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Background Pre-Specified List of AEs? Used to Assess Abuse Potential in Phase 1 Study DLP-S-0-1.01

Per the United States Food and Drug Administration (FDA’s) 2017 abuse potential guidance document, all drugs with central nervous system * Euphoria-related terms: * General terms:

(CNS) activity under development should be evaluated for abuse potential.’ A full abuse potential assessment (APA) includes identifying potential o Elevated mood, euphoria, euphoric mood, feeling drunk, feeling of relaxation o Drugabuse, drug abuser, substance abuser, substance abuse, drug
_ : f : : _ : . : . 1 _ . L. . use disorder, drug use disorder antepartum, drug use disorder
abuse-related adverse events (ARAESs) in all clinical safety and efficacy studies. S1-221 is a combination cannabidiol (CBD) and A9 » Dissociative/psychotic-related terms: N oot disorder, drug diversion, drug
. . . . . . ° postpartum, supstance use disoraer, aru Iversion, aru

tetrahydrocannabinol (THC) product being developed for the acute treatment of migraine. A Phase 1 single ascending dose (SAD) study (DLP-S-0- o Abnormal behavior, amnesia, delirium, delusion, delusion of grandeur, JeEEETEs, dErEnEanes, A Cpendanes SniEpamun, A
1.01) was conducted to evaluate the safety, tolerability, and pharmacokinetics (PK) of different doses and ratios of orally administered S1-221 in dglusional p.erceptim.’l, mixed de‘lus?on depersona.lization,.dergalization, dependence postpartum, substance dependence, drug withdrawal
healthy participants. A total of 8 cohorts consisting of 8 participants each (randomized 6:2, active:placebo) has been completed and data d'Sthbance.'n attent}on,.ha“UC'nat_'On,. hypnagog'c ha“UC'.nat'oon, syndrome, drug withdrawal convulsions, drug withdrawal headache,
analysis is ongoing. The study evaluated ratios of CBD:THC ranging from 25:1 to 300:1 and doses ranging from 250 to 1000 mg CBD and 2.5to 10 nypepempe relllelpeal, e llue iaier eLelieny, ellie ol gl drug withdrawal maintenance therapy, drug withdrawal syndrome

: : . . hallucinati fact hallucinati thetic, hallucination tactil - - : i :
mg THC. As part of the overall APA strategy for S1-221, potential ARAEs were prospectively evaluated as AEs of special interests (AESIs) using a €1 IS IS O RIS S, i A IR Ol piniss iedie, (e HReiiis el HEedie neonatal, withdrawal arrhythmia, withdrawal catatonia, withdrawal

hallucination visual, hallucinations mixed paranoia, psychotic disorder, acute hypertension, withdrawal syndrome
psychosis, transient psychosis, substance-induced psychotic disorder,

. . : : : : . . o CSSR abnormal, confusional state, disorientation, emotional
(1) Provide background information about the importance of collecting ARAE data as part of an overall APA of a drug in development, and e CNS stimulation terms: Sserder, Tealing ebnenmal, hereidel, inessiepies aiest

(2) Summarize the methods used to monitor for AESIs in study DLP-S-0-1.01 and present results of the evaluation in the form of AESI narratives e Affe.ct li.gbility, éggressfion, agitation., énxiety,.diosinhi.bition, energy increased, overdose, logorrhea, mania, memory impairment, mental disorder,
feeling jittery, flight of ideas, hypervigilance, irritability, psychomotor mood altered, mood disorder, mood disorder due to a general

. . 5 hyperactivity, restlessness medical condition, substance induced mood disorder, substance-
What is Abuse Potential & Why Assess It~ CNS d . induced mood disorder, mood swings, suicidal ideation, intentional
° epression terms: ) : ) : :
misuse of drug delivery system, intentional product misuse,

prescription form tampering, product tampering, suspected product
tampering

prespecified list of adverse event (AE) terms recommended by FDA."2

4 . . . . . . . ) o Bradyphrenia, depression, dysphoria, hypersomnia, hypersomnia related to
“Drug abuse is defined as the intentional, non-therapeutic use of a drug product or substance, even once, to achieve a desired another mental condition, sedation, infant sedation, neonatal oversedation,

psychological or physiological effect. Therefore, abuse potential refers to the likelihood that abuse will occur with a particular post-injection delirium sedation syndrome, sedation complication, sedative
g drug product or substance with CNS activity.”’ y therapy, somnolence, somnolence neonatal, stupor

Why assess it?3*

 Required by law per the Controlled Substances Act (CSA) (1970) to assist with scheduling and labeling of approved medications Narratives for Potential Abuse-related AEs

 Part of the overall safety assessment of a drug in development

 Schedulingis intended to protect the public health by controlling the prescribing and use of drugs that may have addictive potential, but not « Narratives were written for certain abuse-related AEs according  Study DLP-S-0-1.01 AESI Narratives Include:
limit their access by patients who need them to FDA recommendations? (see list below) * Age and sex of participant

e AllSchedule | (Cl) drugs subsequently approved by FDA require rescheduling by the Drug Enforcement Administration (DEA) to Cll to CV * Medical history
Narratives are recommended for Certain * Signs and symptoms of AE being discussed

Abuse Potential Assessment During Drug Development Abuse-Related AEs (MedDRA PTs) * Verbatim information from participants and observations
from Investigators and study staff

Data on the drug’s abuse potential can be obtained at critical times throughout the drug development process:®

1. Affect Labilit 13. Feeling drunk . . . . .
ect Labity ecling arun « Timing of the event in relation to drug administration
2. Aggression 14. Feeling jittery D ) lati hi d . £ th
[
o : 3. Delusion 15. Feeling of relaxation uration, reltationsnip, and severity or the event
emal e ase Phase 2-3 Phase 4 4. Depersonalisation 16. Flight of ideas e If >1 AE was reported, information on all events
: : PK and Safety Subjective Effects : 5. Derealisation 17. Hallucinations  PK measures to determine if there was a correlation
Biochemistry : : : : : Post marketing AN . .
Global Ph l (including AEs) Discontinuation Epidemiology 6. Disinhibition 18. Hypersomnia between onset and duration of the event and drug exposure
obal Fharmacology ' 7. Drugab 19. Hypervigil : : :
: : Spontaneous Reporting MedDRA AEs A L Ab + Drugabtise - nypervigiiance « Concomitant meds with relative start dates to AE
Animal Behaviors : : ctual Abuse 8. Drug diversion 20. Intentional overdose , ,
Performance Measures Drug-Seeking Behavior * Treat t ded (if
: " . . . reatments provided (if any
Chem|3try Phvsiol . REMS 9. Drug dependence, drug withdrawal 21. Intentional product misuse . o . . .
ysiology Missing Drug syndrome 22. Psychomotor hyperactivity e Pertinent clinical data (e.g., key physical exam findings or
10. Elevated mood 23. Psychotic disorder lab results)
. . . . . D , L 11. Energy increased 24. Sedation SR T e d A |. |. le (VAS It
PK is very important for drugs that Human abuse potential (HAP) studies Risk Evaluation and Mitigation . . ' ubjective drug effects visual analog scale ( ) results
g di l bl ialized Ph 1 studi Strategies Programs 12. Euphoria, euphoric mood 25. Somnolence _
produce rewarding or pleasuraple are specialize ase 1 studies e OQutcomes and resolution
effects (correlates with conducted with healthy, recreational
pharmacodynamic subjective drug users. If a HAP study is warranted, it
effects and AEs) should typically be conducted after
Phase 2 studies have established safe - -
and therapeutic doses m Examples of Detailed Narratives from Phase 1 Study DLP-S-0-1.01
Study ’lji.tle: A Phase 1 Double-blind, Randomised, Placebo-controlled Study Evgluating the Safety, Study 'l_‘i_tle: A Phase 1 Double-l_alind, Randomised, I?lacebo-controlled Study Evgluating the Safety, Study 'lji.tle: A Phase 1 Double-!)lind, Randomised, Placebo-controlled Study Evgluating the Safety,
°® C O m m O n ly re p O rt e d A R A E S l(élrirlzrill:;lrz,l jrrlld Pharmacokinetics of Single Ascending Doses of S1-221 Following Oral Eﬁi:ggy{l (';11111d Pharmacokinetics of Single Ascending Doses of S1-221 Following Oral /];(c)il;tlrl?ll:;lrz,l (a;lrtlld Pharmacokinetics of Single Ascending Doses of S1-221 Following Oral
- - - - - - . . . Sponsor: Delphian Therapeutics Sponsor: Delphian Therapeutics Sponsor: Delphian Therapeutics
Assessing Abuse Potential in Clinical Studies included “feeling of relaxation” | | b oesos o s L oo L
d Py l 9 AESI ID(s): DLPS0101-2026-1200-AESI-22 AESI ID(s): DLPS0101-2025-1133-AESI-12 AESI ID(s): DLPS0101-2026-1218-AESI-21
a n S O m n O e n C e Investigator: Dr Philip Ryan, Nucleus Network, Melbourne, Australia Investigator: Dr Philip Ryan, Nucleus Network, Melbourne, Australia Investigator: Dr Philip Ryan, Nucleus Network, Melbourne, Australia
Event/s: Feeling of relaxation Event/s: Feeling of Relaxation; Closed Eye Visual Imagery Event/s: Sensory Disturbance; Energy Increased
“All clinical safety and efficacy studies should be evaluated for CNS-related AEs that may suggest the test drug produces effects that * AllARAEs were mild & transient Tor ths sty on 17/Feb/2026, At fh e of enrolment he parie pa was  helthy wolunier wih (i sty on 21 Now/2025, AL the e ofcolment, (h pacpant ik & hally volumcer with o for thsady on 26 Feb/2026, Al the time of cnrolment, h patcipat was  healy valumiet with
. 99 1 . . no ongoing medical history conditions. The participant ;vas assigned to study Part A, Cohort 8. ongoing medical history conditions. The participant ;vas assigned to study Part A, Cohort 5. no ongoing medical history conditions except hay feverf The participant was assigned to study Part A,
WI ll b e S O ugh t O u t fo r a b us e p urp os e S * a n d m O St O C C u r re d W I t h I n 1 - 4 On 11/Mar/2026 at 09:00 hrs, following an overnight fast of 10 hours duration, a single dose of On 02/Dec/2025 at 09:50 hrs, following an overnight fast of 10 hours duration, a single dose of Cohort®:
h O u rS a ft e r d O S i n g W h e n blinded study treatment (10 ml) was administered. blinded study treatment (10 ml) was administered. k?l?nlliiil\/i?ljgzyotzrg ;tn?;:tl (511(1)rfr,1 lf)o\li(;\szv:;il ?Ei;);i::ji.ght fast of 10 hours duration, a single dose of
Key re c omm en da tions from F DA : 1’2 m a N m m p la S m a ’ :));rticli/;\:r?tr/ezfpzeériztrli;(:iztlhgrlilgasplperszrilrtn?;:elﬁnzghc?fu rreSl:f;tri;rcll’r.nglringzﬁvoirsllfat; %atrlll;il}(l)gl;i%et?\iAS) If?;lrlt(i)ié)]szl(t:/%?pzjrizttliasflzlzr./s&](;gl??;;??;:;ﬁI?gh(())if:rrlesl?tfo:trisgf?gvlasigl?t\i{a?s (;ft;z)ur?gd}r;?)fﬂtggsant, lfl)ositive On 11/Mar/2026 at 10(:102:1 hrli}(zaspproximately 45 Iélinutebs after ;E;imli?istratjcz)gzcgf stulciyldnlllg), tﬂe
: : Ximu b repored pootséep overmight with muliple overnih druptionsand ity it fo ssésaments i GCS 1. No acion e aken n sation 10 study dru o & sesul of (his ovent,and no cdicion o patiipant expeience the AESI vent ‘enrgy increased'. O th visualalog scale (VAS)
* Develop a prespecified list of potential abuse-related AEs that will be closely monitored concentrations of THC were T s e ot ot e 0 s vty s Ot o v e st e v ooy ot s v esmer St o potdo, <t il ol el St
with GCS 15, and was holding conversations.although appeared tired. Cranial nerve examination relaxation” was mild in severity. in his arms and legs. There was no dizzines.s, h@adache or nausea. The “clear head” was described as
* Phase 1 studies are of particular importance, especially analysis of supratherapeutic doses which tend to produce a greater degree of expected to occur o postdose, VAS scorc s ot a all To sty g effet, and i poicipant soported sill | On 02/Dec/2025 at 215 hrs (pproimatey 12 hours postosing) th partiipant reported that he had  assesment,he reported feelng -more 1t and having -more eney” 1 peaked t 2 hourspos-
feeling tired, ge@erally calm .but not feeling . . . started to develop cl(?sed eye visual ime_lgery,_desc.ribed as see_ing cglourfql bui!diggs on closing his eyes. dgse. Thi.s was despite poor .sleep overnight'and feeling tire'd pre-dose. He denied any restlessness or
abuse-related AEs , , , Flotion. The panicipan epore hat e et he Gredess s i kecping oithpoor slep.— examinaton he appeared e and Seted. wih GCS 15, The symploms were ongoing antl  increoed energy improved hroughout the dsy: By 10 hours posdose. he reprted fclng almer it
o N a r r a t Ive S I n C l u d e d Ve r b at I m I(zlverni.ght. On exlzimir}atiolrl, he appear;d gomfortable. . ; dieat . approyi(lma.tely 124.hours latzr, then during rlnedflcleﬂ review botlh symp?ms .had full}l/1 resol\'/ed. No aitlon no mg(;ls of gg;tartrlﬁn or restlez;nessb on review. lNo otheir azrlljorr;l;lhsensory, m(;)od or psych symptoms
. i i i i . . . . 0 action was taken 1n relation to stu rug as a result ot this event, and no medication or other was taken 1n relation to stu rug as a result of this event, and no medication or other action was taken were described. The sensory disturbance was also resolve ours post-dose.
® P h a S e 2 a n d 3 St u d I e S I n p at I e n tS m ay p ro d u C e d Iffe re n t S I g n a lS (e . g 5 d O S e d Iffe re n C e S ’ d u rat I O n Of d O S I n g, effe CtS Of d I S e a S e State O r u S e Of . . action was taken for treatment of the re};axedg event. No labf)ratory testing or other investigations for treatment of the event. N}(]) labiratory testing or other investigations ‘were performed fqr the ’ No action was taken in relation to study drug as a result of th}ils event, and no medi.cati.on or other action
: T descriptions of symptoms, o 1M 20363t 19:00 e, and v ild (G 1 nseverty i sy s ertonmed forthe event. The event scnsory distubance was reeived o 11/Mar 2026 a 20:06 s
C O n C O m Ita n t m e d I C at I O n S) C O n text u a l i n fo r m at i O n re g a rd i n g ISoncomitant Medications: Igloncomitantd Medications: ?g(:lo\(})valllsr;? i’alr(lid(vazzdriill()i i(nGSrZ\(llzrilti/.inT lsfvee\rqctl)l: enerey inereasedwas resolved on Tl/Mar/2026.2¢
. . . . . one one reporte:
 |favailable, analyze PK data to better understand if there is a relationship between drug exposure and abuse-related AEs the nature of the events Rt Mediea Hisores Rctevant Medica Histore. Concomitant Melications,
? None None
* Collect data on the timing of the event in relation to drug administration, duration of the event, severity of the event, and co-occurrence with examinations when performed, INVESTIGATOR ANDSPONOR ASSESSENTO CAUSALITY INVESTIGATOR AND SPONSOR ASSESSMINTOF CAUSLITY. Hay Fever snce LU 3013
The investigator considered the event ‘feeling o re axation’. to be possibly related to stu y drug, e investigator considered the event ‘feeling o re axation’_ to be probably related to stu y drug,
other events and details about potentially e vent ey ditrbne: 1 b possly e o study dru ad not selated 10 ot stdy  ventfeling of elvaton' 1 b probably related o sty dru, and not eloted 0 athr sty The nvegsior onsidred he event scnory disurbance o be probablyrlated 1 study i,
treatments. treatments. and not related to other study treatments. The Medical Monitor/Sponsor assessed the relationship of the
° ° . . . . . 5 SR e A The investigator considered the event ‘closed eye visual imagery’ to be probably related to study drug, event ‘sensory disturbance’ to be probably related to study drug, and not related to other stud:
* Th e p re Se n C e Of a e u p h o rl a- ll ke res po n se I S a key O b S e rvatl O n I n t h e C I'I n I Ca l' a SseSS m e nt Of Wh et h e r a te St d ru g h a S a b u Se p Ote ntl a l’ p O S It Ive VS n egat Ive exp e rl e n C e S :3:111:(32{35;2 t(e) sit?lzlsitrlxlliyéree’lt?(:el;let&r?gzge?eiﬁftleg[t%nsi%gr}égglllls05:?(8151::Ziiéliggiglzg?;rhsi}%uzftie tlfﬁznilliff?sst.i :or considered the ejent ‘en:r increased’ t}:)begrobabl related to study dru yand not
. . . . treatments. g . P g T Y related to o%her study treatments. The Medigl Monitor/SponsoI; assesde the relations}ip ofgt’he event
although absence Of euphorla doeS not Indlcate absence Of abuse potentlal ® Narratives for partiCipantS With ‘energy increased’ to be probably related to study drug, and not related to other study treatments.
multiple ARAEs allowed for a Note: Narratives shown here are drafts and unblinded dosing
better understanding of time : : : :
. « y - Information, PK results, and other pertinent details are not yet
ASSGSSIHg Abuse POtentlal In Phase 1 SAD StUdy DLP'S'O'1 001 course and the evolving nature available fo;inclusion ’
of events and effects post-dose

Overview of Methods for Assessing ARAEs: Sample Case Report Forms:

* Investigators and site staff were trained prior to study start =~ semesemeeess ey o e
to identify ARAEs using a prespecified list of MedDRA AE s fionin— | (e ————em— > Conclusions
terms based on FDA recommendations™? and to collect Y T T — e i I i —
sufficient information so narratives could be written EEEe o T B e * Evaluating ARAEs can provide critical data as part of the overall APA of a drug to aid in labeling and scheduling decisions

: : — s e e | | e * Monitoring and reporting of ARAEs needs to be well-planned, prospective, and systematic

* Combined AESI/Serious Adverse Event (SAE) case report e e 7 ELTT EEEERGE e o SR ey : S g » PIOSP AN SY
forms (CRFs) were developed and included a section for i - ] S = — " | * Narratives of ARAEs provide important context to help determine whether a drug is likely to be sought out for rewarding effects
collecting additional event information required for e el - O e e Ee e e * Methods and recommendations from FDA for evaluating ARAEs were successfully implemented in a Phase 1 study of S1-221
narratives e e el » AllLARAEs in this study were mild, transient, and expected based on the pharmacology of S1-221 (CBD & THC combination)

* Event-related information from participants and study staff |z T s, | e * While none of the ARAEs reported in the study met the reporting criteria for seriousness (SAE), the ICH E3 standard for SAE narrative writing
was collected in real-time (or near real-time) to allow for RS R was applied to provide a comprehensive, chronological accounting of each event (or combined events) to inform the assessment of severity,
more comprehensive, detailed narratives - causality, and criteria for abuse potential

: : : : : : s e p—— SEe s : : : : o : ey - e
 Narratives were written like medical discharge summaries === __" = iill™  ARAE data and narratives from this study provide detailed insight into the initial safety and abuse potential of a novel and promising acute
or SAE reports treatment for migraine and suggest that the product is optimized for further development

References: 1) Food and Drug Administration. Assessment of Abuse Potential of Drugs. (2017, January). Guidance for Industry, U.S. Department of Health and Human Services, Center for Drug Evaluation and Research, Washington, DC. 2) Galati S. Identifying relevant adverse events of interest and recommendations for analysis and presentation of data in the NDA submission.
Presented at: Advancements and Challenges in Abuse Potential Evaluation Cross-Company Abuse Liability Council Meeting; September 27, 2023; Rockville, MD, USA. 3) Calderon SN, Bonson KR, Reissig CJ, et al. Considerations in assessing the abuse potential of psychedelics during drug development. Neuropharmacology. 2023;224:109352. 4) Henningfield JE, Comer SD, Banks
ML, et al. Abuse potential assessment of novel central nervous system active and psychedelic substances for controlled substances act scheduling recommendations. J Psychopharmacol. 2025:2698811251378511. 5) Figure adapted from Dr. Mike Klein, FDA at DIA 2008.
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