1/46

8¢

0.6

Figure 1



Serum Titer !

70000

2/46

60000 -

50000 -

40000 A

30000 -

20000 -

10000 o

g Anti-hFcRn
ant-hp2M

I e TR A, S )

#187 #189

Figure 2

#199




3/46

8 9 1011 1

2131

Pocansge of chinge

rs
-
[}
-
o

2218
14C5.3

3C62

Figure 3A

a0

Erhsncement

2 345 67 8 910 111213141516

WA 1T 4
1.2 8

18A3.12 12
D48 16

41
15B6.10

g 10842

4



nzg -

4/46

Enhancement
30
20
%
10
0 = G0
7 8 9 2 3 4 56 7 8 910
| owea higGlAlex S0nM 2 mmmw 4] 3 w414 4 wmmm 413 5 s 17D3.13
6wt 17D3.27 7 == 17D3.29 8 == JC54 9 wmem 7CS58 10 sz 7C5.11

Figure 38



5/46

RXRRRRRRRR KRR R RRIRRRRRRR IR XXX

aVa e aYa e Ya%avaveY

2 3 45 6 7 8 910111213 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 32 33

1

-1 0

#187 Hybridoma lines

0: TMFI of the tube containing Alexa fluor 488 labeled higG1 alone.

hFcRn blocking mAB from #182 fusion

1: TMFI of positive control 1586.1 (anti-

-hFcRn mAB sups.

31-32: anti

22-28,

2-4,6-7, 9, 12-13, 15-17, 19-20,

5, 8,10, 11, 14, 18, 21, 29 and 30: anti-human B-2M mAB sups.

4A

Figure



6/46

Enhancement

Inhibition

T

012345678 91011121314151617181920212223242526272829303132333435

40

obueyd jo ¢,

-80 -

-100 4

-120

#187 hybridoma lines

Figure 4B



% of higG1 binding

7/46

110 -
100 J
90
80
70
60

50

—a&— hlgG1
—8— mAB 31.1

101

T T

102

103 104

Competitor's concentration: nM

Figure 5A




% of higG1 binding

100

80

60

40

20

8/46

| —a— higG1
—&— mAB 383.11
—gi— MAB 4B4.12
\\
] \
\
%H \
gt e
.
10! 102 10° 104

Competitor's concentration: nM

Figure 5B

105



9/46

X is fluorescent intensity

Y is cell number

Figure 6
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X is fluorescent intensity

Y is cell number

Figure 7
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X is fluorescent intensity

Y is cell number

Figure 8
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X is fluorescent intensity

Y is cell number

Figure 9
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X is fluorescent intensity

Y is cell number

Figure 10
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Intravenous Human IgG in Tg32B Mice
(hFcRn +/+, hp2m +/+, mFcRn -/-, mB2m -/-)
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FIGURE 23
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FIGURE 25
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FIGURE 26
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FIGURE 27
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FIGURE 29

532A-M0090~F11 (532A-R0004-E04)
LIGHT: V:VL2_ 2b2; J:JL1

FR1-L CDR1-L FR2-L CDR2-L
532A-M0090-F11: QSVLTQPASVSGSPGQSITISC TGTGSDVGSYNLVS WYQKYPGKAPKLIIY GDSQRPS
GERMLINE: QSALTQPASVSGSPGQSITISC TGTSSDVGSYNLVS WYQQHPGKAPKLMIY EVSKRPS

FR3-L CDR3-L FR4-L
532A-M0090-F11: GLSSRFSGSKSGNSASLTISGLOAEDEADYYCC SYAGSGIYYV FGSGTKVTVL
GERMLINE: GVSNRFSGSKSGNTASLTISGLQAEDEADYYCC SYAGSSTFYV FGTGTKVTVL

532A-M0090-F11 (SEQ ID NO: 177);
GERMLINE (SEQ ID NO: 178)

I.C-lambdal

532A-M0090-F11-C
SPKANPTVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKADGSPVKAGVETTKPSKOSNNKYAASSYL

GERMLINE-C:
GPKANPTVTLFPPSSEELQANKATLVCLISDFYPGAVTVAWKADGSPVKAGVETTKPSKQSNNKYAASSYL

532A-M0090-F11-C SLTPEQWKSHRSYSCQVTHEGSTVEKTVAPAECS (SEQ ID NO: 179)
GERMLINE-C: SLTPEQWKSHRSYSCQVTHEGSTVEKTVAPTECS (SEQ ID NO: 180)

HEAVY: V:VH3-23; J:JH4

FR1-H CDR1-H FR2-H CDR2-H

532A-M0090-F11: EVQLLESGGGLVQPGGSLRLSCAASGFTFS EYAMG WVRQAPGKGLEWVS
SIGSSGGQTKY
GERMLINE: EVQLLESGGGLVQPGGSLRLSCAASGFTFS SYAMS WVRQAPGKGLEWVS
AISGSGGSTYY

FR3-H CDR3-H FR4-H
532A-M0090-F11: ADSVKG RFTISRDNSKNTLYLQMNSLRAEDTAVYYCAR LSTGELY WGQGTLVTVSS
GERMLINE: ADSVKG RFTISRDNSKNTLYLQOMNSLRAEDTAVYYCAK Y WGQGTLVTVSS

532A-M0090~-F11 (SEQ ID NO: 111);
GERMLINE (SEQ ID NO: 113)



c (a,z)
* (£f)
* (a,z)
* (f)
* (a,z)
c (£)
* (a,z)
e (f)
c (a, z)
e (£)
e (a,z)
e (£)
« (a,z)
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FIGURE 30

ASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTS

PCAPELLGGPSVFLEFPPKPKDTLMISRTPEVTCVVY

DPEVEKFNWYVDGVEVHNAKTRPREEQYNSTYRVVSVLTVLHQDW

LNGHEEYRCKVSNEALEP 1T 3KAKGQPREPQVYTLPPSPREPQVYT

(a, z) (SEQ ID NO: 115)
(f) (SEQ ID NO: 116)
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Catabolism of higG in Tg32B Mice
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FIGURE 32

Catabolism of higG in Tg32B Mice
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FIGURE 33

Analyte iv or sc inj. Analyte iv or sc inj.

I N

J
025 /8 168.25
2

12 170 180

Group 1 - Control

N
N
1

—t
(==
I

Serum IgG, mg/mL
(-]

LT o
24 48 72 95 120 144 168 192 216 240 264 283 312 33Bhr
Tt

6 - A (C34857
O C34795
¢ (C34851
4 -
vehicle vehicle
2 { injection injection
L |

0 2 A 6 8 10 12 14
Time, Days

16



Serum IgG, mg/mL

Serum IgG, mg/mL

= -t -—
N f - (2]
L L 1

-

40/46

FIGURE 34
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FIGURE 35
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Serum IgG, % Time Zero
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FIGURE 36

Group 1 - Control
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FIGURE 37
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Serum IgM, % Time Zero
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FIGURE 37
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Serum Albumin, % Time Zero
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FIGURE 37
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FIGURE 38

DX-2504 (532A-M0161-B04)

Light V gene = VL2 2b2; J gene = JL1

FR1-L CDR1-L FR2-1L CDR2-L
GERMLINE:  QSALTQPASVSGSPGQSITISC TGTSSDVGCSYNLVS WYQOHPGKAPKLMIY EVSKRI

PS)

DX-2504: QSALTQPASVSGSPGQSITISC EGTGSDVGSYNLVS WYQOHPGKAPKLMIY |

FR3-L CDR3-L FR4-L

GERMLINE: GVSNREFSGSKSGNTASLTISGLQAEDEADYYC %\ Gg-ﬂ'% FGTGTKVTVL
DX~-2504: GVSNRFSGSKSGNTASLTISGLQAEDEADYYC E 5 Ji FGTGTKVTVL
GERMLINE (SEQ ID NO: 181); DX-2504 (SEQ ID NO: 182)
Heavy V gene = VH3-23; J gene = JH3

FR1-H CDR1-~-H FR2-H
CDR2-H
GERMLINE: ﬁEVQLLESGGGLVQPGGSLRLSCAASGFTFS ng‘g WVRQAPGKGLEWVS
DX-2504: EVOLLESGGGLVQPGGSLRLSCAASGFTFS E¥AME WVROAPGKGLEWVS
Do o St o A Y G g S P L e . d
SLOSSGCOTRYADSVKG

FR3-H CDR3-H FR4-H
GERMLINE : RFTISRDNSKNTLYLOMNSLRAEDTAVYYCAK PR EDT WGQGTMVTVSS
DX-2504: RFTISRDNSKNTLYLQOMNSLRAEDTAVYYCAR LAl WGQGTMVTVSS

GERMLINE (SEQ ID NO: 183); DX-2504 (SEQ ID NO: 184)

Top Alignments against Germline sequences

DX-2504: QSALTQPASVSGSPGQSITISC @GEGSEVGS%NL%S WYQQHPGKAPKLMIY §ESQR§S

VL2_2b2: QSALTQPASVSGSPGQSITISC g:g WYQQHPGKAPKLMIY £ S
VL2 2e2: QSALTQPRSVSGSPGQSVTISC ; GOYN WYQQHPGKAPKLMIY £
VL2 2a2: QSALTQPASVSGSPGQSITISC /G NYVS WYQQHPGKAPKLMIY

VL2:2C: QSALTQPPSASGSPGQSVTISC
VL2_2d: QSALTQPPSVSGSPGQSVTISC

WYQQHPGKAPKLMIY

TGTSSDVGSYNRVS WYQQPPGTAPKLMIY EWSNRBS

s oo

DX-2504: GVSNRFSGSKSGNTASLTISGLQAEDEADYYC ESYAGSGINYY FGTGTKVIVL
VL2_2b2: GVSNRFSGSKSGNTASLTISGLQAEDEADYYC € T
VL2 2e2: GVPDRFSGSKSGNTASLTISGLQAEDEADYYC €
VL2 2a2: GVSNRFSGSKSGNTASLTISGLQAEDEADYYC SS¥
VL2_2c: GVPDRFSGSKSGNTASLTVSGLQAEDEADYYC 2
VL2 2d: GVPDRFSGSKSGNTASLTISGLQAEDEADYYC SEYASSH!

DX-2504: SEQ ID NO: 185; VL2 2b2: SEQ ID NO: 186; VL2_2e2: SEQ ID NO: 187;

VL2_2a2: SEQ ID NO: 188; VL2:2C: SEQ ID NO: 189; VL2 d: SEQ ID NO: 190;



