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a

1982: Discovery of the TCR DA and/or EMA withdrawals
by James Allison DA and/or EMA approvals
1984-1986: Generation of bispecific antibodies that bind
TCR-CD3 complex and redirects T cells to kill target cells

e N
2000-2003: Generation of blinatumomab, a high-yield
CD3xCD19 bispecific antibody that kills 8 cell cancers

. J
2008: First in-human trial of blinatumomab in lymphoma

"~ shows tumour regression
4 N

e
2009: Catumaxomab (EpCAMXCD3 bispecific)
@ pproved by EMA, withdrawn in 2013*

,
.

2012: Generation of tebentafusp; gp100xCD3 bispecific
— (ImmTACs) to kill melanoma cells

e
2014: First FDA accelerated approval of a widely used
bispecific antibody (B-ALL)

2015: Generation of mosunetuzumab, a CD20xCD3
bispecific antibody that kills B cell cancers

2016: Generation of amivantamab, an EGFR
and MET targeting bispecific antibody

) 2017:Bli P L survival in
— for B-ALL ~ B-ALL when compared with chemotherapy

2020: Generation of teclistamab, a BCMAXCD3
— bispacific antibody that kills myeloma cancers

. « Phase | study of amivantamab
- showing benefit in lung cancer
T 5 « Phase | study of teclistamab showing
insertion mutation benefit in myeloma
« Phase Il study of tebentafusp

° showing benefit in uveal melanoma
2022:

___» Teclistamab for myeloma __ Phase|l study of
« Mosunetuzumab for follicular lymphoma ~ mosunetuzumab showing
« Tebentafusp for uveal melanoma benefit in lymphoma
s
2023:

— « Epcoritamab and glofitamab for lymphoma
« Talquetamab and elrantamab for myeloma

Suman Paul et al.Nat Rev cancer 2024

Table 1| Approved bispecific antibodies for cancer therapy

bsAb International Targets MoA Format Year of first approval/ Indications Company
non-proprietary region®
name
Removab  Catumaxomab EpCAMxCD3e TDCC Quadroma 2009 Ovarian ascites, Trion Pharma/
mouse/rat 1+1 Withdrawn EU 2013 intraperitoneal Fresenius

Blincyto Blinatumomab CD19=CD3e TDCC BITE1+1 2014 ALL Amgen
United States/EU, Japan

Rybrevant  Amivantamab EGFRxMET Signalling Duobody 1+1 2021 NSCLC EGFR exon 20 J&J

inhibition, ADCC United States/EU insert mutation
KIMMTRAK Tebentafusp gpl100-HLA-A*02x TDCC scFv-TCRfusion 2022 Uveal melanoma Immunocore
CDze Ll United States/EU

Lunsumio  Mosunetuzumab  CD20xCD3e TDCC KiH1+11gG 2022 Relapsed/refractory Roche group
United States/EU follicular NHL

Kaitanni Cadonilimab PD1xCTLA4 Dual checkpoint  IgG-scFv 2022 Hepatocellular Akeso Bio

inhibition tetrabody 2+2 China carcinoma

Tecvayli Teclistamab BCMA=CD3e TDCC Duobody 1+1 2022 Relapsed/refractory J&J
United States/EU multiple myeloma

Columvi Glofitamab CD20xCD3e TDCC CrossMAb 2+1 2023 Relapsed/refractory Roche group
United States/EU DLBCL

(T)Epkinly  Epcoritamab CD20xCD3e TDCC Ducbody 1+1 2023 Relapsed/refractory Genmab,
United States/EU, Japan DLBCL Abbvie

Talvey Talquetamab GPRC5D=CD3e TDCC Duobody 1+1 2023 Relapsed/refractory J&J
United States/EU multiple myeloma

Elrexfio Elranatamab BCMAxCD3e TDCC bsAb1+1 2023 Relapsed/refractory Pfizer
United States/EU multiple myeloma

ADCC, antibody-dependent cellular cytotoxicity; ALL, acute lymphocytic leukaemia; BCMA, B cell maturation antigen; BiTE, bispecific T cell engager; bsAb, bispecific antibody; DLBCL,
diffuse large B cell lymphoma; EGFR, epidermal growth factor receptor; EpCAM, epithelial cellular adhesion molecule; GPRCSD, G-protein-coupled receptor class C group 5 member D;
MoA, mechanism of action; NSCLC, non-small cell lung cancer; NHL, non-Hodgkin lymphoma; scFv, single-chain variable fragment; TCR, T cell receptor; TDCC, T cell-dependent cellular
cytotoxicity. *Region of approval limited to the United States, the European Union (EU), Japan and China; products may also be approved in other countries. Status as of end of 2023.

Klein et al. Nat rev Drug Disc 2024 Liu et al. International Immunopharmacology 2024
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Aprox 200 compuestos en desarrollo

P

iy an 90%enEC fase I/11

@ Approved
@ Phase Il
Haematologic malignancies Solid tumours Phase ||
Phase |

6.3%

® TCE

@ NKCE

@ ICE
CPI/immuno-
modulation

@ signalling
inhibitor

@ ADC

Number of T-cell-engaging BsAbs

Suman Paul et al.Nat Rev cancer 2024 Klein et al. Nat rev Drug Disc 2024 Liu et al. International Immunopharmacology 2024
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Dual Immune-chekpoints
- Co-inhibitory
- Co-stimulatory
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blockade

Lot

» PD1

* CTLA4
* TIGIT
* LAG3
* TIM3

- Oncogenic Pathway inhibition

WA

: A

Cancer cell TAA

* VEGF
« TGFB TAAs of solid tumours

5T4, B7-H3, B7-H4, CD96, CDH17, CEA,
CLDNG6, CLDN18.2, cMET, DLL3, DLL4,
EGFR, EGFRvIII, ENPP3, EpCAM, FRa,
gp100, GPC3, GUCY2C, HER2, HER3,
HLA-G, KLK2, LGRS, MAGEA4/8,
mesothelin, MUC16, PDL1, PRAME, PSMA,

TAA

4 ROR1, STEAP1, TMEFF2, and others
n TAAs of haematological malignancies
Q BCMA, CD19, CD20, CD22, CD30, CD33,
D CD38, CD123, FcRHS, FLT3, GPRCSD,

ROR1, and others TAA

TAA

CTLAA I !
¢ ¢
+ ICOS * CD28
0, oxa0 « 4188
/ L = CD27
y/ 4 Ay * Ox48 Teell
j G « CD40 APC/
Teell 1 dendritic
7 \ cell
% S
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e
cD47 @+l
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- IMMUNE CELL ENGAGERS
- T cell engagers

- NK cell engagers
- Innate cell engagers:

- Macrophages
- Fibroblasts

A 4

Macrophage

T cell/natural

killer cell

Klein et al. Nat rev Drug Disc 2024
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Variable fragment (Fv)

)

oL N NN
Approved  Clinical trial

5 approuls 8 approvals $1approvls 15 approvals E :ﬁ::md & Chimerio
(A) Bispecific antibodies structural elements
Antigen binding portions Fc portions
Single variable Variable-region  Single chain Monovalent Single chain ‘ ) . ) .
domain or fragment variable antigen-binding antigen binding Monospecific F(ab)z Bispecific F(ab). Fchomodimer  Fe heterodimer
nanobody (Fv) fragments fragment fragment
(sVD / sdAb / (scFv) (Fab) (scFab)
VHH)

Suman Paul et al. Cancer therapy with anibodies. Nat Rev cancer 2024

Herrera et al. Trends in Cancer. 2024
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n o o

Single variable Variable-region  Single chain

Bispecific antibodies structural elements

1 0 N\ N

Fc portions
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Herrera et al. Trends in Cancer. 2024
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(A) Bispecific antibodies structural elements
Antigen binding portions Fc portions
Single variable Variable-region  Single chain Maonovalent Single chain . ) . ) .
domain or fragment variable antigen-binding antigen binding Monospecific F(ab) Bispecific F(ab) Fchomodimer  Fe heterodimer
nanobody (Fv) fragments fragment fragment
(sVD/ sdAb/ (scFv) (Fab) (scFab)
VHH)
I
\;-fwmvnl-bnld formats Fe-fused formats (fragment-based + F¢)  Fc-based formats: IgG homodimers (appended-1gG)
¥, A 04 .
0 |l | zsm=| Y N, N\ N 2\
oo Diabody Sosaied Pl b Brapecific kiler T oy e o
Fe-based formats: IgG heterodimers (IgG-like) main antigen-
° 8 o ey w  GENNEN e,
L) /4 ) ) (4 Y/
A\ /]
Bispecific Engagement by
Asymmetrc 1gG-lke 141" DuoBody* Lol L Biclonics* Aeymmetc o ke
(©) Other bispecific or multispecific molecules

A

=es tu, I

Immune-mobilizing

monoclonal TCRs against 1gG-TGF-BRIL scFvHSA Tri-specific killer § Bispecific Antibody
cancer (ImmTac®) e TaRARE : engagers (TriKE®) Multispecific antibody drug conjugate
(bispecific ADC)

Herrera et al

. Trends in Cancer. 2024
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Table 2 (continued) | Bispecific antibodies approved or nearing approval by the FDA and EMA

Table2| by the FDA and EMA
Target Antibody Structure Format Maijor Adv ff Target Antibody Structure Format Major indications Adverse effects
Tcell engagers
Receptor blockers e = o
EGFRxcMET Amivantamab Anti-EGFR Anti-cMET IgG1 (half-life extension) Lung cancer Skin rash [7!] ~54kDa Al mw
. i ion
Fc afucosylation (enhanced ADCC) Stomatitis an Cytopenia
K409R, FA05L mutation (for Fab Muscle pain Anti-CD3 scFv s
exchange; Cytopenia €D20xCD3 Mosunetuzumab Ant-CO3  Anti-CO20 IgG1Fe (half-iife extension) Lymphoma CRS
~146kDa Elec(mly{e % NMM TD‘&DT oot an:: o
abnormality -146kDa Cytopenia
Embryo-fetal toxicity Embryo-fetal toxicity
Her2xHer2 Zalnidatarpab (in Anti- Anti-HER2 Two anti-HER2 scFvs (bind two distinct HER2® cancers Diarrhoea Epcoritamab 1G1 Fo (half-ife extension) Lymphome RS
clinical trial) HER2 HER2 epitopes) Infusion reaction L234F, L235€, D265A mustation (reduced Neurotoricity
1gG1 (half-life extensi jac fail o) Infoction
IgG1 (half-life extension) Cardiac failure 146kDe SAraia
-125kDa o
Fc
Glofitsmab Two anti-CD20 scFvs linked with one Lymphoma CRs|
anti-CO3 scFv Neurotoxicity
= o T o = = = R 1gG1 Fe (half-life extension) Infection
PD1xCTLA4 Volruslomg - Anti-PD-1  Anti-CTLA-4 1gG1 (half-life extension) Multiple solid Checlfpolnl_ inhibitor- 20 L4 L2%6A mkithond e
MEDI5752 (in clinical X L234F, L235E, P331S mutation (reduced ~ tumours associated irAEs: ADCC)
trial) FcyR binding) Diarrhoea -194kDa
-145kDa (estimated) Thyroid disorders Imwotamab 1gM pentamer (ten CD20-binding sites)  Lymphoma cRs
, (in clinical trial) Albumin fusion (half-lfe extension) Cytopenia
Fo Skin rash 060kDa Hypophosphatemia
Hepatotoxicity
ADCC, antibody cellular ALL, ic leuk ia; CRS, cytoki ! d Ig, i lin; irAEs, i lated ad v,
i kDa, kilodalton; scFv, single-chair iabl TLS, tumour lysi: di Fe-bearing bispecific ibodies also carry Fe ions that enable pairing of the heterogenous
heavy chains (not shown).
BCMAXCD3 Teclistamab IgGa Fe (half-life extension) Multiple cRS
5228P (hinge stabilization), myeloma Neurotoxicity
Cytopenia
ok Hepatotoxicity
Embryo-fetal toxicity
Elranatamab 1gG2 F (half-ife extension) Multiple CRS
-145kDa myeloma Neurotoxicity
Cytopenia
GPRCSDXCD3  Talquetamab 1964 Fe (hals-lfe extension) Multiple CRS
5228P (hinge stabilization), and F234A myeloma Neurotoxicity
and L235A mutation (reduced FoyR Cytopenia
binding) Skinrash
i Hepatotaxicity
Embryo-fetal toxicity
GPIOOXCD3  Tebentafusp Lacks Fc, MW above renal filtration Melanoma s
cut-off (half-life 6-8h) Skin rash
[]ﬂ -75-77kDa Hepatotoxicity
Embryo-fetal toxicity

Suman Paul et al. Cancer therapy with anibodies. Nat Rev cancer 2024



VIl SIMPOSIO NACIONAL
de ONCOLOGIA de PRECISION

T cell/natural killer cell

C PROTAC approaches

Affinity

by soluble factors

ytic release of steric hind

N

On-cell chain exchange
Tcell

CD3

)

Tumour \

@ Cytokine-mimetic bsAbs

et /, TAAT
T cell /
d bsAb delivery
Vector bsAb

" jonoklna Cytokine
receptor receptor
subunit A subunit B

Anticuerpos Biespecificos: Desarrollo farmacoldgico

Clinical stage

A B
SAR-446309 JANX008

XTEN {s&s\

\ Cq Aﬂlh\CDG
Anti-HER2 Anti-CD3 Anti-EGFR
XPAT platform TRACTT platform
C D
TKA-186 CX-904
Masks
Ant-CD3 VL / VH f oy
‘Ant-HSA
3 o CAB platform
J Ant-EGFR Ant-CD3
'— Inactive VL / VH
' 8
Anti-EGFR
COBRA platform Probody
Preclinical
G

F

Half-ife extender

/ N\,
1‘ ‘r TAAY TAA2
ans-coave [ wasks 7 Ant-CD3 VH
| Inactive VH  Inactive VL
$ 7 \
Anti-CD3 VL AN-CD3 VH
TAA TAA2

PrecisionGATE platform
Fig. 4. Exploring Conditional Activation of TCBs: Various strategies for selectively activating T-cell engagers are currently under exploration. In the field of solid
tumors, clinical trials are underway for TCBs developed from five platforms, while two platform based on the principle of half-antibody are in the preclinical stage. A
XPAT platform: XTENylated protease-activated TCB targeting Her2; B TRACTr platform: Tumor activated t-cell engager (TRACTY) targeting EGFR to enhance tumor-
specific activation. C COBRA platform: Conditional bispecific redirected activation TCB is engineered to target EGFR. D Probody platform: Probody TCB targeting
EGFR. E CBA platform: conditionally active biologic targeting EpCAM. P PrecisionGATE platform: Precision Guided Antibody Tumor Engager platform. G PACE

PACE platform

platform: Prodrug-Activaring Chain Exchange platform.

Klein et al. Nat rev Drug Disc 2024
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Table 2 (continued)

Anticuerpos Biespecificos:

Molecular Target Valeney Format Company Disease Area Clinical
Developmental
Phase
AMG-794 Claudin 6 x CD3 1+ 1 Tandem scFv-seFe (HLE- Amgen Cancer (SCLC, ovarian) 1
BiTE)
Xmab-541 Claudin 6 x CD3 2+ 1 Tandem Fab-scFv-Fc x Xencor Cancer (ovarian; 1
Fab-Fe (XmAb) unspecified Solid Tumor)
Ubamatamab MUC16 x CD3 1+1 Hetero Fab-Fc, (Common  Regeneron Caneer (fallopian tube, hid
LO) ovarian, peritoneal)
LBL033 MUC16 x CD3 2+1 Tandem Fab —scFv — Fex  Leads Biolabs Cancer (solid) hid
Fab — Fe
Umizortamig EGFRVIN x PD-L1 2+ 2+2+  Tandem scFv-Fab-FescFv  Biokin Pharmaceutical Cancer (brain, solid) 1
(GNC-039) % 4-1BB x CD3 2 (GNC)
BA-1202 CEA x CD3 242 IgG-[L]-scFv Luye Pharma Group Cancer (solid) 1
TAK-280 (MVC- B7-H3 x CD3 4+2 Tandem sdAb-scFv Takeda/Maverick Cancer (solid) I
280) (COBRA) Therapeutics
GEN-1047 B7-H4 x CD3 1+1 Hetero Fab-Fc (Duobody) ~ Genmab Cancer (solid) I
BI-765049 B7-H6 x CD3 1+1 Hetero scFab-Fc Boehringer Ingelheim Cancer (solid) 1
JNJ-78278343 KLK2 x CD3 Undiselosed ~ Undisclosed Johnson & Johnson/ Cancer (prostate) 1
Zymeworks
QL-335 LY6G6D x CD3 2+1 Tandem Fab-scFv-Fe x QLSF Biotherapeutics Cancer (colorectal) 1
Fab-Fe
CBA-1535 5T4 x CD3 241 Tandem scFv-Fab Chiome Bioscience Cancer (lung) 1
(Tribody)
ANJ-564 (TTX- CD33 x CD3 Undisclosed ~ Undisclosed Anji Pharmaceuticals Cancer (solid) 1
564)
Cabotamig (ARB-  CDH17 x CD3 2+2 IgG-[H]-scFv Arbele Cancer (gastrointestinal) hid
202)
ASP-2074 TSPANS x CD3 1+1 Hetero Fab-Fc x scFv-Fc Astellas Cancer (solid) 1
JNJ-70218902 TMEFF2 x CD3 1+1 Hetero Fab-Fc (Duobody) ~ Johnson & Johnson/Genmab  Cancer (solid) 1
AMG-509 STEAPI x CD3 241 Tandem Fab-scFv-Fc x Amgen/Xencor Cancer (prostate) 1
(Xaluritamig) Fab-Fe (XmAb)
IMA-401 MAGE-A4/A8 x 1+1 Hetero scFv-Fc x TCRFc  Immatics Biotechnologies Cancer (solid) 1
D3
IMA-402 PRAME x CD3 1+1 Hetero scFu-Fc x TCR-Fe  Immatics Biotechnologies Cancer (solid) I
IMCF106C PRAME x CD3 1+1 Tandem TCR-scFv Immunocore Cancer (melanoma, m
NSCLC)

* The clinical information was collected from ClinicalTr ials.gov, Citeline Clinical,

and Synapse.

Desarrollo farmacoloégico

Table 2
Overview of Clinical-stage TCBs for Solid Tumor Treatment.
Molecular Target Valency Format Company Discase Area Clinical
Developmental
Phase
Runimotamab Her2 x CD3. 1+1 Hetero Fab-Fe Roch Cancer (breast) 1
(RG-6194)

Moz Her2 x CD3 141 Hetero Fab-Fe » scPv-Fc  Wuhan YZY Biopharma Cancer (breast, 1
gestrointestinal, stomach,
ovarian)

SAR-440309 Her2  CD3 1+1 Tandem scFV (XPAT) Sanofi/Amunix Cancer (solid) 1

(AMDX818)
SAR-443216 Her2 x CD28 x 1+141  Tandem domain- Sanofi Cancer (gastroiotestingl, 1
@3 exchanged Py x Fab-Fe P
(coDV-Ig)

EX101 Her2 x D3 1+1 Hetero FabFe (ExMab)  Excelmab Cances (breast, 1
‘gastrointestinal, stomach)

BC004 Her2 % €D3 Undisclosed  Undisclosed Buchang Shenzhou Cancer (solid) 1

Phasmaceutical
BL764532 (OBT-  DLL3 x CD3 141 i n
620) Oxford BioTherapeutics Neuroendocrine)
HPN-328 DLLS x €03 141 Tandem sdAb-sdAb-scFv ics Cancer (SQLG, u
(THTAC) Neuroendocrine)
26006 DLL3 % 03 241 Tandem scPy-Fe x FabFe  Suzhou Zelgen Cancer (SQLG, n
Biopharmaceuticals Neuroendocrine)
RG-6524 DU3» 41BBx 12 Tandem scPab-Fe  FabFc  Roche Cancer (SQLG, 1
@3 (Dual/LINCIg) Neuroendocrine, solid)
QLS-31904 DLL3 » CD3 1+1 Tandem Fab-scPy Qilu Pharmaceutical Cancer (solid) 1
REGN-4336 PSMA x CD3 1+1 Hetero Fab-Fe, (Common  Regeneron Cancer (prostate, renal) 11
i)
JINJ-80038114 PSMA x CD3 Undisclosed  Undisclosed Johnson & Johnson Cancer (prostate) 1
JANX007 PSMA x CD3 1+1 Tandem Fab-scPv-sdAb  Janux Therapeutics Cancer (prostate) 1
(TRACTS)
cc1 PSMA x CD3 2+2 15G-{L1scPv German Cancer Research Gancer (prostate) 1
Center
HBM7022 (AZD-  Claudin 18.2 x 241 Tandem saAb-Fe  FabFe  AstraZeneca/Harbour Cancer (solid) n
5863) 3 (HBICE) Biomed
181389 Claudia 18.2 % Undisclosed s Innovent Biologics Cancer (solid) 1
@3
ASP-2138 Claudin 18.2 241 Tandem FabscPv.Fe x Astellas Pharma/Xencor Cancer (Esophageal, 1
3 Fab-Fe (XmAb) Gastric, Pancreas)
QLs31905 Claudia 182 x 2+1 Tandem Fab-Fe-schy x Qilu Pharmsceuticals Cancer (solid) u
3 FabFe

Catumaxomab EpCAM x CD3 141 Hetero Fab-Fe LintonPharmy/ Presenius Cancer (bladder, breast, I
colorectal)

mo1 EpCAM x CD3 1+1 Hetero Fab-Fc x scPv-Fe  Wuhan YZY Biopharma Cancer (breast, colorectal, 11l
stomach)

BA3182 EpCAM x CD3 242 156 (L) <P (CAB BioAtla Cancer (beeast, colorectal) 1

technology)

A337 EpCAM » CD3 241 Tandem ScPv-Fab (iTAB)  [TabMed/Yifan Cancer (solid) 1

Pharmaceutical
SMET-12 EGFR x CD3 1+1 Tandem Fab-Fe (HbiAb)  Zhejiang Cancer (solid) n
Pharmaceutical
TAK186 (MVC- EGFR x CD3 4s2 Tandem sdAb-scPy Takeda/Maverick Cancer (colorectal, head — 1I
101) (CoBRA) Therapeutics

JANX008 EGFR x CD3 141 Tandem FabscFvadAb  Janux Therapeutics Cancer (colorectal, head 1
and neck, SCLC)

X904 EGFR x CD3 141 Hetero Fab-Fe (Probody)  Amgen/CytomX Cancer (colocectal, solid) 1

Thera
EMB-07 RORI x €D3. 1+1 Tandem Fab-Fe (MAT- EpimAb Cancer (solid) 1
Fab)

GNC035 RORI x PDLI 24242+  TandemscPv-FabFeschy  Sysimmune Cancer (breast, stomach) 11

41BB x CD3 2 (GNe)

NVG-111 RORI x CD3 1+1 Tandem scPv NovalGen s 1

NM32-2008 RORI x CD3 1+1 ‘Tandem scPv («MATCH3) ~ Numab Cancer (solid) 1

au3so GPC3 x CD3 1+1 Fe Chengyu KeyMed Biosciences  Cancer (solid) u

o1 GPC3 % D3 1+1 Tandem Fab-Fe (HbiAb)  Zhejiang Shimai Cancer (liver) u

Pharmaceutical

SAR444200 GPC3 « D3 Undisclosed  Tandem sdAb (Nanobody)  Sanofi Cancer (solid) u

ERY-974 GPC3 x D3 1+1 Hetero Fab-Fe (TRAB) Chugai (Roche) Cancer (gastrointestinal, 1
stomach, liver)

INI-79032421 MSLN x €03 Undisclosed  Undisclose Johnson & Johnson Cancer (solid) 1

AMG-305 MSINx CDHSx 14142  Tandem scFvFescPy Cancer (solid) 1

@3
IN ENPP3 % CD3 Undisclosed  Undisclosed Johnson & Johnsoa Cancer (solid) 1
XmAb-819 ENPP3 x CD3 241 Tandem FabscPv.Fe x encor Cances (renal) 1
Fab-Fe (XmAb)
(continued an next page)

Liu et al. International Immunopharmacology 2024
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ED initial managment
First cytokine wave Second cytokine wave
\ Siltuximab
| Tocilizumab IL-18
\ Sarilumab
f
( ls _ 7 IL-1B
/ . L5 ~ TNFo
=\ Autocring effects ?:;?:ﬁ:%t Autocrine effects IL-6
o Certolizumab \©°
Adalimumab -/ (© ~ / IL-8
CAR -, L = bt
receptor ,° TNFa /
s Daclizumab
o o Basiliximab —

¥ ‘ ) ANY
QO&: = u{'z Al

,/‘
T-cellengager T cell Emapalumab - Myeloid cell Anakinra
_l_ [ : Canakinumab
IFNy .
Tumor cell HuMax-IL8 IL-18 Endothelial
cells
X TNFo

Symptoms/description

Wattana. Canc Treat Rev 2025 Luri-Rey. Clin Can Research 2024
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Tebentafusp _| n=252 D | =045 2
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rd
Blinatumomab _| = = =)
(CD19/CD3) ez e 3
Glofitamab _ "
S 1 In-14s %
Spconamat . =t ] |n=1s7 g
(CD20/CD3) T
Mosunetuzumab | - <, %
(cozocpg) ] =91 [|n=2m8 s
Teclistamab
(BCMA/CD3) | "=11°: n=165
Talquetamab (every week) | o _
(GPRC5D/CD3) | "= 7 1] |n=142 z
z
Talquetamab (every 2 weeks) | » » =
(GPRC5D/CD3) | =100 — In=145
Elranatamab
(BCMACD3) | n=97[ ] [n=183
T T T T T T T
R 3 8& o8& 8 R
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m4
3
2
1

% CRS or mg d
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ES-SCLC mUM R/R B-ALL R/R DLBCL, 3L+ R/R DLBCL, 3L+
Tarlatamab Tebentafusp Blinatumomab Epcoritamab Glofitamab
Overall CRS 55% Overall CRS 89% Overall CRS 14% Overall CRS 51% Overall CRS 70%
R/R FL, 3L+ R/R MM, 5L+ R/R MM, 5L+ R/R MM, 5L+ R/R MM, 5L+
Mosunetuzumab Elranatamab Tl L 1Etl 2 Teclistamab
(every 2 weeks) (every week)

80
60
404

20 4

Overall CRS 39%

AN

Overall CRS 58%

A

Overall CRS 72%

* Ml

Overall CRS 79%

Overall CRS 72%

N |

1 8 1522 29 36 43

1 8 1522 29 36 43

1 8 1522 29 36 43

Time (days)

1 8 1522 29 36 43

1 8 1522 29 36 43
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VIl SIMPOSIO NACIONAL
de ONCOLOGIA de PRECISION

Table 1. Examples of T-BiSp dose-finding strategies used related to CRS mitigation.

Category Strategy, example
Step-up dose optimization Increasing the number of steps with higher target dose levels during dose
ranging:
+ Teclistamab dose escalation included one-step, two-step, and
three-step regi fori yus and subc cohorts, in

which more steps were initiated at higher target doses. A two-
step subcutaneous once-weekly regimen and a three-step
intravenous once-weekly regimen were selected for phase | dose
expansion (14).

« Epcoritamab dose-ranging trials used single-step at target
doses <1.5 and double-step at target doses 1.5-60 mg (17)

Testing multiple priming schedules per target dose:

* Teclistamab dose ranging included different steps with the same
target dose (0.02/0.8, 0.02/0.0576/0.8; mg/kg), the same steps
with different target doses (0.01/0.06/0.18, 0.01/0.06/0.27;
mg/kg), and the same steps with different maintenance dosing
(2/6/30/150 once weekly and 2/6/30/300 every 2 weeks; mg;
ref. 73).

+ Two SUD schedules for each epcoritamab target dose =6 mg
were evaluated (e.g., 0.04/0.5/6 and 0.08/0.5/6), altering either
SUD1 or SUD2 or both (17)

Splitting step doses:

+ Elranatamab tested one priming dose (44 mg) in phase I. This
single-step dose was converted to a double-step approach in a
phase |l trial by splitting the dose into 12 and 32 mg
administered on days 1and 4, respectively, and CRS was reduced
by 8% (NCT04649359; NCT03269136; ref. 74).

« Od b split the ration of each of two step doses
over 2 days (i.e., the SUD1 dose of 1 mg was administered as two
0.5 mg doses on separate days). They used split dosing after
three escalations of SUD1 (1 mg+) and three escalations of SUD2
(20 mg+). Their selected RP2D regimen included a new SUD
schedule with two untested SUDs and an additional third step
(0.7/4/20), all administered as split doses (75)

Flexible step-dose timing based on CRS:

+ Cevostamab evaluated a 0.3/3.3/160 regimen administered on day 1,
days 2-4 (d ding on the gence and r ion of CRS), and
day 8 (76)

Single step for continuous infusion:

« Initiating blinatumomab at 9 mcg/day (the lowest dose at which
B-cell depletion was observed) for 1 week prior to escalating to the
target dose (28 mcg/day) reduced CRS events occurring with the
first dose [BLA 125557: Blincyto (blinatumomab)]
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Table 1. Examples of T-BiSp dose-finding strategies used related to CRS mitigation. (Cont'd)

Category Strategy, example

Route of administration development First filing in intravenous with parallel or sequential subcutaneous
development:

+ Mosunetuzumab—subcutaneous dose escalation and expansion arms
were added to the phase I/l trial in 2018, 4 years prior to intravenous
filing (NCTOZ500407).

+  Glofitamab—a subcutaneous dose escalation trial was registered in
2021, 2 years prior to intravenaus filing (ISRCTNI7975931).

. phase 1/1l study of in
B-ALL began in 2020 (NCTO4521231), & years after authorization of
the infusion Expansion to NHL

indications bagan in 2017, evaluating both intravencus (phase 11/1ll;
NCT02910063) and subcutaneous (phase Ib; NCTO2961881)
First filing in intravenous with no planned subcutaneous development:

+ Tebentafusp—intravenous approval received in 2021, No trials of
subcutaneous formulations are registered.

Tarlatamab—an intravenous infusion product for small cell luna
cancer was recently approved by FDA in 2024

*  Linvoseltamab—filing application with an intravenous praduct is

under FDA and EMA in 2024
First filing in subcutaneous:

+ Teclistamab—conducted intravenous dose ranging, then
subcutanecus dose ranging, and proceeded with subcutaneous dose
expansion only (80).

* Elranatamab—proceeded with subcutaneous dose expansion after
cencurrent intravenous and subcutaneous dose ranging (74).

*  Epcoritamab—only subcutaneous dose ranging and expansion were
sought, which was supported by an in vivo study in cynomolgus
mankeys demonstrating a similar degree of prolonged B-cell depletion
with subcutaneous and intravenous administration (17

Parallel intravenous/subcutaneous development with unknown filing plan:
Alnuctamab—pivoted from intravenous to subcutaneous, reducing
CRS from 76% to 56% (81, 82). A phase IIl trial is listed without
formulation specification (NCT06232707).

+  Plamotamab—subcutaneous dose expansion was added after arms
of intravenous dose ranging (NCT02924402).

* ABBV-383—after completing intravenous dose ranging with three
dose-expansion ceherts (NCTO3933735; refs. 20, 40, 60), a new
phase Ib study with a 15 was
(NCTO6223516)
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