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Background

YIV-906 is a botanically derived
formulation, Its polychemical

composition potentiates several immune
and inflammation pathways. Preclinical

studies illustrate YIV-906
immunomodulation in the tumor

microenvironment and antitumor activity
by priming innate and adaptive immunity

while reducing Sorafenib toxicity.
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More than 250 GI cancer pts treated have demonstrated efficacy and safety.
Additionally, YIV-906 reduces non-hematological toxicities by reducing Gl
inflammation (TNFa, NFkB, IL6, COX2, iNOS), promoting damaged tissue repair
(Wnt pathway), and reducing pain (NK1).

Tumor Microenvironment
YIV-906 + Cancer Treatment
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YIV-906 Increases Therapeutic
Index by Increasing and
Polarizing Macrophages and
modulating the immune system

« Convert chronic to acute
Inflammation of tumor micro-
environment

 Increase M1 like macrophage
infiltration

« Enhances Apoptosis
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YIV-906 Increases Safety by Reducing
Inflammation in Gl And Speeding Up
Tissue Recovery

» Suppresses inflammation via inhibiting
NF-kB, COX2, iNOS, IL-6

* Promotes damaged tissue recovery by
enhancing the re-population of intestinal
stem/progenitor cell via potentiation of
WNT signaling.
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Patient Population

Conclusions

YIV-906 is a novel modality that sets it apart from
the conventional single molecule - single target
approach.

This double blind RCT trial studied the efficacy of
combination YIV-906 + sorafenib (SORA) versus
sorafenib monotherapy.

The primary endpoint was PFS. There is numerical
improvement in: mPFS 4.1 mo vs 2.3 mo, mTTP
5.59 mo vs 2.33 mo , OS 14.3 vs 7.5 mo, ORR 2.4%
vs 0%, and DCR 58.5% vs 47.4%.

YIV-906 + SORA arm patients demonstrated
greater treatment exposure duration and
continuation, thus remaining on treatment longer.

Considering fulfilling the efficacy objective, and
safety results, YIV-906 + sorafenib provides a
potential benefit for HBV(+) HCC patients and
merits further exploration.

Methods
Study Design
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= Primary Endpoint: PFS

= Secondary Endpoints: TTP, OS, ORR, DCR, Safety and

Tolerability, QoL, PK (CN sites only)
= Exploratory Study: biomarkers

Results
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Time (Month)

Parameter YIV-906 arm Placebo arm
(n=41) (n=21)

Events, n (%) 30 (73) 13 (62)
mPFS, mo (95% Cl) 41(20-57) 3.5(1.9-3.9)
Stratified HR 0.72 (95% Cl: 0.35-1.48 )
(95% ClI) p-value 0.371

PPS Analysis Set

100+
90+
80+
70+
60+
50+
40+
30+
20+
104

== YIV-906 + Sorafenib
=~ Placebo + Sorafenib

PFS (%)

T T 1 T T T 1 1 11
4 5 6 7 8 9 10 11 12 13 14 15

AtRisk
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Time (Month)

YIV-906 arm Placebo arm
Events, n (%) 30 (73) 12 (63)
mPFES, mo (95% Cl) 4.1(20-5.7) 2.3(1.9-3.9)

Stratified HR
(95% Cl)

0.50 (95% Cl: 0.24 - 1.05)
p-value 0.063

Baseline Characteristics

YIV-906 + Sorafenib al
Statistic (N=41) (N=62)
Age (years) n

Mean (SD)

60.1(137) 604 (125)
Median 57.0 62.0 620
Min 28 38 28
Max 85 s 85
Sex
Male n (%) 32 (78.0) 15(71.4) A7 (75.8)
Female n (%) 9(22.0) 6 (28.6) 15 (24.2)
Ethnicity
Asian n (%) 41(100.0) 21(100.0) 62 (100.0)
Non-Asian n (%) o ) )
BCLC Stage
n %) 13617 6(286) 19 (306)
c n (%) 27 (65.9) 15(71.4) 42 (67.7)
Child-Pugh Score
CLASS A (5-6) n (%) 41 (100.0) 21(100.0) 62 (100.0)
5 n (%) 29(70.7) 14.(66.7) 43 (69.4)
6 n (%) 12(20.3) 6(286) 18(290)
«a-fetoprotein (ng/ml)
<400 n (%) 23(56.1) 12(57.1) 35 (56.5)
2400 n (%) 18 (43.9) 9(42.9) 27 (43.5)

Secondarx Endﬁoints

Placebo arm YIV-806 arm Placebo arm
(n=21) (n=41) (n=19)

143 80 143 7.5
L s E) (82, 18.8) (456,32.1) (65-25.7) (4.6-32.1)
Stratified HR 0.97 (051-1.84) 092 (048-1.79)

(95% Cl) p-value 0.917 p-value 0.814
5.5 233 5.5 233
s EERIE) (315 -7.49) (1.97 —NA) (315 -7.49) (1.97 —NA)
Stratified HR 0.709 (0,333 - 1.507) 0.464 (0.208 — 1.031)
(95% Cl) p-value 0.3701 p-value 0,054
ORR(
| 124) o 1(2.4) o
(0.1, 129) (00, 16.1) (01,129 (0.0, 17.6)

95% CI

« Difference in ORR, 95% Cl, 24 24
p Value (-2.3,7.2), p value 0.513 (-23,7.2), p value 0.513

P%%‘R‘)n o 24 (58.5) 10(47.6) 24(58.5) 9 (47.4)
i (42.1,73.7) (25.7,70.2) (42.1,73.7) (24.4,71.1)

- Difference in DR, 95% Cl,
p Value

109 1.2
(-15.2,37.1), p value 0.363 (-15.9, 38.2), p value 0.336
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Adverse Events
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Did not meet inclusion/
exclusion criteria (39)
Subject decided to
withdraw from the study (5)

N=20
Placebo + Sorafenib

N=20
Discontinued Treatment

Discontinued reasons:
Disease progression (12)
event (4)

Patient withdrew consent

Death (1) @
New cancar therapy (1) Other (1)
Other (1)
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