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Methods

Introduction

Opioid abuse is a major societal burden, resulting in PF614-102 MAD study was an open-label study in 6 cohorts of Table of Adverse Events
significant costs”and overdose de"aths. Ensysce Is healthy men and women (18-50 years) randomized to receive o ogomin  pre Ogomin  prete  ogcont
developing the "Next Generation” of opioid prodrug PF614 n=6 (liquid formulation; 50-100 mg or 2 x 100 mg capsules) 2 &2 52 =2 = =

Total subjects

p;:]Od.LIFtS t(-)t OverCOmbe fear(;l Stlgtmatar;d -[elLUCtar?C.edOff Or OXyCOdone HCI ER n=2 (Oxycontin® tablets, 20_80 mg). AII :_vg;ré:tleasﬂ 2 (33.3) 1(50.0) 1(16.7) 1(50.0) 6(100.0) 2(100.0)
PhysIcians 1o Prescribe and patients 1o take oplolds Tor cohorts received naltrexone to prevent respiratory depression.

>CVETE pain. Ou.r ’Fechnolog|es are deglgneq to d.ete.r. Subjects were fasted. Non-compartmental PK analyses were
prescription opioid abuse by controlling bioavailability

« SAD Phase 1a: Based on AUC for, PF614 releases
oxycodone with ~90% efficiency and yields dose-

. . - conducted for OxyCOdOne release from both PF614 and Oxycontin. proportional exposure to oxycodone. Oxycodone
tT?"O”S?: XL‘,'C?‘;"aeti";f‘ngscehsfgizi‘;f‘[’}‘ﬂ%]z'Step Additional details are available for the Phase 1 SAD and MAD released from PF614 has a median half-life of 12.7 hr
ma’s':ra ted below. Our lead TAAP opioid, PF614 has been  Studies at ClinicalTrials.gov, NCT02454712 and NCT05043766. vs. 7.4 hrifor OxyContin <a”g°h°f"8> SAg study.

- ,  MAD Phase 1b: Based on C, ., and AUC, PF614 dose-
evaluated in Phase 1 single ascending dose (SAD) and proportional exposure to oxycodone comparable to that

multi-ascending dose (MAD) studies, with novel data released from OxyContin at a 2.5:1 ratio.
provided here for the MAD study. Results - BID dosing of PF614 or OxyContin provides oxycodone
with similar C__, values over a 5 day period. Both PF614

- | and OxyContinr;aghow some accumulation with larger
TRAP T e ol I AUCs after 5 days of BID dosing.
Two-Step Release Process C 1D B T e o ome e - No unexpected adverse effects were observed in either
tp 1 Swallow drog s mnon | : T T e the SAD or MAD study.
sz T ey cneoled J o | {00 g SO S
iy g e e 2 o IEE‘E o m© I LA T Tiez.ﬁm) pi—— 808 i | ~PFO14 =+-OxyContin * The TAAP opioid, PF614 b.i.d. dosing will provide
R e T _ Day5Cn, around the clock pain relief.
me;::i::m: g oo e Fig. 1: Combined PK profiles Fig. 2: Comparison of %1001 / o ] ] ] ] ]
Crushing and snorting for oxycodone released from half-lives of PF614 (15- £« * PF614 is inactive by itself; requires activation
Crushing and injecting 15-200 mg PF614 (approx. 6 to 200 mg) vs. OxyContin § m o oa o w via G.l. trypsin following oral ingestion. PF614
80 mg OxyContin equivalent). (10-80 mg). Phase 1 o PFE14 is not activated following IV administration.
TAAP prodrugs combined with the trypsin inhibitor, Mean +SE values shown. SAD study - | |
nafamostat, provide overdose protection when more than Phase 1 SAD study g ) P F§1.4'MPAR’ a combination prod.uct W'Fh trypsin
prescribed doses are consumed. This overdose protection is 2 / |nh|pltor in Phase 1 devellopment, Is designed to
the Multi-Pill Abuse Resistance, MPAR, PF614-MPAR is provide overdose protection.
currently in Phase 1 development. S Sosadors g sart o
onadonefom 50,1004 2008 oot 2 hours =-PF614->-OxyContin Next Steps
™ . . ; first 32 hours 100 —— OxyContin 40 mg Day 5 AUC,
MPAR " Mechanism of Action 0 s s ;" —oncainore Jo
Combination Product With Dose-Triggered Trypsin Inhibition C B 9. : : ?Z‘Sﬁj :j : Nasal and Oral Human Abuse Liability
SUB-THRESHOLD ABOVE THRESHOLD giz 5 ;é, ) Oxycodone mg equivalent dose (HAL) StUdIeS (In prOgreSS).
PRESCRIBED DOSE o ':hihi"m e 5 — e — L . S, -o-PF614 -e-OxyContin
o tererence wher _
Low dose of trypsin grmnn .
o et e (D N Fig. 3: Oxycodone PK Fig. 4. Oxycodone PK Fig. 5: Oxycodone C,,,
parameters derived from parameters derived from and_ AUC days 1 and 5
L ACCIDENTAL OVERDOSE PF614 (50 -200 mg) OxyContin (20 - 80 mg) derived from PF614 (50 K|rkpatr|Ck DL, et al. In vitro and in vivo
el - Imove afamorte beging o EXCESS MPAR DOSE delivered ral solution delivered orally. Phase 1 to 200 mg) or OxyContin assessment of the abuse potential of PF614
ve drug prod o famos b | pemswioo | elivered as oral solutio y (20 - 80 mgq) delivered P !
imiting opiid reease f overdose averted or as 100 mg capsules. MAD study orally. Phase 1 MAD a novel BIO-MD™ prodrug of oxycodone. J
Phase 1 MAD study study Opioid Manag. 2017;13:39-49.
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