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OBJECTIVE RESULTS

gp03t1hg‘13 a2rlzaly3|s 2‘;‘”d'v'dua_| MA;]DRE ﬂemi ?nl(lj the anhe.donllca SUbﬁ_Ca|i SCOT/;” - Table 1. Demographics and Baseline Clinical Anhedonia Subscale Figure 3. Improvements in Anhedonia Subscale Score Were Rapid and Safety
ays 1, q ’ t d tan;j th andhdurlr][g t © th 'Wef:fd ° OW'Uptpif”OS rofm this pt ase 1/2atria Characteristics Were Similar for Participants in - Anhedonia subscale score decreased beginning on Day 1 following administration of HLP003 Sustained Through Day 21 With a Single Administration of 16 mg HLP003 . HLP003 was well tolerated: all adverse events were mild to
was conducted 10 turtner characterize the antidepressant efrects or one or two i i . . ’ ..
administrations of 16 mg HLP0O3 in participants '\JNith MDD Both Treatment Groups 16 mg and continued to Day 21 (Figure 3) Mean (SD) Anhedonia Subscale Score 16 mg HLP003 (n=9)  Placebo (n=3) moderate in severity and generally limited to the day of
4
16 mg HLP003/  Placebol Figure 2. A Single Administration of 16 mg HLP003 on Day 1 Improved MADRS Day 21 102 (34) 167 (4.0) treatment (Table 2)
16 mg HLP003* 16 mg HLP003' Individual Item Scores With Sustained Improvement on Day 21 @ 16 mg HLP003 (n=9) =@ Placebo (n=3) — See Poster #122 for the results of an expanded safety
Characteristic (n=9) (n=3) B 16 mg HLPO0 (v=0) M Placebo (n=3) e 5 - analysis of this cohort
= = 0.0
. T ] l u
CONCLUSIONS Age, median (range), y 34.0(25-53)  39.0(26-49) 1, 1. Reported Sadness 1, 2. Apparent Sadness 588 "N ' )‘*“*fm Table 2. Treatment-Related TEAEs Observed With
Sex, n (%) § e o] i § e o] ' g£59 5 HLPO003 or Placebo*
= = - £E£a
Male 6 (66.7) 1 (33.3) g-%.g ® =1 E m H qg’).g o L H H E ggg 10 - % —9.0
In participants with MDD, one administration of 16 mg HLP0OO3 on Day 1 SEG 2- S£6 21 30 HLP003* Placebot
M P X . ! . oo 9 : y Female 3 (33.3) 2 (66.7) 22 ;| =0 Sa 15 TEAE, n (%) (all cohorts; n=35) (all cohorts; n=13)
produced rapid, sustained improvements in individual MADRS item and s s =
. Race, n (%) = -4 = -4 ~20
anhedonia subscale scores through Day 21 Day 1 Day 21 Day 1 Day 21 8L 1 10 17 21 >1 TEAE 1 (60.0 8 (615
White 4 (44.5) 2 (66.7) Day 2 (60.0) (61.5)
3. Inner Tension 4. Reduced Sleep
BIaCk or African American 5 (556) 1 (333) e 1 - 0.3 0.0 . 1 1 BL, baseline; SD, standard deviation. Nausea 6 (17 1) 3 (23 1)
. . . £ 0 ———_—-— <= 0 - . . .
Following a second administration of 16 mg HLP0O3, further Hispanic/Latino, n (%) . 1(33.3) 22 | 02 06 52, 11 g9 03 ~0.3 Open-Label and Follow-Up Periods
: : - o8 -1 o _ _ _ Blood pressure
|mprovement_s were observed that lasted through 12 weeks in the MADRS total score, mean (SD) 31.4 (4.0) 28.0 (4.6) g % 8 -2 g % 8 -2 . A second administration of 16 mg HLP003 at Day 22 led to further reductions in MADRS > 000 sed 5 (14.3) 3 (23.1)
follow-up period 1. Reported sadness 4.0 (0.7) 3.3(0.6) 58 = 58 e total score, MADRS individual scores for items 1, 2, 6, and 7, and anhedonia subscale score
2 -4 < -4 . . . . . .
2. Apparent sadness 3.7 (1.0) 3.0 (0.0) Day 1 Day 21 Day 1 Day 21 ?;i[g)fl¥e4i: girsgllz?:;ig(;?;li;%fegrg[zd(?:) at Day 22 also experienced improvements Headache 3 (8.6) 0
i 1 - 5. Reduced Appetit 1 - 6.C tration Difficulti , . . .. .
3. Inner tension 29(09) 2.7(06) £ . educed Appetlie £ . encentration BIHEHHES.0 * Improvements were sustained through follow-up Week 12 in participants who received two Vomiting 2 (5.7) 1(7.7)
These findings support the dosing strategy in the ongoing HLP003 4. Reduced sleep 3.4 (1.3) 3.7 (1.5) o 5 y %E 1 administrations of 16 mg HLP003, while improvements for participants who received only one
i £Q | cgo ] ini i
phase 3 studies 5. Reduced appetite 2.9 (1.4) 2.3 (1.5) ;é’g g . E’g 5 administration were less pronounced (Supplementary Table S1) Eructation 1(2.9) 0
g ? g ? i i i i
6. Concentration difficulties 3.8 (0.7) 4.0 (0.0) §§ -3 1 §§ -3 1 Figure 4. Improvements in Mean (SD) Anhedonia Subscale Score Were Rapid
—4 —4 | : ; ; P - Dizziness 1(2.9 0
2 Lassitude 4.3(0.7) 3.7 (0.6) = Day 1 Day 21 = Day 1 Day 2 and Sustained Through Day 42 With the First or Second Administration of (2.9)
. 16 mg HLP003 on Day 22 »
e 8. Inability to feel 3.4 (1.1) 3.3(1.2) 1 - 7. Lassitude o0 1 - 8. Inability to Feel 16 HLP003/16 1L P003* Placebo/16 e — Affect lability 1(2.9) 0
e S . S mg mg acebo/16 mg
1. Serretti A. Clin Psychopharmacol Neurosci. 2023:21(3):401-409. 2. Cao B, et al. Front Psychiatry. 2019;10:17. 3. Varty G, et al. CYB0O03: A 9. Pessimistic thoughts 2.8 (1.3) 2.0 (1.0) SE 0 1 SE 0 - Mean (SD) Anhedonia Subscale Score (n=9) (n=3)
Novel, Orally Active Analog of Psilocybin for the Potential Treatment of Major Depressive Disorder. Presented at: Society for Neuroscience 2022; . U] i -1 0] i S — Anxiety 2(5.7) 1(7.7)
November 11-14, 2022; San Diego, CA, USA. 4. Krempien S, et al. Randomized, Double-Blind, Placebo-Controlled Study to Evaluate the Safety 10. Suicidal thothtS 0.2 (0-7) 0.0 (0-0) %'a g 5 g'q—) g ; -1.0 0.7 Day 42 6.5 (5.2) 9.7 (4.5)
and Efficacy of CYB003, a Deuterated Psilocybin Analog in Patients With Major Depressive Disorder. Presented at: American College of . < £ B £ C = . — - _
Neuropsychopharmacology Annual Meeting; December 3-6, 2023; Tampa, FL, USA. 5. Brennan W, et al. Front Psychol. 2025;16:1637887. Anhedonia subscale score, 19.2 (2.8) 17.3 (2.1) (é P ® -3 4 QC) 2 ? _3 =@ 16 mg HLP003/16 mg HLP003" (n=9) ® = Placebo/16 mg HLPOO3' (n=3) Panic Attack 1(2.9) 0
mean (SD) e A é @ B} § @ ) c o 5
Acknowledgments e ) Day 1 Day 21 . Day 1 Day 21 S 3 | | | | .
Helus Pharma funded this study and contributed to the study design, the collection, analysis, and interpretation of to asc(;zgf;gg:znd T::gm:rr:::’:::’::gg 8: ;gcr;%g"c;s%):yc;naazyf;n?gdle_%O% on Day 22. Lg DQC E 0 i ' ' ' Confusional State 1 (2'9) 0
data, and the review and approval of the final publication. All authors had access to relevant data and participated supplemental materials MADRS, Montgomery-Asberg Depression Rating Scale; SD, standard deviation. 9. Pessimistic Thoughts 0.7 10. Suicidal Thoughts %é § -5 . - 0 =0
in the drafting, review, and approval of this publication. No honoraria or payments were made for authorship. £ T . e 0.0 0.0 6 c 8 R - = ° = - - , - o == -7.7 .
Medical writing support was provided by Joshua Solomon, PhD, of Peloton Advantage LLC (an OPEN Health . . S e 0 - S e 0 4+——n i I — ~o® -10 o = Nasal Congestion 1(2.9) 0
company), and funded by Helus Pharma. Double-Blind Treatment Period is ts | T2 "o.2 3ee 122
oc o oc o ] eS8 -15 1
Disclosures ' Individual MADRS Items 5 28 2. 8 28 . §53§ 20 Tachycardia 1(2.9) 0
O% O3 g 7
All authors are employees of Helus Pharma and may hold Helus Pharma stock. . ini : ; : puly _2 | - 3 _2 < 21 22 31 38 42
Adr_n"_“Stratlon of a Slngle dOS? Of16 m_g HLPOO3 reSUIt_ed In 3 8 3 3 a 3 Da *Administration of HLPOO3 on Days 1 and 8 for healthy volunteers and Days 1 and 22 for
rapid improvement from baseline in individual MADRS items = -4 - Day 1 Day 21 = -4 - Day Day 21 y participants with MDD.
i i i i *Administration of 16 mg HLPOO3 on Days 1 and 22. TAdministration of placebo on Day 1, HLP0O03 on Day 8 for healthy volunteers, and HLP0O3 on
at Day 1 with reductions across all items IaStmg to Day 21 Panels with a blue background comprise the anhedonia subscale score. tTAdministration of placebo on Day 1 and 16 mg HLPOO3 on Day 22. Day 22 for participants with MDD.

Psych Congress; September 15-19, 2026; New Orleans, LA, USA (Figure 2; Supplementary Figure S1 ) MADRS, Montgomery-Asberg Depression Rating Scale. MADRS, Montgomery-Asberg Depression Rating Scale; SD, standard deviation. MDD, major depressive disorder; TEAE, treatment-emergent adverse event.




rosierit SUPPLEMENTAL RESULTS

Effects of HLP003 on MADRS
Individual Items and Anhedonia

Supplementary Figure S2. Mean (SD) Change From Baseline in MADRS Total Score Improved to a Similar Degree Through Day 42 After a
First or Second Administration of 16 mg HLP003 on Day 22

Supplementary Table S1. Mean (SD) Change From Baseline in MADRS Total, Individual Item, and Anhedonia Subscale Scores Were
Sustained at Follow-Up Week 12 After Two Administrations of HLP003 16 mg

16 mg HLP003/16 mg HLP003*

Placebo/16 mg HLP003t

16 mg HLP003/16 mg HLP003*

Placebo/16 mg HLP003t

Mean (SD) Change From Baseline in MADRS Score at Follow-Up Week 12 (n=9) (n=3) Mean (SD) MADRS Total Score (n=9) (n=3)
S u bs Ca I e i n B d u Its Wi t h M a m o r MADRS total score -22.5(6.3) -4.0 (14.5) Day 42 13 (9.0) 19 (9.5)
.l 1. Reported sadness —2.4(1.5) ~0.3 (1.5) —®— 16 mg HLP003/16 mg HLP003* (n=9) =@ = Placebo/16 mg HLP003t (n=3)
Depressive Disorder: Post Hoc es o 3 e
. 3. Inner tension -1.5(1.5) 0.3 (2.3) % C% 0 i : : :
) O
Analysis of a Phase 1/2a Study 2209 0@ 1IN - |
e 2 I T~ .a.
5. Reduced appetite —2.4 (1.3) 0.0 (1.0) ec% -10 - > —-'— """ = e =-=90-30
e N s i
Atul R. Mahableshwarkar, MD; Ken Kramer, PhD*; Alexandra Kulikova, PhD:; 6. Concentration difficulties —2.6 (0.7) -1.3(2.3) qéag =15 1 \ >y 4 1e
Amir Inamdar, MBBS, DNB (Psych), MFPM - Leaeluge -3.1(1.6) -0.7 (1.5) Y =20 -
e
Helus Pharma, Toronto, ON, Canada . 9\5: —-25 A
8. Inability to feel -2.8(1.2) -1.0 (1.0) a
* Presenting Author @(f:jt) ~30 A
9. Pessimistic thoughts -1.6 (1.4) 0.7 (1.2) S <DE
) -35 -
10. Suicidal thoughts 0.4 (0.7) 0.3 (0.6) == 21 22 31 38 42
Anhedonia subscale score -14.1 (2.9) -4.3 (7.5) Day

*Administration of 16 mg HLP0OO3 on Days 1 and 22.
TAdministration of placebo on Day 1 and 16 mg HLP0O3 on Day 22.
MADRS, Montgomery-Asberg Depression Rating Scale; SD, standard deviation.

*Administration of 16 mg HLPOO3 on Days 1 and 22.
TAdministration of placebo on Day 1 and 16 mg HLP0O3 on Day 22.
MADRS, Montgomery-Asberg Depression Rating Scale; SD, standard deviation.

Supplementary Figure S3. Mean Change From Baseline in MADRS Individual Item Scores Improved to a Similar Degree Through Day 42
After a First or Second Administration of 16 mg HLP003 on Day 22
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Supplementary Figure S1. 16 mg HLP003 Administration on Day 1 Improved MADRS Individual Item Scores Through Day 21

m==@=== HLP003 16 mg (n=9)  =—=@=== Placebo (n=3)

1. Reported Sadness

2. Apparent Sadness

1. Reported Sadness

2. Apparent Sadness

5gp 52e 1 22g |
D ' ' AA D ' A D ' ' o ' '
.CCU%(% -1 288 jz: 288 -1 *. c w0 oo -, '(Cugé)) -1 . c wm o =@ - , - @
CSme —— Om ¢ o - Coe 2 olgme=-=" " - - = C0E 2] olgm =T "7 R T
§EL _3 § EL §EL _3 —o — §EL _3 — e -0
22c 4 =2c S2c 4 S2c 4
w-= - I = r £ - T £ -
BL 1 10 BL 1 10 17 21 21 22 31 42 21 22 31 38 42
Day Day Day Day
020 1 3. Inner Tension 02 4. Reduced Sleep 02p 1 o — . — . . -3.. Inner;ensmn 00 p 4. Reduced Sleep
S8 0 S 3 — ® S@38 0 ' — B - S8 0 ———— T e = . ’ ;
(‘c)“c%gc‘é—; (‘):“ﬁ? o= o gﬁé_; o R o gﬁ‘é'; — = R e )
|
S LCE 4 S L £ S LCE 4 S LCE -4
BL 1 10 BL 1 10 17 21 21 22 31 42 21 22 31 38 42
Day Day Day Day
o O 5. Reduced Appetite P 6. Concentration Difficulties - 5. Reduced Appetite o O 6. Concentration Difficulties
2L g g oL & 2£8 0] oS8 )]
S@ 3 t t : S© 3 @ o So 3 B t t t So 3 Q— t t t
_me—1 m S gD -1 —0 _CU)U)_1 i * e o e o o-'—. c 8w -1 _0—0-°—°—.*.-°-0—
SES SES 552 552
22t fgc L £8 £5c 7
LI_ - — - LL - — - LL - — - LI_ - — -
BL 1 10 17 21 BL 1 10 17 21 21 22 31 38 42 21 22 31 38 42
Day Day Day Day
900 1 7. Lassitude 90 8. Inability to Feel 900 7. Lassitude 900 1 : 8. Inability to Feel
g%cg_,l ) ﬂ g%&)} ‘—?‘<; §§8_1 g%cy) -1 ~.-.—._._._.h.—-—o—-.-,_.
o E _2 o E —) m E _2 O . am o -— . - e an ¢ e 5 — -0 wm o o E _2
SES 5 . o — SE S —e- —— SES 5 V. ==~ o : se8 51 N o= —— :
22c 4 22 c 22c 4 —— 22 4
BL 1 10 17 21 BL 1 10 17 21 21 22 31 42 21 22 31 38 42
Day Day Day Day
R R . N _
o ascizgfpoggznd © O g 9. Pessimistic Thoughts © O g 10. Suicidal Thoughts © O g 9. Pessimistic Thoughts © 0 g 10. Suicidal Thoughts
supplemental materials 2L 5 (1) : 2= 5 2= 5 (1) 1 K 2L 5 (1)
D t e —— : D D — t C o) =
_&U%(% _1 ;=: g%g _1 g%g _1 ° —.—.—’ ° am - - ’.—o g%(% _1
Cme —— —e Cme Cme 2] oy .= — 8= ? Cme
g E2 -3 g E2 -3 g E2 -3 g E2 -3
S2c 4 Sfe -4 Sfe -4 Sfe -4
BL 1 10 17 21 BL 1 10 17 21 21 22 31 38 42 21 22 31 38 42
Day Day Day Day

Panels with a blue background comprise the anhedonia subscale score.
*Administration of 16 mg HLP0O3 on Days 1 and 22.
TAdministration of placebo on Day 1 and 16 mg HLP0O3 on Day 22.

Panels with a blue background comprise the anhedonia subscale score.
MADRS, Montgomery-Asberg Depression Rating Scale.
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