8 20mg

Ell A9
— L

(Sildenafil citrate)

H

\Hanmig



HE=E™NE TE My 20mg D

(Sildenafil citrate)

HE/SHeS =

sildenafil citrate 28.09mg (sildenafil2 2 20mg)

AEsMol U EEIUH
» 2,00034/d

:110 HEWDnsioro| 1t PIEL]

i el 7|2 87|, Me(1~30°C)

20mg et

20129 10& 18Q/ 2012 118 29¢

s

Hanmi Pharm. Co., Ltd.



%!é,l'xl'ﬂ (1) I'E‘“M & 20mg CHanmi

(Sildenafil citrate)

(super study] Sildenafil PAHO| 1 127 SE|}SLICH
Sildenafil 20mg2 WIS XSS 6MWDE 45m(13%) S7HAZiSLICE

Change In 6MWD (m)

6MWD (6Min Walking Distance
== Placebo

<
60 — == 20 mg of sildenafil P<0.001
== 40 mg of sildenafil
-l 30 mg of sildenafil

0 4 8 12 (Week)
CHa: TS T3 &AL n=278

4 0|5 =718, 259 tiEZ B, Placeboz 1} sildenafil(20mg, 40mg, = 80mg# 1Y 38))5 8202 LI 1257t
E0 &, 6MWD(6Min Walking Distance)2| H15HE H|ul

Hanmi Pharm. Co., Ltd.



. I} EILAY, @
Combination Therapy s 20m0

tok

- IR YO HHS| wER| Qe

IXLOf| A BEXIRE HE

|

Inadequate clinical

r

response
- Sequential combination therapy (lla-B)*
Inadequate clinical % | ERA
response / \
+

l +
BAS (I-C) and/or / ,>‘< =~

\
lung transplantation Prostanoids + — PDE-5I |!
L\ 4
(-C) S
~--—’
mELA,

(Sildenafil citrate)

Hanmi Pharm. Co., Ltd.




?:! é;-xl- 2 (2) OEIM. 5omg EZD

(Sildenafil citrate)

Bosentan X| 2= XA E|X| U= 2HX[0{|A|
Sildenafil & 83t 20 25-5210| JHMEIQAEUCH

bosentan alone

Add sildenafil
450 —
. |
. 400
IS
a * P=0.0003
= 350 vs Baseline
3 t P=0.007
_| vs Pre-sildenafil

g 500 Treatment
=

250 —

200 I | | | |

Baseline bosentan Pre-sildenafil 3mon 6~12mon

3mon Treatment

[HAL: S99 WS DS 34X} 58 & hosentan HHEQ 0| SEE51H| EH25H= 9H 9| X}

4iH: bosentan Xle & LAINQI JAX JiMS OOt RSSH0| ZA8H SR sildenafil F7 £ A2 6MWD(6Min Walking
Distance}Z Bt (bosentan= 62.5mgH 12 23|= F0E A|Rf6H, 43 T 125mgM 1Y 28|= SHGI0 X, sildenafil2
25mg™ 1Y 3~43|2 £ ARL 27|1YC2 W2 EFE Al 4-12F F 50mgH] 1Y 38|12 Sl £0)

Hanmi Pharm. Co., Ltd.



%! g-xl- 2 (3) OEIM. 5omg EZD

(Sildenafil citrate)

iloprost X| 22 KA E|Z| Q= SRI0j|A|

LS - L—

Sildenafil & #-83t 23} 25 520| FHME| A& ct
iloprost alone
Wviay EviAT NHA T Add sildenafil

Patient Counts

Baseline iloprost Pre-sildenafil 3mon 6mon 9~12mon
3mon Treatment

CHA:: HIS D3Rt 81X 73 & inhaled iloprost X|20] 2FS0| @111 Of3HE EA} 14
¥HH: inhaled iloprost X|2 £ 2131 HiS Y 18t S0 sildenafilE 25~50mgk! 1€ 33| F71 £ A 255318 TJ}

Hanmi Pharm. Co., Ltd.



OEIM oo D

(Sildenafil citrate)

Ll 20mge 2 A% wof, 2 Y9

Sildenafil d=2| Ij| 5 0= & X| 2 H| L] C}.

“’m NS nsiotol 1kt x|2A
= T My

20mg (e pmE=td

Hanmi Pharm. Co., Ltd.



8 20mg

Ell A9
— L

(Sildenafil citrate)

H

\Hanmig



HE=E™NE TE My 20mg D

(Sildenafil citrate)

HE/3| 2| %E

sildenafil citrate 28.09mg (sildenafil2 2 20mg)

JESMo| AY WEIYY
.\ 2,0008 /%
;{@ @
HSwnsiorol 1xt x12H
RN, 71U87], 42(1~30°C)

20mg ezt

20129 10& 18Q/ 2012 118 29¢

s

Hanmi Pharm. Co., Ltd.



%!é,l'xl'ﬂ (1) I'E‘“M & 20mg CHanmi

(Sildenafil citrate)

(super study] Sildenafil PAHO| 1 127 SE|}SLICH
Sildenafil 20mg2 WIS XSS 6MWDE 45m(13%) S7HAZiSLICE

Change In 6MWD (m)

6MWD (6Min Walking Distance
== Placebo

<
60 — == 20 mg of sildenafil P<0.001
== 40 mg of sildenafil
-l 30 mg of sildenafil

0 4 8 12 (Week)
CHa: TS T3 &AL n=278

4 0|5 =718, 259 tiEZ B, Placeboz 1} sildenafil(20mg, 40mg, = 80mg# 1Y 38))5 8202 LI 1257t
E0 &, 6MWD(6Min Walking Distance)2| H15HE H|ul

Hanmi Pharm. Co., Ltd.



. I} EILAY, @
Combination Therapy s 20m0

tok

- IR YO HHS| wER| Qe

IXLOf| A BEXIRE HE

|

Inadequate clinical

r

response
- Sequential combination therapy (lla-B)*
Inadequate clinical % | ERA
response / \
+

l +
BAS (I-C) and/or / ,>‘< =~

\
lung transplantation Prostanoids + — PDE-5I |!
L\ 4
(-C) S
~--—’
mELA,

(Sildenafil citrate)

Hanmi Pharm. Co., Ltd.




?:! é;-xl- 2 (2) OEIM. 5omg EZD

(Sildenafil citrate)

Bosentan X| 2= XA E|X| U= 2HX[0{|A|
Sildenafil & 83t 20 25-5210| JHMEIQAEUCH

bosentan alone

Add sildenafil
450 —
. |
. 400
IS
a * P=0.0003
= 350 vs Baseline
3 t P=0.007
_| vs Pre-sildenafil

g 500 Treatment
=

250 —

200 I | | | |

Baseline bosentan Pre-sildenafil 3mon 6~12mon

3mon Treatment

[HAL: S99 WS DS 34X} 58 & hosentan HHEQ 0| SEE51H| EH25H= 9H 9| X}

4iH: bosentan Xle & LAINQI JAX JiMS OOt RSSH0| ZA8H SR sildenafil F7 £ A2 6MWD(6Min Walking
Distance}Z Bt (bosentan= 62.5mgH 12 23|= F0E A|Rf6H, 43 T 125mgM 1Y 28|= SHGI0 X, sildenafil2
25mg™ 1Y 3~43|2 £ ARL 27|1YC2 W2 EFE Al 4-12F F 50mgH] 1Y 38|12 Sl £0)

Hanmi Pharm. Co., Ltd.



%! g-xl- 2 (3) OEIM. 5omg EZD

(Sildenafil citrate)

iloprost X| 22 KA E|Z| Q= SRI0j|A|

LS - L—

Sildenafil & #-83t 23} 25 520| FHME| A& ct
iloprost alone
Wviay EviAT NHA T Add sildenafil

Patient Counts

Baseline iloprost Pre-sildenafil 3mon 6mon 9~12mon
3mon Treatment

CHA:: HIS D3Rt 81X 73 & inhaled iloprost X|20] 2FS0| @111 Of3HE EA} 14
¥HH: inhaled iloprost X|2 £ 2131 HiS Y 18t S0 sildenafilE 25~50mgk! 1€ 33| F71 £ A 255318 TJ}

Hanmi Pharm. Co., Ltd.



OEIM oo D

(Sildenafil citrate)

Ll 20mge 2 A% wof, 2 Y9

Sildenafil d=2| Ij| 5 0= & X| 2 H| L] C}.

“’m NS nsiotol 1kt x|2A
= T My

20mg (e pmE=td

Hanmi Pharm. Co., Ltd.



8 20mg

Ell A9
— L

(Sildenafil citrate)

H

\Hanmig



HE=E™NE TE My 20mg D

(Sildenafil citrate)

HE/3| 2| %E

sildenafil citrate 28.09mg (sildenafil2 2 20mg)

JESMo| AY WEIYY
.\ 2,0008 /%
;{@ @
HSwnsiorol 1xt x12H
RN, 71U87], 42(1~30°C)

20mg ezt

20129 10& 18Q/ 2012 118 29¢

s

Hanmi Pharm. Co., Ltd.



%!é,l'xl'ﬂ (1) I'E‘“M & 20mg CHanmi

(Sildenafil citrate)

(super study] Sildenafil PAHO| 1 127 SE|}SLICH
Sildenafil 20mg2 WIS XSS 6MWDE 45m(13%) S7HAZiSLICE

Change In 6MWD (m)

6MWD (6Min Walking Distance
== Placebo

<
60 — == 20 mg of sildenafil P<0.001
== 40 mg of sildenafil
-l 30 mg of sildenafil

0 4 8 12 (Week)
CHa: TS T3 &AL n=278

4 0|5 =718, 259 tiEZ B, Placeboz 1} sildenafil(20mg, 40mg, = 80mg# 1Y 38))5 8202 LI 1257t
E0 &, 6MWD(6Min Walking Distance)2| H15HE H|ul

Hanmi Pharm. Co., Ltd.



. I} EILAY, @
Combination Therapy s 20m0

tok

- IR YO HHS| wER| Qe

IXLOf| A BEXIRE HE

|

Inadequate clinical

r

response
- Sequential combination therapy (lla-B)*
Inadequate clinical % | ERA
response / \
+

l +
BAS (I-C) and/or / ,>‘< =~

\
lung transplantation Prostanoids + — PDE-5I |!
L\ 4
(-C) S
~--—’
mELA,

(Sildenafil citrate)

Hanmi Pharm. Co., Ltd.




?:! é;-xl- 2 (2) OEIM. 5omg EZD

(Sildenafil citrate)

Bosentan X| 2= XA E|X| U= 2HX[0{|A|
Sildenafil & 83t 20 25-5210| JHMEIQAEUCH

bosentan alone

Add sildenafil
450 —
. |
. 400
IS
a * P=0.0003
= 350 vs Baseline
3 t P=0.007
_| vs Pre-sildenafil

g 500 Treatment
=

250 —

200 I | | | |

Baseline bosentan Pre-sildenafil 3mon 6~12mon

3mon Treatment

[HAL: S99 WS DS 34X} 58 & hosentan HHEQ 0| SEE51H| EH25H= 9H 9| X}

4iH: bosentan Xle & LAINQI JAX JiMS OOt RSSH0| ZA8H SR sildenafil F7 £ A2 6MWD(6Min Walking
Distance}Z Bt (bosentan= 62.5mgH 12 23|= F0E A|Rf6H, 43 T 125mgM 1Y 28|= SHGI0 X, sildenafil2
25mg™ 1Y 3~43|2 £ ARL 27|1YC2 W2 EFE Al 4-12F F 50mgH] 1Y 38|12 Sl £0)

Hanmi Pharm. Co., Ltd.



%! g-xl- 2 (3) OEIM. 5omg EZD

(Sildenafil citrate)

iloprost X| 22 KA E|Z| Q= SRI0j|A|

LS - L—

Sildenafil & #-83t 23} 25 520| FHME| A& ct
iloprost alone
Wviay EviAT NHA T Add sildenafil

Patient Counts

Baseline iloprost Pre-sildenafil 3mon 6mon 9~12mon
3mon Treatment

CHA:: HIS D3Rt 81X 73 & inhaled iloprost X|20] 2FS0| @111 Of3HE EA} 14
¥HH: inhaled iloprost X|2 £ 2131 HiS Y 18t S0 sildenafilE 25~50mgk! 1€ 33| F71 £ A 255318 TJ}

Hanmi Pharm. Co., Ltd.



OEIM oo D

(Sildenafil citrate)

Ll 20mge 2 A% wof, 2 Y9

Sildenafil d=2| Ij| 5 0= & X| 2 H| L] C}.

“’m NS nsiotol 1kt x|2A
= T My

20mg (e pmE=td

Hanmi Pharm. Co., Ltd.



8 20mg

Ell A9
— L

(Sildenafil citrate)

H

\Hanmig



HE=E™NE TE My 20mg D

(Sildenafil citrate)

HE/3| 2| %E

sildenafil citrate 28.09mg (sildenafil2 2 20mg)

JESMo| AY WEIYY
.\ 2,0008 /%
;{@ @
HSwnsiorol 1xt x12H
RN, 71U87], 42(1~30°C)

20mg ezt

20129 10& 18Q/ 2012 118 29¢

s

Hanmi Pharm. Co., Ltd.



%!é,l'xl'ﬂ (1) I'E‘“M & 20mg CHanmi

(Sildenafil citrate)

(super study] Sildenafil PAHO| 1 127 SE|}SLICH
Sildenafil 20mg2 WIS XSS 6MWDE 45m(13%) S7HAZiSLICE

Change In 6MWD (m)

6MWD (6Min Walking Distance
== Placebo

<
60 — == 20 mg of sildenafil P<0.001
== 40 mg of sildenafil
-l 30 mg of sildenafil

0 4 8 12 (Week)
CHa: TS T3 &AL n=278

4 0|5 =718, 259 tiEZ B, Placeboz 1} sildenafil(20mg, 40mg, = 80mg# 1Y 38))5 8202 LI 1257t
E0 &, 6MWD(6Min Walking Distance)2| H15HE H|ul

Hanmi Pharm. Co., Ltd.



. I} EILAY, @
Combination Therapy s 20m0

tok

- IR YO HHS| wER| Qe

IXLOf| A BEXIRE HE

|

Inadequate clinical

r

response
- Sequential combination therapy (lla-B)*
Inadequate clinical % | ERA
response / \
+

l +
BAS (I-C) and/or / ,>‘< =~

\
lung transplantation Prostanoids + — PDE-5I |!
L\ 4
(-C) S
~--—’
mELA,

(Sildenafil citrate)

Hanmi Pharm. Co., Ltd.




?:! é;-xl- 2 (2) OEIM. 5omg EZD

(Sildenafil citrate)

Bosentan X| 2= XA E|X| U= 2HX[0{|A|
Sildenafil & 83t 20 25-5210| JHMEIQAEUCH

bosentan alone

Add sildenafil
450 —
. |
. 400
IS
a * P=0.0003
= 350 vs Baseline
3 t P=0.007
_| vs Pre-sildenafil

g 500 Treatment
=

250 —

200 I | | | |

Baseline bosentan Pre-sildenafil 3mon 6~12mon

3mon Treatment

[HAL: S99 WS DS 34X} 58 & hosentan HHEQ 0| SEE51H| EH25H= 9H 9| X}

4iH: bosentan Xle & LAINQI JAX JiMS OOt RSSH0| ZA8H SR sildenafil F7 £ A2 6MWD(6Min Walking
Distance}Z Bt (bosentan= 62.5mgH 12 23|= F0E A|Rf6H, 43 T 125mgM 1Y 28|= SHGI0 X, sildenafil2
25mg™ 1Y 3~43|2 £ ARL 27|1YC2 W2 EFE Al 4-12F F 50mgH] 1Y 38|12 Sl £0)

Hanmi Pharm. Co., Ltd.



%! g-xl- 2 (3) OEIM. 5omg EZD

(Sildenafil citrate)

iloprost X| 22 KA E|Z| Q= SRI0j|A|

LS - L—

Sildenafil & #-83t 23} 25 520| FHME| A& ct
iloprost alone
Wviay EviAT NHA T Add sildenafil

Patient Counts

Baseline iloprost Pre-sildenafil 3mon 6mon 9~12mon
3mon Treatment

CHA:: HIS D3Rt 81X 73 & inhaled iloprost X|20] 2FS0| @111 Of3HE EA} 14
¥HH: inhaled iloprost X|2 £ 2131 HiS Y 18t S0 sildenafilE 25~50mgk! 1€ 33| F71 £ A 255318 TJ}

Hanmi Pharm. Co., Ltd.



OEIM oo D

(Sildenafil citrate)

Ll 20mge 2 A% wof, 2 Y9

Sildenafil d=2| Ij| 5 0= & X| 2 H| L] C}.

“’m NS nsiotol 1kt x|2A
= T My

20mg (e pmE=td

Hanmi Pharm. Co., Ltd.



8 20mg

Ell A9
— L

(Sildenafil citrate)

H

\Hanmig



HE=E™NE TE My 20mg D

(Sildenafil citrate)

HE/3| 2| %E

sildenafil citrate 28.09mg (sildenafil2 2 20mg)

JESMo| AY WEIYY
.\ 2,0008 /%
;{@ @
HSwnsiorol 1xt x12H
RN, 71U87], 42(1~30°C)

20mg ezt

20129 10& 18Q/ 2012 118 29¢

s

Hanmi Pharm. Co., Ltd.



%!é,l'xl'ﬂ (1) I'E‘“M & 20mg CHanmi

(Sildenafil citrate)

(super study] Sildenafil PAHO| 1 127 SE|}SLICH
Sildenafil 20mg2 WIS XSS 6MWDE 45m(13%) S7HAZiSLICE

Change In 6MWD (m)

6MWD (6Min Walking Distance
== Placebo

<
60 — == 20 mg of sildenafil P<0.001
== 40 mg of sildenafil
-l 30 mg of sildenafil

0 4 8 12 (Week)
CHa: TS T3 &AL n=278

4 0|5 =718, 259 tiEZ B, Placeboz 1} sildenafil(20mg, 40mg, = 80mg# 1Y 38))5 8202 LI 1257t
E0 &, 6MWD(6Min Walking Distance)2| H15HE H|ul

Hanmi Pharm. Co., Ltd.



. I} EILAY, @
Combination Therapy s 20m0

tok

- IR YO HHS| wER| Qe

IXLOf| A BEXIRE HE

|

Inadequate clinical

r

response
- Sequential combination therapy (lla-B)*
Inadequate clinical % | ERA
response / \
+

l +
BAS (I-C) and/or / ,>‘< =~

\
lung transplantation Prostanoids + — PDE-5I |!
L\ 4
(-C) S
~--—’
mELA,

(Sildenafil citrate)

Hanmi Pharm. Co., Ltd.




?:! é;-xl- 2 (2) OEIM. 5omg EZD

(Sildenafil citrate)

Bosentan X| 2= XA E|X| U= 2HX[0{|A|
Sildenafil & 83t 20 25-5210| JHMEIQAEUCH

bosentan alone

Add sildenafil
450 —
. |
. 400
IS
a * P=0.0003
= 350 vs Baseline
3 t P=0.007
_| vs Pre-sildenafil

g 500 Treatment
=

250 —

200 I | | | |

Baseline bosentan Pre-sildenafil 3mon 6~12mon

3mon Treatment

[HAL: S99 WS DS 34X} 58 & hosentan HHEQ 0| SEE51H| EH25H= 9H 9| X}

4iH: bosentan Xle & LAINQI JAX JiMS OOt RSSH0| ZA8H SR sildenafil F7 £ A2 6MWD(6Min Walking
Distance}Z Bt (bosentan= 62.5mgH 12 23|= F0E A|Rf6H, 43 T 125mgM 1Y 28|= SHGI0 X, sildenafil2
25mg™ 1Y 3~43|2 £ ARL 27|1YC2 W2 EFE Al 4-12F F 50mgH] 1Y 38|12 Sl £0)

Hanmi Pharm. Co., Ltd.



%! g-xl- 2 (3) OEIM. 5omg EZD

(Sildenafil citrate)

iloprost X| 22 KA E|Z| Q= SRI0j|A|

LS - L—

Sildenafil & #-83t 23} 25 520| FHME| A& ct
iloprost alone
Wviay EviAT NHA T Add sildenafil

Patient Counts

Baseline iloprost Pre-sildenafil 3mon 6mon 9~12mon
3mon Treatment

CHA:: HIS D3Rt 81X 73 & inhaled iloprost X|20] 2FS0| @111 Of3HE EA} 14
¥HH: inhaled iloprost X|2 £ 2131 HiS Y 18t S0 sildenafilE 25~50mgk! 1€ 33| F71 £ A 255318 TJ}

Hanmi Pharm. Co., Ltd.



OEIM oo D

(Sildenafil citrate)

Ll 20mge 2 A% wof, 2 Y9

Sildenafil d=2| Ij| 5 0= & X| 2 H| L] C}.

“’m NS nsiotol 1kt x|2A
= T My

20mg (e pmE=td

Hanmi Pharm. Co., Ltd.



8 20mg

Ell A9
— L

(Sildenafil citrate)

H

\Hanmig



HE=E™NE TE My 20mg D

(Sildenafil citrate)

HE/SHeS =

sildenafil citrate 28.09mg (sildenafil2 2 20mg)

AEsMol U EEIUH
» 2,00034/d

:110 HEWDnsioro| 1t PIEL]

i el 7|2 87|, Me(1~30°C)

20mg et

20129 10& 18Q/ 2012 118 29¢

s

Hanmi Pharm. Co., Ltd.



%!é,l'xl'ﬂ (1) I'E‘“M & 20mg CHanmi

(Sildenafil citrate)

(super study] Sildenafil PAHO| 1 127 SE|}SLICH
Sildenafil 20mg2 WIS XSS 6MWDE 45m(13%) S7HAZiSLICE

Change In 6MWD (m)

6MWD (6Min Walking Distance
== Placebo

<
60 — == 20 mg of sildenafil P<0.001
== 40 mg of sildenafil
-l 30 mg of sildenafil

0 4 8 12 (Week)
CHa: TS T3 &AL n=278

4 0|5 =718, 259 tiEZ B, Placeboz 1} sildenafil(20mg, 40mg, = 80mg# 1Y 38))5 8202 LI 1257t
E0 &, 6MWD(6Min Walking Distance)2| H15HE H|ul

Hanmi Pharm. Co., Ltd.



. I} EILAY, @
Combination Therapy s 20m0

tok

- IR YO HHS| wER| Qe

IXLOf| A BEXIRE HE

|

Inadequate clinical

r

response
- Sequential combination therapy (lla-B)*
Inadequate clinical % | ERA
response / \
+

l +
BAS (I-C) and/or / ,>‘< =~

\
lung transplantation Prostanoids + — PDE-5I |!
L\ 4
(-C) S
~--—’
mELA,

(Sildenafil citrate)

Hanmi Pharm. Co., Ltd.




?:! é;-xl- 2 (2) OEIM. 5omg EZD

(Sildenafil citrate)

Bosentan X| 2= XA E|X| U= 2HX[0{|A|
Sildenafil & 83t 20 25-5210| JHMEIQAEUCH

bosentan alone

Add sildenafil
450 —
. |
. 400
IS
a * P=0.0003
= 350 vs Baseline
3 t P=0.007
_| vs Pre-sildenafil

g 500 Treatment
=

250 —

200 I | | | |

Baseline bosentan Pre-sildenafil 3mon 6~12mon

3mon Treatment

[HAL: S99 WS DS 34X} 58 & hosentan HHEQ 0| SEE51H| EH25H= 9H 9| X}

4iH: bosentan Xle & LAINQI JAX JiMS OOt RSSH0| ZA8H SR sildenafil F7 £ A2 6MWD(6Min Walking
Distance}Z Bt (bosentan= 62.5mgH 12 23|= F0E A|Rf6H, 43 T 125mgM 1Y 28|= SHGI0 X, sildenafil2
25mg™ 1Y 3~43|2 £ ARL 27|1YC2 W2 EFE Al 4-12F F 50mgH] 1Y 38|12 Sl £0)

Hanmi Pharm. Co., Ltd.



%! g-xl- 2 (3) OEIM. 5omg EZD

(Sildenafil citrate)

iloprost X| 22 KA E|Z| Q= SRI0j|A|

LS - L—

Sildenafil & #-83t 23} 25 520| FHME| A& ct
iloprost alone
Wviay EviAT NHA T Add sildenafil

Patient Counts

Baseline iloprost Pre-sildenafil 3mon 6mon 9~12mon
3mon Treatment

CHA:: HIS D3Rt 81X 73 & inhaled iloprost X|20] 2FS0| @111 Of3HE EA} 14
¥HH: inhaled iloprost X|2 £ 2131 HiS Y 18t S0 sildenafilE 25~50mgk! 1€ 33| F71 £ A 255318 TJ}

Hanmi Pharm. Co., Ltd.



OEIM oo D

(Sildenafil citrate)

Ll 20mge 2 A% wof, 2 Y9

Sildenafil d=2| Ij| 5 0= & X| 2 H| L] C}.

“’m NS nsiotol 1kt x|2A
= T My

20mg (e pmE=td

Hanmi Pharm. Co., Ltd.



8 20mg

Ell A9
— L

(Sildenafil citrate)

H

\Hanmig



HE=E™NE TE My 20mg D

(Sildenafil citrate)

HE/3| 2| %E

sildenafil citrate 28.09mg (sildenafil2 2 20mg)

JESMo| AY WEIYY
.\ 2,0008 /%
;{@ @
HSwnsiorol 1xt x12H
RN, 71U87], 42(1~30°C)

20mg ezt

20129 10& 18Q/ 2012 118 29¢

s

Hanmi Pharm. Co., Ltd.



%!é,l'xl'ﬂ (1) I'E‘“M & 20mg CHanmi

(Sildenafil citrate)

(super study] Sildenafil PAHO| 1 127 SE|}SLICH
Sildenafil 20mg2 WIS XSS 6MWDE 45m(13%) S7HAZiSLICE

Change In 6MWD (m)

6MWD (6Min Walking Distance
== Placebo

<
60 — == 20 mg of sildenafil P<0.001
== 40 mg of sildenafil
-l 30 mg of sildenafil

0 4 8 12 (Week)
CHa: TS T3 &AL n=278

4 0|5 =718, 259 tiEZ B, Placeboz 1} sildenafil(20mg, 40mg, = 80mg# 1Y 38))5 8202 LI 1257t
E0 &, 6MWD(6Min Walking Distance)2| H15HE H|ul

Hanmi Pharm. Co., Ltd.



. I} EILAY, @
Combination Therapy s 20m0

tok

- IR YO HHS| wER| Qe

IXLOf| A BEXIRE HE

|

Inadequate clinical

r

response
- Sequential combination therapy (lla-B)*
Inadequate clinical % | ERA
response / \
+

l +
BAS (I-C) and/or / ,>‘< =~

\
lung transplantation Prostanoids + — PDE-5I |!
L\ 4
(-C) S
~--—’
mELA,

(Sildenafil citrate)

Hanmi Pharm. Co., Ltd.




?:! é;-xl- 2 (2) OEIM. 5omg EZD

(Sildenafil citrate)

Bosentan X| 2= XA E|X| U= 2HX[0{|A|
Sildenafil & 83t 20 25-5210| JHMEIQAEUCH

bosentan alone

Add sildenafil
450 —
. |
. 400
IS
a * P=0.0003
= 350 vs Baseline
3 t P=0.007
_| vs Pre-sildenafil

g 500 Treatment
=

250 —

200 I | | | |

Baseline bosentan Pre-sildenafil 3mon 6~12mon

3mon Treatment

[HAL: S99 WS DS 34X} 58 & hosentan HHEQ 0| SEE51H| EH25H= 9H 9| X}

4iH: bosentan Xle & LAINQI JAX JiMS OOt RSSH0| ZA8H SR sildenafil F7 £ A2 6MWD(6Min Walking
Distance}Z Bt (bosentan= 62.5mgH 12 23|= F0E A|Rf6H, 43 T 125mgM 1Y 28|= SHGI0 X, sildenafil2
25mg™ 1Y 3~43|2 £ ARL 27|1YC2 W2 EFE Al 4-12F F 50mgH] 1Y 38|12 Sl £0)

Hanmi Pharm. Co., Ltd.



%! g-xl- 2 (3) OEIM. 5omg EZD

(Sildenafil citrate)

iloprost X| 22 KA E|Z| Q= SRI0j|A|

LS - L—

Sildenafil & #-83t 23} 25 520| FHME| A& ct
iloprost alone
Wviay EviAT NHA T Add sildenafil

Patient Counts

Baseline iloprost Pre-sildenafil 3mon 6mon 9~12mon
3mon Treatment

CHA:: HIS D3Rt 81X 73 & inhaled iloprost X|20] 2FS0| @111 Of3HE EA} 14
¥HH: inhaled iloprost X|2 £ 2131 HiS Y 18t S0 sildenafilE 25~50mgk! 1€ 33| F71 £ A 255318 TJ}

Hanmi Pharm. Co., Ltd.



OEIM oo D

(Sildenafil citrate)

Ll 20mge 2 A% wof, 2 Y9

Sildenafil d=2| Ij| 5 0= & X| 2 H| L] C}.

“’m NS nsiotol 1kt x|2A
= T My

20mg (e pmE=td

Hanmi Pharm. Co., Ltd.



8 20mg

Ell A9
— L

(Sildenafil citrate)

H

\Hanmig



HE=E™NE TE My 20mg D

(Sildenafil citrate)

HE/3| 2| %E

sildenafil citrate 28.09mg (sildenafil2 2 20mg)

JESMo| AY WEIYY
.\ 2,0008 /%
;{@ @
HSwnsiorol 1xt x12H
RN, 71U87], 42(1~30°C)

20mg ezt

20129 10& 18Q/ 2012 118 29¢

s

Hanmi Pharm. Co., Ltd.



%!é,l'xl'ﬂ (1) I'E‘“M & 20mg CHanmi

(Sildenafil citrate)

(super study] Sildenafil PAHO| 1 127 SE|}SLICH
Sildenafil 20mg2 WIS XSS 6MWDE 45m(13%) S7HAZiSLICE

Change In 6MWD (m)

6MWD (6Min Walking Distance
== Placebo

<
60 — == 20 mg of sildenafil P<0.001
== 40 mg of sildenafil
-l 30 mg of sildenafil

0 4 8 12 (Week)
CHa: TS T3 &AL n=278

4 0|5 =718, 259 tiEZ B, Placeboz 1} sildenafil(20mg, 40mg, = 80mg# 1Y 38))5 8202 LI 1257t
E0 &, 6MWD(6Min Walking Distance)2| H15HE H|ul

Hanmi Pharm. Co., Ltd.



. I} EILAY, @
Combination Therapy s 20m0

tok

- IR YO HHS| wER| Qe

IXLOf| A BEXIRE HE

|

Inadequate clinical

r

response
- Sequential combination therapy (lla-B)*
Inadequate clinical % | ERA
response / \
+

l +
BAS (I-C) and/or / ,>‘< =~

\
lung transplantation Prostanoids + — PDE-5I |!
L\ 4
(-C) S
~--—’
mELA,

(Sildenafil citrate)

Hanmi Pharm. Co., Ltd.




?:! é;-xl- 2 (2) OEIM. 5omg EZD

(Sildenafil citrate)

Bosentan X| 2= XA E|X| U= 2HX[0{|A|
Sildenafil & 83t 20 25-5210| JHMEIQAEUCH

bosentan alone

Add sildenafil
450 —
. |
. 400
IS
a * P=0.0003
= 350 vs Baseline
3 t P=0.007
_| vs Pre-sildenafil

g 500 Treatment
=

250 —

200 I | | | |

Baseline bosentan Pre-sildenafil 3mon 6~12mon

3mon Treatment

[HAL: S99 WS DS 34X} 58 & hosentan HHEQ 0| SEE51H| EH25H= 9H 9| X}

4iH: bosentan Xle & LAINQI JAX JiMS OOt RSSH0| ZA8H SR sildenafil F7 £ A2 6MWD(6Min Walking
Distance}Z Bt (bosentan= 62.5mgH 12 23|= F0E A|Rf6H, 43 T 125mgM 1Y 28|= SHGI0 X, sildenafil2
25mg™ 1Y 3~43|2 £ ARL 27|1YC2 W2 EFE Al 4-12F F 50mgH] 1Y 38|12 Sl £0)

Hanmi Pharm. Co., Ltd.



%! g-xl- 2 (3) OEIM. 5omg EZD

(Sildenafil citrate)

iloprost X| 22 KA E|Z| Q= SRI0j|A|

LS - L—

Sildenafil & #-83t 23} 25 520| FHME| A& ct
iloprost alone
Wviay EviAT NHA T Add sildenafil

Patient Counts

Baseline iloprost Pre-sildenafil 3mon 6mon 9~12mon
3mon Treatment

CHA:: HIS D3Rt 81X 73 & inhaled iloprost X|20] 2FS0| @111 Of3HE EA} 14
¥HH: inhaled iloprost X|2 £ 2131 HiS Y 18t S0 sildenafilE 25~50mgk! 1€ 33| F71 £ A 255318 TJ}

Hanmi Pharm. Co., Ltd.



OEIM oo D

(Sildenafil citrate)

Ll 20mge 2 A% wof, 2 Y9

Sildenafil d=2| Ij| 5 0= & X| 2 H| L] C}.

“’m NS nsiotol 1kt x|2A
= T My

20mg (e pmE=td

Hanmi Pharm. Co., Ltd.



