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FIGURE 6
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FIGURE 7A

Median-normalized IC50 distribution
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FIGURE 8
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FIGURE 9A
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Blood cancer vs. solid cancer
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»  In-yPGA s significantly more effective against blood
cancer types than solid cancers {p=0.011}). However the
[CR0 difference itself is small {10.2 vs. 15.6 yg 2n/ml,
respectively). Thisis primarily due to more frequent GIM
found in the blood cancer cell lines, as the following
genetic analyses in the next slides show.

= (isplatin, on the other hand, is insignificantly more
effective against blood cancer types than solid cancers

(p=0.07734)

SUBSTITUTE SHEET (RULE 26)



WO 2019/245458 PCT/SG2019/050308
18/44

FIGURE 9B

Effect of MLH1/MSH2 mutations
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+  In-yPGA s significantly more effective against cancer
types that carry MLH1 or MSH2 mutations {p=0.0243)

+  Cisplatin does not show similar sensitivity enhancement
{p=0.333}
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FIGURE 9C
Effect of AIMMR(MLH1/MSH2/PMS2)
mutations
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*  Zn-yPGA s significantly more effective against cancer
types that carry MLHI or MSH2 or PMS2 mutations
{p=0.0044). The gap between the two average IC50 is
wider as well {11.14 vs 19.80 yg Zn/ml)

+ (isplatin does not show similar sensitivity enhancement
{p=0.3008)
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FIGURE 9D

Effect of TP53 mutations
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* Al g weaker significance level, Zn-yPGA is more effective
against cancer types that carry TP53 mutations
{p=0.061}.

*  Cisplatin does not show similar sensitivity enhancement
{p=0.2959)
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FIGURE 9E

Effect of PARP1 mutations
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«  ZIn-yPGA is significantly more effective against cancer types
that carry PARP1 mutations {p=0.00031). The gap between
the average 1CS0 values is also wider {10.88 vs 19.01}.

» it is notable that most BRCAL or BRCAZ mutants also carry
PARP1 mutations, and vice versa

+  (isplatin does not show similar sensitivity enhancement
{p=0.2620}
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FIGURE 9F

Effect of BRCA1/BRCA2 mutations
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+  Zn-yPGA is significantly more effective against cancer types
that carry BRCAL or BRCA2 mutations {p=0.00027)}. The gap
between the average 1C50 values is also wider {10.76 vs
18.68},

* tis notable that most BRCAL or BRCA2 mutants also carry
PARP1 mutations, and vice versa.

»  Cisplatin does not show similar sensitivity enhancement
{p=0.3368)
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FIGURES 10A-10E
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FIGURES 10F-10L
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FIGURE 10M

Combination effect:
TP53+MLH1/MSH2 mutations
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Zn-yPGA is significantly more effective when more GIM
mutations are accumulated {p=0.01197).

A clear trend of increasing Zn-yPGA sensitivity is observed as
more GIM mutations are combined among the TP53, MLH{,
and MSH2 genes.

Cisplatin, on the other hand, only displayed a significant
improvement in sensitivity in the absence of genetic
mutations to TP53, {1<3, p=0.01438)
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FIGURE 10N

Combination effect:
TP53+MMR(MLH1/MSH2/PMS2)

mutations
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*  ZreyPGA IS, again, even more significantly effective when the full
dMMR and p53 mutations are combined. {1<4: p=0.0012, 2<4:
p=0.0131)

«  Anclearer trond of increasing InyPGA sensitivity is observed as
more GIM mutations are combined armnong the TPS3, and the full
dMMBR panels, compared with MLHI/MSHZ only.

* Cisplatin, doesty't appear to show any significant sensitivity
anhancemant under the sams setting. {15 too small on
AMVIMR+p53mt group for reliable analysish.
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FIGURE 100

Combination effect:
PARP1+MLH1/MSH2 mutations
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+  Zn-yPGA is, again, even more significantly effective when
PARP1 mutations are combined with MLH1/MSH2 mutation.
{1<4: p=0.000438)}. Also the game between 1 and 4 groups is
guite wide {9.48 vs 22.24).

«  Discounting MLH1/MSH2 mt only group {n=2 only}, there is
a clear trend in increasing sensitivity with more combined
mutations between PARFP1 and MLH1/MSH2Z.

»  Cisplatin, doesn’t show any significant sensitivity
enhancement under the same setting.
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FIGURE 10P

Combination effect:
BRCA1/BRCA2+MLH1/MSH2
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«  In-yPGA is, again, even more significantly effective when
BRCA1/BRCAZ mutations are combined with MLH1/MSH2
mutation. {1<4; p=0.00369}

+  Discounting BRCA1/BRCAZ mt only group {n=2 only}, there is
a clear trend in increasing sensitivity with more combined
mutations between BRCAL/BRCAZ and MLH1/MSH2.

« Cisplatin, doesn’t show any significant sensitivity
enhancement under the same setting.
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FIGURE 11
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FIGURE 12A
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FIGURE 12B

WO 2019/245458

........... \\\\\\\\\ .

SUBSTITUTE SHEET (RULE 26)



PCT/SG2019/050308
32/44

FIGURE 12C
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FIGURE 13
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FIGURE 14A
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FIGURE 15
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FIGURE 16
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FIGURE 17A
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FIGURE 17C

Immune cell number per tumor volume (mm?)
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FIGURE 17D

Immune cell number per tumor volume (mm?)
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FIGURE 17E

Immune cell number per tumor volume (mm?)
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FIGURE 17F
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FIGURE 17G

Percent Immune cell / hCD45 per tumor volume (mm?)
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FIGURE 18
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FIGURE 19

MNecroptized cancer creating secondaty
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