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® NDA review Z1, CMC 2| CI& partsE 25 OK (2016. 01. 07, US FDA)

e 2 CMO H < MZ (2016)

- APl: =&t& =110} (Pol Pharma)it
- Formulation: JHLP s 2 (Halo)it

¥ CMO: Contract Manufacturing Organization (28 &I & J| &), cGMP: current Good Manufacturing Practice, API : Active
Pharmaceutical Ingredients(2 & 2| 2F&), Formulation: Xl A, CMC : Chemistry, Manufacturing and Control
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ZE A 34 A8 (Pivotal Study) Mezzion
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o QAN AIE BIIES
* Primary Outcome
qotA 259 HEE S (Max VO,)
» Secondary Outcome
== & 0|=2t)| & J|s A& & (MPI)
EndoPATEBIE O|Eet g 2(g8d=2h) )| s B ILAI Z(PAT Index)
S & BNP=X| i & & (& 2 & 2| Biomarker)

¥ Max VO, : Maximum Oxygen Consumption(ZICHAtA A EF) | PAT : Pulse Amplitude Tonometry, MPI :
Myocardial Performance Index(&l 2 s& 8 3}), BNP : Brain—type natriuretic peptide(B& LIE&0|'x EIEIO| &, 24 M 2
HOEARA 20), Bio marker : MM X E
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* Primary Outcome
&) ot& A (Safety) Al & =0l
« Secondary Outcome
Z oA AD S Bt = (Max VO,)
==)| & 0|2 &la)|ls A= &S (MPI)
SH(EW=2h)|ls BIAIHE(INRH)
A4 J|S&Ef 8&(Peds QL)

S & BNP=X| i & & (& 2 & 2| Biomarker)
¥ Max VO, : Maximum Oxygen Consumption(ZI CHAtA AR ), MPI : Myocardial Performance Index(& 2 s
P

3t), InRH : Log-transformed reactive hyperemia(2 % =2t J|s EHIIKIH), Peds QL: H2IISAEH &, BN
— Brain—type natriuretic peptide(BE LIES0Ix HEIOIS , MHQ A XA 201), Bio marker : M X = 5
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* Primary Outcome
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2 ANGTE ST = NI ZH YA (MRI)

« Secondary Outcome
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N-terminal BNPOi| CHet 2= 2 & (NT-proBNP)
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Fontan Operation Mczzion

® Fontan Procedure ® Target treatment Goal

50% reduction in observed
slope ofdecline

70 -

. 40
% predicted
max VO, 30 -

i Prolong symptomn free survival
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Figure 3. Projected decline in percent predicted max. VO, vs. age in years. Comparison of baseline
projected rate of decline in percent predicted max. VO, (blue) compared to a 50%reductionin

the slope (red). Note that there is an approximately 8 year difference between the two conditions
forreaching 45% of predicted max. VO, (horizontal dotted line).
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DI 2 state & AL & & Mezzion

Number of Insurers in the Individual
Health Insurance Marketplace (2015) @ PHN Sites

1-4 .5-3 .9-11 .13-15
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0l= Payer?| C+2H MSZZ-LQ—U

Source of Payment in US Health Care Number of people in U.S. covered by
(2015) type of insurance (2016)
Patient/Consumer

Federal Tax Subsidies:
$267 billion

Out of Pocket: 2016 |

$340 billion . EMPLOYER
INSURANCE
Out of Pocket . MEDICARE
. MEDICAID 4 6 MILLION
% Private Health Insurance . OTHER MILLION
¥ Other Private Expenditure INSURANCE
[l UNINSURED
¥ private Research/Infrastructure NG

-TPLACES

Usl
® Medicare, Medicald, CHIP . N |E  MILLION
o — i 321 MILLION = TOTAL
W FEHBP and TRICARE

Medicare, ,
Medicaid & CHIP: ® VA and IHS
$1.05 trillion : ® Other Public Programs

¥ Tax Subsidies for Private Coverage

¥ Public Research/infrastructure

http://lwww.forbes.com/sites/realspin/2015/07/29/for-the-first-time-government-programs-make-up-the-majority-of-u-s-health-
spending/#3ed60cle8elc
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DI= 28 24t 843 System Mczzion

® Tier System

- AIES 2 ol 0= EE 3 AS0| AHE 8= system

1 Generics Very low cost branded $0 to $25 co-pay
2  Preferred branded $15 to $50 co-pay
3 Non- Preferred branded $25 to $75 co-pay

4  Specialty drugs 50% ~ 60% co-pay

15
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National-Health
Plan

PBM(Pharmacy
Benefit Manager)

National-
Medicare Plan

Regional Health
Plan

Regional Health
Plan

50% Commercial
50% Medicare

66% Commercial
25% Managed
Medicare

100 Medicaid

84% Commercial
12% Medicaid

100% Managed
Madicaid

- Revatio= 0= X &

=
- Adcircall 42 UI2=

% National Medicaid Plan : 88
Regional—-Health Plan : X< Jt

QL : Quantity Limits(z=&XI8t), PA : Prior Authorization(At& =0l

=
=

6M

3.5M

875K

200K

=

CH&IGHO
P

2EA

Qr

28 g

For PAH only,
Otherwise Denied

Generic tier 1, 90
QL/mo

Not covered

Generic tier 1,
Otherwise tier 2
with PA

Specialty Tier PA

Tier 3 &£ = Specialty drugs

°E Ml

Not covered

Only with rider,

Tier 3,6/mo

Not covered

Not covered

Step edit, QL

5/mo for ED.

Flexibility for
PAH

ol2t=2 = 0l= PAH MUl XS0l CHol

=2 Nz
= S

For PAH only,
Otherwise Denied

Tier 3,30 QL/mo

PA Specialty Tier

Specialty Tier with
PA

Specialty Tier, PA

CETRE
D US

= 3 AL, PBM : Pharmacy Benefit Manager JHQI DI 2 &

0

Not covered

Only with rider, Tier

3,6/mo
Not covered

Not covered

Step edit, QL 5/mo
for ED. Flexibility
for PAH

2 ) U

0[0

), PAH : Pulmonary Arterial Hypertension (IH S D& )



PMPM (Per Member Per Month)

FLE

&M 0|= public healthcare system?| JI& 2 R F 5
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o EI18Y A AIS HIE

$1.91

Inflammatory conditions !
$1.34

Multiple sclerosis
Cancer

Blood cell deficiencies NEG—— 0.4 1
Growth hormone deficiencies n—$0.39
Anticoagulants E———— $0.35
Hepatitis C n— $(.28
Infertility n———0.27
Respiratory conditions M= $0.23

Pulmonary hypertension i $0.16
Osteoporosis W= $0.16

Hemophilia M $0.14
Enzyme deficiencies ™= $0.07
Immune deficiencies ™ $0.06

Miscellaneous specialty ™ $0.05
Iron toxicity ™ $0.05

RSV prophylaxis* B5$0.04
Endocrine disorders M $0.04
Osteoarthritis ™ $0.02

$1.08

Mezzio

Ok I}

Precocious puberty ¥$0.02
RSV prophylaxis expanded’ == $0.13

*Volume 13, Number 1 Value in Health (2010)
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o ZEXEH SFIEE

Passive Management More Active Management
> $25,000 annual cost > $40,000 annual cost
OR OR
> PMPM pricing <$0.10 » PMPM pricing < $0.15
OR OR
> Low Fontan population > Moderate Fontan popula
prevalence tion prevalence

B) ©i2t60,0002 BEE 28 %0t U 0

D 2EAH(R0H X%, HE) HEISE B %B AR 2

@ s3HE 83 Udl Tadalafil PAH J-2 0] &2+ 40,0002 24
Udenafil2| Co-Pay (Tier 3 or Specialty Drugs) Hl
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SEILE vs PDESI H g X2 slozzion

e Sildenafil/Tadalafil HIs¥H D& H(PAH)XIZHIEZ &0l =

e Sildenafil ZE LAAIE

pis
-

-ZaAEg 26 =0l 553 0] LiEts (H-A S AIE)

e UdenafilO| Ct2PDE5I HEECH L8 &

« Tadalafil2 RE, 2= = Sildenafil2 AIZH0S 2&=20| J XS KRHUE2 1
A 2AEZ0| SFAHLE HL LHEFLHA 23

. OFE X254 (24hr) 220l A Sildenafil(4hn) 20 L4510 5t20 £ e 202
M0l It
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e Sildenafil/TadalafilO| ZEtXIZHAIE A EIEE 0| &

> CIE Hge 222 ZEEXSHEZ gt AKX £ S
- Sildenafil, Tadalafil2 J1& Xl = HI(ED, PAH) A& 0 A S56i8tg &= 0t2E2 &
= AEO0let e LIZDE U S

> ZEEA XS HZAM A6 I Al Zet 8%, off-label2 M = A= 0
At B2 JAIS SEHOUA 2501575 UHA A HEot)l= Al HES
-0t E 2 SEHE 420 US JR, 1 U= HE/AMEot= A0 etH A

> Udenafil2 CI2 PDE5 A2 O 1t HIWEI0] SR ESR0A IHE 245601, S5
A
T
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® PTC Therapeutics — &4l
® Acorda Therapeutics —&
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® Sucampo Pharmaceuticals - H|0|gtd A& H A 8K
® Shire — ADHD, #

® Retrophin — AF2 Xl 2 3H5(

® Supernus —

BN
pill
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S|AHYE XIS H 3 AFE Valuation

PSR

Employees

Market Cap
(mm USD) (10/05/2017)
Shire 42.326
Actelion 30,742
Alexion
Pharmaceuticals 27,160
Biomarin
Pharmaceuticals 15,708
Supernus
Pharmaceuticals 1,604
PTC Therapeutics 519
Retrophin 669
Sucampo i

Pharmaceuticals

XPSR : Price per Sales Ratio

3.7

12.7

8.8

14.0

7.4

6.3

5.0

2.1

23,906
2,624

3,121

2,293

363

304

135

139

11,396

2,417

3,084

1,116

215

82

133

230

946
788

708

-799

54

-132

56

612
694

399

-630

91

-142

18
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Competitive Assessment

Therapeutic Class

Mezzio

Brand(Molecule)

ERAs

PDES5S Inhibitors

sGC stimulators
Prostcyclin derivatives

Tracleer(Bosentan)

Volibris/Letairis(ambrisentan)

Opsumit(macitentan)
Revatio(sildenafil)
Adcirca(tadalafil)

Udenafil
Adempas(riociguat)
Flolan(epoprostenaol)
Veletri(epoprostenol)
Ventavis(iloprost)
Remodulin(treprostinil)
Tyvaso(treprostinil)
Orenitram(treprostinil)

Actellion
GSK/Gilead
Actellion
Pfizer

Eli Lilly/United
Therapeutics

Mezzion

Bayer

GSK

Actellion

Actellion

United Therapeutics
United Therapeutics
United Therapeutics
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=43 A 0l XI & (Mezzion Pharma Co.,Itd.)
N2Al 23 Hdlet=2 87&2 35 CRHEE 35
Tel : 02-560-8000 , Fax : 02-566-6517
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