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Notes: 1. Biologics License Application. 2. Include trials which have enrolled at least one subject or are initiating and included on ClinicalTrials.gov. 3. Granted by FDA. 4. Granted by FDA & EMA . 5. Unaudited.
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TEAE by Severity
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Source: Company information, Literature Review.
Note: 1. Treatment Emergent Adverse Events (TEAES).
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[ China ] US |l key EU5 Japan [Jjjj SEA ] Others
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71.6 74.7
——
2018 2022

MPM4X 38 5 7& &9 48 Bl 5t &

NCT number Phase Status First posted date Sponsor

Cell metabolic pathway: Arginine metabolism

Pegylated arginine

@
ADI-PEG 20 NCT02709512 2and3  Completed 2016/3/16 deiminase Polans

INCB001158 NCT02903914 land?2 Completed 2016/9/16 Arginase inhibitor Incyte Corporation

Source: China Insights Consultancy. Notes: Only consider the candidates meeting the following conditions as the competitors: (1) Drug’s MoA is targeting one of the major cell metabolic pathway including Glutamine metabolism, Fatty acid
synthesis, Nucleotide synthesis, and glucose metabolism. (2) Only including the clinical trial status are Not yet recruiting, Recruiting; Enrolling by invitation; Active but not recruiting, and Completed. (3) Novel drug candidate. The approved drugs

[ ]
are excluded. (4) Clinical trials/drug candidates that have been registered for more than 10 years but have no progression are excluded. (5) At a similar or more advanced stage as compared to Polaris. Po’a r's
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IS @) . "
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Base: All Respondents (n = 75)
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FHBEE TRA

@yl 1t
STS
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(N=75)
3 22

ADI-PEG 20 Dose:
36 mg/m2
Day -7 of Cycle 1 and
then on Days 1, 8, and
15 of each subsequent
cycle
(1 Cycle = 21 days)

“SRBE EEs (IM) +#akizs (IV)

Gemcitabine Dose:
600 mg/m2 over 90
minutes on Days 1 and
8 of each cycle
(1 Cycle = 21 days)

Docetaxel Dose:
60 mg/m2 over 60
minutes on Day 8 of
each cycle
(1 Cycle = 21 days)

* Z3945454% End-point
. PFS3

k%—"ﬂ##ail‘“ End-point
os*

* Clinical benefit rate (CBR)

» Safety and tolerability

» Cancer-related mortality

Notes: (1). Cohort 1: Histologically or cytologically confirmed grade 2 or 3 soft tissue sarcoma that is unresectable or metastatic that would be standardly treated with gemcitabine or gemcitabine and docetaxel. For all others, please
contact the principal investigator. Prior surgery for primary or metastatic disease after chemotherapy following a response is allowed. Cohort 2: Histologically or cytologically confirmed osteosarcoma, Ewing's sarcoma, or small cell lung
cancer that is unresectable or metastatic that have either failed standard of care therapy or would be standardly treated with gemcitabine or gemcitabine and docetaxel. Please refer to NCT03449901 for more details.

(2). Patients started on gemcitabine at a dose of 900 mg/m2 or 750 mg/m2 or docetaxel at a dose of 75 mg/m2 per previous protocol version will be allowed to continue at that dose level. After Cycle 8, patients may continue on ADI-PEG

20 alone (without gemcitabine and docetaxel) upon request.

8%
.

Complete Response Rate
(CRR)

Source: Company information, Literature Review.

Notes: (3). Progression-free survival. (4). Overall survival. (5). Advancing Next-Generation Cancer Metabolic Therapy by Targeting Critical Amino Acid Metabolic Pathways: An Interview with Brian A. Van Tine, MD, PhD
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[ China ] US |l key EU5 Japan [Jjjj SEA ] Others

486.5

B4 B N B AR AR BB FE

First posted
NCT number Sponsor

date

Cell metabolic pathway: Arginine metabolism

Pegylated arginine

ADI-PEG 20 NCT05813327 land 2 Not yet recruiting 2023/4/14 deiminase Polaris
ADI-PEG 20 NCT05712694 3 N iti 2023/2/3 Pegylated arginine °
- ot yet recruiting 4
deiminase POlarlS

Source: China Insights Consultancy. Notes: Only consider the candidates meeting the following conditions as the competitors (1) Drug’s MoA is targeting one of the major cell metabolic pathway including Glutamine metabolism, Fatty acid
synthesis, Nucleotide synthesis, and glucose metabolism. (2) Only including the clinical trial status are Not yet recruiting, Recruiting; Enrolling by invitation; Active but not recruiting, and Completed. (3) Novel drug candidate. The approved drugs

[ ]
are excluded. (4) Clinical trials/drug candidates that have been registered for more than 10 years but have no progression are excluded. (5) At a similar or more advanced stage as compared to Polaris. Po’a r's
24
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Route of Administration: Intramuscular (IM)
ADI-PEG 20 ADI-PEG 20 i%‘%ﬁ'{é;}gﬁ End'pOint
Mono Dose: 36 mg/m2 + 0S
/ given weekly
HCC k-E—ﬁH-’#aF’ End-point
B B PFS?
(N=300) « OS'in subgroup of
WWOX-GG genotype
Placebo Placebo . Pharmacodyn_amic
Mono + Immunogenicity

Clinical Design Rationale / MoA
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Source: Company information, Literature Review.

Notes: 1. Overall survival. 2. Progression-free survival. - P ' [ 3
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4,963.6
[ China ] US |l key EU5 Japan [Jjjj SEA ] Others

1,423.0
]
— —
2018 2022 2027E
FF % AX SR vk Al B B
IrSt posteo
Drug NCT number Phase Status . MOA Sponsor
Cell metabolic pathway: Arginine metabolism
ADI-PEG 20 NCT05317819 3 Recruiting 2022/4/8 Pegylated arginine deiminase 1
Pegylated recombinant human Bi PO’?"'S
BCT-100 NCT02089763 2 Completed 2014/3/18 _ lo-Cancer Treatment
argln?sed o o International
Pegylated recombinant human i
BCT-100 NCT02089633 2 Completed 2014/3/18 . Bio-Cancer Treatment
arginase International
Cell metabolic pathway: Nucleotide synthesis
MFOLFOX7 NCT05313282 3 Recruiting 2022/4/6 Thymidylate synthase Jiangsu HengRui Medicine
MFOLFOX8 NCT04191889 2 Recruiting 2019/12/10  Thymidylate synthase Jiangsu HengRui Medicine

Source: China Insights Consultancy. Notes: Only consider the candidates meeting the following conditions as the competitors (1) Drug’s MoA is targeting one of the major cell metabolic pathway including Glutamine metabolism, Fatty acid
synthesis, Nucleotide synthesis, and glucose metabolism. (2) Only including the clinical trial status are Not yet recruiting, Recruiting; Enrolling by invitation; Active but not recruiting, and Completed. (3) Novel drug candidate. The approved

[ ]
drugs are excluded. (4) Clinical trials/drug candidates that have been registered for more than 10 years but have no progression are excluded. (5) At a similar or more advanced stage as compared to Polaris. Po’a r's
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r R GBM —7 B4 ¢ 2 5 S R4

GBM R #8479 35844, 2018-2032E (US$Smm)

I China [l US [l key EU5 [ Japan ] SEA [l Others 394.0

144.6

GBMAX 33 7548 Bl S 5%

NCT number Phase Status First posted date

Sponsor

Cell metabolic pathway: Arginine metabolism

Pegylated arginine

.. [
ADI-PEG 20 NCT04587830 1 Recruiting 2020/10/14 . Polaris

Cell metabolic pathway: Fatty acid synthesis

TVB-2640 NCT05118776 3 Recruiting 2021/11/12 Fatty acid synthase Ascletis Pharmaceuticals

Source: China Insights Consultancy. Notes: Only consider the candidates meeting the following conditions as the competitors (1) Drug’s MoA is targeting one of the major cell metabolic pathway including Glutamine metabolism, Fatty acid
synthesis, Nucleotide synthesis, and glucose metabolism. (2) Only including the clinical trial status are Not yet recruiting, Recruiting; Enrolling by invitation; Active but not recruiting, and Completed. (3) Novel drug candidate. The approved drugs
are excluded. (4) Clinical trials/drug candidates that have been registered for more than 10 years but have no progression are excluded. (5) At a similar or more advanced stage as compared to Polaris
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Source: Company information.
Note: 1. Marketing Authorization Applications. 2. Pilot run timing depends on the starting time of construction
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