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Human BCMA
MLQMAGQCSQ NEYFDSLLHA CIPCQLRCSS
GTNAILWTCL GLSLIISLAV FVLMFLLRKI

NIDLEKSRTG DEIILPRGLE YTVEECTCED
EGATILVTTK TNDYCKSLPA ALSATEIEKS

(SEQ ID NO:285)

Cynomolgus (Macaca fascicularis) BCMA

MLAQMARQCSQ NEYFDSLLHD CKPCQLRCSS
MNAILWTCLG LSLIISLAVF VLTFLLRKMS
IDLEKGRTGD EIVLPRGLEY TVEECTCEDC
GATILVTTKT NDYCNSLSAA LSVTEIEKSI

(SEQ ID NO:286)

Fig. 1
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NTPPLTCQRY CNASVTNSVK
SSEPLKDEFK NTGSGLLGMA
CIKSKPKVDS DHCFPLPAME
ISAR

TPPLTCQRYC NASMTNSVKG
SEPLKDEFKN TGSGLLGMAN
IKNKPKVDSD HCFPLPAMEE
SAR
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Second BCMA mAb Campaign

Xenomouse Screening

Y

/

- hu BCMA binding

- Cyno Cross-reactivity

- Included ADC component in screening
- Use native cell lines; High/low BCMA

Hybridoma Scale-up (lgG2/4)
10 Candidates

Sequencing

Hot Spot (LC CDR Glycosylation Fix),

~

Re-Screening
Binding, Secondary ADC

(Hu/Cyno IHC, Flow)

8 Candidates

Covariant Analysis

Hybridoma Production
3785 1gG4 - Cyno IHC/Flow
40D7 lgG4 - Cyno IHC
29C12 1gG4 - Cyno IHC

Fig.

~

Recombinant IgG1 Abs
- in purification 30E1, 33C7, 32B5
- In Progress:

- 29C12, 40D7

- W/ Glycosylation fix:

- 3285, 33C7, 35D2, 3782

4B



PCT/US2013/073382

WO 2014/089335

6/54

| 14 A 68l 141 €90l A - 90y %¥t LYS
g 1A'l A Evl gl 96l A - 009 %L 6H8!
| IR A £8l 9Ll L'l A - V6L %8¢ LLHE)
g €49 A 6L 4! 111! A - 66y %18 0146
| 88 A 1'0¢ 6Tl 89 A - 09 %CL 6HE
g gell A LEe 6l 181 A - 1'98 %69 601}
g 8¢l A ¥ 1S 0'6¢ 6%l A - q'8g %8L 68,
g VErl A A glg g'lel A - 08Y %99 a9l
g AIx4 A L0L 144 A A gLy - %68 A 1/
v 1’16 A - - - - - - %L 13l
v 809 A - - - - - - %¥T 10}
v 6¢l A - - - - - 2 %02 0100¢
v g'q9l A - - - - - 618 %9l L 461
YWogoul) VWOEOUA) | WWOEOW | VINOENH
:(paoengns :(paroengns | :(psengns | (pejoeigns
punoibyoeq) 1VN4 | punosbyeq) | punoibxoeq) | punoifyoeq) 1¥N4 4q
Suaisues) | suaisuen | Sjuaisues | Sjuaisues | Sjuaisuel | SjusISuBl)
£6¢/YNOg 1667 | €6C/VINOB | €6C/WWOE | £62/VNOE 1£6¢
Bupuig | uo Bupuig Buipuig Buipuig buppug | o Bupuig Sov4 SOv4 | uomquu
UsBounu SOV | YINOgouAD Sov4 Sov4 SOv4 | VWOEOW G50¢ T 676H % By gy




PCT/US2013/073382

WO 2014/089335

7154

gec ‘s

| 98¢ A ¥Vl ig A A - g't9 %EL oYY
g L'62 A 4! 4! gl A - L6y %05 699
g AL A 0El Al 099 A - gve %02 £08
g 6'1¢ A 144" 61 AL A - 1€ %8¢ 1ag
g G'ee A 6l gl q'86 A - '8 %} ggel
g }'GE A Evl L'l L'l A - g0p %62 6.
g gae A 68 Ll 0’0} A - g9 %59 19¢
g 0ty A g6l 0'%¢ 0'¢l A - 4') %0% 0lgel
| 9y A g9l L9l 90} A - %8 %9l 84¢
YWogoul) VWOEOUA) | WWOEOW | VINOENH
:(paoengns :(paroengns | :(psengns | (pejoeigns
punoibyoeq) 1VN4 | punosbyeq) | punoibxoeq) | punoifyoeq) 1¥N4 4q
Suaisues) | suaisuen | Sjuaisues | Sjuaisues | Sjuaisuel | SjusISuBl)
£6¢/YNOg 1667 | €6C/VINOB | €6C/WWOE | £62/VNOE 1£6¢
Bupuig | uo Bupuig Buipuig Buipuig buppug | o Bupuig Sov4 SOv4 | uomquu
UsBounu SOV | YINOgouAD Sov4 Sov4 SOv4 | VWOEOW G50¢ T 676H % By gy




PCT/US2013/073382

WO 2014/089335

8/54

[-9¢ ‘L]

£% "o e Ui N el 0 812 A SV | 1816 e
966 "6 %ge "W N 1187 D 107 A 21189 L ZE
910l UG W %S N 157)- a5 96" A 80168 6Sy11 Bvge
Y0 g %8 Wi N ¢90}- 600 156+ A 0865 | 8/968 2l
090l %6 w0l %8 N Y062 hig SI6 A S | sl | 210z
550l %0 %ol Wi N 205 W €60} A 61957 | 8%0LE) 6aze
190l %99 %3 "W N 512 1SH 08y A 0688 | o 50l
60 %el %88 %89 N It 198) ISz A 100867 | SLIZE 1088
860l %o %79 "We N 15 957 e A 19716 59628 2082
904 Yt %85 o N ar G Yl A 18909) | 80266 IHEE
VL % %9 %8 N 2 189 e A Oz | 180M PHaE
851 %8 %G5 %L N £80) 29 105 A 0% | Svelol 7968
912} et WL "W N 8l 0ge) e A 6811 \2LL6 eHEE
[67) gt %oy Wi N e 566 506 A BOBL | 5880l 1306
862} gt Ui "Wy N 689 269 6t A SH0r | G Pge
[18) %06 S0l %ol N oL e 6¥6e- A G0G86F |  Gseoh €86
g1l %L %8 Wi N 1669 909 Bh- A 66786l |  Svvoe 205
09} %06 "Wl %ol N 89T 61z 66l A 80502 | 15v09) 5008
=U =U 10 90)0 Buipur
g_vm__m_\,_wv% o o | weaw | v e._o_w,_%v VL | uive wig MO8 1 wnogny | O
NOYWgoup|  * % % MAdvE | WO ! " angisog o Pogily
Buiyooi Trddy (1I4w) Buipuig Sov4




PCT/US2013/073382

WO 2014/089335

9/54

&-J¢ o]

€6 "o uee %48 N 915 eI bLL- A 8067 9520} 2908
€79 %6 %9 %ee N 5667- 128 05 A BE 98022 Y06t
169 Yy WG et N 1007 190} 16 A 5015 7569 Y0se
£l %9 %59 %6 N 055 166 G- A BISC 09129 908¢
191 U e %61 N ol it 8y A 198) %L1} 845¢
176 %L %98 %9 N 168 89} 05 A 9L 2l ZHOE
890l %O Ui %ot N A 08} 1982 A 6129 6366, 638
154 %6 %89 %se N 08 &8 176 A G2SE 59096 9018
6l %96 %4l a8 N 596 506 o A 669! B99ES) ZHGE
99l gt "G %S N 65} 1S} 6l A 12y 6368 8967
188} i e %ot N s 97 Er6- A e W89 | COEE
£0¢ %l %06 %8 N el 05 69¢- A TS ) 1366
rie Wl W i N 8651 167 B0E- A £2ce 625 TS
956 W e %6l N 090} % £l A L1561 07658 Yaee
IS et %0 %o N 19951 6L P A 2166 656 508¢
09 %8 i %S N oL 166 58041 A BBBL | S8l | o8
09 %98 %9 e N 188- gt 119 A 6667 0V00€ 8HEY
9 W "ot %el N Q- %2 8z- A eI 0% | 09
G i uee ez N eI6 2 1061 A 87592 17408 Ve
7 W " e N 636 08¢} o A GE86E £169¢ 1007
058 gl Wi %6 N 2 1€ 060 A B9ESE 1887 10€
806 W " %6l N 7 507 I A 82816 0616 230
716 Y6 g6 6t N 026 697 B8l A weeTy | Gese0s | Z90¢
=U =U 0 9919 Buipul
g_vm__m_\,_wvoi M o | waaw | v e._o_w,_%v S wig MO8 1 wnogny | O
NO Yogouky| % % Midva | wwog ! n amsog | O PogiLy
buiyooig iy (1I3W) Buipuig SO+




PCT/US2013/073382

WO 2014/089335

10/54

£-9¢ ‘L]

809 %ol %8 %99 A 69 58 BE- A 068, | 0ce08h | eqee
189, Wy WLh %ee A 679" 166 m A 80967 22858 468
719 WLy "6 S A 9818 T Y6 A 0292 08997 TR
80°¢ Wl %0 %o A 96841 %0 0LE) A 0 BUSOL | 9o
0% i gt U A Sl 056 5297 A 5882} 10887 e
9086 46 %89 %0 A 125 I 66} A 0061l | cos0rh | oIHLE
87} Wi Wl S A %012 16l 08l A 06 | o8 | WAk
287 %Wl %6l %8 A Ihle- 606 1988 A o98 | OmaC | it
1669 Wi "0 e A 186L- 178 1657 A 12006 06152 501
) %8 "Wl %l A 985 Y08 50 A 078590 | £209€) P41
8728 %E9 il Ui A ) L9 891z A pesk | wsoek | Wooe
83} U "8z We A 8671 0% 199} A 6L 6967 60
5. Uit o e A 1666 052 09 A 1809} 12067 590¢
6027 "Wee Wi "Wee A 8BLvE Bt el A 62L) %60z EHOE
1810} Wi o "6z A A B 11t A 89 | 6wk | oo0e
H "6t "G " A 0%8L 001 601 A 896 11586 |HOE
A %89 "8 Ui A 857z 089) Y0l A sl | eisel | o6
669 W e We A 268 M 5919 A 062} 51252 L1062
VS " et ez A 069, B60E & A 0Lz 55 | OWHee
662} %0l %oHl %98 A 0erl- 18 18 A 0SeT | veen 8667
8¢ %W W o N 16 e ) A 6605 £66L7 €366
R %88 %96 %8 N 001 1Ol L A 585 Bigvsl, | 99i€
€25 "ae gt ez N 5 668 5 A 169} 892 03¢
=U =U 0 9919 Buipul
g_vm__m_\,_wvoi M o | waaw | v e._o_w,_%v S wig MO8 1 wnogny | O
NO Yogouky| % % Midva | wwog ! n amsog | O PogiLy
buiyooig iy (1I3W) Buipuig SO+




PCT/US2013/073382

WO 2014/089335

11/54

P00 TIf

502 Wi %o ez A 058" 168 57l A 0L 19)E 290
900¢ i "8 %6 A 168 065 66S - A 1919 Y8296 Y06t
8857 i uee "6z A 16V} 899 7 A 6675 0261% Y0se
R W WL " A GIEl 95 BL00C A S0LE | #6a0r | 908
58} W Uz %61 A 8987 £0) T A 09r7 BIze 845¢
1V6S "6t g %W A 01619 % % A 00692 598y 1368
108 Wi e 6 A L) 510 G608 A 862 698 | owee
9916 %0 g %S A 1967 us 28606 A 63116 o6 | 0198
802} %L %ol %E9 A WEW | 089k 06z A 6678 91008 ovee
50} % 466 %69 A 20 %68 20 A 162667 | oosey) 118
£19 Wi U "0 A BL86¢ % %) A 807} 20802 GHLE
b e "0l %8 A S00€ 06¢ 06z A 872 o180, | eaL
687} %L "8 %9 A 968G 827 Bz A 659 | 0ok | eois
1889 %8 "9 e A 0lELH % e A Y551 55066 eale
6877} Wi 66 Uiy A 526 82t eSHE A s S
17l %8 "9 % A BEVE ) 5.9 08)- A 0SS | Sk | vo%
8207 "ae "6t Wit A Y875 687 08E- A 0888} A 8%
850} %99 i %9 A 260 0l 6 A ige I8 3ve
V0K Ui Wl %oy A 8.9 Bt - A 0eveel | om0zk | LOWE
2510} %L %L %S9 A S279L) h8 e A 0£H | eeeh | som
766 %06 %20l 61 A P 565 Y062 A 088577 | 7968 an
119l ey % %St A Y60l 128 W) A Qe | L6%L 806¢
507 W e Wz A 860L7 092 08l A w8 067} 936¢
=U =U 0 9919 Buipul
g_vm__m_\,_wvoi M o | waaw | v e._o_w,_%v S wig MO8 1 wnogny | O
NO Yogouky| % % Midva | wwog ! n amsog | O PogiLy
buiyooig iy (1I3W) Buipuig SO+




WO 2014/089335 PCT/US2013/073382

12/54

Human Anti-Human BCMA Staining on H920 Cells

MFI

300+ —&— 1E1IgG1
—m- 2A1IgG1
200-
100-
hu IgG1=8
0 1 1 1 1
0.1 1 10 100

Antibody Concentration (ug/ml)

Fie. 6
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B-cell

BCMA Cell Surfaces Expression Detected on Myeloma
Myeloma

and B Cell Lines By Flow Cytometry Using Antibody 2A1

13/54
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Isotype anti-SA-Dy649, 10 pg/mL

2A1-Dy649, 10 pg/mL
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Spot Counts in 200 cells
(Mean +/- SEM, n=4)

% maximal lysis

N i-N (e>] (@]
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H929 Targets: NK Effectors
Donor # 1157
20:1
—- 2A11gG1
—o— 1E11gG1
—— 1E1 (IgG2)
—— Rituxan (IgG1)

001 01 1 10 100 1000 10000
Ab concentration (ng/mL)

Fig. §
Anti-huBCMA Antibody 2A1 Is Internalized Upon
Binding to BCMA on H929 Myeloma Cells o1
112 Time (h) = 0.32 —O— (D138

112 Time () = 0.32
%

Internalization Time (hour)

Fig. 9
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Activity of Free DM1 Against Multiple
Myeloma and B Cell Lines
Cell killing induced by free-DM1, 96h
10000000 -
—— H929 PARENTAL
- H929 LUC4
5 8000000 ¥ U266
7 —- MM1R
o -- MM1S
2 6000000 - OPM2
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& -7 EW36
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-l
2000000 1
O 1 T
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Maytansine Drug Equivalents (M)
H929 PARENTAL [H929 LUC4] U266 | MMIR | wmm1s | opm2 [RPmig226 | Ews6 | RAMOS
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Fig. 13
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2A1 Differential Scanning Calorimetry Data

/R17G, T24A, F88T, C107A = 2A1CV5
N — 1077 -
190.00 “ v |— P61050
R — P61051
\ \ —— P61052
1 et
140.00 — — PB1055
-— P61056
90.00
40.00
, Fig. 144
-10.00-
000 5500 60.00 65.00 70.00 75.00 80.00 8500 90.00 95.00
Temperature
2A1 Differential Scanning Calorimetry
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2A1 Differential Scanning Calorimetry Data
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Binding of Anti-huBCMA Abs (2A1 WT, covariance 1-10) to H929
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MFI
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| | T |
62 185 556 1667 5000
Ab concentration (ng/mL)

Fig. 164
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—¥— 2A1 covariance 5
—©— 2A1 covariance 6
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-©— 2A1 covariance 8
—A— 2A1 covariance 9
— 2A1 covariance 10

Binding of Anti-huBCMA Abs (2A1 WT, covariance 11-19) to H929
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Fig. 16B
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100
80
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[
>
T 40- —— 2A1 parental
£ —A— 2A1 covariance 1
) —— 2A1 covariance 2
E 20 —¥— 2A1 covariance 4
R
0 1
| 'I\ 'I\ 'I\ | IQ | |
. Q Q Q Q
Fig. 184 ~ %, =~ N O &
’ Ab concentration (ng/mL)
2A1 parental | 2A1 covariance 1 | 2A1 covariance 2 | 2A1 covariance 4
EC50 5.504 2378 2407 27.99
100
80
o 60
[
>
‘_é’ 40 —=— 2A1 parental
X —A— 2A1 covariance 5
E 920 - —&— 2A1 covariance 6
2 —¥— 2A1 covariance 7
0 -
| 'I\ 'I\ 'I\ | | | |
. \\ ! Q QO Q Q
Fig. 188 ~ &, ° TN
* Ab concentration (ng/mL)
2A1 parental | 2A1 covariance 5 | 2A1 covariance 6 | 2A1 covariance 7
EC50 6.307 16.04 16.89 19.14
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PBMC Effectors (Donor#1363): H929, 100:1

—— 2A1 parental

—&— 2A1 covariance 10
—— 2A1 covariance 11
—¥— 2A1 covariance 12

Fig. 194
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Ab concentration (ng/mL)
2A1 parental | 2A1 covariance 10 | 2A1 covariance 11 | 2A1 covariance 12
EC50 7.538 26.23 364.4 110.9

PBMC Effectors (Donor#1363): H929, 100:1

—— 2A1 parental

—— 2A1 covariance 13
—&— 2A1 covariance 14
—¥ 2A1 covariance 18

Fie. 19B

0_

N N N Q O QO O
QY O N \0 ,\QQ ,\QQQ
Ab concentration (ng/mL)
2A1 parental | 2A1 covariance 13 | 2A1 covariance 14 | 2A1 covariance 15
EC50 5.240 32.73 41.67 359.0
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24-well Expression titers
200
180 . )
160 T
£ 40— /- __ 7 5 /M
S —P A =
;100 i —;/Z— 4
= 80 —V A — —V U4
0Ot T4 4 — —V V4
V1004004 — 4 7
2004 — V4 B
0 1'2"'374"'576 ' 7"8"97'10"11"'"12"13714"15"16'17"18"19"20 ' 21
Samples
LMR construct entries:
# HC# | Alias LC#
1 [ A01 [C51893 [pTT5:aBCMAVK 2A1 C107T lgG1 (27648
2 | B01 |C58114 | VK1 12A1 R16G £27648
3 | C01 |C58115 | VK1 2A1 F3tV 2764
4 | D01 |C58116 | VK1 2A1 D76N 2164
5 | A02 |Ch8117 | VK1 2A1 F8OT 27648 |
6 | B02 |C58118 | VK 2A1 T99A 27648 |
7 | C01 |C58119 | VK1 2A1 S100K £27648
8 | D02 |C58120 | VK1 2A1 F44V FB8T 2164
9 | A03 | CH8121 | VK1 2A1_F44V.T107A (27648
10| BO3 | C58122 | VK1 2A1_T24AF88T (27648
11 C03 [C58123 | VK1 2A1 F44V,T017A S108K (27648
12 D03 [C58124 VK1 2A1 T24A F44V F88T 2164
13| A04 | C58125 [VK1_2A1 F44V/FB8T,T107A 2164
14| BO4 | C58126 [VK1 _2A1 T24AF44V F88TT107A 27648 |
15] CO04 | C58127 | VK1 2A1 K14Q+T24A+G32S+F44V+F8BT+TO8A+T107A 27648 |
16 D01 [C58127 [ VK1 2A1 K14Q+T24A+G32S+F44V+F8BT+TIBA+T107A 58130
17 A0S [C58128 [ VK1 2A1 K14Q+R17G+T24A+G32S+F44V+G56S+DBAN+FEST+TIBA+T107A 2164
18| BO05 | C58128 [VK1_2A1 K14Q+R17G+T24A+G325+F44V+G56S+DB4N+F8BT+TIBA+T107A 58130 |
191 C05 [C58129 [ VK1 2A1 K14Q+R17G+T24A+G32S+F44V+Gh6S+DBAN+FBBT+T98A+T107A+S108K | C58130 |
20 |pTTH
21 |anti DNP

Fig. 20
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Binding of Anti-huBCMA Abs (2A1 C107T, covariance 1-7) to H929
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T —¢ 2A1(C107T)
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50 —o— 2A1(T24A, C107A)
—— 2A1(T24A, F88T, C107A)
—¥ 2A1(R17G, F88T, C107A)
-6~ 2A1(R17G, T24A, C107A)
—B- 2A1(R17G, T24A, F88T, C107A)
0 | | | | |
. Q)‘L qf.) 66 ro'\ QQ
Fig. 214 SR N S

Ab concentration (ng/mL)

Binding of Anti-huBCMA Abs (2A1 C107T, covariance 1-7) to JD38

40
30
— —¢ 2A1(C107T)
S 27 —m- 2A1(R17G, C107A)
—&— 2A1 F88T, C107A)
—&— 2A1(T24A, C107A)
10 —&— 2A1(T24A, F88T, C107A)
—¥— 2A1(R17G, F88T, C107A)
—o- 2A1(R17G, T24A, C107A)
—5- 2A1(R17G, T24A, F88T, C107A)
R P, |
. © & & S P
Fie. 21B S

Ab concentration (ng/mL)
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100 NK Effectors (Donor#1316): H929, 20:1

80
o 60+
w
>
T 404 —= 2A1(C107T)
E —A— 2A1 (R17G, F88T, C107A)
3 —— 2A1 (R17G, T24A, C107A)
E 20+ —¥— 2A1 (R17G, T24A, F88T, C107A)
N

o -

| | | | | | |
F, 2 2 A Q Q'Q\ Qf\ N O '\QQ ,\QQQ QQQQ
Ig * Ab concentration (ng/mL) A

2A1 (C107T) [2A1 (R17G, F88T, C107A) [ 2A1 (R17G, T24A, C107A)[ 2A1 (R17G, T24A, F88T, C107A)
EC50 | 2073 16.49 17.65 14.74

NK Effectors (Donor#1265): JD38, 20:1

120

100

80
0
w
> 60-
g
% 40-
o —m- 2A1 (C107T)
< 204 —&— 2A1 (R17G, T24A, C107A)
° —&— 2A1 (R17G, T24A, F88T, C107A)
o ~¥— Rituxan (IgG1)

| | | | | | | |
F . 2 2 B N Q‘Q\ Q '\ A '\0 \QQ '\QQQ QQQQ
lg ’ Ab concentration (ng/mL) N

2A1(C107T) [2A1 (R17G, T24A, C107A)| 2A1 (R17G, T24A, F88T, C107A)|  Rituxan
EC50 516.1 524.9 1.4 248.5
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Binding of Anti-huBCMA mAbs to CynoBCMA Transfectants
600
400
200
oL—# »__5 — =
bt6 r\bt bt'\ '\ri!) Q;\Q '\'\r\’\ rbrb(b(b \QQQQ
Fjg. 23 Ab concentration (ng/mL)
Binding of Anti-huBCMA mAbs to H929 Cells
60
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Ab concentration (ng/mL)
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ADC Cytoxicity with BCMA Antibodies on H929 Cells

X
100+ *
*
80+ §
60- -o— 30E1.1
-&- 29G5.1 F
404 —v 32B51
—- 32H3.1
o] O 337
+ Secondary Alone
X Cells Alone
0 1 T T T T LR T T
0.0001 0.001 0.01 0.1 1 10
. Concentration (ug/mL)
Fig. 254
ADC Cytoxicity with BCMA Antibodies on H929 Cells
120+ X
3
100+ * % {
80-
60 —e— 33D4.1
- 35D2.1 u
-4- 37B2.1 I
40{ —v 40D7.1 v
—- Hu IgG2 |
~O- Hu IgG4
207 4+ Secondary Alone
X Cells Alone
0 1 T T T T LR T T
0.0001 0.001 0.01 0.1 1 10

Fie. 25B
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Binding of Anti-huBCMA mAbs to H929 cell line
300 -
—¢ 2A1TWT
—= 1E1WT
2007 —&— 32B5 (N69Q)
_ —e— 32B5 (T71A)
= —A— 2A1 (C107T)
100 -
0 - | | | | | | |
5(6 r\bt bt'\ '\ri!) Q;\Q '\'\r\’\ rbrb(b(b '\QQQQ
F jg, ,26 Ab concentration (ng/mL)
107 H929 Cell Viability Assay for anti-huBCMA ADCs
—&— 32B5 (parental)
—=— 32B5 (V1D)
—h— 32B5 (I5T)
—¥— 32B5 (A11G, S97R, F103V)
=) —— 32B5 (A11G, H92Q, S97R, F103V)
7 —5- 35D2/ 32B5 (N69Q)
3 1067 —A— 37B2/ 32B5 (N69Q)
e —7- 29C12 (N69Q)
3 -&- 29C12 / 40D7 (N69Q)
3
£
€
= |
=
109
| | | |
10-11 10-10 109 108 107

Fig. 27

DM1 equivalents (M)
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Binding of Anti-huBCMA mAbs to Cyno BCMA transfectants

600

400

MFI

200

2000

1500 -

—

o

o

o
1

500

Tumor Volume (mm?3)

0

Ab concentration (ng/mL)

—=&— Vehicle

—&— 0-SA-MCC-DM1 (10 mg/kg)
—¥— 2A1-MCC-DM1 (1 mg/kg)
—— 2A1-MCC-DM1 (3 mglkg)
—o— 2A1-MCC-DM1 (10 mg/kg)

> 2A1TWT
—— 62675.3
- 62676.3
—0— 62677.3
—A— 62680.3
—¥— 62681.3
-©- 62682.3
—-B- 62683.3
-O- 62684.3
—A— 62685.3
-V 62686.3

-
Fig. 29

Time (days)
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107
§ 1
4 —=— aSA-MCC-DM1 (P61475.1)
o —8— 2A1CV5-MCC-DM1 (#118988-19-14)
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§ —A— 29C12-MCC-DM1 (P71569.4)
()
E 106
=] i
—1
| | | |
10-11 10-10 10-9 10-8 10-7
. DM1 equivalents (M)
Fig. 30
Human Anti-human BCMA-2A1CV5-MCC-DM1 Mediated Receptor
Internalization in H929 Cells
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—&— Vehicle
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SampleName 2A1 60ug; Vial 3:A,6; Injection

Fig. 47B
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2A1 binds Sumo-BCMA
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Fig. 194

29C12 binds Sumo-BCMA
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Control Proteins Run on SEC
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