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H I)Mi B SEQIDNO: 01 2 &4 7T 432 AL E427T 4% » R ii)#74 B SEQIDNO: 26 =
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ID NO: 65 2 3% 4% =] % &,

Herein is reported an anti-transferrin receptor antibody that specifically binds to human transferrin
receptor and cynomolgus transferrin receptor, which comprises 1) a humanized heavy chain variable domain
derived from the heavy chain variable domain of SEQ ID NO: 01, and ii) a humanized light chain variable
domain derived from the light chain variable domain of SEQ ID NO: 26, wherein the antibody has an off-
rate for the human transferrin receptor that is equal to or less than (i.e. at most) the off-rate of the anti-
transferrin receptor antibody 128.1 for the cynomolgus transferrin receptor, whereby the off-rates are

determined by surface plasmon resonance, and whereby the anti-transferrin receptor antibody 128.1 has a
heavy chain variable domain of SEQ ID NO: 64 and a light chain variable domain of SEQ ID NO: 65.
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ANTI-TRANSFERRIN  RECEPTOR  ANTIBODIES  WITH

TAILORED AFFINITY

(]
A wmE—EBRFEMEcE NHEREE YRR EBEREHEE
H2ZiRZiE#sEgZRiE 21114 5 SEQ ID NO: 01 7 & §##

sk s NAB(LE S A B > Ki)fT4 HSEQ ID NO: 26 2 BE i o] &
e N b 8 > HP s il st W ABEEEL 28 2 AR
RERBUNRED > Z)TEREG ZRNE128 1N BB RE#HE
H2iE L BEERR > BUEZSFHREERGEOLREERLRNE - B
FHILZ M E S E S 2R PiAe 128 1 E A SEQ ID NO: 647 B ## o] 815
SEQ ID NO: 65 7 & gl o] 8845, o

(53]

Herein 1s reported an anti-transferrin receptor antibody that
specifically binds to human transferrin receptor and cynomolgus
transferrin receptor, which comprises 1) a humanized heavy chain
variable domain derived from the heavy chain variable domain of SEQ
ID NO: 01, and 11) a humanized light chain variable domain derived
from the light chain variable domain of SEQ ID NO: 26, wherein the

antibody has an off-rate for the human transferrin receptor that is equal
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to or less than (i.e. at most) the off-rate of the anti-transferrin receptor
antibody 128.1 for the cynomolgus transferrin receptor, whereby the off-
rates are determined by surface plasmon resonance, and whereby the
anti-transferrin receptor antibody 128.1 has a heavy chain variable

domain of SEQ ID NO: 64 and a light chain variable domain of SEQ ID

NO: 65.
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[ Z5EHEREHE ]
[ 2]

EARFREBRNME o iESEQZRBIE
EEPEEN Y

ANTI-TRANSFERRIN ~ RECEPTOR  ANTIBODIES  WITH
TAILORED AFFINITY
[ Feffreri ]

KREHGRNPNEAHHE ARESEQ ZRNET ZBEBEER 25
EEEOTENEAEEFERMSIEEZELESE 2 HiE -

[ oAkl ]

HELFIEEREYGEWN > fl > ERRIEZEE LR T FEYER
BEYVEN oy FEEY)) 2 MG E RS 2 B B2 R AT E 2 RS R B
(BBB)Z# [6] fi &5 [ B B e (NVU) 2 HoAth A A9 48 75 PR 1) < &R0 5 o2 iR
It PR B 2 R H i — R GA A RE N EBMHE N 2
AR M 527 88 (TR [ BE <2 38 N B 2 I A A E S - Bt I E 2
BT EHEAED GEUNEARTIREI RS E AP A REFI K2 &
IR R BE o AT 0 U AR R R B K AL B R A E] B i /B BSR4 A
(BEC)N Z s 58 77 58 R BECH Z M &5 (L HE B A V) G FE B [F g 2 i
W ZER ZEE 2R -

BEMRPUAS R HAth A= P06 B A e &L A G (CNS) R 2 B 2 06
HEAEBERAEEERE - 28M > HE#E AKAN 2 REZFBBBHE IE - 5k
Al BFF 5T & 0 200 03 & 70 0 R 2 1gG 2 /N 1 70 FR (89 0.1%) 7] ZE & A
CNS[g % A (Felgenhauer, Klin. Wschr. 52 (1974) 1158-1164) - R §i

4]
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A% A2 CNS A 2 ABC R 52 T /RF 0 72 PR 1) T {1 552 B 55 . -

SRS 2 s MR CNSIA 2 H oy B W] #5 f f] I BBBZ #8
(A - EBREQZE BREZZEREOAYUZ(2E > #ld - WO
95/02421) o

R - BEMK L FIEEEY)  BBBBY B IE A G KR EEY S
RO A R A

FAWO 2014/033074 7 » 37 &5 (i s & B ZE 4%

FAWO 2014/189973 % » S &EHEEMEQ ZRIIE KER X -
HE— P HE&EDUEFS I HENE SRS E R BBBZ i E F HH
BBB#i 4 2 AR - B FHAC LR ZHiBBBHiET » #EIE
CNSW 2 HiBE 2 B KPR CNST 2 73 fff 2 B 4 Bl 58 I BBBZ &
ZEGHRMMEERMERE - Gl DUSER E K FEENI HEEER
2 f2 (TER) 2 A8 R A 14 BT B FH 3 12 02 v 6 A 14 BT TER 470 8 45 K 24t 5 BBB
gy ix R P TIRUAS 2 CNSIE W B i - H 7] B 5 5 1 CNS H1 2 OB 1R R
FE (Atwal% A > Sci. Transl. Med. 3 (2011) 84rad3) o {ff Fi45 & TfR K 4
W R BE E 0 (APP) R IR (B-7y W8 (BACEL )W & 2 M R MR8 &8
HH It BBBE 25 o ff AR A BLAS S < B BRI TIR/BACE LS
LE—2GUBHEMARNEBESRZMHNBACEI N EEEETEE 2
MR EER/NIEABLI-40 > EE » R IHBBBFEE & £
BACE1.” % 77(AtwalZE A > Sci. Transl. Med. 3 (2011) 84ra43 ; YuZk
A > Sci. Transl. Med. 3 (2011) 84ra44) -

S AR i ERE RN EERB ZE
HEAWMM ARG EBEMEF R EEZNE > MUSEARERERZE
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PRPLAE (mADb) 2 &k AJRER IR Z 2 MR fH BRI E EER - 4 BRA Y
T HIER R 2 H mAbLUG 18 M =W < BRI - B E &N o+ 5
V) mAbZ HFE4ERE - MR AV YR RERFENENALZ SR
f1 (Lynch, C.M.% A > mAbs 1 (2009) 2-11; Kim, S.J.% A > Mol. Cells
20 (2005) 17-19)

P mAb Z JEER IR R L BB HEGERE Tl m I mAbZ EY)
EMEIUREANELHE ZEMN - FFEKRFFME 2 EZE B EGA)H
A ER 2 EMRILHAEZERALERE A GIER - )~/ ANHEI]
iRl R @R EREY FEFH N Z2EAERE > QOEREEML
R P ENZ 2 2B U (ORBELE2MER U LEELIER
FPZHEMNEE - REKILZFEE BETEAECELERILR Z EHE
ME 2 ER YN oS RS N IRER PR B 78 W % (Lynch, C.M.% A > mAbs 1
(2009) 2-11 ; Cavagnaro, J.A., In: Cavagnaro, J.A. (4) I Preclinical
safety evaluation of biopharmaceuticals | ; Hoboken, NJ: Wiley 2008;
45-65) o

PmAb Y PRI IREE R Z 2R A S - EEELR MRS Y EH
1A 2 M HI5E (Lynch, C.M.% A > mAbs 1 (2009) 2-11 : Chapman, K.5%
A > Nat. Rev. Drug Discov. 6 (2007) 120-126) - # B84 ff {4 £ o i 4%
BASEMEBEN Y - B R E AL 28 3R H 4 8% 5T R e 1
0 38 (DL A8 (Lynch, C.M.% A > mAbs 1 (2009) 2-11 : Chapman, K.
% A Nat. Rev. Drug Discov. 6 (2007) 120-126 : Subramanyam, M.}
Mertsching, E., In: Cavagnaro J.A. (4%) : Preclinical safety evaluation

of biopharmaceuticals. Hoboken, NJ: Wiley 2008 ; 181-205 ; Hall, W.C.
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% A - In: Cavagnaro, J.A. (4% ) ; Preclinical safety evaluation of
biopharmaceuticals. Hoboken, NJ: Wiley 2008; 207-240) - {£ H = b
BRI RE o3 A > ] 35l 2 TR BT 7R O R R E AR I EE B AH 4 5T R HE TR
LRI N & Z A BH Eh )P fE (Lynch, C.M.Z2 A > mAbs 1 (2009)
2-11 ; Hall, W.C.Z& A - In: Cavagnaro, J.A. (%) ;5 Preclinical safety
evaluation of biopharmaceuticals. Hoboken, NJ: Wiley 2008; 207-240) o
8 FH S 5 A Z W AT SR E MBI TR A R (o A T B 2 W R A A8 P 1
¥k B S By 2 H 80 17 R A& B2 Y5 (Lynch, CM. 5 A >
mAbs 1 (2009) 2-11 ; Hall, W.C.Z A - In: Cavagnaro, J.A. (4R );
Preclinical safety evaluation of biopharmaceuticals. Hoboken, NJ: Wiley
2008; 207-240) - 2¢# - #& M 2 B4 AT o> B (FACS)FF (¢t W b5
Y ARG BELEBU R 2 R EASALE o T F U
(Lynch, C.M.Z A > mAbs 1 (2009) 2-11 ; Subramanyam, M. J
Mertsching, E., In: Cavagnaro J.A. (4F); Preclinical safety evaluation of
biopharmaceuticals. Hoboken, NJ: Wiley 2008; 181-205) - [EE¥TE L
IR < DNA K B Bl Fe 1) 0 e H Y S 2 [5) )R 1 (Lynch, C.M.
ZF A > mAbs 1 (2009) 2-11 ; Subramanyam, M.} Mertsching, E., In:
Cavagnaro J.A. ( 4§ ). Preclinical safety evaluation of
biopharmaceuticals. Hoboken, NJ: Wiley 2008; 181-205) o

B MR Z &Y ~ e REBIELHBE Y YER N
ERAWEMELEF I EEERRE 2 hiREeEE 25N > KT
B2 M (Lynch, CM.Z A > mAbs 1 (2009) 2-11; 19,20) - =4 » B
iR N 2 PR B & o i 2 s ZUAH UM R R B h i i Z BE 5 B 5
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Medr E TR THMI AN R 2B &M - BB N AR Z SR &k o
i M2 8= Ao 2 EEE BRI R N E s - B
ERVNEAPATH ABEREIFG 2 BREF o 2ERTUR%EBSCRAOME
G A%~ EREN YA B AN 2 ] 2 BEFE - A e 5 M E Py 28
By s Bt BT EEEREEREASTN  SEEH—EY
AN Z 2 WeE s - RIS E SR = 80IMER Y 2 & 5 2 B0 B aY
(Lynch, C.M.% A > mAbs 1 (2009) 2-11) -

GEARNGEMRRZEENE N BEAYHA XK EM - Al#t
HazBEH AR AERBERERARYE - Fit > BRI G-
FE B AZRYES X EE 2 NE(LERIE—ERNARZ 2%
Mk 2 BT E - 280 > BRI ABESRIEBEEEXHUAE
AR RER - Z2MEEm&EHAE 2 EEE#E (Regulatory
Toxicology and Pharmacology > $540% > 55357 > 20044E12H > 55219
F226H) °

At - Bt R EmAbE B EFPEL - AEAEH EXXZFE -
B EEE W 7 et aw < mAbY A 032 B A BUA G Yt 2 SR B #1717
RN EMS - &R BEREEEE MR EIRmIEAER - JLE - Y
FEEAFALL TmADb - FTHIHIH N IFE RS 2 NE Y et H HH
TRAYENRT X EEEEFYMEE R XK EME -

FYEP 2 708 560 » Iy R R EEEQZE ZPiE - INFR
2953 841 » &S HEEE O 28 2 Puis K H A 7 8RG8 1l 2
L L F® - FAUS 2009/1623595 » #y & (EESFEMELAE -
[ZFIANE]
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E#B A RS B E O 288508 o] A1 i & B F %
RAEDIPS MAS PR B A UE T ERIE LA 2N - EEEFEHF - %
MIEEEFELREHGFREGCEEREQTRB HEEGER - 4
A d 2 U E O 288 DU As AE AT OF B P BE AL I AR IS (R A
Ay B0 - RS 82 B 208 R T AR Sk FEE 5 W0 ] 2208 BRE (Alzheimer’s
disease) ~ iH 5 # [X JiE (Parkinson’s Disease) K [ 2% &8 BRE £ 1H <2 #x IK
fiE 4k 29 -

ANHmEREME S 2 AFEEED 28 (hTfR) & & 8 1% E &
EOZRCETIR)ZHEHEEOZRIE  EXEEHEMNF - ZHiE
BEOZEIE

s o E AHBHEAZRMTR) A EERESRED 2R
(cyTfR) :

s MY ABEESBEDZR CBEBEERERECVNNE > &%)
MEREOZEIGI28IHH B REERED 28 L M ER
Bt SRE AR GERRAERILRNE » BHE L& EEE
782482 128.1 &/ SEQ ID NO: 64,7 5 ## o] # 3 & SEQ ID NO:
65 7 W § W BRI

o DIAMHA0.1 1/s%E0.005 /s i8] HAELH50.1 1/s52.0.005 1/s. fi# 8

RGO NFERED 2R -

MAXHEZ —HEEGHEUMGES 2 NEEREOZRREE
BEFEgEaeRsiEREqZBRE > HEs

DITA EHSEQID NO: 01  Ef v I > AFHLEHFITEE - &

i1)1;7 4 H SEQ ID NO: 267 & W] 88 35 2 A 51 (0 B8 g ] S22 35

Fﬁh

5 6 H(EHISE)
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HivZ sty NEEEES 2R 2B ERFR BN D
REIMEBEEAZREARBI2SISHHBRERESRED 28 28 k=
=

itz R RERGEmREERLRE - A

I TEEER 2RI 1281573 SEQ ID NO: 64 Z Hfn
35, 52 SEQ ID NO: 65 7 & §ifi o] &35 -

E—EERAIT - st E NS ES 2R ZBEBERERRAZNTFRO0.]
1/s%0.005 1/s 2. 5] HAE$E0.1 1/s 5 0.005 1/s ©

{8 & B B - 8% PAS AE B A S h B i B 80 B B
B 58 B (P) (TR #5 Kabat4m5k)

E—EERA T > AR EET SRR EI G EARE
P Fr T e 2 B 52 BE (N) (R 3% Kabat &R 9%) -

A — (W & HE B - 5% LR AL EE A B R (L B 935 B W i
i Fiee 55 % 2 L (A) (FR#5 Kabat&w %) -

fE—{EE A T - ZPiREAE EE ] B P RN B 100gk B A &
R % B B i 5% 2 (S) (TR 8 Kabatdz 57) -

fE— {1 & B B 0 5% PUAS AE B g A B T R (L B 100g ks B
i oz 8%z e s B 5 & (Q) (TR B Kabat&g 5t) -

HE—EERA T - ZPRAEEE S PR A ESE B A &K
i fiee 2 % 2 L (S) (TR #5 Kabat& 5%)

E—EERA T > ZR A E#E SN E 105k B A 20

=
5
fBJIt

}

)

A — {1 & BE B - 5% O RS A S g A S Ik o e (i B 80 i L A i B

57 HEEVESHE)
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B e A B TR BR (P) - RS n] B ML B 91 2 B A K & B e I e A
BE 7R AL (N) » A HE g o] B b Iy B 930 B A N B B8 e B B 78 B (A) -
FEEE g o] B T ML B 100g /R B A $h e e i B R AR Ak (S) » fE E 4 1)
S B 65 R BT 45 B e M AR I 7 A (S) R A BB 8 1T B 3k R A fir
B 1055 B A 55 g e I e A BE 7R B (Q) (TR #E Kabat4g 57 ) -

1 — {8 &5 B 0 5% B S AT B T B B R A i B 80 B A A B
B e A B TR BR (P) - RS n] B ML B 91 2 B A K & B e I e A
BE 7R AL (N) » A HE g o] B b Iy B 930 B A N B B8 e B B 78 B (A) -
TE B # m] B R A B 100g5E B A SRR B e B B B 78 B (Q) - 71 2 4
AR B OSSR B 4 e i AR TR A (S R AT E i v E AP
fir B 10558 B 55 Big e I e B 6 78 BR (Q) (TR #E Kabat4R 5% ) -

WANHE , —HEEGIEREqZRBIE  HE&0@8E
SEQ ID NO: 667 £ 52 HVR-HI ; (b)f & SEQ ID NO: 68
E 5] 2 HVR-H2 ; (c)f &SEQ ID NO: 71 ~ 728,73 7 f £ Fr 71l
~ HVR-H3 ; (d)E&SEQ ID NO: 757 lr £ f FF %] 2 HVR-L1 ; (e)fl
SEQ ID NO: 76 7 £ FE %] 2 HVR-L2 ; & (f)f & SEQ ID NO: 78~
Wi E B Fe 71l Z HVR-L3 -

E—HmEERG Y ZHESEOYBIBES B3
SEQ ID NO: 667 £ 52 HVR-HI ; (b)f & SEQ ID NO: 68
Bl Y 2 HVR-H2 5 (o)B & SEQ ID NO: 727 g & B /5 2 HVR-
H3 ; (d)E & SEQ ID NO: 757 B £ FF %2 HVR-L1 ; (e)f & SEQ ID
NO: 76 2 f B P 5 < HVR-L2 5 R (f)E & SEQ ID NO: 78 ~ i B I Fr
%] 2 HVR-L3 o

5 8 H(EHIEE)
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MAXHFEZ —HEERFEEEcE A NHBEHET 2R
(TR) ZHE#HEG ZRIRE a5
)EISEQ ID NO: 24 2 g BB P 5l BH £ /0 90%F 5l — 21 £ EH i

A E(VH) 51 > R

i)BSEQ ID NO: 372 E B P EA7 £V 90%F 5 — 2 it 2 &
§EH] ZEB(VL) >

Hrz i B AR5 SEQ ID NO: 24 7 & # o] B i (VH) 7 51 &
SEQ ID NO: 37 Z ¥ ## 0] 83 (VL) 7 ¥l Z TS €Y HH [3] 2 i il 72K

AE—EEREM S - st AFESRES 2R ZBBEREMTHO
1/s%0.005 1/s 2. 5] HAE$E0.1 1/s 5 0.005 1/s ©

MAXHE L —HREERHRFELEEGEE ANFHBEERESZE
(MTR)ZH\HEH ZRIIE  HES

1)E A SEQ ID NO: 24 7 iz B g fp 5l 2 B n] B3 (VH) 51 > K

1)) B SEQ ID NO: 377 i Fk e 7 Il Z ¥ 4 o] I (VL) o

AR L —FHERA T > Gt SEREaZRER
E2O—HBECRHEERHHEFRAREREV - HEaHETEZZH
BEviee c E—EEREMT > ZiBEeSocEREGZRIE I
FECUBEEERNEZSE _RRGoUE - A5 8o+ o &
MR GEE R TEKR 2B ABHAB ERERRTZE
(EGFR) ~ ABIRKERKN T 2852 (HER2) ~ AMo-EHZEH - A
tau (£ S B B2 B0 &k e I 78 A e A hi BR B ) ~ A AHCD20 ~ FH IRy A1 B
EHAPPH K ANBHEEK TS - £ —FEEERM T > Z2FE
MRREE L Tl E ¢

59 HEHIEHE)
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DEEEEH 28 KA > =

1) #8 2B 5 2 #% ;& CD20 > B¢

) E A 2R o REZEH > X

i) gl 2R 5 2 A8 Kb L (b tau > B¢

VIS g R 0 2 #e & HER2 > B¢

vi)iE B 0 2 7S K A & B s T AE g

E—EERMT  ZBGREeE) St HEREF2ZEP
R &S & LB 2 SEQ ID NO: 24 7 & i n] 83 [ SEQ ID NO: 37 2 B i 0]
S 2/ — B B N AR p4S & LB Z SEQ ID NO: 81 7 B |
ik K SEQ ID NO: 82 7 6 # n] 82 35k 7 By AL JUAS -

E—EERMT  ZBGREeE) St HEREF2ZEP
R &S & LB 2 SEQ ID NO: 24 7 & i n] 83 [ SEQ ID NO: 37 2 B i 0]
Sk 2/ — BB A CD20I sl s & L B 2 SEQ ID NO: 79 7 & ##
823k 2 SEQ ID NO: 80 Z g g w823k 2 B4 RAL PRS- A& —(H E I
Bl > 5% B 0] 2 & B DL B B B Sb 2 AT o] B Ak B B fA Kabat{ir B
N2 Mg B REE - AL — MBI T - 2 EE S DO i & B B
Kabatfy E11 2 f AL B A - £ — (R EE O > % B S DU
AR EE - BREE - RO - G IR B R 2B 2 e A
B2 2 A B SEQ ID NO: 797 HE ## A B i o 2 Kabat{ir B 11 7 Ji 5k §& 7%
£ o

E—EERMT  ZBGREeE) St HEREF2ZEP
R &S & LB 2 SEQ ID NO: 24 7 & i n] 83 [ SEQ ID NO: 37 2 B i 0]
B /- A Fo-ERZED P G S LB ZSEQ ID NO:

% 10 HEYERHE)
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83 7 B¢ n] I8 ;2 SEQ ID NO: 84 7 g gfff n] S84 2 By B M S -

E—EERMT  ZBGREeE) St HEREF2ZEP
R &S & LB 2 SEQ ID NO: 24 7 & i n] 83 [ SEQ ID NO: 37 2 B i 0]
S k2 —HHH A He-RBEZEA PGSR ZT1EHSEQ ID
NO: 852 NFA(LE# ] B3 K 74 H SEQ ID NO: 86 2 A\ %F (b #s g =]
S 2 R RMEDIRE -

E—EERMT  ZBGREeE) St HEREF2ZEP
R &S & LB 2 SEQ ID NO: 24 7 & i n] 83 [ SEQ ID NO: 37 2 B i 0]
S k2 —HHH A He-RBEZEA PGSR ZT1EHSEQ ID
NO: 872 NFR(LE# ] B3 K 74 H SEQ ID NO: 88 2 A JF (b e g =]
S 2 R RMEDIRE -

E—EERMT  ZBGREeE) St HEREF2ZEP
R &S & LB 2 SEQ ID NO: 24 7 & i n] 83 [ SEQ ID NO: 37 2 B i 0]
S k2 —HHH A He-RBEZEA PGSR ZT1EHSEQ ID
NO: 892 NFA(LE# ] B3 K 74 H SEQ ID NO: 90 2 A %5 (b & g =]
S 2 R RMEDIRE -

E—EERMT  ZBGREeE) St HEREF2ZEP
R &S & LB 2 SEQ ID NO: 24 7 & i n] 83 [ SEQ ID NO: 37 2 B i 0]
S k2 —HHH A He-RBEZEA PGSR ZT1EHSEQ ID
NO: 912 NFR(LE# ] B3 K 74 H SEQ ID NO: 92 2 A\ S5 (b & g =]
S 2 R RMEDIRE -

E—EERMT  ZBGrEeE2) - HHEHERESZIEP
R &S & LB 2 SEQ ID NO: 24 7 & i n] 83 [ SEQ ID NO: 37 2 B i 0]

% 11 HEETIEREE)
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B2/ —HHH AN He-EBREG P RE S B ZITEHSEQ ID
NO: 937 NFbE ## n] #3614 HSEQ ID NO: 947 A S (L #E 3 o]
S s R RIEDIE

E—EERMT  ZiikreesE2) - HtHEEEg2ZETP
R &5 & fir B Rt LA TP R4S & fir B5 2 SEQ 1D NO: 24 55 i o] 8 35
K SEQ 1D NO: 377 ¥ m] &~ B 5 R 188 © )R A SEQ ID NO:
97 2 W BB Iy 51 . w) &) ME fG T AE B > =kii) SEQ ID NO: 972 B 7 £/D
70%F 5 — 201k 2 Dy Ae B RS 0 Bdiii) SEQ ID NO: 972 B3 — B FE % {f
B Ak BE 22 2 - PR A Z DI RE S 8E - =iv) SEQ ID NO: 97.Z 1 Niji
Bk Cliy et B HY €8 M B 2 e BB e U N B 2 /0 — (Wl e B R TR B 2 R
ViRe R > Bv) iiDERiv) Z 4 & -

ERAEEZ—HEERMT - Ziieas

DR EE A FZEHP329G ~ L234A KR L235A 7 A M1gGl F4E 2 [
EY)FelE o B

i) T E B FZE%P329G ~ S228P R L235E > A M 1gG4F 4 ~ [
EY)FelE o B

HDEFR LT 2 B Y Fel& -

a)— {HFcl@ Z Ikl & ZEET366W » 55 —Fcl@ % ik & &%
T366S ~ L368A K Y407V » B

b)—ff Fol: % ik Bl & ZEET366W K Y349C » K —Fel@ Xk B &
ZE#T366S ~ L368A ~ Y407VHIS354C » B

o) —{HFclE %k Bl &R ETI66WELIS354C > K5 —Fe®ZfkEa=

228 T366S ~ L368A ~ Y407V Y349C
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%

IV NBHIgGATH R _FYFcE > HPREFcEZIKEES
#P329G ~ L234A K L235A K

a)— B Fcl@ % ik Bl & 25 B T366W » K 5 —FclE % ik &1 & 28 &
T366S ~ L368A R Y407V » T

b)—{EFcl& Z kB & 22 ET366W kK Y349C » K —Fc@ZhEa
72 T366S ~ L368A ~ Y407V % S354C » o

o) —fEFclE % B & ZRETI66W K S354C > K55 —Fc@Z A&
72 T366S ~ L368A ~ Y407V Y349C >

Cl

VIANEIgGATH 2 E Y FcE » HFWAFCE LR E & %RE
P329G - S228P K L235EK

a)— B Fcl@ % ik Bl & 25 B T366W » K 5 —FclE % ik &1 & 28 &
T366S ~ L368A R Y407V » T

b)—{EFcl& Z kB & 22 ET366W kK Y349C » K —Fc@ZhEa
72 T366S ~ L368A ~ Y407V % S354C » o

o) —fEFclE % B & ZRETI66W K S354C > K55 —Fc@Z A&
72 T366S ~ L368A ~ Y407V Y349C -

ARG 2 —EERGF > & Jifg % CrossMab -

WA HE s —FHEEGINESREOZREIRE L6858

i) 5 SEQ ID NO: 52~ 53~ 54~ 5556~ 57T 584AR 2 B>
E A B 0 RBEH M SEQ ID NO: 60 ~ 61 ~ 62} 634H bl & Bf & # §#f
CIE 3

ot

i

ol

N

Rk

i

ol

N
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1Y

i)BEEMHSEQ ID NO: 2+3+-4-5-6-7-~8-9~10~11+ 12+
13+ 141516~ 17~ 18~19+20+21 2223 24 254A Z BE Y
BT g 0 R EEE [ SEQ ID NO: 27 ~28~29+ 30~ 3132+ 33 -
34 ~35+36+37-38+~3940+4142+ 434445 A6 ATHHRL >
B o T e ] BB o

WA HEZ —HEEGRESUARANEES 2B RESE F o] #
% L BRI 2 BEERECY) -

WA & 2 —ERREGUOAR RS g - HRAFEER -

WA & 2 — BB RO A & 2 PLis 42 8L Y A
KR PE < BB R 2 IR -

E—EERAF - 2 RFEGEE ML NEK 2B @ M
R E - MACRAEMEREIR - BIE C IREREAHEE - EEE - A8
EEE - FHRMEMWE  WENMEYER - BEithiim - 17552
CNSRIE ~ M ZZBBUE ~ HE&ARIE - 28 MELE - BEAKET
CD20F% M e i ;e B A RS8R 2 Her2[5 M IE -

WA & 2 — BB R0 A & 2 PLis £ i 8BS B 1M A
f& ¥ (BBB)# it —NE XML &Y &R F 2 R -

[ E =]
Bl EERERIT L TE -
&2 {5 BIAcorefE£25°C NHIE A [FHiHE s & O 2B P ie < A i

R 11128152 & 2fipTaudi e mAb86 21281 ; 3 : 567 ; 4

o

i

i

Tk

R\

Z

932 ; 5 & f£fpTauf e mAb86 7567 ; 6 : 1026 ; 7 : 1027 ; IE H
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PrE&acraBrEgEgzi ) B &2 AEEEEGZE
y#h ¢ EE R R [1s] -

&3 : 5 F BlAcoref£37°C NHIE -~ F JLiH i & 0 2 i T s 2 iR ik
2011012815 2:932:3:1026;4:1027; IEHE &S5 2B
FEEEO <2k BFP S22 NEEEEQ 2R vl - BEEAER
[1/s] °
(& =]

KL EERBE P G HEEER o B RS G % E
Az Rmiife2992 NEEE8E  EN A ANBEReBFEREgZRESR
XX REEEIREMEcEZEEEGZR I WEEBEIEY) &
BnBwrdiitae etz A HEEREg 2R 2 FENEBEIE
128 131 ¥ & B R 8 E 0 2 88 2 - WA (LGRS i g e 2R R R k) -

MAXHEZ —HEREGEFENEGs 2 NFEEEEOZR ZA
Bt Hiaziiieas

FEMO] & H > SEQID NO: 66 ~ 68 72 2 HVR -

)4

FEEE O] 8838 F - SEQ ID NO: 75 ~ 76 78 2 HVR -

E—EE O+ - Z ABEEPIREE & SEQ ID NO: 24 7 5 i n] &
s fe SEQ ID NO: 37 7 B g 1] S

E—EE O - Z NEEDURREHSUE T ILE -

E—EHERGF  ZABLCTERENEEE A NEEEED 2
ek BEEREREDZE -

fE— M E A - Z ANBEETiiE %
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D) NEFEIeGlz 2 RHE » %

b N FHIgGAr 2 RELEE » 5

c) B 7 ZE % L234A -~ L235A K P329G > A\ M F ¥ 1gGl 2 & E bt
ﬁ% )

d)E A 224 8228P ~ L235ER I EEP329G A F4H1gG4r & E
g

e)fE Wi i 25 gt B 22 8 L234A ~ L235A K P329G K AF — {ifl 5 ##f
B 2 8 T366W K S354C Jr 1 & H H fth 25 ¢ o B 75 2E # T366S -
L368A ~ Y407V Y349Cy \EFHEIgGlr 2 EME » %

£)1E Wi {8 28 9 2 B 22 8 S228P ~ L235SE R A7 7% E P329G Je 4£ — i
Ed B EETIONKSISACRIEE E HfthE#E T B HFES
T366S ~ L368A ~ Y407V K Y349Cx A A FHE1gGar 2 EfHi i

MANFHEZ —FEEGERREENE  HES

)14 SEQ ID NO: 24 5§ 0] 8 15 } SEQ ID NO: 377 i §ii o] 4
B2 B — &S A B

K

iEEL TN ZE Ea s

a)SEQ ID NO: 81~ & ## n] 8235 &z SEQ ID NO: 82 7 # §i#f ] 52,

=
b)SEQ ID NO: 83 7 E ## u] 8 5 &2 SEQ ID NO: 84 7 & §f HJ & fuf -
%
¢)SEQ ID NO: 85 & ##i 1] 8% 3 & SEQ ID NO: 86 & $ii 1] 4% 1,
%
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d)SEQ ID NO: 87 7 E fi n] & 15k k2 SEQ ID NO: 88 7 & gl 1] &8s >

£

¢)SEQ ID NO: 91~ & ## n] 835 &z SEQ ID NO: 92 7 ¢ §i#f o] 52, -
5

f)SEQ ID NO: 897 = §# 1] # 3k & SEQ ID NO: 90 i & 1] 5% 5, >
5

g)SEQ ID NO: 93 7 B ## u] & 45 &z SEQ ID NO: 94 7 ¢ §i#f o] 235
5

h)SEQ ID NO: 79~ & g 0] &5 &2 SEQ ID NO: 80 7 & g o] 88 35}, o

WA s < — MR AR E S WA & 2P K il %5 %
bR A7 2 SR B EEERECY) -

MR & < — [\ B WA SR & ZPiRe - HAFEEER -

WAL H & 2 — BB (R0 A SR & 2 JiRe AL 8 B & K
A -

MALHE L —HEEFHROALHEZRBAEHEER T ZH

WA e s —FHBEGHG -IEER L HERBKGBENARCH
= Z PUEE DLUB Rt &8 R FHIE -
1.7E £

HRAL 2 HEY > " H2E ANBER ) GEETEE NEREK
EEERN AN LFEER T SCE F) L B A 2 (VL) E 28 30 E
A EE(VIDIEZR S AR ZFER - 748 ) NERERESE
RN ERERZEZE ABER TG HHEREERFS > (H
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AaaEERFPIIEL A SEEM T > HERE(L ZBEHRI0
PUR ~ 9BCEUTR ~ 8RR ~ TECRAT ~ 63 LAT ~ SECEATR ~ 48¢BL T »
3ECLL TN BB LT - AE— S FHE S o - Z VLEEZE NBERFI A
BVLABRERERERFII AR LFERERFIIMEE -

ERAIME ) BRAE S T (DI - BuRe) L B — 45 o i Bh B LGS o i 8
g (Bl MFE)RZIEREMEFERZBE ZEM - BRIEXFES
BRAOASCER - TSRt GfERRAESESH WM - 8 R
ROz gB MM EFER ZNES s/ - 7 - X EIEREY
LR ROVE T RS R R A R B (K )R - B AT BT #E i L TE £ E
FIHYE A (B fEA S )& - T 0 4k 5 8 R4 & A
M Ry 72 o A R o v R B

CBRAMEEEN ) PR BRIEE —NEZHESE T EEMVR)FTER
—EEZFEIE IR > HERNEESENE ZHARE  BEUEE
ELRS B H PUR R M A AT E -

A zfosg "R GRURERENLEG S EEERE
FHEMBEARDERIE - 25HRE - SHEEREBGIO > B E
Miige) e q B RBEEBURIIFEIIRG GEMERIE -

Ui RE . RiEREREAEZ T HEE S BIE L&

EEZTEENEMEGZNE &7  MBRERZENEE(EAR
fY)Fv ~ Fab ~ Fab' ~ Fab’-SH ~ F(ab'), + B IIEESIAG - RIEDIAE - BE#
TR 7T T (B4 > scFv) : RERR EBPKRZ SR EZEETRE -

firsh "G ) i hiE HP E g R/ 2 — B BRI EE R

TEZIRECYIE - [F] B 5% B o R /BRI R eR By R T A B A FLZ R
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5P fE 2 fife

ke "HH, REEHEEMEA R EMNEE R 2 HA -
Mg A E TR ¢ 1gA ~ IgD ~ IgE ~ IgG R IgM » H L% o 2 B {H
A —F oy BT (FE A > a0 - 1gGr > IgGe ~ 1gGs ~ 1gGy ~ IgAL K
IgA, « HfIEN RIERER < A EHHE A 2 Ei# R E 80 5l Ha -~ 8-
e~ yYRN

"E T UiRE ) BRIEEMNEFERANRDURE JFcE 2 AYEN - HE
TR BRI MBI - IR NEFIRE 2B ETE  Clqd e k4 fHikiE
MM (CDC) ; Fez e & & © Pl MEMNME M EHEE N
(ADCC) : HUEfEH © Ak m=2 i@ (P40 - BAIEZE)Z T#H ° KB
HAEAL -

SE(HIA > BEEFILY) 2 " HWNE o 15 T 2 8 K
BHIHENT B ERERKNHANER L E -

A 2 fosE TPl ) AMERREREDE#H Clila > HEH
NEB 2D —8 7 - ZiltsBEFERAFIIFcE K EBRFcE - £ —1F
Hhafl g - AFHIgGE#Fcl& B Cys2265 5 Pro230 7 fiff £ 3% & ## ~ #&
Bl o AT > 8% Foli Z Clin B2 8 (Lys447) A F AL 2l a] A FA4E  BRIE
SHGSH > GRIZFENNEE T 2 HERBE ZH5BEHREBEUR
9% R4 (U TE B EUSE B) » W04 400 Y Kabat, E.A.ZE A > Sequences of
Proteins of Immunological Interest » % 5HK > Public Health Service,
National Institutes of Health, Bethesda, MD (1991), NIH Publication 91-

324201 o
"HEZR L B0 T PR, RIERREE A B E (HVR)E A SN 2 0] 8 5
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C241676PA docx

110140454 FEESE A0101 1102059958-0



1792646

H oo B 83 FRIE % /U (B FRI4A B © FR1 - FR2 « FR3 &% FR4 -
It 8% FHVR ZFREFFE S YT HAEVH (VL) F 2 Al
FR1-H1(L1)-FR2-H2(L2)-FR3-H3(L3)-FR4 -

ANAZXBMERZME " 2c/RAE T ZEBHE, K" 25
B BREEARE FEUNRRATEERE GBI ERFaFOARE
FZLFcl 2 EHE 2 PLig -

flosh "EEHE,-"TEETHEA, R TETHESEEY ) IR
R B GREEFESI ASNELEZE ZHiE > HEaFEESFAmE 7
R-FBErXdEaEE "HBEE, K "TERPME, HEaEEAEEH
sk BHTEZ FRAFEENE - FRUIEKE S E FBEHE
Agef e E - HEAEHZES - AR A BAE &8P 4
TEREEECEEE VDR AYE M EE L hREEAEYIENE L ZER T
(v

CANBALEER ) GETEABRREREDVLE VHER P 2
HMESRLREHE O MARBEZCER - BE 0 AERRERED VL
VHF Y 2 BEEAGRKEH A B FI 2 F4 - BT » P ZFHGOR
Kabat, E.A.% A > Sequences of Proteins of Immunological Interest » &5
5k > Bethesda MD (1991), NIH Publication 91-3242 » 1 %3%&H ~ T
He E—EERAF - VLN T » % FHEORKabatE A (F F)H
ZFéx T fE—WEFRAF - 5t VHI T » % 4 %05 KabatE: A
([F B 2 4| 11T -

"ANEL ) iEBAREESKEIEABEHVR 2 AR EE KK EH
ANBFRZEABRBEZREGDE - HXREERA+ - NBELIER

5520 HEYERHE)
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B REE LA 20— 8 KOs s R E e &5 - KA SR B
HZHVR (fl40 - COR)HE 1 3 NEAHIES & - KT A BOREE FAT
AZFREENEEANEREE  ABLHEARETEEUTEEA
B BEeB 20— - iis@la - EANEREB)Z T A
B, GECE&ANBELZIE -

WMASCER - list " S E A EE ) 5 T HVR | {545 Hi e 7] & I
@& E > HELEFI("EMAEE ) 8 "CDR ) FEE &
PHREE EERZR(TSETEE ) R/NEH DGR EEE
("HIEM@RE ) - EmE > s & ANEHVR = #{EVHF(HI ~ H2 -
H3) » R ={"FEVLHF (L1~ L2~ L3) -

AL ZHVRAETE

()N EFETEE 26432 (L1) ~ 50552 (L2) ~ 91%96 (L3) -~ 264
32 (H1) ~ 53% 55 (H2) R 96% 101 (H3)pE 37 2 & f& 0] £ I8 (Chothia, C.
FLesk, A M., I. Mol. Biol. 196 (1987) 901-917) ;

(D) P B 8 55244534 (L1) ~ 50£56 (L2) ~ 89%97 (L3)~ 31%
35b(H1) ~ 50£ 65 (H2)FK95% 102 (H3)FE H ¥ 2 CDR (Kabat, E.A 5
A > Sequences of Proteins of Immunological Interest » %55k » Public
Health Service, National Institutes of Health, Bethesda, MD(1991), NIH
Publication 91-3242) ;

()R BB £ 27036 (L1) ~ 4655 (L2) ~ 89%96 (L3) ~ 30%
35b (H1) ~ 47458 (H2)K93E 101 (H3)pE H 37 7 bt 5 il &2 (MacCallum
% A > J. Mol. Biol. 262: 732-745 (1996)) ; &

(d) (a) ~ D) R /Bi(c) 2 HE » HEAEHVREE MR E 46 £56

521 HEYEHAE)
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(L2) ~ 47456 (L2)~ 48% 56 (L2) - 4956 (L2) - 26%35 (H1) ~ 26%
35b (H1) ~ 49% 65 (H2) ~ 93% 102 (H3) K 94% 102 (H3) -

(RIESH R - & RIA SRR KabatZ A (A F)4R5E T B8 H 2
HVR G B e Ho A B8 2L (B 40 » FREZEL) -

" {E B8 (individual 2 subject) ; HWH A Y - HAFY EHEER
[RIHRBEY(BIW - 4~ F -3 BERE) BEREHY@GIW - A
BERFEANBEEZERBEYY  sE0F) - REEESYBIW > NE KK
) o EFEERAIF - ZEBGRAE -

"Ry  NBGCEERABREZHS AR HIE o £
R G > PR G LEE RN I5%E99%4E - 40#E i (fl40)&E
7k (Bl40 - SDS-PAGE ~ &K E(IEF) ~ B4lE &) E M (HI40
FAR M EGEAFHPLC) AN - SRR AN S lBdE 2 i EAm S »
B> @40 > Flatman, S.% A > J. Chromatogr. B 848 (2007) 79-87 -

TR oy RERAGARCEHERABRE AT B ZE Y
F oKz BREFEREEARE Y F2HENER &R ZE D
F o HZEZBE S TEENLEEBIRUNARNERALEBRBIUE S
ERMER -

MAXER 2 ME " Bkl RiE8 KB LI EHNBREE
By B - dHRCEZBERS 2 (RIS A8 (5 MH 5 7Y R /245 & fE B H TR
AEE > BRUEZEBIBWIN @A RAEN I EBRNELE
MR IR B EA ) > WEEBRBEE VEFAE - BUEE GQEH
HAFREFHURERRES)ZAFE G L HRGUE B HEE - BT
REEE s SERREGHERE L2 E—RETF - FNib > Bk "B

@’H%P

O
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o fENMESERBZ KB EEEERE B ZFE - HFAEWR
T HELAEM R E HAEEZ DR - 140 - IRIEAREAERZ BRI
R SERTHE  BFE{EARN)BERE 57 - EHDNAY
& WMEBREUR TARMHEE A A NRE > Z N REIRE R ERNE
ZERNEIESY 2 5% > AE#EREANEEERRRE ZLFE AR
HAR BRI A -

CRAVIRE ) GREEASEER I RAER ZRERED 7
T o Pl > RALgGHiAE %4V 150,000/8 i i < ZIUEFEES - H il
TR AR SR Bk W A [ S g Ko WY AH [5] B #E H B o E Nt 22 Clig >
FEHEABAAEE(VH)OIE K]S EHNE#ET S8 #EHEAF=
{6 1AL £ 3 (CH1 ~ CH2 ), CH3) - [A] B i - B N 2 Clliny - 2% ¥4 H 7 |
S (VL) (IR TG Ry o] S g e s S gl n] B0k ) > 5 B A B (CL) -
PR < B o AL Y FLR B Bk < e AR B P A1 A] oy BC S AR AR Y (7 Ry kappa
(k) K lambda (M) Z—% ©

flrsh ' AEMSE ) AUAEREEEERGFREL ZEERET
ZHEHSE HESARREEE  FEHR5TE HE - K8 - d@aF
EC BRE RSB RERLEFERELZE S ZER -

HERZ2ELZIRFIZ " HaRO)EERFI -2 EEE
FEEEHFFLSIAFRBERLB)REE RO o RFI -2 K
R AR PR ST EUR R P Al — 20ME 2 — B0 o3 B > (2 R o P 1) o e A B
WERSZ LRIt 2 EREEME Z TR - HRHE T 7R
M BB A — 2t 2 H By 2 EE T A] DUBNGR I SE 552 i & BRI HY & 7E 5 =0

R oo Bl o i A A BE R A 2 BB RS SRR (58 WIBLAST ~ BLAST-2 »

=3
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ALIGNE(Megalign (DNASTAR)§X#G) o #NE IHL IH 15 iy & A A € B EE
HEilzEE2Y HEAEAELERFT R 2 FENK KIS
FTfs ZAEMERE - HANA S BHAY » 280 > 8/ 751 bh i & K 12 =
ALIGN-2E 4 %o B B Fp 71| — S ME{E - 5% ALIGN-2 F7 31 LL 42 &8 i 12 =
i Genentech, Inc. ¥ > HIRUB S EH P XX — R U.S. Copyright
Office, Washington D.C., 20559 H H 5% » H tf H DI U.S. Copyright

\\>§v

Registration No. TXUS510087 3 fft - #% ALIGN-2#E = {2 A & 5 H
Genentech, Inc., South San Francisco, Californiazf A] 45 2 & J5 (L HE o
% ALIGN-2712 = JiE &8 4R 5% DL UNIX# {F % 4% (B # B fiL UNTX V4.0D)
FEA - ARt B 2B ALIGN-212 A3 E B 72

fEH FER A ALIGN-2DAEE IR A R 5 2 1B T S ERE T F
FIATE ¥ 46 E Fe B L Fr P B 2 Yol Bl e 51l — BUME (B - a[R A By
HHE NG ERERFIBEARNEE —E%HERFTI — MG E
Bl Fe Y AR A T ETE ¢

1003fe DA 73 S X/Y

HpXGERFPIILEHEXNALIGN- 2N AR B B 2 L 5T 5
METE cMEEBEECHE  HEFYGRBF I HEREE 2 #
B HIEBERERFIAZ EENENRERFVIB RER - A%
B2 %ol B B B 51— B i A F i B A 2 Yol BB Fe 71— B - FRIE
FHAMS I - &RCASCE R Z B A %l & B e 5 — 20 E BT 0 AT —
B Y& op 0 A ALIGN-2 & F 12 U 45 -

flieE TEEEILY  GIE T DIEL PR E 2 EER S 2 EY
EEER A ER BE > BHAEFEMZZ ALY AN @
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C241676PA docx

110140454 FEESE A0101 1102059958-0



1792646

BEFT N RERE 2 ZBHANH 7 -

TESEE U ZEE  GEBEFALLY R RIEMR S A2
HERmEAK Y - B8 Er 2 2 8B BFEE AR &EE - )
TEE ~ f8 2 B2 S A -

WMASCEER - " JG 5 (treatment) ; (R HFBEEE (L > B0 " IGIF
(treat) ; B¢ " JAHE (treating) | YVERIEER B AR F 2l 2 5 AFHRE
ZEERRT7H > HolstHE AR KB R E R ET - FfHE 26K
MR BFEEAR)PGIEER 2 E2EEE - ERBIER S BU/NZER
AR EREEEIREER R IEEE S BU/NERERE ZEER I
= RS EIRNGE © KBNS TEE - £ —EE A+ - AR%EH 2
TEGHEERER Z HEEIEER ZER -

flose " AT ) B0 T R (BRI PUES B RS B P K R
MEESETRE Z&ERBE - RAPUE £ H il R 2 0] 835 (7 il
VHE VL) & B A MR BB a2 U{#ERsFEZEFR) K =4
= E A 8 & (HVR) - (£ A - f#fl 20 » Kindt, T.J. % A - Kuby
Immunology * % 6fK > W.H. Freeman and Co., N.Y. (2007) > Z591F) -
B —VHE(VLE ] EMB THEREERFEME - b @GEaR/FENEREZ
PuAe O] A 2K 5 &5 & 5% PR <~ VHEL VLI DL 53 7l &5 28 & #F VLB VHI
JEETOE - 2 H > 4 - Portolano, S.Z A - J. Immunol. 150
(1993) 880-887 : Clackson, T.Z A - Nature 352 (1991) 624-628) o &
& (B S 0] B &) 2 B A B E 4 SE R IR 8 Kabat 52 Bk
(Kabat, E.A.% A > Sequences of Proteins of Immunological Interest »

ZE5kK © Bethesda MD (1991) > NIH Publication 91-3242 » Z51£35%) °

5525 HEYEHE)
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110140454 FEESE A0101 1102059958-0



1792646

MALER > flasg " &8, HRiERER S T Z%BES T W #E
BEREH G2 - ZitsE M E 8 EEZBEE 88 KA
HEAREEEIARETESI AZER) ZERNEN 2R - LR
WS ELEREEE IR ER - AP EERER R " RE
SR

flred " MK [EEE | (BBB)FR AL KB B3R B i Ko 5 B ] 2 AR L B2
fREE - HAEEAENKAEREN 2B EREP R > HELRS >
T(EZ2IFE /N7 T B0k (608 /M ) X £ 6N 2 B & R EE - fE W
Z BBB ~ 78N Z MK -7 B8 [ BE K e B N 2 IR - 1 e B e BE O
CNSA ZEETHEREE - HASC P HF G fH Ry M6 R 82 5 BBB -
% BBB/ B & MR CSFIE B2 (A &% 5% ) - L o % & B i = 8 B A A i JE
BAE N AR E AL -

flred " PR A R (CNS)RIRIEH] & 88 ThAE < &L 4 8% 2 &
afe > HEmEkEE -

iyt oA R B2 288 (BBBR)ZFR R RO N R AT - 2 Al A
SN B P2 Re B H > HoAT 5 BBB# X oy 1 B0OH DU iR SN TR £ 8y
T - BBBRZEHIEEEARMNESRES ZR(TR) - BERZHE
HMBRERERRNTZERAGE-R) - REEREESZEBEEEARR)
BEERETYBHAESHE] (LRPHEBFERES ZBMHEMESD
B8 (LRP®) KA RE G RN ERRN T E KRN T (HB-EGF) - fl/R M
BBBR % # & 5 ~Z #5 (TfR) -

flrsg " HEAE T E R ) RONKEBBBI X £ 27 T - A UET
BEREEFEABREERMTBZRHMEEEEN - e EREEMELR

\

%26 HEYEHE)
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sREZEY) KA EERGEW > Pl ZIARGE  FESZ > #tH
i R L HARDIARREH R ) -

flrst ' HEGCER ) AR EULUERESEHAGE G2
BBBR.Z 77 ¥ » WA S & 2 MBS T MR AR 4 K/ BEE GV 2 R BUE R 77
HHEESCERIE—BHiL > Ml AEHZMEFRERE /NG S
vaestr—HEL HEScHER  ZEESCHRBEEEARR
PZIK - 2RE - i8R BR(BEFab » Fab' ~ Fvl %) ~ B
T (EEW > PIAl > BB#EFab ~ scFv) - ZBEHEGS G H R (P& E M
st AR B AS BURECRE Z H AT R ERIT N E 2 L REH - 2 BEEGS
BRI - E£FREFHEA T > ZHES S E RS CH2-CH3
Lol fo B ¥ M RS [R B2 52 B8 2 B d Fab (scFab) - #Z scFab{s#E A2 ## 1 (&
& £ #% CH2-CH3 gl 2 Cli - {E K EEH I B o > &% scFab {5k §1 ¥ #% #5L

EHZRE -
flrsh " BESEEN ) R EMESEBBBR HPHEES
HAGUBBBRE ZMHEFHEE —WE —HEAEEREE - ZEESE

EE AN E — R AE E A G R B E B BBBRZAE & (/%
Fib - % BESE G ENTH (EBBBRZ AT A 77 B it 8 -

flrsh " MURARERE ) RorEM IR ELE e 2B Z A E
T o HEEFEHEA T > HURAEERFETEET T ZEE2EELEHE
BE > SEAIMEELEE - PEMGE - bR A siiEREE > HAEXEFERA G > 1]
BEARFREEZGEGEESN > B ELEARTE - BURRAEE G
TS G L B -

EEER 2R (TIRBRBEFEEES (R F4180,000 Daz /¥

527 HEYESHAE)
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) HbW#EE Mg 2 THT(&%EFE90,000 DaZ {77
BVHK B S REFEE YR BB o L —EEEOF - ASLZ TR
%8 & W0 45 7> Schneider® A » (Nature 311 (1984) 675 - 678)H 7 i
EBe P52 NETR -

flest "G E L, BFREA-NESEAFERSREEENLSE
VAR EM B ZZEEY o ERG R 2 & a6 A
AHFENEEL2ER 2 EOE RN TILEY -

flisd "CNSHUFE , K "HS B, RORRBFHCNS (BFER)F 2+
ANy FREZHRIRER/ESF o BHE RS F 2 g0 E
(BARRFY) * B-7ublg1 (BACEL) ~ AR EEP (AR) ~ REAERKEF
% Be (EGFR) ~ N R L E RN F2/2 (HER2) ~ Tau ~ F 5 & H E4
(ApoE4) - o-ZEfEIZEH ~ CD20 - MTHKEH - TEHEH(PrP) -
= O R EENEE2 (LRRK2) ~ M4 & H (parkin) ~ £EE1 - FERE
2~ y-r B~ JET-SZ2EE6 (DR6) ~ MBI RIEEE [ (APP) ~ p75H &L 2
BFEZRB(PTSNTR) - & & MM T ASHE & RET & S g6 -

flighk "HRMES ) RAMIBEBEYUNEBAME S ENE - #
45 G B RO M 2 50 P AR B 43 A7 (5% 20 Scatchard 53 £ ) B 3% I & 4% LL IR #%
fl (B4 > (£ FIBIACORE®)MIE -

WA ER 2 figsE " CH2-CH3 1gE & | ARl 8 R ERED
CH2E(CH3 v B EHE® - 3% ' CH2-CH3 IgE# , Gam{Ek ik —
Y2 "TCH2-CH3 ; %fik - ZEEKE LT &1gG - IgA ~ IgD - IgE
B 1gM o fE —{E & i f o - 52 CH2-CH3 IgERITE B gGREKED

HASf R HAE R " CH2-CH3 IgGE AR | » &7 75 &1 15 CH2-CH3 3 2

% 28 H(EYEHE)
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KINFF 5 Je 8 #8 CH2-CH33 - {ff—{E Eh ¥ & - % " CH2-CH3 Ig&
Ag ) CTAE B NHEE#FCH2-CH3 [gGls » H H Cys226E¢ 5 Pro230 L i1 £
Hl R o AR Fel& 2 Clin #f B B% (Lys447) 8] 17 1L B¢ 7] A 17
£ < BRIESS A » S RAICH2-CH3 & 50K & & & e BB IR A 2 4R
SRR IBEUSR 5T 2 4 (U8 T8 R EUSE 8) » 20 # 2 7t Kabat % A -
Sequences of Proteins of Immunological Interest » &5 5Hg > Public
Health Service, National Institutes of Health, Bethesda, MD, 1991 «

TEEY ) GhESE—NEFEZMEER FZIARRHIMAE
H 2R FEFBEEARD)ER - a8 L FESEY S E 1R -

flose " EBF ) ROoRILEEFEN AR RS 2 m A E RS A
K8 Rt & 2 I R/ EE &Y 2 A E B 2 (L2 P 505 8 L B
T o REFETRWADENEFEREM S HEBESECERE - Hl0
iZ B ESE S EREaCH2-CH3 1gE 8 K #f ¥ i & B2 <2 §8 ~ scFab -
A5z 78 3+ ik % scFab4h & £ 5% CH3-CH2 IgE #8 < Clini - 7% B X fE +
ERGCLHBEECER L ERE T (B —ER )R KiscFabE R 2
CH2-CH3 Ighk ~ Cli <~ H# + (F _#ERFEF) A HE = AF -

oA EEEmEEE ., —2 Z AR AR 2 H LA
B EHEEEHEM T ZERERGEE T HEXAERZEE

B c LR EHMEHEY T > ZEBREBRT L -NELZHGEE H I
Bz ~ R BE ~ BERZ B - R BRMZEE - 2RHE e B R i i B - A HoMh & e
e > ZEETHREEER T L REREERAT > ZEETHREAR
ERED2S(E R EE > £ —HEEFKY F - KRERB32ES0(HE
BB A ERPY C BENER T - L — @B+ - s IKE
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THR(GxSNEE T HG =HIEH - S =&EK > (x =3 > n=8 - 95(10)5
(x = 4fkn= 6~ 758) fE—HEHFIF > x =4 > n=6807 > f£—(HE
BHEA T > x=4 > n=7 o fE—(EE R T > ZEFE TR (G4S)4 (SEQ ID
NO: 95) - fE—{H & HE Bl - 5% = # 7 {%(G45)6G2 (SEQ ID NO: 96) -

AERSECE2EETETEs - 0 BEScERAES
RS ETERAIEMNZEOU T 2 SHEEEER B CRETE
& ¢ N-JR MG 5 B 5 -3-(2-ME e B B ) Y B2 B8 (SPDP) ~ 3% 31 Big 52 iz &
-4-(N-F5 2 g 52 i % B B 3R O e - 132 BR B8 (SMCC) ~ sl b be (1T)
ERERECEEETEYVGEO _HEC iR (CESYHCL ~ JEE
(A F R 3R e ls) - BGEUR ) - 221 E&{teY
GENEEEREAFTHIELA)C ) - CERSHTEVFEUEMHE
FEHANME)- L) - REABEEGEUHR2,6- - BRI K
ERBEEYGEULS-F-2,4- W ER) ZERE TR T o] UM
BT H—EEXERA R ERETER B - fla > T #EH
BerfeEET ~ IKESSRER T ~ AR EER T~ _HEEE T
& A b (b?) Z 2 #2 7 (Chariy A > Cancer Res. 52 (1992) 127-
131 ; US 5,208,020) -

HEESECT R EENRERERE T - EREEHEA T > ERE
cHhEmERSRE s FMERNE o EEH HBBBRZEHEG S
BERIKUETER ZWEERNBLRRBE—ZIRGE)) o 125 LS E A
T BERGEHRETEEESGERTH ABBBRZWE T T Z—&
bz R e A BRSO 2 P AL
e fLREEHAO T > HEGocHEDEE > EREEREGZ
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WESFH s —FEUEETHEE ZGETHEREEG 25— 0 F R
(B 2 M BB (F R IERR I g B - SRk siie &) - fF R/ — 3k
[REIMEER > TR EAMEREEEE G > FHERBE)Z 7

(BN > B E@8)B] A (f140) 5t % BBBR . BE (45 & 55 B8 1A 3 B 1 48 25 ) T
W e WERMR AC AR B LEESEEOEZ A
(Bl » 5B > &5 > 40 » Zatsepin® A > Russ. Chem. Rev. 74
(2005) 77-95) o ROl {f & AP FREITE S o Bl - W E a2
TZEEEYREOBRGRECEEECER NMETER © N-3EI
Wi oo P Bk -3-(2-PHE 0 B 87 ) N % B (SPDP) ~ 3f 39 i oo e L -4-(N- 5 2k
P oo R 2 HH R BR O b -1-FR BZ BR (SMCC) ~ tiflg B he (IT) ~ 58 & B2 iy
CEEHETEYEN _HEC _wEE (LS WHCY  EMEEGE 0
TEEBRBRLE A  BEUK ) g2 R ELEeWEENEH A
AEFHBE)C M) HEEHUTEYENEHEAHEHE
)2 W) “REREGOHEE-_RAREBE) REEERLSE
VI(EEWLS- R/ -2,4- R o N H I A AE K E R — 2
TR BB B R RS EEwAIT - ZFR AR
WEGEH T ERAERHER EHEREHLMEEERIF - &
ShERBET —NEZEGES TRE - WD - MR -
Mahielt - BBRREIE R - sz BT ol s T R@EER T H—
KRR % R S BT B A XUE T RS B o Bdn - W] P B N RS E
F o MRS BURER T - AR EERE T CHEERTFREH Rk
) ~ 3 $ F (Chari % A > Cancer Res. 52 (1992) 127-131 ; US

o
ot
o

>

i

E\-

5.208,020) -

%31 HEYEHE)

C241676PA docx
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ILH &) K 5k

TR R B (Ko)E Ay FHEEER « PR s BH
TEW (7 T M2 fE s EWIw - B2 &E - Wit > %
Ko EHHANE > FHEFRHZBEZHE -

BXoE ARG ARy FHEEAZE 2 - Bl > —JE > BKo
BEREHEEHBEY FHRLEEEARZSRES BERE T EE R
R )kE—HH > BKoEMABHELZEF > TR S HR(BERER
BEE T REAER ) EFEMKoEREE S M A FHZ SR KD
BEI#EOBERE(ERAEZR)ZEGER R ERRERER(FKoE
HHER)ZFEH -

BEERRRBHARRERR Y F2EEGT REHEZER - B
RRLHEE > HEERBWMESHRRE ZEEFERE - &
FRHE RN EERR BRI AR - TR R R
]%' o

puaiii|

RIS R AR > M E M B 45 88) s B (P40 - ELR B B EE )
ZHEER > BADNER TN EREERSR  HGREEEREE - H
Ry 2% P A 0] gE THOA AR B 2R 32 o 5580 » a0 b SCOME ZC A e R AR B4 G R A
M MR R o Hld > R BKofE 4SS M RB M EE IR
CEE MUEEFEER N RFRGFEGESEHEZEBHE - MRS
& Tl AT bR 2R AR -

MEEATRECHAMBAGENR RS S RE HERIER ZFF
ZEEEE 2o - BEM - WAL IADR ZemiEi K EAHE
U AR 2 BB R AERY » Ylera, F.% A > (Anal.Biochem. 441 (2013)

% 32 HEYEHE)
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208-213) & — & H H{HFab R B Z M KGR BB B Y & g 3R
B B 50k 0 HEe AN BESRMMIIEEY DU o 5 %R By 58 58 g i 1R
RUER RS2 > WELHZBREERGIFRERBID -
15 B (E AR = DA o0 A 38 i 228 R O R R R RO M ORI BT ) o B 2 R [g G
ZF WM IIGNE - YleraF AEHHBEAH K Ekoft AR 2 4 2 75
koff 4y &% 2 B2 8% 5l - {H {5 F (& ELTSAEH . 58 [ 1 By 58 $2 450 o 5 R 4K 5%
Al e

Murray, J.B.% A (J. Med. Chem. 57 (2014) 2845-2850)%3 4; & 1 %=
H A LR AT B B R AR B8 (ORS) » HAE B E REMIL ZRIEEY)
Bl J7 82K e e AL BE 42 ] & R U7 A (Off-Rate Screening (ORS)
By Surface Plasmon Resonance as An Efficient Method to Kinetically
Sample Hit to Lead Chemical Space from Unpurified Reaction
Products) o HCil 2 A% fE 2R R Bkd (BEEER)REAE RSV
JERBEREBME-EOESE G 208 - F &k 0 1E 5 (8 2
Yy &% TR AL B S R Bl 7 B2 8 ORIER A0 M R e 7 R TR R R R 1M S o R E
HELZEHM - a0 - B AR 2 Vi E00E TR - ATEH1810
e RRBRBHRERZACEYRHAGHNEABELEY - LI
fE & %35 FBIAcore T2004% 25 I E <« & fH s MH & 9 B4l 5 5 fE
ZkdZ P FEAA19% » FEEH o (5 & B Z BlAcore T1004 &5 1 &
JEBMBERIS%EZR - FRBEIEE &S KSR E LR kdF
HEALE3% - LEEET SEY  RIGFFAAEAXRBHEZES 2
kdEH#EE 22 - R E > kdEFENMeE R B RS ER =M
TEHZEF AR HPEHEE RN ZERZMLIUANR RGEMN 14% %

% 33 HEYEHE)
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40% > & B N 8 {E (Murray, J.B.% A > J. Med. Chem. 57 (2014) 2845-
2850 ; Katsamba, P.S.% A > Anal. Biochem. 352 (2006) 208-221) -

fEWO 2014/189973 % » S EH BB EO ZRIIE KER TE -

— G L EA R RS B A M8 # s BBBAZ #8318 ¥ B ¥ BBB
gk 2 ARG - BEe FHRAAKH TR 2 HBBBHiAE S - il mNLE
CNSW i > B9 KPR CNST 2 73 fff 2 B 4 Bl 58 I BBBZ &
ZEGHRMMEERMERE - Gl DUSER E K FEENI HEEER
2 f2 (TER) 2 A8 R A 14 BT B FH 3 12 02 v 6 A 14 BT TER 470 8 45 K 24t 5 BBB
By 28 S HUTIRPUAS 2 CNSTR B B ] » HL 7] 5 5 IR CNS i 2 BB R
FE (Atwal% A > Sci. Transl. Med. 3 (2011) 84ra43) o {ff Fi45 & TfR K 4
Bt AT 5E & 0 (APP) R @G (B-70 i (BACEL) Wi & ~ B R M Hiie &
HH It BBBE 25 o ff AR A BLAS S < B BRI TIR/BACE LS
LE—2GUBHEMARNEBESRZMHNBACEI N EEEETEE 2
MEmE » NEE RN ABL-40 2 B - IR IBBBEFE A E 4
BACE1.” % 77(AtwalZE A > Sci. Transl. Med. 3 (2011) 84ra43 ; YuZk
A > Sci. Transl. Med. 3 (2011) 84rad4) -

AET 2 B R R E B s AR A B AR U AR hn B AR A CNS
A 2 B 1% 2 B R R A% A o

H— > BFMEPIBBB-Z& (BBB-R)JiAE (HI40 - 2K H AtwalF A
KRYuZE N ZHTIRGLAS » [F _F)FE d R A S IR B £ 48 2 BBB-RTM
PR RS 4 B - PR /NS N R 2 188 < S & H R IR &) H B IRE 248
Zor i o BEH > R EBBB-REMM TS B L 5/ - KR
EARE 24 E L 2 o0 i FY CNSIA 2 1148 T Fe A R 1 S8 B g B 2 5
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ZIBREAR  CRBEZRMELAERRE - ERIEESNRE—-TR -

o B LIPUAS $t B BBB-RZ BB A0 HI 55 H1 88 &L 1 BBB-R
HEE ZCNSHIR M £BBBZ M EM LT - N Hifest ¥ BBB-RZ %
BEAOMEEOLENRBBBZCNSHI Y B EERNBHRESIE
CNSfE=EWIm A A Fay -

F= AERAN LU HTIRAGHEE > #F HBBB-REFEHIE
FRANME 2 Jife A g B 3 1 B BBB-RE 73 8 K8 A M & — A 6 = st
B PR Z o B P A e H e v R N M B R T PR 57 PR R B =
EERRE - LHEAMEY - NABBEEAETE ZERIEREMEE R
PSR AR R B R R E E R E AR - H R R By [ 2 1
o RS T 2 S LWL o RS o I A R B R R WY B I 2 mT R/
B PR 45 8% 2 FH R > L A (2 S B8 KT8 T R (8 1) (] Br /1 36 R S T A
K/ E G 2 H 2B FELEY AT A VB AL B fF A B 5 RUE B B A
k=

EF SR s A 5 M 4E & 2 /0B TIR(E A 7 2108 28 & 45
YR ABTIRZ/NETRS - Rtk > AR BEEFEMERNERE
Y (LHEBER) K NBETIREZE Z P R HINEE 7 LEZFN
AR ABTaRENZE 28] RECERBASY T 2L 2 KA
W5 -

ANEMEBNEERR I HEEMRERTHRNEENBZEHESE
Mt sz itFdR 2R MUEEHRBFIERN ZERIE
(mAb) Z 2 AJEEE IR %2 £ MERF i R JE % E AT - IS - BRIA & 1 B
RIEFHmAbDUB R E MBI Z B S - R B/ i T 459 > mAb

% 35 HEYEHE)
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JERGEE  BREVIYEREFERIFENENALZEEFZET
(Lynch, CM.Z A > mAbs 1 (2009) 2-11 ; Kim, S.J.Z5 A > Mol. Cells 20
(2005) 17-29) -

FEmAbZ JERE IR R 2 BB HIR(R ER W FFid s < mAbZ YY)
ErE R M AR E LR ZEN o FFEREE M 2 EFEHEHRD)
MEESEF 2B A EZENALGREES SR THEL - )/ AL
iR Rl R EER ERYE T ERN L2 ERTE - Q)REEHLL
£ b PR S B T B M % 2= 12 Bk (D3R 2 2 BB DU IR & AR %
EZHEAHEE - RENEFEE BETEHEERLFERIE Z FEHE
ME 2 E RN e N IEER PR U 78 W & (Lynch, CM.Z A > mAbDs 1
(2009) 2-11 ; Cavagnaro, J.A., In: Cavagnaro, J.A. (48) ' Preclinical
safety evaluation of biopharmaceuticals ;; Hoboken, NJ: Wiley 2008;
45-65) °

MmAb Z kB IR R 7 5Pk S - EEFERHE SRR
= MRS (Lynch, CM.Z2 A > mAbs 1 (2009) 2-11 ; Chapman, K.Z A >
Nat. Rev. Drug Discov. 6 (2007) 120-126) - fHE ) fEHG HE TN B A
SRR LR R 2 VIHE o BE PR M A BAE R IR HAH R 5T SR HE MR A e
P ABE (Lynch, CM.Z A > mAbs 1 (2009) 2-11 ; Chapman, K.5§
A » Nat. Rev. Drug Discov. 6 (2007) 120-126 ; Subramanyam, M.
Mertsching, E., In: Cavagnaro J.A. (4§) ; Preclinical safety evaluation
of biopharmaceuticals. Hoboken, NJ: Wiley 2008; 181-205 ; Hall, W.C.
% A - In: Cavagnaro, J.A. (4 ) ; Preclinical safety evaluation of

biopharmaceuticals. Hoboken, NJ: Wiley 2008 ; 207-240) - {85 F 2 % b

% 36 HEYEHE)
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BEthge A Rl RBRE R IR A E B BB E H ST X E M
SURR U N FHAH 8 2 H B BP9 78 (Lynch, CM.Z A > mAbs 1 (2009)
2-11 ; Hall, W.C.% A - In: Cavagnaro, J.A. (48) : Preclinical safety
evaluation of biopharmaceuticals. Hoboken, NJ: Wiley 2008 ; 207-
240) - BWRATIE A ZDES X E MW 728 KR & 2 )18 40 4%
PP H1 2k B & TR Y TR 2 4 & 1T e A SR 22 B 58 (Lynch, CM.%
A > mAbs 1 (2009) 2-11 ; Hall, W.C.% A > In: Cavagnaro, J.A. (%%) :
Preclinical safety evaluation of biopharmaceuticals. Hoboken, NJ: Wiley
2008 5 207-240) - B¢ - #5 ihom 2OUE (LA AL 7 28 (FACS)RY i #1 ¥ 1L 55
B il 2 iR E G EE ILEB YR £ R HE & B o M 58U
(Lynch, C.M.% A > mAbs 1 (2009) 2-11 : Subramanyam, M.}
Mertsching, E., In: Cavagnaro J.A. (4%) : Preclinical safety evaluation
of biopharmaceuticals. Hoboken, NJ: Wiley 2008 ; 181-205) - JiE f5 ¥ &
EE o 8 $0 R < DNA K e B B Fe 51 5 e H 2 ) fd ) 2 [8] 5 M (Lynch,
C.M.% A > mAbs 1 (2009) 2-11 ; Subramanyam, M.} Mertsching, E.,
In: Cavagnaro J.A. ( 48 ) : Preclinical safety evaluation of
biopharmaceuticals. Hoboken, NJ: Wiley 2008 ; 181-205) «

AN - BLIR Z YA - DhAe R 45T FEAE AE BR Bh ) ) i B B
B EA LM EHFF G EHETNE RS e EE 25 - HF AT
g5 M (Lynch, CM.Z A > mAbs 1 (2009) 2-11; 19,20) - FL5h > EHPY)
T N PR A& o 2 S U DU E R B R s < B85 E 5
Medr E TR THMI AN R 2B &M - BB N AR Z SR &k o
i M2 8= Ao 2 EEE BRI R N E s - B
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ERVNEAPATH ABEREIFG 2 BREF o 2ERTUR%EBSCRAOME
G A%~ EREN YA B AN 2 ] 2 BEFE - A e 5 M E Py 28
By s Bt BT EEEREEREASTN  SEEH—EY
AN Z 2 WeE s - RIS E SR = 80IMER Y 2 & 5 2 B0 B aY
(Lynch, C.M.% A > mAbs 1 (2009) 2-11) «

GEARNGEMRRZEENE N BEAYHA XK EM - Al#t
HazBEH AR AERABEAERAEYE - Fit - BRIE G &
FE B AZRYES X EE 2 NE(LERIE—ERNARZ 2%
Mk 2 BT E - 280 > BRI ABESRIEBEEEXHUAE
OIS BRPR 28 B 2 % & M B B AT & H E 2 18 £ 15F % (Regulatory
Toxicology and Pharmacology > $540% > 55357 > 20044E12H > 55219
%226H) -

At - Bt R EmAbE B EFPEL - AEAEH EXXZFE -
B &S 20 0L B8 7 57 8 < mAbY A 0 B B A BURI G Ve 2 B30 5 B 1T
RN EMS - &R BEREEEE MR EIRmIEAER - JLE - Y
FEEAFALL TmADb - FTHIHIH N IFE RS 2 NE Y et H HH
TRAYENRT X EEEEFYMEE R XK EME -

AP RMEMEEEL TR

ANHEEAGEe2 NFESEEQZR B EREE —®E
N AT R E < BBBER 2 S EO 2RIk  CREL®HE Y —
i REEELIRH B RESEqZ2RIGE B ENEEED
2R ULAE 128.1 (45 EFLSEQ ID NO: 64 F 65 7 ] &g i B i 7 51)) 2
i il R R L e 55— Ui S T a% MR IR R 2 5% (B K18 2048 AR ) SR

% 38 HEYEHE)
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E AL —(HEH AT - ST NHEEES 2R 2R
1/s20.005 I/sz & E N HAa$E0.1 1/s &% 0.005 1/s -

A SO & 2 401 %2299 2 AR (b ft A I 75 68 i e A AR 2 A\ B I
T - FARERFII TS AEREERELUERGEALL IsE
0.005 UsZ M E (AL A50.1 1/s50.005 I/s)N ZE#EH ZRE S
R R Z ANBEDRE - WL HERE - RBIEEFOAHE 28
LUR B 5 N\ A0 I i 8 B2 (0B Jf A S B d AR B RGN -

ERFALHEGeBE AT L NBELEHE  HARTE KM
o 1 PG P B e Ak I B A R 15 R O ol 4 B B 82 e TR A i B B M
MR A B - R{EG ERBER R E NI - FAER RCDRLIZ F /] 2
GHBEEABAENERBREEER -

BT RRAERFEPRALEOGS
o = (A B B BR PR B (R A AEY -

AR SR Z BT A 4 5% 1% 2 7% Kabat | 528 38k 4 58 5 & -

REBEES BRI E@REG 2R IRI128.12

BT H0.1

100g k2105 (R 4% Kabat4g 5% ) 2

ME ZME

c LT AEH T & -

R HEEWE | EEEE | GAERIME | 4ETHD A 1R AR
. Hailpg] | %EESMAT | [pe] [pg] [pg]
mAD 1281 2226 34 757 1229 1986
4 £,-299 2773 36 998 1346 2344
rlnngl ., [mAbI281 | mAb128.17 | mAb128.1 | EC50 [ng/mL]
FEJR g?ﬁ% ZHIEIR | ATEN L AR FACS hTfR-
" HMEI% % % CHO
mAD 128.1 100 100 100 100 96
4l £,-299 125 132 110 118 275
A %A | ECS0 = s
\/:[:: —
- vy (i) | TIPS D csotta | kil
hTR- | FACS & | B BRI A | BRI A
CHO BRTIR
39 HEGTHHRHE)
C241676PA.docx
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mAb 128.1 78200 314 52100 33 0.6

afi 24299 55600 241 52000 09 1.0
Bgécp ' | BlAcore BIAcorefi#ig | BlAcore t1/2 -

3 AL TR e P CL%t1/2

FEH t1/2 huTfR | #&cyTIR BERETR h -

huTfR : : NFH/E R
[min] [I/s] [min]

[1/s]

mAb 128.1 6.06E-04 | 19 547E-02 02 90.2

afi 24299 6.16E-04 | 19 2.77TE-04 42 04

FETNRT > R 2299 2 REH Al Bk 2 NBE(LER A &
2992 EFENER Z NBLELERZHEGCZBBRER - EolilEER G
NBEBEEZRAL25C THRE) -

VH
—>
VL] [0@b) |1 2 5 6 7 8 9 11 12
0(b) 434 [9.08 [806 [7.72 6.63 515 406 [9.01 [905 [921
E-04 |E-04 |E-04 |E-04 |E-04 E-04 |E-04 |E-04 |E-04 |E-04
1 569 100 |[1.00 |1.00 1.00 752 319 [694 [1.00 [1.00
E-03 |E-03 |E-03 |E-03 |E-03 E-03 |E-03 |E-03 |E-03 |E-03
2 125 [286 [275 |[241 1.87 131 [101 [399 [385 [635
E-03 |E-03 |E-03 |E-03 |E-03 E-03 |E-03 |E-03 |E-03 |E-03
3 132 431 [384 [3.16 2.82 145 [100 |417 [565 [586
E-03 |E-03 |E-03 |E-03 |E-03 E-03 |E-03 |E03 |E-03 |E-03
4 136 [256 [263 [238 1.87 125 |78 [270 [388 [3.11
E-03 |E-03 |E-03 |E-03 |E-03 E-03 |E-04 |E-03 |E-03 |E-03
5 194 [271 [262 [253 1.66 135 [1.07 |350 [456 [582
E-03 |E-03 |E-03 |E-03 |E-03 E-03 |E-03 |E-03 |E-03 |E-03
6 190 538 [5.55 |4.64 3.06 197 [140 |683 [671 [7.05
E-03 |E-03 |E-03 |E-03 |E-03 E-03 |E-03 |E-03 |E-03 |E-03
7 463 733 |750 |6.97 5.63 366 |231 |761 |781 [7.71
E-03 |E-03 |E-03 |E-03 |E-03 E-03 |E-03 |E-03 |E-03 |E-03
8 139 485 [394 |[3.78 3.01 172 [116 |523 [552 |[531
E-03 |E-03 |E-03 |E-03 |E-03 E-03 |E-03 |E-03 |E-03 |E-03
9- 141 246 [221 |203 1.41 121 [101 |252 [242 [219
NY |E-03 |E-03 |E-03 |E-03 |E-03 E-03 |E-03 |E-03 |E-03 |E-03
A
10 188 [6.77 [649 ]653 4.55 264 173 |719 [716 [7.79
E-03 |E-03 |E-03 |E-03 |E-03 E-03 |E-03 |E-03 |E-03 |E-03
12 541 705 [814 [1.00 7.78 775 672 100 |7.87 [1.00
E-03 |E-03 |E-03 |E-03 |E-03 E-03 |E-03 |E-03 |E-03 |E-03
14 178 299 [244 [233 2.20 153 [1.04 |332 [351 |[546
E-03 |E-03 |E-03 |E-03 |E-03 E-03 |E-03 |E-03 |E-03 |E-03
15 6.63 |669 |638 |637 421 273 181 |739 [7.09 [7.76
E-03 |E-03 |E-03 |E-03 |E-03 E-03 |E-03 |E-03 |E-03 |E-03
17 149 756 [7.12 |745 7.17 187 [1.12 |425 [755 [727
E-03 |E-03 |E-03 |E-03 |E-03 E-03 |E-03 |E-03 |E-03 |E-03
55 40 HCEEHRAAE)
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VH 23-
- DAN
VL| |13 15 16 17 18 19 20 21 22 G
0 (rb) | 4.82 7.63 6.53 413 1.09 1.00 1.11 5.65 5.06 3.38
E-04 | E-04 |E-04 |E-04 E-03 E-03 E-03 E-04 E-04 E-04
1 1.00 7.72 7.71 433 1.00 1.00 1.00 7.71 5.78 2.80
E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03
2 2.46 2.16 1.97 1.05 4.89 7.69 5.25 1.38 1.26 7.15
E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-04
3 2.77 2.07 1.73 8.43 6.65 1.00 7.15 1.94 1.43 7.83
E-03 E-03 E-03 E-04 E-03 E-03 E-03 E-03 E-03 E-04
4 1.30 1.34 1.27 7.23 3.35 1.00 436 1.46 1.18 7.61
E-03 E-03 E-03 E-04 E-03 E-03 E-03 E-03 E-03 E-04
5 2.18 2.14 2.23 1.23 3.49 1.00 3.52 1.37 1.41 8.80
E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-04
6 3.65 3.50 3.39 1.71 6.74 1.00 6.06 2.07 2.14 1.16
E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03
7 6.68 5.43 5.25 233 7.66 1.00 7.14 2.38 337 1.55
E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03
8 2.47 2.09 1.97 1.11 6.77 6.71 6.58 1.74 1.65 941
E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-04
9- 1.39 1.42 1.36 934 2.21 6.17 1.89 1.13 1.26 7.69
NY E-03 E-03 E-03 E-04 E-03 E-03 E-03 E-03 E-03 E-04
A
10 5.89 3.99 4.24 1.88 7.46 1.00 7.05 2.11 2.09 1.20
E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03
12 7.85 7.64 7.54 2.84 1.00 1.00 1.00 7.54 6.44 1.87
E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03
14 222 1.94 1.75 1.05 3.00 7.96 2.39 1.03 1.12 7.33
E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-04
15 7.11 6.03 4.77 1.56 7.58 1.00 7.85 1.92 1.79 9.86
E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-03 E-04
17 3.39 1.69 1.66 9.88 5.30 1.00 4.57 997 9.38 6.94
E-03 E-03 E-03 E-04 E-03 E-03 E-03 E-04 E-04 E-04

BEVHIR VIO ZHEE AR E P UNEUREGS AL 2
EHE > ZEcUBERMEENEcE AHESREG 2R > iR
I8 IHEBREHEEOZRIEGEMEFER® -

N RS o PEEBER VH23 5 VLY Z A [6] = M 52 58 K A [5] HL A
e NRCERHH NHEEED 28 B ER(IRE E 0 144
25C TAHIS) -

ﬂ
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VH567 VK1 VK1 VKI
VK9- VK9- VK9- VK9- - 2- 7- 5- VK2- VK6-
P..NY
NYA SYA GYS CYS A HYS TYS AYS SYS SYS
VH23 [8.83 3.96 462E- [1.53 [229 [6.97 [522 [1.32
- E-03 E-03 03 E-02 |E-03 |E-03 |E-03 |E-02
DAN
G
VH23 [3.95 [484 |3.73 |2.33
- E-02 |E-04 |E-03 |E-03
DAS
G
VH23 [1.49 [755 [3.75 |1.51
- 02 |E-04 |E-03 |E-03
DAQ
G
VHO- [1.82 6.52 4.02
DAN |E-03 E-03 E-02
G
VHO- | 1.25
DAQ |E-03
G
VH7- 3.08
DAN E-02
G

2% 11281 =7.78E-02 ($tH B BEEHESAEG ZRIRE)
fERFT > BB BERVH23 R VLY Y RE R Mh S 8 e E
MOARBEFII3HIE) -

#£25C T 2 BIAcoresy #f | TfR kd [s7] ka [s'TM'!] [kD [M]

mAb 1281 &’ | 733E-02 |5 41E+05 1.36E-07
VH23-DASG/VLO9-NYA | A %§ 3 95E-02 |8.83E+04 |4.47E-07
VH23-DAQG/VL09-NYA | A %§ 1.37E-02 | 1.21E+05 1.13E-07
VH23-DANG/VL0O9-NYA | A %§ 8.83E-03 |1.55E+05 |5.72E-08

FE R FRH > BN 2494 2 BAREE I i B 2 NIE(LE R B4 &
494 7 B EHE A B NHLER JHCZBBER - GolilBiE
B ABEB#EELZRE -

VH— |0 (mu) |1 2 3 4
VL |
0 1.36E- | 1.37E-|1.56E-|1.48E-|1.77E-
(mu) |04 04 04 04 04
1 3.70E- | 4.10E- |4.54E- | 4.76E- | 4. 48E-

04 04 04 04 04
2 3.64E- | 3.99E- |[4.26E- | 4.15E- | 4.38E-

5 42 HEEHRRAAE)
C241676PA.docx
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VH— |0 (mu) |1 2 3 4

VL |
04 04 04 04 04

3 3.39E- | 3.86E- |4.30E- | 4.34E- | 4.52E-
04 04 04 04 04

4 5.42E- | 6. 57E- | 7.03E- | 6.83E- | 7.05E-
04 04 04 04 04

5 5.44E- | 6.84E- | 7.17E- | 7.17E- | 7.28E-
04 04 04 04 04

6 3.81E-|4.86E- |5.27E- |5.50E- | 5.52E-
04 04 04 04 04

7 2.32E- |2.74E- | 2.99E- | 3.06E- | 3.26E-
04 04 04 04 04

FEpdlH - AL — RS > ASFHE AR LT &E - A
s L DU B A28 UG AT IR T B 27 A A5 GH DUIES fim i e B %%
EETERELEMAN - LR EER A0 > 5% ik B ZF AR 4l (&
FRENMEGECEEHREORR  HEGoER - UARE ZPIEHE
H A7 f% F10 8% A2 1 I RS T B 2 A AR GBS (3 A EY » B0 - A2 B =k
v PR AL R B E B A0 P 2L BURE. ~ T < A ERORE Ko Be] 25 7 BUE £F i <2 A
RO IR 889 -

E#H A2 SEQ ID NO: 24 7 E### o] #I5 & SEQ ID NO: 37 Z # g
AEN R EHER ABESREG SRR EHTREI2ZIHERE
BEREHAEOZRIGCHEGINGoBEER) -

A > A HE L -HEEGRECE AHEHREG 2R
(huTiR) . BB FEEE O 2 iE (cyTIR) 2 & 7y 2 fife - H P& IE
BEA#HH ANFESEZRZENRERBEILIRMNE 215001 Isk
0.005 1/s.Z [ .2 fi# il #R 3R -

WAL HEZ S —BEGESEABEHES 2R (WTR) K&
BRESAEZR (R ZHRBNKNEBREZHZ  EPZiRA
AHmsHE ANEEREZR BRI REAERILRIEG Z1500.1 Us

f

y\

543 HEYEHE)
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E10.005 I/sZ[H] Z AR R R - H AN IS MAKREEE R X BFER -

fE— fl & HE ) o 5% B8 HE 2 R R 4L 500 ~ 250 ~ 125 ~ 625 -
31.25 ~ 15.625 50 nM |~ [[4F -

E—EHERA T > ZEEERGEAREBERLRSR KLEY
FARME KA 250 mMEAEEN .2 IxPBSZ 1T & @R AE 10 pL/minifi 8)
BT MEF -

fE—HEHE G0 - & & (5 180F) H 3% fi# i {5 85 HI600F)
fE— {8 EHE B o 5% A B2 R (R Y BIAcore T200 EHIfE -
FE—{E & R B o - 5% R EE R R A1 52 0.08 1/s£.0.008 1/s 2 fH] -

FERT AR 2 —EE A+ - 5% MR R R ARAE25C THIE -

TEFT A BERE & — B E e B - 5% AR B 2R R AR AL 25°C T IS 2 &
e R AR o

WAX LG —HEEGAFRMEESE A ABERET 2R
(TR R EBFRHEBEEIZRCTR)ZESHEL ZETRE > £
21174 5 SEQ ID NO: 01 2 =5 ## o] 84 o~ A ML 3 8 o] 8 Je i) 07 4
EISEQ ID NO: 26 7 & g w8 35 2 A KA (L8 g w888 3 - HL o B 0 g o]
SN BESOE B A B I ABE A (P) s ML BEIEREA XL
Bl B ERBE R EE (N) R AL B 93 B TN B I e B R R Bk (A) (IR 4B
Kabat4g 5% )

2 — {8 & i B & - 5% b RS AL B e v 2 s P A i B 100 R i —
B A % R B B2 FR A (S) (AR #5 Kabatdf 5%) -

fE—EERA T - Zi R EETER TR ESEE—FE
H G L B BB TR R (S) (IR #E KabatdRm 5%) -

%

N

SN

=7
=
i

3|

\

M HEYEHE)

C241676PA docx

110140454 FEESE A0101 1102059958-0



1792646

FE—MEERA T > ZEEEE B PP I E105RE—F &
5 A I B B2 B B B2 PR A (Q) (TR 2 Kabat &R %) -
mAHEZ -—FHREGRENEcE  AEEBEEG 2R
(TR R EBFREHEBEEAZRECTR)ZAESHEGZETRE > L8
21174 5§ SEQ ID NO: 01 7 55 g o] &4 . A KA (b B 3 o] Ik K ii) 107 4
ESEQ ID NO: 26§ g o] 85~ AFA L EE o v B3 - H o Z i 5t
HAREBEOZE Bl ERCLEMQUssHFERSCNAED - &%)
MESREOZENBINIHHEERESES 2R s B EER
R ZERBERRGEDRAERLRANE  AAEZIEERES 2
i 128.1EASEQ ID NO: 64 EHfE o] &k & SEQ ID NO: 657 K
g E] B o
fE— B F 5Bl d - sz Due ¥ AR 8 0 2 88 2 i i 2R R (DA
BALVssHDFR /N (B > & Z)IE#ES 2R IR 128 15 H RS
i B R B A2 S R R R (DLE A set) RADF R ECR Y (BT > £70)
MEREOZRNBI28IHHeBERESREO 2R LM ERCLE
r1/sgt) 2 5% -
mAHEZ -—FHREGRENEcE  AEEBEEG 2R
(TR EBHFEBEEIZRCTR)ZHEHEO ZRIRE - £
LEHAIT  ESED ZRIE
s GSEE A NEESEOZEMTR) L EEREHELD ZE
(cyTfR)
o P ANEEEED 2R REEERCLEUsEH)FE R EUN
REN 2B EOZERI2 I HZeEREEED 2

545 HEYEHE)
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B FREEARR > M ERBARGENRIERILERNE - A
MLz pIE S E O 2R Pi#8 128. 1 2 A SEQ ID NO: 647 5 §# 7 &
J5 2 SEQ ID NO: 65 7 & i W] 82 35 ;
o DIAFA0.1 1/s%20.005 /s H 0.1 1/s%0.005 1/s) 7 fi#
MEERES NHESEO 2R -
fE—HEEEF  AVREHEIESREgZRE  HEa8 80
TZ2&E/Dp— -~ =~ =70 A A{HHVR : ()8 4&SEQ ID NO: 66~
W E W 5 ZHVR-HI 5 (b)E&SEQ ID NO: 68 2 g A Fr 5] Z HVR-
H2 ; (c)f&SEQ ID NO: 71 ~ 728732 B & g 5 2 HVR-H3 ; (d)f
4 SEQ ID NO: 75 & FE %] > HVR-L1 ; (e)f < SEQ ID NO: 76~
M AR Fp 5 Z HVR-L2 © R (f)E & SEQ ID NO: 787 g A fr 5l &
HVR-L3 o
fE—EEES  ARHEREEEGUT 22— - 20 W
{H=CFTA = {8 VH HVREEAI ZHi% © (a)El & SEQ ID NO: 66 iz B Fz
FE%l 2 HVR-H1 ; (b)E 4 SEQ ID NO: 68 &4 F %] 2 HVR-H2 ; }&
(c)E&SEQ ID NO: 71E(728(73 7 ¢ B % 7 51| ~ HVR-H3 « i — i &
o ARFRMEEEEGU T 22— - 2PWENFAA=ME
VH HVRF Y ZHife © (a)B &SEQ ID NO: 66 & M 5 51 Z HVR-
H1; (b)) & SEQ ID NO: 68 BEM F 5.2 HVR-H2 ; R (c)fl & SEQ
ID NO: 722 g BB FF 5] < HVR-H3 - ff—{f R+ » K&EHEHEE S
BEHLUTzZz2Db—@ - 2/ 0WEERA = VH HVRFF| 25k  (a)
4 SEQ ID NO: 66l &% 5] 2 HVR-H1 ; (b)fl 4 SEQ ID NO: 68
Z M EBEFF Y 2 HVR-H2 § K (c)f & SEQ ID NO: 737 g Bkt Fp 51 2

5 46 HEYEHE)
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HVR-H3 « ff—{HE&E G+ - Zii#e S a2 HSEQ ID NO: 71572573
2R EH Y 2 HVR-H3 - £ 5—FH A+ » ZHEaE & &HSEQ ID
NO: 71872873 7 e s £ %1 2 HVR-H3 £ £ SEQ ID NO: 78 i %
B 51 < HVR-L3 - {fE55—Fffl+ - ZHkEE & & FHSEQ ID NO: 71
72873 2 B E B 75 2 HVR-H3 ; A& SEQ ID NO: 78~ i A % I+ 51l
ZHVR-L3 ; KA &SEQ ID NO: 68 fEfF %] HVR-H2 « /£ 55—
BHeH T o il Ea @ (a)E&SEQ ID NO: 66 ~ g £ Fr 5] Z HVR-
H1; (b)) & SEQ ID NO: 68 BEM F 5.2 HVR-H2 ; R (c)fl & SEQ
ID NO: 727 B EF ¥ %] 2 HVR-H3 o

fEE—EEd  A¥HEfEEEEUAT 22— - £/
(HECFT A = VL HVRFFAI Z4Hi%e * (a)E & SEQ ID NO: 757 ff & B
FE%l 2 HVR-L1 ; (b)E 4 SEQ ID NO: 76 E s F %] 2 HVR-L2 ; }&
(c)f&SEQ ID NO: 78~ i BB Fr 51l ~ HVR-L3 o i —{[& & i ¥ F*
MAsEE * (E&SEQ ID NO: 752 M EB;FFFl 2 HVR-L1 ; (DA &
SEQ ID NO: 76 R 5 5] 2 HVR-L2 ; F(c)E 4 SEQ ID NO: 78~
B BB 7 51 2 HVR-L3 «

EHR—EEY  AFHEINABEE  EaEgUTZ2E2D—
{# ~ 2=/ W E A = VH HVRFFF] Z VHE, © ()8 & SEQ ID NO:
66~ g Z Wk Fp 5] < HVR-HI1 5 (i) &SEQ ID NO: 68 AWM Y~
HVR-H2 : F(iii)@ 4 # 5 SEQ ID NO: 712K 73 MEBFEY] >~
HVR-H3 » k(B EEBU T 22DV —@ - Z/VRWEFTH =M VL
HVRFEF] 2 VLI : ()8 &SEQ ID NO: 757 B E W F%] 2 HVR-LI ;

=

%

(ii)f14 SEQ ID NO: 76 7 £ EE %] 2 HVR-L2 ; K (c)fl & SEQ ID

547 HEYESHE)
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NO: 78 2 i B: % Fp 51| Z HVR-L3 «

EE—BEY  AEHEREBEUTZHE © (B ESEQ ID
NO: 662 B EF 75 2HVR-HI ; (b)E&SEQ ID NO: 68 AWM T
5> HVR-H2 : (¢)&@ & SEQ ID NO: 727 B E W £ %] > HVR-H3 ; (d)f&
4 SEQ ID NO: 75 & FE %] > HVR-L1 ; (e)f < SEQ ID NO: 76~
R E B 75 2 HVR-L2 5 R (f)E & # 5 SEQ ID NO: 78~ L FE ¥ 71l
HVR-L3 o

fEEXERM 2 E—HT  iE#SEgCREGE NBEEL -
fE—{EEwAF > fiESEOZEBE SN EXERIFE—HL
HVR » Hif— S EEHZENEER IO AEREREQERIA
ML EfER -

fES—EET  MESESZENE A& ESEQ ID NO: 247 i
EMEIEARZP90% -~ 91% ~ 92% ~ 93% ~ 94% ~ 95% ~ 96% -
97% ~ 98% ~ 99%=( 100% 7 3l — B M 2 85 ## v B3 (VH) P 71 B B A Bl
& SEQ ID NO: 24 7 =5 g 7] 8 3k (VH) 77 51 Z 71 B2 €9 MH [F] 2 % il 22
oo L HBEEHA T > EHFED90% ~ 91% - 92% ~ 93% - 94% -
95% ~ 96% ~ 97% ~ 98%E(99% — E M 2 VHFJIMHE N2 EFI & H
BRI - PRSFELAY) ~ BR AEMIER - BERE&EZFI 2B ES 2
BHEREDEHEREEARGCEZEBEOYRB K] - fHEH
I H o FEET 1 104# e BBz Y SEQ ID NO: 249 &KL ~ ik A R/
BN BR o AE S F G F 0 B~ RO B BR 3 AR R HVRSM 2 &
(B » SAEJRFRA) - HFEE - ZiE#EE D 2R R A& SEQ ID NO:
22 VHFF » HEEZFI CEZREN - E—HEEHEHF - &

5 48 HEYEHE)
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VHEEZ#EEM T2 —» Zs®={dHVR : (a)8&SEQ ID NO: 66~ i £t
B i 51 < HVR-HI1 5 (b)EL& SEQ ID NO: 68~ Mz B Fr 51l Z HVR-H2 ;
K (c)E&SEQ ID NO: 727 i B 7 51| 2 HVR-H3 -
fEHE—EgEd  REREREQZENE  HFZE
SEQ ID NO: 37 BMEMBEIEHTZE /D 90% - 91% ~ 92% ~ 93% -
94% ~ 95% ~ 96% ~ 97% ~ 98% ~ 99%EL 100% 5 5] — B [ 7 B i O] 585
(VL)H B A B A& SEQ ID NO: 37 g o] # 5 (VL) 71 2 Hi#S £9 48
b 2 R R c AREREERMFT - BEHE090% > 91% ~ 92% -
93% ~ 94% ~ 95% ~ 96% ~ 97% ~ 98%E{99% — F 14 2 VLF FI #H # ¥ &
FEYlE AW - prEFEAR) ~ iR ABNER - BEEZ P2
BEREOZENEREUMEARBRERRGSEZERED 2R 28
Jre FEE R FI 0 85T 12 10{E ke B2 T SEQ ID NO: 3751 4K H
O BRA KRB B - AR R B 0 2 FHUA - OB BR 3 A
PRHVRIM Z & H (B » 34 NFRY) - HFEE - ZiiESEQ ZRIE
W& SEQ ID NO: 3791 X VL ¥ » HEEZ P L EEREH - 1t
—BEERG T > ZVLEEEAMU T 22— ZH={FHVR : ()&
SEQ ID NO: 75 7 B E g £ %5 2 HVR-L1 ; (b)) & SEQ ID NO: 76 [B#
BB A ZHVR-L2 5 K (c)EL&SEQ ID NO: 782 A& Fr 5] Z HVR-
L3 o
EHE—EgEd  BREREREOZENE  HEZBEaW
P ESCREE B RO R E— T 2 VH R R b SRR B 2 ' B
—IHF Z VL - fE—{HE P+ - Zia a7 SEQ ID NO: 24}
SEQ ID NO: 37 Z VHR VLFFF] » HEGFENE R 2 iR e -

549 HEYEHE)
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EARZEH L S—BEFR » EXERAFE-HoERED 2
BB GEERNE > HEErRaE  ABLCHRB=AERE - £—
FE/EM T EREOZRIBGHER R » Bl > Fv - Fab -
Fab’ » scFv ~ BETRE HiAG B F(ab™)2 7 B: » (£ —E P+ > &P &
ERPEE Pl EERGIFIRRHEA I RENRO AR CER ZE
o

ERAREZ —HERY F - ZiRGEac2aR/ ey -

ERMARBRE LS —FHAF - ZiRHRE S 206 E s

EE—BEAF  ZiisGIEERENELZERLaYEE
Bz EHEEE —8 7 - A —[@EER F - & 2R E2ENH
BHEEETRZE—MEEGUERESHKNE ZF ZRFEE&E S
B AL —{EILREEE T ZEHURGEE ML TR 2B ¢ B-7 e
(BACEL) ~ AR~ BEARNKNTZR(EGFR) ~ ABIRKERNT 22
(HER2) -~ tau ~ #(fF&E HE (ApoE) ~ a-ZEfEfZEH ~ CD20 ~ T T HK
B LTHESEQD  (PrP) - E0MEBE®RMNIE2 (LRRK2) ~ HEE
B~ FEE1BEER2 y-7008 - LT 286 (DR6) ~ HH K Al EE
EH (APP) ~ p7T5MHILE B R 2R (PTSNTR) ~ & & i H A5 B K K Hr
EOMg6 - EZ—HEH T - Z 2R EMHESE & TIREBACELH
HoAL B —EBHO T ZEFEUNBESTIREABRE - 5 —&
WG F - ZE R R EMRES S TIRRaEBZETWE o L5 —Eii b
F ZEFEENBESTIRRCD20WE « (5 —EtdlF » Z L5
RMNBESTIRREGHEKHTREBRHNE - 5 —FolF - Za%
L&Y L EEEY) -
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£ EXCERA Z —(HREE T - ARG S ARt T Z(E
o] — & R B 88 Enl A7 2 slR 2 BEEEERECY) -

£ ESCE BB 2 — (8 Re sk > A S HA AR (I AT A GRS 2 AR A —
& HHEEEH -

£ EXCE RPN Z 55— Re k> A S IR gr Al fife 2 AR A —
EHHEEBERRGFEMERFEZER T AR - £ —HEEH T > &
HAEKFIEFRBEE ML TR © MRS RME - MERLMER
W EBEE ~ REREAKHE - ERE - AREEE - HEmEME - A
BHMEYER - BE#LMm - TR EE RCNSKIE -

£ EXCE RPN Z 55— Re k> A S IR gr Al fife 2 AR A —
o HRAREFEMERFE - A —FHEROI T - & RRERER
ML T aHE 2 BF © IR RRIE - MERLEMERR -~ BE - BRER
KFRE ~ ERE - AREEE - BURMEMIE - WERMEYER
R ER I ~ 1T R B % R CNSRIE -

£ ECE RPN L 55— Rtk T > A S IR Ik 57 A GRS 1 2 AT A —
& HANEBBBE X —FELXMEIEEY) -

£ EXXCERP 2 S —REtkd > IR AT i fe T AT ] — AL B
EANEBBBE X~ E (L&) L8/ T 2 ik -

£ ECE A L —(ERE AT > EEEERE ZBBBE A {baW Ll
& HEEERA RS T A EA —ZRENZBBBERSZIIREE Z
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> SHASEGP4H & — S 2 A0 41 2 I i 5 B TG (& 0o B 218 -

B 71 M R B B B SR EC Y 4 Y US 6,267,958 o KM B BE S EC
BIEREH MR US 6,171,586 kWO 2006/044908H & - 3% 55 1% & sH e
V) L FE A N B - £ T R AR T R -
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FTunfe 2B MRy » MRS EA A g~ Fit & B3tk 2 5 & M
o WHEEER S BEEHURTEREEMS AN EFEREEF -

S M By BT L B A A0 S pl e R AT BHEE iR R E R A o A B
REEV) IR 2 L& (F140 > FEERS - B EAMEK ~ IR - BoRBERR
RBE)F AN E R R AT 8 E 2 BB (a0 > FC AL B A 4 B
B-MBEERE-(FEABEFEBE)MEBEE)F - EEFRTHE KT

Remington's Pharmaceutical Sciences » ZE16kg » Osol, A. (&) (1980)
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Rl EREE KRNI oEEEme A ZUE ZE R
KR F2EEEE > HPTEEGRUREY G 2B - B
a0 - CHRE B B -
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ZBBBEi Ao 2 H 2GR EEY - L3 —EH T - ARHREMRE D
B PR B ik SRS ESE Y 2 7k > HEEEEE 2 RMHESRY 2
AFH TR (P > EETIREE TR W& 2 2 fr R IE SR
FBBBEGZ IR E ZBBB ARG £ H 2 ME K FHEEY) - f£—
(B EHE P+ > ZBBBABINH AL (B4 > NE)F > fla > B M
KIES - EFEEARRR) © MZZBEEAD) ~ FE ~ K EE - LA
% 4F iE (MD) ~ 2% 8% 1 88 (£ IE (MS) ~ Fll (A 2= 48 M 2 38 I 3% 6 (B
(ALS) ~ ZEREGLE - K8 ARE B 5F (Angelman’s syndrome) ~ H 1 #
fiE fpz 5 (Liddle syndrome) ~ §H <2 #% I E ~ UE 5 E(Pick’s disease) ~ Jk £t
(X% (Paget’s disease) ~ fZIE ~ AIBEKIEESE - L —HERAIT > &
HEERPFEFRBEE - MERE - HEROEWE - BEMWW > #x
CNSEE) ~ IR ECKRFIE ~ W & M AP B ~ REMIa > CNS
B 2 RE) ~ BERGRI ~ MR MERR - R T RRHEE - F
REREES - ARHZRBFINEANGRIIEFMERRE  NEHE
S EAHEBBBR — S L MBI EME L o/ & E e BRI E Yk
FEHPIEFRFE 27T ~ IR /004 V) 2 68 B 42 2 CNS/JE A
ZBEST o AR B A R E (R R B B A O BN S L A AR BB
ZHEEM I ME R HRANERE > HERAEAFRI)EMER W (EE
FEERRFE) - I ESRESE2ZE 5 2 & (R & B EH B B 2K
)~ AR R AR (M~ B BB o 2 BH 5 2 &) BOks
MRmGe 2R ERRLEKFEMRE) - BHF - ®mEERK - MERE
K A I S A 88 AR BRIE L E AR RE (7 B (B A0 A R EIE L)
PR SR FEN S > JEFEARLFR ZHEEY) - i

5 111 HEEVERE)

C241676PA docx

110140454 FEESE A0101 1102059958-0



1792646

A TR B ) ok B B R A8 /R R AT (B > WE R~ By R E M i BREE - & Tl -
5% Wt K BE (meperidine) ~ 35 70 ffd (methadone) ~ & UE Wk B - 38 J& B
(pentazocine) ~ N & %> (propoxyphene) ~ g 5 % (tramadol) ~ 1] {3
(codeine) k& & 1] i (oxycodone)) ~ JF 47 [&] B% §1 3% #E ¥ (NSAID) (R » f#
1% 25 (ibuprofen) ~ Z53& 4 (naproxen) ~ EEH X fiF (diclofenac) ~ & B
Ml (diflunisal) ~ {56 E % (etodolac) ~ FE & 25 (fenoprofen) ~ & L& 7%
fig (flurbiprofen) ~ 03|14 35 3% (indomethacin) ~ i % % (ketorolac) ~ H 2%
A8 % (mefenamic acid) - 3E & & FF (meloxicam) -~ Z T ZE [
(nabumetone) - B b & [ (oxaprozin) ~ Mt 2 £ FF (piroxicam) ~ &F fk &
(sulindac) &z #£ 3= 7T (tolmetin)) ~ fZ'H H & BF (Bl - AT 588 ~ LR
(prednisone) ~ & #8 &% T2 (prednisolone) ~ VL ZE K FA (dexamethasone) ~ H
£ I 8 &% 12 (methylprednisolone) 5 i %7 75 {2 (triamcinolone)) ~ i fig 55
T B0 (BN - &F & i #H (sumatriptin) ~ [ 52 i 3H (almotriptan) ~ & {X i
(frovatriptan) ~ &F 5§ 3% IH (sumatriptan) ~ F] %% g $H (rizatriptan) ~ {(X 77 Bf
IH (eletriptan) ~ £ >k @ H (zolmitriptan) ~ = F Z&EF BA W
(dihydroergotamine) ~ {{ 2K i 3 IH (eletriptan) fz 28 £ 7 (ergotamine)) ~
7, W Y (acetaminophen) ~ 8% B9 (BT - (5 37 UC bk (aspirin) ~ 7K 15 06 s
1§, (choline salicylate) ~ 7K #5 I £ (magnesium salicylate) ~ - & J& il
(diflunisal) k2 & 7K 15 B% B (salsalate)) ~ P % BRE| (BRI > K & 75 %
(carbamazepine) ~ H] H} & F (clonazepam) ~ fjI 2 1 )T (gabapentin) ~ $iI
£2 = [& (lamotrigine) - 3% ¥ 2 #k (pregabalin) ~ BE fj1 & (tiagabine) 7 FE Mtk
F5 (topiramate)) ~ i BE A (B > 2 & B (isoflurane) ~ =& LM% ~ &t

t & 0t - K {E F R (benzocaine) - & & £ [ (chloroprocaine) ~ 1] £[H
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(cocaine) ~ IEE H K [X (cyclomethycaine) ~ — HH [N (dimethocaine) ~
£ A (propoxycaine) ~ & & | [F (procaine) ~ ¥ f# £ K (novocaine) »
N % K A (proparacaine) ~ ] £ [R(tetracaine) ~ [ & K [F (articaine) ~ 7
EE + A (bupivacaine) ~ £ % + R (carticaine) - 3% B] & [F (cinchocaine) ~
fic & + [N (etidocaine) ~ /£ Jig /i bk + A (levobupivacaine) ~ | 2%
(lidocaine) ~ H Ik [K (mepivacaine) ~ [k & < [N (piperocaine) -~ N &
A (prilocaine) ~ ZE Ik = [N (ropivacaine) ~ 3 & £ [N (trimecaine) ~ 5 iF
I % (saxitoxin) 7)o fX & % (tetrodotoxin)) & cox-2-f|I & & (] » ZE 2K &
1 (celecoxib) ~ 2k JE & £ (rofecoxib) & fk # % & (valdecoxib)) » ¥t 4 &
I MERBRFIEMS - JEBGIUIZEN 2 W&EEEY) > G
({H AR 7)) 3E 52 )% & (meclizine) ~ 7 J& #il BH (diphenhydramine) - & N
[% (promethazine) & # 4 )5 (diazepam) = A K W80 & 8 &8 5 Ok 38
maE @ JEZERINELH 2 M&EY - AFE(MEARN)RNE
(promethazine) ~ & N [E (chlorpromazine) ~ N & HI B
(prochlorperazine) ~ = H & K i & (trimethobenzamide) . HH & & & fF
(metoclopramide) °

B SR B CNSH i SN EE B B M B B 2 = 0w R
SE 2 B BLFE(H A PR Y )M S M B R BV~ B MHRA B 2 28
Bty SEVERE ~ B 2278 BOE (AD) ~ BEE TR E BE(MCD ~ EHER KT
it~ FRIEEE - BAFEBLSMIEM@RAE) 2 EEMTKT D MBS
TH 4 7% % = 4F & {iF (Guam Parkinson-Dementia complex) ~ %5 B 7 B [
BR > BT K 5% B AE (Huntington’s disease) ~ #E 1T PE#Z M ol &
% & M A(EE 5 7 -8 (K %2 JF (Creutzfeldt Jacob disease) ~ fH & &% (K
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fiE ~ RIS R - PIHIVAERR B 2 J0BE ~ HL A 25 48 M % 98
AL E (ALS) ~ B AG AL 3% (IBM) K 08 K B-380f & B 7 8 2 R A
(BP » =g s - BIRRAS MBI « &R BRENE) -
MBERKEMENS » TEZEEFEEARNBENEE2EE
LUN 2 B Z e s &G & o 7 (B (EA RN+~ K~ B
R HMEOGSER)Z MEKEEY) © BrILEE - tau - BEER - BHERH AT
BEONHI S ERHEOPKNEEEYRIFEL - St T 286
(DR6) ~ FH 7 ik HA % (B &% ¥) (RAGE) Z %2 8 ~ 10 <& & H (parkin) K fiT
T 8 K & o (huntingtin) 5 HBE @ B B #0 &0 2 (Bl - A0 BE fir &L
(galantamine) ~ % 7% Jk 7 (donepezil) ~ K EfiL /T (rivastigmine) k& fifl 572
Pk (tacrine)) ;5 NMDAZ #8 #5 5 2 (B > 35 <& Ml B (memantine)) - B8 7 #E
Y& 7 (E[] - DU ZE S IE (tetrabenazine)) : HH f% i — 4. 2 18 ¥ (ergoloid
mesylate) 5 $T & W A8 PUIH & A% E 22/ (B > & ¥R UE (procyclidine) ~ 7
'8 #iI B3 (diphenhydramine) ~ % J& & (trihexylphenidyl) ~ % H §% 5
(benztropine) ~ EL UK 17 & (biperiden) K KGR ) 5 2% [ W 58 PLIH & & IE
S (A1 - B Ath K B (entacapone) ~ F] 2K 5 B (5] 2K & oK (selegiline)) ~ &
fIl 3¢ % (pramipexole) ~ JR[E 5 (bromocriptine) ~ ZE % {17 (rotigotine)
5] 2K 35 B~ #E UC JC ZE (ropinirole) ~ & b 15 R (rasagiline) ~ o] £ UG F
(apomorphine) + K Et % £ (carbidopa) ~ 7 JiE % £ (levodopa) ~ £ & #
Ff (pergolide) ~ K A (tolcapone) K <& il {72 i (amantadine)) 5 PU % I I
(tetrabenazine) ; Fi % (B HE ({H A PR ) IE 38 8 B B K 2299 (B > Mgl R 35
¥ (indomethicin) &z F A8 2 HMALEY))  MEGE] - BHE - =56
B Kz 52 P4 B MK (leuprolide)) 5 4 42 22 (R - BERGHR R 7L B fe) © —HIp
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PR (dimebolin) 5 = hH B (B » 3-Fe EL NI B8 5 3APS) ; M &
& ME B D A (BED o %R AT ZE B (xaliproden)) ¢ TR R KM H R
(glucocorticoid)

CNS i B A — 3 2 (A CNSHH A (B » mi &K 4l ffn) 2 25 1 78
ZRBHBFEARMMEBEER - L P EMmERBRE @S - M
YRR - BT EWEE - FE - SRR mMKBAEE -
S A - A ET A R B S AR - R
A 40 At Je R B RS A0 - BB I RS R A e R B BB R 2 CNSEE B (B
A CD20ECHER2[G MEFEE) -

PEIEM S @ WEEGLZ2EER 2 Mgy -

L8R B 2 &0 &5 KB - 554 %2 & K (thiotepa) K
CYTOXAN®BB B % & fE R mEIE B - 55 20 0% B2 46 fif & A (busulfan)
SL N &P ML (improsulfan) K Ok’ &F ML (piposulfan) : ENIE @ s8R H %
2 (benzodopa) ~ g (carboquone) + 3% 2% 5 Ik (meturedopa) K 5 ¥ &
IR (uredopa) ; il Zuphe e HEZER - HEAFE A NHER  =ZFZLE=E
B~ SO EWBER - M ZBEWMBERERE K =R AER C BHEN
fis (0 HoH 3% 7 £ 3% (bullatacin) Kt & 7% £ 3% B (bullatacinone) ; A-9-
/& K B U K Fffy > MARINOL®) ; B-$i7 1 i (lapachone) ; 17 i i
(lapachol) ; Bk K AlidE : #E AR ESB(EFEREUZHERTR
(topotecan) (HYCAMTIN®), CPT-11 ( f# 77 % & (irinotecan) -

]

CAMPTOSAR®) - EE E e - B B &= Z (scopolectin) X 9-fF B =
fef lim ) » & &F 52 = (bryostatin) ; J& 47 % B 2 [ (callystatin) ; CC-1065

(L 5 H P 2 2K H7 (adozelesin) ~ —f #7 2K i (carzelesin) & b #7 2K ¥i
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(bizelesin) & B 31 L #)) © B H 3 % (podophyllotoxin) ; & [ B
(podophyllinic acid) ; & J& )0 £ (teniposide) ; [&% & (cryptophycin) (4
EEZ > BERIKREBZEZERS B RFE X (dolastatin) ; FEHR
(duocarmycin) (B FESEFELIY > KW-2189 & CB1-TM1) ; & Hfft 34 i

(eleutherobin) ; 7K 5 £ [ (pancratistatin) ; Hif #i£8 — % (sarcodictyin) ;

5 47 ] ) 2= (spongistatin) 5 & 7+ 0 56 W E XA T B8 (chlorambucil) ~ Z
Z. 7~ (chlornaphazine) ~ & B EE 7 - liff 25 5] )T (estramustine) ~ £ IZ G R
Fz (ifosfamide) ~ BB E 7~ - ST EEEEE - 3£ £ 4y (melphalan) ~ H &5 JF
(novembichin) ~ % JF FE & M (phenesterine) ~ 3 J§ & & T
(prednimustine) ~ ~ R LIRWEFEHE - PRUBDE BT B AR - SBURE
&] )T (carmustine) ~ & & (chlorozotocin) ~ fg§ ¥ 5] ;T (fotemustine) ~

% B H ;T (lomustine) -~ & & & ] (nimustine) & F & H T
(ranimnustine) 5 FL A K > EAM R AER(HNWO > FHEE
(calicheamicin) T H A LT HFMEvIIK FHFEMEAE 11 (27 - fla
Angew. Chem. Intl. 4§ - Engl., 33 (1994) 183-186) ; M & &
(dynemicin) » &L FE R E A © 15 1 55 5 8 3 (esperamicin) ;K B
HEHCERHMCEEOR MR sERoE - W ELHE
(aclacinomysin) ~ X 4% & Z (actinomycin) ~ %7 gl f& & (authramycin) ~ {8
E. ¢ M#E BE (azaserine) ~ {18 7K f# & (bleomycin) -~ J¥ 4%¢ Z c
(cactinomycin) - ;& b & (carabicin) ~ J£ 4] f# & (carminomycin) ~ IE
Yo % (carzinophilin) -~ & & & (chromomycini) -~ J¥ 43 = d

(dactinomycin) ~ 7E i ] & (daunorubicin) ~ ##¢ L & (detorubicin) ~ 6-

=,

4

B OE A& -5-fl | A& -L-1IFE 5 B B - ADRIAMYCIN® % X tE 2
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(doxorubicin) (RIEMGME-ZFZILE - S REBME-ZLFZEE - 2-0LIg
-2 K2 RIEA D FRELE) - RFE E (epirubicin) ~ {KEHIEE
(esorubicin) ~ 7 [k & (idarubicin) - & IE 8H (marcellomycin) ~ %5 24 {E
% M4 (mitomycin) - FE MW & H B X C ~ BB B - 5% M & &
(nogalamycin) ~ {#& & & (olivomycin) ~ 5% )% & & (peplomycin) ~ ¥ JE
Z8 fHl & (potfiromycin) ~ E & & & (puromycin) ~ = & [ & =
(quelamycin) ~ z& % [ & (rodorubicin) ~ §# B2 f8] & (streptonigrin) ~ ## g
B Z (streptozocin) ~ # 4% #% B % (tubercidin) ~ & %X 3 5] (ubenimex) ~
Hr B ¥ & (zinostatin) ~ {2 2% EE & (zorubicin) 5 FUAAEH Y - 5540 b HH
RIS K S-9 PRV BE (5-FU) BRI - 5540 — H Z % (denopterin) »
B B I 15~ iE 22 IS (pteropterin) ~ = HH Hl /D (trimetrexate) ; M 15 357 L)
Yy > 2% 90 &, 2% B )& (fludarabine) ~ 6-%i ME 15 « g7 BK IE 15 (thiamiprine) -

It &2 15 (thioguanine) : WEIE FH LYy > 58 40 % 74 i /& (ancitabine) ~ [

J]IH

L B £ (azacitidine) ~ 6-25%( FR £ (azauridine) ~  E & (carmofur) ~ [
HE Bt £ (cytarabine) -~ %8 7 & FR ¥ (dideoxyuridine) ~ 28 j7 & K &
(doxifluridine) ~ f{ & fi7 /& (enocitabine) - & IR £ (floxuridine) ; [ &%
Z > 56 W £ % = fid (calusterone) ~ N [ fE i J# M (dromostanolone
propionate) ~ IR i [ S (epitiostanol) ~ & [ f5E (mepitiostane) ~ =2 A fi%
(testolactone) ; LM E » W R E K EF (aminoglutethimide) ~ >KFEIH
(mitotane) ~ H ;& 5] $H (trilostane) ; ZE R BH & 7 » 25 40 58 B B (frolinic
acid) s ZFEaam Nl BRWMEENET B BHEIBNEK 0 BIRWELE
(eniluracil) ; % 0Y OF (amsacrine) ; H # 15 3% (bestrabucil) ; b 4 B
(bisantrene) ; {F % Hi fll] (edatraxate) ; & #f ;£ BH (defofamine) ; £k /K ]
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Bz (demecolcine) ; 0V fig (diaziquone) ; {7 35 JE 3% (elfornithine) 5 < F]
Mg $% (elliptinium acetate) ; 2 {8 f#{ & (epothilone) ; X & & &
(etoglucid) : Mt 8% & AR ° & 45 % M (lentinan) © % J© 2 =
(lonidainine) ; 3 & % #H (maytansinoids) » £ 41 35 & % (maytansine) &
R % (ansamitocins) ; N Bf BF (mitoguazone) ; K F& iz
(mitoxantrone) ; B0 £+ 5 (mopidanmol) ; R 88 & & (nitraerine) ; & =
fit.J T (pentostatin) ; Z& & & 7~ (phenamet) ; 0 2& [ & (pirarubicin) 5 (& &
Mt (losoxantrone) ; 2- 2 [ (ethylhydrazide) ; H £ T« Jf
(procarbazine) ; PSK® % [ #§ & % (JHS Natural Products, Eugene,
OR) ; & £ 4 (razoxane) ; B B £ (rhizoxin) ; P4 £ IF (sizofiran) ; #%
12} (spirogermanium) ; 4 32 ## {8 & Hd B (tenuazonic acid) ; = oo f# i
(triaziquone) : 22'2"- =8 = 2 W  BEm B & % E & F H
(trichothecenes) (L HAAT-255 2% ~ B EMA (verracurin A) ~ I EH
Z A (roridin A) X9 H Z (anguidine)) ; fFE B 2 B5(urethan) ; EF

#r 3% (vindesine) (ELDISINE® -~ FILDESIN®) ; #ZE & E &

(dacarbazine) ; T ¥ ¥ 5 ;T (mannomustine) ; — JE T FE [
(mitobronitol) ; B # F f% (mitolactol) ; 5 Ik H )R % (pipobroman) ;

JILPH 55 3% (gacytosine) ; ] fi7 {5 # £ (arabinoside) ( " Ara-C | ) ZEE IR
(thiotepa) : R W3 {E & ) (taxoid) » P40 > TAXOL® % 42 % (Bristol-
Myers-Squibb Oncology, Princeton, N.J.) » ‘RiZfE ~ M ABRAXANETM
A LM% E Wil (Cremophor) 2 &8 5 B H & 2 oK AL SH BC P
(American  Pharmaceutical  Partners, Schaumberg, Illinois) &

TAXOTERE® % 74 fi & (doxetaxel) (Rhéne-Poulenc Rorer, Antony,

% 118 H(EWEHE)
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France) : # T [ 4% 7% (chloranbucil) ; = 7§ . & (gemcitabine)
(GEMZAR®) ; 6-Ff B IZ 15 (thioguanine) ; §ilEI5 ; fi B 05 ;5 #7145 0
Yy - 3 4018 $8 (cisplatin) & & §4 (carboplatin) : & % 1t fi (vinblastine)
(VELBAN®) : §7 : {5060 H (etoposide) (VP-16) : EIRBEEERE © SR IT
B R (mitoxantrone) ; £ % 5 fif (vincristine) (ONCOVIN®) ; B b F] $1
(oxaliplatin) ; % fig T3 £5 (leucovovin) : & & Ei & (vinorelbine)
(NAVELBINE®) ; E# ik #6E B (novantrone) ; {2 g /) (edatrexate)
7 41 f# % (daunomycin) ; fF A % 1% (aminopterin) ; £ I Bk B2 £
(ibandronate) ; #7 ££ & & % (topoisomerase) f{[l #] HIRFS 2000 ; & H
E B R (DMFO) ; 4 H B B (L & ) (retinoid) » W4 H L © R
/& (capecitabine) (XELODA®) ; R SCH 2 (F{] —FH 2 B8 ol 2 ~

CBETAEY s R EXHh I WENE S E HE 0 5 CHOP (3R
Wik - ZWEE RETBREEHBR CHGREZZHEE IR
FOLFOX ({£H B> FI$H(ELOXATINTM)ELS-FU K BERZ 52 §5 2 s & &
BT ER R

LEEHER 2 L EE TN EIEHFEET - B/ - FH By s &) o] (¢ #
BEZARZMZVWERLBRE ERGNERIEGE T X 2 HUH £ 5
Bl o HEW EMEE S - BEOIEEIMSE R EZEIE MR ZBIE
% (SERM) > H 25 A1 #E (1 40 ) il 3% % 35 (tamoxifen) (f#% NOLVADEX®

~

45) ~ EVISTA®EE )& & 75 (raloxifene) ~ ff )& & 55 (droloxifene) »

=) (
4- 3¢ Bt 32 F 55 - i Ok & 5 (trioxifene) ~ H] B £ 75 (keoxifene) »
LY117018 ~ B F & Fd (onapristone) & FARESTON® #f 5 >k 45

(toremifene) ; fi=fGH + HEH R Z /8 T FBI(ERD) o H LLHI I = BH BA
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O & 2 BEH > B4 > =S BB R B 2 B R (LHRED (& 5 & - 58 40
LUPRON® K ELIGARD® fif it == N I o ~ 5 B8 X <= ¥5 F (goserelin
acetate) ~ [if % 10 <= ¥ AR (buserelin acetate) [z i 3% B K (tripterelin) ; H
fl e R R > 5540 M BE (flutamide) ~ JE & SR % (nilutamide) & EE R &
Mz (bicalutamide) 5 Kl B 77 & (Ll < 57 BRGS0 A - HPFEEHRE L
B MR EES > EW - B 405)-BRMEE - =B KK
(aminoglutethimide) - MEGASE®[i i HH 3 Z2 flf] + AROMASIN®{{< 7§ =
iH (exemestane) -~ & 3 IH (formestanie) - £ {i ™ (fadrozole)

RIVISOR® {£ & ™ (vorozole) - FEMARA® {X zE ™ (letrozole) K
ARIMIDEX®[H FS iff " (anastrozole) - IL4F - (LE2IG A 2 I E 2= B 15
B Bk Bz BB WA BE BE BB (B 41 - BONEFOS® = OSTAC®) -
DIDROCAL® {{x & ik B% B& (etidronate) ~ NE-58095 ~ ZOMETA® M %8 figk
i /T AE s 1 B8 - FOSAMAX® ] 7 gk i B8 (alendronate) ~ AREDIA®H
>F B BB (pamidronate) -~ 5 SKELID® % & fik #% (tiludronate) =k
ACTONEL® K] Z£ i B %8 (risedronate) ; Jz i /b il /& (troxacitabine) (1,3-
CHRNEZEEEEECOY) KREEZTER O FESZ 0 KEFIH
R RE WA E  FEARR SR ERNGEW > P4 0 PKC-a ~ Raf »
H-Ras k R 7 A& KRN T2 & EGFR) Z&RHHE EH > @A
THERATOPE®ZE H M EREEEE » ¥4 » ALLOVECTIN®YZE & ~
LEUVECTIN®ZE i & VAXID® ¥ i ; LURTOTECAN®#H £ £ & i 1]
& %] 5 ABARELIX® rmRH ; #7 fH & J& % H X i §& B5 (lapatinib
ditosylate) (/R AIGW572016E K1Y ErbB-2 &z EGFR®E g iz 5% 3 s /)N 77 +

MHVE) R EXP ZEM—F 2B L2 28 - BOTEY -

55 120 H(EWHRHASE)
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AL AN EEGRTE 2 & EY) 2 beaW 25—
AR PR E RE PR E O (B (E A R Bl % 2k B fi(trastuzumab) ~ H
% PR B $1 (pertuzumab) ~ H {X B T (bevacizumab) -~ [ iy B i
(alemtuzumab) ~ P4 % & H §i (cetuximab) ~ & % BR B T B {£ ok B
(gemtuzumab ozogamicin) » % {* £ B i (ibritumomab tiuxetan) ~ i1 /2
B P1 (panitumumab) & 1] % & B §ji (rituximab)) o £ — & F g » 0 fif
A E TS ey 2 &8 a DL (=) P 75 40 A (B - F2 4 A ) B0 R%
SERTFE A (B - EdRE) > HEEFEJEAR)EA B3RS M E {7
# IZ 50 < 7678 & B Pl (tositumomab) B¢ ff 2 ¥k B $i1 (K H ¥= (trastuzumab
emtansine) °

IR ECRFIEFHIRE EIRECEHEE R A 2 By HE
i Ry 1 BBBFR#E < CNSE E - RWECAFHIERFE(EARMER - A
B~ LR R BERAE C REEE(R] - EEREX - BEX - AEEE - A
i - BE - IR - A AR K22 BIR A BE % (Thygeson’s superficial
punctate keratopathy) ~ HE ¥ £ M &L - E w i k=2 & F B (Fuchs’
dystrophy) -~ El$E ARE ~ 2 ABRGEE X - IEXRKIREEREX) -
S R FE (BD » BNRE) ~ Bk&s BE e f 49 B 2 2k 38 (Bl - Rl = BE AR
& MMEEEAH - SMmBERMAMEERE - MRE AR RS - 1
R REHGEERS  FRER =18 =208 M0
BCHZKR) - AR RTRE - AR RS R =0KE) - FOEIR - R
iE ~ A AE R R BRI 2 K FEE (B & 0 RE M A 2
(Leber’s hereditary optic neuropathy) f 57 #% 3¢ 55 e ) ~ HR AJL /8 HR 7% By 34
B/ a2 REEE (R - RHAR - IRALEE S - T MR SN EE - AR
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o~ SRR - B - TR Bt - B2 E - E LR KR AM AL
B~ B BEBE kAKHE > 5585 ~ KB K& RMEENE(Lever’s
congenital amaurosis) - 58 - &5 - 2685 - ®"E5E -~ LB - TEHIE
Ko iR R /iR 4E) ~ 4THR ~ [ 35 FE &8 {0 A I 1L (Argyll Robertson pupil) »
Hi AR R~ g2 HRE R S A pE -

MR BRI BCR SRR I 5 0w B (R LI E A= Bl R AR A 2 i 4K 2%
V(BRI > HARE ST ~ & 2R B i (ranibizumab) & Ik I it JE (pegaptanib))
IRECHR R (B > ikBEREd - B LB = - 3= K # (demecarium
bromide) - % % JT iE (apraclonidine) ~ J& B [T 7 (brimonidine) ~ i #K £
B (brinzolamide) - fz /£ 16 55 3% # (levobunolol) ~ IE IE J&
(timolol) ~ fZ ft J& F (Bxolol) - 2 {i£ B (dorzolamide) ~ Ft & g ¥l &
(bimatoprost) - K& )% i (carteolol) ~ =& )% F (metipranolol) ~ UL 15
PR (dipivefrin) ~ i {R A7 51 Z (travoprost) & fil $H ] 41| Z (latanoprost))
e % BT B 00 00850 (B - RS MR M Ko S B MR M) ~ AR B 4H &% B (BT - Z5 R
o~ EKEH EBRERMUEMA) - REFR - REEEE R - &Kk
(fluorometholone) ~ & 8 &k f2 (prednisolone) ~ & & % & (loteprednol) -
#t 38 JK A (dexamethasone) ~ . &, % JE fig (difluprednate) ~ ¥ 3= 2 H
(rimexolone) ~ & ¥ 5% #E (fluocinolone) ~ H & Z2 i (medrysone) [z B %7
7= {& (triamcinolone)) ~ HR Jii B2 2 (Bl - # % K [N (lidocaine) ~ N 3= KA
(proparacaine) & ] - [Al (tetracaine)) ~ BEHL RV & (B » ZE & & E
(levofloxacin) ~ 1% /b & (gatifloxacin) ~ IE N /b & (ciprofloxacin) ~ &
78 7> B (moxifloxacin) -~ & 8] & (chloramphenicol) ~ fifi B & =

iy

(bacitracin)/ 2 3 i B 3= B (polymyxin B) ~ f Bz B A

—
=,

1

B
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(tobramycin) ~ [A] & f# & (azithromycin) - H 74 /b & (besifloxacin) ~ 3
@ 0 2 (norfloxacin) ~ fsf fF 22 15 W~ B K 8 & (gentamicin) ~ Hfl
(idoxuridine) ~ 4L & £ (erythromycin) ~ 4f i, 8] & (natamycin) ~ G5 FH
% (gramicidin) ~ ¥ 8 & (neomycin) ~ & & /) £ (ofloxacin) ~ i & R &
(trifluridine) ~ ¥ £ )& & (ganciclovir) ~ [ f# PR 5 (vidarabine)) ~ R 1 %
a5 7 (Bl > 2% M8 25 B2 (nepafenac) ~ ffi % Bz (ketorolac) ~ & EL /& %5 Fig
(flurbiprofen) ~ £7 )& ¥ (suprofen) ~ X fil fi8] & (cyclosporine) ~ pl 2 25 (=
(triamcinolone) ~ &£ 55 75 8 (diclofenac) [z J& 45 [ (bromfenac)) &z BR #1 4H
&k B B¢ 8 Fe I & (B > il 5% %5 (ketotifen) ~ B & il i€ (olopatadine) ~ f{X
UCHT T (epinastine) ~ 25 HH AR (naphazoline) ~ & f& (cromolyn) ~ VU &
I Bk (tetrahydrozoline) -~ Mt ¥ T] 4% (pemirolast) ~ H fth 5 )T
(bepotastine) ~ Z& H M Ujf (naphazoline) ~ K E FEE £ -~ & % 2 K
(nedocromil) ~ & & /b f# (lodoxamide) ~ K B F g & ~ K =& #777T
(emedastine) & & & 8777 (azelastine)) °

CNS 7 J5 2 B i AE 70 RN 2% B 75 (B A BR 7Y ) i s 2 (B - A BB -
HIV -~ K EXIFHE ~ B2Z) - dE B - RBZEKBKE S (Neisseria
sp.) ~ ## EK & J& (StreptococcUS sp.) ~ {E B 0 5 /& (Pseudomonas sp.) »
% T 1% 8 1B (Proteus sp.) - A BB AR B (E. coli) - 4 %% & % % BR B4 (S.
aureus) ~ fifi ¥ Ef J& (Pneumococcus sp.) ~ [ f& X = Ef |P=
(Meningococcus sp.) ~ U& [l #£ & & (Haemophilus sp.) & fli &5 % 77 £ B B
(Mycobacterium tuberculosis)) & H At AW EE (B > BEEH - B
£ BB B B (Cryptococcus neoformans)) ~ 2 4F #& (Bl > 5 2 §a (toxoplasma

gondii)) B 52 f £ (amoebas) 5[ E Z Bt - e iM HEEZCNSHH A HE 4
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T

\;

FEEARP) AT RS EEE M ZEER - R~ H
AE

o
B

ko MM R KR

I}

MR BENMEYERMS » JEZEAREEAR)LLT Z 14 4%
V) bR ELEY(EEMEARE) - &R E 2B > SHlE D
Mz (rimantadine) K < [l ¢ % (amantadine)) ~ JiiisE FERE - KL
f%-FT#E Fo-2b) ~ LM EZEFDEDTUBI(RD - &L 4% (maraviroc)) ~ %2
& Wig B B8RS HU AR A (BT - 28 % A% B (raltegravir)) ~ o 45 Fe i B8 T G 1) /)
Al (B » PR E]th & (oseltamivir) & B JIf oK & (zanamivir)) ~ JE#Z T 290 45 5%
Pt 310 1) 2 (R > <05 2w (efavirenz) ~ < it B M (etravirine) ~ M I B U
(delavirdine) 5z 7% & i1 *F* (nevirapine)) ~ % F 255 §8 55 B 4111 1) B OF 3% 18 &
(tenofovir) ~ ] F - % (abacavir) ~ fil 2% % & (lamivudine) + 75 % % &
(zidovudine) + H] ftt, & 7 (stavudine) - B % + & (entecavir) ~ B #h fil /&
(emtricitabine) ~ [ {18 & F5 (adefovir) ~ %k P4 fifl /& (zalcitabine) ~ E LE
K JE (telbivudine) &z 2 £ Hl E (didanosine)) ~ 2 B B 30 &) B (B - #h 5
Al & (darunavir) ~ [ B¢ 7l & (atazanavir) ~ & 70 78 & (fosamprenavir) »
2 HLAR & (tipranavir) ~ A G0 & (ritonavir) ~ 28 JE R & (nelfinavir) » %
Al & (amprenavir) ~ EJH# AL & (indinavir) & /b 22 7 & (saquinavir)) ~ I
12 & H (B - (& & )% & (val ] & )% & (acyclovir)) ~ 72 & % &
(famciclovir) ~ [ & & & (acyclovir) ~ Fl| 5 & # (ribavirin) ~ ¥ & & &
(ganciclovir) ~ & B £ )% & (valganciclovir) & P4 % & & (cidofovir)) k& H
fir 7097 22 2 (Rl > BUK F it (enfuvirtide) ~ e B B% (foscarnet) ~ THZEERE
it (palivizumab) & 1 K & 4 (fomivirsen))) ~ i E R (B IE(EARR)F
# £ (aminopenicillin) ( B - [ 5 P4 #& (amoxicillin) ~ & L 74 #&
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(ampicillin) + % 1 7§ #k (oxacillin) ~ Z& 5 7§ #k (nafcillin) ~ %5, M 75 £
(cloxacillin) ~ £ £ 76 #k (dicloxacillin) ~ 4, & 75 #k (flucoxacillin) ~ % B4
78 #k (temocillin) ~ [ ;& 74 #k (azlocillin) ~ ¥ ¢ 75 # & (carbenicillin)
2 HL7H MR (ticarcillin) ~ 35 7% P4 #k (mezlocillin) ~ UK i 75 #k (piperacillin)
K 2 & 76 K (bacampicillin)) ~ B FE 5 & (B > U8 2 M #k (cefazolin) ~ 8
fil &= 7 (cephalexin) ~ FHH i BE W} (cephalothin) -~ FH 8 & %
(cefamandole) ~ FE i B 2 (ceftriaxone) ~ §H Ff1 1 5 (cefotaxime) ~ 5 71
/0 A5 (cefpodoxime) ~ 5H {8 il B (ceftazidime) ~ BH i ¥E & (cefadroxil) »
BH fi 1 %€ (cephradine) ~ & fil K Eb (loracarbef) ~ 55 @ & i (cefotetan) -
BH ft1 B 2F (cefuroxime) ~ BH fI N }i (cefprozil) ~ B8 {8 5 /& (cefaclor) K BH
P8 7T (cefoxitin)) ~ ik F B HR/F BUGIH(BD » o2 B 55 Fd (imipenem) »

% % 1% il (meropenem) ~ | fifl 3% (ertapenem) - X% #E 55 Fi§ (faropenem)
K % JE 15 7 (doripenem)) ~ BB (B - & #H 74 (aztreonam) ~ B & 3
FF(tigemonam) - ¥ -K /8 £ A(norcardicin A) F 1% 2 [ (tabtoxinine)-B- A
m e~ B R e e R (BD - 50 FiL 4E B2 (clavulanic acid) ~ il M4 B2 3H
(tazobactam) k¢ Bil 55 — B- N i e §11 4E | 45 & < &7 [5 38 (sulbactam)) ~
EREE B (BN > fr7 ok K & (amikacin) ~ B KB ZE (gentamicin) ~ RALE R

(kanamycin) ~ F ffl & (neomycin) ~ Z® & °K & (netilmicin) ~ ## & =
(streptomycin) ~ % 4 & & (tobramycin) } [5 € # & (paromomycin)) ~ %
VO E (B >+ B 2 B3R (geldanamycin) K B 55 @ & (herbimycin)) ~ G
B 70 %% K2 (BD - 3% fI R Eb (loracarbef)) ~ PE K (BD - B % fu =

(teicoplanin) K & 15 fi & (vancomycin)) ~ KRIBANEH (BN > M & &HE
(azithromycin) -~ 5% FI & Z&E (clarithromycin) ~ # 4L & &
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(dirithromycin) ~ &L 3% (erythromycin) ~ & &L 3 (roxithromycin) ~ fig
7 Bk 8 & (troleandomycin) ~ Z= F| @ & (telithromycin) & K ¥ il &£
(spectinomycin)) ~ B IR BN FE B 55 (R > & B Fd (aztreonam)) ~ & 3%

(B » B N /b & (ciprofloxacin) ~ { 5 /b & (enoxacin) ~ i & /b &

(gatifloxacin) ~ £ & & /) & (levofloxacin) ~ & % /b & (lomefloxacin) »
E @ //I\ 2 (moxiﬂoxacin) N uE _\‘ /l‘ (norﬂoxacin) N —\‘ /I\

(ofloxacin) ~ B %/ & (trovafloxacin) - #% % /b & (grepafloxacin) ~ =]
/b B (sparfloxacin) 2 % & /) & (temafloxacin)) ~ fis Bz B (Bl - b g 0K P2
(mafenide) ~ 2,4- — B £ {8 & 78 -4- 15 B % (sulfonamidochrysoidine) - £
R B B~ R U OE - RE M B 0k - RERE - M ECREREULUE - R RE
o ZHET ZRAWEE - ZHET AW IE Kk M) - JUIRER
MBI - PUERE - # 3R IR K (demeclocycline) ~ % PHER & (doxycycline)
oK 5 22 2 (minocycline) &z T 3% (oxytetracycline)) ~ §i & &7 2C Al g 25 14
MAEZM » ZFELE - RITER - MARKEE - B E  NEHEE

CREWLE - PFELWLE TREE - SGRHEE - EEMIT AAE
& (valrubicin)) R KM I E (L&Y E > EREE - EER DT
EZEB))  FrEEE(E] > HEYBEME - 5 0% 2 45 (nitazoxanide) ~ & BY M
(tinidazole) - % %5 % (chloroquine) ~ & §f %5 Iff (iodoquinol) & 2 #E @ &
(paromomycin)) K i F AV K (BLFE(EARR)EE - REE ~ =i
% (amodiaquine) -~ / M W BE - i& B % ¥ (sulphadoxine) - & Al
(proguanil) ~ H & & (mefloquine) ~ [ #& {X Bg (atovaquone) ~ {5 & &
(primaquine) ~ 75 = Z (artemesinin) ~ X )= #f (halofantrine) - % P4 I%

Z - S ML & (clindamycin) ~ HH ZE DRI~ L fE 15 10y 12 IF (pyrantel
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pamoate) ~ [ 7K Bk M~ 7 fF B (diethylcarbamazine) -~ # 4 FH &
(ivermectin) ~ Il ¥ (rifampin) ~ WP Z B (amphotericin B) ~ &I
B BF (melarsoprol) ~ & # B M Bt (efornithine) K [ ZK 2= ™
(albendazole)) °

CNSZ REBFE(EAFRP)MCNS ZH8E (H o BB E E
RSN ~ SR Flr - BSEES ~ 386 - IED ) KRHECNS Z —5
5 2% R ELAM R Bk FEE (B IR FE - BRE - W E UM AE YIRS
B B AR B Bt < 1B 115 5 S Z RE -

WMCNSRKRIEM S » W EEREAREARAS Z w52y (Rl > JEHE
|- BB IR 5 BEREE) > G HZ RIE ZIRARRA
Z By (RN > PUR BT RESEA]) -

YA SCE R - CNS 2 J5 Bk I {5 45 — &H A R B o 2 B8 RO &
NMETRNERZFHRRZFERNZKHEE - HEFBAEARR) *IH
M B e B R I~ 2 B R BN R o~ V(R o R A8 AR N RE H i R RS A
) K BRI o

A HRImE » JTEEAEFEUE AR T Z &Y - AR
1 2 B (BY > FR B B (urokinase) - [A] & ¥ g (alteplase) ~ i B & B
(reteplase) fz 3 7% 5 i (tenecteplase)) ~ I /N ¢ &= ST A1 7 (B > Pl 37 T
PR~ 788 il M (cilostazol) ~ & ML f% F (clopidogrel) ~ #H fII 8 &
(prasugrel) & 7& 4 T (dipyridamole)) ~ ffl ;TR (B > 0% ST ~ & (Al
VT wmARMT ~ EERALTT ~ PR~ AR RATT ~ PRILRAT K
VEffth)T) e o2& MR R By e g o] B 2 b & - B e HE () 40) %
EREEY) -

H

7
L_\_‘..

4
5
3
I3
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HEGRALME B B — 4HBLCNS H 2 M &S 4 g 2 T RE B R BU3E T A
BN 2 R R R HEE  HEBWEARRD) B EBEOBELAEBE - &F
LI R IR R g (Alexander’s disease) ~ o B 5% X/ (Alper’s disease) ~ LA
ZHMEF B AIRECE - LB LB MEEE - B8 KK (Batten
disease) ~ ] G [N [X JE % £ (cockayne syndrome) ~ 78 B JICHMAIFZ B (L
SiE ~ PR R B MR RE 5 (R B B AR BRI 2 R ABIE B E R R L
% #8 (Friedreich’s ataxia) ~ Z1 8 3£ R (b - 5 JE # [K fE (Kennedy’s
disease) * H AR EWIE ~ L H MWW LE - FEHEEBHBEAEELIE
AT FMERE - B ESTE  EENEER - ESRHHRK
(Refsum’s disease) fz % 58 /)N i L 0% 2% 3 -

ML REMEERNS > TEZEGERRZXNMEEEER T
R EEY) - FHETE (B RIS R #4802 & £ T (BDNF) ~ #i48
4 RRF(NGF) ~ g8 E-4/5 - BHAPDHBPERRF(FGF)-2 K H
i FGF ~ f# &% & & & (NT)-3 ~ 4L Bk 4 Bk Z (EPO) ~ FF4HEAE R R F
(HGF) ~ £ K4 &KW F(EGF) ~ B £ KK F(TGF)-a ~ TGF-B ~ Mm%
A Rz 48 RE 4 & R+ (VEGF) ~ /r B E-12Z B8 HUB(IL-1ra) ~ BER 4L
BB ZRT(CNTF) » 74 5 & B4 iz ~ 148 = & % (GDNF) ~ &K
4 £ A F (neurturin) ~ f/NRR 4 & R F(PDGF) ~ SHE G - &K 6
#E [ - artemin - persephin ~ /A &E - HEKBHAEMAE A RHEEEE
A ¥ (GFR) ~ $fir 4 A - & 7% % A 5 (CSF) ~ F ki 4 B B v 41 A -
CSF ~ i &8 & 5] (A F (netrin) ~ L AL E B3R -1 ~ hedgehog ~ & (i 4% Il 1
AT (LIF) ~ FEIRT ~ Z0W 7 ~ FPREZEH (BMP) « K H 5
KT - BiERE ED - SEREQ KB4 EAF(SCF) -
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CNS 7 8 7 3% F (seizure) ¥ I F 26 58 fE 4 B CNSH 2 R 78 & K /=,
REZEE > AEFEAEARDEBRE! > ESELAEEEE - KR
Ve T 5% E ~ B 28 B i (benign Rolandic epilepsy) ~ 5 E & &L EE K
HUBE A ~ PSR VR S (E - RSN o MR A (E - BRI - AV
R EE - BEEEAKRE  FOFENEEEERE - Bk R s
i~ & & K % #% (Lennox-Gastaut syndrome) ~ [ 8 - 52 8 K IE 15 Bf
(Landau-Kleffner Syndrome) - 78 4 4% [X 5 {3 £ (Dravet’s syndrome)
R H 5 5 £ (Otahara syndrome) ~ B [X fii: {5 £F (West syndrome) ~ fJ] f&
SEVERER S E - N4 ES R FEAE T M AL PR S R 0 R MR R
T8 ~ RO M - FiL BT 8 AR [KE (2 £F (Rasmussen's Syndrome) -~ fj BL
o VEEERR A (E - R IR S (E - RIS - o8 B S M
BME -~ RE MR ESE  BHESMEESE - BGEREB - X088
TEVERE R 1E - 2 EEEEERMEE - B ERE - BBMEm - &
B EEE R E - B R R E - KRR B S - KM
B BREIMEEER A E - HAE LR EE - R MR E - R
FH 25 {E ~ #C T2 % #8575 (Jacksonian March) ~ #11 ¥& fir (Lafora) ¥ ~ %8 8 14
R AEE ~ BRI MR S E - W R 2 E ~ e BUE R R - BRIk
RS - RUBE MR R E(E - RUNERR R - sylvanE B (F - Ay
M R B R NS EE) EBEEENS > TEE G
MRS IR o gy > HEF(EARMN St ZEnEREY
(BI > $ oK Fd (primidone) ~ 3 b [h % (metharbital) - % B [k #
(mephobarbital) ~ [ & E [ % (allobarbital) - 2 % B [k %

(amobarbital) ~ [ ¥ [L 24 (aprobarbital) ~ %& N & B L 2 (alphenal) ~ B2
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L % (barbital) ~ 38 #% bk % (brallobarbital) & 2 B2 [t % (phenobarbital)) -
REBUERREY) (BD 0 svE A W F K5 AL 2 (lorazepam))
I B B0 B B 259 (B - JE & B5 (felbamate)) ~ bk % BT 6 #1111 & 1
B Y (R > ZER"LH - FEULES & W JE /D B (zonisamide)) ~ IR
HEE R BE Y (BN > 8 JE B B% (rufinamide) - & & 75 57 & B 9| 75 T
(oxcarbazepine)) ~ A5 B B2 ©7 4 ¥ b1 & WL &2 9 (B - 8 N X B &
(divalproex) & N K B8 ) ~ v-BE & T B (A (BD » &5 Ak ~ T
K & C M B (vigabatrin)) ~ y- B A& T B8 75 4% BUH0 &0 & (B - B0 &
(tiagabine)) ~ y-Hr & T BEE R BE {1 B0 (B - RCIGBE) ~ £ N EE IR $1
WL ) (B > € 9 B (phenytoin) ~ 7, % % (ethotoin) ~ B % % %
(fosphenytoin) &z 35 75 % 5% (mephenytoin)) ~ Al 477 5 R 29 (B > fiL B
M B (lacosamide) K i % #% ) ~ =B EAMH (B » = ABEE) - @M IE —FH L
BB (R > B L R = ) - MR UE BB EE Y (B - /£ 2
PH 3H (levetiracetam)) ~ IE IH B wo M f1 E B 22 %) (B - £ 3% W&
(ethosuximide) & HH BE f# (methsuximide)) ~ = EXE Jy BB &) (B - HI
51 = 1% (lamotrigine)) & FR Z #7138 R 42 ¥ (Bl » ZX £ B IR (phenacemide)
K7 T B Ik (pheneturide)) -

TRERHEEMRCNS ZAHE - HEERZEMEE L —8Hr 2 £
BT AZFEAERMEARRY) @ HERAFEGED > RIRE - 2EE -
B2 - R AR R M R AR R T R T ) ~ B RO SRE (B > TEE -
H AL MEATZE ~ EEIE - 1B EUE P - RVIBE - R E - A
iE ~ JEE I8k A 2 B E < 88 iE (ADHD) ~ 7% & 77 6k [ 2% 38 fiE (ADD) »
18 15 25 fE M BE - ZE = ENE - BB R G R ) L EE - AR K

5
s
H
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iE) ~ BRERTEE > MEBERREE) - BHR - FEMT HEAMEE
(BRI > HBFE « & 75 R % 8 (Rett’s syndrome) ~ o #f {5 48 (X E 2 BF
(Aspberger’s syndrome)) ~ A F& [& B % A5 1 14 2 58 E (B0 > % 1 o 3
iE ~ = BE KB UREIR)

ITREAFEMS - MEEYTESEBHTRZLEY  HE
& ((H 1 BR PR ) FF 88 23U A5 155 22 9) (B > 1) 5% B (risperidone) ~ B & 1
(olanzapine) ~ [i] 37 IR M (apripiprazole) ~ I i 5 (quetiapine) ~ i F IR
B (paliperidone) ~ o 22 I °1* (asenapine) + & & 1 (clozapine) ~ /& 37
Hi (iloperidone) Jz 75 411 P4 [ (ziprasidone)) ~ Wy B I 7045 H 97 &2 97 (R
WNEALEE ~ ENIE - FIFE TP UE (fluphenazine) - E /5 (perphenazine)
SHEAE WMAZERERTEE) RAEREE  MERE) - LB
A EEY (B > UE B 7545 (pimozide) ~ #8 ~ WS - 5 DR W€ B K08 70 1
(loxapine)) ~ & {2 (1 JF 2 FF 4% DU A0 20 (Rl > 76 Bk 5 B (citalopram)
32 E pH Bk & BE (escitalopram) -~ i Z& 5 )T (paroxetine) ~ &, 75 )T
(fluoxetine) Kz & i #k (sertraline)) ~ )& 3 -2 B B b i 32 75 4% HLA0 1)
B (BN > FE & P57 (duloxetine) ~ B $i7 /£ 37 (venlafaxine) ~ #f  #i71 75 3¢
(desvenlafaxine) ~ = IR BT &2 429 (BD » % 2 ¢ (doxepin) ~ FE K MH
B9 (clomipramine) -~ [ £ /b 57 (amoxapine) + J B %5 #k (nortriptyline)
[ ok #F Ak (amitriptyline) ~ = B P4 BRK % (trimipramine) - P BRK 0%
(imipramine) - ¥ ZE ¥ #£ (protriptyline) & it & i B (desipramine)) ~ /U
BREBUE %Y (A > oK &V (mirtazapine) & & & & # (maprotiline)) »
HOE IR BE b AR W) (B - dh Mk (trazodone) K MY A M EH
(nefazodone)) ~ B8 Jz & (L W 40 &) & (B - 22 K % B (isocarboxazid) ~ 7
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Z it (phenelzine) ~ ] 2K 7 K (selegiline) K R A N iE ) ~ 7 = &
(BI > f] & ™ fy (alprazolam) - I &) M i (estazolam) - & fF %
(flurazeptam) ~ B 7 & 1 (clonazepam) ~ 55 FI P54 K #L P 04 ) ~ LB E
R ER -2 8 B A B0 0 B (B > %2 JE LB (bupropion)) ~ CNSHEL 2 K
(Bl » 2T B (phentermine) ~ 27 JF fil [fil (diethylpropion) ~ H B 272 JE Al ap
(methamphetamine) ~ 7% Jig %5 N J& (dextroamphetamine) ~ %7 JE fif, d
(amphetamine) -~ 0O F @B (methylphenidate) -~ 7 g B [
(dexmethylphenidate) ~ — FH his i $8 /4G 75 N 7 (lisdexamfetamine) ~ 5% 2

+ﬂh

it

JE JE (modafinil) ~ UT ZZ #k (pemoline) ~ Z — H IE Iff (phendimetrazine) -
“ 3F it B (benzphetamine) ~ % — H WE Ik (phendimetrazine) ~ [ B2 72 JE
JE (armodafinil) + % JE 4L Fd (diethylpropion) ~ UM BE (R ~ [ §G 52 P45 7T
(atomoxetine) ~ % Vb T 4y (doxapram) & FE 8] [k (mazindol)) ~ i £ j& &
VI/ERFEEY) LR EY) (BE(ER R EtE Z BB - S Bt #
(secobarbital) ~ R ML %2 R [RE LR %) ~ 3R & & (40 b SC i) & HoAh
MEEEEY /Y ZIREY R > B - TR - ok
[~ ¥R - K& AEE - MWROEIH - THRIREE - % 2% S (doxepin) ~ A EL
VL 52 [ (eszopiclone) ~ B 3% f 4 (ramelteon) - AR B 4E (meprobamate) Kz
IR N B (ethelorvynol))) ~ 43 b E (2 R > BI40 > Ratliff-Schaub%¥
A > Autism 9 (2005) 256-265) ~ B R IK(2 R, > #l40 » CowenZE A -
J. Neurochem. 89 (2004) 273-285)% &L k(2 & - {40 > HethwaZ
A > Am. J. Physiol. 289 (2005) E301-305) -
VB He Gl TR E R T AR SR RE - HE A — 2 F T (R B CNSAH B
fRECEL A CNS-F RIMEFEMR R © EEFEABUERRP) @ 8IK-5E
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5¢ BT [X 97 (Tay-Sachs disease) ~ = X [K 97 (Gaucher’s disease) ~ 7% 77 Hi
[C 9% (Fabry disease) - §h 20 [ B f& 9% (1 ~ I~ IV ~ V ~ VIR VII
#) - FFEERFTERN - GMI-MIKE TR ER - RRMEOEREBIE - &
{8 K 9 (Farber® disease) ~ K & X [K [X B E & # i (Canavan’s
leukodystrophy) &z f &L TSR AR i 1@ E L FRiE 1 8 je 22 ~ [E & — Th e
[XJ7 (Niemann-Pick disease) + JiE H [X fif (Pompe disease) J 5 il 5% IX I
(Krabbe’s disease) o

ShAR BN S - W EBEER S ZE A S SO (5 HOE N
AR EEY) o BT VAR A RS BETEE 2 o 1 3 AH B AL FE (B R PR ) 1
S5 4] A () 40) 3= B B R HH EF 2 BE 28 55 2005/0142141 5% 2 3 (Bl »
L2037 A HE B e G ~ SOM BB B2 -2- DR BR BE IS ~ N-TRBZESIS - o-N-Z &
EWEMETE  N-ZBRE P FEiE-o-ti R EERs - B-F A WEHES -
TiBeBEMEB ~ B-o&) & MERE BRI - BRMEof &) NE YIS - 4 & VB RS o
B ~ a-FAMEHIA - CHEREEEA - BRI REGEEES - B-F I
SHES - B-LAMED - WEWBEIEIA - BIEWSEERE - RXE
B ARG - PREBEE-EOWBEEEG| k = IR AR A LEED) -

E— BB > AFIE 2 HURE (% A DUAE E AR 38 055 A1 (3 80 1 48 2k
SRE R /BRSO SR P 2 B A SR E R o T
LB R AT MRS RE 2 I R /B B o LR EE R R AT
BT 8 % &2 1o SCRE IR 48 &2 (MRD B & -

T {EEEF  RERESER 2 ASHE 2B MM TR -
LHAMEE T - RERARER M R GRS FRE WM - B2
BROE ) A OE FEAL M Bk (B AR AL M Bk ) AR R AP TR A8 - £ 5

ifﬁ'ﬁbf*@ﬁlt
DRSS

=
D
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L E M B o FE R RS A0 R SO A 2 U5 A T 2 &K B Bl ABGRR AT 1M B
TIRFLAE « AEFEEF O & - AR SRR E R TIRPTRE > H&
Bl E LR EFEEAMERFNAFAEZMET 27221 - &
F AR ETE A S L B A S E Z P TIRPIAS (L & AR & 2 M K E
ge)) o AE —E L E G o > 8% 7R — 25 B IR A B (8 AR L LA S E
LB/ — TN Z e E] o A H AL E NE O o o A S I B ] 5T TIR Pt
e o H AL B DA H R Rk /D B A S e 4 R R B Ak 3R RE (B
Be] 24 g BRE ) < J g BRI 4K 52 LT P 9 B T AR RO B B /NP R
ZEEW - RBEXEROFZEMN—F L "{EE ) SFEHGAHE -
fEREREEAET  ARAZEHZ AP ZAZHZ TR R EH A
B L MR IRESEY) 2 AL -

S —REtE T ARSI MARIH 2RI TIRA AR E
SRR EEE T Z R o AL — BB - 5% EER (R B Ia E R
BCRFRE © L —EHEB T > S EEE] (5 A IE R R A BOR ERE
FAT 0 w5 AR R B AR Bk E 2 (S I B S E L 4
GER| o AE— B - ZHEAE-TEERZEERATNE Z
Z/O—FEEIN 2 I HHE] o

s — R - ARSFFIHIE Gt —fE R IE R LB BVE Z 5k o
E—(EEHEH T > Z T AEER B LEIRE 2 FREANE 2
& BACEL K TIRW & NABE B M TIRW & Z A% H X B -
E—EEERM T » ZHZE—FEERZEREEANE L2V —
RSN B HRE] - MR EXERAM T E—H L " EE L, TAAHE -

A 2 i TIR i fe A B Mg s B HL M 28 I 4 5 A S ia o » BBl
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0 K Z I TIRGUAS 7] B 2 /0 —fE 340 2 B R L B - {f it
TS BAS 2B E G ROE BT TIR 188 A7 04 B A [6 20A [
R TE 2 VAR E o PR MESN 2 B ERIEE(ERRY) ¢ R
Wt 2 25 T ACEEY) B i TS T 00 A AR (BB S0 2 SRORES 0 R At B
B 7] & B (rovastigmine) K fifl 52 #£) ~ NMDA 2 #5 45 £ Kl (58 40 3= <2 Ml
)~ FR E E BIKE B ~ FLEALE ~ v- o B ET A - A
4 & R+ (NGF) 5 5t ¥ BUNGF B [R5 0% - PPARY{E % &l -~ HMS-CoAZE
TR TG 00 ) 790 (fth T 48) ~ 2218 42 (ampakine) ~ $5 8 B THET T - GABAZ &
EHUE - HFEE SRR eI~ IR RENRED - EEZREX
Bl R M BRI - EEI BB E OB EE - Bl IS
Pl HIE - MBRZBHENAEERMECBKRIE - XL EK
Bl & B> — A 2B R A S RS K BE YY) 2 — B %
BlI1E R ZBE I LAEE #F -

fERE M ESEEROF  ZE /D —EEME R G H— &
& BT TER 7188 AN LA ) B TH PG & B& A 2 B L 2 RE D D DA BE 5 - It
FEFEH CEHEEEARR)  FERTRARE & £22805L 4/
B 2 e N2 BER R AR BB C N 2 — B S8 o M B F < 88
| > F% 3 B i i 7 Mollnes & Kirschfink (Molec. Immunol. 43 (2006)
107-121)f 2 27| > HENEDISIH 27 A AL H -

EXRAXERZMFEHeFELEWEH KL PR ENE %
A RE EE N EEEAE Y F) Ko B - {8y
BT - R GRS 2 B 0] 3 4 TS 2 B R B R /B Ve B 2 1%
B Rl FIR R/ % o AE— (A E RO F - Z 5 TR 2 4% 8L R 30

%
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bR 2 R A S AR R bR B 2 & — AN RS E RN —
TR BN EEARG— > s = 1 AEONRW c ANEIHZ G
A R H] B LA A A MER A & GE N (B A TR OB A ~ 1T R F A
G 3 352 iy o R LA R R e R B TR B i 48 Ok FE < LA R R ) (E
=i

AR ZRTIRAR(REMEAIN ZGFEEDATREOERNEE L)
A B EREIEERE - N RENKCEFEHH B IEH)
AR - JEEREEERIEALA - AR~ BIARAN - BBRE A EUL T
L o MFEMEAEE RG> fl - AR o 58 AR N
FREST - W HUAR &% e R ey I B R THY - SRE&G T E

BRE(EARPR)E S ERFEE LB -2 )8 HACTHI#EE &
B Rz 1 B £ -

AP IR B 2B2EE -2 2 HAHE ~ 5%
febl o WP IESE ZNREREEBHFET ZHERME - BFT 25
EWABY ~ #BHEE ZEIRFE - KHE WA - FEH 22K X
fir ~ F&BLTE - REREZERLEHE ARSI EMRAE -

Ziilet—E  BUHFEEFREE[HHEBOER G w2 K
AR E B ARG ~ BB E R L —NE L HEIFH L — 2 E
ZIEEEH R - hFEHMEER 2 AN ENARFERHARKY 5 2
Mg <8~ KFEBCEFE ZHBE R EGTam 2 RN R - LEFEE L
A [F)BR] & e LU0 A SO Al 2 P BLIR A > BUDUA Sl Z I & 2 &9 1 2
99% » B LR B & K #8 b & b /BR IRF E Rl & 2 (BT R A -

MRIR ZTABUEEME » ARH LB ZEER E(LEBE

—~
~

F“‘H
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FHECEL — B0 2 ([f MR 2 8RB H & A RUANFaE 2
R A - i LB - ERCBREMEFE - ZPiEE S MmN E
PHINEOEE B R B ~ SeaifE - IWE ZEBIRE S RETUE 2 K IE -
Fe EIAE AN < HEr o iR E A RE R — KRB — R VAR
Bl o BURANZER 2B K EENM > &91 pg/kgZ 15 mg/kg(flan » 0.1
mg/kgZ 10 mg/kg) Z FLag vl B IS [ %W B Bl 2 UG IR 2R & - %
I FE R —ERE 2 RPN EERE - —HRAUBHEE
AR &1 pg/kg2 100 mg/kgs DL E s BN - BUAN EXR K ZH
Z o MEHHNEXA 2EREAMET » BUANRIE » Z R FEREF
SEHEOHRHERERZFEANS - 8 2R ER G N NE
0.05mg/kg 2 4940 mg/kg Z & BN - AL > 7] [\ B HF L 0.5
mg/kg ~ 2.0 mg/kg ~ 4.0 mg/kg ~ 5.0mg/kg ~ 7.5 mg/kg ~ 10 mg/kg ~ 15
mg/kg ~ 20 mg/kg ~ 25 mg/kg ~ 30 mg/kg + 35 mg/kgst40 mg/kg (1L
EEG)F L —HELZEBE - LEEE 0] BHEMEREE - fla
BEREBE=ZBWWN EFEREEZIIEZHY 281 » 204
NEBE) - YRR s & g% o o] # F 3% — 50 2 (8 B2 K H
E o A HAEE 5 E 0] BA Y o R 8RR FE 5% B TR AR LA
BU/NHESOHEER B 2 T EAGENMZER E 2 2 E
FROATFFERBHRERK ZERIELBERAMREEER -
A—EIERGIEEM G > TR L BEE £ 0] I S E 2 F X
CHARRETIEE c FTHABIE TN LN R E - BZE 2 CNSFT R
ChHEEHEHAGGEZHE CNSIFE-HSE IS Z HOMEAR)
ZIBE TR MM RIRELLMER(E] » M4 ~ FIMAE R
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KEBEAG EMBEZ eV ETHZ LR EGERH - It
B E TR AR E 5 RE A0 A S A R 40 IEE T 352 4l o E R0 Y B R EOMT R
T AT PR A

B E L Z SR Be R AT ZEM B A EA AR
G SV OE PUTIRGTAZ BCPR FT TIRGTAS MR (£ A AN 8% BH 2 e e &5
YR ELT

L2 EY)

AR S—EED - gt am ERHR B 2 KHE 2
alE >~ M /BB R 2 HEY A - ZEEY e S F 4 KAk
NZEas FREZFSHEER CREREEER o8B Fa i
(Bl T ~ /MR~ RS &~ IVIERRSE - ZF A4S A S0k
WM BB B B - 3% Fas B R H & VAR B U B e R - THIG K/
PERIE AN HMEEY <He A BERAME A (DI - Z B
AR AFIRN B RN CE A AT R MRS SR Z 2T Z /M) © #%
eV T 22D —HEER T HBAZRH IR - ZIRENEEmETE
THREEMEREZHEY - A s HTEE@HET S
HEeYZE—Fa  HiPzdeceEsAFH IR @ kO)HF
2HEEYZE _F4a > EbhZday e Mg s vk e = s 7%
Bl o ASEIH 2 I E BB o 2 RS Y) 1R ] (AR RN SRS LY/
ALUGERRERE L BERBE - NENSBI > ZHEY M TH#E—

B (NFEZ)FG Ao eBE LRI 2&EE - sSEOEH
& 7K (BWFL) ~ bk B2 B8 &% &7 4 B B8 K - MO8 IR VB IR (Ringer’s
solution)  w H AR - Hul#E—~ P HAEEEREMBILGATZH

—V
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findffel - HEEFELAEEE - MER - BIEES - $ ROEH S o
e oL 2 BUEY M 2 R — B A BE A L RS

EYRENEREgZRNBNEIESRES ZRIE I ERE

ANEEH L REESY) -

IV.E 5

DT GARFEHZ HERBEMZED - ERR » (L4 E LR
2 — M~ o W) RS A E A

b s Y AR

E 4] DNAK 1y

{2 % J7 0% DL #% {F DNA - o0 # 40 ¥ Sambrook, J. % A -
Molecular cloning: A laboratory manual; Cold Spring Harbor Laboratory
Press, Cold Spring Harbor, New York, 1989 & o 8 15 %13 i > fdi i 202 BF
B 7T YAl

ZRN R BZEE S K

FiE AR A B % M L2 & i) Geneart GmbH (Regensburg,
Germany)fil AR - K& Gk 2 BRI 7 B BE0E £ RIG AR EE #8 1 DL A
PRI TE /RN - KB o AR R DNAFSIFEMDNATE P& -
BE > WA DNAR M (L2 &k 2 B H BB K i PCRAN
LLdH % - & B B % F B2 {4 I metabion GmbH (Planegg-Martinsried,

Germany) il LA 2L o

2 A
i EMERE > AIFTH 2 A ELELL - TR REETR

BREE L mIe (EAR A -
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BB

RN L TR

INBZ B

EHEHER ABNBERTRZ2ERRESE - B XE N
FI100 pugd A2 DNA > #£E EEF FL(2{# 1000 V/iem ZIEH Ak fEr - 5 &y
0.1 ms > [EfF0.125 s ; B 4(F287.5 Viem 2 FEFL AR > FFER£10
ms > [EfF0.125 s)HNMRUNEHETERNRE - NEAESE0 ~ 14~ 28
42~ 56 ~ TOR8ARFEZ OB TR BE RIE - BHWKFEARXBEHFHE
BRTRZESEBET S B ABRTRZEEHNTA XM ReE - £
36 ~ T8 K 92 K MEAT PR M G B Mg 0K - A B M UF A FY ELISA R (8 M
(2R T3 BEAARSSEIZEY LIRS IOKFE D FFIKNE
10 A TF-140 AT BCS50 ngidh = BRHE B (A TR Z A A A1 ek ELRE
#h B Leul22 » 4578 5 Asn608) 2 B 40 A M3 A] /& 1 TER(H DA NUs @ & £
ANFEiFcl& 2 B 2R3 HEK293F 4l A o 0 48 i1 & 5 AR A0 &g A i Rz
L A€ HF PH T A fl &b () 2k hn o e & > HL B PR HUAS (% 88 h Bl & g Rl &
MNHEEERENEBEE L CHOKIME ZH L2 NEREE
FEEEL 2R ZEET TS AE3) -

R R

EHEHER ABNBERTRZ2ERRESE - B XE N
3400 pgdiBEDNA - BEEEF L5750 Viem ZFEP AR @ FFEF &
10 ms > fEFR1 s) BRI N BLPIAEE 2 M vl B % 3R N B E R (T
BN RE » RAL0 ~ 14~ 28~ 56~ 84K 112K 26 BEH FIE - H
KEARBERAEBRERTIRZSHGET - HHE AHTIRZ S A
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PR A HAth % - f£5535 > 63 ~ 91 R 119K AT B M (&8 5 |/ 2 1k 48
BETE 2 10%) « BIF )& » #&3% mF HRELISAUE R E (2 R T ) >
Hor MR Bl - HEREBMAEEE A+ 2 £ B4
Hig 2 2R (2 RLE B12) -

I 7% B8 2 Al E (ELISA)

LA3 pg/mL ~ 100 pL/fFL#F A #H E &40 7] /& 14 TfR (R&D Systems
Cat.No. 2474-TR) & E X 96FLNUNC Maxisorbfg > PBSth » % : A&
F2PBS /1. 22% CroteinCLA200 uL/fLRHEraZ 8 © — W {7 #KF DLIL0F
ZEEMBEIRLL100 pL/fLE AL & A PBSH 2 0.5% CroteinCH 5
(1)%5 & HRPZ (12 #7 /] EL#71 B2 (Jackson Immunoresearch/Dianova 115-
036-071; 1/16 000){E AIFT A /NERINE » (2)4 & HRP 2 BE T R 1gGHi S
(Jackson Immunoresearch/Dianova 711-036-152; 1/16 000){& I B 75 %
Mm% - (3)% i A HEH1gGHi B (Pierce/Thermo Scientific 31423; 1/5000)&
AME R BEREER 2 MF » (HEYELLUFEIH A EPUEE (Southern
Biotech/Biozol 2063-08, 1/5 000) & $if 8 F11 2= -HRP {4 I {£ 2k & £ A i
JEO 2 1MJF 5 BA100 pL/FLF RN & FAPBSH 2 0.5% CroteinCH « HLAT
HABMmME  BHEBRAAE3TCTINEEL h- AT E ZHE - FHE&IRPBSH

Z0.05%M: 3@ 204 82 0% H 32K - #E I LA100 wL/FL A0 =] 75 M BMEE 3% 52

K

'E (BM Blue POD Substrate soluble) (Roche) LAEHIR(Z 58 & W FE M LL100
uL/FLAARTN1T M HCHZ IR B Z B 5% - 12450 nm PR L E - 1 ¥
690 nmfE 5275 - WEERHEBE VPR RNERLNMF L HREGE -
'H2
H % 358 7E B4 At
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SR 3 1 7% B A% 4 B (PBMIC) 2 5 B

Rt E TP QE T AR (W) R R4EEREIE (tg) R ) < MK
Fon o IE SRR B 72 R [E % % )& B (immunization campaign)
EEHRA2EWR 2SR AE EFHEA2ERUNZREN T
P | ) o Filx PBS (PAA, Pasching, Austria)$ 2 7 EDTA % [ 7% 12
Wi (5§ & i A 2 BR IR 7L 2 %) (Cedarlane Laboratories, Burlington,
Ontario, Canada)ff £ 8435 05 > 30 OH E /T M0 © %X ZEPBMCH 1x
PBS)&F L W X -

EL-4 B} 8 &

RPMI 1640 (Pan Biotech, Aidenbach, Germany) > F§ 10% FCS
(Hyclone, Logan, UT, USA) ~ 2 mMEERHEL ~ 1% FRER/EBERER
(PAA, Pasching, Austria) ~ 2 mMP i 45 - 10 mM HEPES (PAN
Biotech, Aidenbach, Germany)f0.05 mM B-%i% 2 B (Gibco, Paisley,
Scotland)# 7 -

Az FE

— R EEE  [FRHERERWCHOME B EE 2 M oL B (4
R B E GO LLE B IR BRI R IR R R4S & MDA E E w4
A/ BE % 4H AR -

B mEIEE)  AES{E K CHOMMEZE ~ fLo e 0 5
RO ANEEEGRESEESAHEEEBEOTRNIBEETNRIE N
ie < BAHREKr o FERR - NIE > (EZ O MR OB (BB SER)LUA

BIER RN EE WA K EZAEN - EFELE R B X ENE
(RPREEE/NERT X IEN)RE T ZEEBKRE AN LIERE
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F 2N

ML REEHMNS * SAETRRI bl ERERKELERE L
R EOXIHEPBMC H AN E B TE37C T&E&1 he EER
2 A CR A MR E EK(PBL)H P LR P2 Z B -

ABEEBREAZELZBHRZESE

R ANHEEEOZRGECHOMMm L Hg B S L ofLAABEE
BHEESET4 mLEEEIFEPBLII AN BB S FAE3TC T4
&1 ho JERAMT RS A 1x PBSKZ FALITHIE L1 22 M B R -
Bk RS REEOB N B ESTAAE3TC T o E10 min - RE
HES{LFHEL-4 BsIBaEAE L - Bz FWHEAFNKEE 2 REERL
et o

o % B O Fk 10 K o B =\ 4 AR R B 1

{i# F41gG FITC (AbD Serotec, Diisseldorf, Germany) | {i B — 4§
Bgsr i - LRAELEMES » KEBEZEARERTE @A 2R PBSH
Z$ilgG FITCHiAE & HAE4C TN EBEE P E4S min - @& > 3%
HFPBMCH /K2 PBSIE LW (& « 4% @ & FPBMCHE %Y /KA PBS
B3l 17 B &€ <2 FACS 73 #ft » AEFACSI Rl iR IR E B S neg/mL Z bt {k
PNE(BD Pharmingen, San Diego, CA, USA)DLI&E 47 E 4H ffg 81 )% 40 BT -

{58 FH AC 76 & B Jx FACSDivai#t f2 2 Becton Dickinson FACSAria(BD
Biosciences, USA) DL it B8 — il i 77 255

BYH A EE &

B AE 2 55 & 5 FE B U5t i Zubler S A (1985) fif 41t 2 J5 7A D
LB - fmE < &8 —75E 2 %B4 M &7 Pansorbin 41 i

5 143 HEEWRHAS)

C241676PA docx

110140454 FEESE A0101 1102059958-0



1792646

(1:100000) (Calbiochem (Merck), Darmstadt, Deutschland) ~ 5% % fid i3
AL BB R (& TSN-M13 (10242), MicroCoat, Bernried, Germany) &
Sy ST < EBIHEL-4-BSHg B g A A (2.5 x 10%/.).2200 uL/fLEL-4 BS
ERENIEESTAAE3TC K% COLZRATRIGFLBEFIEETR -
frBAAEEE & <« FIF R LA ER 2 H 7RV S EBer 2 AT /E-80C R IR
100 pL RLT4E {&7.% & /4 Jf (Qiagen, Hilden, Germany) °

B3

Fe AT ELISAS BT N E KB B R TIR-4E & i ds

BEERBMAMECNER &E RPN AR KBEEFETR
ZHi R AMERAEE EE L CHO-KI4IAE ~ 41 ELISA - 2 &€ 2
TR FE A& A AR ANEECR B R TR 5 R B3R -5 I 5 12 i
ZRBEZKRFEEREZACHO-KIMAERS - EAE - S EmER
47500 ug/mL G418 (Life Technologies) A RigEHET - £ E 4 %
HIR1% » S EE4IAE » FAMEM-75 (Abcam)z 13E4 (Life Technologies) &
PP AR EERTIR PEIZE. Rl E - kS E R e
R Bl B 2965l E 2 FL(FACS Aria) - £ RTR%Z > ARBE
WA 2 TIRERWEZERERE 2 @A UMMM ELISAT i

=S 2 0 15,000 A0 A REAE 7Y 384FL8R Z T FL W AE3TTC >
5% CO, NIE&EIS ho FIERMEMBBELREBIOTE R » K30
uLE AR EFRAMES LT - ERIN24 pLAERBESE < 5
BUNE - BEEZFAALAERT R4S minjmi030 pL& i PBSH 2
0.05% Xk — & - I PBS/0.025%0: Jf 20 (PBST) % % 3 X ik » & i A

1:5000F4 F i~ FH B &% & & 7 2 30 pL Pt %% -HRPEHT /)N B -HRP (Southern
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Biotech)ill; £ RT T % 82 5% & 1/NB o FIPBSTE 5L JF 6 K K {5 FH & .30
uL Z TMBE 4 (Z 5t H 52450 nm |~ EHHROCE -

" B4

PLTIRHL G 2 BEJH R R 3]

& 4 DNAK i

{5 A2 % J5 0k DL #% fFE DNA - 40 i 7 jY Sambrook, J. % A -
Molecular cloning: A laboratory manual; Cold Spring Harbor Laboratory

Press, Cold Spring Harbor, New York, 198951 - 43 T4 ¥\ B 5 48 8l &
m L EHERBEER -

EZRFBEZER S K

P BN R Bz A %8 h (L 22 & B Geneart GmbH (Regensburg,
Germany) I LA B fg - K& G2 EBRWR EREEZ XBREER T LA
PRI e /b - K FEBEE CARNREZZDNAFSIFEHDNAEFFEHE -
H#E  HENDNAR BRI EE(EE2 e 2 BEZ TR A& HPCR
LL4E 3E - & B &% 5 % {4 i metabion GmbH (Planegg-Martinsried,
Germany) 1 DL 8L -

V-1 Z PCRIEZ

£ Zf RNA ffE F§ NucleoSpin 8/96 RNA E 2H (Macherey&Nagel,
740709.4, 740698) 1R 4% B ik pg 7 B (A 5 BAI A B MY (B IF IORLT
%2 7% - Qiagen - Cat. N 79216) - RNAFA 60 pLiERNAse” /KA -
F 6 uL RNALDL{E B Superscript III First-Strand Synthesis SuperMix
(Invitrogen 18080-400) k& oligo-dT-primerfR 8 & #& 5 2 {F F &7 BH #&

i B 5% K7 B B A2 cDNA » AT 3 B ¥ Hamilton ML Star 4% F#E 1T -
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BT By A A R B P 2 B {8 A 51 5 rbHC . up e rbHC .do - $f ¥ B A= Al
S B AT <~ 5 # {5 A rbLC.up JerbLC.do fe $1 ¥ £ [N 8 7 o1 BAH A 2 %5
{ff F§BcPCR_FHLC FijZ ¥ fwf BcPCR huCkappa.rev > ¥4 nlL cDNA
1 AccuPrime SuperMix (Invitrogen 12344-040) [L50 pl 5 4% 88 g — i
AR EE R ERES B REEE ] E&(VERVL) (2R TER) - FTA
EESIFHAE (A A VAR VL BB AR EM - i = 5]
FTHEEE (D BVARVLZEEE)EHFEM - HPRbVH+RbVL
ZPCRIEMAAT © A£94°C TR MMES min 3 BEIT3SMEIEER * £94TC
T20 sec » f£70°C 20 sec > f£68°C T 45 sec M FE68C T Az && IEAH 7
min - [ HuVL Z PCRIEAA0 T @ A£94°C TR IES min 5 #1735
{FAEER © /£94°C 20 sec » fE52°C 20 sec  fE68C 145 sec K {E68C

MR EfH 7 min -

rbHC.up AAGCTTGCCACCATGGAGACTGGGCTGCGCTGGCTTC
(SEQ ID NO: 97)

rbHCf.do CCATTGGTGAGGGTGCCCGAG

(SEQ ID NO: 98)

rbLC.up AAGCTTGCCACCATGGACAYGAGGGCCCCCACTC
(SEQ ID NO: 99)

rbLC.do CAGAGTRCTGCTGAGGTTGTAGGTAC

(SEQ ID NO: 100)
BcPCR_FHLC Fi#&E ATGGACATGAGGGTCCCCGC
£ fw

(SEQ ID NO: 101)
BcPCR_huCkappa.rev | GATTTCAACTGCTCATCAGATGGC
(SEQ ID NO: 102)

50 uL PCRA R H1HY8 uL3E &L 7248 E-Gel 2% (Invitrogen G8008-
02)_F - {# F NucleoSpin Extract I1E4H (Macherey&Nagel; 740609250)
RIEFE g 7 ZIF(EFS MEPCREE WL F2 50 L5 B &% B R T /A Bt © P
A 3L BR g1 Hamilton ML Starlet Z2 48 F 1T -

RERZEIEZIEEHRA

5 146 H(EWRHAE)

C241676PA docx
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PR EE _EAR BEEREMS - K& VHEC VL PCREY)
{E B cDNAFE 1 28 H Ui 88 78 /57 (RS HaunZ A > BioTechniques (1992)
13,515-518 ; MZ Li% A > Nature Methods (2007) 4, 251-256)# 78 & 3%
BERET  ZREEBEAHMBEHEANETFAZS CMVEE) T &3' BGH
FRERCFIIER CRRE - BRZEHREI - ZEEREHApUCIS
T4 2\ B R R T R LM KB R E 2 E RS R 2 B- 1A BE
BRI - fEf M ER = EEE - —EERE S A &t B2 VH
B2 RIgGEER » MW BREFHZVLE Z R AE LC
T E & -

GRSy I E & 2 ML R ELE RS & VL/VHIR A Y45 H PCR{E
AEZSFH#EY -

LA L2 PCREY) FE £ AL ZE Ml 2 T4 DNA-B &SI E -
WEFE HRINACTPIZ [ -

ET—FBEF  HeEBERAYILHAFRUMEEREEEH
recAIGE - K BH EBREL ERBREF - F K hEBEEREZ
ELAFERE BB - [RH DM N DNAE FF# ¥ FHEE 4 2 B 88 1T
A

M BRENS & s ZHCRLCE B EILELSE
HEK2934ff+ B 1% A FER -

ARRAREREEIRBIEEBZESE

A BB REREENBZEEBE 2 EEARENME - KA
VHEE ~ R EE EEI(L A MR EHMANCHREF 2 NEEER -
PLOTAEEH REFAMUBAMME o VLENS > HRC R EEE(L/HAHE -

5 147 HEEWRAS)

C241676PA docx
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FERHAEREARTREZIERSIFREEFOYHE)HE NERRE
& (77 A B VH K VL 2 & 7€ & ) [6] ) = & Fr 511 (20 bp) 2 CDR3-J&@ H A
TR ZRES 5 - EHTEEESE T HV4 uL cDNAE AccuPrime
SuperMix (Invitrogen 12344-040)PL50 pLg &8 fE — LB AT K&
HE & o R VHR VLR Z PCRIZRA4I T @ ££94°C
NEIR IO ES min 5 EITISEHIEER ¢ /£94°C T 20 sec f£68C |20
sec > {L68C 45 secH MAE68C T i &AL 7 min ©

1% 4 65 VH B VL 2 PCRZE ¥ {E B cDNAFE 1 28 t Ui 288 JE J7 74 (RS
Haun% A > BioTechniques (1992) 13, 515-518 ; MZ Li% A - Nature
Methods (2007) 4, 251-256)BE £ REH BT - ZRHEEER A D E
aNETAZS CMVEE) 7 k3" BGHER FBAEFIIHEN 2 RFTE -
fraz BN - ZEBEApUCISTT A 2 H B B R T & LLE it
REBEEEFT CEREYE CB-NERIEER - FHBMHEER C=ZHE
ie T —TEEE S A ERGET AR a2 VHE 2 A lgGIR E & K& 56
“ERaAMZVLE Y N LCHEEE -

A Skl y A E & Z & PEE R I E 88 K VL/VHiER A ) {5+ FIPCR
HEZT T -

ML ZPCREYHEL B E NG 2 T4 DNA-BEEHEE - K
JEFE R dCTPIZ Ik -

FEF—F8d HEEBRRAVIHFESUETEEEEA
recAlEE - (FEBEH BEREY ERBREET - 5 X kAR
EEWHEAEEEE - IRE 50 R DNAEF & FrEEAH 2 E i (T
AE -

5 148 H(EWRHSH)

C241676PA docx
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B OIS

HEDTIRILAS < BERR R

ZERRGNREENFITE &S (Invitrogen Corp) i 2 &L b FE 15
Z ~ HEK293 4l i (i B AN AR RE B 4 BB 21 293) IS Re N E E - i 4%

=5 R #2093, A El(Novagen) - 41 bSO AL 2 i e K A
R o FREEEBRFER - WIS 2 EHGE S 258
HETES ELAR=_"f2tX ESeARHEg HdEEEYLE
e B BB IR E N EIR(BIM  -80C) TE £ -

B AR BRE B Y (B41) HEK2934HAE o L AR 2 —fix
B4 ET © Meissner, P.% A > Biotechnol. Bioeng. 75 (2001) 197-203
EFI o

BHl6

SABHEEEES ZRIE 241t

RIO6RFLEE T 2 B HEEHA 250 mLEE FFREH 200 L
MabSelectSuReE #+ I - FipH 7.40yPBSEITE LR EEZ  EOEHEH
Tecan/Atoll Z2 48 LA2.5 mM HCUEEE - (€M1 50.5 mLIFEE&K - AR
FEH12 M Tris pH 8tF A0 - &8 & {E 2 & 5 E { [ Nanodrop 73 e Ot E 5T E
2 W0 FE fH CE-SDSAE & 1M R B IR R 44 T R o M BISECHEAT o i - B I
BEASHECIS%) 2 ELHE - RARECH) Z 188 2 725 ki 7 5k fH &
flr EErTE S ELLEFRE G-tk ES ZEEY 78 -
PFE > § Superdex200 10/300GL _F {# FgDionex UltiMate 300014500 uL
o ES R &7 140 mM NaCl (pH 6.0).220 mM&HRZEE 1 < BLHAE
AF B2 230/ RAREEHFLEERAEBEREH Lo -

5 149 HEWRHAS)

C241676PA docx
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DR B U i gl o0 b SR I P AT o AT e

7

I E 8 2E (F 70t < hCMEC/D34H I & 9

F /AhCMEC/D3 7 % % 5t K 4 %5 %) (Weksler, B. B.% A > FASEB
J.19 (2005), 1872-1874)J& % [ Lonza - hCMEC/D34H i ({# (£ 26 £29) {4
HIEEUEMNEZBEBREOD 2&¥ R (EMIDE0ER E2&H2.5%
FBS - Wy v —Fifitle A RAFHEMEESLTER - BiEER
DU IMEL 5C & 70 L EBM2IE B & -

AT AR GEERFER NS - &% EFL(<10%EfL/cm?*) PET
BB g as ik AP)(0.4 umfLIE » 12 mm B AN 12fLAEEEEF -
Bt ¥ TR b & A TR =BG 2 & EEE AR E 2 #4400 uL 1600
ul o HEEHRm AV 2 HinZE 2B RKERBBREEQL (7.5 ng/em?) » $
EEBHEMEELD G wg/ml) - EFEAMAERT N FE — # /N -
hCMEC/D3 4ff ffg /Y EBM2 i & B tf FE I 10 2 12 K 4 & B & m Y B &
(~2x10°{i& 4 Afd /cm?) -

EHI8

HAEPLRE A BT

ZBE M GBI SN0 E P15 i I E B S 2 i EBM2 5
sETHET BAWABZBESK AVIERGLEBRECRE ¢
2.67 ug/mL){E37C MEEE /NG » #EE Y& 2 8 TR In R A RN &
o HESEY RS EE  ZFHEBIERTITNEMEHEE
B TR % (400 L) R AR AMAI(1600 uL)/F%E3 x (BR) 325 min © If
EMABAYLLENRR ARG S ZDIE 28R - &R M BE

5 150 H(EWHRHAE)

C241676PA docx
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BRI E 8 Z KB ESEE £ 871600 nLE LM B8
EZHE12/LB(HaH 1% BSAZPBS[HETB®R)F o FLEF - #F# )8 8
b 4HRAEVA AR Y500 pL RIPAGE fl R o LUHINE Ff R MEHLAS B AL - 58
Bk 2 BB ES AL 37°C T 55 & H 1 & 15 B B AR AR S DUHIZE H B8 2 TH Ut
RIBKERIIMER EaF i sa 8% 6N EBE 216
ELISAEB(2RAEH3) HEFERMS > B=FARESHEEEY
EAEER -

BH9

Hil A B8 UE B o A 1 2 8RR g G ELISA

BEZFPHART N RS HEL PR L G8F R ERET - 2
NI B 384FLER BB A 30 uL/FL 21 pg/mLIt NHE//NE-1gG(FeyiF £ %) 2
PBS/AR » #EZ N EH 1% BSAE 1% CroteinC 7 [H & 4% & % PBS & 1%
B VN DL B RN B LgGor A o 2K B B G i3 25 0 A o0 i 2
EMEBERELNEERE CANEEEXER ZERIZER T UEE
2/NHE o JEZETORAE o RN E R PHET 4% B Al 230 pL/fL.250 ng/mL
FLANBEUINER -F(ab)2-AE W R I B &2/ © JF R 6K1% » /AHN30 pL/
fL.250 ng/mL (hulgGoy #f7)=2100 ng/mL (mlgG 7y #1)%-HRP40-§ 37
1% (Fitzgerald ; & &5 1% BSA K 0.05%I0H: )5 20 PBSH)3if 52 % 30
min o & PE4RE - FEHIAI30 ul/FlL 2 BMAEEE % 52 E (Roche) =
RREECE  EHECEBEREENZLETIUE RS ERE ST
BHRE - ZothZBEE/NR10 pg/mLE0 ng/mL 7 SEE W -

BH010

A hTIRZE S G 8 4 ~ CHOYH I < A B ELIS A 1T H1 /R JA iE &

5 151 HEEWHRHAS)

C241676PA docx
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¢z [& (Epitope mapping)
Fre 59 0E N E B 222 (WTIR) B Z JTFRE R & - %

5| AhTIRFF 51 o By 5 o 32 [ 0 B2 B B G R (L &S tE ¥ 2 /N B TR R 31
(ZRTR)PEAAABRER MNE > HWEBUL TTEARRE - &%
K BN L TR B A B2 15 R M (77 % — B ) » {H SR S8 40 B 41 26 45
i HENRERFEYWEHERRTF IR XK ENE - R0
BERMHExE BB HEE - BEgB ABTRESHEENIERE
B 245G CHO-K14H A & pr i it =~ B A8 I 8 8 % 3G A 4 A ELIS A
BHPIERES - BiMs L EEBAT—XK - LLEFL10MH 4 i R fE 7t
O6fLIE 2 IR £ RIFEERPMI10% FCS)F g - AR - Mg & E
{2 B OPTI-MEM K [ 7% £% % 2 (Gibeo) » HAETHIBE T30 TR » HZF
FLFRAN1200 pL OPTI-MEM ~ 12 ugZ 8 DNAK 12 ul XtremeGENE
B B (Roche) LR &) HHY10 ul - HRIAEITC/7.5% CO [ E2
Ko AREBREEELLL] naMZ 100 nM 2B # TR RN £ &
BEEYT  HEMAA4CTESE2 h- BEBE RS KRHENPBSH
0.05% %, — B A& I AL RT T K Al AT [E 2 15 min - 281% FIPBSIE L W X
HM4%EHRP ZH AFH-Fe 4k i fS (BioRad : 1:2000# ¥ 2 ELISA[H
B &0 B (Roche) F )ERT N EE & 1.5/NIF - ESRAAEE A EFFLS0 nLz
TMBZ PBS/E A3 RIEE £ 72450 nm T EREAFE -
%)iﬂiz hTfRH 7 ZE 88

18909 Thr518Asp/GIn520Lys/Phe521Ser/GIn524Arg
18910 Arg325Gln

18911 Ser355Ala/Asp356Arg/Lys358 Asn/Thr3591le
18912 Asp204Gln/Lys205Ser/Arg208Asn
18913 Lys574Gly/Glu575Ala/lle577Thr/Glu578Gln

5 152 H(EWRHAS)

C241676PA docx
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R hTfRH 7 Z€ &

18914 Alal1961le/GIn197Gly/Asn198GIn/Ser199Asn/Val200Met
/11e201Val/I1e202Thr/Val2031le/Asp204Val/Lys205Gln/
Asn206Ser/Gly207Asn/Arg208Gly/Leu209Asn/Val210Le
u/Tyr211Asp/Leu212Pro

18974 Asp245Glu/Tyr247Ser/Thr248Tyr/Pro249Ser

EH11
AR ANETR-EBHGEA 2 ENEFREF LR &S50
ZaE ST B G # & Pt A JEFabii 8 (GE Healthcare, cat.no 28-

9583-25) R ERE S LEEFRIBEMIER ZiHE HEH 2 C1E
Ml 28 &% B (GE Healthcare, cat.no. BR1005-35)7 BIAcore B 4000 (GE

Healthcare) F# 1T o

B SEZERME > E25C T AT HMIFM K10 uL/minz
it Bl R R R L AR B E A B B 4R T AR PR UK (pH 7.4) ~ 0.05%H:
205 o DLOHT i R JE i A B2 4H Hiso R 58 N 0 2 BB (R&D A4 -
cat.no 2474-TR-050)3f 4% BF B0 (5 95 - 5248%30 uL/minjk B3 % 2 150
P&t Gl R 600F) MR i ] 2 IS ES - ERHEA L1 &1
(IE R ERGES -

BH12

RE R RUIEESE Q2RI VHR VLE 2 A1t

FANENMEREOZBIBUOTETAEHL: ERNREEER
A 2 1gGUER 2 I NEITEEEQ 2RI 2 VHR VL Z 4F
Wy AT > HEABRLCEREOZRBIBEN AR A
2992 NI 2 FIMEZE VHA 3K VK1 1040 & #5 i CORAE X (1] /1F [

BEH13

55 153 H(EWRHASE)

C241676PA docx
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A NBEBRTIRZ RN Z A

FEEEE Pl - R AN E AR g EE 5 2 B8R R ME DUEE S e M T
By LI -

SLETH oMM s 0 £ A% 5 GE Healthcare (Instruction 28-9242-
34 AB)Z AWV E CAPture £4H » £ — > &/ #8182 52 BlAcore
T200% 25 T EK < Btk - HEAF ERABKE R EBRUEH - 5%
FTHEHHEMS » BEYWZECAPture S B 1100 BN R 8 & H K
(1xPBS » f§0.25 M NaClff7e)F  FLB R EPA2 pl/min Z T B 28 5= FE iy
360 sec)EBF M1 24 E - i > BUlEs RE L =R — s 2 £
ZCAPture B AT IRt 2 A B RETHE - LU HASHHRER
R — R F &R SERL  100 nM A ECEE IR (5 7)) B A R (L&
EEZRERELI0 pL/min 2 B W R FEE 30 sec’EHF A2 -
W AR A MR E T E 0 M B A N E R E (500 ~ 250 ~ 125~ 62.5 -
31.25~ 15,6250 nM) Z £ 5 « HZFLI180 sec (&5 &) L 5B E K 10
uL/min 2 J7 B B A E 55 T hu-TfR-JERE |, (FI40 > 40 b S R ol 4 1
LS 2) o 42600 secZ BREEME PR 1R - RERIERER Z{EHRHLL
SR CAPture P ARt 2 HAEEREHETHAE HET T —EER -

{£ FiBIAcore T2005F {hHeRAGRF(H B N2 EM - ALHEH1:1 BIEH
GOBEARK > THEARANHERES ZRE SV L 0 ERE BW
AFEF -

B4

NB/EBIREEED Z %88 2 B4000AH £ 77 &)

RIS g 2 (F FHERH > B CAPECHIG B (B8 it 7 & 99 & CAPture

%]

5 154 HEEWRAS)

C241676PA docx
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E4H T SEHFI[#28-9202-34 GE)ZZE [ BlAcore B4000 F 4t (LLR 35 B
NEGAEEELEIT - A£F—TBEF > DI10 pul/minZ i 8) 2
FEEF300 secif Z CAPHAKI(MIRHENZEHP)EIL EDEE -2 4K
5 NEEEESZRMIELII0 ul/min 27 B 2K 30 sec.Z $# il I
FEAERIER (EVMELCAEEREOZRBIRIRES (EMELEE
B oE s E 8 2 B )E o DR B % & A (1xPBS
#28995084,GEHealthcare » F§0.25M NaCl@ %) ¥ Z £ T EBFEEE 50
nM 7 RTE o PL30 pL/min 2 R B2 LL100 nM ~ 50 nM ~ 25 nM K0
nM 7 B 2B FERF 180 seci fiBE E BT AT A M N « MRkl s
55300 sec - HCAP R " R4 TEECKO A A EY ECAPture E4H
AT HE A 2 B AR AR (120 sec > 10 pL/minfi B 2R ) AT o Ry H1IE 1k
EHERE > MEESHAAEYELELA (#P2165-2MG, Sigma)ld
10 pL/minifi B 3 [ 30 sect# gl M 1T 55 1EIR - BERL LA 2l
BIRPIRFEZRE ZENBRFEEOBERIFETER - IH
BIAcore B4000RF (h#k RS s EMHRA B N2 E K - EA 11 EEE G T
EK B NS E N2 R

5 155 H(EWRHASE)

C241676PA docx
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(751131

<110> ¥ LM et 032 5] (F. Hoffmann-La Roche AG)
<120> EERFREEIROME S Pl & (2 iR

<130> TW105119776

<150> EP 15173508.1
<151> 12015-06-24

<150> EP 15176084.0
<151> 2015-07-09

<160> 102

<170> PatentIn version 3.5

<210> 1

L21l> 122

<212> PRT

Q13> FH

<400> 1

Gln Ser Met Glu Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr Pro

1 5 10 15

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

Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Gly
50 55 60

Arg Phe Thr Ile Ser Lys Thr Ser Thr Thr Val Asp Leu Lys Ile Thr
65 70 75 80

Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Ala Arg Arg Tyr
85 90 05

110140454 FEESE A0101 F18 - H71H(FIIER) 1102059958-0
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Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp Pro Trp
100 105 110

Gly Pro Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 2

211> 122
<212> PRT
Q13> NS

<220>
<223> PITIR mAb 567 VH (=AZH{L299 VH pgE)

<400> 2
Gln Ser Met Glu Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr Pro

1 5 10 15

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

Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Gly
50 55 60

Arg Phe Thr Ile Ser Lys Thr Ser Thr Thr Val Asp Leu Lys Ile Thr
65 70 75 80

Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Ala Arg Arg Tyr
85 90 05

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

Gly Pro Gly Thr Leu Val Thr Val Ser Ser
115 120

110140454 FEESE A0101 $828 - H71H(FIIE) 1102059958-0
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<210> 3

211> 124
<212> PRT
Q13> NS

<220>
<223> 299-001 VHAXE b s H

<400> 3
Val Gln Leu Val Glu Thr Gly Gly Gly Leu Ile Gln Pro Gly Gly Ser

1 5 10 15

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

Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Gly
35 40 45

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Ala Asp Ser Val Lys Gly
50 55 60

Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
65 70 75 80

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 05

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

Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 4

<L211> 125
<212> PRT
Q13> NS

<220>
<223>  299-002 VHAXE b s

110140454 FEESE A0101 #8338 - H71H(FIIER) 1102059958-0
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<400> 4
Glu Val Gln Leu Val Glu Thr Gly Gly Gly Leu Ile Gln Pro Gly Gly

1 5 10 15

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

Ala Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Gly Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Ala Asp Ser Val Lys
50 55 60

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

Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 05

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

Asp Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125

210> 5

211> 124
<212> PRT
Q13> NS

<220>
<223>  299-005 VH XA b s

<400> 5
Gln Ser Met Glu Glu Thr Gly Gly Gly Leu Ile Gln Pro Gly Gly Ser

1 5 10 15

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

110140454 FEESE A0101 $B48 - H71H(FIIER) 1102059958-0
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Met Ser Trp Val Arg Gln Ala Pro Gly Lys

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr

50

Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys

65

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly

Pro Trp Gly Pro Gly Thr Leu Val Thr Val

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Gln Gln Leu Val Glu Thr Gly Gly Gly Leu

1

Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe

Met Ser Trp Val Arg Gln Ala Pro Gly Lys

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr

50

110140454

35

55

70

85

100

115

6

124

PRT
NEFPH

299-006 VHAZE(l ipe

5

20

35

55

FEESE A0101

Leu Glu Trp Val Gly
45

Asp Ser Val Lys Gly
60

Thr Leu Tyr Leu Gln
80

Tyr Tyr Cys Ala Arg
05

Ala Asn Gly Phe Asp
110

Ser

Gln Pro Gly Gly Ser
15

Leu Ser Ser Tyr Ala
30

Leu Glu Trp Ile Gly
45

Asp Ser Val Lys Gly
60

$58 - H71H(FIIE)

1102059958-0
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Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys

65

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly
105

Pro Trp Gly Gln Gly Thr Leu Val Thr Val

115

<210> 7
L2ll> 124
<212> PRT

85

100

Q13> NERY

<220>

70

120

<223> 299-007 VHAZH L3 #E DANG

<400> 7

Gln Gln Leu Val Glu Thr Gly Gly Gly Leu

1

Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe

Met Ser Trp Val Arg Gln Ala Pro Gly Lys

35

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr

50

Arg Phe Thr
65

Met Asn Ser

110140454

5

20

Ile Ser Arg Asp Asn Ser Lys

Leu Arg Ala Glu Asp Thr Ala

85

70

25

40

55

FEESE A0101

90

10

90

Asn Thr Leu Tyr Leu Gln
75 80

Val Tyr Tyr Cys Ala Arg
05

Asp Ala Asn Gly Phe Asp
110

Ser Ser

Ile Gln Pro Gly Gly Ser
15

Ser Leu Ser Ser Tyr Ala
30

Gly Leu Glu Trp Ile Gly
45

Ala Ser Trp Ala Lys Gly
60

Asn Thr Leu Tyr Leu Gln
75 80

Val Tyr Tyr Cys Ala Arg
05

#8568 - H71H(FIIE)

1102059958-0
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Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp

100 105

110

Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

115 120

8

122

PRT
NEFPH

299-008 VHAJE(L g

8

Gln Gln Leu Val Glu Thr Gly Gly Gly Leu Ile Gln Pro Gly Gly Ser

1

5 10

Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe

20 25

Met Ser Trp Val Arg Gln Ala Pro Gly Lys

35 40

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr

50

55

Arg Phe Thr Ile Ser Lys Thr Ser Thr Thr

65

70

Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr

85 90

Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala

100 105

Gly Gln Gly Thr Leu Val Thr Val Ser Ser

115 120

110140454 FEESE A0101

15

Ser Leu Ser Ser Tyr Ala
30

Gly Leu Glu Trp Ile Gly
45

Ala Ser Trp Ala Lys Gly
60

Leu Tyr Leu Gln Met Asn
75 80

Tyr Cys Ala Arg Arg Tyr
05

Asn Gly Phe Asp Pro Trp
110

$B78 - H71H(FIIER)

1102059958-0



1792646

210> 9

211> 124
<212> PRT
Q13> NS

<220>
<223> 299-009 VHAZE/L#EHE DANG

<400> 9
Gln Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser

1 5 10 15

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

Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Gly
35 40 45

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Ala Asp Ser Val Lys Gly
50 55 60

Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
65 70 75 80

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Lys
85 90 05

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

Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 10
211> 124
<212> PRT
Q13> NS

<220>

110140454 FEESE A0101 $88H - H71H(FIIE) 1102059958-0



1792646

<223> 299-009 VHAZE/L#HE DASG
<400> 10
Gln Gln Leu Leu Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly Ser

1 5 10 15

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

Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val Gly
35 40 45

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Ala Asp Ser Val Lys Gly
50 55 60

Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn Thr Leu Tyr Leu Gln
65 70 75 80

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys Ala Lys
85 90 05

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Ser Gly Phe Asp
100 105 110

Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 11

211> 124
<212> PRT
Q13> NS

<220>
<223>  299-009 VHAZE LS DAQG

<400> 11

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

110140454 FEESE A0101 $F98E - H71H(FIIE) 1102059958-0



1792646

Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr

Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Ala

50

Arg Phe Thr Ile Ser Arg Asp Asn Ser Lys Asn

65

Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp

Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Gln Gln Leu Leu Glu Ser Gly Gly Gly Leu Val

1

Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Ser

Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly

110140454

20

35

55

70

85

100

115

12

124

PRT
NEFPH

299-011 VHAZE(l tpe

12

5

20

35

FEESE A0101

Phe Ser Ser Tyr Ala
30

Leu Glu Trp Val Gly
45

Asp Ser Val Lys Gly
60

Thr Leu Tyr Leu Gln
80

Tyr Tyr Cys Ala Lys
05

Ala Gln Gly Phe Asp
110

Ser

Gln Pro Gly Gly Ser
15

Leu Ser Ser Tyr Ala
30

Leu Glu Trp Val Gly
45

HF108 - H71H(FIIF)

1102059958-0



1792646

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Ala

50

Arg Phe Thr Ile Ser Arg Asp Asn Ser

65 70

Met Asn Ser Leu Arg Ala Glu Asp Thr

85

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr
105

100

Pro Trp Gly Gln Gly Thr Leu Val Thr

115

<210> 13
<L211> 125
<212> PRT
Q13> NS

<220>

55

120

<223> 299-012 VHAXE b s H

<400> 13

Gln Val Gln Leu Gln Glu Ser Gly Pro

1 5

Thr Leu Ser Leu Thr Cys Thr Val Ser

20

Ala Met Ser Trp Ile Arg Gln Pro Pro

35

Gly Tyr Ile Trp Ser Gly Gly Ser Thr

50

Ser Arg Val Thr Ile Ser Val Asp Thr

65 70

110140454

25

40

55

FEESE A0101

Lys Asn
75

Ala Val

90

Gly Asp

Val Ser

Gly Leu

10

Gly Phe

Gly Lys

Asp Tyr

Ser Lys
75

Asp Ser Val Lys Gly
60

Thr Leu Tyr Leu Gln
80

Tyr Tyr Cys Ala Arg
05

Ala Asn Gly Phe Asp
110

Ser

Val Lys Pro Ser Glu
15

Ser Leu Ser Ser Tyr
30

Gly Leu Glu Trp Ile
45

Asn Pro Ser Leu Lys
60

Asn Gln Phe Ser Leu
80

F118 - H718(FIIFR)

1102059958-0



1792646

Lys Leu Ser
Arg Arg Tyr
Asp Pro Trp
115
<210> 14
211> 125
<212> PRT

Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 05

Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe
100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser
120 125

Q13> NERY

<220>

<223>  299-013 VHAXE b sk H

<400> 14
Gln Val Gln

1

Thr Leu Ser

Ala Met Ser
35

Gly Tyr Ile
50

Ser Arg Val

65

Lys Leu Ser

Arg Arg Tyr

110140454

Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
5 10 15

Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr
20 25 30

Trp Ile Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile
40 45

Trp Ser Gly Gly Ser Thr Asp Tyr Asn Pro Ser Leu Lys
55 60

Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Val Ser Leu
70 75 80

Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 05

Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe
100 105 110

FEESE A0101 F128 - H71H(FIIF)

1102059958-0



1792646

Asp Pro

<210>
<211>
<212>
<213>

<220>
<223>

<400>
Gln Gln

1

Leu Ser

Met Ser

Tyr Ile
50

Arg Val
65

Leu Ser

Arg Tyr

Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120 125

15

124

PRT
NEFPH

299-015 VHAZB(L ipe

15

Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu Thr

5 10 15

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

Trp Val Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45

Trp Ser Gly Gly Ser Thr Asp Tyr Asn Pro Ser Leu Lys Ser
55 60

Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Val Ser Leu Lys
70 75 80

Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 05

Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp
100 105 110

Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

<210>
<211>
<212>
<213>

115 120

16

124

PRT
NEFPH

110140454 FEESE A0101 $F13E - H71H(FIIF)

1102059958-0



1792646

<220>
<223> 299-016 VHAXE b s

<400> 16
Gln Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu Thr

1 5 10 15

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

Met Ser Trp Val Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Asn Pro Ser Leu Lys Ser
50 55 60

Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Val Ser Leu Lys
65 70 75 80

Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 05

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

Pro Trp Gly Pro Gly Thr Leu Val Thr Val Ser Ser
115 120

210> 17
211> 124
<212> PRT
Q13> NS

<220>
<223>  299-017 VHAXE b s

<400> 17

Gln Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu Thr
1 5 10 15

110140454 FEESE A0101 HF14E - H71H(FIIFR) 1102059958-0



1792646

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

Met Ser Trp Val Arg Gln Pro Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Asn Pro Ser Leu Lys Ser
50 55 60

Arg Val Thr Ile Ser Lys Asp Thr Ser Lys Asn Gln Val Ser Leu Lys
65 70 75 80

Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 05

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

Pro Trp Gly Pro Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 18
<L211> 125
<212> PRT
Q13> NS

<220>
<223> 299-018 VHAXE b sk H

<400> 18
Gln Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln

1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr
20 25 30

Ala Met Ser Trp Ile Arg Gln His Pro Gly Lys Gly Leu Glu Trp Ile
35 40 45

110140454 FEESE A0101 $B15E - HT1B(RFIR) 1102059958-0



1792646

Gly Tyr Ile Trp Ser Gly Gly Ser Thr

50

Ser Arg Val Thr Ile Ser Val Asp Thr

65

Lys Leu Ser Ser Val Thr Ala Ala Asp

Arg Arg Tyr Gly Thr Ser Tyr Pro Asp

Asp Pro Trp Gly Gln Gly Thr Leu Val

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Gln Ser Met Gln Glu Ser Gly Pro Gly

1

Leu Ser Leu Thr Cys Thr Val Ser Gly

Met Ser Trp Ile Arg Gln His Pro Gly

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr

50

Arg Val Thr Ile Ser Val Asp Thr Ser

65

110140454

55

70

85

100

115

19

124

PRT
NEFPH

299-019 VHAZE(L 5tpe

19

5

20

35

55

70

FEESE A0101

Asp Tyr

Lys

75

Ala

Gly

Val

Val

Ser

Gly

Ala

Asn
75

Ala Pro Ser Leu Lys
60

Asn Gln Phe Ser Leu
80

Val Tyr Tyr Cys Ala
05

Asp Ala Asn Gly Phe
110

Ser Ser
125

Lys Pro Ser Gln Thr
15

Leu Ser Ser Tyr Ala
30

Leu Glu Trp Ile Gly
45

Pro Ser Leu Lys Ser
60

Gln Phe Ser Leu Lys
80

HF16E - H71H(FIIF)

1102059958-0



1792646

Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 05

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

Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 20
211> 124
<212> PRT
Q13> NS

<220>
<223>  299-020 VH A b sk

<400> 20
Gln Ser Met Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln Thr

1 5 10 15

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

Met Ser Trp Ile Arg Gln His Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Ala Pro Ser Leu Lys Ser
50 55 60

Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Val Ser Leu Lys
65 70 75 80

Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg
85 90 05

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

110140454 FEESE A0101 B17TE - HT1IB(RFIR) 1102059958-0



1792646

Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>
Gln Ser

1

Leu Ser

Met Ser

Tyr Ile
50

Arg Val
65

Leu Ser

Arg Tyr

115 120

21

124

PRT
NEFPH

299-021 VHAZE(L %etpe

21

Met Gln Glu Ser Gly Pro Gly Leu Val

5 10

Leu Thr Cys Thr Val Ser Gly Phe Ser

20 25

Trp Ile Arg Gln His Pro Gly Lys Gly

35 40

Trp Ser Gly Gly Ser Thr Asp Tyr Ala

55

Thr Ile Ser Val Asp Thr Ser Lys Asn

70

75

Ser Val Thr Ala Ala Asp Thr Ala Val

85 90

Gly Thr Ser Tyr Pro Asp Tyr Gly Asp

100 105

Pro Trp Gly Gln Gly Thr Leu Val Thr Val

<210>
211>

115 120

22
124

110140454 FEESE A0101

Ser

Lys Pro Ser Gln Thr
15

Leu Ser Ser Tyr Ala
30

Leu Glu Trp Ile Gly
45

Ser Trp Ala Lys Ser
60

Gln Val Ser Leu Lys
80

Tyr Tyr Cys Ala Arg
05

Ala Asn Gly Phe Asp
110

Ser

$F18E - H71H(FIIF) 1102059958-0



1792646

<212>
<213>

<220>
<223>

<400>

PRT
NEFPH

299-022 VHAZE(L setpe

22

Gln Ser Met Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln Thr

1

Leu Ser

Met Ser

5

10 15

Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr Ala

20 25

30

Trp Val Arg Gln His Pro Gly Lys Gly Leu Glu Trp Ile Gly

35 40

45

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Ser

50

Arg Val
65

Leu Ser

Arg Tyr

55

60

Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Val Ser Leu Lys

70

75 80

Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg

85

90 95

Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp

100 105

110

Pro Trp Gly Gln Gly Thr Leu Val Thr Val Ser Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

115 120

23

122

PRT
NEFPH

299-023 VHAZE{LE4EE_DANG

23

110140454 FEESE A0101

F198 - H71H(FIIF)

1102059958-0



1792646

Gln Ser Met Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln Thr

1

Leu Ser

Met Ser

Tyr Ile
50

Arg Val
65

Ser Val

Gly Thr

Gly Gln

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5

Leu Thr Cys Thr Val Ser
20

Trp Ile Arg Gln His Pro
35 40

Trp Ser Gly Gly Ser Thr
55

Thr Ile Ser Lys Thr Ser
70

Thr Ala Ala Asp Thr Ala
85

Ser Tyr Pro Asp Tyr Gly
100

Gly Thr Leu Val Thr Val
115 120

24

122

PRT
NEFPH

10 15

Gly Phe Ser Leu Ser Ser Tyr Ala
25 30

Gly Lys Gly Leu Glu Trp Ile Gly
45

Asp Tyr Ala Ser Trp Ala Lys Ser
60

Thr Thr Val Ser Leu Lys Leu Ser
75 80

Val Tyr Tyr Cys Ala Arg Arg Tyr
90 05

Asp Ala Asn Gly Phe Asp Pro Trp
105 110

Ser Ser

299-023 VHAZE{LS4EE_DASG

24

Gln Ser Met Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln Thr

1

5

10 15

Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Ser Leu Ser Ser Tyr Ala

110140454

20

25 30

FEESE A0101 $F208 - H71H(FIIF)

1102059958-0



1792646

Met Ser Trp Ile Arg Gln His Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Ser
50 55 60

Arg Val Thr Ile Ser Lys Thr Ser Thr Thr Val Ser Leu Lys Leu Ser
65 70 75 80

Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala Arg Arg Tyr
85 90 05

Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Ser Gly Phe Asp Pro Trp
100 105 110

Gly Gln Gly Thr Leu Val Thr Val Ser Ser
115 120

<210> 25
211> 122
<212> PRT
Q13> NS

<220>
<223>  299-023 VHAZE LS DAQG

<400> 25
Gln Ser Met Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Gln Thr

1 5 10 15

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

Met Ser Trp Ile Arg Gln His Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Ser
50 55 60

110140454 FEESE A0101 $21E - HT1B(RFIR) 1102059958-0



1792646

Arg Val Thr Ile Ser
65

Ser Val Thr Ala Ala
85

Gly Thr Ser Tyr Pro
100

Gly Gln Gly Thr Leu
115

<210> 26
Q211> 110
<212> PRT
Q213> FHR

<400> 26
Ala Tyr Asp Met Thr

1 5

Gly Thr Val Thr Ile
20

Leu Ser Trp Tyr Gln
35

Tyr Arg Ala Ser Thr
50

Ser Gly Ser Gly Thr
65

Ala Asp Ala Ala Thr
85

Val Asp Asn Thr Phe
100

110140454

Lys Thr Ser
70

Asp Thr Ala

Asp Tyr Gly

Val Thr Val
120

Gln Thr Pro

Lys Cys Gln

Gln Lys Pro
40

Leu Ala Ser
55

Gln Phe Thr
70

Tyr Tyr Cys

Gly Gly Gly

Thr Thr Val
75

Val Tyr Tyr
90

Asp Ala Gln
105

Ser Ser

Ala Ser Val
10

Ala Ser Gln
25

Gly Gln Arg

Gly Val Ser

Leu Thr Ile
75

Gln Gln Cys
90

Thr Glu Val
105

FEESE A0101

Ser Leu Lys Leu Ser
80

Cys Ala Arg Arg Tyr
05

Gly Phe Asp Pro Trp
110

Glu Val Ala Val Gly
15

Ser Ile Ser Ser Tyr
30

Pro Lys Leu Leu Ile
45

Ser Arg Phe Lys Gly
60

Ser Gly Val Glu Cys
80

Tyr Ser Ser Ser Asn
05

Val Val Lys
110

$228 - H71H(FIIF)

1102059958-0



1792646

210> 27
<211> 110
<212> PRT
Q13> NS

<220>
<223> PITIR mAb 567 VL (= JE1k299 VL miE)

<400> 27
Ala Tyr Asp Met Thr Gln Thr Pro Ala Ser Val Glu Val Ala Val Gly

1 5 10 15

Gly Thr Val Thr Ile Lys Cys Gln Ala Ser Gln Ser Ile Ser Ser Tyr
20 25 30

Leu Ser Trp Tyr Gln Gln Lys Pro Gly Gln Arg Pro Lys Leu Leu Ile
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Ser Ser Arg Phe Lys Gly
50 55 60

Ser Gly Ser Gly Thr Gln Phe Thr Leu Thr Ile Ser Gly Val Glu Ser
65 70 75 80

Ala Asp Ala Ala Thr Tyr Tyr Cys Gln Gln Ser Tyr Ser Ser Ser Asn
85 90 05

Val Asp Asn Thr Phe Gly Gly Gly Thr Glu Val Val Val Lys
100 105 110

<210> 28
<211> 110
<212> PRT
Q13> NS

<220>
<223> 567 VLAKAfLZ1E_PNYA

<400> 28

Ala Tyr Asp Met Thr Gln Thr Pro Ala Ser Val Glu Val Ala Val Gly

110140454 FEESE A0101 $23E - HT1B(RFIR) 1102059958-0



1792646

Gly Thr Val Thr Ile Lys Cys Gln Ala Ser Gln Ser Ile Ser Ser Tyr
20 25 30

Leu Ser Trp Tyr Gln Gln Lys Pro Gly Gln Arg Pro Lys Leu Leu Ile
35 40 45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Ser Ser Arg Phe Lys Gly
50 55 60

Ser Gly Ser Gly Thr Gln Phe Thr Leu Thr Ile Ser Gly Val Glu Pro
65 70 75 80

Ala Asp Ala Ala Thr Tyr Tyr Cys Gln Gln Asn Tyr Ala Ser Ser Asn
85 90 05

Val Asp Asn Thr Phe Gly Gly Gly Thr Glu Val Val Val Lys
100 105 110

<210> 29
<211> 110
<212> PRT
Q13> NS

<220>
<223> 299-001 VL AXE b sk

<400> 29

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Ser Ile Ser Ser Tyr
20 25 30

Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

Tyr Arg Ala Ser Ser Leu Gln Ser Gly Val Pro Ser Arg Phe Ser Gly

110140454 FEESE A0101 $F248 - H71H(FIIF) 1102059958-0



1792646

50

55

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile

65

Glu Asp Phe Ala Thr
85

Val Asp Asn Thr Phe
100

<210> 30
<211> 110
<212> PRT
Q13> NS

<220>

70

Tyr Tyr Cys Gln Gln
90

Gly Gly Gly Thr Lys
105

<223> 299-002 VL AZE(L%EE SYS

<400> 30
Asp Ile Gln Met Thr

1 5

Asp Arg Val Thr Ile
20

Leu Asn Trp Tyr Gln
35

Tyr Arg Ala Ser Thr
50

Ser Gly Ser Gly Thr
65

Glu Asp Phe Ala Thr
85

Val Asp Asn Thr Phe

110140454

Gln Ser Pro Ser Ser
10

Thr Cys Arg Ala Ser
25

Gln Lys Pro Gly Lys
40

Leu Ala Ser Gly Val
55

Asp Phe Thr Leu Thr
70

Tyr Tyr Cys Gln Gln
90

Gly Gly Gly Thr Lys

FEESE A0101

75

Ser

Val

Leu

Gln

Ala

Pro

Ile

75

Ser

Val

60

Ser Ser Leu Gln Pro
80

Tyr Ser Ser Ser Asn
05

Glu Ile Lys
110

Ser Ala Ser Val Gly
15

Ser Ile Ser Ser Tyr
30

Pro Lys Leu Leu Ile
45

Ser Arg Phe Ser Gly
60

Ser Ser Leu Gln Pro
80

Tyr Ser Ser Ser Asn
05

Glu Ile Lys

$F258 - H71H(FIIF)

1102059958-0



1792646

100

<210> 31

<211> 110
<212> PRT
Q13> NS

<220>

105

<223>  299-003 VL AXE b sk H

<400> 31

Ala Tyr Gln Met Thr
1 5

Asp Arg Val Thr Ile
20

Leu Asn Trp Tyr Gln
35

Tyr Arg Ala Ser Thr
50

Ser Gly Ser Gly Thr
65

Glu Asp Phe Ala Thr
85

Val Asp Asn Thr Phe
100

<210> 32
<211> 110
<212> PRT
Q13> NS

<220>

Gln Ser Pro Ser Ser
10

Thr Cys Arg Ala Ser
25

Gln Lys Pro Gly Lys
40

Leu Ala Ser Gly Val
55

Asp Phe Thr Leu Thr
70

Tyr Tyr Cys Gln Gln
90

Gly Gly Gly Thr Lys
105

<223>  299-004 VL AXE b sk

<400> 32

110140454

FEESE A0101

Leu

Gln

Ala

Pro

Ile

75

Ser

Val

110

Ser Ala Ser Val Gly
15

Ser Ile Ser Ser Tyr
30

Pro Lys Leu Leu Ile
45

Ser Arg Phe Ser Gly
60

Ser Ser Leu Gln Pro
80

Tyr Ser Ser Ser Asn
05

Glu Ile Lys
110

$265E - H71H(FIIF)

1102059958-0



1792646

Ala Tyr Gln Met Thr Gln Ser Pro Ser Ser

1

10

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser

25

Leu Ser Trp Tyr Gln Gln Lys Pro Gly Lys

35

40

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val

50

55

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

65

70

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln

90

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys

<210> 33
211> 110

<212> PRT
Q13> NERY

<220>

105

<223>  299-005 VL AXE b sk

<400> 33

Leu

Gln

Ala

Pro

Ile

75

Ser

Val

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu

1

10

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln

25

Leu Ser Trp Tyr Gln Gln Lys Pro Gly Lys Ala

35

110140454

40

FEESE A0101

Ser

Ser

Pro

Ser

60

Ser

Tyr

Glu

Ser

Ser

Pro

Ala Ser Val Gly
15

Ile Ser Ser Tyr
30

Lys Leu Leu Ile
45

Arg Phe Ser Gly

Ser Leu Gln Pro
80

Ser Ser Ser Asn
05

Ile Lys
110

Ala Ser Val Gly
15

Ile Ser Ser Tyr
30

Lys Leu Leu Ile
45

$F278 - H71H(FIIF)

1102059958-0



1792646

Tyr Arg Ala Ser Thr Le
50

Ser Gly Ser Gly Thr As
65 70

Glu Asp Phe Ala Thr Ty
85

Val Asp Asn Thr Phe Gl
100

210> 34
<211> 110
<212> PRT
Q13> NS

<220>

u Ala Ser Gly Val
55

p Phe Thr Leu Thr

r Tyr Cys Gln Gln
90

y Gly Gly Thr Lys
105

<223> 299-006 VL AZE(L%EE SYS

<400> 34

Ala Ile Gln Leu Thr Gl
1 5

Asp Arg Val Thr Ile Th
20

Leu Ser Trp Tyr Gln Gl
35

Tyr Arg Ala Ser Thr Le
50

Ser Gly Ser Gly Thr As
65 70

Glu Asp Phe Ala Thr Ty
85

110140454

n Ser Pro Ser Ser
10

r Cys Arg Ala Ser
25

n Lys Pro Gly Lys
40

u Ala Ser Gly Val
55

p Phe Thr Leu Thr

r Tyr Cys Gln Gln
90

FEESE A0101

Pro

Ile

75

Ser

Val

Leu

Gln

Ala

Pro

Ile

75

Ser

Ser

60

Ser

Tyr

Glu

Ser

Ser

Pro

Ser

60

Ser

Tyr

Arg Phe Ser Gly

Ser Leu Gln Pro
80

Ser Ser Ser Asn
05

Ile Lys
110

Ala Ser Val Gly
15

Ile Ser Ser Tyr
30

Lys Leu Leu Ile
45

Arg Phe Ser Gly

Ser Leu Gln Pro
80

Ser Ser Ser Asn
05

$288E - H71H(FIIF)

1102059958-0



1792646

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

100

<210> 35
<211> 110
<212> PRT
Q13> NS

<220>

105

<223>  299-007 VL AXE b sk

<400> 35

Ala Ile Gln Leu Thr
1 5

Asp Arg Val Thr Ile
20

Leu Ala Trp Tyr Gln
35

Tyr Arg Ala Ser Thr
50

Ser Gly Ser Gly Thr
65

Glu Asp Phe Ala Thr
85

Val Asp Asn Thr Phe
100

<210> 36
211> 110
<212> PRT
Q13> NS

<220>

Gln Ser Pro Ser Ser
10

Thr Cys Arg Ala Ser
25

Gln Lys Pro Gly Lys
40

Leu Ala Ser Gly Val
55

Asp Phe Thr Leu Thr
70

Tyr Tyr Cys Gln Gln
90

Gly Gly Gly Thr Lys
105

<223>  299-008 VL AXE/ b sk

110140454

FEESE A0101

Leu

Gln

Ala

Pro

Ile

75

Ser

Val

110

Ser Ala Ser Val Gly
15

Ser Ile Ser Ser Tyr
30

Pro Lys Leu Leu Ile
45

Ser Arg Phe Ser Gly
60

Ser Ser Leu Gln Pro
80

Tyr Ser Ser Ser Asn
05

Glu Ile Lys
110

$F298 - H71H(FIIF)

1102059958-0



1792646

<400> 36

Ala Tyr Gln Leu Thr
1 5

Asp Arg Val Thr Ile
20

Leu Ser Trp Tyr Gln
35

Tyr Arg Ala Ser Thr
50

Ser Gly Ser Gly Thr
65

Glu Asp Phe Ala Thr
85

Val Asp Asn Thr Phe
100

<210>
<211>
<212>
<213>

37

110

PRT
NEFPH

<220>
<223>

<400> 37

Gln Ser Pro Ser Ser
10

Thr Cys Arg Ala Ser
25

Gln Lys Pro Gly Lys
40

Leu Ala Ser Gly Val
55

Asp Phe Thr Leu Thr
70

Tyr Tyr Cys Gln Gln
90

Gly Gly Gly Thr Lys
105

299-009 VL AKE(L54HE NYA

Leu

Gln

Ala

Pro

Ile

75

Ser

Val

Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu

1 5

10

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln

20

25

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala

110140454

FEESE A0101

Ser Ala Ser Val Gly

15

Ser Ile Ser Ser Tyr

30

Pro Lys Leu Leu Ile

45

Ser Arg Phe Ser Gly

60

Leu Gln Pro
80

Ser Ser

Ser Ser Asn
05

Tyr Ser

Glu Ile Lys

110

Ser Ala Ser Val Gly

15

Ser Ile Ser Ser Tyr

30

Pro Lys Leu Leu Ile

$308 - H71H(FIIFR)

1102059958-0



1792646

35 40 45

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

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Asn Tyr Ala Ser Ser Asn
85 90 05

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 38
<211> 110
<212> PRT
Q13> NS

<220>
<223> 299-009 VL AZE(L#EE SYA

<400> 38

Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln Ser Ile Ser Ser Tyr
20 25 30

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

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

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ser Tyr Ala Ser Ser Asn

110140454 FEESE A0101 $31E - HT1B(RFIR) 1102059958-0



1792646

85

90

95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

100

<210> 39
<211> 110
<212> PRT
Q13> NS

<220>

105

<223> 299-009 VL AZE(L%EEE NYS

<400> 39

Ala Ile Gln Leu Thr
1 5

Asp Arg Val Thr Ile
20

Leu Ala Trp Tyr Gln
35

Tyr Arg Ala Ser Thr
50

Ser Gly Ser Gly Thr
65

Glu Asp Phe Ala Thr
85

Val Asp Asn Thr Phe
100

<210> 40
<211> 110
<212> PRT
Q13> NS

110140454

110

Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

10

Thr Cys Arg Ala Ser
25

Gln Lys Pro Gly Lys
40

Leu Ala Ser Gly Val
55

Asp Phe Thr Leu Thr
70

Gln

Ala

Pro

Ile
75

Tyr Tyr Cys Gln Gln Asn

90

Gly Gly Gly Thr Lys
105

FEESE A0101

Val

15

Ser Ile Ser Ser Tyr
30

Pro Lys Leu Leu Ile
45

Ser Arg Phe Ser Gly
60

Ser Ser Leu Gln Pro
80

Tyr Ser Ser Ser Asn
05

Glu Ile Lys
110

$328 - H71H(FIIF)

1102059958-0



1792646

<220>

<223> 299-009 VL AZE(L%EE GYS

<400> 40

Ala Ile Gln Leu Thr
1 5

Asp Arg Val Thr Ile
20

Leu Ala Trp Tyr Gln
35

Tyr Arg Ala Ser Thr
50

Ser Gly Ser Gly Thr
65

Glu Asp Phe Ala Thr
85

Val Asp Asn Thr Phe
100

<210>
<211>
<212>
<213>

41

110

PRT
NEFPH

<220>
<223>

<400> 41

Gln Ser Pro Ser Ser
10

Thr Cys Arg Ala Ser
25

Gln Lys Pro Gly Lys
40

Leu Ala Ser Gly Val
55

Asp Phe Thr Leu Thr
70

Leu

Gln

Ala

Pro

Ile
75

Tyr Tyr Cys Gln Gln Gly

90

Gly Gly Gly Thr Lys
105

299-009 VL AJE{LEEEE_CYS

Val

Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser Leu

1 5

10

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Gln

20

110140454

25

FEESE A0101

Ser Ala Ser Val Gly
15

Ser Ile Ser Ser Tyr
30

Pro Lys Leu Leu Ile
45

Ser Arg Phe Ser Gly
60

Ser Ser Leu Gln Pro
80

Tyr Ser Ser Ser Asn
05

Glu Ile Lys
110

Ser Ala Ser Val Gly
15

Ser Ile Ser Ser Tyr
30

$338 - H71H(FIIF)

1102059958-0



1792646

Leu Ala Trp Tyr Gln
35

Tyr Arg Ala Ser Thr
50

Ser Gly Ser Gly Thr
65

Glu Asp Phe Ala Thr
85

Val Asp Asn Thr Phe
100

<210> 42
<211> 110
<212> PRT
Q13> NS

<220>

Gln Lys Pro Gly Lys
40

Leu Ala Ser Gly Val
55

Asp Phe Thr Leu Thr
70

Tyr Tyr Cys Gln Gln
90

Gly Gly Gly Thr Lys
105

<223>  299-010 VL AXE b sk H

<400> 42

Asp Ile Gln Met Thr
1 5

Asp Arg Val Thr Ile
20

Leu Ser Trp Tyr Gln
35

Tyr Arg Ala Ser Thr
50

Ser Arg Ser Gly Thr
65

110140454

Gln Ser Pro Ser Ser
10

Thr Cys Arg Ala Ser
25

Gln Lys Pro Gly Lys
40

Leu Ala Ser Gly Val
55

Asp Phe Thr Leu Thr
70

FEESE A0101

Ala

Pro

Ile

75

Cys

Val

Leu

Gln

Ala

Pro

Ile
75

Pro Lys Leu Leu Ile
45

Ser Arg Phe Ser Gly
60

Ser Ser Leu Gln Pro
80

Tyr Ser Ser Ser Asn
05

Glu Ile Lys
110

Ser Ala Ser Val Gly
15

Ser Ile Ser Ser Tyr
30

Pro Lys Leu Leu Ile
45

Ser Arg Phe Ser Gly
60

Ser Ser Leu Gln Pro
80

$348 - H7T1H(FIIFR)

1102059958-0



1792646

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Ser Tyr Ser Ser Ser Asn

85

90

95

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys

100

<210> 43
<211> 110
<212> PRT
Q13> NS

<220>

105

<223> 299-012 VL AZE(L%EE HYS

<400> 43
Asp Ile Gln Met Thr

1 5

Asp Arg Val Thr Ile
20

Leu Ala Trp Tyr Gln
35

Tyr Arg Ala Ser Thr
50

Ser Arg Ser Gly Thr
65

Glu Asp Phe Ala Thr
85

Val Asp Asn Thr Phe
100

<210> 44
211> 110
<212> PRT

110140454

110

Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

10

Thr Cys Arg Ala Ser
25

Gln Lys Pro Gly Lys
40

Leu Ala Ser Gly Val
55

Asp Phe Thr Leu Thr
70

Gln

Ala

Pro

Ile
75

Tyr Tyr Cys Gln Gln His

90

Gly Gly Gly Thr Lys
105

FEESE A0101

Val

15

Ser Ile Ser Ser Tyr
30

Pro Lys Leu Leu Ile
45

Ser Arg Phe Ser Gly
60

Ser Ser Leu Gln Pro
80

Tyr Ser Ser Ser Asn
05

Glu Ile Lys
110

$358 - H71H(FIIF)

1102059958-0



1792646

<213>

<220>
<223>

<400>

NEFPH

299-014 VL AJB{L5etpe

44

Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly

1

5

10

15

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Ser Ile Ser Ser Tyr

20 25

30

Leu Ser Trp Tyr Gln Gln Lys Pro Gly Gln Arg Pro Lys Leu Leu Ile

35 40

45

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val Pro Asp Arg Phe Ser Gly

50

55

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile

65

70

75

Glu Asp Val Ala Val Tyr Tyr Cys Gln Gln Ser

85

90

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val

<210>
<211>
<212>
<213>

<220>
<223>

<400>

100 105

45

110

PRT
NigfF7le

299-015 VL AJEALEEEE_AYS

45

60

Ser Ser Leu Gln Ala
80

Tyr Ser Ser Ser Asn
05

Glu Ile Lys
110

Asp Ile Val Met Thr Gln Ser Pro Asp Ser Leu Ala Val Ser Leu Gly

1

5

10

15

Glu Arg Ala Thr Ile Asn Cys Lys Ser Ser Gln Ser Ile Ser Ser Tyr

110140454 FEESE A0101

$36E - H71H(FIIFR)

1102059958-0



1792646

20

25

Leu Ile Trp Tyr Gln Gln Lys Pro Gly Gln

35

40

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val

50

55

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

65

Glu Asp Val Ala Val Tyr Tyr Cys Gln Gln

90

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys

<210> 46
Q21> 110
<212> PRT

Q13> NERY

<220>

100

105

<223> 299-017 VL AZE(LEEE TYS

<400> 46

Ala Ile Gln Leu Thr Gln Ser Pro Ser Ser

1

10

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser

20

25

Leu Ala Trp Tyr Gln Gln Lys Pro Gly Lys

35

40

Tyr Arg Ala Ser Thr Leu Ala Ser Gly Val

50

55

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr

110140454

FEESE A0101

Pro

Pro

Ile

75

Ala

Val

Leu

Gln

Ala

Pro

Ile

Pro

Asp

60

Ser

Tyr

Glu

Ser

Ser

Pro

Ser

60

Ser

30

Lys Leu Leu Ile
45

Arg Phe Ser Gly

Ser Leu Gln Ala
80

Ser Ser Ser Asn
05

Ile Lys
110

Ala Ser Val Gly
15

Ile Ser Ser Tyr
30

Lys Leu Leu Ile
45

Arg Phe Ser Gly

Ser Leu Gln Pro

$8378 - H71B(FIIFR)

1102059958-0



1792646

65 70 75 80

Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Thr Tyr Ser Ser Ser Asn
85 90 05

Val Asp Asn Thr Phe Gly Gly Gly Thr Lys Val Glu Ile Lys
100 105 110

<210> 47
211> 119
<212> PRT
213> FEEE,

<400> 47
Glu Val Gln Leu Gln Gln Ser Gly Ala Val Leu Val Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Leu Ser Cys Pro Ala Ser Gly Phe Asn Ile Lys Asp Thr
20 25 30

Tyr Ile His Trp Val Ile Gln Arg Pro Glu Gln Gly Leu Glu Trp Ile
35 40 45

Gly Arg Ile Asp Pro Ala Asn Gly Asp Thr Lys Cys Asp Pro Lys Phe
50 55 60

Gln Val Lys Ala Thr Ile Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr
65 70 75 80

Leu Gln Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Phe Cys
85 90 05

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

Thr Thr Leu Thr Val Ser Ser
115

110140454 FEESE A0101 $38E - HT1IB(FFIR) 1102059958-0



1792646

<210>
<211>
<212>
<213>

<220>
<223>

<400>

Glu Val Gln Leu Gln Gln Ser Gly

1

Ser Val Lys Leu Ser Cys Pro Ala

Tyr Ile His Trp Val Ile Gln Arg

Gly Arg Ile Ala Pro Ala Asn Gly

50

Gln Val Lys Ala Thr Ile Thr Ala
70

65

Leu Gln Leu Ser Ser Leu Thr Ser

Val Arg Asp Tyr Leu Tyr Pro Tyr

Thr Thr Leu Thr Val Ser Ser

<210>
<211>
<212>
<213>

<220>
<223>

48

119

PRT
NEFPH

494 VHEAEED52A

48

5

20

35

85

100

115

49

119

PRT
NEFPH

494 VHEAEEDS2L

110140454

FEESE A0101

Ala Val Leu Val
10

Ser Gly Phe Asn
25

Pro Glu Gln Gly

Asp Thr Lys Ser
60

Asp Thr Ser Ser
75

Glu Asp Thr Ala
90

Tyr Phe Asp Phe
105

Lys Pro Gly Ala
15

Ile Lys Asp Thr
30

Leu Glu Trp Ile
45

Asp Pro Lys Phe

Asn Thr Ala Tyr
80

Val Tyr Phe Cys
95

Trp Gly Gln Gly
110

$398 - H71H(FIIF)

1102059958-0



1792646

<400>

49

Glu Val Gln Leu Gln Gln Ser Gly Ala Val Leu Val Lys Pro Gly Ala

1

5 10 15

Ser Val Lys Leu Ser Cys Pro Ala Ser Gly Phe Asn Ile Lys Asp Thr

20 25 30

Tyr Ile His Trp Val Ile Gln Arg Pro Glu Gln Gly Leu Glu Trp Ile

35 40 45

Gly Arg Ile Leu Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Lys Phe

50

55 60

Gln Val Lys Ala Thr Ile Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr

65

70 75 80

Leu Gln Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Phe Cys

85 90 95

Val Arg Asp Tyr Leu Tyr Pro Tyr Tyr Phe Asp Phe Trp Gly Gln Gly

100 105 110

Thr Thr Leu Thr Val Ser Ser

<210>
<211>
<212>
<213>

<220>
<223>

<400>

115

50

119

PRT
NEFPH

494 VHEAEED31G

50

Glu Val Gln Leu Gln Gln Ser Gly Ala Val Leu Val Lys Pro Gly Ala

1

5 10 15

Ser Val Lys Leu Ser Cys Pro Ala Ser Gly Phe Asn Ile Lys Gly Thr

20 25 30

110140454 FEESE A0101 $F40E - H71B(FIIFR)

1102059958-0



1792646

Tyr Ile His Trp Val Ile Gln Arg Pro Glu Gln Gly Leu Glu Trp Ile
35 40 45

Gly Arg Ile Asp Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Lys Phe
50 55 60

Gln Val Lys Ala Thr Ile Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr
65 70 75 80

Leu Gln Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Phe Cys
85 90 05

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

Thr Thr Leu Thr Val Ser Ser
115

<210> 51

<211> 119
<212> PRT
Q13> NS

<220>
<223> 494 VHEHELI01A

<400> 51
Glu Val Gln Leu Gln Gln Ser Gly Ala Val Leu Val Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Leu Ser Cys Pro Ala Ser Gly Phe Asn Ile Lys Asp Thr
20 25 30

Tyr Ile His Trp Val Ile Gln Arg Pro Glu Gln Gly Leu Glu Trp Ile
35 40 45

Gly Arg Ile Asp Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Lys Phe
50 55 60

110140454 FEESE A0101 $F418 - H71B(FIIFR) 1102059958-0



1792646

Gln Val Lys Ala Thr Ile Thr Ala Asp Thr Ser Ser Asn Thr Ala Tyr
65 70 75 80

Leu Gln Leu Ser Ser Leu Thr Ser Glu Asp Thr Ala Val Tyr Phe Cys
85 90 05

Val Arg Asp Tyr Ala Tyr Pro Tyr Tyr Phe Asp Phe Trp Gly Gln Gly
100 105 110

Thr Thr Leu Thr Val Ser Ser
115

210> 52
<211> 119
<212> PRT
Q13> NS

<220>
<223>  494-001 VHAJE b s p

<400> 52
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn Ile Lys Asp Thr
20 25 30

Tyr Ile His Trp Val Ile Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Arg Ile Asp Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Lys Phe
50 55 60

Gln Val Arg Val Thr Ile Thr Ala Asp Thr Ser Thr Ser Thr Val Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05

110140454 FEESE A0101 $F428 - H71H(FIIFR) 1102059958-0



1792646

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

Thr Thr Val Thr Val Ser Ser
115

<210> 53
<211> 119
<212> PRT
Q13> NS

<220>
<223>  494-002 VHA XA b s

<400> 53
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn Ile Lys Asp Thr
20 25 30

Tyr Ile His Trp Val Ile Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Arg Ile Asp Pro Ala Asn Gly Asp Thr Lys Ser Ala Pro Lys Phe
50 55 60

Gln Val Arg Val Thr Ile Thr Ala Asp Thr Ser Thr Ser Thr Val Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05

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

Thr Thr Val Thr Val Ser Ser
115

110140454 FEESE A0101 $438 - H71H(FIIFR) 1102059958-0



1792646

<210> 54
211> 119
<212> PRT

Q13> NERY

<220>

<223>  494-003 VHA S b s

<400> 54
Gln Val Gln

1

Ser Val Lys

Tyr Ile His
35

Gly Arg Ile
50

Gln Gly Arg
65

Met Glu Leu

Val Arg Asp

Thr Thr Val
115

<210> 55
211> 119
<212> PRT

Leu Val Gln Ser Gly
5

Val Ser Cys Lys Ala
20

Trp Val Ile Gln Ala
40

Asp Pro Ala Asn Gly
55

Val Thr Ile Thr Ala
70

Ser Ser Leu Arg Ser
35

Tyr Leu Tyr Pro Tyr
100

Thr Val Ser Ser

Q13> NERY

<220>

110140454

Ala Glu Val Lys Lys Pro Gly Ala
10 15

Ser Gly Phe Asn Ile Lys Asp Thr
25 30

Pro Gly Gln Gly Leu Glu Trp Met
45

Asp Thr Lys Ser Asp Pro Lys Phe
60

Asp Thr Ser Thr Ser Thr Val Tyr
75 80

Glu Asp Thr Ala Val Tyr Tyr Cys
90 05

Tyr Phe Asp Phe Trp Gly Gln Gly
105 110

FEESE A0101 HF44E - HT1B(FIIFR)

1102059958-0



1792646

<223>  494-004 VHA g b sk
<400> 55
Gln Val Gln Leu Val Gln Ser Gly

1 5

Ser Val Lys Val Ser Cys Lys Ala
20

Tyr Ile His Trp Val Ile Gln Ala
35 40

Gly Arg Ile Asp Pro Ala Asn Gly
50 55

Gln Gly Arg Val Thr Ile Thr Ala
65 70

Met Glu Leu Ser Ser Leu Arg Ser
35

Val Arg Asp Tyr Leu Tyr Pro Tyr
100

Thr Thr Val Thr Val Ser Ser
115

<210> 56
211> 119
<212> PRT
Q13> NS

<220>
<223>  494-005 VHA KA b sk i

<400> 56

Gln Val Gln Leu Val Gln Ser Gly
1 5

110140454 FEESE A0101

Ala Glu Val Lys Lys Pro Gly Ser
10 15

Ser Gly Phe Asn Ile Lys Asp Thr
25 30

Pro Gly Gln Gly Leu Glu Trp Met
45

Asp Thr Lys Ser Asp Pro Lys Phe
60

Asp Glu Ser Thr Ser Thr Ala Tyr
75 80

Glu Asp Thr Ala Val Tyr Tyr Cys
90 05

Tyr Phe Asp Phe Trp Gly Gln Gly
105 110

Ala Glu Val Lys Lys Pro Gly Ser
10 15

$F458 - H71H(FIIFR)

1102059958-0



1792646

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Phe Asn Ile Lys Asp Thr
20 25 30

Tyr Ile His Trp Val Ile Gln Arg Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Arg Ile Asp Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Lys Phe
50 55 60

Gln Gly Arg Val Thr Ile Thr Ala Asp Glu Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05

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

Thr Thr Val Thr Val Ser Ser
115

<210> 57
<211> 119
<212> PRT
Q13> NS

<220>
<223>  494-006 VHA KA b sk

<400> 57
Gln Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu

1 5 10 15

Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Phe Asn Ile Lys Asp Thr
20 25 30

Tyr Ile His Trp Val Ile Gln Arg Pro Gly Lys Gly Leu Glu Trp Ile
35 40 45

110140454 FEESE A0101 $F46E - H71H(FIIFR) 1102059958-0



1792646

Gly Arg Ile Asp Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Ser Leu
50 55 60

Gln Ser Arg Val Thr Ile Ser Ala Asp Thr Ser Lys Asn Gln Ala Ser
65 70 75 80

Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys
85 90 05

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

Thr Thr Val Thr Val Ser Ser
115

<210> 58
<211> 119
<212> PRT
Q13> NS

<220>
<223>  494-007 VH A b s

<400> 58
Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Asn Ile Lys Asp Thr
20 25 30

Tyr Ile His Trp Val Ile Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Gly Arg Ile Asp Pro Ala Asn Gly Asp Thr Lys Ser Asp Pro Ser Val
50 55 60

Gln Val Arg Ala Thr Ile Ser Ala Asp Thr Ser Lys Asn Thr Ala Tyr
65 70 75 80

110140454 FEESE A0101 $F47E - H7T1B(FIIFR) 1102059958-0



1792646

Leu Gln Met Asn Ser Leu Arg Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 05

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

Thr Thr Val Thr Val Ser Ser
115

<210> 59
211> 107
<212> PRT
213> FEEE,

<400> 59
Lys Ile Val Met Thr Gln Ser Pro Lys Ser Met Ser Met Ser Val Gly

1 5 10 15

Glu Arg Val Thr Leu Asn Cys Arg Ala Ser Glu Ser Val Asp Thr Tyr
20 25 30

Val Ser Trp Tyr Gln Gln Lys Pro Glu Gln Ser Pro Glu Leu Leu Ile
35 40 45

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

Ser Gly Ser Ala Thr Asp Phe Thr Leu Thr Ile Ser Ser Val Gln Ala
65 70 75 80

Glu Asp Leu Ala Asp Tyr Tyr Cys Gly Gln Thr Tyr Asn Tyr Pro Leu
85 90 05

Thr Phe Gly Ala Gly Thr Lys Leu Glu Leu Lys
100 105

<210> 60
Q1> 107
<212> PRT

110140454 FEESE A0101 $48E - H71H(FIIF)

1102059958-0



1792646

Q13> NERY

<220>
<223>  494-001 VL AXE b seki

<400> 60
Lys Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Glu Ser Val Asp Thr Tyr
20 25 30

Val Ser Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile
35 40 45

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

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro
65 70 75 80

Glu Asp Phe Ala Asp Tyr Tyr Cys Gly Gln Thr Tyr Asn Tyr Pro Leu
85 90 05

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 61

211> 107
<212> PRT
Q13> NS

<220>
<223>  494-002 VL AXE b sk

<400> o6l

Lys Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Ser Val Asp Thr Tyr

110140454 FEESE A0101 $F498 - H71H(FIIFR) 1102059958-0



1792646

20 25 30

Val Ser Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45

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

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Asp Tyr Tyr Cys Gly Gln Thr Tyr Asn Tyr Pro Leu
85 90 05

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 62
211> 107
<212> PRT
Q13> NS

<220>
<223>  494-003 VL AXE b sk

<400> 62

Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Ser Val Asp Thr Tyr
20 25 30

Val Ser Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45

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

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu Pro

110140454 FEESE A0101 50K - H7T1B(FFIR) 1102059958-0
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65 70 75 80

Glu Asp Phe Ala Asp Tyr Tyr Cys Gly Gln Thr Tyr Asn Tyr Pro Leu
85 90 05

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 63
211> 107
<212> PRT
Q13> NS

<220>
223> 494-004 VL X b sk

<400> 63

Lys Ile Val Leu Thr Gln Ser Pro Gly Thr Leu Ser Leu Ser Pro Gly
1 5 10 15

Glu Arg Ala Thr Leu Ser Cys Arg Ala Ser Glu Ser Val Asp Thr Tyr
20 25 30

Val Ser Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Arg Leu Leu Ile
35 40 45

Tyr Gly Ala Ser Asn Arg Tyr Thr Gly Ile Pro Asp Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Arg Leu Glu Pro
65 70 75 80

Glu Asp Phe Ala Asp Tyr Tyr Cys Gly Gln Thr Tyr Asn Tyr Pro Leu
85 90 05

Thr Phe Gly Gln Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 64

110140454 FEESE A0101 $51E - HT1B(RFIR) 1102059958-0
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211> 118
<212> PRT
Q13> FEEE,

<400> 64

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala
1 5 10 15

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

Thr Met Asn Trp Val Arg Gln Ala Pro Gly Gln Gly Leu Glu Trp Met
35 40 45

Gly Arg Ile Asn Pro His Asn Gly Gly Thr Asp Tyr Ala Gln Lys Phe
50 55 60

Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
65 70 75 80

Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 05

Ala Arg Gly Tyr Tyr Tyr Tyr Ser Leu Asp Tyr Trp Gly Gln Gly Thr
100 105 110

Leu Val Thr Val Ser Ser
115

<210> 65

211> 106

<212> PRT

Q13> FHEER

<400> 65

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15

Asp Arg Val Thr Ile Thr Cys Arg Ala Ser Ser Ser Ile Arg Tyr Ile

110140454 FEESE A0101 E52E - HT1B(FFIR) 1102059958-0
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20 25 30

His Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Arg Leu Ile Tyr
35 40 45

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

Gly Ser Gly Thr Glu Phe Thr Leu Thr Ile Ser Ser Leu Gln Pro Glu
65 70 75 80

Asp Phe Ala Thr Tyr Tyr Cys His Gln Arg Asn Ser Tyr Pro Trp Thr
85 90 05

Phe Gly Gln Gly Thr Arg Leu Glu Ile Lys
100 105

<210> 66
L1> 7
<212> PRT
Q213> FHR

<400> 66

Gly Phe Ser Leu Ser Ser Tyr
1 5

<210> 67
Q21> 5
<212> PRT
Q213> FHR

<400> 67
Ser Tyr Ala Met Ser

1 5

<210> 68
Q21> 5
<212> PRT
Q213> FHR

110140454 FEESE A0101 $53E - HT1B(RFIR) 1102059958-0
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<400> 68

Trp Ser Gly Gly Ser
1 5

<210> 69
211> 16
<212> PRT
Q213> FHR

<400> 69

Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Gly
1 5 10 15

<210> 70
211> 16
<212> PRT
Q13> NS

<220>
<223> 299-000 HVR-H2 Kabat G65S

<400> 70
Tyr Ile Trp Ser Gly Gly Ser Thr Asp Tyr Ala Ser Trp Ala Lys Ser

1 5 10 15

210> 71
L1> 17
<212> PRT
Q213> FHR

<400> 71
Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Asn Gly Phe Asp

1 5 10 15

Pro

210> 72
L1> 17
<212> PRT
Q13> NS

110140454 FEESE A0101 $E548E - H71H(FIIFR) 1102059958-0
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<220>
<223>

<400>

299-000 HVR-H3 DASG

72

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Ser Gly Phe Asp

1

Pro

<210>
<211>
<212>
<213>

<220>
<223>

<400>

5 10 15

73

17

PRT
NEFPH

299-000 HVR-H3 DAQG

73

Arg Tyr Gly Thr Ser Tyr Pro Asp Tyr Gly Asp Ala Gln Gly Phe Asp

1

Pro

<210>
<211>
<212>
<213>

<400>

5 10 15

74
11
PRT
R

74

Gln Ala Ser Gln Ser Ile Ser Ser Tyr Leu Ser

1

<210>
<211>
<212>
<213>

<220>
<223>

5 10

75

11

PRT
NEFPH

299-000 HVR-L1 RAA

110140454 FEESE A0101 $558 - H71BH(FIIF)

1102059958-0



1792646

<400> 75

Arg Ala Ser Gln Ser Ile Ser Ser Tyr Leu Ala
1 5 10

<210> 76
L1> 7
<212> PRT
Q213> FHR

<400> 76

Arg Ala Ser Thr Leu Ala Ser
1 5

210> 77
L1> 12
<212> PRT
Q213> FHR

<400> 77

Gln Gln Cys Tyr Ser Ser Ser Asn Val Asp Asn Thr
1 5 10

<210> 78
L1> 12
<212> PRT
Q13> NS

<220>
<223> 299-000 HVR-L3 NYA

<400> 78
Gln Gln Asn Tyr Ala Ser Ser Asn Val Asp Asn Thr

1 5 10

<210> 79
<211> 119
<212> PRT
Q13> NS

<220>
<223> PICD20HTHBVH

110140454 FEESE A0101 56 E - HT1IB(FFIR) 1102059958-0
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<400> 79
Gln Val Gln

1

Ser Val Lys

Trp Ile Asn
35

Gly Arg Ile
50

Lys Gly Arg
65

Met Glu Leu

Ala Arg Asn

Thr Leu Val
115

<210> 80
Q211> 112
<212> PRT

Leu Val Gln Ser Gly
5

Val Ser Cys Lys Ala
20

Trp Val Arg Gln Ala
40

Phe Pro Gly Asp Gly
55

Val Thr Ile Thr Ala
70

Ser Ser Leu Arg Ser
35

Val Phe Asp Gly Tyr
100

Thr Val Ser Ser

Q13> NERY

<220>

<223>  HiCD20HTHEVL

<400> 80

Ala Glu Val Lys Lys Pro Gly Ser
10 15

Ser Gly Tyr Ala Phe Ser Tyr Ser
25 30

Pro Gly Gln Gly Leu Glu Trp Met
45

Asp Thr Asp Tyr Asn Gly Lys Phe
60

Asp Lys Ser Thr Ser Thr Ala Tyr
75 80

Glu Asp Thr Ala Val Tyr Tyr Cys
90 05

Trp Leu Val Tyr Trp Gly Gln Gly
105 110

Asp Ile Val Met Thr Gln Thr Pro Leu Ser Leu Pro Val Thr Pro Gly

1

5

10 15

Glu Pro Ala Ser Ile Ser Cys Arg Ser Ser Lys Ser Leu Leu His Ser

110140454

FEESE A0101 $B578 - H7T1B(FIIF)

1102059958-0
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Asn Gly Ile Thr Tyr

Pro Gln Leu Leu Ile

50

Asp Arg Phe Ser Gly

65

Ser Arg Val Glu Ala

Leu Glu Leu Pro Tyr
100

<210>
<211>
<212>
<213>

<400>

Gln Val Glu Leu Val

1

Ser Leu Arg Leu Ser

Ala Met Ser Trp Val

Ser Ala Ile Asn Ala

50

Lys Gly Arg Phe Thr

65

35

81
126
PRT
BA

81

35

110140454

20

20

Leu Tyr Trp

Tyr Gln Met

Ser Gly Ser

Glu Asp Val

Thr Phe Gly

Glu Ser Gly

Cys Ala Ala

Arg Gln Ala

Ser Gly Thr

Ile Ser Arg
70

25

40

55

25

40

55

FEESE A0101

Tyr Leu Gln

Ser Asn Leu

Gly Thr Asp

75

Gly Val Tyr

90

Gly Gly Thr
105

Gly Gly Leu

10

Ser Gly Phe

Pro Gly Lys

Arg Thr Tyr

Asp Asn Ser

75

Lys

Val

60

Phe

Tyr

Lys

Val

Thr

Gly

Tyr

60

Lys

30

Pro Gly Gln
45

Ser Gly Val

Thr Leu Lys

Cys Ala Gln
05

Val Glu Ile
110

Gln Pro Gly
15

Phe Ser Ser
30

Leu Glu Trp
45

Ala Asp Ser

Asn Thr Leu

Ser

Pro

Ile

80

Asn

Lys

Gly

Tyr

Val

Val

Tyr
80

$588 - H71H(FIIF)

1102059958-0
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Leu Gln Met Asn Ser Leu Arg Ala
35

Ala Arg Gly Lys Gly Asn Thr His
100

Phe Asp Val Trp Gly Gln Gly Thr
115 120

<210> 82
211> 108
<212> PRT
213> BA

<400> 82
Asp Ile Val Leu Thr Gln Ser Pro

1 5

Glu Arg Ala Thr Leu Ser Cys Arg
20

Tyr Leu Ala Trp Tyr Gln Gln Lys
35 40

Ile Tyr Gly Ala Ser Ser Arg Ala
50 55

Gly Ser Gly Ser Gly Thr Asp Phe
65 70

Pro Glu Asp Phe Ala Thr Tyr Tyr
85

Ile Thr Phe Gly Gln Gly Thr Lys
100

<210> 83
Q211> 116
<212> PRT

110140454 FEESE A0101

Glu Asp Thr Ala Val Tyr Tyr Cys
90 05

Lys Pro Tyr Gly Tyr Val Arg Tyr
105 110

Leu Val Thr Val Ser Ser
125

Ala Thr Leu Ser Leu Ser Pro Gly
10 15

Ala Ser Gln Ser Val Ser Ser Ser
25 30

Pro Gly Gln Ala Pro Arg Leu Leu
45

Thr Gly Val Pro Ala Arg Phe Ser
60

Thr Leu Thr Ile Ser Ser Leu Glu
75 80

Cys Leu Gln Ile Tyr Asn Met Pro
90 05

Val Glu Ile Lys
105

$598 - H71H(FIIF)

1102059958-0
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Q13> NERY

<220>

<223>  ANFEfLIT o ZSEREE A PIEEOE4 VI

<400> 83
Glu Val Gln

1

Ser Leu Arg

Gly Met Ser
35

Ala Ser Ile
50

Lys Gly Arg
65

Leu Gln Met

Ala Arg Gly

Thr Val Ser
115

<210> &4
211> 113
<212> PRT

Leu Val Glu Ser Gly Gly Gly Leu
5 10

Leu Ser Cys Ala Ala Ser Gly Phe
20 25

Trp Val Arg Gln Ala Pro Gly Lys
40

Ser Ser Gly Gly Gly Ser Thr Tyr
55

Phe Thr Ile Ser Arg Asp Asp Ala
70 75

Asn Ser Leu Arg Ala Glu Asp Thr
85 90

Gly Ala Gly Ile Asp Tyr Trp Gly
100 105

Ser

Q13> NERY

<220>

<223> NIRRT o e R B PUIEOES VL

<400> &4

Val Gln Pro Gly Gly
15

Thr Phe Ser Asn Tyr
30

Gly Leu Glu Trp Val
45

Tyr Pro Asp Asn Val
60

Lys Asn Ser Leu Tyr
80

Ala Val Tyr Tyr Cys
05

Gln Gly Thr Leu Val
110

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

110140454

FEESE A0101

$F60E - H71H(FIIF)

1102059958-0
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Asp Arg Val Thr Ile Thr Cys Lys Ser Ile Gln Thr

Ser Asn Gln Lys Asn Tyr Leu Ala Trp Phe Gln Gln

35

Ala Pro Lys Leu Leu Ile Tyr Trp Ala Ser Ile Arg

50

Pro Ser Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp

65

Ile Ser Ser Leu Gln Pro Glu Asp Leu Ala Thr Tyr
90

Tyr Tyr Ser Tyr Pro Leu Thr Phe Gly Gly Gly Thr

Lys

<210> 85
211> 115
<212> PRT

Q13> FEEE,

<400> 85

Gln Val Gln Leu Gln Gln Ser Gly Ala Glu Leu Ala

1

Ser Val Gln Met Ser Cys Lys Ala Ser Gly Tyr Thr

Trp Met Asn Trp Ile Lys Ala Arg Pro Gly Gln Gly

35

110140454

FEESE A0101

10

10

15

Leu Leu Tyr Ser
30

Lys Pro Gly Lys
45

Lys Ser Gly Val

Phe Thr Leu Thr
80

Tyr Cys Gln Gln
05

Lys Leu Glu Ile
110

Lys Pro Gly Thr
15

Phe Thr Asn Tyr
30

Leu Glu Trp Ile
45

$618 - H71H(FIIF)

1102059958-0
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Gly Ala Thr Asn Pro
50

Lys Asp Lys Ala Ile
65

Met His Leu Ser Ser
85

Ala Ser Gly Gly His
100

Val Ser Ala
115

<210> 86
Q1> 112
<212> PRT
213> FEEE,

<400> 86
Asp Val Val Met Thr

1 5

Asp Gln Ala Ser Ile
20

Lys Gly Asn Thr Tyr
35

Pro Lys Leu Leu Ile
50

Asp Arg Phe Ser Gly
65

Ser Gly Val Glu Ala
85

110140454

Asn Asn Gly Tyr Thr Asp Tyr Asn Gln Arg Phe
55 60

Leu Thr Ala Asp Lys Ser Ser Asn Thr Ala Tyr
70 75 80

Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys
90 05

Leu Ala Tyr Trp Gly Gln Gly Thr Val Val Thr
105 110

Gln Ile Pro Leu Tyr Leu Ser Val Ser Pro Gly
10 15

Ser Cys Arg Ser Ser Gln Ser Leu Phe His Ser
25 30

Leu His Trp Tyr Leu Gln Lys Pro Gly Gln Ser
40 45

Asn Arg Val Ser Asn Arg Phe Ser Gly Val Pro
55 60

Ser Gly Ser Gly Thr Asp Phe Thr Leu Lys Ile
70 75 80

Glu Asp Leu Gly Val Tyr Phe Cys Ser Gln Ser
90 05

FEHH3E A0101 $£628  HTVIBFEIR) 1102059958-0
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Ala His Val Pro Trp Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile
100 105 110

<210> 87
211> 115
<212> PRT
213> FEEE,

<400> 87

Val Gln Leu Gln Gln Ser Gly Pro Glu Leu Val Lys Pro Gly Thr
1 5 10 15

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

Ile His Trp Val Lys Gln Ser Pro Gly Gln Gly Leu Glu Trp Ile
35 40 45

Trp Ile Tyr Pro Gly Ser Gly Asn Thr Lys Tyr Ser Glu Lys Phe
50 55 60

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

Gln Leu Ser Ser Leu Thr Ser Glu Asp Ser Ala Val Tyr Phe Cys
85 90 05

Arg Asp Gly Cys Tyr Gly Phe Ala Tyr Trp Gly Gln Gly Thr Leu
100 105 110

Thr Val Ser
115

<210> 88
211> 111
<212> PRT
213> FEEE,

<400> 88

Arg

Ser

Tyr

Gly

Lys

Met

80

Ala

Val

110140454 FEESE A0101 $63E - H71H(FIIF)
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Asp Ile Val Leu Thr Gln Ser Pro Ala Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Gln Arg Ala Thr Ile Ser Cys Lys Ala Ser Gln Ser Val Asp Tyr Asp
20 25 30

Gly Asp Ser Tyr Met Asn Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro
35 40 45

Lys Phe Leu Ile Cys Ala Ala Ser Asn Leu Glu Ser Gly Ile Pro Ala
50 55 60

Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Asn Ile His
65 70 75 80

Pro Val Glu Glu Glu Asp Ala Ala Thr Tyr Tyr Cys Gln Gln Ser Asn
85 90 05

Glu Asp Pro Phe Thr Phe Gly Ser Gly Thr Lys Leu Glu Ile Lys
100 105 110

<210> &9
211> 115
<212> PRT
Q213> FHR

<400> &9
Gln Ser Val Glu Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr Pro

1 5 10 15

Leu Thr Leu Thr Cys Thr Val Ser Gly Phe Ser Ile Asn Ser Tyr Ala
20 25 30

Met Ile Trp Val Arg Gln Ala Pro Gly Glu Gly Leu Glu Trp Ile Gly
35 40 45

Val Ile Tyr Pro Ser Gly Asn Thr Tyr Tyr Ala Asn Trp Ala Lys Gly
50 55 60

110140454 FEESE A0101 HF64E - H71H(FIIFR) 1102059958-0
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Arg Phe Thr Val Ser Arg Thr Ser Thr Thr Val
65 70 75

Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe
85 90

Gly Thr Asp Lys Thr Phe Asn Ile Trp Gly Pro
100 105

Val Ser Leu
115

<210> 90

Q211> 112

<212> PRT

Q13> FH

<400> 90

Gln Val Leu Thr Gln Thr Pro Ser Pro Val Ser
1 5 10

Thr Val Thr Ile Asn Cys Gln Ala Ser Gln Asn
20 25

Tyr Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln
35 40

Ile Tyr Glu Ala Ser Lys Leu Ala Ser Gly Val
50 55

Gly Ser Gly Ser Gly Thr Gln Phe Thr Leu Thr
65 70 75

Cys Asp Asp Ala Ala Thr Tyr Tyr Cys Gln Gly
85 90

Thr Ser Asp Cys Phe Thr Phe Gly Gly Gly Thr

110140454 FEESE A0101

Asp Leu Lys Ile Thr
80

Cys Ala Arg Arg Asp
05

Gly Thr Leu Val Thr
110

Ala Ala Val Gly Gly
15

Val Tyr Gly Asp Asn
30

Pro Pro Lys Leu Leu
45

Pro Pro Arg Phe Ser
60

Ile Ser Asp Val Gln
80

Glu Phe Leu Cys Thr
05

Gly Val Val Val Arg

$658 - H71H(FIIF)

1102059958-0
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100 105 110

<210> 91

211> 119
<212> PRT
Q213> FHR

<400> 91
Gln Ser Val Glu Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr Pro

1 5 10 15

Leu Thr Leu Thr Cys Thr Val Ser Gly Ile Asp Leu Ser Arg Tyr Ala
20 25 30

Met Ser Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Ile Gly
35 40 45

Val Ile Asn Ser Ser Gly Ala Thr Tyr Tyr Ala Ser Trp Ala Lys Gly
50 55 60

Arg Phe Thr Ile Ser Glu Thr Ser Thr Thr Val Glu Leu Lys Ile Thr
65 70 75 80

Ser Pro Thr Thr Glu Asp Thr Ala Thr Tyr Phe Cys Ala Arg Trp Thr
85 90 05

Tyr Asp Asp Tyr Gly Asp Phe Gln Gly Phe Asn Ile Trp Gly Pro Gly
100 105 110

Thr Leu Val Thr Val Ser Leu
115

<210> 92
211> 111
<212> PRT
Q13> FHR
<400> 92

Ala Val Leu Thr Gln Thr Pro Ser Pro Val Ser Ala Ala Val Gly Gly

110140454 FEESE A0101 $e6E - HT1B(FFIR) 1102059958-0
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Thr Val Thr Ile Ser Cys Gln Ser Ser Gln Ser Val Tyr Asn Asn Asn
20 25 30

Asp Leu Ala Trp Tyr Gln Gln Lys Pro Gly Gln Pro Pro Lys Leu Leu
35 40 45

Ile Tyr Arg Ala Ser Lys Leu Ala Ser Gly Val Pro Ser Arg Phe Lys
50 55 60

Gly Ser Gly Ser Gly Thr Gln Phe Thr Leu Thr Ile Ser Gly Val Gln
65 70 75 80

Cys Asp Asp Ala Ala Thr Tyr Tyr Cys Leu Gly Gly Tyr Asp Asp Asp
85 90 05

Ala Asp Met Gly Ala Phe Gly Gly Gly Thr Glu Val Val Val Lys
100 105 110

<210> 93
211> 111
<212> PRT
Q13> NS

<220>
<223> EEGH A

<400> 93

Gln Ser Leu Glu Glu Ser Gly Gly Arg Leu Val Thr Pro Gly Thr Pro
1 5 10 15

Leu Thr Leu Thr Cys Thr Val Ser Gly Ile Asp Leu Ser Arg Asp Thr
20 25 30

Met Ile Trp Val Arg Gln Ala Pro Gly Glu Gly Leu Glu Trp Ile Gly
35 40 45

Ser Ile Tyr Thr Asp Ser Gly Asn Thr Trp Tyr Ala Ser Trp Val Lys

110140454 FEESE A0101 BO7TE - HT1IB(RFIR) 1102059958-0
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50

55

Gly Arg Phe Thr Ile Ser Lys Thr Ser

65

70

Ile Thr Ser Pro Thr Thr Glu Asp Thr

85

Asn Phe Ser Val Trp Gly Pro Gly Thr

<210>
<211>
<212>
<213>

<220>
<223>

<400>

100

94

112

PRT
NEFPH

LREUEIE 20

94

105

Gln Val Leu Thr Gln Thr Pro Ser Pro

1

5

Thr Val Thr Ile Asn Cys Gln Ala Ser

20

25

Arg Leu Ala Trp Phe Gln Gln Met Arg

35

40

Ile Tyr Asp Val Ser Lys Leu Ala Ser

50

55

Gly Ser Gly Ser Gly Thr Gln Phe Thr

65

70

Cys Asp Asp Ala Ala Thr Tyr Tyr Cys

Ser Ala Glu Cys Asn Val Phe Gly Gly Gly Thr

85

110140454

FEESE A0101

60

Thr Val Asp Leu Arg
80

Tyr Phe Cys Ala Arg
05

Thr Val Ser Leu
110

Ala Ala Val Gly Gly
15

Val Tyr Asn Ser Asp
30

Pro Pro Lys Leu Leu
45

Pro Ser Arg Phe Ser
60

Ile Ser Asp Val Gln
80

Gly Tyr Asp Cys Ser
05

Glu Val Val Val Lys

$68E - H71H(FIIF)

1102059958-0
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100

<210> 95
211> 20
<212> PRT
Q13> NS

<220>
<223> HEEET

<400> 95

105 110

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly

1 5

Gly Gly Gly Ser
20

<210> 96
211> 32
<212> PRT
Q13> NS

<220>
<223> HEEET

<400> 96

10 15

Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly

1 5

10 15

Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser Gly Gly

20

<210> 97
211> 37
<212> DNA
Q13> NS

<220>
<223> rbHC.up

<400> 97

25 30

aagcttgeca ccatggagac tgggctgcge tggette

110140454

FEESE A0101 $F69E - H71H(FIIF)
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<210> 98
21> 21

<212> DNA
Q13> NS

<220>
<223> 1bHCf.do

<400> 98
ccattggtga gggtgcccga g

<210> 99
Lll> 34
<212> DNA
Q13> NS

<220>
<223> rbLC.up

<400> 99
aagcttgeca ccatggacay gagggecccee acte

<210> 100
211> 26
<212> DNA
Q13> NS

<220>
<223> rblC.do

<400> 100

cagagtrctg ctgaggttgt aggtac

<210> 101
211> 20
<212> DNA
Q13> NS

<220>
<223> BcPCR_FHLC RBifET-. fw

<400> 101
atggacatga gggtceececge

<210> 102

110140454 FEESE A0101

21

34

26

20

$F708 - H71H(FIIF) 1102059958-0
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21l> 24
<212> DNA
Q213> A&

<220>
<223> BcPCR_huCkappa.rev

<400> 102
gatttcaact gctcatcaga tgge 24

110140454 FEESE A0101 B71E - HT1B(RFIR) 1102059958-0
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P00
WERIEAZ AFLHE  HEZ SR REREE AU THE
D) % AEEE 078 R Abeta » 5
ii) % A BB (2 B8 R, CD20
% AEMEED 2 ReEBREL -
iv) % AR 7 B R B (B tau B
V) BAEEE T R R R TR -

SE‘L

s oKIH8]
WMaEKHFLZ ANFEDE  HfhZ ANBbiisrerR2Eang
Hes

i) B—4ESAre > HAESEQ ID NO: 238SEQ ID NO: 257
B A] S} SEQ 1D NO: 37 2 #§ g m] 8

K

i) 55 _&EoArEh > HEg
a) SEQ ID NO: 81 = #i o] # 3, & SEQ ID NO: 82 & $ifi 1]
b) SEQ ID NO: 837 5 § 0] # 3k &% SEQ ID NO: 84 i & o]
¢) SEQ ID NO: 85 = #i o] # §, &x SEQ ID NO: 86 & $ifi 1]
d) SEQ ID NO: 87 = #i o] # §, &x SEQ ID NO: 88 & $ifi 1]
e) SEQ ID NO: 91 = ##i o] # 3§ & SEQ ID NO: 92 & $ifi o]

5 2 HEEHHEHHERE)

C241676PA.docx
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f) SEQ ID NO: 89 g g o] &5 &x SEQ ID NO: 90 7 & g o]
g) SEQ ID NO: 93 % § 7] 8 sk} SEQ ID NO: 94 & 4 1]
h) SEQ ID NO: 79 = ## 0] &5 &z SEQ ID NO: 80 7 #% §# a]
[3:k1E9]
I SRIE 2 AR P AR

a) NAE TG 2 EHiE - &

b) AMETHIgGAr 2 Bl &

c) EHFZEEL234A ~ L235A K P329G 2 N T HHIgGl 2 & &

d) B H2Ze%S228P ~ L235E K P329G 2 AN T8 1gG4 2 &= E i

e) BAZE%S228P K L235E 2 A F#E1eG4r & EHi B -
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