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Figure 2
Anti-IL13 hB-B13 VL3 (SEQ ID NO: 1)
DIVLTQSPAS LAVSLGQORAT ISCRASESVD SYGQSYMHWY OQQKAGOPPKL
LIYLASNLES GVPARFSGSG SRTDFTLTID PVQAEDAATY YCQQNAEDSR
TFGGGIKLEI K

Anti-IL13 hB-B13 VH2 (SEQ ID NO: 2):

EVQLKESGPG LVAPGGSLSI TCTVSGFSLT DSSINWVRQP PGKGLEWLGM
IWGDGRIDYZA DALKSRLSIS KDSSKSQVFL EMTSLRTDDT ATYYCARDGY
FPYAMDFWG) GTSVIVSS

Anti-IL4 h8D4-8 VL1 (SEQ ID NO: 3):

DIQMIQSPAS LSVSVGDTIT LTCHASQNID VWLSWFQQKP GNIPKLLIYK
ASNLHTGVPS RFSGSGSGTG FILTISSLOP EDRIATYYCQQ AHSYPFTFRGG
GTKLEIKR

Anti-IL4 h8D4-8 VH1 (SEQ ID NO: 4):

QVOLORSGPE LVKPGASVEI SCKASGYSFT SYWIHWIKQR PGQGLEWIGM
IDPSDGETRL NORFQGRATL TVDESTSTAY MQLRSPTSED SAVYYCTRLK
EYGNYDSFYF DVWGAGTLVT VSS2

Anti-IL4 h8D4-8 VH2 (SEQ ID NO: 5):

QVQLOQSGPE LVKPGASVKI SCKASGYSFT SYWIHWIKQR PGQGLEWIGM
IDASDGETRL WQRFQGRATL TVDESTSTAY MQLRSPTSED SAVYYCTRLK
EYGNYDSFYF DVWGAGTLVT VSSA
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Figure 3
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Figure 4
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Figure 5
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HMW level (%)
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Figure 6
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SEC- After 14 days at 45°C
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Figure 7
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Figure 8
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Figure 9
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SEC - HMW for assay #13 - after stress program

18 = By

16

14

12

e
[w]

10/37

Figure 10
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Figure 11
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Figure 12
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Figure 14
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Figure 15

T

-

<t o o @ [<e}

(%) 1oA8] MIAIH

18
16

P21-8

-7

P21

©
-
o
o

& K
. P21-6
) ?

-4

1

P2

-3

P21

P21-2

Control

|
|

2 weeks at 5°Cf 3

1 week at 5°C

@ Initial time

SUBSTITUTE SHEET (RULE 26)



0.00180

0.00160

0.00140

0.00120

0.00100

(1/M0)

0.00080

(1/M)

0.00060

0.00040

0.00020

0.00000

16/37

Figure 16

Evolution of {(1/M - 1/M0) in function of time at T=25°C

=&—Proline 1%
=~g=Proline 3%
—Linear (Proline 1%)

==e | inear (Proline 3%)

y = 7TE-05x + 3E-05
R2 = 1

"y = 6E-05x + 3E-05
R? = 0.9999

10 15 20 25
Time (hours)

SUBSTITUTE SHEET (RULE 26)

30



17/37

Figure 17
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Figure 18
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Figure 19
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Figure 20
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Figure 21

SEC- HMW for assay #9 - After 1 freeze/thaw cycle
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Figure 22
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Figure 23
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Figure 24

-
o

5

7

(%) 19A9] MINH

Oin

ial time

&)
o
[Te]
gt
©
w
>
o
©
N~
o~
°©
g
e
b
(7]
0.
Q

=

P17-3

P17-2

P17-1

SUBSTITUTE SHEET (RULE 26)



25/37

Figure 25
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Figure 26
histidine citrate phosphate tris
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Figure 27
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Figure 28A
AHWW at 5°C
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Figure 28B

AHMW at RT
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Figure 28C
AHMW at RT
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Figure 29
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Time (h)

Figure 30
AHMW at RT
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Figure 31
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Figure 32A
AHMW at RT
185 A2 185 C2 185 C1 185 C4 Reference
Time {h} - Citrate 1.75mM  |Citrate 5.25mM [Citrate 10mM 185 D
0 0,0 0.0 0,0 0,0 0,0
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HMW level -HMW T0 (%)} at RT

Figure 32B
OHWW at RT
186 A2 186 B1 187 B8 Reference
Time (h) - Phosphate 1.75mM  |Phosphate 5.25mM  |185D
o 0,0 0,0 0,0 0.0
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Figure 33
AHMW at RT

185 B1 185 B4 Reference

Phosphate 1.75mM Phosphate 1.75mM 185D
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Figure 34
AHMW at RT

185 A2 185 A1 185 B1 185 B2 185 C2 185 C3 Reference

- - Phos 1.75mM  [Phos 1.75mM |Citrate 1.75mM |Citrate 1.75mM [185D
Time {h) Glycine 72mM _|Sucrose 2.4% |Glycine 72mM_|Sucrose 2.4% |Glycine 72mM _ |Sucrose 2.4%
0 , 0 0, , 0, 0,0 0,0
24 39 41 4.0 4.2 3,2 41 3,2
48 7,0 7,5 75 7.5 71 7.9 6,8
72 2.8 10,1 10,4 10,4 10,1 10,9 a8
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<110>

<120>

<130>

<150>
<151>

<150>
<151>

<160>

<170>

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

<220>
<223>

<400>

SANOFT

Carayon, Sophie
Boussif, Otmane

eolf-othd-000001
SEQUENCE LISTING

ANTI-IL-4/ANTI-IL-13 BISPECIFIC ANTIBODY
14-646-wo0

us 61/816,899

2013-04-29

EP 14305160.5

2014-02-05

21

PatentIn version 3.5

1
111
PRT

Artificial Sequence

Anti-IL13 hB-B13 VL3

1

Asp Ile val Leu Thr

1

Gln

Gly

Lys

Arg

65

Pro

Glu Asp Ser Arg
1

Arg

Gln

Leu

50

Phe

val

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

Ala Thr
20

ser Tyr
35

Leu Ile

Ser Gly

Gln Ala

2
118
PRT

5

Ile

Met

Tyr

Ser

Glu

85

Thr

Gln

Ser

His

Leu

Gly

70

Asp

Phe

Ser

Cys

Trp

Ala

55

Ser

Ala

Gly

Artificial Sequence

Pro

Arg

Tyr

Ser

Arg

Ala

Gly

Ala

Ala

25

Gln

Asn

Thr

Thr

Ser Leu Ala
10

Ser Glu Ser

Gln Lys Ala

Leu Glu Ser

60

Asp Phe Thr
75
Tyr Tyr Cys

Thr Lys Leu

Page 1

val

val

Gly

45

Gly

Leu

Gln

Glu

Ser

Asp

30

Gln

val

Thr

Gln

Ile
110

Leu

15

Ser

Pro

Pro

Ile

Asn

95

Lys

Gly

Tyr

Pro



<220>
<223> Anti-IL13 hB-B13 VH2
<400> 2
Glu val Gln Leu Lys Glu Ser
1 5
Ser Leu Ser Ile Thr Cys Thr
20
Ser Ile Asn Trp val Arg Gln
35
Gly Met Ile Trp Gly Asp Gly
50 55
Ser Arg Leu Ser Ile Ser Lys
65 70
Glu Met Thr Ser Leu Arg Thr
85
Arg Asp Gly Tyr Phe Pro Tyr
100
Ser val Thr val Ser Ser
115
<210> 3
<211> 108
<212> PRT
<213> Artificial Sequence
<220>
<223> Anti-IL4 h8D4-8 vL1
<400> 3

Asp Ile GIn Met Thr Gln Ser

1

5

Asp Thr ITe Thr Leu Thr Cys

20

Leu Ser Trp Phe GIn Gln Lys
35

Tyr Lys Ala Ser Asn Leu His

50

55

Gly

val

Pro

40

Arg

Asp

Asp

Ala

Pro

His

Pro

40

Thr

eolf-othd-000001

Pro

Ser

25

Pro

Ile

Ser

Asp

Met
105

Ala
Ala
25

Gly

Gly

Gly Leu val
10

Gly Phe ser

Gly Lys Gly

Asp Tyr Ala
60

Ser Lys Ser

Thr Ala Thr
90

Asp Phe Trp

Ser Leu Ser
10

Ser Gln Asn

Asn Ile Pro

val Pro Ser
60

Page 2

Ala

Leu

Leu

45

Asp

GlIn

Tyr

Gly

val

Ile

Lys

Arg

Pro

Thr

30

Glu

Ala

val

Tyr

GlIn
110

Ser

Asp

30

Leu

Phe

Gly

15

Asp

Trp

Leu

Phe

Cys

Gly

val
15
val

Leu

Ser

Gly

Ser

Leu

Lys

Leu

80

Thr

Gly

Trp

Gly



eolf-othd-000001
Ser Gly Ser Gly Thr Gly Phe Thr Leu Thr Ile Ser Ser Leu GIn Pro
65 70 75 80

Glu Asp Ile Ala Thr Tyr Tyr Cys GIn GIn Ala His Ser Tyr Pro Phe
85 90 95

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

<210> 4

<211> 124

<212> PRT

<213> Artificial Sequence

<220>
<223> Anti-IL4 h8D4-8 VH1

<400> 4

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

Ser val Lys Ile Ser Cys Lys Ala Ser Gly Tyr Ser Phe Thr Ser Tyr
20 25 30

Trp Ile His Trp Ile Lys GIn Arg Pro Gly GIn Gly Leu Glu Trp Ile
35 40 45

Gly Met Ile Asp Pro Ser Asp Gly Glu Thr Arg Leu Asn GIn Arg Phe
50 55 60

Gln Gly Arg Ala Thr Leu Thr val Asp Glu Ser Thr Ser Thr Ala Tyr
65 70 75 80

Met GIn Leu Arg Ser Pro Thr Ser Glu Asp Ser Ala val Tyr Tyr Cys
85 90 95

Thr Arg Leu Lys Glu Tyr Gly Asn Tyr Asp Ser Phe Tyr Phe Asp val
100 105 110

Trp Gly Ala Gly Thr Leu val Thr val Ser Ser Ala
115 120

<210> 5

<211> 124

<212> PRT

<213> Artificial Sequence

<220>
<223> Anti-IL4 h8D4-8 VH2

<400> 5
Page 3



Gln

Ser

Trp

Gly

GlIn

65

Met

Thr

Trp

val

val

Ile

Met

50

Gly

Gln

Arg

Gly

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

<220>
<223>

<400>

Gln Leu

Lys Ile
20

His Trp
35

Ile Asp

Arg Ala

Leu Arg

Leu Lys
100

Ala Gly
115

6
10
PRT

GlIn

Ser

Ile

Ala

Thr

sSer

85

Glu

Thr

GlIn

cys

Lys

Ser

Leu

70

Pro

Tyr

Leu

Ser

Lys

Gln

Asp

55

Thr

Thr

Gly

val

Artificial Sequence

Tinker

6

Gly

Ala

Arg

40

Gly

val

Ser

Asn

Thr
120

eolf-othd-000001

Pro Glu Leu Vval Lys

Ser Gly
25

Pro Gly

Glu Thr

Asp Glu

Glu Asp
90

Tyr Asp
105

val Ser

Gly Gly Gly Gly ser Gly Gly Gly Gly Ser
1 5 10

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

<220>
<223>

<400>

7
15
PRT

Artificial Sequence

hB-B13 VL3 CDR1

7

Tyr

GlIn

Arg

Ser

75

Ser

Ser

Ser

Ser

Gly

Leu

60

Thr

Ala

Phe

Ala

Phe

Leu

45

Asn

Ser

val

Tyr

Pro

Thr

30

Glu

GlIn

Thr

Tyr

Phe
110

Gly

15

Ser

Trp

Arg

Ala

Tyr

95

Asp

Arg Ala Ser Glu Ser val Asp Ser Tyr Gly GIn Ser Tyr Met His
1 5 10 15

<210>
<211>

8
7

Page 4

Ala

Tyr

Ile

Phe

Tyr

80

cys

val



eolf-othd-000001

<212> PRT
<213> Artificial Sequence
<220>

<223> hB-B1l3 VL3 CDR2
<400> 8

Leu Ala Ser Asn Leu Glu Ser
1

<210> 9

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> hB-B13 VL3 CDR3

<400> 9

Gln GIn Asn Ala Glu Asp Ser Arg Thr
1 5

<210> 10

<211> 10

<212> PRT

<213> Artificial Sequence

<220>
<223> hB-B13 VH2 CDR1

<400> 10

Gly Phe Ser Leu Thr Asp Ser Ser Ile Asn
1 5 10

<210> 11

<211> 5

<212> PRT

<213> Artificial Sequence

<220>
<223> hB-B1l3 VH2 CDR2

<400> 11

Asp Gly Arg Ile Asp
1 5

<210> 12

<211> 10

<212> PRT

<213> Artificial Sequence

<220>
<223> hB-B13 VH2 CDR3

<400> 12
Page 5



eolf-othd-000001

Asp Gly Tyr Phe Pro Tyr Ala Met Asp Phe
1 5 10

<210> 13

<211> 11

<212> PRT

<213> Artificial Sequence
<220>

<223> h8D4-8 vL1 CDR1
<400> 13

His Ala Ser Gln Asn Ile Asp val Trp Leu Ser
1 5 10

<210> 14

<211> 8

<212> PRT

<213> Artificial Sequence
<220>

<223> h8D4-8 VL1 CDR2
<400> 14

Lys Ala Ser Asn Leu His Thr Gly
1 5

<210> 15

<211> 9

<212> PRT

<213> Artificial Sequence
<220>

<223> h8D4-8 VL1 CDR3
<400> 15

Gln GIn Ala His Ser Tyr Pro Phe Thr
1 5

<210> 16

<211> 10

<212> PRT

<213> Artificial Sequence

<220>

<223> h8D4-8 VH1 CDR1

<400> 16

Gly Tyr Ser Phe Thr Ser Tyr Trp Ile His
1 5 10
<210> 17

<211> 9

Page 6
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<212> PRT
<213> Artificial Sequence
<220>

<223> h8D4-8 VH1 CDR2
<400> 17

Ile Asp Pro Ser Asp Gly Glu Thr Arg
1 5

<210> 18

<211> 14

<212> PRT

<213> Artificial Sequence

<220>
<223> h8D4-8 VH1 CDR3

<400> 18

Leu Lys Glu Tyr Gly Asn Tyr Asp Ser Phe Tyr Phe Asp val
1 5 10

<210> 19

<211> 10

<212> PRT

<213> Artificial Sequence

<220>
<223> h8D4-8 VH2 CDR1

<400> 19

Gly Tyr Ser Phe Thr Ser Tyr Trp Ile His
1 5 10

<210> 20

<211> 9

<212> PRT

<213> Artificial Sequence

<220>
<223> h8D4-8 VH2 CDR2

<400> 20

Ile Asp Ala Ser Asp Gly Glu Thr Arg
1 5

<210> 21

<211> 14

<212> PRT

<213> Artificial Sequence

<220>
<223> h8D4-8 VH2 CDR3

<400> 21
Page 7
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Leu Lys Glu Tyr Gly Asn Tyr Asp Ser Phe Tyr Phe Asp val
1 5 10
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