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Executive Summary

First-to-Market Late-Stage Rare Disease Product
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Strong Global IP Position
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Priority Review Voucher (PRV)
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2. 2. PlappertL, et al. The epidemiology of people living with Fontan in 2020 and projections for 2030. Adv Ther (2022)
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Fontan Physiology Leads to Complications and Early Mortality
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1. Rychik, Circulation, 2019.




Clinical Rationale for the FUEL Trial:
Conducted by the NHLBI / Pediatric Heart Network
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4 *Diller et al, Circulation 2005; Diller et al, Eur Heart J, 2010; #Giardini et al, Ann Thorac Surg 2008
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Fontan Associated Liver Disease (FALD)
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Image adapted from: de Lange C, Moller T, Hebelka H. Fontan-associated liver disease: Diagnosis, surveillance, and management. Front Pediatr. 2023;11:1100514. M E Z Z |©N

Published 2023 Mar 3. doi:10.3389/fped.2023.1100514



Fontan Patients Have High Unmet Need for Safe and Effective Treatment
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1. Plappert L, et al. The epidemiology of people living with Fontan in 2020 and projections for 2030. Adv Ther (2022) 2. Kwon C, et al. Value in Health.

2021;24:5197-5198. 3. Hsu D.. Curr Opin Pediatr. 2015 27(5):569-75. 4. Goldberg DJ. J Am Heart Assoc. 2017;6(5). 5. Cunningham 2017



4 I FUEL Trial

FUEL-Open Label Extension
(OLE) Trial

FUEL-FALD Trial
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FUEL-1 and FUEL-OLE (including FALD) Trial Designs
Study Population FUEL-1 FUEL-OLE
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Screening Placebo (n=200) = FUEL Placebo to JURVIGO® (n=90)
e JURVIGO® (n=200) = FUEL JURVIGO® to JURVIGO® (n=93)
JURVIGO® Naive (n=33) o
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47% -
o MMt F0 Q1 H 338 = FUEL JURVIGO® to JURVIGO® (n=36)
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Study Endpoints
FALD
(Fontan Associated Liver Disease) FUEL Primary Endpoint: FUEL Secondary Endpoints:
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All Secondary Endpoints Improved in FUEL

JURVIGO® : | & M T} (peak VO,<80%)

Change in ventilatory Change VE/VCO, at VAT Change in work rate
anaerobic threshold (VAT) (ventilatory efficiency) at VAT
P =0.022 P =0.053 P =0.032
0.2 4.00
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Mezzion data on file. Note that all data has been weight adjusted where possible.




FUEL Showed JURVIGO® was Safe and Demonstrated Clinical Benefits

JURVIGO® = LaXI9 >5%0f|A E11E 0|4 8Fg

JURVIGO®
0| At HES miczeobo‘; 87.5 mg BID
(N=200)

Headache (5+&) 22.0% 38.0%
Flushing (2 X g4 6.0% 14.5%
Erection increased (males) (27| 57} (&4)) 0.8% (n=128) 6.3% (n=111)
Spontaneous penile erection (XAI'ZH S4 &7|) 0.8% 6.3%
Epistaxis (H =€ 1.5% 7.5%
Nausea (H27H2) 4.5% 9.5%
Vomiting (T E) 3.0% 7.5%
Nasoharyngitis (H| 2| &%) 6.5% 10.0%
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JURVIGO® Improves Peak VO, for Fontan with Peak VO, < 80%

FUEL & 1X} X| & : peak VO, (mL/kg/min)
JURVIGO® VS Placebo

~
Full FUEL Cohort FUEL Subset ) i
P =0.092 P=0.023 P> - A ZE SHA; HQIE AL, JURVIGO®L EHN
0.20 79’d 5% (p=0.023)
0.00 e X9 SkE HOIE g FDA TH9| Ajat: JURVIGO®
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B JURvVIGO® [ Placebo

1. Cordina et al, ] Thorac Cardiovasc Surg 2018. 2. Powell et al, Can J Cardiol 2020. 3. Weinreb et al, ] Am Heart Assoc 2020. 4. Goldberg et al, Pediatr

Cardiol 2021.



JURVIGO® Improves Peak VO, for Fontan with Peak VO, < 80%
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» Peak VO, < 80%
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1. Cordina et al, ) Thorac Cardiovasc Surg 2018; 2. Powell et al, Can J Cardiol 2020; 3. Weinreb et al, ] Am Heart Assoc 2020; 4. Goldberg et al, Pediatr

Cardiol 2021; 5. Navaratnam et al, Am J Cardiol 2016 M E Z Z |©N



FUEL Open Label Extension a Success in Safety and Efficacy
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FALD Results Signal Potential for Improvement in Fontan Liver

Enhanced Liver Fibrosis (ELF) score @ HAIZ 201t 4 Ol= It MO 5} 4X|
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1. Mezzion data on file. 2. Day et al., Derivation and Performance of Standardized Enhanced Liver Fibrosis (ELF) Test Thresholds for the Detection and
Prognosis of Liver Fibrosis. The Journal of Applied Laboratory Medicine. 2019.




FUEL-2 Confirmatory Trial
World’s Largest Fontan Study

Phase Il JURVIGO® for
Fontan patients with peak

l VO, <80%
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FUEL Learnings Applied to FUEL-2

Type B meeting 82 W&(FDA) :
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Upcoming FUEL-2 Confirmatory Phase 3 Trial Design

Study Population FUEL-2

Adaptive design with one interim analysis powered at 90% with a 10% two-sided alpha
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FUEL-1 data reanalysis

Participants Udenafil Placebo Treatment Effect
Udenafil
. 26 Wk 26 Wk
Peak VO2 (mL/kg/min) N - Baseline SD N - Baseline SD N -Placebo p- value

(effect size)

ITT T 200 -0.23 4.06 200 -0.89 3.67 400 0.66 0.092
peak VO2<80% 150 0.23 4.17 151 -0.89 3.75 301 1.12 0.023
245% to <80% 141 0.17 4.05 140 -1.09 3.75 281 1.26 0.007

FUEL-1 &< HIO[E 2 =4 21

o #IHEE 3X} X3 (400F) : effect size 0.66, p-value 0.092

o #HIHEE SHX} H|Q| peak VO,<80% (301H) : effect size 1.12, p-value 0.023

e FUEL-2 4 O 2tX} peak VO,245% to <80% (2813) : effect size 1.26, p-value 0.007




Central LAB for CPET
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FUEL-2 Active and Proposed Sites

307l FUEL-2 |3 AIO|EQjM B E £

i
e
1>

12,000 (11M| - 18M| : 4,0000{H)

8.
. NORTH

WASHINGTON, &% DAKOTA
. MONTANA 4
3 ¢ ¥ e | et Thee X MINNESOTA

Portland zer . ¥ T Montreal

an')olxs Ottawa T MAINE

VERMONT

WISCONSIN

& \3 LLS
OREGON Bois gyt : ' £ MICHIGAN Toronlo_
= m Ch‘o ¢ (e
NEBRASKA Q‘m 3 !

ILLINOIS m'm

@ d! ’ (o
3 1 i penver*"United States KanQCvly indianapolis ' Cinbuinati .a\/ D
0 orea i y "SR 2 KANSAS MISSOURI : r“VIRGIN|A‘~ Washington
1% : !
e 3 __KENTUCKY VIRGINIA
: Nn\/me @
OKLAHOMA TENNESSEE NORTH
, e CAROLINA
ARKARSAS | £

_Charlotte
9§
SSISSIPRI 3 '.l
D*s - - ALABAMA /

GEORGIA

TEXAS

) (;)0" LOUISIANA J(.j?nvﬂle
San Antonio 0/ AT

New Orlean
‘r\ando
Tampa

FLORIDA
MEmi

SINAEOA DURAN

Mezzion data on file




medical expenses of the Fontan patient
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1. Huang L, et al. Am J Cardiol. 2017;120(3):467-472. 2. Milliman. 2020 US organ and tissue transplants. Milliman Research Report. January 2020. M E Z Z |©N



JURVIGO® Market Can be Captured with Limited Resources
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JURVIGO® Exclusivity

2042E7X|0] Z2St 2 AN EMY Y S5 EHY TEEQ

2018 YoofE ™A
atz2(EMA)
Hatch-Waxman =83 = ]
NDA S21Y=8¢E 7.5
(FDA)

S70lrE SuA BE
(EMA / PMDA)

0|2 5| 7o/okE
SHH OH2(FDA)




4
= T O =
Al X} AOFO L= A = N RIS
M| 282 F350] Ao|= LIRS Rl
"HFAH LEEO Xx At XX AAL
o BEH 'GE2 ™R HX|HA MY A2 T o, Al
Polycystic kidney disease
® A ('S
.
. 4 Jei €7 ‘
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® & o e o 2% I i
. "
(‘i rjl '.;g’ 2 7 e 0=, o) . Y Normal kidney
Tire 3 Cleveland Clinic ©2023 Polycystic kidney
" Polycystic kidney disease causes large, fluid-filled cysts to form
: Adapted from Grantham JJ, et al. Nat Rev Nephrol. 2011;7(10):556-566. on your kidneys and leads to kidney damage.
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