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71

obe o <zt B}AE A H3H7] % Wl glo]A, FOLR1L Z eI =ol] AFsts AdydTAe] fa 2
datel] Fofeh= A& EebaL, o714 7] Foli= oF 100-150 pg/mle CmaxE AtEshs & 5Ho= 3§
iy

A7 2

BT 1ol oA, A HFAE oF 3 mg/kg WA oF 6 mg/kgd] A FolHE e 5HOE st WY
AT% 3

A7 20 oA, WA oF 3.0 mg/kgd] wFolA FAAHE A 5HOE st WY

AT 4

A3 200 oA, AAHFAE oF 3.3 mg/ked] EFAA FAHE AS EHOR = Y

A+ 5

A7 20 oA, WA oF 5.0 mg/kg®] wFolA FAHE A 5HOE st WY

AT 6

A 200 oA, AAHFAE oF 5.5 mg/kgd] EFAA FAHE ASE 5EHOR st WY

AT 7

A7 20 oA, WA oF 6.0 mg/kg®] wFolA FAHE Aes 5HOE st WY

AT 8
AT 10 oA, BTN E F 6.5 mg/kge] HFolA FoEE RS EHOR = WY
A7 9

HFG 1A 8 FolA o= @ ol QoA MAFFAE Ul uFE 18 Folue e SO sk .

AT 10

IS e A FAE ATEr] 3 Wilel oA, FOLRL Z|F ez AFs) ARFA fFa $HEFS
gxlol] Foals AL sk, 7] WAHTAAE N vl 13 oF 6 mg/ked ¥FolA FAFHE RS &
HoZ 3l WY

AT 11

1S o= 7t IAE AEd7] Y3 Wl olA, FOLRL ZHFE|=o] Agets "S- fi S
Satol] Fojdtes AL xFgsta, o7 WIdHAAE HEF w5 18] oF 6.5 mg/kgd] EHANAM FoEE AL
Exoz 3l= 1

A7 12

AT 1 WA 11 ol o= 3 gl dojA, dIdHTgAE D NI 68 E3at= 44 CDRI, H W57
S 283 A4 (DR2, MY WE:8S X&3= A4 (DR3, MY W3E:95 ¥83= 54 (DR1, A4 10
TE 115 E3eE F=4 DR2, 283 A9 W3 128 3= F4 (R3S EitstsE A2 £3hs }c aﬂ

Aoz sk .
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Gynecol Oncol 108: 619-626

484 1 (FOLR1)

et al.
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EEELR

S

A

oA A MEe] At FEE Tt (Weitman SD, et al., Cancer Res 52: 3396-3401

H Eg}
FOLRLS Sufehare] vhagtol quint opvel Be A, Azdet, A%, A%, o, 23 52 elA sep
Annu Rev Nutr 16: 501-521 (1996);
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1154 lakel, 5o

Antony AC,
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(1992);

[0006]

™
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t} (von Gruenigen

V et al., Cancer 112: 2221-2227 (2008); Ayhan A et al., Am J Obstet Gynecol 196: 81 e81-86 (2007);

Wb v

Harry VN et al., Obstet Gynecol Surv 64: 548-560 (2009)).
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YR FA A, AFHFAE AE M 4S8 zh= gA9 FOLR1Y et 23S AAA
o2 Agsts A e ol Y AF .o A, A B o]o wWhH2 huMov19<]
CDR (&, AME WE: 6-107 12 == AE WE: 6-9, 11% 12)S £33}, TFA AN, A e GH
2 Fd Mov19e] 671 (DR (F, AE WME:6-9, 167 12)& X3S F=Th TFA AN A, A= hudovl9
ojtk. AR FAdlA, WIAHIAAE HolgAmol=E ISt AR FA|AAA],  HolE A ko=
DM4oltt., U FA oA, WIHTAAE £FE-SPIBL HAS FIAT, AR FA|doA, W
IMGN853 (huMov19-% 3 -SPDB-DM4) o] T},

e o

A=)
-
A=)
-

A5 Aol A, S-FOLR1T A3A] (7194, huMov19-%¥-SPDB-DM4)+&= oF 3.0 mg/kge] E&HolA Fojdt. dF
TA el A, d-FOLR1 AEA| (7}, huMovl9-% ¥-SPDB-DM4) = ©F 3.3 mg/kge] HaFollA Fojdct, AR 4
ool A, F-FOLRL A¢A (7}, huMov19-< £-SPDB-DM4)= F 4.0 mg/kge] HFo A Fol®th. AR F-4 o
A, B-FOLR1 2¢Al (7}, huMov19-< Z£-SPDB-DM4) = oF 5 mg/kgd] EFollA] Foldry, A3 FAoA, 3
-FOLR1 Z3A (719, huMov19-%¥-SPDB-DM4)+= ¢F 5.5 mg/kge] E&HolH Fojdu. AR FAooA, &
FOLR1 A&Al (7}, huMov19-2 E-SPDB-DM4)+= 2F 6 mg/kge] Hko|rx Fojdr),

oAl Awd Wy wel, 3-FOLRL &4 (718, huMovl9-%3Z-SPDB-DM4)= oF 4 Fwlt} 13] Fol" 4
Atk AR FA o)A, 3-FOLRL Z2&A (718, huMovl9-&X-SPDB-DM4) & ¢F 3 Fmlt) 13] Foj®th, OB 3
Adol A, &-FOLR1 AEA] (7}, huMov19-+¥-SPDB-DM4) &= oF 2 Frjt} 13] Fojgl, AdF A g, a-
FOLR1 ZA¥A (719, huMov19-&X-SPDB-DM4)&= oF 1 Fujt}h 13] FoJgch, A5 FAfool A, &-FOLR1 A FA)|
(7}%, huMov19-43-SPDB-DM4) &= &F 5= 23] Fojdt}.

o]

i)

el

AR FA|do A, &-FOLR1 A% (7}, huMov19-%3¥-SPDB-DM4)+= 21 Uwich 18] Ao =l o3
=

2o A Adwe Wiel wel, Foli= o 10,000-18,000 A7k pg/mL, °F 10,000-17,500 Azt pg/mL, °F
10,000-17,000 A1Z¥ - pg/mL, %= °F 10,000-16,000 AlZF - pg/mLe] AUC(pna)S AFEer 5= Qlvh. A3 34
ol A, AUCqwaHE °F 12,000 AIZF - ng/mL WA ¢F 13,500 AIZE - ng/mLolth. A& FA| oAl A, AUCo 5= ©F
12,708 A7t - pg/mLoltk. A5 FAo A, AUC-pare HAlA 1014 B5E W 114 ZAIE AUC-4)°]
=

2ol A dEd el weh, ol o 7,500-12,500 ARk pe/ml, °F 7,500-12,000 AZF - ug/nl, ok
7,500-10,000 AJZF - pg/mL, HE 2F 8,000-10,000 A1ZF - pg/mLe AUC(-e = A& = dul. i A dol
A, AUCpaes)= &F 8,000 AlZE- pg/mL W= 2F 8,500 AlZt- pg/mLolt)t. AR FAAANA, AUCae= &F
8,254 AIZF - pg/mLelth., A FAAANA, AUCoes= AAIE 1A 553 =H 1A ZATE AUC(o-168) ©1 TF.

N

2o Al Ay el we), FoJ= oF 50-250 pg/mL, ©F 50-200 pg/mL, °F 50-175 pg/mL, <F 50-150 n
g/nL, °F 50-125 pg/mL, °F 75-250 pg/mL, °F 75-200 pg/mL, °F 75-175 pg/ml, °F 75-150 pg/ml, & <
75-125 pg/mLe CmaxE A= & Aok, dF FA A, Cnaxs= °F 100 pg/mL WA oF 150 pg/mLelvt. ¢
Ho Aol A, Cmax= °F 100 pg/mL HAL oF 120 pg/mLolth. A5 FAldlol A, Cmaxi= °F 108 pg/mLoltt.
QB EAdo] A, Cnaxs AAld 104 BEHT =W 194 =A]E Cnaxo)t}.

)

Relol A A
o}

[e]
2

by 9bgel] whel, 3-FOLRL AgA (7}, huMovl19-43~-SPDB-DM4)&] A4& 1.0 mL/AZr/kgH o}

QX Aol A, F-FOLRL ZAFAl (7}8, huMov19-4¥-SPDB-DM4) o] 2L 0.6 mL/A|7H/ kgk
ok A Ao A, F-FOLR1 A%A (7}, huMov19-4 ¥-SPDB-DM4) ] 22 ¢k 0.2 mL/AZ}
/kg WA 2F 0.6 mL/AIZH/kgolth., 45 FA Ao A, &-FOLR1 A3HAl (719, huMov19-% X -SPDB-DM4) 2] AAl-&-
¢F 0.3 mL/A1ZH/kg WA ¢F 0.4 nmL/AIZH/kgoltk. 4 FAANA, F-FOLR1 ZA3A] (7}¥, huMovl9-&3E-
SPDB-DM4)&] 448 <k 0.3 mL/AIZH/kgolth. AR FAdolA, 3-FOLR1 234 (7138, huMovl9-% ¥£-SPDB-
DM4)e] &S oF 0.4 mL/AIZH/kgolth, dF- FA A, Ade AAd 1d4 55 EH 14 EAE &
2 oltt,

o 4 2

S
=
S

o]
2PN .
P~

48 % 3l
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w ge) olsfE golstAl stvl flell, vkl Bojok w87t ofel A E

gof "zt k] FEA 1," "FOLRL," & "HJAbd FEA &3 (FR-a)"w oA o] &% upe} #Zo], &
g A EA ko, gl MHF QIZF FOLRLS A3ttt wlr], o]E BE Foji EddA] XAH nkef
2o duld we i 49S A FE £ odrk. go] "FOLR1"S "AF" A A ek FOLR1EYE ofuel AE
ol A A2 258 2Ask= FOLR19) 1ol Hejs ¥&3th, A7) §oj= T3, FOLR1S =kiubay wolA], o
S 51, 23do]2~ oA, yHdEd wolA ¥ 35S st oA ddE FOLR1 FHE =& o
F TEHoRTH, dF ¥, 7 24 FFOENEH EE & FEdoEyyH dEEAY, e Az
T A4 e 9 AlxE 4 k. FOLRL Ade] Adel= NCBI &= WE P15328, NP_001092242.1,
AAX29268.1, AAX37119.1, NP_057937.1, 1&] i NP_057936.1¢] E&=EX|ut o]5d] A=A =r}.
o] "FA"e 24, dF ¥, @A, FEHHE, Y=, gsts, YU E, Ad, B o5
23e, WASEEA Ex9 7P 9 el g s g Q14 F9E S8 QlAsta oo HejHoew
Ajtetes WYIFR2EY EAE onjgict. oA o] &R uie} o], &of "IA|"w FEA dFIE FA, T
&4 dAdZFE A, A ©H (7}, Fab, Fab', F(ab')2, 7283 Fv @), @ A& Fy (scFv) S8 W)
A, i 279 F&4 FARTEH AEH tds5old A, dE W, olF5old A, v A, Azt
s} A, A7t A, Ao I AA Fs e §F 9 d, 18a Yk AEsy 248 dAE]
a1 F9E ExFstE doe] oE Wy WosEEY BxE xgdn. dAe 47, 4
dEl, AR, 7w, ala FEA AHEHE 259 T BW 2vde FdAd 7|xste], WYgZ2E- 5
7HA F8 BF FoA 3 HAY 4 vk IgA, IgD, IgE, IgG, Z8la IgM, =& olE9 dY5F (o}o]4iE
) (7FH, 1gG1, 1gG2, 1gG3, IgG4, 1gAl H IgA2). Aoldt RFol WoadIFzBde Aolsta g ¥A|4 of
99 T2 339 FAS zZtev. FAE Ao AY BE T8 BEx 42 59, B4 IAAENLS S
a43rE Ao
"zhet A miE A EA" gAlE zRale] AfleleE g, dF 59, FOLR1Y AESE A4S AdEAY =
A7l Aottt A FA oA, A A = DA dAE Fdo] BESA A4S HAH R
A Afect. AETEH AL 10%, 20%, 30%, 50%, 70%, 80%, 90%, 95%, i AlXo] 100% 7=
o}.

3-FOLR1 &A|" £ "FOLR1el AdFsl= A" 3417} FOLR1S F438lelE=t glojA Wy
ZAgA R F83 wE R 3P oR FOLRIY Z2d¢d 4+ Jd= FAS xH3c. #d
FOLR1 w¥ido] thg+ 3F-FOLR1 &A1Y A3 AwEs dzA, WAbdagda4d (RIA)] o) A== u, FOLR1e]
ik Ao Adte] oF 10%2t A& 4 k. A FAGANA, FOLRL] Afstes A= <

nM, <10 nM, <1 nM, == <0.1 nM9 &g A+ Kd)S z=

N
=

» 2 50 s

¢

o A B e FEg PR RRG AFshw, aelm v FA G944 2 sbE G AP,
# Fab, Fab', F(ab')2, 18|31 Fv ©H, A3
FEol4 A7t EHEAW o 5ol FYHA e,

AS XA}, o] Adoldt g AAlxtel il X gE Aoldt FAE HYPHor ¥sstE eI E
Aol Aot go] "GASFE A= T4 A ddEFE A B BRFREY ol A @A (7FH,
Fab, Fab', F(ab')2, Fv), &4 AlL 5 3 g Q1

]
=
$9l% TS Qele the MYE WoIREd BAs xa. A, wag
o] a

A ojeh e FAE AT

%l

ol "Qzisl A" Ax - hE, FR) NLS WFshs 54F WlIngd AL, v b
59, T o9 whel H-QZF (71, FH) A FuHE AT, d¥Hor, Atz A= FEA
a7 2 J, 1831 TEE Ze v T O, AF, #, E

9 (CDR)o&=FH 7|17} ok HeolA, W34 =5 ,
71, #xE))el (DREHF-E 7l o8] dAE= <z WAF2EHo|tE (Jones et al., 1986, Nature,
321:522-525; Riechmann et al., 1988, Nature, 332:323-327; Verhoeyen et al., 1988, Science, 239:1534-
1536). 4% Ao, QA WS REdY] Fv YA 99 (FR) A7l= dsks Sold, kg, a8a &
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HE Zhe vzt Fo 2R Al Fdests 2 diAEc. A2s dAE A SolA, sy, 4/%
© e Adspsta HAstelr] el Fv Zaldea el B/Es diAlE nl-AzE 7] delA b &
718 A gke] el oS WYgE 5 dvk. ARt ow QIFbst A= H-RIZF WYEREd Aedte BE ®
L AAHoz BE (DR J9S UIstEs HAS s, aglm AgHoz 27 EE= 37, 7Pd =HQ FA
AAHoR REES TS Zloja, ¥ BE FE AAHOR RE FR 992 Azt WZ2EY FF Ad9
AEolth. QIFtst A= ek, AFHOE 3 WYIFEEHY] HAIFEEYD EW 9 Ee =W (Fo) &
AA Hag dF-E EF 5 Ark. A3} FAE 4SSt ol &E W A= U.S. 53] 5,225,539 4
AgEnh. A5 FA A, "k}t A= FHA S A ot

Ao " Fre @xmom mE Jteom, A A P 99 Ee FA FHY M d9s
AEe. Tt Ao 7hd e Az, 2P gewmA EI dEA e 39 ARA 2A oY
(CDRs)ell olall AAH 4709 Z g o FR)o= FEET. ZF Ab&ollA o]& (DR FRol of e vi-¢- 4]
sto] Aetsa, agfal vE AFEEFE R 3, A I A g8t

7l A& HAg 27FA Zlmol vk (1) 3 AE 7PAAel TlxE g
Proteins of Immunological Interest, (5th ed., 1991, National Institutes of Health, Bethesda Md.)); I
g (2) g9 FA EFAe] A Aol vlx® AW (Al-lazikani et al (1997) J. Molec. Biol.
273:927-948)) . ol Tlste], olF 27kA FHIel xFe] (DRS A7gstr] 9l FEokellA wujz o] &},

b Tl el 7] (HEF, Ao 7] 1-107 2 SAle] A7) 1-113)F A A of, Kabat |dW® A|~E o]
At o2 o] &FHT} (7}, Kabat et al., Sequences of Immunological Interest. 5th Ed. Public Health
Service, National Institutes of Health, Bethesda, Md. (1991)).

Kabatoll A 215 o}w|i=al 91X An]#-& Kabat et al., Sequences of Proteins of Immunological Interest, 5th
Ed. Public Health Service, National Institutes of Health, Bethesda, Md. (1991)ellA &A1) AH F4
7FH EwQl B A 7hAE el o] &H WP A2"E A AT, o)t WM E A &¥lE o] &35k, 4
A Y oluAl AEE 7P &=l FR E= CDRY w5, T o3 W2 Al 483t vs A2 &=
F7F opiabs WEE = vk, 7HE, 3 7hd EEQle H29] 3] 52 Hell @ opm At A Y E (Kabatol
wel F7] 52a), 1¥]al F4 FR 7] 82 Hel A" 7] (7FE, Kabatol whg} #7] 82a, 82b, 1#]al 82c
)E X & ATk, W71 Kabat WP A NI "HFE" Kabat HHBE A Eo FsAde] AN
Aol 93] Aol A sl AA-=E 4 v}k, Chothiavw 2 didldl, Fx24 Fx9 & AA gt}
(Chothia and Lesk J. Mol. Biol. 196:901-917 (1987)). Kabat "@¥% 7roFS o]-&3to] WM& =d uf Chothia
CDR-H1 F3xo] ©ii= F3xo] Zojo] uje} H329} H34 AlolollA] W3t} (o] Kabat ¥ AAI7} H35A9H
H35Bel A 4H)S wix8ly] witoltl; 35A9 35B & EF EASHA] grow, Xz 32004 Eudtl; oA 35A%F
TABH, F3= 330l Eyth; 36A9 35B = R EAEHE, FEE 3404 Zdth). AbM Z27HH e
Kabat CDR % Chothia %% FX Alo]o] E}gS yeRHa, 12]al Oxford Moleculare] AbM & 2&3} A
Egofol] oz o] &},

Fo Kabat AbM Chothia

L1 L24-1.34 1.24-1.34 [.24-1.34

L2 L30-1.56 L30-1.56 L50-L56

L3 L89-1.97 L89-1.97 L89-L.o7

H1 H31-H35B H26-H35B H26-H32..34

(Kabat HHE )

H1 H31-H35 H26-H35 H26-H32
(Chothia SHE )

H2 H5(-Hb5 H50-H58 H52-H56

H3 H95-H102 H95-H102 H95-H102
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BRI

IR Ao, WA E % AFS gaAZ F ok 7, AR EAdelA, HIHFAR B
oF 50%K.TF A&, oF 4548 Th 143—, OF A0%R.T} A&, oF 350K T AL oF 30%K T} AL oF 254K T} AL ok
2008 TF A2, oF 15%HTE A2, oF 100RT; A2, HEi= of 5eHTE A2 4T/C #ha fEetvh. df 54 A4
ol A, WAXEA = KB, OVCAR-3, IGROV-1, H/IE: OV-90 o]Fo]AH mdo|x EJ IA7E 72AZD 4 ).
AR FA A, AGHFA = dolE AN 4 Aot

I1I.FOLR1-2% &A1 8= Wl

2 o] FOLRI-AE 284 (34, WA, aeln e P& 54 A 9y, dF &9, &
o A 7t EFHA|T oo FAEA k= thFE HEoA FEith. AT FAGol A, o5 A= FY
A4S Adsta, B3s fFEsta, dols Assta, T AHS AaA7Ia, R/EE T FIIANS &
2A71 Y F835tt. ol e AAY UHd S 9

EdoA A W weEl, FOLRI-ZF A8Al= 5A &2 Fo49 4 vk, 719, FOLRI-ZE 284
(74, IMGN853)b °F 0.15 mg/kg WA °F 7 mg/kge] A Fold F k. dF FA oA, FOLRI-AF
kg7 (7}, IMGNS53)E <F 3.0 mg/kg WA <F 6.0 mg/kge] oA Fojdrt. dF Ao, FOLRI-Z
3 AgA (74, INGN8S3) & oF 3.3 mg/kg WA ¢F 6.0 mg/kge] w4 FoldTt. dF FA oA, FOLR1-
A A-&A (71, IMGN853)+= °F 0.15 mg/kgoll X Fo€th. wabA, A5 FA o)A, FOLRI-AE &A1 (7}
%, IMGN853)+= ¢F 0.5 mg/kgellAl Folfivh. A5 FAleol A, FOLRI-AF 284l (7F, IMGN853)+= °F 1.0
mg/kgoll A FoHrh. dF FAoo A, FOLRI-ZA3 2H§A] (7}, IMGN853) &= 9F 2.0 mg/kgoll A Fodth. 45
TA A, FOLRI-Z23 284 (7F8, IMGN853)E oF 3.0 mg/kgoll A Foldoh. A FAolA], FOLR1-Z g
2hg-A (74, IMGN853)&= oF 3.3 mg/kgoll Al FoJFTh, AF FAdolA], FOLRI-ZF 2H&A (7}, IMGN853)
= oF 5.0 mg/kgdlA] FoldET. AR FA| oA, FOLRI-ZAS zH-&A (7}, IMGN853)E= oF 5.5 mg/kgollAl F
ognt. g7 Aol A, FOLRI-ZA7 2H&A (7}, IMGN853)+= ¢F 6.0 mg/kgoll A FoEth. A5 FA oA,
FOLR1-A% =2-&A (7}, IMGN853)&= oF 6.5 mg/kgollAl Fodct, A FAldolA, FOLRI-Z3 24
(7}, IMGN853)E 2F 7.0 mg/kgoll A Fogt},

AT7b, FOLRI-AZE 28A= 54 FoF HAdA Fod 4 Advk. 7FE, FOLRI-ZF 2H&Al= tizf F+ 43] 4
A g 4 Fep 13] Fod 4 9k, wpEbA, AR FA oA, FOLRI-Z S 284+ tgf 3 Fridd 13] Fo
fok. A5 FA el A, FOLRI-ZAZ 2H&Al= tier 29} 1/2 Fuirt 13] Fojfrt. dF FAool| A, FOLRI-Z 3
ZgA= tiEF 2 Fulth 13 Fojdnh. AR FAlGN A, FOLRI-AS 2H&AE digF 10 dvlc 13 Fodr),
AN Aol A, FOLRI-ZAY 2H-&Al= e w5 13] Fojgnt. d5 Ao, FOLRI-ZAF #&A= et 5
dujth 13 Fojdrt, AF FAAelA, FOLRI-AS 2H&AE 2 4 dvit) 13] T, 5 FA oA,
FOLR1-A3 2H&Al= digf 3 dvirt 13] Fojgtt. dF FAddA, FOLRI-ZA3 A&A+ di=f 2 drirt 13
Fojfth, N FAA oA, FOLRI-AF #H-&A= dief 5 23] Fojgrt. 5 FAdlA], FOLRI-ZAZ 2H-&A
= g+ 33 Fojdt.

FOLR1-Z 3 &A= s, oF 3-F (5, < 21-4) F7]oA T2 = A}, 7%, FOLRI-Z3 284+ oF 3
T el 23] Fojg = gk, wEbd, A8 FAdelA, FOLR1I-AE 24l 21-Y 5719 ek 19449 89 =k
of Fold 4 k. thE FA| oA, FOLRI-ZF &A= ¢F 3 5 ol 33] Fod & v}, wehA, 4
Ao A, FOLRI-ZAZ 28-A= 21-d 719 digf 194k, 84ak, 1e]al 159 Ao Fojd = v},

FOLRI-ZF 2HA1E E3, oF 4-F (5, o 28-9) F7]94 Fol® & vk 73, FOLRI-AE A8A= oF 4
F e 33 Fojd 4 k. wmEbA], 45 FAdol A, FOLRI-ZF &A= 28-¢ 5719 v=gh 19%}F, 8¥4xA},
aem 15940 Folg % 9.

AE FA oA, FOLRI-ZS ZHeAl= 54 (naxE F28 %590
A= ok 0.5 WA 9F 250 pg/mle CmaxE H2ss A T Adrk. wEpA, d5 A el A,
FOLRI-Z2¥ Z&Al= o 50 WAl <9 250 pg/mLel (maxE FE8ts BEFZoA Fojuu. A5 FAdolA,
FOLR1-Z2% ZgA1= oF 50 WA oF 200 pg/mLe CmaxE F2als Folgrnt, wabA, A5 Aol
A, FOLR1-Z2% &A= oF 50 W= oF 175 pg/mLe] CmaxE 2 oA FolEnt. A5 FrA Aol A,
FOLR1-A3F #F&A= °F 50 WA °F 150 ng/mLo Cmax& oAl FolEth. weba], A A o o
A}, FOLR1-Z% &A= oF 100 WA 2F 175 pg/mLel CmaxE oA FoEth. i A Aol A,

Fold 4 3vk. 7, FOLRI-A S 28
=)
=

,d
P,L
(-
1)
dr O fe
A o rlf o
=2
_a

i)
ol
ol
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[0185]
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[0187]

[0188]

[0189]

[0190]
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FOLR1-Z23 2H&-Al+= oF 100 WAl oF 150 pg/mLel CmaxZE fretshs oA Fol®),

A4 FAClA, FOLRI-AT #H8Al= 54 AUCE ks w@elA Fod 5 dth. 7k, FORI-2% =
&A= oF 50 AlFo pg/ml WA ¢F 18,000 AZko pg/mLe] AUCE fridhs £FolA Fold & Aok, 5 +
Aol A, FOLRI-ZE &A= oF 10,000 AlZFo pg/mL WA F 18,000 Al7to pg/mlLe] AUCE fd8his Haol
Al Fold S odrk. AR Al A, FOLRl—ﬁ%L Z-gA+= 9F 10,000 AlZFo ng/ml WX <F 17,500 AlZFO u
g/mLe] AUCE frdtste EZolA Fojd Utk dF FA Al A, FOLR1- %‘ Z-gA+e < 10,000 AlZFo u
g/mL WA °F 17,000 A17Fo pg/mLe] AUCE frdets oA Fod & vk, dF F Al A, FOLR1-Z %
Zhg-A = 9F 10,000 AlZFo pg/mL WA °F 16,000 Alzto pg/mle] AUCE F338ls ol Fojd 4= 9y, o
5B A ool A, FOLRI-Z% 284 oF 10,000 A7Fo pg/mL WA <k 15,000 AlZFo pg/mLe] AUCE %‘?—iﬂt—

gl Fold 5 Ao,

Q) %

AR g FA| ool A, FOLRI-A3JE 284 v A& (7}, #F-FOLRL FADNE A 55+ A3 dolrp. dAg
TA A, k& FOLRI-AF &A1 (744, A7t A%st= FOLRL 4@ Al o3 S4stdct. dAg
Ao A, F%¢e Q7 FOLRIS Ipopatd sit,
2 e X5 a3 FOLRI-AF 2H8AE A (O, A57F e QAo Fostes Ae xdshe=, o
S A83e WHS AFst. & A o) z@E W o Asd ¢ Ade dode AAE, TE, Ao,
e SAEA &2 Ax Ao sl EAstEE dojo HI e Zort EFEA|NE o]Fe| XA
et e Ui e ol dd 4 Qth. 2 de) o] xgd W] 93 Xad ¢ e 4o 5A
sk Aedle dAay, A, dgs, A, ek, e, Hek, A, dgdd, g, SAE, AwH
Qb agst, wEAEF, afa TRl XFEHAT ojFd AR derh. AT FAdlA, o2
wadtolty, dAT FAd, G H ot}
IR FA oA, 9h2 FOLRL (ZYRHE Ev Ab)E Fdst= doltr. dF FA oA, FOLRI-A3 28
= dZA, U.S. 38 &9 3 2012/0282175 T oAl 3/E &Y HE W0 2012/13567500 4 A E wRe}
Zo], FOLR1S Z7td Id FF5 Ze 3 FoHa, olF & EF AAHoz Edd x=EA AYgdnt.
wpEbA], AR Ao A, FOLR1 Tdo] Wz st (IHO)o o8] A=, agla 49 H4E s
gz (7FE, 24" )l vld A A= HAy 2/Ee G4 gdA Aot Alsdd O, A= 5 3
HAE dizdd dAsA 39 A% HAF57t AAF 2ol ATHI, BE FErt FF 2 RAE gz A5 2
\!] B

ek A ERl AFHD). v =
o FEe 4y FUY HFE 9HOR wE , =
S Qlrh. thE AellelM, FOLRL W@A Z7he 749, ol @AY EE 458 FORL 21

2 9t AAERY 24 E AT 2@ FF)e wstel Had 2w, Haw 30,
Z7kel Azl el 249 & Ao

)9
AR FA oA, o2 [HC 9jd 2 dHZ e He 52 $FolA FOLRLS T3 st golvh. dF F-A ool
A, b2 THC 93] 3 SHE e U 2 FFA FOLRLS @dshs ol dF FA A, 42 THC
o oa 2 FElR T g% e FFA FOLRIS 23sts #Hotolth. A5 FAdolA],
HE EE 08 & $FoA FORIS 2dss d Yo,

o2
rlo
—
fon ]
(D]
S
lo
%
w

A FA AN, B dPe AAlE FA Ee FAEAE AGTHoR FHEEH= HA (U1, '@A, F3
Aot desto N, BT o]8S 93t AA 7} AZHEY (Remington, The Science and Practice of Pharmacy
20th Edition Mack Publishing, 2000). A3t Aty or 3 EH= WA= HSFA 4= o= &9
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A 1

A7 ok Bt M INGNS53 FoF A7)

INGN8532 ¢4kl &4 1 (FOLRI)—QEL A D AEg volgA o= DME XFeE A -FE HHEA
(ADC)olt}. IMGN8532 <Al F/lE &9 W& WO 2011/106528, WO 2012/1356759F WO 2012/138749, 1]l U.S.
TE =9 WE 2012/0009181, 2012/0282175% 2012/028228200 4 kAl A=, o5 247 AAH o=

Eo| Hx2ZA] HJECTE. INGN8532 huMov19-sSPDB-DM4©]al, 12]3l huMovl9 A= AE W& :39] ofui=it
Age 2= ME: 59 obrlmit AdS 2 b FHE WEAT. FORL BHEe Be

7 s " M
1 789 ek (B0C), Absl=heh, HIAaAlE w9k (NSCLO), 12]al 51 Al A1 Al qhellA]

BAAE 2 9A 3 (RP2D)S A4S Bk olyg} o] oA, oFEE st
23 (PD) ¥ &8s Huksh] 98 AF7F AlFEAT. Y] AFE 27HK] A8 ¥

714 IMGN853 A A7t Ay Aok (EOC) 2 th& FOLR1-¢
il q FUL

4
[}
FFS G B FIHUT, Tom B ) LR,

A7) AT FtEE AR BRRES 93], IMGN8530] 7+ 21-d (3 F) F719 1At AWy (IV) A&H AT, 18
W 227 0.15 WA 7.0 mg/kg IMGN853 WEIdlA] ®ish= 7714 2% 3o 23 &I ECE S+ 119
b, Agiuete o 59 B, aEla B OAE A% AE 4 e 29 4 (E 18 F2e). os
18 A} Alolol A, 81 FA= AF-E THE AR uHEHE 28 (ABs)S RISt o]E AE SO
A FRe AR B TR
[ 1]
T 300 o8 5%
ZAa}
# 1: 2% do| 25t 5=
N =18
Fra &
Aot
2 ollH| = 29 3 dlg= 39 21k A
L4t 3 1 5 2 0O 11
ey 1 4t z T
013 M= 12 1
=0 ME 2 1 2
dsz !
220y ut
xpol 1 0 32 1 0 5
z 1 3
ZUeke | )
A}
RRERE ' !
AM7d M3 0O 1 4] 0O 1 2
=B Mz 1 =4 2
N Z=pollAe calzs 8F=dl sD7t 6 =27 =0 A1E=E
2gholg|2| ob2 PR (BHZ HRZ)

7.0 mg/kg WA, 48 AL AT H4E AFSAT. 1% A AT X zmol| WEe] dEE e 1
HE ow 3, wE-AS A A 9 T 2 el RuEddn. FUHHeRE, 59 3, T 2, 1¥i 5
T 1 2E3S ke 7z 149 371 gtk RE o]MlEE INMGNS53 A 8ol olutk: W s wEd Ao
2 FHAY. dggoer, olgjd Fo d4F (5, 3 Fuith 13])olA Al WA EFL 7.0 mg/kg ¥F T
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o4 zaE o HFAUL, T 7.0 ng/kg BF SRl delels BE A old BF £F (5.0

I ARk o R > 3.3 mg/kg EFolA HEF 4 Ao wkzY)
3 CA125 P%% Bauspgick: Ao dag e

o %= St Folgx] gre BRI ukg
319lth. 5.0 mg/kgH th ﬂﬂur T 019Jr %%6& —Er%‘:oﬂ*i IMGN853& o= #kAk= F-FOLR1 ™ (
IMGN853) Eolo 30 WA 60 B oA wAMMERE, 10 mg IV (EE §A}8E A Ro: SUE)S

AZHAIL, 19
o H A5 29 e

g4 (PK) FHebu|E7F IMGNSS3 1 @Al Al@e] 571 1 (v zF Aol ojgh Foko]l A WA 7))ol tisf
iﬂ%ﬁh =W 1) IMGN8539] Al A®w (CL= 1.1 mL/AIZH/kg) oA ti=F 35.4 AlZF = 1.5 Lo Hizty]
2 353 o8 yedt. 242 HE 52 BN Fo]53 (CL= 0.4 nL/AZ/kg), 28 ¥3H7]= 7.0
mg/kgoll A ¢F 4 A2 F7kgth. =% (AUC)F Cmax FA] AREA R BS & 34 78k 3o v

i A4 A7 IMGN853©] 5.0 mg/kgZ7hA o] ROl TS| SQldrhs Ae SEEAY. 52 5.0 mg/kg
T T ASdEw. Aol AE Folshz, ol 7.0 mg/kgolld ARHJW EE @A 159 2l
5.0 mg/kgo 2 FHAaF ATt olelgt Bkl FHx wiAdd 37 Ao FAE MY Z2dS HE gy 9

8, F7F &2k 9A] 5.0 mg/kgoll SFE 3 Yt

do+ MID7} TF éEl 03%1% Ber gy A2 7183 Aolth. 3714 g IS EE FOLRL wald <k

= A Ay daeh (2) Al e 3XA Ay g, aga (3) AgE e JXA v2AE H§Y

(NSCLO) & 9= ﬂz}e Brre Zolth. FIE 29 3 747, Ty Fobs FF Al =

PET 7ol ©J&f IMGN8S3 PD AMS S Zlo|th. IMGN8S3E H A3 3.3 mg/kg®] oA F
1

5.0 mg/kg T=E AT 6.0 mg/kge] wFS XTI F ArE. Z7]e], IMGN853 1 mg/&9] HlEolA FolH

olo} dt}; 30 ¥ ¥, H|ES FH3| £AHW 3 ng/EoE E71E 4 YT}, 3 mg/EoA 30 B F =2 829

W, BEe 5 mg/FoR SUHE ¢ Y. AF UL £ vEoA Ag" 5 .

3.3 mg/kg EE L o] Aol A RE IMGN8S3 FoFo] 9o, ot Ap|Rol= X FE A 204 Auy =2
EZE o]&3ste] x3d Aotk (7}Ej 2 R0l X8 B IMGN8S3 Folo 30 WA 60 & o4 10 mg ¢

AMHIERE TV (B8 fFARSE ZEEolE F7HE) oA £33, T8a o34 fdlls| =gl HClE oA Eoln]

o] IMGN853 ool oA dxHTh. F71& (1) Ao Aol 1S orstHAY, (i1) A7 welgd &+ ¢l
=4& AFsAY, (i) A7 595 ALSHAY, (iv) XA F7F A5 A58 wAAZA FAo|%
o

dol BASAY E= (v) &2} Hl-Ee% B Ay o= dl 9 w7hbA] RS En

.
R
7

Whg-2 RECIST 2 5-Q13 ¢F 23t (GCIG) = (B3sti) S o]&ate] AP

F9] uh-2o] th¥k IMGN853 ~H|EolE-7|2 % oHt

3o 7hsAdE Eol7]l HEl, e ZERoE-V|xdE oW ZREZ FAdA] g A7 olgd 4
(1) &A= 3F-FOLR1 4 3HA) (7} , IMGN853) Fofoll 30 WA 60 + LA, 9AHERE, 10 mg IV (B
=

(2) $2k= F-FOLR1I WA TA (744, INGN853) Fofell 30 WA 60 & SkA], ofAlEolm w3 (325-650 mg IV
E= PO)SE A = ol A glol, HARHERE, 10 mg IV (B FARE S Rol= S7hE) 2 yls| =il HCl
(25-50 mg IV E3= PO)& Folit=th. o]&dh od ZeEFo] dAS L 72b A Ak mEt.

(3) #A}i= F-FOLR1 WA (7Fg, IMGN853) el Folol aFF kA §) BIDA o]af jatvlels 8 mg (=
ARGE ZE|ROJE SUHE)S Folterh. F-FOLRT Al (7, IMGN853) 2l oo dAfel], @-FOLR1 W
HEA (71, INGN853) Fodoll 30-60 & SFAl, FAbE ofAEolm gl (325-650 mg IV EE PO)9t $A &
o] A flol, EAMMERE, 10 mg IV (& FAFE A Rol= S7HE), fals|=ehyl HCl (25-50 mg IV i PO)

& Folwir,

rW 182 Jo
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[0232]

[0234]

[0235]

[0236]

[0237]

[0239]
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[0242]
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(4) Fholl kA 24 A7 ool Al Eeol= (7hE, HAfHERE) ] Bt Foldnt

o BAY AL dFsle Ve WY BS99 Bxz o AYHdn. oE
o] HE 93 oA deojHoz A, A E44
|t

fo t1 (& R oF I

e
T
T

o
°

St A7-AgE oAHel Al FolA @ A6l ola) ATEA ook s, @A
o S7bgel wel FAH ok Hf,

o
=

-
ol
o

A

S
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MAQRMTTQLLLLLVWVAVVGEAQTR I AWARTELLNVCMNAKHHKEKPGPEDKLHEQCRPWRKNACCSTNTSQEAHKDVSYLYRFNWNHCGEMAPACKRHFIQ
DTCLYECSPNLGPWIQQVDQSWRKERVLNVPLCKEDCEQWWEDCRTSYTCKSNWHKGWNWT SGFNKCAVGAACQPFHFYFPTPTVLCNE IWTHSYKVSNYSR
GSGRCIQMWFDPAQGNPNEEVARFYAAAMSGAGPWAAWPFLLSLALMLLWLLS

A WE2 - 7 4k S84 1 ek 4

atggctcagcggatgacaacacagcetgetgetecttctagtgtgggtggctgtagtaggggaggct cagacaaggattgecatgggecaggactgagettcete
aatgtctgcatgaacgccaagcaccacaaggaaaagccaggcecccgaggacaagttgecatgagecagtgtcgaccctggaggaagaatgectgetgttcetace
aacaccagccaggaagcccataaggatgtttcctacctatatagattcaactggaaccactgtggagagatggcecacctgectgcaaacggeatttcatccag
gacacctgcectctacgagtgetcccccaacttggggecctggatccagecaggtggat cagagetggegcaaagagegggtactgaacgtgecectgtgeaaa
gaggactgtgagcaatggtgggaagattgtcgecacctectacacctgcaagagcaactggcacaagggcetggaactggacttcagggtttaacaagtgegea
gtgggagctgectgcecaacctttceccatttctacttccccacacccactgttetgtgecaatgaaatctggactcactcectacaaggtcagcaactacagecga
gggagtggccgcetgcecatccagatgtggttcgacccageccagggcaaccccaatgaggaggtggegaggttctatgetgecagecatgagtggggetgggece
tgggcagcectggectttectgettagectggecctaatgetgetgtggetgetcage

A4 M3 :3 - huMov19 vHC

QVQLVQSGAEVVKPGASVKI SCKASGYTFTGYFMNWVKQSPGQSLEWIGRIHPYDGDTFYNQKFQGKATLTVDKSSNTAHMELL SLTSEDFAVYYCTRYDGS
RAMDYWGQGTTVTVSS

Ad H3E:4 - huMovl9 vLCv1.00

DIVLTQSPLSLAVSLGQPATISCKASQSVSFAGTSLMHWYHQKPGQQPRLLIYRASNLEAGVPDRESGSGSKTDFTLNISPVEAEDAATYYCQQSREYPYTF
GGGTKLEIKR
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[0245] A9 W55 - huMovl9 vLCvl.60

[0246] DIVLTQSPLSLAVSLGQPATISCKASQSVSFAGT SLMHWYHQKPGQQPRLL I YRASNLEAGVPDRFSGSGSKTDFTLT I SPVEAEDAATYYCQQSREYPYTF
GGGTKLEIKR

[0248] A9 W56 - huMovl9 vLC CDR1

[0249] KASQSVSFAGTSLMH

[0250]

[0251] A9 W57 - huMovl9 vLC CDR2

[0252] RASNLEA

[0254] A M35 :8 - huMovl9 vLC CDR3

[0255] QQSREYPYT

[0257] A9 W59 - huMovl9 vHC CDR1

[0258] GYFMN

[0260] A9 W35 :10 - huMovl9 vHC CDR2 - Kabat 114 %

[0261] RIHPYDGDTFYNQKFQG

[0263] A9 W35 :11 - huMovl9 vHC CDR2 - Abm +3 %

[0264] RIHPYDGDTF

[0266] A9 W5 :12 - huMovl9 vHC CDR3

[0267] YDGSRAMDY

[0269] A WHF:13 - huMovl9 HC ofmx=AF A<

[0270] QVQLVQSGAEVVKPGASVK I SCKASGYTFTGYFMNWVKQSPGQSLEW IGRIHPYDGDTFYNQKFQGKATLTVDKSSNTAHMELLSLTSEDFAVYYCTRYDGS

RAMDYWGQGTTVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLY SLSSVVTVPSSSLGTQTY ICNVN
HKPSNTKVDKKVEPKSCDKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMI SRTPEVTCVVVDVSHEDPEVKENWY VDGVEVHNAKTKPREEQYNSTYRVVSV
LTVLHQDWLNGKEYKCKVSNKALPAPIEKTI SKAKGQPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY
SKLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPGK

[0272] A9 W5 :14 - huMovl9 LCv1.00

[0273] DIVLTQSPLSLAVSLGQPAI ISCKASQSVSFAGTSLMHWYHQKPGQQPRLL I YRASNLEAGVPDRFSGSGSKTDFTLN I SPVEAEDAATYYCQQSREYPYTF
GGGTKLE IKRTVAAPSVF IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQG
LSSPVTKSFNRGEC

[0275] A9 W35 :15 - huMovl9 LCv1.60
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[0276] DIVLTQSPLSLAVSLGQPAT ISCKASQSVSFAGT SLMHWYHQKPGQQPRLL I YRASNLEAGVPDRF SGSGSKTDFTLTISPVEAEDAATYYCQQSREYPYTF
GGGTKLETKRTVAAPSVF IFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTY SLSSTLTLSKADYEKHKVYACEVTHQG
LSSPVTKSFNRGEC

[0278] A HF:16 - muMovl9 vHC CDR2 - Kabat 773

[0279] RIHPYDGDTFYNQNFKD
e E

[0280]

EFH S PTA-10772

Bzl 0 20100407

718713 American Type Culture Collection (ATCC)

: PTA-10773
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'
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SFEH S PTA-10774

e 2L 0 20100407
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SEQUENCE LISTING
<110> IMMUNOGEN, INC.

<120> ANTI-FOLR1 IMMUNOCONJUGATE DOSING REGIMENS

<130> 2921.050PC03

<140> To be assigned

<141> Herewith

<150> 61/823,317

<151> 2013-05-14

<150> 61/828,586

<151> 2013-05-29

<160> 16

<170> PatentIn version 3.5

<210> 1

<211> 257

<212> PRT

<213> Homo sapiens

<400> 1

Met Ala Gln Arg Met Thr Thr Gln Leu Leu Leu Leu Leu Val Trp Val
1 5 10 15

Ala Val Val Gly Glu Ala Gln Thr Arg Ile Ala Trp Ala Arg Thr Glu

20 25 30
Leu Leu Asn Val Cys Met Asn Ala Lys His His Lys Glu Lys Pro Gly
35 40 45
Pro Glu Asp Lys Leu His Glu Gln Cys Arg Pro Trp Arg Lys Asn Ala
50 55 60
Cys Cys Ser Thr Asn Thr Ser Gln Glu Ala His Lys Asp Val Ser Tyr
65 70 75 80

Leu Tyr Arg Phe Asn Trp Asn His Cys Gly Glu Met Ala Pro Ala Cys

85 90 95
Lys Arg His Phe Ile Gln Asp Thr Cys Leu Tyr Glu Cys Ser Pro Asn
100 105 110

Leu Gly Pro Trp Ile Gln GIn Val Asp Gln Ser Trp Arg Lys Glu Arg
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115 120
Val Leu Asn Val Pro Leu Cys Lys
130 135

Asp Cys Arg Thr Ser Tyr Thr Cys

145 150
Asn Trp Thr Ser Gly Phe Asn Lys
165
Pro Phe His Phe Tyr Phe Pro Thr
180
Trp Thr His Ser Tyr Lys Val Ser
195 200

Cys Ile Gln Met Trp Phe Asp Pro

210 215

Val Ala Arg Phe Tyr Ala Ala Ala

225 230

Ala Trp Pro Phe Leu Leu Ser Leu
245

Ser

<210> 2

<11> 771

<212> DNA

<213> Homo sapiens

<400> 2

atggctcagc ggatgacaac acagctgcetg

gaggctcaga caaggattgc atgggccagg

aagcaccaca aggaaaagcc aggccccgag

aggaagaatg cctgctgttc taccaacacc

ctatatagat tcaactggaa ccactgtgga

atccaggaca cctgcctcta cgagtgcetcece

gatcagagct ggcgcaaaga gegggtactg

caatggtggg aagattgtcg cacctcctac

Glu Asp Cys

Lys Ser Asn

155

Cys Ala Val

170

Pro Thr Val
185

Ser

Asn Tyr

Ala Gln Gly

Met Ser
235
Ala Leu Met

250

ctccttctag

actgagcttc

gacaagttgc
agccaggaag
gagatggcac
cccaacttgg
aacgtgcccc

acctgcaaga

125
Glu Gln Trp Trp Glu
140

Trp His Lys Gly Trp

160
Gly Ala Ala Cys Gln
175
Leu Cys Asn Glu
190
Arg Gly Ser Gly Arg
205

Asn Pro Asn Glu Glu

220

Ala Gly Pro Trp Ala
240

Leu Leu Trp Leu Leu

255

tgtgggtgge tgtagtaggg

tcaatgtctg catgaacgcc

atgagcagtg tcgaccctgg

cccataagga tgtttcctac
ctgcctgcaa acggceatttce
ggccctggat ccagcaggtg
tgtgcaaaga ggactgtgag

gcaactggca caagggctgg
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aactggactt cagggtttaa caagtgcgca gtgggagcetg

tacttcccca cacccactgt tctgtgcaat gaaatctgga
aactacagcc gagggagtgg ccgcetgecatc cagatgtggt
cccaatgagg aggtggcegag gttctatget gcagccatga
geetggectt tectgettag cctggeccta atgetgetgt
<210> 3

<211> 118

<212> PRT

<213> Artificial Sequence

<220><223> huMov19 vHC

<400> 3

GIn Val Gln Leu Val Gln Ser Gly Ala Glu Val

1 5 10

Ser Val Lys Ile Ser Cys Lys Ala Ser Gly Tyr
20 25
Phe Met Asn Trp Val Lys Gln Ser Pro Gly Gln
35 40
Gly Arg Ile His Pro Tyr Asp Gly Asp Thr Phe
50 95
Gln Gly Lys Ala Thr Leu Thr Val Asp Lys Ser

65 70 75

Met Glu Leu Leu Ser Leu Thr Ser Glu Asp Phe
85 90
Thr Arg Tyr Asp Gly Ser Arg Ala Met Asp Tyr
100 105
Thr Val Thr Val Ser Ser
115
<210> 4
<211> 112
<212> PRT
<213> Artificial Sequence

<220><223> huMov19 vLCv1.00

cctgccaacc tttccattte

ctcactccta caaggtcagc
tcgacccage ccagggcaac

gtggggetgg geectgggea

ggctgctcag ¢

Val Lys Pro Gly Ala

15

Thr Phe Thr Gly Tyr
30
Ser Leu Glu Trp Ile
45

Tyr Asn Gln Lys Phe

60

Ser Asn Thr Ala His
80

Ala Val Tyr Tyr Cys
95
Trp Gly Gln Gly Thr
110
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<400> 4
Asp Ile Val Leu Thr Gln Ser Pro Leu Ser Leu Ala Val Ser Leu Gly
1 5 10 15

Gln Pro Ala Ile Ile Ser Cys Lys Ala Ser Gln Ser Val Ser Phe Ala
20 25 30
Gly Thr Ser Leu Met His Trp Tyr His Gln Lys Pro Gly GIn Gln Pro
35 40 45
Arg Leu Leu Ile Tyr Arg Ala Ser Asn Leu Glu Ala Gly Val Pro Asp
50 55 60
Arg Phe Ser Gly Ser Gly Ser Lys Thr Asp Phe Thr Leu Asn Ile Ser

65 70 75 80

Pro Val Glu Ala Glu Asp Ala Ala Thr Tyr Tyr Cys Gln Gln Ser Arg
85 90 95

Glu Tyr Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Arg

100 105 110

<210> 5

<211> 112

<212> PRT

<213> Artificial Sequence

<220><223> huMov19 vLCv1.60

<400> 5

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

1 5 10 15

Gln Pro Ala Ile Ile Ser Cys Lys Ala Ser Gln Ser Val Ser Phe Ala

20 25 30
Gly Thr Ser Leu Met His Trp Tyr His Gln Lys Pro Gly Gln Gln Pro
35 40 45
Arg Leu Leu Ile Tyr Arg Ala Ser Asn Leu Glu Ala Gly Val Pro Asp
50 55 60
Arg Phe Ser Gly Ser Gly Ser Lys Thr Asp Phe Thr Leu Thr Ile Ser

65 70 75 80

_37_



Pro Val Glu Ala Glu Asp Ala Ala Thr Tyr Tyr Cys Gln Gln Ser Arg

85 90 95

Glu Tyr Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Arg
100 105 110

<210> 6
<211> 15
<212> PRT
<213> Artificial Sequence
<220><223> huMov19 vLC CDR1
<400> 6
Lys Ala Ser Gln Ser Val Ser Phe Ala Gly Thr Ser Leu Met His
1 5 10 15
<210> 7
211> 7
<212> PRT
<213> Artificial Sequence

<220><223> huMov19 vLC CDR2

<400> 7

Arg Ala Ser Asn Leu Glu Ala
1 5

<210> 8

<211> 9

<212> PRT

<213> Artificial Sequence
<220><223> huMov19 vLC CDR3
<400> 8

Gln Gln Ser Arg Glu Tyr Pro Tyr Thr
1 5

<210> 9

<211> 5

<212> PRT

<213> Artificial Sequence

<220><223> huMov19 vHC CDR1

_38_
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<400> 9

Gly Tyr Phe Met Asn

1 5

<210> 10

<11> 17

<212> PRT

<213> Artificial Sequence

<220><223> huMov19 vHC CDR2 - Kabat Defined

<400> 10

Arg Ile His Pro Tyr Asp Gly Asp Thr Phe Tyr Asn Gln Lys Phe Gln

1 5 10

Gly

<210> 11

<211> 10

<212> PRT

<213> Artificial Sequence

<220><223> huMov19 vHC CDRZ - Abm Defined
<400> 11

Arg Ile His Pro Tyr Asp Gly Asp Thr Phe
1 5 10
<210> 12

<211> 9

<212> PRT

<213> Artificial Sequence

<220><223> huMov19 vHC CDR3

<400> 12

Tyr Asp Gly Ser Arg Ala Met Asp Tyr

1 5

<210> 13
<211> 448
<212> PRT

<213> Artificial Sequence

_39_
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<220><223>
<400> 13
GIn Val Gln
1

Ser Val Lys

Phe Met Asn

35

Gly Arg Ile
50

Gln Gly Lys

65

Met Glu Leu

Thr Arg Tyr

Thr Val Thr
115
Leu Ala Pro
130
Cys Leu Val
145

Ser Gly Ala

Ser Ser Gly

Ser Leu Gly

195

Asn Thr Lys
210

His Thr Cys

huMov19 HC amino acid sequence

Leu Val Gln

Ile Ser Cys
20

Trp Val Lys

His Pro Tyr

Ala Thr Leu

70

Leu Ser Leu
85

Asp Gly Ser

100

Val Ser Ser

Ser Ser Lys

Lys Asp Tyr

150

Leu Thr Ser

165

Leu Tyr Ser

180

Thr Gln Thr

Val Asp Lys

Pro Pro Cys

Ser

Lys

Asp

55

Thr

Thr

Arg

Ser
135

Phe

Leu

Tyr

Lys

215

Pro

Gly Ala Glu Val
10
Ala Ser Gly Tyr
25
Ser Pro Gly Gln

40

Gly Asp Thr Phe

Val Asp Lys Ser

75

Ser Glu Asp Phe
90

Ala Met Asp Tyr

105

Ser Thr Lys Gly
120

Thr Ser Gly Gly

Pro Glu Pro Val
155
Val His Thr Phe

170

Ser Ser Val Val
185

Ile Cys Asn Val

200

Val Glu Pro Lys

Ala Pro Glu Leu

Val

Thr

Ser

Tyr
60

Ser

Trp

Pro

Thr

140

Thr

Pro

Thr

Asn

Ser

220

Leu

Lys Pro Gly
15
Phe Thr Gly
30
Leu Glu Trp

45

Asn Gln Lys

Asn Thr Ala

Val Tyr Tyr

110

Ser Val Phe
125

Ala Ala Leu

Val Ser Trp

Ala Val Leu

175

Val Pro Ser
190

His Lys Pro

205

Cys Asp Lys

Gly Gly Pro
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80
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Thr
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160

Ser

Ser

Thr
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225 230 235 240

Val Phe Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met Ile Ser Arg
245 250 255
Thr Pro Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro
260 265 270
Glu Val Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala
275 280 285
Lys Thr Lys Pro Arg Glu Glu Gln Tyr Asn Ser Thr Tyr Arg Val Val

290 295 300

Ser Val Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr
305 310 315 320
Lys Cys Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr
325 330 335
Ile Ser Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu
340 345 350
Pro Pro Ser Arg Asp Glu Leu Thr Lys Asn Gln Val Ser Leu Thr Cys

355 360 365

Leu Val Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser
370 375 380
Asn Gly Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp
385 390 395 400
Ser Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser
405 410 415
Arg Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala

420 425 430

Leu His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
435 440 445

<210> 14

<211> 218

<212> PRT

<213> Artificial Sequence
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<220><223>
<400> 14
Asp Ile Val
1

Gln Pro Ala

Gly Thr Ser

35
Arg Leu Leu
50
Arg Phe Ser
65

Pro Val Glu

Glu Tyr Pro

Thr Val Ala
115
Leu Lys Ser
130
Pro Arg Glu
145

Gly Asn Ser

Tyr Ser Leu

His Lys Val
195
Val Thr Lys
210
<210> 15

<211> 218

huMov19

Leu Thr

20

Leu Met

Ile Tyr

Gly Ser

Tyr Thr

100

Ala Pro

Gly Thr

Ala Lys

165
Ser Ser
180

Tyr Ala

Ser Phe

LCv1.00

Gln Ser

Ser Cys

His Trp

Arg Ala

55
Gly Ser
70

Asp Ala

Phe Gly

Ser Val

Ala Ser

135
Val Gln
150

Ser Val

Thr Leu

Cys Glu

Pro

Lys

Tyr

40

Ser

Lys

Phe

120

Val

Trp

Thr

Thr

Val
200

Leu

25

His

Asn

Thr

Thr

Val

Lys

Leu
185

Thr

Ser
10

Ser

Leu

Asp

Tyr

90

Thr

Phe

Cys

Val

170

Ser

His

Asn Arg Gly Glu Cys

215

Leu Ala Val Ser

Gln Ser Val Ser
30

Lys Pro Gly Gln

45
Glu Ala Gly Val
60
Phe Thr Leu Asn
75

Tyr Cys Gln Gln

Lys Leu Glu Ile

110
Pro Pro Ser Asp
125
Leu Leu Asn Asn
140
Asp Asn Ala Leu
155

Asp Ser Lys Asp

Lys Ala Asp Tyr
190
GIn Gly Leu Ser

205

_42_

Leu Gly
15

Phe Ala

Gln Pro

Pro Asp

Ile Ser

80
Ser Arg
95

Lys Arg

Phe Tyr

Gln Ser

160

Ser Thr

175

Glu Lys

Ser Pro
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<212> PRT
<213> Artificial Sequence

<220><223> huMov19 LCv1.60

<400> 15

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

Gln Pro Ala Ile Ile Ser Cys Lys Ala Ser Gln Ser Val Ser Phe Ala

20 25 30
Gly Thr Ser Leu Met His Trp Tyr His Gln Lys Pro Gly GIn Gln Pro
35 40 45
Arg Leu Leu Ile Tyr Arg Ala Ser Asn Leu Glu Ala Gly Val Pro Asp

50 55 60

Arg Phe Ser Gly Ser Gly Ser Lys Thr Asp Phe Thr Leu Thr Ile Ser
65 70 75 80
Pro Val Glu Ala Glu Asp Ala Ala Thr Tyr Tyr Cys Gln Gln Ser Arg
85 90 95
Glu Tyr Pro Tyr Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys Arg
100 105 110
Thr Val Ala Ala Pro Ser Val Phe Ile Phe Pro Pro Ser Asp Glu Gln

115 120 125

Leu Lys Ser Gly Thr Ala Ser Val Val Cys Leu Leu Asn Asn Phe Tyr
130 135 140
Pro Arg Glu Ala Lys Val Gln Trp Lys Val Asp Asn Ala Leu Gln Ser
145 150 155 160
Gly Asn Ser Gln Glu Ser Val Thr Glu GIn Asp Ser Lys Asp Ser Thr
165 170 175
Tyr Ser Leu Ser Ser Thr Leu Thr Leu Ser Lys Ala Asp Tyr Glu Lys

180 185 190

His Lys Val Tyr Ala Cys Glu Val Thr His Gln Gly Leu Ser Ser Pro
195 200 205

Val Thr Lys Ser Phe Asn Arg Gly Glu Cys
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210 215
<210> 16
<11> 17
<212> PRT
<213> Artificial Sequence
<220><223> muMov19 vHC CDR2 - Kabat Defined
<400> 16
Arg Ile His Pro Tyr Asp Gly Asp Thr Phe Tyr Asn Gln Asn Phe Lys
1 5 10 15

Asp
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