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New targets on myeloma cells and New drugs

Image adapted from Verkleij CPM, et al. Curr Opin Oncol. 2020;32:664-71 and Bruins WSC, et al. Front Immunol. 2020;11:1155. 
APRIL, a proliferation-inducing ligand; BAFF, B-cell activating factor; BCMA, B-cell maturation antigen; CD, cluster of differentiation; FcRH5, Fc receptor-like 5; GPRC5D, G-protein coupled receptor family C group 5 member D; Ig, immunoglobulin; 
MM, multiple myeloma; NF-κB, nuclear factor Bs; PC, plasma cell; SLAMF7, signaling lymphocytic activation molecule family member 7; TNF, tumor necrosis factor.
1. Rodríguez-Lobato LG, et al. Front Oncol. 2020;10:1243. 2. Pillarisetti K, et al. Blood Adv. 2020;4:4538–49. 3. Yu B, et al. J Hematol Oncol. 2020;13:125. 4. Verkleij CPM, et al. Blood Adv. 2020;5;2196-215. 5. Smith EL, et al. Sci Transl Med. 
2019;11:eaau7746. 6. Li J, et al. Cancer Cell. 2017;31;383-95. 7. Bruins WSC, et al. Front Immunol. 2020;11:1155. 8. Lancman G, et al. Blood Cancer Discov. 2021;2:423-33.

BCMA

• BCMA is a member of the TNF receptor 
superfamily

• APRIL and BAFF are known ligands, leading to 
activation of the NF -!B pathway

• BCMA promotes plasma cell survival, growth, 
resistance to apoptosis, adhesion, and 
angiogenesis

• " -secretase cleaving causes shedding of 
soluble BCMA

• BCMA is expressed onmalignant PCs, at low 
levels on normal PCs and mature B 
lymphocytes and is absent in non-
hematological tissues

GPRC5D

• GPRC5D is a member of the G protein-
coupled receptor family with an unknown 
function

• It is highly expressed on malignant PCs, as 
well as hard keratinized structures (hair 
shaft, nail, and central region of the tongue)

FcRH5

• FcRH5 is a surface protein in the Ig superfamily

• It is expressed only in B cells, with increasing 
expression in mature B cells and plasma cells

• FcRH5 is involved in proliferation and isotype 
expression
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BCMA-targeting bispecific antibodies
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MajesTEC-1: teclistamab for RRMM
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Less frequent dosing in responders: 
modelling and simulation data from the MajesTEC-1 study
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Teclistamab single agent data at ASH 2024: 
Insights from real-world experiences
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DÕSouza A. et al ASH2024
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Teclistamab based Combinations: TRIMM-2 study
Teclistamab + daratumumab + pomalidomide

?J=:: 6KL≥3 PL or double-refractory.a,b
N=10. Median of 4 PL. 
70% Triple-class refractory. 30% prior BCMA
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ABBV-383 (etentamig) combination + Dara + Dex
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! 10 patients (12%) discontinued
due to AEs

! 12 TEAE leading to death (none
deemed related to the study drug)
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T8Y#6$%T8,'3*J(*,Y%8,&LI(%.419I(,(%'(894*8(0%#6G$%.>,4A3*(%'(I(&8(%8>*+'41(0%[#!UG$%311)*(%.(II%&884.3&,(+%*()'4,423.3,>%8>*+'41 (0%:65$%13*31&I%'(83+)&I%+38(&8(0%Z66$%4L;(.,3/(%'(894*8(%'&,(0%T\PY?6$%T/('>%J44+Y%9&',3&I%'(894*8(0%<=!=$%,'(&,1(*,%(1('J(*,%&+/('8(%(/(*,O%%
V64+'3J)(b%#$%(,%&IO%!GR%CSCF%T!L8,'&., U4O%FWa%c 4'&I%9'(8(*,&,34* YO

ABBV-383 is composed of a bivalent BCMA-binding domain with high avidity, a low-affinity CD3-binding domain
designed to mitigate cytokine release with potential for minimal T-cell exhaustion, and a present but silenced Fc tail 

resulting in an extended half-life and convenient dosing interval (every 4 weeks [Q4W]). 
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GPRC5D × CD3 T-cell bispecific antibody: Talquetamab
!3&;."&<=> ?1@'*/%0"'ABAA'06;#8
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!"#$%&#"'()*"#2

+,()*-%&'%.'("#$%&#"3

$D%&,6<)/=)&)<)2-4&!"#$%&!' ()**&+,-./,-012&,2-03)24&"8%&(12B06)2()&02-)/<,*4&";%&(1+>*)-)&/)=>12=)4&";?%&(7-1E02)&/)*),=)&=726/1+)4&9:;%&6./,-012&1B&/)=>12=)4&8"$F?%&0++.2)&()**&)BB)(-1/&()**' ,==1(0,-)6&2)./1-1G0(0-7&=726/1+)4&+@A?%&+)60,2&
>/13/)==012'B/))&=./<0<,*4&@;%&>,/-0,*&/)=>12=)4&F$%&21-&,>>*0(,5*)4&F;%&21-&/)>1/-)64&HIJ%&)<)/7&I&K))E=4&HJ%&K))E*74&;@I9%&/)(1++)26)6&@C,=)&88&61=)4&?"%&=.5(.-,2)1.=4&="; %&=-/023)2-&(1+>*)-)&/)=>12=)4&LM@;%&<)/7&3116&>,/-0,*&/)=>12=)N
ON&"C,/0&$%&)-&,*N&F&D23*P&#)6&IQII4RSTUIIRI' IIVV4&IN&?(C02E)&"9%&)-&,*N&$?":&IQIR&W$5=-/,(-&F1N&SQRX&Y1/,*&>/)=)2-,-012Z4&RN&"C,/0&$%&)-&,*N&$?[&IQII&W$5=-/,(-&F1N&O\T&Y>/)=)2-,-012Z4&;,=(C) ]N&)-&,*%&D[$IVN

L"M_)U=J),(?@()N4)AC L"M_)U=a),(?@()N4)ABC

!""#$%$&'()*$+,-.
/01',2342'56

78'9':1;<
/0=',2342'5>6

78'9':?1<
@A#+A'BCD
78'9'E=<

Median follow-up, mo 29.8 23.4 20.5

Median DOR, mo (95% CI)† 9.5 (6.7–13.4) 17.5 (12.5–NR) NA‡

Median PFS, mo (95% CI) 7.5 (5.7–9.4) 11.2 (8.4–14.6) 7.7 (4.1–14.5)

24 mo OS rate (95% CI) 60.6 (51.7–68.4) 67.1 (58.3–74.4) 57.3 (43.5–68.9)
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Targeting GPRC5D after anti-BCMA treatment: Real word data

VO%P'&(,('%!$%(,%&IO%!GR%CSCF%T!L8,'&.,%U4O%fVaX%c 948,('Y0%CO%G-&A3-R$%(,%&IO%!GR%CSCF%T!L8,'&.,%U4O%fV_S%c 948,('YO%%! O%64+'3J)(b#$(,%&IO%!GR%CSCF%T!L8,'&.,%U4O%fVf_%c 948,('Y%%
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1%([I),%#%'\*]3C!9H^!H?*I/
Real word Acentrus STUDY!

!"#$%&$'()*+*#) ,-./

!"#$%&#'()*+*,-. !"#$%&'()#
!"#$%&'"'()

*'+ *+#$%+'&)

,-.+/)%/0"#$%&'"'()1/"'-(/2"'30-(4 ,-'(#.,,'/0

5% %#$+,'%)
60++0(789(:(%;( ,#$*('%)

!%/0%(#%*'+*1%'$23)*+*,-. *"#$"&'()#

<=-(7'/>$%"/?-+'@0('/A"'30-(1/BC 1%'/2

DE -#$!,'/)
E/FDGH +*#$/('()
GH/FDIH !#$+*'/)
JIH (#$('()

!"#$%"$& '
(%)*+,-%
.)/012

!"#$%"$& '
(%-3456-7%

.)/082

!"#$% !6$9
-3456-7%

.)/:2

!"#$%"$& '
(%*)7%!6$9

-3456-7%
.)/0;2

<&&=%)%.>2 13 (68) 14 (78) 3 (50) 6 (50)

"&=%)%.>2 2 (11) 11 (61) 1 (17) 4 (33)

?@9AB5@4 <&&=%)CD%.>2 E%,*F@-

!G(%*6%HII-7H*J-%4BH5B%FH)-
Yes
No

12/25 (48.0)
29/38 (80.6)

<0.01

(HI-%KB5I%!G(
<6 months
≥6 months

21/37 (56.8)
22/26 (84.6)

0.02

1%([I),%#%'\*]3C!9H^!H?*I/
US Single Center"

1%([I),%#%'\*]3C!9H^!H?*I/
US Retrospective 5 Centers#
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UCC*%,*,6) 7VY*#:*1H*()>)( -D*%(($%,-)D,+%D.*-D*
$%,-)D,+I':&"I$+ '/ $&-"&*Z!W_*,6)&%$/

H"C%,*,6) 7VY*#:*1H*()>)( %#"D: $%,-)D,+-D*3C`*MDaLBS

Cevostamab (FcRH5-CD3 BsAbs)_GO39775 phase 1 trial
H$O)&';%-+&"'!"##$$" 46+ML,1L>6"352N.,3/C5L/+2-,/3,32K2,.2N./A"'+,6+"WO$X"6+^'#OBC"
M/+/ 2..6M/CA"
$/C,2>">H'("E"8I0@F<="B:AB;"-+,6+"WO$X)"&BA9;"-+,6+"OX#)"I?;"-+,6+"WZXN3)"IGA?;"-+,6+"
XJO"
VQ&I?

d&K$##-/*.&"' P6X);O;%$+e)6B),T)Z/K/+2.16L6+53/K2.T25/C
6EX)7*.&$'.+ :$/$ ./$*.$# *.)6EU,()0-%%)#"+$ :&.8 #&00$/$'.NfL
U=I?6=B?I=E?6EU,()AIC)2N);"8"/. bb)N;8$#-%$),"9&'( 0"/:*/#

! U/C,2>"5,U/"56"4,+35"+/3-6>3/!"@A?"U"8+2>D/!"GAB_?AE<
! U/C,2>"5,U/"56"N/35"+/3-6>3/!"IAE"U"8+2>D/!"GAB_@&A?<

! UJ6# ,>"`^'#a"8>Q?&<!"I@AI"U6>5L3"89B;"OS!"@BAG)"&EA?<b

!"#$%&'()*+%,-./%012%3#45%!.#"6

! "#$%&'()*'+$,-.%/)')0$12$
,3,/)+$-4$'5)&'.)*'$&'$'6)$
178.9$:;$/)<)/

! =$%&'()*'+$6&0$5)+%-*+)+$
>7$.-*'6+$45-.$
,-.%/)'(-*$?#@=$(*$
AB@+AB &'$,-.%/)'(-*C

! 7$%&'()*'+$6&0$-*9-(*9$
5)+%-*+)+$-4$D7$.-*'6+

! 1$%&'()*'$(*$+AB E('605)E$
45-.$+'F03

H"C%F,)&*2"#$(),-"D "F
,6)&%$/M7L*2/2()+S

<31(%4*%8,)+>%3*%14*,-8$%1(+3&*%T'&*J(Yg%VFOX%TSOfMFXOXYO†

`"*/&I3+&,(+%&*&I>8380%+&,&%.),M477g%!)J%CC$%CSCF0%h[*.I)+((8 ,31(%&7,('%.419I(,34*%&*+d4'%+38.4*,3*)&,34*%47%,'(&,1(*,%E-(*%!=%'(94',3*J%E&8%I313,(+%,4%WS%+&>8%&7,('%,-(%I&8,%+48(%47%8,)+>+')J%47%&*4,-('%&*,3M.&*.('%,-('&9>$%E-3.-(/('%4..)''(+%73'8,$%&*+%,4%,'(&,1(*,M'(I&,(+%G!=8%,-('(&7,('O
!5#$%&*,3L4+>M+')J%.4*;)J&,(0%N8!L8$%L389(.373.%&*,3L4+3(80%#!6$%.-31('3.%&*,3J(*%'(.(9,4'0%#[$%.4*73+(*.(%3*,('/&I0%T8Y#6$%T8,'3*J(*,Y%8,&LI(%.419I(,(%'(894*8(0%T1Y546$%T1(+3&*Y%+)'&,34*%47%'(894*8(0%1]"? $%1(+3&*%74II4E%)90%1$%14*,-80%Z66$%4L;(.,3/(%'(894*8(%'&,(0%?]G$%9'4J'(8834*M7'((%8)'/3/&I0%
?K$%9'34'%I3*(80%T\PY?6$%T/('>%J44+Y%9&',3&I%'(894*8(0%B^D$%(/('>%^%E((A80%66$%'(I&98(+d'(7'&.,4'>0%G!=$%8('34)8%&+/('8(%(/(*,0%G"5$%8,(9M)9%+48(0%<5$%,4,&I%+48(O%%
63.-,('%i$%(,%&IO%!GR%CSCF%T!L8,'&., U4O%VSCV%c 9'(8(*,&,34*YO



!CE*R>)D,+%,*,6)*C3<H*."+)*MDa?YS_.>)&+)*)>)D,+*%,*,6)*7VY#:*1H*()>)(*MDa7VLS

! $635"^+"&_?"XY3"M/+/"+/K/+3,N./"1756-/>,23

! X.U635"2.."O#Z"M23"^+"@_I)"M,5L"5L/"-+64,./"
,>4.T/>1/C"N7"5L/"35/-0C63,>D"+/D,U/>

G=+(%'(9:#(G5(@7.C57>C.7HC5H@8B(4+(I1:109(JK($1;#(&'$(L0

bDF)2,-"D+*%,*7VY*#:*MDa7VLS

!=$%&+/('8(%(/(*,0%N8!L8$%L389(.373.%&*,3L4+3(80%#2$%.>.I(%20%#6G$%.>,4A3*(%'(I(&8(%8>*+'41(0%52$%+&>%20%P'$%J'&+(0%?5$%9'4J'(883/(%+38(&8(0%6?C5$%'(.411(*+(+%?-&8(%[[%+48(0%G!=$%8('34)8%&+/('8(%(/(*,0%"6[$%)99('%'(893'&,4'>%,'&.,%3*7(.,34*0%"<[$%)'3*&'>%,'&.,%3*7(.,34*0%<5$%,4,&I%+48(O%%
63.-,('%i$%(,%&IO%!GR%CSCF%T!L8,'&., U4O%VSCV%c 9'(8(*,&,34* YO

Cevostamab (FcRH5-CD3 BsAbs)_GO39775 phase 1 trial
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E%F),/
C)+$"D+)

ISB 2001 (BCMAxCD38xCD3 trispecific antibody) 
FIH Dose escalation Ph1 trial

! #/3-6>3/3"M/+/ U2,>52,>/C,>"-25,/>53+/4+2156+7562>5,OJ&F"$6XN
! #/3-6>3/3",>"-25,/>53M,5L6T5*'O 7/&"/)4RM?g+R<+P'e6UT_)hMM)QUc`)+4MIUc=)
! c##",>"-25,/>53M,5L7/&"/)4RM)"/ g+R<+P'eaT)X>cF)+4M6Ic)
! c##",>"-25,/>53M,5L7/&"/)g4!R) .8$/*7OP'eXT)aEcF)4M)6Jc=))

;171+ 722<,%5)( =,%5)> =,%5)(?

@)/0,"$)&9% 7 (35%) 3 (15%) 3 (15%)

*)2%0)5
9&A)-09"&+

9 (45%) 3 (15%) 0

!*3( 15 (75%) 0 0

Median time to CRS 3 days (1-118) 
Median duration of CRS: 2 (1–8) days

No neurological AEs or ICANS

]I.,&#4+3)'07&0(:F&6'4P:F#+*1&]O,&#0=*(/*&*=*4+1&`/])/ ,&)3/9*63536&#4+3)'03*/1&.,&6768*1&.]%,&6<3H*(36&#4+3F*4&(*6*9+'(1&C/E.%,&C/+(34F*4+E&/+#)8*&6'H98*+*&(*/9'4/*1&.%Q,&67+'V34*(*8*#/*&/740('H*1&I,&0#71&IR,&0'/*&8*=*81&I'% ,&0:(#+3'4&'5&(*/9'4/*1&O>I,&*Y+(#&H*0:88#(7&03/*#/*1&L-\,&53(/+&34&<:H#4/1&-.]NQ,&3HH:4*&6*88&#//'63#+*0&
4*:('+'Y363+7&/740('H*1&H]) ,&H'4'68'4#8&#4+3)'071&>%I,&H343H#8&(*/30:#8&03/*#/*1&NO,&4'+&*=#8:#)8*1&2%%,&')P*6+3=*&(*/9'4/*&(#+*1&$I,&9('F(*//3=*&03/*#/*1&$R,&9(3'(&834*/1&CZ[E$%,&C=*(7&F''0E&9#(+3#8&(*/9'4/*1&QI,&/+#)8*&03/*#/*1&QMI,&/+*9!:9&0'/*1&X.O,&+(398*&68#//&*Y9'/*01&XO]O,&+(*#+H*4+&*H*(F*4+&#0=*(/*&*=*4+K&&
?K&S:#6< \,&*+&#8K&]Q\&ABAT&C])/+(#6+ N'K&?BAa&_ '(#8&9(*/*4+#+3'4EK

H$O)&';%-+&"'!"*OY"##$$A"'+,6+"OX#)"WZXW32>C"WO$X"2..6M/CA"VQIG
$/C,2>">H'("E"8&0@@<="*+,-./01.233+/4+B"8IB;<A"X>5,WO$XOX#">QI)"X>5,W3XW3>Q9"d?"
^'#OBC)"E"[1#eB)"@"WO$XfA"B"-25,/>53M,5L-+,6+"WO$X0XJOA"Y$J",>"&G;A"

VNgBUU6)NfL)6)P46L6TF)46LJ)NfLB)*'#):$$@%O#"+&'(

hMM L"M



C)+$"D+)
E%F),/

EMB06 (2+2 BCMAxCD3 BsAbs): Ph1 dose escalation study

H$O)$%&(&<&%&.O_)##$$"%I"-+,6+".,>/3A"'+,6+"'S"2>C"S$SJ3/]-63T+/ A"X>5,OJ&F",4211/3,N./A""VQ?G")"
U/C,2>"&"-+,6+".,>/3

Novel 2+2 BCMA×CD3 features tetravalent binding domains in cis-configuration and optimized anti-CD3 arms.

J63,>DZ1L/CT./!"@0I"Z\J" 46..6M/CN7M//g.7 C63,>D

! V6"%^&O#Z"
! J)#$*.8+0/", 23R3+&';%-#$#_)I)GL)*'#)6)

;*/#&*; 0*&%-/$=
! *YXY3./2C,>D56C63/,>5/++T-5,6>I&"8B:AB;<""

!=$%&+/('8(%(/(*,0%N8!L8$%L389(.373.%&*,3L4+3(80%#[$%.4*73+(*.(%3*,('/&I0%T8Y#6$%T8,'3*J(*,Y%8,&LI(%.419I(,(%'(894*8(0%#6G$%.>,4A3*(%'(I(&8(%8>*+'41(0%5K<$%+48(%I313,3*J%,423.3,>0%546$%+)'&,34*%47%'(894*8(0%=:5$%(2,'&%1(+)II&'>%+38(&8(0%[:[5$%311)*414+)I&,4'>%+')J0%:65$%13*31&I%'(83+)&I%
+38(&8(0%Z66$%4L;(.,3/(%'(894*8(%'&,(0%?]G$%9'4J'(8834*%7'((%8)'/3/&I0%?[$%9'4,(&841(%3*-3L3,4'0%T\PY?6$%T/('>%J44+Y%9&',3&I%'(8 94*8(0%66$%'(I&98(+d'(7'&.,4'>0%G"5$%8,(9M)9%+48(0%<=!=$%,'(&,1(*,%(1('J(*,%&+/('8(%(/(*,O%%
<&*%?<$%(,%&IO%!GR%CSCF%T!L8,'&., U4O%FWX%c 9'(8(*,&,34* YO
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Conclusions
1"#2)$"*"$304"5&6")#-04"71893 :
123456789:9;9<=#>?59<989:9;76<@53#9@3<8#6<#5983#56<37#!""#! A%&B#:.CD $$1$*#:E<8F7'#
1Tec real life: importance of pt selection? Dose Optimization?

1"#2)$"*"$304"5&6")#-04"7;<=8>!:+
1295GH389:9;!""# ! *%&'#:.CD *1$$#:E<8F70#
1Role for sequencing after BCMA? Dose/Schedule optimization?

1"#2)$"*"$304"5&6")#-04"7?$=@>
1)3IE789:9; !""# ! J+&'#:=H?986E<EK#?37LE<73$%#:E<8F7 '#K6M3==H?986E<

?'4'()+!)A)%&2.)04
1Novel Constructs under development
- Combo under evaluation! is there a role for combo in late lines?



Thank you
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