Summary of Clinical Safety: Adverse Events (AEs) at least Possibly related to PAS-004 during the DLT period E X I E R I M E N I A L I L A N
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BACKGROUND

Gradel | Grade 2 ' Grade3 | Grand Tota : : : :
AE Preferred Term Possible Probable  Possible  Probable  Possibic SN Three patients per dosing cohort will be sequentially en-
Neurofibromatosis Type 1(NF1)is a genetic nerve Cohort 1-2mg pre—— . - ; rolled in Part A, for 28 days of a DLT assessment period
o sheath tumor predisposition syndrome associated Cohorta - ame S 1 1 2 prior to the next cohort being enrolled. An estimate of 12
GS’th ea with benign plexiform neurofibromas (PNs) that cause Cohort 3 - 8mg =W S : ; subjects is expected including the four dose groups of 4,
THERAPEUTICS deformity, debility, and pain, and have a high risk of Cohort4A - 15m 1 1 8,12, and 18 mg per day PAS-004. Participants in the Dose
malignant transformation into a poorly treatable sar- o . : - scalation Phase (Part A) will remain on their assigned
coma. Prior research led to the FDA approval of both Cohort 48 4mg tabet S : i dose for six 28-day treatment cycles (168 days). If the
selumetinib (pediatric population), and mirdametinib . S : RP2D has not yet been selected after 6 cycles, partici-
(pediatric and adult population) with unresectable L | 2 : pants may continue treatment for up to 6 more cycles.
symptomatic PNs. These treatments are highly effec- enorts - 22me 1 i Two doses at or beloyv a MTD(if determined) will be selec-
tive with an approximate target tumor response rate of S 2 3 ted for further study in the Part B,
40% when given twice daily orally, however nearly all Participants from Part A may be eligible for continued
patients experience adverse events. PAS-004 study treatment in Part B only if their assigned
- . dose was selected for Part B. Participants in Part Aon a
TRIAL IN PROGRESS o Ire]it(—:;;eenr;i;{;:{’l(ggiTrjhEiSt?iE’stl)ErB?Avél—”(;gﬁgggﬁtaee: METHODS dose that Is selected for Part B will be included .in the data
y Therapeutics). PAS-004 is a m,acrocyclic small mole- This is an international Phase 1 dose-expansion clini- analysis for Part B must have completed 4 contiguous
' - - : - : . cycles as well as the MRI post cycle 4.
PHASE 1 TRIAL OF cule allosteric inhibitor of MEK 1/2. In NF1 wildtype and cal trial for adult NF1 patients with symptomatic plexi e TEe e -
null cell proliferation assays, PAS-004 was highly effi- form neuroflb.rc?mas >3 cm in axial imaging tha.t Partlc:l.pants., inthe =Xpansion Phase (Part B) will remain
NEXT GENERATION cient at inhibiting the downstream pharmacodynamic fO”C,)WS a modified 5+5 dose escalation dose.—dlscovery on their asglgned d.ose for six 28—.day treatment cycles,
(PD) biomarker of MEK activity, phosphorylated ERK d.eS|gn (“Part A”) followed by a safety expansion por- Twelve subjects will be enrolled/mc.uded.on each of the
MEK]IZ INHIBITOR (PERK), studies suggested increased tolerability and tion of two selected doses ("Part B”) to evaluate the selected RPBUs for a total of 24 patients in Part B.
favorable pharmacokinetics (PK). Here, we report the safety, tolerability, PK, PD, ana prelimi.nary efficacy of
PAS'OO‘I IN ADULTS study methodology, endpoints, and timeline for a PAS_O(,M for unresectablg symptomatic plexiform Part A Dose-Finding Schema
WITH INOPERABLE Phgse | dose escalation §tudy of P.AS—OOZ{as aonce- neurofibromas in N1 patients. S i} .. )
-daily oral monotherapy in NF1 patients with sympto- Py | perod | monttoring =~ === == === fmmmmmmmme >
matic unresectable PNs. . T pom ' ' ’
PLEXIFORM \ / Key Endpoints: & me " oot | monoing =~ === ===~ - -
Primary: Safety and tolerability of PAS-004 (Part A) Enrolment 43 susfects | ' |
NEUROFIBROMAS |ldentify 2 doses at or below the MTD in Part A to study O ;";;:;’:;i;:;-;r’*’
further in Part B, and then select a recommended e pr-al -l '
PRECLINICAL AND EARLY CLINICAL TRIAL DATA Phase 2 dose (RP2D) ot sesimen
Preliminary results from a concurrent Phase | dose-es- Secondary: Evaluate PK and PD specifically in cuta- 1o me enoliment
calation study of PAS-004 in capsule and tablet formu- neous neurofibromas (CNs) | ” t ) + i
lations for advanced solid tumors with MAPK pathway - Assess preliminary anti-tumor activity against PNs
mutations. Preliminary PK data indicates a linear dose- Tertiary: Evaluate the impact of PAS-004 on Respon- |
-response curve with an estimated t 2 of >60 hours se Evaluation in NF and Schwannomatosis (REiNS)-va- Part B Expansion Schema
and up to 91% pERK inhibition of circulating nucleated lidated quality of life (QOL) measures e
cells. No dose-limiting toxicities (DLTs) or treatment- - Plexi-00L, cNF-Skindex, NRS-11 pain scale, PGI-S and e N
-related SAEs were observed and the maximum tolera- PROMIS® Physical function (PF) assessments e} : : ‘; : : I
ted dose (MTD) has not been met. Quantify PK, PD, and anti-tumor effects of PAS-004 on e ) i
cutaneous neurofibromas (CNs)
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T o PR— _100” PRpp— « PN measurements per MRI with volumetric analysis
Affiliation: 1. University of Alabama at v ::2;“ : +:§E§M  Partial Response (PR)>20% reduction in the sum of (
Birmingham, School of Medicine, Birmingham, £, & e E ba-4ia the volume of all target PN lesions for > 4 weeks. =
AL, United States; 2. University of Alabama - Psy. 2 1 - Stable Disease (SD)<20% increase and/or a <20%
2Emupr:iet2§nsstigtee(s:?2c§;Caelﬂnttrﬁgn?ic:‘nl\i’lnegdr;ca:;?’ B RS B : reduction in the sum of the volume of all target le-
Onlcology, Soter M'aC' CaIIFL)Jm Cancer Centro. e . ogotConctw® o LogotConct¥) sions for.z A weeks, | |
Melbourne, Australia; 4. Division of Clinical Unpublished Data - D, Raymond Mattingly Wayne Sate Uni »Progressive Disease (PD): 220% increase in the
Genetics, Department of Pediatrics, Severance volume of at least one of the target PN compared to
Children’s Hospital. Yonsei University College the pretreatment volume. ? ? ?
-CN measurements per calipers and 20/30 photography
(AMC), Seoul (AMC), Korela; 6. Department of ™ ) N PN roRno n;easuraple I§S|on S
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