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DisclaSUres

Dr Nathalie Asherie is employed by the Hadassah Medical Center.
The CART technology is protected by a worldwide patent application.

Immix Biopharma (Nasdag: IMMX) has licensed HBI0101 CART technology
(NXC-201).
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Journal of Hematology & Oncology.13:125. 2020.

https://www.aacr.org/blog/2023/03/22/from-bench-to-bedside-

new-frontiers-in-multiple-myeloma/
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Open access Case report

& nienscne First report of CART treatment in AL
amyloidosis and relapsed/refractory
multiple myeloma
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NXC-201 (Formerly HBIO101) Multiple Myeloma

ClinicalTrials.gov Identifier: NCT04720313

The safety and scientific validity of this
Recruitment Stat

First Posted @ January 22, 2021
Last Update Poste :

study is the responsibility of the study

sponsor and investigators. Listing a study

does not mean it has been evaluated by
A the U.S. Federal Government. Know the
risks and potential benefits of clinical

See Contacts and Locations

studies and talk to your health care
View this study on Beta.ClinicalTrials.gov

provider before participating. Read our
disclaimer for details.
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Open access journal of the Ferrata-Storti Foundation, a non-profit organization
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Cyrille J. Cohen — 49 I sCR/CR [MRD+]
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~ 50%
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Kfir-Erenfeld, S. et al. Clin. Cancer Res. 2022.
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CLINICAL CANCER RESEARCH | TRANSLATIONAL CANCER MECHANISMS AND THERAPY

Feasibility of a Novel Academic BCMA-CART (HBI0101)
for the Treatment of Relapsed and Refractory AL

Amyloidosis

Shlomit Kfir-Erenfeld', Nathalie Asherie', Sigal Grisariu', Batia Avni', Eran Zimran"2, Miri Assayag‘,
Tatyana Dubnikov Sharon], Marjorie Pickz, Eyal Lebelz, Adir Shaulovz, Yael C. Cohen3, [rit Avivi3,
Cyrille J. Cohen?, Polina Stepensky‘, and Moshe E. Gatt?
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« A Phase la/lb Dose Escalation and Safety Study of HBI0101 BCMA.CART in

Relapsed Refractory Multiple Myeloma and AL amyloidosis Patients
(NCT04720313).

 The Phase la was designed as a dose-escalation 3+3 protocol (20 patients).

« The Phase Ib/ll is ongoing at 800 X10° CAR+ cell dose. -
Phase la Phase Ib/Il

3+3 Dose Escalation Design:
150x10° | W 450x10° § W 800x10° 800x106°
- 8 AL

*
COHORT | COHORT I COHORT Il COHORT Il ptS
6 patients 7 patients 7 patients >50 patients
1AL 2 AL 1AL 4 AL _

* 2 AL patients treated on a
compassionate basis


http://clinicaltrials.gov/show/NCT04720313
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| e | Pt3 | Pt4** | Pt5* | Pt6 | Pt7** | Pt8*
Involved FLC 87 560 71 113 198 410
(mg/L)

155
dFLC (mg/L) 143 177

50 550 51 103 196 408

Organ Cardiac, Cardiac, Renal, Cardiac, Cardiac, Cardiac, Cardiac, Cardiac,
involvement Renal, Renal, Gl Hepatic, Softtissue Renal, Soft tissue Renal, Soft
Autonomic Hepatic Lung, Soft PNS Liver tissue
tissue,
Autonomic
3 1 1 3 2 1 4 2
7500 2008 119 2773 731 28000 6600 220
3a 33 1 3a 2 3B 2 1
0 2 0 0 1 2 4 0
3a 3a 1 3a 2 3B 2 1
0 2 0 0 1 2 4 0

*Concomitant MM
** Compassionate
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Prior lines of
therapy

Best response/ BRYCId:Yi
which line 3rd

Previous ASCT Yes

VGPR/

CR/ CR/

VGPR/  VGPR/

VGPR/

Triple-drug Yes
refractory
Penta-drug Yes

refractory

Belantamab No
refractory

Last line Yes
refractory

Years since 10.5
diagnosis

2nd 1st 1st + 4th 2nd 2nd 3rd 1st + 2nd
Yes No Yes (as No No No Yes
salvage)

Yes Yes Yes Yes Yes Yes Yes
Yes No Yes No Yes Yes Yes
Yes No Yes No Yes Yes Yes
Yes\ Yes Ye.:\ Yes Ye:\ Ye's\ Yes

4 15 4.5 2 3.5 0.8 11
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Safety Resulfst

Pt1l Pt 2 Pt3 Pt 4 Pt5 Pt 6 Pt7 Pt8
CAR+ cells infused 150 450 800 450 800 800 800 800
(x10°©)

Adverse events of
interest
CRS No Yes Yes Yes Yes No Yes Yes
CRS grade 2 3 3 1 1 2
Time to onset (days) 2 3 1 2 2 2
CRS duration (days) 2 4 1 1 1 1
Tocilizumab doses 0 1 3 1 1 0 0 1
i =) No No Yog No No No No

Vasopressor use No No No
ICANs No No No No No No No No
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Pt1l Pt 2 Pt3 Pt4 Pt5 Pt 6 Pt 7 Pt 8
CAR+ cells infused (x10°©) 150 450 800 450 800 800 800 800
Hematologic AEs (grades)

Neutropenia 1 3 3 4 3 0 2 4

Anemia 0 1 2 3 1 0 0 0

Thrombocytopenia 0 2 1 4%* 1 0 0 0

Duration of Hematologic 4 3 5 Ongoing 2 0 2 6

AF** (days) >3]

AL Organ deterioration No Yes No Yes No No No No

CHF exacerbation No Yes No Yes No Yes (prior No No
to-CART]

Acute renal failure No No No No No Yes (prior No No
to CART)

Hepatic dysfunction No Yes. No No No No No No

Grade 3
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CAR+ cells infused

(x106°)
Best hematologic CR CR CR CR CR VGPR PR VGPR
response
iFLC at best 0.6 0.9 1 7 0.4 0 56 36
response (mg/L)
dFLC at best 0 0 0 1.4 0.2 20 50 30
response (mg/L)
MRD (10°)
tivity at Day 30
ReREEE Y Yes Yes Yes Yes Yes No N/A No
s Yes Yes
Time to best 27 57 17 17 30 25 34 45

confirmed response

Follow up (months) 7 7 Q 3 5 3
3R [month) (1) —T T T
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CAR+ cells infused
(x106)

Best hematologic
response
Organ response

Delta proBNP
response (%
reduction) (pg/ml)

Albuminuria (g/d)

NYHA change

Additional organ
responses

Alk Phos (u/l)

Survival (mth)/
Cause of death

CR CR CR CR CR VGPR PR VGPR
Yes Yes Yes Yes No No Yes Yes
complete
-4800 -1295 NA -1872 0 -4700 -3800 NA
(-64%) (-64%) (-68%) (-20%) (- 57%)
NA NA -3 (-100%) NA NA 0 NA
Il to Il IV to Il NA [l to Il [l IV to IV to NA
NA Hepatic: 280 NA NA NA No NA NA
to 150
10.5 14 17 7 9 3.5 5 3
Covid Disease Disease Disease
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| 800x10"6 CAR+ PR [MRD]
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. — - DD
B | 450x1076 CAR+ mm Death
1N — 800x1076 CAR+
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: o HBI0101/mL BIGGd 219dHLC (mgiL) ©- Patient 1
500 © O 1.5x105+ { A- Patient 2
—~ | 8 2x10° f 1x10°- -6 (D\? O- Patient 3
= 400 O S 5x104/ 1 o Patient 4
3 @ 1 5x105- = 1A o |
é - D 409 % Patient 5
300 = O 4x104- .
O 1A = — —o- Patient 6
L | @ 1x10°7 O — .
S 2001 W . O — e -V~ Patient 7
= S 2x10%- - 206 = -+ Patient 8
100~ = 5%10%+ d{:
e : \
a * — 4
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Days to CART inflsionto CART infusioays to CART infusion

*dFLC (=involved FLC-uninvolved FLC)
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Kfir-Erenfeld, S. et al. Clin. Cancer Res. 2022.



Anti- BCI\/FA CARTds.arclinically tested novel modality
of treatment for relapsed and refractory AL patients

BCMA expression on AL amyloidosis plasma cell is sufficient for in-vitro and
clinical targeting by CART.

Largest cohort of AL amyloidosis patients (8 pts) treated with BCMA CART therapy
described so far in the literature.

The 8 patients described were able to endure CART therapy with relative safety.

Rapid organ response is achieved owing to the fast reduction of free light chain
toxicity.

HBIO101 therapy provides a first proof-of-concept that BCMA CART therapy Is safe
enough and highly efficacious for the treatment of advanced, RR AL amyloidosis
patients.
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FLC Assay (Bradwell et al, Clin Chem, 2001)

Mayo 2004 Staging (Dispenzieri, JCO, 2004)
—— Clinical LC-MS for typing (Vrana et al, Blood, 2008)
Mayo 2012 Staging (Kumar et al, JC0,2012)
European Collaborative Study Staging (Wechalakar et al, Blood, 2013)
MALDI-TOF MS for Ig MRD (Mills et al, Clin Chem, 2016)
|-NSG MRD FDA-approved for MM

1978 1998 2004 2007 2011 2015 2016 2017 2018 2020 2021

] O T

MelPred MelDex Bortezomib | | | Carfilzomib Daratumumab Anti-BCMA CART
Pomalidomide
DaraCyBorD
Cyclophosphamide Ixazomib
Thalidomide

Lenalidomide

ASCT CyBorD Bendamustine Venetoclax
Belantamab

Melflufen
Selinexor

Adapted from Bianchi, G. et al. JACC: CardioOncology. 2021.
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