WO 2022/094468 PCT/US2021/057731
1/35

FIG. 1
100 ~
110 120
C '
DETERMINE DETERMINE
EXPERIMENTAL COMPUTATIONAL

PARAMETERS PARAMETERS

130

4 v

GENERATE PREDICTIVE MODELS

l /-140

SELECT PREDICTIVE MODEL




PCT/US2021/057731

WO 2022/094468

2/35

(A E

NOv¢
T3AON NOILYOIHISSYTO
d3SVa-ONINYVIT INIHOVI

OO0

0] 74
T3AON NOILVOIHISSYTO
@3SVa-ONINYV3TINIHOVI

0€C
JT1NACN TN

00¢

0cc
31NAOCW
ONINIVHL

SY3L3INVHYd
T¥YNOILYLNdINOD

SY3L3NVHVYd
TVININIH3dX3

NOLZ 13S VLVd ONINIVHL

O
@)
®)

SY3L3NVHYd
TVYNOILYLNdINOD

SY3L3NVHVYd
TVININIH3dX3

V0l ¢ 13S V.1VA ONINIVHL




WO 2022/094468 PCT/US2021/057731
3/35

310 — 300

DETERMINE DATA

. Ve 320

GENERATE TRAINING DATAAND
TESTING DATA

] s 330

DETERMINE FEATURES

350
] f' 340 4

PERFORM OPTIMIZATION AND
<P

TRAIN ML MODEL CROSS VALIDATION

360
v -

BUILD PREDICTIVE MODEL

370
Y -

CLASSIFICATION AND
PREDICTED VALUES

Vs 390

OUTPUT PREDICTIVE
MODEL

REACHED
ACCURACY LEVEL?




PCT/US2021/057731

WO 2022/094468

4/35

¥ Ol

47
11NS3d NOILOId3dd

0
J1NAON TN

(%7
SH313NVHvd
TYNOILYLNANOD
d3I4ISSVIONN




WO 2022/094468

PCT/US2021/057731

5/35

DIFFUSION COEFFICIENT (D) (cm?/s)

6x107 D= DO + KDDOC
Slope

5.5x107 = D= Dy

5x10-7 Y —intercept = D,
4.5x107 S

4x107
3.5x107 L I '

00.5 2.5 5.0

PROTEIN CONCENTRATION (c) (mg/mL)

1
10.0

FIG. 5

SUBSTITUTE SHEET (RULE 26)




WO 2022/094468 PCT/US2021/057731
/35

¥ oy -~ T2
by = = i
< T v 3 TR ?ﬁ &
S P P g R Py 3
X 2 g N e SR § [ ¥ ST e D L AN b o
o LIRgESRIEEITIEISsSREIsgsIsgseEsE
W ISt S i g § et == el R =
HiSn iR i ida i i iR i iniaisida S
Pivet Rhce f Ricce  resec asie ) Pty cienicr iy ooyt ion o

e

LY o o3 LR e et FRED g g < e
SiISiE R EESsEIFIB IS s IoNEss
SIS IS NSNS SIS

ol S osen T I e B B aas BB Sua o 2 RSy e CR iR ey e <> o e S
R eeecB B e R e R R oo B oo R oo Elseoctl Beorc it B ece R ot R o STl B veocl Ricoc It B Sove 8 B sovecd

& BN
L5 L e
3
<P e

ot
- =i
o R A
Sy Y = >
o e
P~
& 35
Ny x
P
P S
e P
2
T
vy

i s * 3
X b Lo | R | e

Lo | Ly oy

3 < e R > X 3 %) eewcy > <3 2 el i 2 beed

xRNk smisisiNs

e A e R R R A e e A e e R R S A SR R R R

= el BT R e R B oeradl S sevt sy S B Bt IS ot Nt LR B L e Gl Seeny
R B R O R R R SRS REISISIESERs

Z
1
2
2

- 3 IS T V“;‘" L ﬁ"}i L N N B B FE A E R ot B e e ]

o oo op e | wen | e 2 o ¥ i - o fesg v
PRSI XISSERdBIRESIEEmIESS
o § et { o Lo Lo { e D oes fred fore ovwd fanew Do o fend AP oma ey
- e d ey o f e | ey L B2
ow wov £y £ T D PN [
B o § g e el §ewn { e

e

e
e e

Aoy

FIG. 6A



PCT/US2021/057731

WO 2022/094468

7/35

€9 'Ol

£98529 666 1086 L9GaC) 60} by gigyu
L8 9i9Y 68 6.8 ¢4 G981 7iL yob Giayw
AR a Ay %) 869 1 20BLS 9l yob| plgyw
¥4 8609 gy 6 0L 8 89£c8 L OB Ciayil
8609 906 18 82 9981 Lol yob| Ziayu
v0 1884 ve 1455 Le6 1 01} LB L gy
9¢ 6989 998 18 Ly I8l 8c} 7B 0Lyl
(AN £l'8 ¢l L £908CL bt 7oby Bayw
e 2099 4 b6'8 (L 6iel el yob] gayil
B esly BE'B 1435 gL 6vCC &84 D] Z9yul
FAT A 86 01 Y6 Lo 8ve V'L L 5By gqyu
6e 2165 6l ¢ 9.1 4L 9vil 4% yob| Gayul
LV Eves vy 6 (16 1085¢ 80’} 1O Py
66 COvY Bon AR cEb 18 £l 150y tqyul
¥0 9859~ 296 606 L6078 i L b oy
CBGLLY y6 0} 6 8519 £} LOb gyl
dy Enwuﬁummﬂm macmsuwmma gyuiry H m&mﬂwmm hﬁﬁm Uy




PCT/US2021/057731

WO 2022/094468

8/35

L9l

ore | s %8 ¥ oo | 98ENG T 80209 W U I U Syl
FOE | OO 74 ZhLECE Bl 48100 LIDOD L pOn0 | 9man SRL- Wy LAY play@
551 | gh - ZL0L fiT%s e i CLAG0 | ADOD | ISenh | abedn e el Twg AL
Gl g g g 180GiE 12 SHGO BNy | wiih | Wl 2 U rEE R Cidil
7 i shemt 54 ¥ 5 B1 I MENT | vl D SLENG G 77 L7 § Ly
We7 | BeBie- 536 iis TIPSR A L5000 Py - | iES | Wt | ol oLy
Y PR L YT G foy 7 Sa0D _ 9705 58~ | g1¢ | gt i
Bl e 40 (X ERYES 5 (R 500 i $Ei- | e | 7 g
585L 57 ORE 5T 578 Lo50ap 17 B | SROT 47 | oer |y o
5oLy | LTl 796 354 9Cr gik i ORI TR Wy Gy | ht Gt
Y7 | civir 234 15 enzie iy S0 | ornn | BiulD | I SBi- | ive L 7ER Ay
[ A L e 566 £ 191567, 174 L2 | MO0 | SHU0 | 6407 Wi~ | a9y | % Sl
iy sk Py 454 BeeE 74 a1 E DA SN YRR Ty
2in W99 264 = BLFBIE 74 WU | tHend RN AT RN Y Ly
Qe oy sy | womi | kg H et ¥ AN SR SN SR A | Aponguy




PCT/US2021/057731

WO 2022/094468

9/35

FIG. 8



PCT/US2021/057731

WO 2022/094468

10/35

5

O myny sinns
1.5 oy g
z

k3
&

3

FIG. 9A

FIG. 9B

y=-3.633 + 225442x

0.0001 0.0002  0.0003

0.0000

T
[=4
=]

T
o o (= o
©

(B/7w) 9y -dx3

-0.0001

Exp. B,, (mol mL g2)

FIG.9C



WO 2022/094468

PCT/US2021/057731
11/35

@ )
y= 23.86 - 66686x
R =-0.66

-0.0001

0.0000 0.0001 0.0002 0.0003

Exp. By, (Mol ml g2)

FIG. 10A

y=22.93 - 0.286x
R = -0.65

0 20 40 60 80
Exp. Kp (mL/g)

FIG. 10B




WO 2022/094468

PCT/US2021/057731
12/35
354 35+
304 V° 3.238 + 4.378x ° .. 20 ° ..
R =045 L] °
. 25 —~ 254 y=5.126 + 737.8x
% 5 R = 0.44 ¢
~ 204 ~ 204 e
= =
a 154 a 15 @
> ™3
w104 w104
°
54 5- .
c T T T T T T c LI T T
0 1 2 3 4 5 6 0.00 0.01 0.02 0.03
ZyL (e) Z*VL (e)
35+ 35+
]
30- . * 30- H
— 25 254
o
< 20 < 204
= g
g 157 - w 151
u,j 0 y =29.78 - 3.933x 10 V= 34.2 - 978.1 5
N R=-0.51 -
* fooe R =-0.48 (LS o o
5- . 54 b
0 T T T T T T T T 0 ! v T T T
2 4 0 1 2 3 4 5 6 0.000 0.005 0.010 0.015 0.020 0.025
Zyy (e) Z i (e)
354 35+
[ °
304 ) [ 304 o °
)
% 25' [ XY a_\ 25‘
= 20- < 201
= =
> 154 3 154 .
% y= 44.46 + 12.83x % y=17.69 - 1317x
w40 . R =027 W14 R=-034 °
b ° foe °
54 () 5 L]
c 1 T T T c T Ll T T T T
-3.0 25 -2.0 -1.5 1.0 -0.006 -0.004 -0.002 0.000 0.002 0.004 0.006
Zc, (e) ZcL(e)

FIG. 11A




WO 2022/094468 PCT/US2021/057731
13/35
35+
° 35+
304 LX) )
5] ¥ 18.44 + 10.26x g 30 ..
%‘ R=0.33 J ® 257  y=14.36 + 3697x »
~ 20+ £ 504 R =0.54
pus 20
a 154 ® ° S 15-
u’j X
104 L] w 404
[ ] oe [ ] Y
5+ L] 5
c T L L) L} L] L] c L} L} T L)
08 -06 -04 -02 00 02 04 ©0.004  -0.002 0.000 0.002 0.004
Zyjinge (€) Z*Hinge (e)
354 35+
[ ] [ ]
304 » 30 o®
[ ] [ J
~ 25+ —~ 254
o 2 y=37.88-6.316x ® a °* *
= 201 R=-0.57 = 20- y= 33.86 - 925.8x
& = R=-0.19
g 15 o g 154 °
X b
w 404 ° W 404 °
e o o o % ° .
5 ° 5 ]
c L) T L) c T L) L} L] L)
2 3 4 5 0.014 0.016 0.018 0.020 0022 0.024
Zewz (e) Zchz(e)
35+
° 35+
30 ® [ ] °
L4 30+ oo
-~ 25+ °
y=37.88-6.316x © =251 o
~ 20+ R =-0.42 o y= 12.86 - 816.8x
207 R =-0.57
. 1S5 =-0.
g 15 [ 151 *
i
104 [ ) w
104 )
b C
[ ] [ ] [
54 L 54 w’e )
c 1 L) 1 I L) c L) T L) T T
2.0 1.5 -1.0 -0.5 0.0 0.5 0.015 -0.010 -0.005 0.000 0.005 0.010
ZCH3 (e) Z*CHS (e)

FIG.11B




WO 2022/094468 PCT/US2021/057731
14/35
35+ 35+
® Y= 12.34 -0.004248x 54.67 - 4.969 °
- [ ] . = 54.67 - 4.
30 . e R=02% 301 e Y g X * .
R =-0.30
—~ 254 ° PY
% )
~ 204
[
a 154 S
W 104 °
o oo *
5 ®
c L] L] T L) T c ) L] ) T T L) )
0 500 1000 1500 2000 2500 68 72 76 80 84 88 92 96
DmAb (DEbye) PISequence
35+ 354
) )
304 [} (] 304 L] e
° [}
o 25 o o %\ 254 o . °
£ 20 y= 65.81 - 5.234x 2 204 y=7.832-0.001446x
[
g 154 R=-0.44 % 154 R=-005 o @
w404 w104 .
o® ® oo b
51 L] 5 [ ]
c T L) T T T L] T c T T L) L)
75 80 85 9.0 95 10.0 105 11.0 -7500 -7000 -6500 -6000 -5500
PISIruc!ure AP

FIG.11C




WO 2022/094468 PCT/US2021/057731
15/35

PVS

0 5 10 15 20 25 30 35
Exp. n (cP)

FIG. 12



WO 2022/094468

PCT/US2021/057731
16/35

o]
g

b4 s
o -

UV signal 2t 280 o {ovdls)
£
s

ol
£5%

=
&

L2

R

o
g

4.8

s oo £ 00 0F
,
Fd
G g
53
%
A

"

Timig {vend

FIG. 13




PCT/US2021/057731

WO 2022/094468

17/35

[AS T CS I (6

e X e

L2 £ L L

<L < <L =<

SR SO SR

S R T S 4
LR S R S T~ N €
Lo L2 L3 L L2
< <L < < <
= B B E E

W

N

X

| N

SR QSRR

f
=¥

g g
&3 &4

MIH V %

-
&3
3
o
. o i
)
>
©
]
s
.
-
£
-
b P
- ©
o




PCT/US2021/057731

WO 2022/094468

18/35

N

(AeQ/MWHY %) UORBWIOL MINHV %

$,

L

Lo

©
=
o

30 a8y

mAb

FIG. 15




PCT/US2021/057731

WO 2022/094468

19/35

mAb2

mAb1

% :
x.\\\...\“\\ 2
X

S
e
it

[=]

L ©

[=]

-

[=]

- ©

0n

v o
S v o v Qo w 9
[y} N N - - (=] o

(oV) asiwy

[=]

. S

[=]

N

[=]

L ©

0

-

[=]

L ©

(=]

-

[=]

- Q

0n

T (=]
S ]
(] (=]

)

Time (ps

Time (ps)

mAb4

mAb3

Time (ps)

Time (ps)

mAb5

mAb6

0.54

(V) aswy

0.0

1000 1500 2000
Time (ps)

500

0

Time (ps)

FIG. 16A



mAb8

PCT/US2021/057731

20/35

mAb7

WO 2022/094468

8 . ™

~ ~

@ - 2 o)

E 2 p <

E =
S EEENEE
(] N N - - o o
(,¥) ASY

(=3
li\\\ Io
W —~ ~ o [&
/ o
| ©
0
bl

N _ ~
2 o e - o
[ M = o] | ©
< =]
£ < g = -

(= £ =
(=}
- O
0n
T T T 7T T o
oMo wnwaewaewnae
<t M M N N ™ «— O O
(oV) aswy (LY) aswy

Time (ps)

FIG. 16B

)

Time (ps




PCT/US2021/057731

WO 2022/094468

21/35

mAb15

mAb14

0.5+
0.0

1000 1500 2000
Time (ps)

500

0

Time (ps)

FIG. 16C



WO 2022/094468

22/35

PCT/US2021/057731

500

1000
Time (ps)

1500

2000

mAb8

mAb10
mAb11
mAb12
mAb13
mAb14

- MAb15

FIG. 17




WO 2022/094468 PCT/US2021/057731
23/35
mAb1 mAb2
2.5+ 2.5+
2.04 2.0
—~ &
< 1.5 < 1.5
[a]
§ 1.0 2 1.0-
2 2
0.54 0.5-
0-0 L} T L} T 010 L) ) L] T
0 500 1000 1500 2000 0 500 1000 1500 2000
Time (ps) Time (ps)
mAb3 mAb4
2.5+ 3.0
2.04 2.5
& 5™ 2.0
< 1.5+ %_; 2.0
(=] o 1.54
[7] »
s 1.04
o E 1.0
0.5 0.5
0.0 T T T 1 0.0 T T T T
0 500 1000 1500 2000 0 500 1000 1500 2000
Time (ps) Time (ps)
mAb5 mAb6
2.5+ 2.5+
2.0 2.0
& —
< 1.5 < 1.5-
[ )
[72]
= 1.0 2 1.0
o o
0.5 0.5
0-0 1 T T L} 0.0 L} T L) T
0 500 1000 1500 2000 0 500 1000 1500 2000
Time (ps) Time (ps)

FIG. 18A




WO 2022/094468 PCT/US2021/057731
24/35
2.59 3.0
2.0 2.5
& 5~ 204
s 1.54 %2.0
a Q 1.5-
2 1.0 2
x o 1.04
0.5 0.5
o-c L] L) T L} 0.0 L T T T
0 500 1000 1500 2000 0 500 1000 1500 2000
Time (ps) Time (ps)
mAb10 mAb11
3.0+ 3.0
2.5 2.5
g 2.0 o; 2.0
0 1.5 -
g 1.5 g 1.5
r 1.0 o 1.04
0.5 0.5
0-0 1 T L) L) 0-0 T T L] L)
0 500 1000 1500 2000 0 500 1000 1500 2000
Time (ps) Time (ps)
mAb12 mAb13
3.0 4.0
2.5 3.5
3.0
%’ 2.0 %E, 2.5
[=] - [a] -
g 1.5 g 2.0
Z 1.0- - 1.54
1.04
0.5 0.5
0-0 L) L} L} L] 0-0 L] ) ) )
0 500 1000 1500 2000 0 500 1000 1500 2000
Time (ps) Time (ps)

FIG. 18B




WO 2022/094468 PCT/US2021/057731
25/35
mAb14 mAb15
3.5 3.0+
3.0 2.5
— 2.5 ~ 0
o U=
i 2.0 <
0 1.5-
n 4
E 1.5 g
1.0- & 1.0-
0.5- 0.51
0-0 L) T L) L] 0.0 L T T T
0 500 1000 1500 2000 0 500 1000 1500 2000
Time (ps) Time (ps)

FIG. 18C




WO 2022/094468

26/35

PCT/US2021/057731

0.204

[=]

=

a
1

Exp. %AHMW/Day
[=]
)
1

y=0.1742 - 0.01995x
R =-0.52

0.054
0.00 : T T ' T
1 2 3 4 5 6
Zy (e)
0.20+
> y= 0.08745 - 0.006572x
© [ ]
A 0.154 R=027 ° °
2 .
=
z 0.10 e
& * . .
< 0.051 i
w
0.00 1 1 1 1 1 1 1
1 0 1 2 3 4 5 6
Zyy (e)
0.207 y= 0.03911 - 0.03569x
R=-0.22
z o
A 0.154 o o
é .
< 0.10- '\..'\.
3
X
[} ° s b
< 0.051
L
0.00 ' . .
2.6 2.2 -1.8 1.4
Zc (e)

0.20-
> y=0.1524 - 1.566x
[ X )
Q 0.15 e o R =-0.33
§ ®
= o
I 0.10- e o ]
N
= L .o o
g 0.054
w
0.00 ' ' ' :
0.01 0.02 0.03 0.04 0.05
Zy (e)
0.20
y=0.08829 + 0.7172x
> R =0.20
S 0.154 o
% °
[ )
T o0.104 /
5 e
g 0.05-
1]
0.00 . r '
0.00 0.02 0.04 0.06
Zyy(e)
0.207 y=0.1088 + 0.5077x
R = 0.06
>
[ ]
& 0.154 e o |
§ [
= . -
T 0.10- . " o
g
= s o *
[ )
< 0.05
i
0.00 . ' : T
20.010  -0.005 0.000 0005  0.010
ZcL(e)

FIG. 19A




PCT/US2021/057731

WO 2022/094468
27/35
0.20-
0.20- y= 0.1089 + 6.983¢-005x
y=-0.1369 + 0.06108x > R = 0.01 o
z R=072 ® . 8 0.154 . .
8 0.154 a .
= 2
2 = . .
T 0.10- T 0.10- o s
3 B .
2 : ° .
g 0.05- i £ 0.05- *
3 i
0.00 ' ' . . 0.00 . . . .
3.0 3.5 4.0 45 5.0 0.010 0.015 0.020 0.025 0.030
H1 CH1
Zcw (e) ZcHi(e)
0.20- 0.20-
y= 0.08123 + 0.002882x - y= 0.04135 + 005647
> R=0.11 -
© o0 > R=0.14
Q 0.151 . ° S 0.154 . “
= e § °
s . . 2
T 0.10- ® ° Y T 0.10- .______’____.—-0———"‘——_
3 <
BN o Y X [ ]
a Y A4 o. ® ®
% 0.05+ £ 0.05- *
w w
0.00 T T T 0.00 T T T T
6 8 10 12 1.0 1.1 1.2 1.3 1.4
Zr,, (€) Hi
0.20- 0.20-
0.1487 - 0.0001138 a =-0.0211 + 0.01468x -
> y=0. -0 X © -
Sois{ * %o, R = -0.29 &8 0157 R=0.29 -
2 ° s ¢
= ®
T 0.10- \.0-,.\0‘_\ T 0.10 e ®
2 ° B °
a. ‘ [ ) a ® °
< 0.051 g 0.05-
w ww
0.00 ' ' . ' 0.00 . T ' '
200 300 400 500 600 6 7 8 9 10
De.p (Debye) Plsequence

FIG. 19B



WO 2022/094468 PCT/US2021/057731

28/35

0.204
y=0.3156 - 0.02091x y= 0.2346 + 5.786e-005x

— ®
0.15- R=-0.14 . ° R=0.27 Py °

(=4
-
(5]
1
L]
[ ]

Exp. %AHMW/Day
o
=
1
.
Exp. %AHMW/Day
o
3
[ ]
@
[ )

L4 .

. ® )
0.05 0.05 ]
0.00 T T d 0.00 ' 1 r 1

9.0 9.5 10.0 10.5 2600  -2400  -2200  -2000  -1800

Plstructure AP
0.20-
[ ] [
0.15-
® ] y= 0.2387 - 0.05734x

R =-0.59

Exp. %AHMW/Day
=) =]
& =3
1 1

0.00 T T
1.6 2.0 2.4 2.8 3.2

RMSD (A°)

FIG. 19C



WO 2022/094468 PCT/US2021/057731
29/35

0.20+

0.16

0-04 - ] I | 1
0.04 0.08 0.12 0.16 0.20

Exp. rate of % AHMW formation (% AHMW/Day)

FIG. 20



WO 2022/094468 PCT/US2021/057731

Dynamic viscosity (cP)

at 150 mg/mL

30/35

FIG. 21

S
o

RED

w
o

N
o
|

YELLOW

GREEN

40

PVS



WO 2022/094468 PCT/US2021/057731
31/35

FIG. 22

R%=0.83 YELLOW

% AHMW at 40°C




PCT/US2021/057731

WO 2022/094468

32/35

[2%4
JOV4431NI
NHOMLIN

aIee
S3OV4H3LNI
O/l

80€¢C
d0SS3004d

!

¢

!

N

)
91€¢

A 4

(4%
J1NAOW
JAILOI03dd

[44%4
V.1vad d3Ag3a-
ATIVNOILY.LNdINOD

0ced
V1vA VINIAIE3dXS

81€C
W3LSAS
ONILYH3d0O

01€C AHOW3W

10€¢ 30IA3d ONILNdWOD

oogz

20ee
d3Nd3S

viee
JOV443LNI
MHOMLAN

%54
S3OV4HAINI
Ol

80€¢C
d0SS3004d

!

i

¢

N

=

! 91e

A 4

G2

20eC

SEINSERS]

€ 'Old

4434

V1VQa d3AI3A-ATIVNOILYLNAINOD

e paISks
V.LIVA TVININIH3dXd ONILYYIdO
01€C AYOW3W
20E¢ ¥3ANY3S




WO 2022/094468 PCT/US2021/057731
33/35

2400 FIG. 24
R Ve 2410
DETERMINE EXPERIMENTAL DATA FOR MONOCLONAL ANTIBODIES
2420
: r
DETERMINE COMPUTATIONALLY-DERIVED DATA FOR THE MONOCLONAL
ANTIBODIES
2430
v f
DETERMINE CANDIDATE PREDICTIVE MODELS BASED ON THE
EXPERIMENTAL DATA AND THE COMPUTATIONALLY-DERIVED DATA
2440
' r
DETERMINE AN OPTIMAL PREDICTIVE MODEL FROM THE CANDIDATE
PREDICTIVE MODELS
2450
: r

OUTPUT THE OPTIMAL PREDICTIVE MODEL




WO 2022/094468 PCT/US2021/057731
34/35

2500 FIG. 25
N Ve 2510
RECEIVE COMPUTATIONALLY-DERIVED DATA FOR A MONOCLONAL
ANTIBODY
2520
l r
PROVIDE THE COMPUTATIONALLY-DERIVED DATA TO A PREDICTIVE
MODEL
2530
' r
DETERMINE A VISCOSITY SCORE ASSOCIATED WITH THE MONOCLONAL
ANTIBODY




WO 2022/094468 PCT/US2021/057731
35/35

2600 FIG. 26
~ Ve 2610
RECEIVE COMPUTATIONALLY-DERIVED DATA FOR A MONOCLONAL
ANTIBODY
2620
l r
PROVIDE THE COMPUTATIONALLY-DERIVED DATA TO A PREDICTIVE
MODEL
2
l Ve 630
DETERMINE AN AGGREGATION SCORE ASSOCIATED WITH THE
MONOCLONAL ANTIBODY




