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Figure S1. Observed versus predicted serum concentration (A) and B cell (CD20+ B lymphocyte)
counts (B) following anti-CD79b/CD3 treatment in cynomolgus monkeys.
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Figure S2. Population PK fits in cynomolgus monkeys receiving surrogate (anti-cyCD79b/CD3) TDB. 0.3 mg/kg IV PK
profiles (A), 0.1 mg/kg IV PK profiles (B), 0.01 mg/kg IV PK profiles (C), 1 mg/kg IV PK profiles (D), 1.5 mg/kg, SC daily
(total 3 doses) PK profiles (E) and 1 mg/kg IV, QW (total 4 doses with 7-week recovery) PK profiles (F). Circles represent
the observed data. Solid blue lines are the population model predictions.
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Figure S3. Population PD (B cell counts) fits in cynomolgus monkeys receiving surrogate (anti-cyCD79b/CD3) TDB. 0.3
mg/kg IV PD profiles (A), 0.1 mg/kg IV PD profiles (B), 0.01 mg/kg IV PD profiles (C), 1 mg/kg IV PD profiles (D), 1.5
mg/kg, SC daily (total 3 doses) PD profiles (E) and 1 mg/kg IV, QW (total 4 doses with 7-week recovery) PD profiles (F)
doses. Circles represent the observed data. Solid red lines are the population model predictions.
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Figure S4. Model predicted anti-cyCD79b/CD3 TDB serum concentration, ternary complex con-
centration and the B cell depletion following 0.1 mg/kg, 0.3 mg/kg, and 1 mg/kg IV, QW (4 doses).
The model predicts a delayed buildup of ternary complex concentrations for increasing doses. The
predicted ternary complex concentrations are substantially lower compared to very high serum
concentrations at respective doses, however sufficient to drive B cell depletion.



Table S1. Anti-drug antibody (ADA) titers against anti-CD79b/ CD3, anti-gD/CD3-low affinity,
Anti-gD/CD3-high affinity TDBs.

S PK Day PK Day PK PKD
u;oo Treatment Subject Pre-Dose ™ "7 ™ Day28 34 i

1001 <1.70 4.50 5.00 497 471
1 Anti-CD79b/CD3; 1 mg/kg; IV 1002 <1.70 418 497 491 4.80
1003 1.82 4.77 >5.04 497 490
2001 <1.70 <1.70 <1.70 <1.70 <1.70

Anti-gD/ CD3-low affinity

2 O mafke 1V 2002 <170 <170 <170 <170 <1.70
U MEKe 2003 <170 <170 310 396 417

. . N 3001 <170 456  >5.04 503 473

3  Anti-gD/CD3-highaffinity o0 -0 456 5504 5504 >5.04

1.0 mg/kg, IV 3003 <170 378 491 496 4.96

Table S2. Anti-drug antibody (ADA) titers against anti-cyCD79b/ CD3 TDB.

TK
Gro , Pre- TKDayTKDay TK TK
up Treatment Subject pige 7 ’ 14 yDay 28 Day 49 D7a8y
1001 - - <130 132
1002 - - - -
Control (Male) 1003 - - - -
1004 - - - <130 - -
. 1005 - - <130 - - -
1501 - - - -
1502 - - - -
Control (Female) 1503 - - - -
1504 - - - - <1.30 <1.30
1505 - - - - - -
2001 - - 255 274
2002 - - - -
Anti-cyCD79b/CD3 TDB
» mg/ig, v c/gw, e 00 - 244 299
2004 - - 210 324 3.00 340
) 2105 - - 277 - <130 3.74
2501 - - 242 423
Anti-cyCD79b/CD3 TDB 2502 i i 249 2.66
10 mg/kg, IV, QW, Male) 00~ - 158 <130
2505 - - 176 182 <130 3.57
2604 - - 221 - - -

Dash (-) symbol represent ADA negative samples; minimum reportable titer = 1.30.

Anti- Drug antibody (ADA) Bioanalysis method: The ADA ELISA format utilized
anti-CD79b/CD3 or anti-cyCD79b/CD3 or anti-gD/CD3, or anti-gD/CD3 TDB and bioti-
nylated mouse anti-monkey IgG and Streptavidin (SA)-horseradish peroxidase (HRP) as
the detection reagents (Cat# 200-032-156, Jackson ImmunoResearch, West Grove, PA).
Study samples and negative control pool serum samples were diluted 50-fold for screen-
ing. The optical density (OD) signal for each sample was compared with the average sig-
nal (n=4) from the negative serum pool. Samples with a mean signal (measured in absorb-
ance units) equal to or greater than the cutpoint were considered positive. Titer values
were calculated from serial dilutions of positive samples using the following formula:

Titer =log{[(a—c) + (a—Db) x (e —d)] + d}

Where:

a = the signal of the positive sample or control above the cutpoint

b = the signal of the positive sample or control below the cutpoint



c = the signal of the cutpoint

d = the dilution of the positive sample or control signal above the cutpoint

e = the dilution of the positive sample or control signal below the cutpoint

The cutpoint for each assay was obtained by multiplying the mean optical density of
the negative control by the assay cutpoint multiplication factor. The cutpoint multipli-
cation factor was determined using a panel of 30 individual drug-naive cynomolgus mon-
key sera, with an estimated false-positive rate of approximately 5% (1-2 samples tested
above the assay cutpoint). The panel of individual sera was made of samples obtained
from Bioreclamation (Hicksville, NY). Pooled cynomolgus monkey serum was used as
the negative control for the assay. An affinity purified cynomolgus antibody was used as
positive control



