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Background and Methods

* TACE is indicated for the treatment of unresectable HCC according to latest ESMO guidelines, with level of
evidence | A for BCLC B and | B for BCLC 0-A stage 1.

» LifePearl® microspheres (Terumo Europe, N.V.) is a novel DEM comprised of polyethylene-glycol with good
safety profile and efficacy reported in different studies.

* We pooled patient level data from 5 single arm studies (586 patients) most being a real-life registries with
liberal patient selection, number of treatments, choice of anthracycline, size of microspheres, follow-up
rhythm and modality

» Safety was assessed by close monitoring of adverse events(AEs) according to CTCAE (v4.03)

* Tumor response was evaluated following hospital practice, according to mRECIST (4 studies) and RECIST1.1 (1
study) and analyzed as best overall response (BOR)

* The Kaplan-Meier analysis was used to estimate event rates for time to event outcomes: progression free
survival (PFS), time to unTACEable progression (TTUP2) and overall survival (OS)

Limitations: As this pooled analysis was not planned prior to conducting the individual studies, analysis limitations are related to population enrolled
and differences in the actual recording of the variables, including frequency, timing and type of imaging, follow-up rhythm and duration

(1) A.Vogel et al, Hepatocellular carcinoma: ESMO Clinical Practice Guidelines for diagnosis, treatment and follow-uptAnnals of Oncology 29 (Supplement 4): iv238-iv255, 2018



Baseline patient’s and procedure characteristics

Age (mean = SD, years) 66.8+10.3
Number of tumors
Gender, Male (%) 72.0% (mean = SD) 2.1%15
Cirrhosis at baseline (% 86.3% i i
(%) 0 Sum of I_(|a_5|on diameters 4934329
A 85 59 (mean == SD, mm)
Child Pugh B 13.5% Multifocal lesions, % 61%
Score '
AFP (mean = SD) ng/ml 680 + 4,241 Doxorubicin 96.2%
AFP > 200ng/ml 18.8% |darubicin 3.8%
0-Very Early Stage 13.6% Mean £ 5D 1.9%13
Range 1-10
- [0)
A-Early Stage 43.4% 1 TACE 44.9%
B-Intermediate Stage 41.1% 2 TACE 32.0%
C-Advanced Stage 1.9% > 3 TACE 23.1%




Results

Adverse Events:
Reported for 197 patients (33.6%)
2.6% were grade 4 and 1.5% were grade 5

There were 1.4% haematological toxicities, all grade less
than 3

The most frequent AE were related to post-embolization
syndrome

Best tumor response (n=558)

Ovrerall Survival

Owerall Survival
Kaplan-Meier estimates with pointwise LogLog 95% confidence intervals

Median OS = 35.8 [30.3 ; n.e.] months
OS at 12 moths: 86.2%,
OS at 18 months: 78.0%
OS at 24 months: 69.0%

Freedom of Event (%)

3 (=) =] 12 15 18
Days after index procedure

MNumber at Risk
| 579 402 323 264

Predictive Factors - Ovrerall Survival

Overall Survival - Full Multivariate Model with selected variables (univariate p<=0.15)
Variable

TL Complete best response —_— 0.454 [0.282
Multiple Procedures — 0.476[0.318

Single tumor lesions —. 0.700[0.471

Alpha Fetoprotein at baseline >200ng/ml 1.034 [0.610
ECOG 1 or higher 1.942 [1.088

BCLC stageBor C — 2.029[1.258
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TL Partial best response 0.800[0.489
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Lower Hazard of Death <-- | --> Higher Hazard of Death

T T T
0.25 0.5 1 2 4

Hazard Ratio HR (95%Cl), p

:0.732], p<0.01
:0.712], p<0.01
:1.039], p=0.08
: 1.30], p=0.37
:1.753], p=0.90
 3.465], p=0.02

:3.273], p<0.01




Kaplan-Meier Analysis
Progression Free Survival and Untreatable Progression of Disease

Atezolizumab plus Bevacizumab
in Unresectable Hepatocellular Carcinoma

LifePearl pool data
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{Finn RS. N Engl ] Med 2020;382:1894-305.)

The median PFS: 12.0[10.1; 13.4] months
The median TTUP: 19.4 [16.7 ; 28.3] months




Conclusions

* The sustained release of anthracyclines and durable embolization from LifePearl™ microsphere
makes LifePearl™ TACE an efficient and safe treatment option for patients with an early and
intermediate stage HCC

* The data from 586 patients treated for unresectable HCC with LifePear!™ microspheres loaded with
doxorubicin or idarubicin showed:

* 57% of treated patients in BCLCC 0/A stage clearly demonstrates treatment stage migration in a
CEIRE

* Good tolerance and acceptable toxicity

 High tumor response rate that translated into promising PFS, TTUP and OS

* QOverall survival observed in this analysis is among the best OS observed in recent TACE trials and

meta-ana Ivses Waked I. et al. Br J Cancer. 2017; 116(4): 448—454; Golfieri R. et al. Br J Cancer 2014;111:255-64; Kudo M et al. Lancet Gastroenterol
Hepatol 2018; 3: 37-46

* Newest systemic therapies for HCC prolong survival and a key question remains how to further

extend timing for initiating those therapies to achieve event higher impact on OS of patients with
HCC.



