp Thr Val lle
465 470 475 480
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[0122]

Cys Glu Pro His GIn Asp Thr Glu Thr Gly Lys lle Lys Lys Phe Lys
485 490 495

Val Asp Val Gly Val Ala Glu Asp GIn Ala Lys Lys Ala Gly Leu Thr
500 505 510

Thr Gly Lys Ser Gly Asp Pro His Arg Tyr Met Asn Gly Asp Lys lle
515 520 525

Asn Phe Gly lle His Asn Cys Asp Lys Glu Gly Ala lle Leu Trp Glu
530 343 540

Tyr Pro lle Tyr Trp Val Gly Lys Lys Ala Glu Trp Met Lys Asp Glu
545 550 555 560

Lys Thr Asp Arg GIn Pro Gly Gly Pro Thr Pro lle Arg Val Val Tyr
565 570 575

Ala Asn Asn Asn Gly Asn lle Val Tyr Cys Gly Val Met Thr His Ala
580 585 590

Val Val Lys Ser Asn Asn GIn Gly Glu Lys Phe Phe Leu Lys Cys Thr
595 600 605

<210> 40

<211> 600

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 40

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15
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[0123]

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
115 120 125

Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
130 135 140

Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
145 150 155 160

Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser
165 170 175

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
180 185 190
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[0124]

Leu Gly Thr GIn Thr Tyr lle Cys Asn Val Asn His Lys Pro Ser Asn
195 200 205

Thr Lys Val Asp Lys Lys Ala Glu Pro Lys Ser Cys Asp Lys Thr His
210 215 220

Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val
225 230 235 240

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr
245 250 255

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
260 265 270

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
275 280 285

Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser
290 295 300

Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys
305 310 315 320

Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle Glu Lys Thr lle
325 330 335

Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro
340 345 350

Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Thr Cys Leu
355 360 365
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[0125]

Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn
370 375 380

Gly GlIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
385 390 395 400

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
405 410 415

Trp GIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
420 425 430

His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Gly Gly
435 440 445

Gly Ser Ala Val Thr Trp Thr Cys Leu Asn Asp GIn Lys Asn Pro Lys
450 455 460

Thr Asn Lys Tyr Glu Thr Lys Arg Leu Leu Tyr Asn GIn Asn Lys Ala
465 470 475 480

Glu Ser Asn Ser His His Ala Pro Leu Ser Asp Gly Lys Thr Gly Ser
485 490 495

Ser Tyr Pro His Trp Phe Thr Asn Gly Tyr Asp Gly Asp Gly Lys Leu
500 505 510

Pro Lys Gly Arg Thr Pro lle Lys Phe Gly Lys Ser Asp Cys Asp Arg
515 520 525

Pro Pro Lys His Ser Lys Asp Gly Asn Gly Lys Thr Asp His Tyr Leu
530 535 540

Leu Glu Phe Pro Thr Phe Pro Asp Gly His Asp Tyr Lys Phe Asp Ser
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[0126]

545 550 9 560

Lys Lys Pro Lys Glu Asn Pro Gly Pro Ala Arg Val lle Tyr Thr Tyr
565 570 575

Pro Asn Lys Val Phe Cys Gly lle lle Ala His Thr Lys Glu Asn GIn
580 585 590

Gly Glu Leu Lys Leu Cys Ser His
585 600

<210> 41

<211> 218

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 41
Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser Val Asp Tyr Glu
20 25 30

Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro Gly Lys Ala Pro
35 40 45

Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser Gly Val Pro Ser
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser
65 70 75 80
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[0127]

Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys GlIn GIn Ser Asn
85 90 95

Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val Glu lle Lys Arg
100 105 110

Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu GIn
115 120 125

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140

Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser
145 150 155 160

Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr
165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro
195 200 205

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 42
<211> 583
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 42
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[0128]

Glu Val GIn Leu Val Glu Ser Gly Gly Gly Leu Val GIn Pro Gly Gly
1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Tyr Thr Phe Ser Ser Tyr
20 25 30

Trp lle Glu Trp Val Arg GIn Ala Pro Gly Lys Gly Leu Glu Trp lle
35 40 45

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
50 55 60

Lys Gly Arg Ala Thr Phe Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

Leu GIn Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 99

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr Trp Gly GIn Gly Thr Leu
100 105 110

Val Thr Val Ser Ser Ala Ser Thr Lys Gly Pro Ser Val Phe Pro Leu
115 120 125

Ala Pro Ser Ser Lys Ser Thr Ser Gly Gly Thr Ala Ala Leu Gly Cys
130 135 140

Leu Val Lys Asp Tyr Phe Pro Glu Pro Val Thr Val Ser Trp Asn Ser
145 150 155 160

Gly Ala Leu Thr Ser Gly Val His Thr Phe Pro Ala Val Leu GIn Ser
165 170 175
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[0129]

Ser Gly Leu Tyr Ser Leu Ser Ser Val Val Thr Val Pro Ser Ser Ser
180 185 190

Leu Gly Thr GIn Thr Tyr Ille Cys Asn Val Asn His Lys Pro Ser Asn
195 200 205

Thr Lys Val Asp Lys Lys Ala Glu Pro Lys Ser Cys Asp Lys Thr His
210 215 220

Thr Cys Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val
225 230 235 240

Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met lle Ser Arg Thr
245 250 255

Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu
260 265 270

Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys
275 280 285

Thr Lys Pro Arg Glu Glu GIn Tyr Asn Ser Thr Tyr Arg Val Val Ser
290 295 300

Val Leu Thr Val Leu His GIn Asp Trp Leu Asn Gly Lys Glu Tyr Lys
305 310 315 320

Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro lle Glu Lys Thr lle
325 330 335

Ser Lys Ala Lys Gly GIn Pro Arg Glu Pro GIn Val Tyr Thr Leu Pro
340 345 350

Pro Ser Arg Asp Glu Leu Thr Lys Asn GIn Val Ser Leu Thr Cys Leu
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[0130]

355 360 365

Val Lys Gly Phe Tyr Pro Ser Asp lle Ala Val Glu Trp Glu Ser Asn
370 373 380

Gly GIn Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser
385 390 395 400

Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
405 410 415

Trp GIn GIn Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
420 425 430

His Asn His Tyr Thr GIn Lys Ser Leu Ser Leu Ser Pro Gly Gly Gly
435 440 445

Gly Ser Ala Asp Thr Val lle Cys Glu Pro His GIn Asp Thr Glu Thr
450 455 460

Gly Lys lle Lys Lys Phe Lys Val Asp Val Gly Val Ala Glu Asp GIn
465 470 475 480

Ala Lys Lys Ala Gly Leu Thr Thr Gly Lys Ser Gly Asp Pro His Arg
485 490 495

Tyr Met Asn Gly Asp Lys lle Asn Phe Gly lle His Asn Cys Asp Lys
500 505 510

Glu Gly Ala lle Leu Trp Glu Tyr Pro lle Tyr Trp Val Gly Lys Lys
515 520 525

Ala Glu Trp Met Lys Asp Glu Lys Thr Asp Arg GIn Pro Gly Gly Pro
530 535 540
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[0131]

Thr Pro lle Arg Val Val Tyr Ala Asn Asn Asn Gly Asn lle Val Tyr
545 550 555 560

Cys Gly Val Met Thr His Ala Val Val Lys Ser Asn Asn GIn Gly Glu
565 570 575

Lys Phe Phe Leu Lys Cys Thr
580

<210> 43
<211> 218
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 43

Asp lle GIn Leu Thr GIn Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr lle Thr Cys Lys Ala Ser GIn Ser Val Asp Tyr Glu
20 25 30

Gly Asp Ser Phe Leu Asn Trp Tyr GIn GIn Lys Pro Gly Lys Ala Pro
33 40 45

Lys Leu Leu lle Tyr Ala Ala Ser Asn Leu Glu Ser Gly Val Pro Ser
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr lle Ser
65 70 75 80

Ser Leu GIn Pro Glu Asp Phe Ala Thr Tyr Tyr Cys GIn GIn Ser Asn
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[0132]

85 90 95

Glu Asp Pro Leu Thr Phe Gly GIn Gly Thr Lys Val Glu lle Lys Arg
100 105 110

Thr Val Ala Ala Pro Ser Val Phe lle Phe Pro Pro Ser Asp Glu GIn
115 120 125

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140

Pro Arg Glu Ala Lys Val GIn Trp Lys Val Asp Asn Ala Leu GIn Ser
145 150 155 160

Gly Asn Ser GIn Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr
165 170 175

Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys
180 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His GIn Gly Leu Ser Ser Pro
195 200 205

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
210 215

<210> 44

<211> 12

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 44
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[0133]

Thr Arg His Arg GIn Pro Arg Gly Trp Glu Gin Leu
1 2 10

<210> 45

<211> 10

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 45

Ala Gly Asn Arg Val Arg Arg Ser Val Gly
1 5 10

<210> 46

<211> 11

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 46

His Arg Arg Arg Lys Arg Ser Leu Asp Thr Ser
1 5 10

<210> 47
<211> 130
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 47

Ala Pro lle Val Thr Cys Arg Pro Lys Leu Asp Gly Arg Glu Lys Pro
1 5 10 15
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[0134]

Phe Lys Val Asp Val Ala Thr Ala GIn Ala GIn Ala Arg Lys Ala Gly
20 25 30

Leu Thr Thr Gly Lys Ser Gly Asp Pro His Arg Tyr Phe Ala Gly Asp
35 40 45

His lle Arg Trp Gly Val Asn Asn Cys Asp Lys Ala Asp Ala lle Leu
50 55 60

Trp Glu Tyr Pro lle Tyr Trp Val Gly Lys Asn Ala Glu Trp Ala Lys
65 70 Fic 80

Asp Val Lys Thr Ser GIn GIn Lys Gly Gly Pro Thr Pro lle Arg Val
85 90 95

Val Tyr Ala Asn Ser Arg Gly Ala Val GIn Tyr Cys Gly Val Met Thr
100 105 110

His Ser Lys Val Asp Lys Asn Asn GIn Gly Lys Glu Phe Phe Glu Lys
115 120 125

Cys Asp
130

<210> 48
<211> 133
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 48

Ala Asp Thr Val lle Cys Glu Pro His GIn Asp Thr Glu Thr Gly Lys
1 5 10 15
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[0135]

lle Lys Lys Phe Lys Val Asp Val Gly Val Ala Glu Asp GIn Ala Lys
20 25 30

Lys Ala Gly Leu Thr Thr Gly Lys Ser Gly Asp Pro His Arg Tyr Met
35 40 45

Asn Gly Asp Lys lle Asn Phe Gly Ile His Asn Cys Asp Lys Glu Gly
50 55 60

Ala lle Leu Trp Glu Tyr Pro lle Tyr Trp Val Gly Lys Lys Ala Glu
65 70 75 80

Trp Met Lys Asp Glu Lys Thr Asp Arg GiIn Pro Gly Gly Pro Thr Pro
85 90 95

lle Arg Val Val Tyr Ala Asn Asn Asn Gly Asn lle Val Tyr Cys Gly
100 105 110

Val Met Thr His Ala Val Val Lys Ser Asn Asn GIn Gly Glu Lys Phe
115 120 125

Phe Leu Lys Cys Thr
130

<210> 49
<211> 133
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 49

Ala Asp Thr Val lle Cys Glu Pro His GIn Asp Thr Glu Thr Gly Lys
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[0136]

1 2 10 15

lle Lys Lys Phe Lys Val Asp Val Gly Val Ala Glu Asp GIn Ala Lys
20 25 30

Lys Ala Gly Leu Thr Thr Gly Lys Ser Gly Tyr Pro His Arg Tyr Met
35 40 45

Asn Gly Asp Lys lle Asn Phe Gly lle His Asn Cys Asp Lys Glu Gly
50 55 60

Ala lle Leu Trp Glu Tyr Pro lle Tyr Trp Val Gly Lys Lys Ala Glu
65 70 75 80

Trp Met Lys Asp Glu Lys Thr Asp Arg GIn Pro Gly Gly Pro Thr Pro
85 90 85

lle Arg Val Val Tyr Ala Asn Asn Asn Gly Asn lle Val Tyr Cys Gly
100 105 110

Val Met Thr His Ala Val Val Lys Ser Asn Asn GIn Gly Glu Lys Phe
115 120 125

Phe Leu Lys Cys Thr
130

<210> 50
<211> 123
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 50
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137/148 7

[0137]

GIn Asp Asn Ser Arg Tyr Thr His Phe Leu Thr GIn His Tyr Asp Ala
1 9 10 15

Lys Pro GIn Gly Arg Asp Asp Arg Tyr Cys Glu Ser lle Met Arg Arg
20 25 30

Arg Gly Leu Thr Ser Pro Cys Lys Asp lle Asn Thr Phe lle His Gly
35 40 45

Asn Lys Arg Ser lle Lys Ala lle Cys Glu Asn Lys Asn Gly Asn Pro
50 2D 60

His Arg Glu Asn Leu Arg lle Ser Lys Ser Ser Phe GIn Val Thr Thr
65 70 75 80

Cys Lys Leu His Arg Arg Ser Pro Trp Pro Pro Cys GIn Tyr Arg Ala
85 90 95

Thr Ala Gly Phe Arg Asn Val Val Val Ala Cys Glu Asn Gly Leu Pro
100 105 110

Val His Leu Asp GlIn Ser lle Phe Arg Arg Pro
115 120

<210> 51

<211> 133

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 51

Ala Asp Thr Val lle Cys Glu Pro His GIn Asp Thr Glu Thr Gly Lys
1 5 10 15
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[0138]

lle Lys Lys Phe Lys Val Asp Val Gly Val Ala Glu Asp GIn Ala Lys
20 25 30

Lys Ala Gly Leu lle Thr Gly Lys Ser Gly Asp Pro His Arg Tyr Met
35 40 45

Asn Gly Asp Lys lle Asn Phe Gly lle His Asn Cys Asp Lys Glu Gly
50 55 60

Ala lle Leu Trp Glu Tyr Pro lle Tyr Trp Val Gly Lys Lys Ala Glu
65 70 Fic 80

Trp Met Lys Asp Glu Lys Thr Asp Arg GIn Pro Gly Gly Pro Thr Pro
85 90 95

lle Arg Val Val Tyr Ala Asn Asn Asn Gly Asn lle Val Tyr Cys Gly
100 105 110

Val Met Thr His Ala Val Val Lys Ser Asn Asn GIn Gly Glu Lys Phe
115 120 125

Phe Leu Lys Cys Thr
130

<210> 52
<211> 133
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 52

Ala Asp Thr Val lle Cys Glu Pro Arg GIn Asp Thr Glu Thr Gly Lys
1 5 10 15
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[0139]

lle Lys Lys Phe Lys Val Asp Val Gly Val Ala Glu Asp GIn Ala Lys
20 25 30

Lys Ala Gly Leu lle Thr Gly Lys Ser Gly Asp Pro His Arg Tyr Met
35 40 45

Asn Gly Asp Lys lle Asn Phe Gly Ile His Asn Cys Asp Lys Glu Gly
50 55 60

Ala lle Leu Trp Glu Tyr Pro lle Tyr Trp Val Gly Lys Lys Ala Glu
65 70 75 80

Trp Met Lys Asp Glu Lys Thr Asp Arg GiIn Pro Gly Gly Pro Thr Pro
85 90 95

lle Arg Val Val Tyr Ala Asn Asn Asn Gly Asn lle Val Tyr Cys Gly
100 105 110

Val Met Thr His Ala Val Val Lys Ser Asn Asn GIn Gly Glu Lys Phe
115 120 125

Phe Leu Lys Cys Thr
130

<210> 53
<211> 133
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 53

Ala Asp Thr Val lle Cys Glu Pro His GIn Asp Thr Glu Thr Gly Lys
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[0140]

1 2 10 15

lle Lys Lys Phe Thr Val Asp Val Gly Val Ala Glu Asp GIn Ala Lys
20 25 30

Lys Ala Gly Leu Thr Thr Gly Lys Ser Gly Asp Pro His Arg Tyr Met
35 40 45

Asn Gly Asp Asn lle Asn Phe Gly Ile His Asn Cys Asp Lys Glu Gly
50 55 60

Ala lle Leu Trp Glu Tyr Pro lle Tyr Trp Val Gly Lys Lys Ala Glu
65 70 75 80

Trp Lys Lys Asp Glu Lys Thr Asp Arg GIn Pro Gly Gly Pro Thr Pro
85 90 85

Leu Arg Val Val Tyr Ala Asn Asn Asn Gly Asn lle Val Tyr Cys Gly
100 105 110

Val Met Thr His Ala Val Val Lys Ser Asn Asn GIn Gly Glu Lys Phe
115 120 125

Phe Leu Lys Cys Thr
130

<210> 54
<211> 135
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 54
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[0141]

Ala Glu Thr Val GIn Tyr Tyr Asn Ser Tyr Ser Asp Ala Ser lle Ala
1 5 10 15

Ser Cys Ala Phe Val Asp Ser Gly Lys Asp Lys lle Asp Lys Thr Lys
20 25 30

Leu Val Thr Tyr Thr Ser Arg Leu Ala Ala Ser Pro Ala Tyr GIn Lys
e 40 45

Val Val Gly Val Gly Leu Lys Thr Ala Ala Gly Ser lle Val Pro Tyr
50 a5 60

Val Arg Leu Asp Met Asp Asn Thr Gly Lys Gly lle His Phe Asn Ala
65 70 75 80

Thr Lys Leu Ser Asp Ser Ser Ala Lys Leu Ala Ala Val Leu Lys Thr
85 90 95

Thr Val Ser Met Thr Glu Ala GIn Arg Thr GIn Leu Tyr Met Glu Tyr
100 105 110

lle Lys Gly lle Glu Asn Arg Ser Ala GIn Phe lle Trp Asp Trp Trp
115 120 125

Arg Thr Gly Lys Ala Pro Ala
130 135

<210> 55
<211> 150
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 55
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142/148 7

[0142]

Ala Val Thr Trp Thr Cys Leu Asn Asp GIn Lys Asn Pro Lys Thr Asn
1 5 10 15

Lys Tyr Glu Thr Lys Arg Leu Leu Tyr Asn GIn Asn Lys Ala Glu Ser
20 25 30

Asn Ser His His Ala Pro Leu Ser Asp Gly Lys Thr Gly Ser Ser Tyr
35 40 45

Pro His Trp Phe Thr Asn Gly Tyr Asp Gly Asp Gly Lys Leu Pro Lys
50 55 60

Gly Arg Thr Pro lle Lys Phe Gly Lys Ser Asp Cys Asp Arg Pro Pro
65 70 75 80

Lys His Ser Lys Asp Gly Asn Gly Lys Thr Asp His Tyr Leu Leu Glu
85 90 95

Phe Pro Thr Phe Pro Asp Gly His Asp Tyr Lys Phe Asp Ser Lys Lys
100 105 110

Pro Lys Glu Asn Pro Gly Pro Ala Arg Val lle Tyr Thr Tyr Pro Asn
115 120 125

Lys Val Phe Cys Gly lle lle Ala His Thr Lys Glu Asn GIn Gly Glu
130 135 140

Leu Lys Leu Cys Ser His
145 150

<210> 56
<211> 150
<212> PRT
<213> artificial sequence
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[0143]

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 56
Ala Val Thr Trp Thr Cys Leu Asn Thr GlIn Lys Asn Pro Lys Thr Asn
1 5 10 15

Lys Tyr Glu Thr Lys Arg Leu Leu Tyr Asn GIn Asn Lys Ala Glu Ser
20 25 30

Asn Ser His His Ala Pro Leu Ser Asp Gly Lys Thr Gly Ser Ser Tyr
35 40 45

Pro His Trp Phe Thr Asn Gly Tyr Asp Gly Asp Gly Lys Leu Pro Lys
50 S5 60

Gly Arg Thr Pro lle Lys Phe Gly Lys Ser Asp Cys Asp Arg Pro Pro
65 70 75 80

Lys His Ser Lys Asp Gly Asn Gly Lys Thr Asp His Tyr Leu Leu Glu
85 90 95

Phe Pro Thr Phe Pro Asp Gly His Asp Tyr Lys Phe Asp Ser Lys Lys
100 105 110

Pro Lys Glu Asn Pro Gly Pro Ala Arg Val lle Tyr Thr Tyr Pro Asn
115 120 125

Lys Val Phe Cys Gly lle lle Ala His Thr Lys Glu Asn Thr Gly Glu
130 135 140

Leu Lys Leu Cys Ser His
145 150
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[0144]

<210> 57
<211> 128
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 57
Lys Glu Ser Arg Ala Lys Lys Phe GIn Arg GIn His Met Asp Ser Asp
1 5 10 15

Ser Ser Pro Ser Ser Ser Ser Thr Tyr Cys Asn Gln Met Met Arg Arg
20 25 30

Arg Asn Met Thr GIn Gly Arg Cys Lys Pro Val Asn Thr Phe Val His
35 40 45

Glu Pro Leu Val Asp Val GIn Asn Val Cys Phe GIn Glu Lys Val Thr
50 55 60

Cys Lys Asn Gly GIn Gly Asn Cys Tyr Lys Ser Asn Ser Ser Met His
65 70 75 80

lle Thr Asp Cys Arg Leu Thr Asn Gly Ser Arg Tyr Pro Asn Cys Ala
85 90 95

Tyr Arg Thr Ser Pro Lys Glu Arg His lle lle Val Ala Cys Glu Gly
100 105 110

Ser Pro Tyr Val Pro Val His Phe Asp Ala Ser Val Glu Asp Ser Thr
115 120 125

<210> 58
<211> 10
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[0145]

<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 58

Gly Tyr Thr Phe Ser Ser Tyr Trp lle Glu
1 5 10

<210> 59
<211> 18
<212> PRT
<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 59

Gly Glu lle Leu Pro Gly Gly Gly Asp Thr Asn Tyr Asn Glu lle Phe
1 5 10 15

Lys Gly

<210> 60
<211> 10
<212> PRT
<213> artificial sequence

<220>

<223> Recombinant immunotoxin, antibody CDR, linker or toxin
<400> 60

Thr Arg Arg Val Pro lle Arg Leu Asp Tyr

1 5 10

<210> 61
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[0146]

<211>
<212>
<213>

<220>
<223>

<400>

1

<210>
<211>

15
PRT
artificial sequence

Recombinant immunotoxin, antibody CDR, linker or toxin

61
Lys Ala Ser GIn Ser Val Asp Tyr Glu Gly Asp Ser Phe Leu Asn
5 10 15
62
7
PRT

<212>
<213>

<220>
<223>

<400>

artificial sequence

Recombinant immunotoxin, antibody CDR, linker or toxin

62

Ala Ala Ser Asn Leu Glu Ser

1

<210>
<211>
<212>
<213>

<220>
<223>

<400>

1

<210>
<211>

5

63

10

PRT

artificial sequence

Recombinant immunotoxin, antibody CDR, linker or toxin

63
Cys GIn GIn Ser Asn Glu Asp Pro Leu Thr
5 10
64
9
PRT

<212>
<213>

artificial sequence
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[0147]

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 64

Tyr Thr Phe Thr Ser Tyr Asn Met His
1 5

<210> 65

<211> 14

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 65

Trp lle Gly Ala lle Tyr Pro Gly Asn Gly Asp Thr Ser Tyr
1 9 10

<210> 66

<211> 13

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 66

Arg Ser Thr Tyr Tyr Gly Gly Asp Trp Tyr Phe Asn Val
1 3 10

<210> 67

<211> 7

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

200



CN 116390947 A ,? 5'] % 148/148 1T

<400> 67

Ser Ser Val Ser Tyr lle His
1 5

<210> 68

<211> 1

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 68
[0148]

Pro Trp lle Tyr Ala Thr Ser Asn Leu Ala Ser
1 5 10

<210> 69

<211> 8

<212> PRT

<213> artificial sequence

<220>
<223> Recombinant immunotoxin, antibody CDR, linker or toxin

<400> 69

GIn GIn Trp Thr Ser Asn Pro Pro
1 5
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