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(59) JP 2015-509962 A 2015.4.2

ogoon
1
BESIHS

14 % | HCVR | HCDR1 | HCDR2 | HCDR3 | LCVR | LCDR1 | LCDR2 | LCDR3
H1H3117N 2 4 6 8 10 12 14 16
H1H3134N 18 20 22 24 26 28 30 32
H1H3067N 34 36 38 40 42 44 46 48
H1H3121N 50 52 54 56 58 60 62 64
H1H3123N 66 68 70 72 74 76 78 80
H1H3124N 82 84 86 88 90 92 94 96
H1H3324P o8 100 102 104 106 108 110 112
H1H3325P 114 116 118 120 122 124 126 128
H1H3328P 130 132 134 136 138 140 142 144
H1H3330P 146 148 150 152 154 156 158 160
H1H3350P 162 164 166 168 170 172 174 176
H1H3317P 178 180 182 184 186 188 190 192
H1H3335P 194 196 108 200 202 204 206 208
H1H3337P 210 212 214 216 218 220 222 224
H1H3339P 226 228 230 232 234 236 238 240
H1H3343P 242 244 246 248 250 252 254 256
H1H3344P 258 260 262 264 266 268 270 272
H1H3347P 274 276 278 280 282 284 286 288
H1H3354P 290 292 294 296 298 300 302 304
H1H3355P 306 308 310 312 314 316 318 320
H1H3394P 322 324 326 328 330 332 334 336
H1H3401P 338 340 342 344 346 348 350 352
H1H3411P 354 356 358 360 362 364 366 368

gboooon
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oooao
F 2
s iR A+ HCVR LCVR
HCVR/LCVR A Dy Ju Vi Jk
H1H3067N 34/42 3-30 6-6 4 4-1 4
H1H3134N 18/26 3-33 3-10 4 4-1 3
H1H3117N 2/10 3-23 1-7 4 3-20 2
H1H3123N 66/74 3-48 4-11 6 1-5 1
H1H3121N 50/58 3-48 5-18 6 1-5 1
H1H3124N 82/90 3-48 3-22 6 1-5 1
H1H3328P 130/138 3-13 3-10 6 1-27 3
H1H3324P 98/106 3-13 3-10 6 1-27 3
H1H3325P 114/122 3-23 3-10 6 1-5 1
H1H3330P 146/154 3-33 1-7 4 1-39 5
H1H3350P 162/170 3-11 7-27 4 3-15 2
H1H3347P 274/282 3-23 1-26 4 1-16 3
H1H3335P 194/202 3-23 1-26 4 1-16 3
H1H3344P 258/266 3-23 2-15 4 1-16 3
H1H3339P 226/234 3-23 1-26 4 1-16 3
H1H3337P 210/218 3-23 1-26 5 1-16 3
H1H3343P 2421250 3-23 1-26 4 1-16 3
H1H3411P 354/362 3-23 1-1 6 1D-12 2
H1H3354P 290/298 6-1 2-8 4 3-11 2
H1H3317P 178/186 3-30 3-10 4 1D-12 4
H1H3355P 306/314 3-9 1-26 6 1-6 3
H1H3394P 322/330 1-2 2-2 4 3-20 4
H1H3401P 338/346 3-30 1-1 4 1D-12 2
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oo0o00ooo0ooooboo0oo0ooooob oo oooob0o oo oooDoobooooaoan
gooooooooooootootbooooboo0oboboobooooooooooOoonOooao
gooooooooooooootboboobo0obobo0oboooboooooOooOoao
Oo0oo0oo0oooooboo0oo0oo0oooob oo oooo oo oooDoobooooaoan
ooo0oo0ooDo0o0o0,00,00,00,,, 000000000000, O0D0O00O00
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Oo0oao
F3:37°Clchi13inC. difficile — E# & mAbDBiacore HTE
37°ClchHi1d%ES [ MabRitE o4 —<v b
AbPID SMESR) ka (Ms™) kd (s™) Ko (£L) TV (%)
H2M3121N EXEA 9.69E+05 | 1.66E-04 1.72E-10 69
E%B 6.11E+04 | 7.58E-05 1.24E-09 152
H2M3123N EXEA 1.23E+06 | 5.93E-04 4.81E-10 19
E%B 3.97E+04 | 6.54E-05 1.65E-09 176
H2M3124N EEA 1.14E+06 1.98E-04 1.74E-10 58
E%B 3.31E+05 | 1.00E-06 3.02E-12 11550
H1H3067N EEA 1.44E+05 | 3.45E-05 2.40E-10 335
5% B 2.54E+03 | 6.43E-04 2.53E-07 18
H1H3134N 5% A 1.02E+05 | 2.82E-06 2.78E-11 4096
%8 2.99E+03 | 9.73E-04 3.25E-07 12
Ooo0o0o0Oooao
Ooooao
F*4:37°ClcH1131nC. difficile &3 A mAb®) Biacore Sl
37°Clchi1d%ES | MabiEfz JA—<v b
AbPID PARiILY | ka (Ms™) kd(s™) | Ko(E) D) T
(53)
H1H3117N BEEA 4.38E+05 | 3.84E-05 | 7.93E-11 332
H1H3324P EEA 2.51E+05 | 3.50E-06 | 1.39E-11 3297
H1H3325P BEEA 5.27E+05 | 5.51E-05 | 1.05E-10 209
H1H3328P EEA 3.82E+05 | 3.66E-05 | 9.57E-11 316
H1H3330P EEA 2.50E+05 | 1.37E-04 | 5.47E-10 85
H1H3350P EEA 4.02E+05 | 4.05E-06 | 1.01E-11 2854
S | ERA 3.77E+05 | 3.24E-05 | 8.59E-11 58
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#+5:37°Clchi1dinC. difficile % B mAb Biacore Hil:
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AbPID S ka (Ms™) kd (s') | Ko(E/L) (T*/z)
ﬁj\
H1H3317P 5%B 6.50E+05 | 7.78E-05 | 1.20E-10 149
H1H3335P E%B 1.77E+05 | 4.14E-04 | 2.34E-09 28
H1H3337P E%B 2.41E+05 | 9.45E-04 | 3.93E-09 12
H1H3339P 5%B 2.76E+05 | 5.37E-04 | 1.95E-09 22
H1H3343P E%B 2.84E+05 | 4.48E-04 | 1.58E-09 26
H1H3344P E%B 2.04E+05 | 8.65E-04 | 4.24E-09 13
H1H3347P E%B 3.39E+05 | 8.13E-04 | 2.40E-09 14
H1H3354P 5%B NB NB NB
H1H3355P E%B NB NB NB
H1H3394P E%B 4.86E+05 | 1.62E-04 | 3.33E-10 72
H1H3401P E%B 4.20E+05 | 2.41E-04 | 5.74E-10 48
H1H3411P E%B 2.35E+05 | 1.59E-04 | 6.77E-10 73
XTEG I E%B 2.11E+06 | 4.59E-04 | 2.18E-10 25
NB = HEBEH T CHHEEET
ooooon
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#&6: C. difficile WADFE FA VDRE

JP 2015-509962 A 2015.4.2

CEimERADGS CRiInEFRBOFES
mAb{E CBD-A mAB H#{E CBD-B
mAb 100nM CBD- e 100nM CBD- HiE EAL @
A 500nM mAB BoOf#EE 500nM mAb =
0%:4 (RU) O§5S (RY) (RU) OFES (RU)
H2aM3067 -2 237 25 369 C=
H1M3117 -3 350 -1 21 CximA
H2aM3121 0 23 2 10 Non CBD
H2aM3123 1 23 1 14 Non CBD
H2aM3124 0 29 0 19 Non CBD
H1M3134 -1 195 23 394 CxFim
H1H3324P 269 224 19 -8 CKim A
H1H3325P 17 3 7 -8 Non CBD
H1H3328P 354 227 35 -6 CKim A
H1H3330P 441 515 40 -4 C=Xiim A
H1H3335P 13 5 13 -6 Non CBD
H1H3337P -17 8 -24 -2 Non CBD
H1H3339P 19 2 14 -2 Non CBD
H1H3343P 11 3 9 -4 Non CBD
H1H3344P 5 5 4 -2 Non CBD
H1H3347P 42 -13 44 7 Non CBD
H1H3354P -19 -2 -24 -4 Non CBD
# Non CBD (¢, ERAFIBOCKIGZFERTE S FAM VIR ELBVLILETRT,
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%= 7 :InClostridium difficile E&ZABLUBIRIKICHTIES FAY

SEC I3 SEC 43 -
Ab CBD-A CBD-A CBD-B CBD-B [_igl‘i‘;ﬁ’y
EDILR DEED EDLE oma0 | <o
He HE= =
H2M3067N T+t 0 NT NT Cokia A/B
HIM3117N T+t 0 NT NT CRimA
H2M3121N 3 AL NT NT Non CBD
H2M3123N : &L NT NT Non CBD
H2ZM3124N : HL NT NT Non CBD
H1M3134N ; BL NT NT CEimAB
H1H3317P NT NT } B0 NT
H1H3324P v D) NT NT CHig A
H1H3325P : BL NT NT Non CBD
H1H3328P 5 D) NT NT CRimA
H1H3330P ; D) N.D. N.D. Cokig A
H1H3335P NT NT ; &L Non CBD
H1H3337P NT NT : 5L Non CBD
H1H3339P NT NT ; BL Non CBD
H1H3343P NT NT : BL Non CBD
H1H3344P NT NT ) BL Non CBD
H1H3347P NT NT _ &L Non CBD
H1H3350P B B0 NT NT NT
H1H3354P NT NT : 5L Non CBD
NT=ABUT. 1BD- ERPE

Non CBD ., FFRAFLEBOCKEBFERE S FAMVICEE LGNV EETRT,
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SAEE1 A5 2 B3 A5 4 Bk S
mAb (IC50) (ICs0) (ICsc) (ICs0) (ICs0)
32pM 32pM 32pM 32pM 25pM
BHEA H5EA B5EA BXRA BEA
H1M3067N 64pM 44pM NT NT NT
H1M3117N 29pM 11pM NT NT NT
H2aM3121N 65pM 35pM NT NT NT
H2aM3123N 65pM 24pM NT NT NT
H2aM3124N 41pM 21pM NT NT NT
HIM3134N NT NT NT 38pM NT
H1H3324P NT NT NT 33pM NT
H1H3325P NT NT NT 33pM NT
H1H3328P NT NT 112pM NT NT
H1H3330P NT NT 7pM NT 7pM
xR | NT NT NT NT 199pM
<t 18pM 6pM 10pM 11pM 9pM
NT: HEtd
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#8B:HFXRBICHTIERMab® hF1%h H (IC5)

JP 2015-509962 A 2015.4.2

mAb & 1 (ICs0) B 2 (ICs) HER3 (ICs0)
0.1pM=%B 0.1pM =%B 0.03pM &=%B

H1M3067N th¥td
HIM3134N hEIET
HIH3317P hFIE T NT NT
H1H3335P 730pM 380pM 120pM
H1H3337P 1730pM 980pM 320pM
H1H3339P 480pM 270pM 90pM
H1H3343P 280pM 200pM 50pM
H1H3344P 580pM 400pM 40pM
H1H3347P 130pM 90pM 25pM
H1H3350P hFIE T NT NT
H1H3340P NT ailicE] NT
H1H3411P NT 8pM* NT

HER I 1800pM 1500pM 260pM
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FOA HEB1OFE:BHRETIL: HIH3330P + H1H3347P Fk AL ERA+
LtERALhEREBLOFAME
A= (mg/kg
B 10
* e xgsEg) | "
1 PRttt R (EEARG) il 10 x 4 14
2 AR ERAPSULLBRiiESRL [5/5] x 4 23
(H1H3330P + H1H3347P
3 DM A DY) (5/5] x 4 23
4 L 15 20
EROLIC, KAV VU ETATOBBICHR S L,
oooooao
ooooao
#9B HAB20FEH:BHRETTIN: H1H3330P + H1H3347PF Gk HEAERA
+hEBARERBEOSIAME
A= 30
B & (mg/kg X n
£ 5 [@%)
1 PRt BE (BRIl 10 x 1 14
2 e AR ERABL VLB A EEB [5/5] x 1 16
3 (H1H3330P + H1H3347P O#& &hHt) [5/5] x 1 16
4 LB AR ERAS LUK A ESR [2/2] x 1 16 40
5 (H1H3330P + H1H3347P Q& &0 E) [2/12] x 1 16

Y FEEOLIC. RYARA U ETATOE YIRS Lz,
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This International Searching Authority found multiple (groups of)
inventions in this international application, as follows:

1. claims: 1, 3, 4, 17, 18, 21-38(all partially)

directed to antibodies recognizing toxin A of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID NO:2 and
10, respectively, to pharmaceutical compositions and medical
uses of these antibodies and to nucleic acids, vectors and
host cells expressing these antibodies.

2. claims: 1, 3, 4, 17, 18, 21-38(all partially)

directed to antibodies recognizing toxin A of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID NO:98 and
106, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

3. claims: 1, 3, 4, 17, 18, 21-38(all partially)

directed to antibodies recognizing toxin A of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID NO:114 and
122, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

4, claims: 1, 3, 4, 17, 18, 21-38(all partially)

directed to antibodies recognizing toxin A of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID NO:130 and
138, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

5. claims: 2, 5, 15, 16(completely); 1, 3, 4, 17-38(partially)

directed to antibodies recognizing toxin A of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID NO:146 and
154, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

6. claims: 1, 3, 4, 17, 18, 21-38(all partially)
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directed to antibodies recognizing toxin A of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID NO:162 and
170, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

7. claims: 1, 7, 8, 17, 18, 21-38(all partially)

directed to antibodies recognizing toxin B of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID NO:178 and
186, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

8. claims: 1, 7, 8, 17, 18, 21-38(all partially)

directed to antibodies recognizing toxin B of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID NO:194 and
202, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

9. claims: 1, 7, 8, 17, 18, 21-38(all partially)

directed to antibodies recognizing toxin B of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID N0O:216 and
218, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

10. claims: 1, 7, 8, 17, 18, 21-38(all partially)

directed to antibodies recognizing toxin B of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID NO:226 and
234, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

11, claims: 1, 7, 8, 17, 18, 21-38(all partially)

directed to antibodies recognizing toxin B of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID NO:242 and
250, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
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vectors and host cells expressing these antibodies.

12, claims: 1, 7, 8, 17, 18, 21-38{all partially)

directed to antibodies recognizing toxin B of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID NO:258 and
266, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

13, claims: 6, 9(completely); 1, 7, 8, 17-38(partially)

directed to antibodies recognizing toxin B of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID NO:274 and
282, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

14. claims: 1, 7, 8, 17, 18, 21-38(all partially)

directed to antibodies recognizing toxin B of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID N0:296 and
298, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

15. claims: 1, 7, 8, 17, 18, 21-38{all partially)

directed to antibodies recognizing toxin B of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID N0O:306 and
314, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

16, claims: 1, 7, 8, 17, 18, 21-38(all partially)

directed to antibodies recognizing toxin B of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID NO:322 and
330, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

17. claims: 1, 7, 8, 17, 18, 21-38{all partially)
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directed to antibodies recognizing toxin B of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID NO:338 and
346, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

18, claims: 1, 7, 8, 17, 18, 21-38{all partially)

directed to antibodies recognizing toxin B of Clostridium
difficile and having heavy and light chain CDRs contained
within heavy and chain variable regions of SEQ ID NO:354 and
362, respectively, to pharmaceutical compositions and
medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

19. claims: 1, 10-14, 17, 21-38(all partially)

directed to antibodies recognizing toxins A and B of
Clostridium difficile and having heavy and light chain CDRs
contained within heavy and chain variable regions of SEQ ID
NO:18 and 26, respectively, to pharmaceutical compositions
and medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

20. claims: 1, 10-14, 17, 21-38(all partially)

directed to antibodies recognizing toxins A and B of
Clostridium difficile and having heavy and 1light chain CDRs
contained within heavy and chain variable regions of SEQ ID
NO:34 and 42, respectively, to pharmaceutical compositions
and medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

21. claims: 1, 11, 13, 17, 21-38(all partially)

directed to antibodies recognizing toxins A and B of
Clostridium difficile and having heavy and 1light chain CDRs
contained within heavy and chain variable regions of SEQ ID
NO:50 and 58, respectively, to pharmaceutical compositions
and medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.

22. claims: 1, 11, 13, 17, 21-38(all partially)

directed to antibodies recognizing toxins A and B of
Clostridium difficile and having heavy and light chain CDRs
contained within heavy and chain variable regions of SEQ ID
NO:66 and 74, respectively, to pharmaceutical compositicns
and medical uses of these antibodies and to nucleic acids,
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vectors and host cells expressing these antibodies.

23, claims: 1, 11, 13, 17, 21-38(all partially)

directed to antibodies recognizing toxins A and B of
Clostridium difficile and having heavy and light chain CDRs
contained within heavy and chain variable regions of SEQ ID
NO:82 and 90, respectively, to pharmaceutical compositions
and medical uses of these antibodies and to nucleic acids,
vectors and host cells expressing these antibodies.
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