BXCL501 Demonstrates Significant Reduction in Agitation Across all Mood States
L.\\. bioxcel (Depressed, Hypomanic, Manic) in Patients With Bipolar Disorder

Th@FGp@UTICS Sheldon H. Preskorn, MD?; Joseph F. Goldberg, MD?; Jeffrey Finman, PhD3; Michael De Vivo, PhD#; Frank D. Yocca, PhD*; Robert Risinger, MD*

1 Kansas University School of Medicine-Wichita, Wichita, KS; 2Icahn School of Medicine at Mount Sinai, New York, NY, USA; 3Jupiter Point Pharma Consulting, LLC, Groton, CT, USA; 4 BioXcel Therapeutics, Inc., New Haven, CT, USA

INTRODUCTION RESULTS Figure 1. Overall: PEC Total Change From Baseline 0 — 8 Hours Postdose Figure 4. Mania: PEC Total Change From Baseline 0 — 8 Hours Postdose
— - . . - Subjects C inutes Time Postdose (Nominal) C inutes Time Postdose (Nominal)

* Acute agitation occurs frequently in patients with blpolar . . 0 102030 45 60 90 2hours 4 hours 6 hours 8 hours 0 102030 45 60 90 2 hours 4 hours 6 hours 8 hours

disorder, requiring early intervention to reduce the risk of patient * 380 subjects were enrolled, 378 received 1 or more doses of study drug, and 362 N e ‘ ' oot N I ' p0s

S . : : 11 " 14 e

or staff injuries, disruption of care, and prolongation of hospital SR StUdy' _ _ _ , | Q) A reements 02 hous [l . oo
stays * The most common diagnoses were mania (180 [47.6%]), mixed episodes (79 . ' g . ‘
[20.9%]), and depressed (74 (19.6%) z 3] e A
q . . . [CH * S -4
* BXCL501 is an investigational orally dissolving film formulation * At baseline, most subjects had moderate agitation (mean PEC score range: 16.6- s .| [X n=T6 . " 3 s — — -
. . . . v = n=. w

of dexmedetomidine, a selective a,, adrenergic receptor 18.4) § | ometor\ s I i § 61 ! 1 1
agonist designed to completely dissolve in the sublingual or * Demographic and baseline disease characteristics were generally comparable in R . o g7 : : + t
buccal area all treatment groups (Table 1) 3 g . 1108 n-113 " 7 : t i F II/”I
* Compared with the overall trial population, subjects in the unspecified subgroup 3 5 : ﬁ [I TI ¥ & 0 . b /’—_F____,___—]i

* Film administration of a discrete microdose bypasses first-pass were less likely to be: 10 4 § : 1 ne123 _11_ i 1*
metabolism, resulting in more rapid and higher bioavailability — Female a1 =15 n=11s 1 b
of dexmedetomidine than ingested formulations — White . BXCL501 180 ug BXCL501 120 ug ™ Placebo B BXCL501 180 ug (n=59) ™ BXCLS01 120 ug (n=58) MM Placebo (n=63)

- SeVerely agitated ::tci;a'::zig:,eesansigZia:‘::si:ir;f;:n:a:icr:fr;E:::it:go?rrzzzgggmeasuresmixed model (MMRM) on change from baseline values. FE’sEt(i:nTaizzi::’:k?:sdezl?rg:r:v:iz::;::ien?::il:-n;rixﬁ::l?hizr;‘:s;:anttedmeasuresmixed model (MMRM) on change from baseline values.
_ _ Hospitalized Covariatesinclude: baﬁelin:E(P:ECscors, a!gestra.tum, study.site, timepo;nt (includingall7tli)me.points'fro.m 10 m.inutestoz hours postdose), Thecm:ariat:sir;c;zded ba;elipe PEC.sct.)re, agevstratum,stu:ysite, timepoint (li]ncl.uding.all?timep?intsfrom 10 minutes to 2 hours post-dose), treatment

OBJ ECTIVES treatment group, baseline score-by-timepoint interaction term, and treatment group-by-timepoint interaction term. group, baseline score by timepoint interaction term, and treatment group by timepoint interaction term.

 Determine if a single dose of BXCL501 180 pig or 120 g Table 1. Demographics and Baseline Characteristics Figure 2. Depressed: PEC Total Change From Baseline 0 — 8 Hours Postdose Figure 5. Mixed: PEC Total Change From Baseline 0 — 8 Hours Postdose
effectively reduces symptoms of acute agitation associated BXCL501 Subgroup by DSM-5 Mood State (N=378) — inutes Time Postdose (Nominal) C Minutes Time Postdose (Nominal)
with bipolar disorder up to 2 hours postdose compared to Depressed Hypomania Mania  Mixed Unspecified ,0 10203045 60 90 2hours 4 hours 6 hours 8 hours o 1020304560 90 2hours 4 hours 6 hours 8 hours

|aceb0 = = B = = * P<0.05 -1 4 * P<0.05
p 74 n=29 n=180 n=79 n=16 14 : peoos 1 oo
. . i X Age, years, mean (SD) 46.8 (11.2) | 47.5(10.7) |45.4 (11.4)| 43.5(12.5) | 49.3(12.4) — 2 . ¥ P<0.001 o 27
* Determine the effects of BXCL501 on acute agitation in patient Sex, n (%) 8 .| 8 -3
subgroups identified by mood state, as defined by DSM-5 ' 103 § 4. ! | § 41
Female 43 (58) 17 (59) (57) 37(47) | 7(44) . : [ l_\-] S 5
4 ¥ g 6 A
Male 31 (42) 12 (41) | 77(43) | 42(53) 9 (56) g 61 t S 7]
METHOD : 5 L ]
oo N | f g 1
% © -8 t g 9

* Phase 3, randomized, placebo-controlled study of adults (18-75) NO'T'Wh'te 42 (57) 14(48) | 107(59) | 49(62) | 11(69) Py ) I ~ 101

diagnosed with DSM-5 bipolar | or II White 32 (43) 15(52) | 73(41) | 30(38) 5(31) 10 1 ; t i 11
. . . i

* Clinically agitated at screening and baseline with PANSS Excited Agitation severity, n (%) a1 ' 12 '

Component (PEC) total score 214) and baseline score of 24 on 21 PEC item Moderate 61 (82) 23 (79) 128 (71) 55 (70) 15 (94) B BXCL501 180 ug (n=28) ™ BXCL501 120 ug (n=20) M Placebo (n=26) I BXCL501 180 ug (n=30) ™ BXCL501 120 ug (n=27) & Placebo (n=22)

° SUbJeCtS were randomized (1.1'1) to a Slngle dose Of BXCLSO]‘ 120 l—’-g: Severe 13 (18) 6 (21) 52 (29) 24 (30) 1 (6) EEF:POSitive;nd L\‘?ga“ve Synd'm":je Sca!e—EXﬁ:ell?hCOz\ponentd ixed model (MMRM h from baseli | :sE:i:r:aizzitai::ba:sde;\‘?rg:rtriv:i‘;::::;‘ier:;:il;;rixﬁrt:l?hgzz‘?:n:antted measures mixed model (MMRM) on change from baseline values.

H HOS italizations n, mean (SD) 22 (35) 28 (49) 34 (43) 33 (45) 19 (54) stlmates.are .ase romare.strlcte et repea‘te Ifneasulres vlmxe .mo . (.- )onc anee ro.m e - The covariates included baseline PEC score, age stratum studp site, timepoint (including all 7 timepoints from %0 minutes to 2 hours -ost»dose treatment
BXCL501 180 ug, or p|acebo and self-administered the study drug p , 1, The covariates included baseline PEC score, age stratum, study site, (including all 7 from 10 minutes to 2 hours post-dose), treatment ¢ " - score, age , study site, timepoint (( luding all 7 po p ),
’ S|eep/n|ghtth|$ Week h mean (SD) 5 3 (1 5) 5 3 (1 5) 51 (1 6) 5 2 (1 6) 51 (1 3) group, baseline PEC score by timepoint interaction term, and treatment group by timepoint interaction term. group, baseline PEC score by timepoint interaction term, and treatment group by timepoint interaction term.
?Includes American Indian or Alaska Native, Asian, Black or African American, Native Hawaiian or Other Pacific Islander, and Multiple . .. . _

Assessments Figure 3. Hypomania: PEC Total Change From Baseline 0 — 8 Hours Postdose CONCLUSIONS

* The primary efficacy endpoint was mean change from baseline on the . c Time Postdose (Nominal . . .

PECf | Y yh P q g Efficacy: Overall and Mood State Subgroups —— Minutes ' (Nominal) * In the overall trial population, BXCL501 demonstrated rapid, durable, and
otal score at 2 hours postdose 0 0 102030 45 60 90 2 hours 4 hours 6 hours 8 hours .. . . . . . .

* PEC scale includes 5 items (poor impulse control, tension, hostility, * In the overall population: ) o I | tp006 clinically meaningful effects in acutely agitated subjects with bipolar
uncooperativeness, and excitement) scored on a scale ranging from — Mean 2-hour changes from baseline in PEC score were —10.4 for BXCL501 180 pg, ) 1P=0.002 disorder, with significant reductions from baseline as early as 20 minutes
1=minimum to 7=maximum; total score was the sum of the 5 item -9.0 for BXCL501 120 g, and -4.9 for placebo (both doses P<.0001 vs placebo) 8 through 8 hours postdose in PEC total score
scores (range 5-35) ] . ) — Significant improvement from baseline in the PEC began at 20 minutes postdose and § 4 ™~

* Assessments occurred at screening, predose (within 15 minutes of the continued through 2 hours postdose (Figure 1), and both BXCL501 treatment groups 2 5 * This analysis demonstrated significant effects of BXCL501 across
first dose), 10, 20, 30, 45, 60, 90 minutes and 2, 4, 6, and 8 hours Ao : : g . .

e de t'h f t,d , 45, 60, 4,6, maintained improvements in PEC score at 4, 6, and 8 hours postdose g 6 — /J subgroups of patients regardless of bipolar mood state
ollowing the first dose ) . o 3
« In this bost hoc analvsis: * In the depressed and mania subgroups (Figures 2-5), mean changes from baseline in i ; ! : ]
b ysis: _ PEC score were significantly superior to placebo: 3 N * Among subjects in the depressed, hypomania, mania, and mixed episodes
— Subjects were stratified by DSM-5 mood state at baseline L . 9 I — : S a .
. . . . — Beginning at 20 minutes postdose (both doses P<.05 vs placebo) 10 | subgroups, both doses of BXCL501 provided significant benefits versus

— Mood state subgroups included depression, hypomania, mania, .

mixed episodes, and unspecified — At all timepoints through 8 hours postdose (both doses P<.05 vs placebo) A1 placebo as soon as 20 minutes postdose and through 8 hours postdose
— Mean change from baseline in PEC total score from 10 minutes to 8 * Subjects in the unspecified subgroup had higher scores the those in the placebo = ECLO0L180ug (17S) = BCLSOL 120 g (n=14) 1 Placebo =10 o S | o S

. . . = Positive and Negative Syndrome Scale — Excited Componen L] -
hOUI’S pOStdose was analyzed; p-Va|ueS are nominal gI’OUp at a” t|me pOIntS from 60 m|nutes through 8 hOUI‘S pOStdOSG ::t(i:mazes.tareb‘asigffor;ai;t:ctedr:axilmu:\ Iil:el?h‘;odfepea_tted r.neasu.resr.nixed.model(N.IMRM.)onchangefro.m baseline values. BXCLSOl IS an InveStIgatlona Z nove Z non InvaSIve treatment o agltatlon
B et P00 s for acute agitation in bipolar disorder

Disclosures This study was supported by funding from BioXcel Therapeutics. SHP, JFG, and JF have received honoraria and research support from BioXcel Therapeutics. MD, FDY, and RR are employed by BioXcel Therapeutics. Presented at the 23" Annual Conference of the International Society for Bipolar Disorders; May 13-15, 2021




	BXCL501 Demonstrates Significant Reduction in Agitation Across all Mood States �(Depressed, Hypomanic, Manic) in Patients With Bipolar Disorder

