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INTRODUCTION RESULTS

Erythropoietic Protoporphyria (EPP) and X-Linked Protoporphyria (XLP) Disposition and Baseline Characteristics Safety
EPP and XLP are rare disorders caused by pathogenic variants in the _ PBO — Bitopertin | Bitopertin — Bitopertin Total « Median exposure: 18.1 months (range: 5.9 to 28.7 months)
ferrochelatase (FECH) or 5-aminolevulinate synthase 2 (ALAS2) genes, (n=21) ) (n=86) » 1 participant reported SAEs (unrelated) due to motor vehicle accident
respectively, which result in accumulation of photoreactive protoporphyrin 1X E'_"°"e:_' et 201 , 5535/) , (826/) . 1 Grade 3 TEAE (unrelated): hypertransaminasaemia
: g o : : : : iscontinued Treatmen % %
(eI?(PIX). PPIX eleyatlons cause debilitating photqtoxm skin rgactlons foIIowmg Completed Week 24 17 (81%) 50 (77%) 67 (78%) . All other TEAEs mild or moderate in severity
posure to sunlight and can cause potentially life-threatening hepatopathy in o e
Mean * SD age, years 41.9 + 11.1 46.2 + 15.1 452 + 14.3 » Safety profile similar across adults and adolescents

some patients. PPIX reductions are associated with amelioration of disease in
Age <18 0 5%) 3 (3%)

the settings of hematopoietic stem cell transplant, pregnancy, and > ( Adults Adolescents Total
White, n (%) 21 (100%) 63 (97%) 84 (98%)
4 (
1

Mechanism of Disease and Bitopertin Treatment EPP, n (%) 21 (100%) 64 (98%) 85 (99%) Any TEAE 41 (49%) 2 (67%) 43 (50%)
Bitopertin is an investigational, oral, small molecule inhibitor of glycine XLP, n (%) 0 2%) 1(1%) Grade 3 TEAE 2 (2:/°) 0 2 (2:/")
transporter 1 (GlyT1). GlyT1 supplies extracellular glycine for the initial step Mean + SD Baseline PPIX (ng/mL) 8546 + 6335 5990 + 4185 6606 + 4873 Discontinuation due to AE 2 (2%) 0 2 (2%)
of heme biosynthesis in erythroid cells. GlyT1 inhibition results in modulation Mean * SD Baseline ALT (U/L) 32.9 £ 15.1 32.8 £ 34.7 32.8 £ 31.0 SAE 1(1%) 0 1(1%)
of the heme SyntheSiS pathway to decrease intermediates, inCIUding PPIX.5 Baseline defined as Day 1 of HELIOS. Abbreviations: PBO = placebo; SD = standard deviation; PPIX = protoporphyrin IX. Common TEAEs (reported in 2 5% of participants)

' ' 1hi ile i ' Ni ' ' ! ' n n VID-1 % 1 % 7 (8%
Bltope_rtlr_] ha_s exhll_:)lted a favqrable safety profile in prior CI_|n_|caI studies in PPIX Profile with Long-Term Bitopertin Treatment (All Doses) CO 9 6 (7%) (33%) (8%)
other indications with cumulative enrollment of >4 000 partIClpantS. Abbreviations: SAE = serious adverse event; TEAE = treatment-emergent adverse event

» Sustained reductions in PPIX with continued bitopertin treatment (20/60 mg doses)
- » Greater PPIX decreases in participants who received continuous treatment with 60 mg of bitopertin
- Bitopertin treatment in HELIOS reduced PPIX in participants initially randomized to placebo in AURORA Conclusions
Bitopertin
Designed to block glycine uptake in 12000 40 ‘ . . .y
e o =nd of AURORA End of AURORA - Bitopertin exhibits a favorable longer-term

safety profile (up to 2+ years exposure)

Reduced PPIX
Accumulation

 Bitopertin safety profile is similar across
adults and adolescents with EPP or XLP

Glycine

Critical and initiating precursor & M : 3
, utated/Deficient
for heme biosynthesis which i Ferrochelatase

is supplied by GLYT1 transporter

* Longer-term treatment with bitopertin is
associated with sustained reductions in PPIX

Red Blood Cell

ALA, aminolevulinic acid synthase; CoA, coenzyme A; GLYTI, glycine transporter type 1.

WB Metal-Free PPIX (ng/mL)
% Change WB Metal-Free PPIX
Mean * SE

» Consistent with prior EPP studies, bitopertin is

M ETHODS 29 71 121 177 233 289 29 71 121 177 233 289 aSSOCiated Wlth Im rOvementS in QOL
Study Day Study Day P
-8~ Bitopertin-Bitopertin (n=75) Placebo-Bitopertin (n=24) -8- Bitopertin-Bitopertin (n=75) Placebo-Bitopertin (n=24) _ _ _
Study Desi gn Endpoints Bitopertin 60 mg-Bitopertin 60 mg (n=14) Bitopertin 60 mg-Bitopertin 60 mg (n=14) ° Longer-term treatment with 60 mg of bltopertln
Bitopertin-Bitopertin: participants initially randomized to bitopertin (20 or 60 mg dose) in AURORA or BEACON; Bitopertin 60 mg-Bitopertin 60 mg: subset of participants who received 60 mg of bitopertin continuously in AURORA or i
° Phase 2 randomized ° Primary- Safety and t0|erab|||ty BEACON and HELIOS. Bitopertin-Placebo: participants initially randomized to placebo in AURORA. Study day calculated relative to Day 1 of AURORA or BEACON. Percent change from baseline calculated relative to baseline in AURORA red uced ALT and Im proved Other exploratory
’ ’ ] or BEACON. Abbreviations: PPIX = protoporphyrin IX; SE = standard error; WB = whole-blood h t b' I - b - k
open-label study - epatopliiary blomarkers
+ Secondary: Percent change in Exploratory Hepatobiliary Biomarkers Quality of Life Measures
 Participants 212 years of age with whole blood metal-free PPIX P ry P y y
E‘TP ort_)(LIft> vc\l/ho CerFp;Ce)tsz prior . stydy Assessments: Daily sun «  Continued treatment with 60 mg of bitopertin reduced ALT . NQeCa)lr_Iy all partlc:lp?hnts rerr])(\)/\r/tedklgfrofvligflrgss in quality of life T
Iropertin studies or - : - . ' ' ' ' measures throu ee O
BEAF\)CON) ( exposure diary; patient-reported -~ Primary serum bile acids numerically decreased ( ) J 1. Heerfordt IM, Wulf HC. Br J Dermatol. 2016;175(6):1284-1289.
quality of life; liver fibrosis 3 10 End of AURORA 2. Wulf HC, Nissen CV, Philipsen PA. Photodiagnosis Photodyn Ther. 2020;29:101582.
(FibroSCan® or ARFl) o __ 5 m No Change 3. Poh-Fitzpatrick MB. J Am Acad Dermatol. 1997;36(1):40-43.
c . .
% = 5 : "Since the start of the study, how would you rate the change in your EPP?" 4. Garcia-Santos D, Schranzhofer M, Bergeron R, et al. Haematologica.
, S w 5 on of change | TN X oy 7. byar S, Gl
} BEACON i |‘_,u) 0=P—0O—Q v Ml ,: ...................................................................... Impression of Change Much Better 5. Halloy F, lyer PS, Ghidini A, et al. Cell Chem Biol. 2021:28(8):1221-1234.
~ g "é' 5 E "Overall, how severe was your EPP in the past 7 days?”
— ,’ . : Patient Global
9) HELIOS .,d_, § 10 : Impression of Severity
O=.
: : = "In th t 7 days, h h did having EPP i t Il lity of life?"
@ AURORA. Bitopertin 60 mg QD E , EPP Impact n the pas ays, how much did having impact your overall quality of life ContaCt
© 29 71 121 177 233 289 Questionnaire “ Will Savage, MD, PhD | Chief Medical Officer, Disc Medicine
B Study Day 0 o 2'5 o 5'0 o 7'5 o 160 wsavage@discmedicine.com
. : : . _ . : _ Percentage of Participants
Bitopertin 60 mg - Bitopertin 60 mg (n=14) Placebo - Bitopertin 60 mg (n=7)
EOS/ W8 W16 WK24 WKS52 Q24 Weeks Data from subset of participants who received 60 mg of bitopertin continuously in AURORA or BEACON and HELIOS or were randomized to Percentage calculated relative to number of participants with data at Week 24 in HELIOS: n=62 for PGIC,
D1 placebo in AURORA and received bitopertin 60 mg in HELIOS. Study day calculated relative to Day 1 of AURORA or BEACON. Change from PGIS and n=63 for EPP Impact Questionnaire. Abbreviations: EPP = erythropoietic protoporphyria; PGIC =
baseline calculated relative to baseline in AURORA or BEACON. Abbreviations: ALT = alanine aminotransferase; SE = standard error patient global impression of change; PGIS = patient global impression of severity
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