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C-CAR039 Shows Superior Anti-tumor Activity vs. anti-CD20/CD19
Bi-specific CAR-T with Leul6-FMC63 in vitro and in vivo
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C-CAR039 Manufacture Process
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Day 0 6 days (median)
* Serum-free
* Functionally Closed, Highly Automated System
¥ Improved Process
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Study Design

A phasel, open-label, dose escalation and expansion study conducted at four sites in China

~ CCARO39 T~

Apheresis Manufacturing & QC Infusion
Baseline e - - - -
ICF Screening ﬁ Assessment @ Clinical monitoring & biomarker studies
| | ¢ ¢ 4 '
D-28 D-21 D-7 D-5 D-4 D-3 DO D4 D7 D10 W2 W3 W4 W8 W12 M6 M9 M24
Flu. 30 mg/m?/d ‘
Cy. 300 mg/m/d 15t Clinical Response Assessment

DL1: 1.0%10°/Kg DL2: 2.5x10° /Kg DL3:5.0x10°/Kg [Range: * 20% of the target dose]

Initiate expansion cohorts to determine RP2D >

 Key Eligibility Criteria: « Safety Assessment:
e 18-75 years of age * Incidence and severity of treatment-emergent adverse events
* r/r B-NHL including DLBCL, FL, MCL (CTCAE V5.0 and ASTCT)
* Either CD19 or CD20 positive disease «  Efficacy Assessment:

e No active CNS involvement

e Received anti-CD20 monoclonal antibodies *  ORR (CR+PR); DOR; PFS; OS (Lugano 2014)
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Patient Disposition

Leukapheresed
(n=40)

Not Dosed (n=6)
e Withdraw Consent (n=2)
* Disease progression (n=1)
Received C-CAR039 e Waiting for infusion (n=3)
(n=34)

Not Evaluable (n=7)
* Protocol Deviation (n=1)
 Not Evaluable (n=6)

Safety Evaluable* Efficacy Evaluable*®
(n=28) (n=27)

DL2
(n=15)

 Asof April 20, 2021, 40 patients had been leukapheresed in four clinical centers, 34 patients were infused
* The median manufacturing time was 6 days (range, 5 to 11 days)
* The median vein to vein time was 19 days (range, 12 to 67 days)

28 patients have at least 1 month data. Only 27 patients were evaluable for efficacy since 1 patient does not have
measurable disease at baseline

*Includes all treated patients who have > 1 month of follow up
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Demographic and Baseline Characteristics

Characteristics N=28 Characteristics
Median age, yrs (range) 55.5(28-71) Double-expressor lymphoma, n (%) 8 (28.6)
e Age 265, n (% 8(28.6 , L
5 (%) | ) Median number of prior lines of therapy, n (range) 3 (1-5)
Male, n (%) 19 (67.9) e 1, n (%) 1(3.6)
» DLBCL,NOS 25 (89.3) * 3,n (%) 4(14.3)
* PMBCL 1(3.6) * 4, n (%) 7 (25.0)
e tFL 1(3.6) *5,n (%) 6(21.4)
* FL 1(3.6) Prior ASCT, n (%) 5 (17.9)
ECOG PS, n (%) Prior BTK inhibitor, n (%) 3 (28.6)
0 18 (64.3)
¢ 1 10 (35.7) Prior Lenalidomide, n (%) 9(32.1)
IPI score 3/4, n (%) 7 (25.0) Never Achieved CR to prior therapies, n (%) 8 (28.6)
Ann Anbor stage Il / IV, n (%) 21 (75.0) Received bridging therapy, n (%) 5(17.9)
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Hematologic

(n=28)

Most Common Adverse Events

All Grades Grade 23

(n=28)

Leukopenia 28 (100) 25 (89.3)
Neutropenia 28 (100) 25 (89.3)
Anemia 28 (100) 9(32.1)
Lymphopenia 27 (96.4) 27 (96.4)
Thrombocytopenia 18 (64.3) 7 (25.0)
CRS 26 (92.9) 1(3.6)
Infection 15 (53.6) 1(3.6)
Gastrointestinal
Constipation 13 (46.4) 0 (0)
Other
Hypertriglyceridemia 21 (75.0) 1(3.6)
Hypoalbuminemia 18 (64.3) 0 (0)
Hypogammaglobulinemia 15 (53.6) 0 (0)
Lactate dehydrogenase increased 15 (53.6) 0 (0)
Hypokalemia 14 (50.0) 1.{3.6)
Alanine aminotransferase increased 13 (46.4) 2(7.1)
Hyperuricemia 10 (35.7) 0 (0)
Hyperglycemia 10 (35.7) 0 (0)
Aspartate aminotransferase increased 10 (35.7) 2{7.1)
*Events reported in 35% or more patients; CRS, Cytokine Release Syndrome
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100% of patients experienced at least 1
AE of any grade

Cytopenias were common, mostly related
to Cy/Flu lymphodepletion and are
reversible

92.9% of patients experienced CRS. Most
were grade 1 or 2. Only 1 patient
experienced grade 3 CRS. All CRS are
reversible

Infections were common (53.6%). Only 1
patient experienced grade 3 infection
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Cytokine Release Syndrome

1.0X10%/kg 2.5x10%/kg 5.0x10%/kg
(N=4) (N=15) (N=9)
CRS*, n(%)
Any grade 26 (92.9) 4 (100) 14 (93.3) 8 (88.9)
Grade > 3 1(3.6) 0 (0) 1(6.7) 0 (0)
Most common symptoms of any grade, n/n (%)
Pyrexia 26/26 (100) 4/4 (100) 14/14 (100) 8/8 (100)
Hypotension 6/26 (23.1) 1/4 (25.0) 4/14 (28.6) 1/8 (12.5)
Hypoxemia 0 (0) 0 (0) 0 (0) 0 (0)
CRS Management, n(%)
Tocilizumab alone 4 (14.3) 0 (0) 2 (13.3) 2 (22.2)
Corticosteroids alone 1(3.6) 0 (0) 1(6.7) 0 (0)
Tocilizumab and Corticosteroids 1(3.6) 0 (0) 1(6.7) 0 (0)
Median days to onset, d (range) 2.5 (0-10) 7 (2-10) 3.5 (1-10) 1 (0-9)
Median days to resolution, d (range) 4 (1-25) 2.5 (1-7) 4.5 (1-25) 4 (1-7)

* Only 1 grade 3 CRS. CRS in higher dose groups showed shorter time to onset and longer resolution time.

*CRS, Cytokine Release Syndrome, graded by ASTCT; AE, Adverse Events

Presented By: Dr. Aibin Liang

Content of this presentation is the property of the author, licensed by ASCO. Permission required for reuse.

#ASCO21

Content of this presentation is the property of the author, licensed by ASCO.

Permission required for reuse.

2021 ASCO

ANNUAL MEETING



Neurologic Events

1.0X105/kg

(N=4)

2.5x10%/kg
(N=15)

5.0x10%/kg
(N=9)

Neurologic events*, n(%)
Any grade 2(7.1) 0 (0) 0 (0) 2(22.2)
Grade > 3 0 (0) 0 (0) 0 (0) 0 (0)
Most common symptoms of any grade, n/n(%)
Tremor 2/2 (100) 0 (0) 0 (0) 2/2 (100)
Confusion 0 (0) 0 (0) 0 (0) 0 (0)
ICANS management, n(%)
Corticosteroids 1(3.6) NA NA 1(11.1)
Tocilizumab 0 (0) NA NA 0 (0)
Median days to onset, d (range) 16 (4-28) NA NA 16 (4-28)
Median days to resolution, d (range) 31.5(11-52) NA NA 31.5(11-52)

* Only 2 patients had grade 1 ICANS, all in 5.0x10° CAR-T cell/kg dosing group

ICANS, Immune Effector Cell-Associated Neurotoxicity Syndrome, graded by ASTCT, AE, Adverse Events; NA, not applicable
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Best Overall Response

100 92.6% ORR
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92.6% ORR and CR rate was 85.2% in all patients
91.7% ORR and CR rate was 83.3% in DLBCL patients
The median time to first response was 1 month (range, 0.9-1.6)
The median time to CR was 1 month (range, 0.9-6.0)
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Duration of Response and Progression-Free Survival

Responses over time Kaplan Meyer estimation of PFS
DOSAGE *Pt. No 27 =
Pt. No 26 ] o |
Pt. No 25 [ o 2
Pt. No 24 |
DL3:5.0X106kg P2 - s
(N=8) Pt: No 21 I | §
Pt. No 20 ] 1)) © _|
gt o e SD § <.
:EZZ e e —— PR gg) ©
Pt. No 15 i i—— 9 N
Pt. No 14 e ey HCR O o
Pt. No 13 OO |
*Pt. No 12 B s . PD o _
DL2:2.5_><106kg E:EZ:} . T ———— m Drop Out o — T T T T T T T T T T T T T T T T 1
(N=15) s e b e L 0 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
*Pt. No 8 S * Received brldglng therapy
Pt. No 7 s | Months aﬂer Treatment
e | S S O TotalNumatRisk 27 27 26 24 22 18 16 14 12 8 7 5 4 3 3 3 2 1
Pt. No 4 I ————
DL1:1.0X 106/ kg "M°¢ ==
(N=4) PL No 1
0 1 2 g 4 5] 6 7 8 9 10 11 12 13 14 18 16 1r 18 19
Pt. No 10 had no significant CAR expansion and no clinical response  Median follow-up was 7 months (range,1.9-17.2)
Pt. No 23 experienced second malignancy and dropped out e Six-month PFS rate: 83.2% (95% Cl, 69.1 t0100.0)
4 patients relapsed at 3, 6, 8 and 9 months respectively after achieving CR * Median DOR has not been reached
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Subgroup Condition Total Number  Number with CR ) Mean (95% ClI)
All patients 27 23 —— 0.85 (0.66 - 0.96)
Dose level DL1 4 4 0 1(104-1)
DL2 15 13 o 0.87 (0.6 - 0.98)
, DL3 8 6 <> . 0.75 (0.35 - 0.97)
Disease type OLBCL 24 20 —— 0.83 (0.63 - 0.95)
PMBCL 1 1 ' O 1(003-1)
TFL 1 1 o 1(0.03-1)
FL 1 1 * 1(0.03-1)
Cell of origin of cancer Germinal center B-cell type 5 5 el 1(0.48-1)
Non-germinal center B-cell type 20 16 - 0.8 (0.56 - 0.94)
UK 1 1 —e 1(0.03-1)
Age 265 8 6 o 0.75(0.35-0.97)
. <65 19 17 ——  0.89 (0.67 - 0.99)
Sex NMale 19 16 > 0.84 (0.6 -0.97)
Female 8 7 e 0.88 (047 - 1)
Stage lorll 6 6 — 1(054-1)
Il or IV 21 17 *- 0.81 (0.58 - 0.95)
IPI " 10 G r——— 09(055-1)
2 17 14 v *— 0.82 (0.57 - 0.96)
Double expressors Y 6 6 — 1(0.54-1)
N 18 15 @ 0.83 (0.59 - 0.96)
UK 3 2 *>— 0.67 (0.09 - 0.99)
Extranodal disease Y 17 13 o 0.76 (0.5 - 0.93)
N 10 10 — 1(069-1)
Prior lines <3 10 < P——— 09(055-1)
23 17 14 ’ o 0.82 (0.57 - 0.96)
Previous response status Refractory to the last line of treatment 22 18 < 0.82 (0.6 -0.95)
Relapsed after the last ine of treatment 5 5 —9 1(048-1)
Previous ASCT Y 5 4 o 0.8 (0.28 - 0.99)
N 22 19 —%— 0.86(0.65-0.97)
Bridging Y 5 4 *— 0.8 (0.28 - 0.99)
N 22 19 —— 0.86 (0.65 -0.97)

T T T T T T T T
001 03 05 07 091

Percent of Patients with Best Response CR (95% ClI)

* CR rate was consistent among key subgroups
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Subgroup Analysis of Patients with Best Response of CR
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C-CAR039 PK/PD

Profile

CAR-T expansion in peripheral blood over time
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B cell depletion and recovery in peripheral blood
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Conclusions

Of 28 patients evaluable for safety, 26 (92.9%) experienced CRS, and only 1 (3.6%) was grade 3

* 4(14.3%) patients received tocilizumab alone, 1 (3.6%) patient received corticosteroids
alone, and 1 (3.6%) patient received both tocilizumab and corticosteroids

 Higher dose groups showed shorter time for CRS onset and longer resolution time
2 (7.1%) patients experienced a grade 1 ICANS, both in highest dose group
 1(3.6%) patient received corticosteroids

Of 27 patients evaluable for efficacy, C-CAR039 treatment resulted in an ORR of 92.6% and a CR
rate of 85.2% in r/r NHL predominantly DLBCL patients

* Median time to response and to CR were both 1.0 month
* With median follow-up of 7.0 months, the median DOR has not yet been reached
C-CARO039 proliferation and expansion in the peripheral blood correlated with B cell depletion

C-CARO039 has demonstrated a favorable safety profile and highly promising efficacy in patients
with r/r B-NHL
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