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ADI-PEG 20%] it* &2 % &40 5

ADI-PEG 20 (N = 421) Placebo ZZE(N = 209)

CTCAE grade (%) CTCAE grade (%)
>10% grade 1-2 events 1-2 Total 1-2 Total
Fatigue JE55 21.4 23.3 23.5 26.8
Decreased appetite 4% FfF  21.0 22.8 18.2 19.6
Nausea /0 18.6 19.0 17.2 17.7
Abdominal pain I€%% 14.2 18.8 14.8 17.2
Edema peripheral & & /K& 16.2 18.5 17.3 18.7
Pyrexia 2&#h 18.3 18.3 18.7 19.1
Cough 1Z 14.9 15.2 18.3 17.7
Abdominal distension }g ik 13.3 14.5 16.3 18.7
Diarrhea €8 12.8 13.8 15.6 17.2
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POLARIS2015-003
IND 128604

INTERIM ANALYSIS #2 MEETING PRELIMINARY COMMENTS
INTERIM ANALYSIS GROUP (IAG) EVALUATION FORM

Polaris Group

c/o Polaris Pharmaceuticals, Inc.

. . Attention: John S. Bomalaski, M.D.

Date of Meeting: _25FEB2021 IAG Chair: Robert Kratzke, MD Executive Vice-President of Medical Affairs
10675 Sorrento Valley Road, Suite 200
San Diego, CA 92121

As described in the Statistical Analysis Plan (v2.0, 06NOV2019), the second interim analysis will be

conducted once 50% of the estimated Overall Survival (OS) events for phase 3 have occurred (ie, 169 Dear Dr. Bomalaski:
of the 33? planne(.i OS.events) to determine w!nether to terminate the study for futility or for possible T,
sample size re-estimation for the phase 3 portion of the trial. 505(i) of the Federal Food, Drug, and Cosmetic Act for pegargiminase (ADI-PEG 20).

We also refer to your June 7, 2021, correspondence, received June 7, 2021, requesting
a meeting to discuss the question presented in your April 28, 2021, submission

= 1. regarding the ongoing trial, POLARIS2015-003, entitled "Randomized, Double-Blind,
Basefl . A the_lAG r%vww of th-f.‘ data Increase the target nu_“_:lbfr of OS events': EI Phase 2/3 Study in Subjects with Malignant Pleural Mesothelioma to Assess ADI-PEG
provided for this Interim Analysis, the Stop the study for futility?: [] 20 with Pemetrexed and Cisplatin (ATOMIC-Meso Phase 2/3 Study)." You seek FDA's
following recommendation is conveyed Retain the planned target number of OS events®: [<] agreement with implementation of the Data and Safety Monitoring Board's (DSMB)
Sud o recommendation: "DSMEB recommended that Polaris contact regulatory authorities to
based on the conditional power (CP) for consider ending enroliment within next 3 months and continue follow-up so that all
the OS evaluation in the ITT population: subjects have at least one year of follow-up.”

Qur preliminary responses to your meeting questions are enclosed.

The CP for the OS evaluation in the ITT | >80%: <

. . . You should provide, to the Regulatory Project Manager, a hardcopy or electronic
. o/ .
populatlon was in the followmg category‘ 50-80%: D version of any materials (i.e., slides or handouts) to be presented and/or discussed
25-<50%: [] at the meeting.
<25%: D . . )
In accordance with 21 CFR 10.65(e) and FDA policy, you may not electronically record
the discussion at this meeting. The official record of this meeting will be the FDA-
New target number of OS events® or N/A: | N/A generated minutes:
Additional Comments: N/A
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iR % Fast Track & EAP

-=f ﬁu.s FOOD & DR UG

D 128604
ORANT FART TRACHK

Folans Group

civ Polans Frarmaceuticass, Inc

Alenfion: John 3. Bomalaskl, M.D
Exeruthve \Sice President of Medical A%ars
1057S Eoemenio Waley Road, Sulte 200
Ban Diego, TA 32121

Dear Or. Bomalaskl:

Fiease refer o your Imvestipational new dnog appication (IND ) submii=d under sachon
DS} of the Federal Food, Drug, and Cosmetic Act for pegangiminase (ADHPES 2.

e also refer io your December 10, 2021, reguest for Fast Track desigration which wais
amended on Fetauary 4, 2022, We hawve neviswed your request and concluded thas it
rreafs b criteris for the Fast Track designasion. Thersdors, we are desiprating = a
Fast Track dewslopeent program the invessgation of pegargiminase (ADHPES 20), 0
combinaton with cisplsiin and pemetraxed, for the frsi-ine treatmens of patienis with
wrreseciabie malignant pleurnl mesothelioma wih biphasic or samomabsd histoiogy.
Flzase note that f the cinlcal deveiopment program you pursos doss mof condnue b
rrmed the cri=ra for Fasi Track designafion, B applcation wil not be reviewsd order
= Fast Track program.

Sor further Information regarding Fast Track Drug Develooment Programs, please refer
o e guidance for mdustry Expecied Programs for Sedous Condfens — Orugs and
Edningics " This document may be requesisd from the Ofce of Commanicabions,
Division of Drug Information at 301-755-3400 or 1-555-463-6332.

Wie remird you Bl under section SE1AINHZ) of the FOEC Ad (5219 UE.C. 350bbb-0)
U are required 1o make your sxnanded aocess policy for pegarg iminase (ADIHPEG 20)
pabilchy available wihin 15 days of the signature date of this keter. For futher
Inforrmation reganding Fow to make your expanded acoess policy publicly avaliabie, you
iy wish our sxpandesd access wehnage on FOAgow?

1 Lpdiate Guiksencn padodoally. Fol the Sl feca vwermon of i Gledatcs, chech Baa FOE Ouldancs =
Dexiirtrents Darkabaies Hize Meewie ke goaBl bl | Al S oniuislanck etk him o ar’s
3 b remaw S e ge v newe-E Ve pareed - g Sorss er panded-ar erae-i ni s rresnse-  nduwives | rsiery Bnie
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BRZHZPYE - ADI-PEG 20 + Gemcitabine + Docetaxel
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NAFLD PROGRESSION

0-3 % all NAFLD
develop cirrhosis

10-20 years

mple steatosis
80-90% no

progressme hiver
disease
Good prognosis
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Two-way dynamic process
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NanoteinTechnologies

Enabling Next-Generation CAR T Activation Technologies
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Table 1: Leading drivers for biopharma M&A deals over 2010-19

Industry Volume Value ($bn) Average ($Sm)
Pharmaceuticals 577 1,553 2,691
Generic Drugs 96 186 1,940
OTC, Consumer 92 373 4,052
Specialty Pharmaceuticals 80 343 4,282
Drug Delivery 18 44 2,429
Controlled Release 37 191 5151
Topical Delivery 22 91 4122
Macromolecule 21 35 1,676
Transdermal 15 84 5,632
Pulmonary 15 33 2,168
Site Specific 12 76 6,315
Vaccines 34 69 2,027
Nutraceuticals 34 48 1,421
Radiopharmaceuticals, Contrast Agents 13 14 1,110
Biotechnology 156 254 1,625
< Large Molecule 66 135 - 2,044
Antibodies 57 89 1,560
Gene Therapy, Cell Therapy 52 158 3,045
Drug Discovery Tools 19 50 2,628
Genomics-Proteomics 18 113 6,297 .
Synthesis Technologies, Production Processes 17 54 3,175 NP ,?IgaF‘: ’5
Nanotechnology, Chips, etc. 10 8 829
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