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Figure 15
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a
-3 i
o - Q
3 0
& o
% i
1]
=
RS
0]
L0
€
o
-
=+
o3
Lo
=+
o
o
8 o
N
3.
8 v
= N
S b i T
ol [}
5 1a
2 ]
8 0 °
=+
&
Qo
8 g
Q
ST
g 81
> OIS (an 3
pd NF e g
w o 5 o
8 3 3
a o N :
10 < a
= o N L1}
~ Q
E o2 15 & =
E = [ =4
5 W o <4
8 [,
Q R &3 RE
O‘ < \: ‘»l}v. 8 %
E e N - 5
S 2D 3 -
= R TN -
€ Lo e a o}
g R &
c —— I
E 8 R
8 o o
] I &
9 I o
(2] ['e} [=}
2 8§
< w
=
o
& C
@ o—
> — O
= g
S <
4
- ()
H o=z ;
c l_ > )
3 <t > %
o — K
: 4 v (O =
3 C — QO
e < < 9
g T g
=
2
5 Q {
2 s
= Q
g HEE:
o 0 c
8 T T T T T T T T T T T T T A =4
= 0 (=] [=] Qo [=] [=] Q [=3 [=] [=3 [=] Qo [=] [=] (=] L=
] N o 0 Q 0 [=3 n [=} 3] (=3 0 [= w0 k=3 2] 0
% ™~ ~ ©o © 0 0 <+ <+ ) (2] o o — —
=
P sdo ‘Alsuau|




PCT/US2014/022728

WO 2014/164534

25/37

bagps voges 00

Auenp-uoN
H
419
JUEINA-UON

jesiq

foni/weq+1o 2eNIIO*

JNY/2I0d+GUBIN

1e1siq /on} ueIq+40D S+

i

e PUGAH+409 W+

SEND|O+ 479+409 40,
JEND|OF TOHITO M+

oomiezs JBNI|D+109+40D M+
4T9+409 S+ uleyd >>me
K NYITV

Z4oH-nuy

|EISOUOW /3Ny AUBIG+H0D “Si+

9ENI|D + 409+4T9 N+

Ooesas

sdo 1oz L Z00 U deOIBY Wy U S0'JE 0L 0P 3E SN 401+

001

st dysom

i s

ra00's
0

PSS peplS  peT'S 19213 pOLS  pRUS  pSGUS  POR0S  pO0'S  pB0'S  pRS0S  pA0T b0 p0S  pl0S
I

N
iz 09 5 e

ovss08

19
undaaisH

409

sto par xew A L0011 WO UL 100°26 O 2197 SINAOLT

26505

0008

00001

00051

0000

000z

c0'000¢

c000se

< o0or

woost

00008

c000se

00008

000ss

00002

00052

00002

coo0se

w0006

woose

9001

250
0L

Hysua

sh

pC 2431



WO 2014/164534

Arpinaoxy Ly s L0 P ABUSARRANE

Figure 25
A

Baninooxy Oy - VPR RO PEGE LIS

26/37

reistr
e

PCT/US2014/022728

he

31 o
{50%3

X
¥

N\

2
&

R T N \
EN

ey

A
PB
N

N

s

Y

felw

N



PCT/US2014/022728

WO 2014/164534

27137

01100-893d-09Vd-IAON

(o]
N
0LI0Q-893d-09 Vd-OA-DN-SAD-AX0OUIWY - T ywx/g\/\/\/xm\v + IW\H o

T AR I ey 5

IVNIN-0GYd-IA-ON o

H
HN__N
T :
IVININ-D8Vd-DN-DN-SAD-AXOOUIWY ~— YN TN v fﬂfo‘zf
v3dia 'Jna NH ° o / W\H 0
ZHN" 0

o No o o o b\
N__A N__O Z
e VR C D
I
z . o z N°H
szJ\ /_Lu\/o JH/‘A :ZLU\ ° 0 o

L mm (I T OO T
k4 0 O O

0T10A-8DAd-DIVd-DA-DN-SAD-Axooure pue FVININ-DIVd-DA-DIN-SAD-AX00UTWE JO SISAYJULS

97 2431



PCT/US2014/022728

WO 2014/164534

28/37

FEINPIY

PROTPIY  POSUBAIUON

G P

707 peIEihEs

13107 paigdiag

IOAU0TY

FOU i Tm0R 3yE S

(8R0S Ul

srer e e

irdiopp # _E..M. o G A

22} guey o
LY
=

4 A AN, PR,

09) 1

1077 pelBARIg

azg e g

419

200

(0JU0D)
v

LT 2431



PCT/US2014/022728
29/37

WO 2014/164534

{owny w0y

seerae

FRSIRD P TP

SN, DRI DTSRG
35 Banping wss g 2500y

YL Y

W e

WY PTG PRI §o B Wiy

py ‘sepoliad
{oah vy, 0z gy o't §'0 00
i P P

iy o w w5 % % 00
Pt M 1 P P %, v
K ", e
% 3 p
% oo B
“ % s o =
z ool %, (9
IR e \w A % -.w
o .:N Z % 5 o,
% P 2 3 Gl =
........... “Z s % 3 v
& A had v
L £7 Z 3 )m
o Zo 7 J 4 3 ;
7 . s 2 B 2° 2N
\\\\\\\\ ek P % o
. 2 z
G 3 e \w\ 55 \\ ww =
5 .
e 5 e M s % !@ N ml
S P %
ik 2.
o

%
Gdna i PEAIYS PRI ﬁm.m
e DS s Wrnsg e v

8¢ 24n31]



PCT/US2014/022728
30/37

WO 2014/164534

Figure 29

IMAE

AMAE

IMAE

R
3

(G8-Dollf

N

WO
57

32

AGH

3

ab-A Q-

W
\
Vo,

N

C. Trastuzum

5E

DAR 188

DAR L.
DAR L

AP RBI-
3

F

Ant

P

AL

e
o
i
e o
S i st o
! 73 o
L % > . 3
- vornvesnree ol Pt orsnersret i
oo L4 B S p
ettt o) s, nr ettt o -
3423 rtteenn, . .
b o A esmirereor e ot
- oo - G i
P o b,
% x\\\\\ o \\\\ \\\\\\\\\\.\ . e,

PR

ity

5 Sa o AR (4 S S o R




PCT/US2014/022728

WO 2014/164534

31/37

OUBISIS P UBLD "G o T WEL Y

UIXOL + NVLLY

~
s B o, d

i Mﬁ o YW

P
1y

AYINN-08Y- 0D

P

S B
¥ e PO
[

o
T Ty V!l 5
a
Ze3y

[¢]

NH

B0 DiH

0€ 24131



PCT/US2014/022728

WO 2014/164534

32/37

R}

1

Log oy =

g bin Apogauy
EA:12 23} »8} » 8k o4t
[ 3 4, L '3 @
(5
&3‘&\&@?&& rmeroms i W} BT

Mz g e g WYON

putiBe Apogiy

08 500 W8 B 0L 0 O <O SO
e L t X b4 3 L b

\\\\\\\\v\w\\\\
g

&

Mz {ZoH) e uEiS

€

PR

b

S}1a3 SJARIA %

D BUVA %

(¥4

b

juubn Apoguy
R 20 ¢34 784 w0}
3 A L & ] Py 1 A wu
05
* P e
e e e R )

Mz LZIH) LET-ERYan

pu/Bn Apogpuy

0 0 SO0F 8 Db 280 L8 o0 S0
[ X i 1 1 L i 1

& - "
iy,

g TeH) HEANS

£
v
3

b

Sjad HARIA %

S{j93 JqBIA %

€ 24n31]



PCT/US2014/022728

WO 2014/164534

33/37

uu/Bn Apognuy
11111 1 } L G Vg
P f.»»n < g»mk » g»nb s r Adkbudboadicosdl .&m
\\M\\\‘X\\\\\\‘Q\\ ]

A OND AR SRS D
AV OHD  IWHIINL D

dYIPOHD BRI oA B
dYA40HT  BRRIIOL 2

UORRIBIIO I 190 dVHTOHD

SHOS B %

Z€ 24n31g



PCT/US2014/022728

WO 2014/164534

34/37

Aps uo sheg Apnag uo sheg

B
£ £ & Pl 2, X Q 2 A 0
p HUYEA o
HoWBA - GEBDINSEL, o
S GHOG BIIL ! Sz onin 3
whidt 0300 034D !
HIWOL SLOQ L s
. w0 80

[RALAINS OLICG-OY A g IYRINEOY

fus ay sowmy 3904 sAeg

o 0 0% g

] é.\\.\ A ~&..s\w\\$\\\ g A el
= /4 o
g HOUBA . 2
oo 2 oo 3
HIUBA E = GERINTNG DL M

A
FOO0E & G001 £
whuig GLBQ Bl 3 B 00 H
El coosk 3
duigs gueg aehg e Foos, 3 E
Han: pLon 2 <o 3 I B %

UG DL g e ooz ~ i .

ymoiB aowm IYWR-OY
Yo B sowny gLI0Q-OY

) -

£€ 24n31]



WO 2014/164534

35/37

PCT/US2014/022728

LA A

O R

A S ARl e

LCAS of S208N/T290A/Y 3005 (NNAS) heavy chain

W

W
.
B S
By &
AR A&
R

TSRRRI £ <

EX

4G

Biant/Funit

i
SN L
Ry Y

PRt

3 . 5
Fmnnifnanad o
R

> P

X
X

R R

G0

g

R22

B

it

b2
5

AN e

RO G ey N
NN N H 3R RRSER
R SRR NN
¥R Y IINR BN I

3
R
=
b
W
X
SR
BN W
N

Figure 34



PCT/US2014/022728

WO 2014/164534

36/37

a8

{0} ssnesadusay,

74 a9 162 ¢4

1 t H H

SOOLA/VBECL/NGBZS

o

s

8-

1S

rRubis Q0

{7} simesadsy

48 173 324 a8 324 o€
T H T i 1 1
- 8t 227 eee | | B
U GLR
- ~ 2
P -t G
(23
[~ i - g B2
FEY 0

S e N e

» O e e,
- A bt t0g,
ot

7, .
", \\ e, \:.3.\\....\ \\....‘\..S‘x

}:N)

0JU0D qBY

S€ 2uns1J



PCT/US2014/022728

WO 2014/164534

37/137

(+WvD) IYNIN-OVINFL L Y)4eH

IYAN-OY-IH
IYAIN-28Yd-OA-DN-18H
updaaisH

o0« e

{(+HAYD) IYWIN-OV-(NFL LY ) 1eH

(6" 1YvQ) IVIWA-OY-(LIeIS ieH

(G'edvA) YN0 Gvd -OA-D~1eH
undaoisH

Jw/Bn Apoqnuy

AP TN\ BN
R

O <a %

z0L 0L o0L 1-0L z-0L £-0lL #-0lL 5-0L -0l
L L 1 1 L L L L

UzZ (seu2d3H) LEZ-9IN-YAIN

jw/Bn Apoanuy

-001

yz: (,Z1oH) £-4a-Ms

0

$1192 3IqeIA %

|22 a|qelp %

9€ 24n31]



