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Taking a BIiTE Out of the
CAR T-Cell Therapy Space

Lymphoma

Axicabtagene ciloleucel (YESCARTA™)
Brexucabtagene autoleucel (TECARTUS™)
Tisagenlecleucel (KYMRIAHTM)
Lisocabtagene maraleucel (BREYANZI®)

Multiple Myeloma
Idecabtagene vicleucel (ABECMA®)
Ciltacabtagene autoleucel (CARVYKTI™)
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Objectives

engager (BIiTE) therapy literature and toxicities

« Compare logistical considerations pertaining to
CAR T-cell therapies and BiTE therapies

- Review patient cases assessing the need for
specific cellular therapy treatments

+ Summarize CAR T-cell therapy and bispecific T-cell
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CAR-T Biology
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Manufacturing and Infusion

CAR T-coll Therapy Estimated

3-6 weeks
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Yescarta (axi-cel) Yescarta (axi-cel)
ZUMA-1 trial, 2017 ZUMA-1 trial, 2017

Approved for refractory or relapsed large B cell lymphoma after two or more lines of

treatment, including DLBCL NOS, primary mediastinal lymphoma, transformed FL L TN
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Yescarta (axi-cel)
ZUMA-7 trial, 2022

Approved for refractory or relapsed within 12 months large B cell ymphoma

R/R LBCL
Ne359) YESCARTA (N=180) R
Lymphodeplefing g =
chemotherapy + YESCARTA® > g
Key eligibility: < «l<|3
- Aged 18 years : EE g
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- Intended foproceedto & g o HBMS|8)s
HOT+ASCT g ’ 2 3 E
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* Response fo IL therapy 2.3 cycles of investigator- £ Nonresponders k]
+ Second-line selected plafinum-based = Additional reatment
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Tecartus (brexu-cel)
ZUMA-2 trial, 2020
Approved for relapsed or refractory mantle cell lymphoma, adults with refractory or
relapsed B-cell ALL
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ZUMA-2 trial, NEJM 2020
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Breyanzi (liso-cel)
TRANSFORM trial, 2021

Approved for refractory or relapsed large B cell ymphoma after two or more lines of
treatment, including DLBCL NOS, primary mediastinal lymphoma, transformed FL.
Approved for refractory or relapsed within 12 months large B cell lymphoma.

Breyanzi mEFS:
NR,35% CI: (9.5, NR)
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Yescarta (axi-cel)
ZUMA-7 trial, 2022

Approved for refractory or relapsed within 12 months large B cell ymphoma

[——

T1131711]

R R nraae ZUMA-7. NEJM, 2022
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Kymriah (tisa-cel)
JULIET trial, 2018

Approved for refractory or relapsed large B cell lymphoma after two or more lines of
treatment.

Approved for refractory B cell ALL up to 25 yo or after second relapse.

Also approved for FL after 2 lines of treatment (ELARA trial).

JULIET. NEJM, 2019
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FDA approved CAR T-cell therapies
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Abecma (ide-cel) Abecma (ide-cel)
KarMMa trial, 2021 KarMMa trial, 2021

Approved for relapsed of refractory multiple myeloma after 4 lines of treatment il i
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Carvykti (cilta-cel)
CARTITUDE trial, 2022 CAR T-Cell Therapy Logistics

Approved for relapsed of refractory multiple myeloma after 4 lines of treatment
»
. <

« Finite treatment duration is great for
some patients — “one and done” for now

+ Social determinants of health may
restrict some patients from receiving
CAR T-cell therapy

+ Manufacturing — possible delays (may
not be great for those rapidly
progressing)

v LI S S S S T SR ) . L

- Honis + Possible needing for bridging chemo
= stk 9w m e (may not be great for frail patients)

% . CARTITUDE-1. The Lancet, 2021 + Need for lymphodepleting

chemotherapy

+ Administration — recommended
inpatient though many centers follow
outpatient protocols
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CAR T-Cell vs. BiTE Mechanisms Paving the Way

and ient FDA
Results
Regimen pulation Approval
CAR T-cells are retro-fitted with chimeric antigen receptors containing an

i -bil i Continuous ion Median overall survival (OS): 7.7 months vs.
antigen-binding epitope P rratios]

Cycle 1:9 meg/day on
days 1-7

BiTEs connect patient's endogenous T-cell receptor with associated CD3 TOWER lays 1- Complete remission (CR) with full
complex to tumor-specific antigens to lead to tumor cell death (=8 & ""?ffa_{,:;‘g;glz g2z pematoo ;ﬁi‘gg%w"’ w55 First BITE
Blinatumomab vs. 405 patients with eprover)
standard-ofcare  RIRB-cellALL  Cycles 2-5:28 mogiday  Longer median duration of emission: 7.3vs. oo
Chimaeric antigen ‘T-cell receptor (soc) on days 1-28 of 42-day th: 2014
I T-cell receptor- chematherapy oycles Ad o de 3: 87% 2%
umour-assocates verse events >grade 3: 87% vs. 929
iTr\llgtn target . = i Cycles 6-9: 28 meg/day
on days 1-28 of 84-day
cycle
\ Objective response rate: 80%
% Endogenous 90 RIR follcular Intravenoue
G029781 lymphoma CR: 60%
T cell Phase 2 patients s/p >2 s‘é’:’;"‘? ?“5'"9 Ea—
lines of therapy, b mg Median duration of response: 22.8 months. ;2552'323'
Bispecificicell Mosunetuzumab- including anti- G ﬁ 4
Eame= D20 and s rT L Most common grade 3-4 adverse events:
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Lymphoma Additional BiTE Therapy Approvals
Epcoritamab-bysp (Epkinly™)

Glofitamab-gxbm (Columvi™) Date

RIR multiple myeloma (MM) having received > 4
Teclistamab-cayv o1 prior lines of therapy, including a proteasome

Gfrtizss 25 2R (Tecvayli ®) inhibitor (P1), an immunomodulatory agent (IMiD), WEsnEE=
. and an ant-CD38 monoclonal antibody
Multiple Myeloma -
RIR diffuse large B-cell lymphoma (DLBCL) not
: f otherwise specified (NOS), including DLBCL
Tecl |stamab-cqu (Te cvayll ®) May 19, 2023 Epc(";:":i’:;‘:;';ys" CD20 arising from indolent lymphoma, and high-grade  EPCORE NHL-1

B-cell lymphoma (HGBL) after > 2 lines of

Talquetamab-tgvs (Talvey™) systemic herapy

) RIR DLBCL-NOS or large B-cell lymphoma arising
. June 15, 2023 G":g';’:;':i?,:‘)bm CD20  from follicular lymphoma (FL) after > 2 lines of NP30179
Elranatamab-bcmm (Elrexfio™) systomic herapy
g RIR MM having received > 4 prior lines of therapy,
August 9, 2023 T"“(‘;.';Ii';‘;,?,)‘g“ GPRCS5D  including a P!, IMID, and an anti-CD38 (Mcﬁ\mr?f&'1)

monoclonal antibody

e RIR MM having received > 4 prior lines of therapy,
bemm (Elrexfios) ~ BCMA  includinga PI, IMID, and an ani-CD38 MagnetisM-3
monoclonal antibody

August 14, 2023

Genter for Drug od and Drug
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Subcutaneous administration 100 , Response to Teclistamab Outcomes nts (N=165)
MajesTEC ) .
DAY 1 DAY 4 DAY 7 LR . ;ff,;’é‘:;"“" s MRD negativity at 105, n (%) 44 (26.7)
- Assess the efficacy and safety of teclistamab in = ) o
Objective  _tents with R/R MM % 60 Median DoR, mo 18.4
©onnana smone) ] 5
Phase 1-2 study in RRMM after 23 lines of therapy £ w0 SVePR:  mack ModianlEESTNO s
Methods gg;gmg‘gnple-class exposure to IMID, PI, and anti- XA Median OS, mo 183
antibody 2 . = =
wer irst: 1.2 months
N=165 TTR, mo
« Median age: 64 years (33-84) once weekly dosing 0 — ’ Best: 3.8 months
pationts * Median number of prior lines of therapy: 5 Al Patients (N = 165) P, i S o G e, S s Yo w08 e T et e
« 77.6% triple-class refractory
« 26% high-risk cytogenetics
-« 17% extramedullary disease Safety
Neutropenia, 70.9% CRS, 72.1% (grade 3/4, 0.6%)
° Primary: overall response rate (ORR) (partial response " -
utcomes ;b etter) (15 markg) Anemia, 52.1% Neurotoxic event, 14.5% (grade 3/4, 0.6%)
Thrombocytopenia, 40% Infections, 76.4%
Until disease progression =
or unacceptable toxicity
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Talguetamab-tgvs (Talvey ™) MonumenTAL-1 Results

Subcutaneous administration " - " " -
M TAL N —. Weekly Dosing (n=30) Biweekly Dosing (n=44)
onumen TALVEY" WEEKLY DOSING SCHEDULE Any grade | Grade 3-4 Any grade | Grade 3-4
ssess the efficacy and safety of talquetamab in - o
Objective patients with RIR MM srmnm it :.:v: ;::::;; :::12 Neurotoxicity 10% | 0% 5% | 0%
= e Skin-related events 67% | 0% 70% | 2%
Phase 1-2 study in RRMM after 23 lines of
Wesky g st | Grawesk s st vosimes | sisacuaes | 0 Nail-related event 57% | 0% 27% | 2%
Methods therapy including triple-class exposure to IMID, oo et e M teceed Sl et ail-related events ! |
PI, and anti-CD38 antibody Dysgeusia 63% | NA 57% | NIA
ED OR Neutropenia 67% | 60% 36% | 32%
+ Median age: 64 years (34-84) ST T— e m——
pationts *  Median number of prior lines of therapy: 6 e - -~ |
« 75% triple-class refractory B N n
« 16% high-risk cytogenetics ooyt Sipupdnet | 00imohg n i
*  32% extramedullary disease Stopup dosing schodie - T “ Tz
ooy T (e 2 o e T Weekly: 10.2
Outcomes M{,"“a "Z““e“"f"dl'y"s of dose-limiting toxic oo doveantever 2 st |_vesmories_ oy 3webs » e B‘W‘““'f 25
effects (study part 1 only) i Pt Median TTR, mo Weekt: 09
10- iweekly: 1.2
o PP p—————
Sobcstaneors  Subcotaneons
oo oy
ey e
et foss 3
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Elranatamab-bcmm (Elrexfio™)

MagnetisMM

Objective

Assess the efficacy and safety of elranatamab in
patients with R/IR MM

Methods

Phase 2 study in RRMM after 23 lines of therapy
including triple-class refractory to IMID, PI, and
anti-CD38 antibody

Patients

N=123
+ Median age: 68 years (36-89)

Median number of prior lines of therapy: 5
96.7% triple-class refractory

25.2% high-risk cytogenetics

31.7% extramedullary disease

Outcomes

Primary: ORR

YW WVUMedicine

Subcutaneous administration

2 step-up doses 1* treatment dose
Day 1t | Day 4% | Day 8 (Week 2)§
12mg | 32mg | 76mg

|

Week 25 and every

Week 3 through week 24 2 weeks thereafter
76 mg 76 mg
weekly once every two weeks

10/24/2023

Pationts ()

sce

MagnetisMM-3 Results

23(92)

Not re
(71.5% probability of maintaining

ached

response at 15 months)

Not reached at 12 months

57.1% at 12 months

62% at 12 months

ORR.61% (95% Ci: 5158-608) MRD n-ga:ivity at10% n
Median DoR
S ) Median PFS and 0S
PFS Rate
vorm z11%) T
TIR

1.7 months

Neutropenia, 60 (48.8)

23), Any Grade

Thrombocytopenia, 38 (30.9) CRS

Safety (n=119)

ICANS

Anemia, 60 (48.8)

67 (56.3)

4(34)

Injection site reaction, 33 (26.8)
Time to Onset, 2

days  Time to Onset, 2.5 days

Epcoritamab-bysp (Epkinly ™)

EPCORE NHL

Objective

Assess the efficacy and safety of epcoritamab in
patients with R/R DLBCL, NOS, including DLBCL
arising from indolent lymphoma, and HGBL

Methods

Phase 1-2 study in patients with LBCL > 2 lines
of systematic therapy including at least one anti-
€D20 monoclonal antibody-containing therapy

Patients

N=157
+ Median age: 65 years (22-83)

Median number of prior lines of therapy: 3
60% primary refractory

18% prior autologous stem cell transplant
39% prior CAR T-cell therapy

Outcomes

Primary: ORR

Subcutaneous administration

CYCLET CYCLES2-3

we p| e
we .
we
wie .
cycies a-9 cvcLEs 10+
. »| .

YW WVUMedicine

Glofitamab-gxbm (Columvi™)

NP30179

Objective

Assess the efficacy and safety of glofitamab in
patients with RIR DLBCL NOS, transformed FL,
HGBL, or primary mediastinal large B-cell
lymphoma

Methods

Phase 2 study in patients with LBCL > 2 lines of
systematic therapy including at least one anti-
€D20 monoclonal antibody-containing therapy
and one anthracycline-containing regimen

Patients

N=155

+ Median age: 66 years (21-90)

+ Median number of prior lines of therapy: 3
+ 58% primary refractory

+ 30% prior CAR T-cell therapy

Outcomes

YW WVUMedicine

Intravenous administration

CYCLE 1
DAY 8 DAY 15

oL coLumv
Dosing pretrsstment | stspupcosel | Siepupdome2

orma_ | :Ea

CYCLES 2-12

‘coLuM

Repeat on Day 1
of each cycle

~8.5-month fixed-duration therapy

Primary refractory
(n=89)

EPCORE NHL-1 Results

Outcomes (n=148)
38%cr 5 n (%
S 61% MRD negativity at 105, n (%) 52/112 (46.4)
o
: Median DoR (CR) 20.8 months
(s cir-a)
Median PFS Not reached
Median OS 18.5 months
TR 2.7 months

Neutropenia, 24%

Safety, Any Grade

Fatigue, 23%

Pyrexia, 24%

Nausea, 22%

Diarrhea, 21%

CRS, 51% (grade 3, 3%)

Outcomes (n=155)
52% 39% Median DoR 18.4 months
Median PFS 4.9 months
Median OS 1.5 months*
ORR CR TR 42 days

NP30179 Results

P 1ot v o

Safety Continued
54)

CRS Neurologic

63%" (> grade 8% (> grade 3,
3, 4%) 3%)

13.5 hours* N/A

Safety, Any Grade (|
Event
Neutropenia, 38% Fatigue, 23%
) i Occurrence
Anemia, 31% Thrombocytopenia, 25%
Onset
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BIiTE Therapy Logistics BIiTE Therapy Costs

Overall cost of a CAR T-cell therapies can potentially

reach $450,000

@ @ @ ] @) Depending on presence/severity of adverse effects,
inpatient vs. outpatient administration,

nursing/infusion center costs, pharmaceutical

Available off-the-shelf company
Ready-to-use, single-dose vials
Rapid subcutaneous administration for most products $2,554.74 per vial of glofitamab
Extended dosing intervals for most products $30,656.88 for 12 cycles

Fixed dose options available

Inpatient versus outpatient administration X i . X
What about continuous duration administration?

W WVUMedicine WWVUMedicine

BiTE Therapy Costs Sequencing
Elranatamab’s total Wholesale Acquisition Cost (WAC): m“

40 patients with prior BCMA-directed therapies

i MajesTEC-1
One 7619 mL (40mpimL)  One 44 mo/t.A L (40 mpmt) Teclistamab onG | - 525%ORR
single-dose vialinacarton ~_ single.dose vialIna carion Average: ~854.7K | mo. Average: ~$28.3K / mo. EEie - 15 prior CAR T patients - 53.3% ORR
NG 0069-4494-02 0069-2522.02 ) A ) ;
WAC 13,050 72 per 1.9 mL via §7,555.68 per 1.1 mLvial Talquetamab MonumenTAL-1 10 patients with prior BCMA-directed therapies
" K 87 patients with prior BCMA-directed therapies
Elranatamab  MAINCUSWES. - " 460, oRR
- i i 0/
Pfizer will provide elranatamab-bcmm 44 mg vials free of charge to support %6 Fnor C{\R T‘pa"ems > 52.8% ORR
inpatient administration and monitoring for first two step-up doses 61 patients with prior CAR T-cell therapy
Epcoritamab EPCORE NHL-1 - 54.1% ORR, 34.4% CR rate, 9.7 months
mDOR
Program Froo Product ) R
z‘u J t t = Glofitamab NP30179 51 ggto}ergsR with prior CAR T-cell therapy
£l b ; o A
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63 Male with Multiple Myeloma

Presented with rib pain and renal failure (creatinine of
4.35)

. Work up showed concern for multiple myeloma
Patient Cases Lambda light chain 9996.9

Durie-Salmon Stage IlIb

Underwent bone marrow biopsy confirming multiple
myeloma with 24% plasma cells and multiple areas of
bone involvement on skeletal survey
Initially started on Velcade (Bortezomib) and
Dexamethasone and later had improved kidney function
so added on Cytoxan (Cyclophosphamide)
Completed 4 cycles of Cyclophosphamide + Bortezomib
+ Dexamethasone then referred for autologous
hematopoietic transplant
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63 Male with Multiple Myeloma
(continued)

Post-treatment bone marrow biopsy showed no morphologic or
immunophenotypic evidence of residual plasma cell myeloma
FISH showed residual complex cytogenetics
Underwent conditioning with melphalan and received autologous
hematopoietic transplant
Post-transplant course uncomplicated and was started on Revlimid
(Lenalidomide), Velcade (Bortezomib) and Dexamethasone for
maintenance therapy
Developed generalized blisters and purplish rash thought to be from
Revlimid
Changed therapy to Pomalyst (Pomalidomide) + Velcade + Dexamethasone
for 2 weeks, but had to discontinue Pomalidomide due to increasing
creatinine.
Continued on Velcade + Dexamethasone
No evidence of progression for 1 year after his autologous transplant
and continued to follow with local oncologist

YW WVUMedicine

63 Male with Multiple Myeloma
(continued)

1 year and 2 months after his transplant, lambda light chain levels
started to rise

Local oncologist started patient on Daratumumab + Pomalidomide +
Dexamethasone for relapsed/refractory disease, but still continued
to see progression based on light chain levels

Switched to Carfilzomib + Xpovio (Selinexor), but continued to see
progression in 6/2020

Started on Cyclophosphamide + Bortezomib + Dexamethasone, but
continue to see progression of disease

Switched treatment to Blenrep (Belantamab) which showed
response, but had patient experienced decreased visual acuity few
months after initiation

Started on Elotuzumab + Pomalidomide + Dexamethasone with
evidence of progression of disease, rapid increase in light chains
and worsening creatinine

YW WVUMedicine

What would you do?

Chimeric antigen receptor T-cell (CAR-T) therapy
Or

Bispecific T-cell engager (BiTE) therapy

YW WVUMedicine

60 Male with Diffuse Large B-cell
Lymphoma

Initially underwent cholecystectomy for cholecystitis
but persisted to have pain for few months

CT abdomen showed hepatic and pulmonary lesions
and surrounding lymphadenopathy

PET-CT showed activity in the liver, lungs, and
lymph nodes

Hepatic lesion biopsy showed diffuse large B-cell
lymphoma

Underwent treatment with Rituximab,
Cyclophosphamide, Doxorubicin, Vincristine and
Prednisone (R-CHOP) for 6 cycles

YW WVUMedicine

60 Male with Diffuse Large B-cell
Lymphoma (continued)

Referred for salvage therapy and autologous
hematopoietic transplant evaluation

Patient received 2 cycles of Rituximab,
Ifosfamide, Carboplatin, Etoposide (R-ICE) with
partial response

Plan for autologous hematopoietic transplant

Collection was unsuccessful despite best
attempt for stem cell mobilization with Plerixafor

YW WVUMedicine

What would you do?

Chimeric antigen receptor T-cell (CAR-T) therapy
Or

Bispecific T-cell engager (BiTE) therapy
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Conclusions

Favours BITEs

Questions?

1 ¥y sinoneq

 WVUMedicine Pu, O .S, Tk T i AR e ot 41 430008151 1T * WVUMedicine

YWYWVUMedicine

Taking a BIiTE Out of the
CAR T-Cell Therapy Space




