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Filing Letter (29Ff)

<Filing Letter ¥ & Y& >

/(C U.S. FOOD & DRUG
\" ADMINISTRATION

NDA 212910

Mezzion Pharma Co. Ltd.

Attention: James L. Yeager, RPh, PhD
US Regulatory Agent

476 Oakwood Ave

Lake Forest, IL 60045

FILING COMMUNICATION -
NO FILING REVIEW ISSUES IDENTIFIED

MAlLE= Standard ReviewZ2 ZJPE|R oM, AH 2 FDAQ| XHA| A& S0
of SSMY = YoLt X|E 2022'F 38 26UNX| FEH

= AL 717459 FDA XHAILH2| Mid-cycle Review meeting2
8E31e A2 Lo Yon, THAIRIO| Meeting2 98 X2 Of A

LS -

= dAL7[2E § B BHARIE 2SR RE=CHEH, SALZL M Qe
122102 77HX| =2| & 2t= 0.

=> X Advisory committee meeting(ACM)2 7HZ|E 0f7H0] 21 3.
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ZE& #OUE 23 ST 871 (FUEL)

« FUEL B & Al™ = Opefi 7| 2t Sizs:
 NHLBI (National Heart Lung and Blood Institute)
 PHN (Pediatric Heart Network)*

- FUEL &} A2 0|=, Z§LtCH, oh=2| 307 HRlof M T E.

™

Pediatric Heart 3 _/ m) il
N Elwn rk Discovering » Developing + Delivering Hope™ @ and Blood institute

*PHN (Pediatric Heart Network): established in 2001 by the National Heart, Lung, and Blood Institute (NHLBI) of the National Institutes of
Health (NIH). It was created to help doctors and nurses design and carry out clinical research so that children with heart disease can
receive high-quality, evidence-based care.
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@ Children’s Heart Center
Seattle, WA

Children’s Hospital
Masonic Children's Hospital
Minneapolis, MN'

Children’s Hospital
Milwaukee, WI

\

University-of Michigan

. Ann Arbor, Ml
S ; ®
Primary Children’s Children’s Hospital and Lurle Chlldrencshi;l;s;?;telll =]
® Medical Center Medical Center 90,

University of Pittsburgh ’/
Nationwide Medical Center |
Children’s Hospital ~ Pittsburgh, PA o

New England Research Institutes
Watertown, MA

| Boston Children’s Hospital
| ' Boston, MA

|/ _ Mt Sinai Medical Center
__Children’s Hospital of NY
__Montefiore Medical Center
New York, NY

—Children’s Hospital of Philadelphia
Philadelphia, PA

St U Salt Lake City, UT Omaha, NE @ Prairieland Consortium: Colymbus CH :HLBI {\ ®
tanford University : ' i Cincinnati Children’s Hospital, OH—__ 7 o~
@ Stanford, CA cﬁﬁ;’gf{,‘;t’ﬂ;‘;ﬁ?ﬁ ® Rile‘ Hospital for Children,IN@® @ Bethesda,MD £ - hd/elmours/duggnt Hospital for Children
i U i /- -~ ilmington,
Y (e Aurora,CO  Children Sm%%?g;p,z% ) o Children’s National Medical Center ™ -
, Cedars-Sinai Medical Center 4 Washington University Washington, DC Johns Hopkins University
/ Children'sHospital St. Louis, MO : Baltimore, MD
/ | Los Angeles, CA
~ Vanderbilt University @ Duke University Medical Center
Nashville, TN Durham, NC
® Rady Children’s Hospital
San Diego, CA @ Phoenix Children's Hospital + ® Hospital for Sick Children
Children's Heart Center Children’s Healthcare of Atlanta @ Toronto Gen. Hospital,
Phoenix, AZ Atlanta, GA Medical University of SC Toronto, Canada \
Charleston, SC vl
Stollery Children's Hospital!
< ® Alberta, Canada ® A\
. Fundlng Agency (NHLBI) Univ. TX Southwéstern "\ '\\
Dallas, TX ‘

@ Clinical Sites

Texas Children’s Hospital
Houston, TX

@ Auxiliary Sites
Data Coordinating Center

@® Protocol Chair

o
All Children’s Hospital
St. Retersburg, FL

Seoul National University Hospital
Sejong General Hospital
South Korea
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(Work rate Improvement)

0 3o0
80 80
o 300 o
KM 80 &
R0 = &0
e [
S K0S
fir 10 ot
|0 =X
Ho X <0
OH %0 ol

(Improved Oxygen Consumption)

MEZZI'®ON

15



27t AN A E

- T=
+ S T0 A == :3008
« U EQ 7|7H 48 I (= 12700 B 7|7 A
o FUEL 70| M EQH T 2tXtE S M XS CHA

el & H 7Hopen label)
e 52571 QLI AN DS TRl (= 2 dre R

- Fontan Associated Liver Disease (FALD) Study - 2%
e FUEL OLEO] CHot =7}Q13t

« Shear-Wave Ultrasound Elastography =2 Magnetic Resonance Ultrasound 2 =78t
7t ARE 2 =X 7|

L O 1 = —1 OO
e {t BEE= JIH=0| XHA Ol X|H#

MEZZI'®ON



FUEL 2} FUEL OLE H|u

FUEL 1} FUEL-OLEOIA Baseline2Z 2 H 2| = CH&tAE H 2H(VO, at Max)

Hal et Hlw
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80
70
60
50
40
30
20
10

0

-10

44.40

63.69

42.56
]
-3.65
Udenafil Placebo Uden-Uden PBO-Uden

(N=200) (N=200)
Results from FUEL Study

(N=90) (N=103)

Results from FUEL OLE Study 17
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FUEL 2} FUEL OLE H|u
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FUEL 2t™d Xt =&

Adverse Reactions Reported by 25% of Subjects Treated with JURVIGO™

Placebo JURVIGO™
Adverse Reaction 87.5 mg BID
(N=200) (N=200)
Headache 22.0% 38.0%
Flushing 6.0% 14.5%
Erection increased (males) | 0.8% (n=128) 6.3% (n=111)
Spontaneous penile erecti 0.8 6.3
on
Epistaxis 1.5% 71.5%
Nausea 4.5% 9.5%
Vomiting 3.0% 1.5%
Nasoharyngitis 6.5% 10.0%
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FUEL- OLE St M X =&

Most Common (22% of All Subjects) Treatment-emergent Adverse Events Related to Study Drug
(Safety Population)

System Organ Class Udenafil-Udenafil Placebo-Udenafil and De Novo

(N=128) (N=173)
Preferred Term: n (%) n (%)

Subjects with >1 TEAE related to study drug 82 (64.1) 117 (67.6)
Cardiac disorders 7 (5.5) 7 (4.0)
Palpitations 3 (2.3) 6 (3.5)
Gastrointestinal disorders 13 (10.2) 20 (11.6)
Abdominal pain upper 2 (1.6) 5 (2.9)
Nausea 4 (3.1) 8 (4.6)
General disorders and administration site conditions 12 (9.4) 10 (5.8)
Chest pain 8 (6.3) 3 (1.7)
Fatigue 4 (3.1) 4 (2.3)
Nervous system disorders 55 (43.0) 80 (46.2)
Dizziness 12 (9.4) 18 (10.4)
Headache 44 (34.4) 65 (37.6)
Migraine 6 (4.7) 8 (4.6)
Reproductive system and breast disorders 5 (3.9) 12 (6.9)
Erection increased? 1(1.4) 3 (2.7)
Spontaneous penile erection? 3 (4.1) 8 (7.3)
Respiratory, thoracic and mediastinal disorders 13 (10.2) 17 (9.8)
Epistaxis 7 (5.5) 5 (2.9)
Nasal congestion 5 (3.9) 5 (2.9)
Vascular disorders 24 (18.8) 28 (16.2)
Flushing 22 (17.2) 27 (15.6)

TEAE=treatment-emergent adverse event

™
a Percentage calculated based on number of male subjects in each treatment group. MEZZION
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WAC Pricing - Earlier Payor Comments

0] SEgat ALE 2 Udenafil 2A| A0 2t 0HA| O| & 7rsotA| =H|SH ULk

et = i In the US, an average annual per patient WAC price between $50K-$100K R Management expectations of udenafil
° E ?:‘I A'—E iy U d en af| I O | will be accepted as payer management is rather minimal in this space Anticipated payer management by WAC per year in USD
i . I:I x _I E _l based on prompted price points (n=6)
S p e C | a |ty tl e r Oﬂ |- (@) | _I_, Recommended udenafil pricing guidelines $100,000 -
1 = @) | E -6—_' O E Xl I—I —(l)—l_ O:I Recommended udendfil pricing guidelines in relation to incremental risk of payer management } QL
e o = $75,000 -
O_l : 4]
Pa Ol'_l_ Ci[Off L0 02 10| : Z
Acceptable ($50K) Expensive ($100K) Prohibitive ($200K) a $50,000 -
OlxtolX| 2 = o| : Q) ) .
5 ) O
= = $25,000 -
Payer management is unlikely to increase Based on the current TPP, udenafil's upper price |
significantly between $50K-$100K price points limit is ~$150K s0 A
*Payers explain that there is minimal effort and ability to *Payers explain that prices need to be aligned with the value Payer 1 Payer 2 Payer 3 Payer 4 Payer 5 Payer 6
restrict patients in orphan diseases such as SVHD of the product and the level of innovation; payers see this No PA (discretion of doctors)
«Since, generic PDES inhibitors are available and being used as a “me too” add-on therapy that is entering an orphan PA to trial inlcusion/exclusion criteria + ST
in SVHD, pricing at $50K vs. $100K does not necessarily space with no on-label theraples . ::2 o Ia_le, N IST s —
increase restrictions significantly. However, pricing lower *Pricing too high may cause payer backlash that may impact mPA :0 Imt? llnc usion/excluson criteria
and closer to the generic price may lift restrictions Mezzion's portfolio of products and public perception of DIane é
the company “We'll probably do less with the off-label that's low cost,
in terms of allowing off-label use. So kind of looking the
As more internal resources become available, further research to test additional price points above and Othzr Ly bec‘;use It's It;W :‘:‘ost m;d " re”r:)or f;frd”
below $100K should be considered in order to understand price/volume and revenue implications authorizing. Whereas a high cost drug will be cdpro
ensure it's on-label.”
- = US Natlonal Medlcal Director
26
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SOLEJurvigo™) M ES

78

SOILHE Jurvigo™) 2

QA 32| %E>

- GW ) .
| AL . Pfizer Mezzion
Pharmaceuticals
Lok cannabidiol Tafamidis Udenafil
_ Vyndagel/Vynda
ChR= Epidiolex yNEaqeyy Jurvigo™
max
SIXCHAF | L0} 7R S 5|3 AlEFEIS} A |- 2l
$50,000
AZLFTL $32,500 $225,000
~$100,000
2018 & 2017 A 2019 A

1}%4
0
[N
K

AHA(D| = & E5t2])
10 CH 2t&tH

e g4t {8

AHA(D| = M &3t 3))
10 [H ‘||-'é>'+73||

=

e A4 A8

AHAOI = o T35 2)
10 Cf 0pstA

i |

e g4 {4

oy & 7}

2018 H 6 &

20194 5 &

2022 3 & OE

ZO7H A

2018 & 4Q

2019 4 2Q

2022 & 8 & OE

FHILHE

(Jurvigo™)
ES 71H

EHOH7H Al

20274

$

8% ~ 36%

< Epidiolex® US 27|28 & &>
-2 2019 1Q 2019 2Q 2019 3Q
N 19,940 19,940 19,940
ISP e
~23,940 ~23,940 ~23,940
S N S 7,600 12,000 15,000
HES 38%~32% | 60%~50% | 75%~68%
< Vyndagel/Vyndamax® £7|E X E2>
T2 2020 1Q 2020 2Q | 2020 3Q | 2020 4Q
TICEZER 23,500 15,000 17,500 20,500
MerstRts 17,000 10,000 12,000 14,500
oF L Of &K= 10500 6200 7300 8500
HEES-HY7|E 72.3% 66.7% 68.6% 70.7%
HEES-FOi7|&E 44.7% 41.3% 41.7% 41.5%

(GW Pharmaceuticals 2fPfizer IR ZA/XFE H74&)
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35A] O] & 2HXt9] 33%
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a. (=) — Fig.1 The distribution of W <50CPB cases/year  (61institutions)
¢ u I AI xol- EI- [ | 2 — AI xol- Va‘;c'us l{ipcsﬂommmh 50-100CPB cases/year (3linstitutions)
Pcf . o_n.m. by_ rec gr‘;ug'\' W >100CPB cases/year (18institutions)
Ho A of institutions (grouped by
- 10,000 Of N

I o — §|_ curdio!:rlilmonm'y bypass cases
- Oji 400 A =& -
- 571 Hel 2,600 Y 2Kt

- Regulatory Exclusivity = 108 (+IP exclusivity)

3% aag| o | 7w

. o7t 7=
- Reference = 7H0|=)2] 70 ~ 120 % (Innovative Drug)

- 20243 = A| o H

(Current status of cardiovascular surgery in Japan, 2015 and 2016: a report based on the Japan Cardiovascular Surgery Database.)

Ry

4%)

&7 20 GIfel R0 FA ZEF BIAtSl 2/37f &0/ &0/
=> 2} B3 80/ (ALSh
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EU &2 =7 X} = ~YE 2|
=718 2471 g
Regulatory Exclusivity = 128 (+ IP Exclusivity)

2023 =A| o
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