CHITF - > #ipg

M EMNO05EAR  Flolan Injection 0.5 mg

HFEANTE IR
Bt A LS E R Tlolan Injection 1.5 mg

REFANMTE MR

[t a sk #in]

B bBA A K - AR qumrosionnl sodinm + AT 0.5 mg ok 15 mg 4
cpagrasiencl =

[M2]
HAEMN ¢ R SR A -

¢ RAKBRK

IS 05 my cpoprontenol i o i 2k A i B spoprosital tadium % Ju Eye
Limg RwANELEK sodinm »

HERELARGS -
= N
BEHRA ¢ 10ml AL Ak Ok 2. R MR

[EGRdE]
(el
Y
FLOLAN &8 hni<REHNVIAELRE 1 A3 IV ot t A ERAR
FH BRI 6 B [PAH)S 4+ & R AE AL L fir 2 =

* NYIA pR R I i R f e e F AR R E A SR -
ARG A R R REWAAA - NYHA HRFaE 1V a—

WA E - SRR A B FLOLAN 306 S AU - 6 AE R LA LS
B R © L BN - 5 FHAKLUBBERT AT MA FIGLN %
Rikiks (SEPRRAZFEE) =
LI % §
BSOS LB Rt RE FLOLN SR -
. EEA
RAGS RO L KSR EAEAE RN FLOLAY AU —R&T - AAKS
MENAHHAERIFR - FRIESHALCERBLTIERARRKLR : B
AFFRREEAZRE ML RARRAREFGAARE -
(£ 7 3]

- FLOANRARRERERGAL -

—  FLOLAN SMREREOTARFRNGRAN LHURRMN -

= FLOLANFRRMRER K RTNRRR W b ALOyA M
[FmAD £¥A]

:;;"ﬁﬂnﬂ AL &»ﬂﬁl-h&!zl&ﬂl LAHAELNM

FLOLAN X— AU RA MR R T WA KR ML b TR -
L LT PRV LT

FLOLAN —HBM b RN - B Sk Sl e ol i Ltk et
& ARARF R DA A L2 5 -

R FLOLAN BB MARSRE Ll RSN ERE - A
TR T B TS AR AR L -

AL FLOLAN M RIT ¢ M JE s il . «

FLOLAN A WA A b mbl f « — B0 B s B ARk -
AR B FLOLAN LK -

FLOLAN Shamaat £k X TH F EAR D BT M Bk BoHAX -
Wik RRAE LR -
BRI A ¢ B RAETRE —k - CANRLE -

AR R R R+ LB O R MR b i S ¢ A
ERERE]

P LTI L E ]

FLOLAN 2t P B30 ) Br 30 g A st DM » O T 00 LIk Ao ARAR ML R )
AR ERR S RRNRD AR e 022 B K 620 Bk DR EE
A do COBE T 42 10 Rl 2N =

[s]

» HA

AR S L

(S A ZAF LI EESE E

A B

e R4k Bl & F AIPPLSSAM N R BB AT - AT RARANLILR -
@2 nkp/min HHREE LS KD G 15 2405 KW I 2 2 npkgimm > A HA
AR b ) A A MR ek

LRALARAL 2 aghgimn Wi MEEES - RS ERASLSLENT -
ERBAME

B XML R FLOLAN K AL - ST A O AT R -
FAARRERE - ALY KRB MMM HE = Rk 4 R RILE S B 4
wgfigfvin 4k A21H B - s R M LA T B 3 nghglmin 5 EAL ¢ B
&0 € nglgimin b5 W R RaR -

miat

ROGAHURT RS RGRlE - AL - LE O FLOLN N FOER
HATARKALY Yo hMmiiLits -

—8aT - WitL IS KRN LA T FELEA A UG HA L - b EERAE L
BRI EREEERLE - NESEERHE - BRI R A |
A rghp ' AARAEGE (AMALE S EL 1TH))  cREBOAREA -
AR - ARKEAL - AL ARG R
ARER ETALKOMNE -

SEMEEBN R EA AN E R FUNAREH Lk HE AE SR
FHTREILAMMES R - A LEAF R SMEH LML TH |5
FMELRMFIIFA 2 ngihglmin HUNFALHAMNE - AHHTRHFARL

ARHHESLLE

AMRLRTHATGRIERLAEN - bR RE L X (et Rk R -
ARE) - SEHAREYRTRLEANEIHEELE - $okm - &h -2
e P F TRk R

RA RN MRS AR AR » A TER FLOLAN -

R AA R A e 1 b T A MR R R - TR
FLOLAN I EE A -

*tllﬂﬂﬂﬂﬁhli*iﬂillﬂlﬂ' B T Al
LA

FLOTAN DAL XA+ ABREE + A L TAPL R RITEA R
i - Hibr FLOLAN BEKEAAEA- AR BErAk - RET - BA&ALG
PADNST - RANBHGABRT -
Amade Bk G B - PP FLOLAN Mk
THPLRRHERRIL - AF FLOAN 0B DR AR NI E  AxH L
M EER(TR AN RN FLOLAN SR Tk hEd + A
A B A RUR AR W AL M -

[axdrm]
£ FIHR M B h AR R BT FLOLAN W v QU R L L o «

FLOLAN WA BEHA  TRARARENAL L RFRANATEH ¢ 477 Rk
RN AT

Bt Bl ey A7 Lo B FLﬂMN‘rntﬂh-IIl!ﬁkﬂl?'t
MR PSR AR LPA KRR

TR NSAIDS MR AR kb R W R+ FLOLAN T Al b E,
o

N LR L - SN FLOLAN fiefffh » T 1A% A N - B
A AR B AR F AL TRA SN R -

[LEE 23]
FLiE]

Al 91 1k i 3 ST S W - SR A LR R A B Rl
AAdpl (NEOLENFLARS) -

e

ML ARG - KRN SEAE - SREERFAAYRESE
LRSS AN H N R R ( EDENE2HFH) «

EMERRER FLOLAN ARG  AREHR0TER I i m LF
MBI .

an

H §i e da epopruzienol £ RAARHAS 2105 AN - Bk B2 k&
AWELED « B FALREALRENARLAFLIAR, FLOLAN Hiod ¢
AR LA T L B it B -

[ XA R RN K T BBE]
BRAE KRR KT X TREBERLRAREFAEORA -

[FAEK]
RAMB NS EATEARRES EANATS - MELRRT : EE L2 1102
10%) : $ 12 7108 < 110 € 1% A< [D%) 2 2 10000 < 1109 (2 DI%R<
1%} ¢ A 110,000 J < 100D (2 0.01%M<0.1%) ; EF E< 1710000 {<0.0L%)

AMAR FLOLAN il s K 6l - RS P RLARNEEAEZDIN
"

JLEL LT

L2 Bag « Bag(k Mg FLOLAN RIEASK M)
I*#i‘lﬁlﬂﬂ&ﬂtlﬂ(u#ﬂl)ﬂhﬁ"ih
Hk ki -

[El:1AYT.1]

r AL AR+ AL (e B AR

Ltk MAR {Mmoaial) » 8 d pon-
) - Ept 3}

ErL Pk RGBT
LETEEY
&Y A TRUILRENLE
T
#R nit
LEL R TP EY
WA Foxa
* nea
HEARFHORAR
2] K ki)
121 ARAAT A
51 BiRe
S MR KTERBIRE RE - WE
R FLOLAN MRS KA

T8

» ' FLOLAN ﬂ!ﬂ.lm’.h** AR ) M AR -

B ER PLET YV TS T
" dn

ARRANEAL AR AE AR - DR RN E G Rk

Al RS AT A -

AR T
[hae]
ELED

FLOLAM % epopronencl # w88 » epoprovicool & —ths 578 8 BB AMHF
w - ELEY HEREH UM - A X R K A%
W -

AL A& b T epoprastenad & TF F A A 0hif i3 HALAR MM TLAL A (nelnaylata cyclee)
wikal - R R OKEUE A B (AN b - [k HUH M UL 8T - T
LA N 1+ cAMP R B H D F B S-S RE B A BTN -

L3

EJ ) =g -y

TR 1]

FUARES

1.8 A

SRR -

TS £ 3 oggfmin A X FAER FLOLAN ¥ + # F-allin
R -
arA A FH AR LR PRAREN
FLOLAN 3 £rii RIS Sngiyg IR A F + 3H5
DRARERHAHEATFEEAESA 30 g 2
FLOLAN TF + % BN SRRIFRER 5T R
LE 1 B

37

£ 4.8 B A B 2 T R )

£2.8 -4

EFR oA - &6

A PR WS

£ N HER

ARF5%

EER B ek

0 AR TR AT TR

ET A ug

AABRTHRES

L2 R

EINEEF Vs L U PR AL S B R LTI -
G P AL LIS)

f.icdll

AH0E 10 E B A ML 4 ngkg ¢ THeRlil B A AR B AVMRE - S ALRE
FUR B AR A -

» SRHENASLE
LA IFIE PAIT (PAITLE R - {RSkHE FLOLAN 15 3% + ¥dg-cBkli LCDR
A EAEVINTRE W - 0R D & A EFRAEVR) - HARARR(IFR) -
3928 MEESAPTIM $ ol Vi TR - HLOLAN Y KT PAH 2 /105 8K
(PAPm)E IR — LR VING -

(PAE B 0L FLOLAN 6 12 B8, 812 B 5 do h BT - R M P ARE
Herloh - ik FLOLIN 5% - RRMBA FLOLAN X453 ' R CI- 5V
ABE RIS I 4+ PAPD « BYR - 44 4 B{RARY) - TPR A -4 0. F
PLASYRIF R -

(Rb8A8]

ELAFLOLAN WP TAE - 3Lk AU afERNT « sy
LA i &4 cpogrosenol iIRKE -

F
WIS cpoprosienol IR & kD £ M, -
AN

ALENAR B AAUAT » cpoposienl 4 & % & Sonogaglindin
Fispha « LIS B I RALS L1 iLndh -

AP H kALK epoprascerd B + %4 TER 16 R - TR ¢
10 fRpAEM

LM IR AT AL + poprastonnl £ AR F ol HEHE fl A2 -
i

& epoprostenal 5 AKE AT OERAENAFEN BILLE £ EBENS 6
oxo-promnglndin Falphs 6 £ & LA 6 S+ ATRIET NI 5L

AR R B M LT cpoprosmol [B ¢ Gl P R YT L B0 B RGO -




(kiR e HAH Glysine, wodiim chlaride, pndium hydtonids, wncs For injerlion. e R -
Wit 8, * GlaaoSminhEline Mamufciuing S.p A

LY.1AN F4.19 [xxgs] g g MO0k a B §(koy &1l * Simda Brovinciale Asalean, 80, 43056 San Polo di Torika Pacma, Naly
Epoproseact W 0+ 10 - 20 40 mgha 7 5L AE  BUZART + LT@R WTOR UG FLOLAN + 77 AR T i} LLUT TN mfﬁ:"“ﬂifﬁ”@ﬁﬂewﬁ
LLARFPYA, BikRh { AmesSamondlla atay) b sk (alkalime ohoi ) FORRNEL AR EW - PELTEEE

WL 1R (1) = KHEL T (=limin) x 60

¥ AT M DNA NG - Bk P M A (micreaucleus eal) < Vende mnrks aic aunted by or ficersell fe the Y Healihcurs group of companies.

EE R i s 0D R - R FLOLAN 8GR 0 - FTH R S B RL B A B
. ] (EQ R 02018 Vii¥ Tealthcars group of companies or s ficonsar.
FEE LG ¢ RAEMNTL - & DT Epoprasionl £ 55 I HEN - — AT REGHIFBOS SR EH —BIRA T «
Lndn . AR I 15,000 ogfmL &5 ik ik F :
RS ATk LA LI epoprovencl 8+ BEE SRR -
HE MR AANE PP
W ™ A 6 AN AR DA O 1000 Wonsha A TRT loefe)
eptprusienol t LKA LF CDEALNA - s REMRLEEA nluleoleldTnl e o
K ) ] K K
FkARETRAAREAL SRS LN AME R (kA KR AAASADGREY - DL WA R AR 5 NN NECEE
1002 g, # epoprosienn) P » £ MBI R - #5207 - i - il - RYL ¥ | - 12
EHBREEGE - B0 5 AN TG T - £ AL B AR PRSI0 it X T
VR BADTFRERT « AR AEAALS LS - - MM M (R L CATR) + T R S L KT : ¥ W | 34 | 99 | 45
P PN ZEC PR S 8 X - MELBEAT AR AT K 2 | 33 3 | i .
. HE$10t (rlh) SFEGEL
ERTHBBRASALT  ERHIA N nLisL LENSE EBIH AT BCH I
mlibg » S HER A B 2 cpngrosterol 0 1 IS WL+ B LR WC K a8 e
AL - £ MR 15 FHML AR oyl A L HULEN s g 1008 ngiml. K MHiLIL §
8- ARNILLEKRS - mAAE FRETR - LAR RibOAAD KSR IFCA G STRAT
LEL LT 2 (g RE(F)
ORI | 30 | % { 40 | % W | w0 | 0
B A 2 & . cpuposrenal b Ak LR KM 45 000 A A0% - £ihk A 0 = 2 24
90% + BB MMM IGNE - £tk Rk bt - B 25 JekA - MR Ak R A 5 1 L ‘L: _z qls
TEERAISHERE  ANS AP ETAXTHSOEF B - L—K ¥ X : ;
IR OB - RIS 000 npint. 45100008 Lt 2 AR T
[4 ‘H;“ﬂ] AR 2-C TR TR WSR2 FREYE M A FW 0 2 14 2 7] I 2.0
EARNRHTH 2°C PFABS K - BT 1°C R A S8 50K 'z 29 3 ] Y ITEA W Xl
bk 24 kR . 4 14 0 X [1 iz 124 151 6.8
[xna1 * hi 6 CH RN RECH I 109 [ A [ 134 [ 173 | (b2
ARBEAE IHABAL BRI AAT S - AR il Gl ) His AL
Giyeion,sorfumchleids, ] 3 [rHR LTl
hyeine, sodium. ¢, nurWwl, sodikm hydromide. AW GDSZIATLY
LR 2 . RALARTEK mAUM: 0I6FI0A 0B
] | & "
WA & FLOLAN |ALF I HC L~ MLEHMH ~ SRR - WSk - & L RTRRH 0 E GRS -
AR ET « M B FLOLAN - £ 45 & KRR -
HLEHL RS AtnmAuE 2 BMAIDaLbERRES RIS AT AST S0 0o i
RAREN FLOLAN ot LI H M
S A A 30OC M A IS s B N HER AT A N E i L AT A FLOLAN BR A SA Y - 3y 2 s it BB il -
—RATRA -k EAREAHDEE LV L X
[EBGHRANER] AR RRGBN
ALHMOX v a 0wl KEBEMHMREF 0. mg qupeterd 2 ARG - AIMREE

10,000 pghml. +
e R30m. RRHFEMARER L3 mg poprosmont £ AHAT - AKEN

EEFERSVE M3 oht PGP T DR RS2 o 1 O L

B 10,000 nghul. -
S TARP LTS EUMTEHILT G % e AU L6 n e i Pre
SERENE -

FLOLAY Toalh iR A VAL 05 B B Rt « AT 1A Mokl &
FREK M GLE i AL VR, FUOLAN « KR FLOLAY is R B G 681} - FTRA L
—RRH B - A epoprontened (% 440109 mp % 1.5 mg 40 epoprestenal} ok
bt - RAKAK 0wl B ARTANAAHIASEER R RA A RIS FLOLAN T A RAAMIL AR & i~ K EN - )
~ER# A ~ 4RI cpoprmtenal {44 W44 0.5 mg & 1.5 mg 4 spoprostennl) A AR AL 022 & 020 MA @GS ARy - R
WERARE - SREBMEMEI AR T AR RETENETE « Aok ¢ Aok ki F

I8 A 0 L L AL DL B
[RAxRts] o0 nE NEKD S IBY
FLOLAN B TR M pll 4 - G A W0 R R Ak K ] ,
ey gy vl AR S vl g g ;.;tfnnmmnu{vmnmaa i B I I T L i
S 8 0 pH - *

. " .

| e AMRRALPHE :iﬂ&;ﬂwmnum»nnﬁa BN 3 60 W
ANEESN 4 R FLOLAN 30 9K (800 S Sh b WP - KR8 E3RLR R F A 4 endr - . prrarrey o
L£RARE AR LA BAMHES  EFRRATLAS - AR EEATE AR N ENEST

« 13,000 ng/ml — PLIE B H RO A2 L5 mg epoprasemal 4 M FF£ WL B 100 ml. -

HHAZLE ~ 10,000 mpml— MALH LS5 05 ng cpoprosterc] ¥ ML » BB RSkt A 102

RS T THRELA 05 mg & 1.5 mg 88 R cpoprontenc - 1506 4 M IF .-
AR -

- 5,000 ng/mL— WAL — EAA 9.5 my eprprostenal W AR - EMFERBRE 100
e b .




(TY -0 RyPI

COMFIDENTIAL

FLOLAN
epaprostenal sedium

QUALITATIVE AND QUANTITATIVE COMPOSITION

Viah cantxining alesile, I
epopinlenul,

PHARMAGEUTICAL FORM
Powder and solvent o salufion for Infivars.
Frucge-ried powder

M e tel,rese-dicd popeostanot s squiaient 6 .5 mt
epeprasiendl,

valems to 6.5 mg o 1. g

+ ¥ial candalntg werile, fresee-dried epupratterl sadie aquivalen fo 5.5 g
rpapraciencl,

Thow pomder b sehite ar offaehtte.
Solrent
 Xiariie didvanc
10, Mlals containing sterile dilient 10 rrcon1ins fedeye-seied potreler: elear,
colenriexr Jokuslon

CLINICAL PARTICULARS

Indlgatlens.

i I ) Hperiension
FLOLAN i3 also lindienied far the long-{eym &v. realmeni of marderate ko severe primary
pukmanary wier! hypertension (PALD in New Vork Hearl Associaion {NYFLAY
Fumclional Class Il ard Clisa [¥ patiens®.

* MYHA Fusciioral Class 1L - patieats with cardiovascular diseass and marked
limiarion of physics! ability du w e development of pain, dyspunes, fatigue o

CONFMENTIAL

assexsmmn of clinicsl reranne; thets intervals shaeld be of ot lenal 15 minues.
Following and erexy
2md supine blogd pmmmdhun rare motitoral for saveral Bvurs tn ensare that the
e dorse in tolerated.

Druring long-tentinfuion, the dose-related ph I
o ng tie dow i i ia infusion
i, bt sjuarment Doange
d:uen:;lnnmhmu v:ﬂulﬂynimngnmgfnlnﬂmanm every 1S mirutes
o Ionger Abrupl willowed of FLLEAN or
sucklen loge rﬂh:llm: in inilyion rafrs dmid be -wni.:d. Exceptin life-lueatening
situntions [c.g collaper, of FLOLAN showid be

wjusice only vmder the:dircesion ofs physician (rse Wumings end Precantions)
= Children

There & no apcxific i s on th FLOLAN, arteriat
hyperensioa in childen.

= Hiecly

Thece is na specific iefomatinn oo the wtn Of FLOLAN i, patients aver 65 for pulmanary

arterial Iyypestension. In geneml dose aeteclion for an elresty utian should be made

careluly, veflecting the grealer Erexmcy of docrensed bapasic, reoal in the caae of

ety el bypeneasin or udia: Fincion andof onconin iseao or abor
g therapy.

Conimindkcatlona

-  ROLNG i in paients with krown ilivity 10 the drog.

- FOLNis in pailents with comgesti ariging fram
!ml’l:llvulmllrdrﬂimmn

—  FLOLAN should nol be used cheonizally In patfenrs. ¥
acdama during dose-ranging.

Warnfngs and Precauijons

Bgmlnenf&nﬁ;hpﬂuﬁ'luﬁnnlml\umsnl\ms.aushmldtlhlmlh.lmld

HOLina effecs

during infusion dizappear wlllm 30 mintsled of the eral nl'ldmnliwrmu
FLOLAN i3 s infibiter of therefore, an increased fiak fr
ideced, panicularly for patientt vrith cabiec
tisk factors l:rhl!adlng (see lwmaﬂlml

EONFIENTIAL

pakgiltiion ca mild avercion, NYEIA Funcisn] Class [V = pationts with the above
cardiac sympiors ul roal, which are made warse by Ihe slghtes: physical exerion,

Dosage and Adminleiralion

FLOLAN tophitised poordee aroot ba vevonsitutesd before se. Any further dilasion must
b performe using ely the rocommended mhutions. Tha final infusion walutian mudtbe.
Fibscred with m sevile 0.22 mlcmurn.mm:mlll‘\':rpllww or duying ndminixitarion
{aze nsorwciians for Ure/d)

Populations
- Adsb

. [ #ulman,

Thn fallmwing schedoles have beea fiund effective.
Short-derm {eonich dare ranging

A shoxt-term dose-ranging procidute administered vin her a peciphedal or certral

wnmslhuurq-umd iim the k inrsson ato, Yha infirsi Is
imitimed in and i mcraments of 2 i

avery 15 mm:wlmmrlnﬂl meaximum hgemodynamic beaafil oz dos-limiting

phnnaml.uﬁul effect e eliciled

1F the inicial i i # lowey drsa which ia
toleraled by mpmu- lhmld be ideniified.

Long-lorm enxSinieus infirvian

Lagy-term cuntiauvme infusion of FLGLAN should b adminiuercd trongh @ ceabial
~vormairs eather, Temporary pecipheral i.v. infions may ba ned wail cartral meess i
matablished Long-teru infustaas dhold ba inifiabed a1 nanograme/kpinin less an the
maimom tolesated jnfusion ayte determined during short-Lzom doseranging. [(he

meximom lolesated iolinion eale is 5 nanoyrams'kpimin of lcsa_ ten the keng-term
i i be srted at | i

Dasage adjustments

Changss in tho lang-tarm infusion mie should ba based on perviuence, recunence of
mmmdwgmm uynumm nrpuhlmury.lmnll lvypm:nmnwm:
! FLOLAN.

Iin general, the necd fov increasey in dasa Gram the initial long-1zrm doss should be
wves time. [ncrenses fn dose shoald be comidered i symmtarms of pulmnary

artesial hyperiensinn persis), or recur after impmving The infuvion vars shoulkd be

imcreased by | t 2 wanograms/Ag/onin increments ul inkitvls sulficient fo allose

CONFDENTLAL
IFexexsaive ¢ during administmiing of FLOLAN, be
reducad ar the infirsion discanty 9 b in nvardsa md
ety sesull in lows of vonscigmsacs {ore Grardsse).
and beart raee should itared dhurie inianauinn of FLOLAN,

TLOLAN muy llhud&lﬂewmﬂmhuﬂm 'ﬂ:dlmgellllm@lmdwdm
boch thy bursal funmt it and of FLOLAN

“The ¢ffects of FROLAN an heart reis muy e masked by concomilast zse of dregs wirch
sflee! candiovascular reflexm.

Wlevaied serum ghuoss kevels bave been reparted,

ite dilt iy i s inl shoxld be usad oare only and
them discarded.

Prirsury Pulpaon el rienslon

Abrup withdrewal o infesuplion of infusion, st ba avoided, except in Jife-fhreatening
slnruinas {&.g. uncomcioumesy, colbsrr, 4ic). An abrpt interuplion of therapy can
Induc & rebare of pulmonnry srtoial byperiansion cesulting in dizriness, ssiienia,
inceeased dyspnoen, mnd ey kead w death

FLOLAN should ba usad only by clinicions experienced in the dagemia end llulr!lell of
thega dicordy

smnmm;umhrmunmmh-wﬁmul lh!mls-mnevnll-
and smnetgency care.

Some p-uuuwh primry p-lnmq el hypmemm hmdmlnpu:pmmny
oodoma during which mey
disezse,

FLOLAY i3 infuscd eonta thrnugh catheer
vin.a small, porable infion prmp. Thist, thevopy with FEOLAN requires comrsiimem
brlheplnul o stexilo drug reconstlution, dup adwtinitulin, com ufl'“puu’\m“
comnl venous cubeter, wd accoss

Sterile wchndque must be dhemd 10 b prepasing wie drug mid in the care of the catheler.

Puen brie imcrrupljoey i the delivery of FLOLAN may sesuh in mpid sympiomatic

deieriocanon. The decinion b st mivisie FLGLAN for pulmannry aesial iypensnsion

abiguld ba ol opon the palient’s endemsianding tht there & 4 high likalibood g

dherapy vith FLOLAW will be needed for prolonged pariods, posaibly years, and the:

putieni’s ability tm acrept and cara for a permanemnt L. caihcter and infasion pump shold
curefully considersd.
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CONADENTIAL

Interactions

When FLOLAN & o i L L sandug
anlicoagubmi manitgrng Is advisible:

The vasoxator sfFects ol FLOLAN may sugment of ba augmarted by concomitni usa of
olhex vasoditaton.

As reported wilh olher i Ty e
eHicacy of kssoe i activatar (-PA) by i r-PA.

Wheen NGAIDS o gibor druga afEcting plarelnl aggregalion ars vsed concamitandly,
e s the pulentiat o FLOLAN tha nsk of blzeding. E

Pali di ‘i ivos alter initiation af”
uumwmn.rwnnv«hh rend, may be clink d in pasi
prone o digastin laricity.

Pregnancy and Lactaiton

Fartifity

Animal prdies did nel indicats harmil offects with rospoe oo ferility. However, be
relevanca of thesr wnimal ficdirgs in muan is unknosm (s2a Pre-diafere] Sofity Das)
Pragnancy

Animal shudien difd nod indicalo harm B effects with respe b peegrancy,
il wever, the
relarvanc of these frdings in man in unknorwm (aer Pre-cAuea! Safesy Diota),

e U o Ead of ion of FLOLAN 0. waman,
lhepnlenmlbulﬁl 1o tha mather st be welnlwd againt1 the unlnown risks & he

Lactailon

5L it I egoproatennd 4r it metabolives ara exeretrd in humas milk A risk 1o ihe
breast-faeding child cant o1 be exclided. A dectsion mes be made whthe jo
dircontinue/abrisin from breast-fieding ot b discontinue/shstain frum F7.O7 AN therary
kg ims acvount fwo beneliy of breast-feeding Eot he <hild and Ihe beacEr of hrrapy
for the woman,

Effects an Abllity to Drlve and Use Machines

Fulrmpary orterind o i i ey affect tho abitity
drive and opreraie machinery,

COMFIDENTIAL

hypatzrsion, bas eccurred i henkhy unlumm o doses ol
FLOLAN

pl:lh:rﬂln f
s itk L, adirisruion o 8 dse oF
FLOLAN equivatrn 1o b0 nasopras/igpimin in dealthy
atscious vo
Vassular Disardors
Very Facial sk eveni
Common Hypotemsion
Very me Acites, pallor

" Resphraiory, Thorarie ind Mdiatsins! Plsoiers

Uncommon [ ep—
u_nhmm- .

* Gairnicter
Viry rommon * Ko, spmitin, ditrhosa

Comman,

| A'Mnﬂnllmlm(mumlwdullmml'
o)

T —
Skin snd Subeutanwaus Tiiiee Disorders

Comman Rash

Vncommon  Swonliea

Maculaskelsis! wid Cannerlive Tissoe Disarders
Veryomman  Jow pain

Comam Adhalgin

General Diysrdery nod Adméckivadloa Site Conditons
Verycommon  Pain {unspecifind)

Cammen Painal the injemon sita®, chest pain
Rarc Local ipfestiom™

* Advarse Reastions

Adverse rescin wre listed batove by sysiem onpan chss and fequency. Fronmmcies 212
e Fend a3 fntlowa: very common (/10 {~10%). common 2 LHEY and <1710 [21% and
<10%); wrcommn 21 /1006 and <1100 (20.1% aad <1%); rre 21/10,000 and <1/1000
{20:01% and <0176, very mnd <1/10,000 {< D 0%}

Thc imerpretation o lvetss rertions durin long erm mmirisration of FLOLAY 5
d by fhe cTinical Feanures ng dicese boing e

Iafestions ned Infescations

Commean Sepsis, ueplicacmia [rosily reled o delivery symism for
i alwayy

mns.deml pllﬂmgellwﬁrhnins mmmcﬂu)hlw'kn
reposted.

Dlogd and Lyaiphatic Sysem Biserders  ©

Comman Decreased plitclet cognt, biceding i varirs siles (2
palmonary, gastromissing, ¢pismads, innscrantal, post-
procsdutal, ramopcrimacal) :

Very rare Splenomegaly, Hypenplenism

Endocrive Dlyorden

Vety rine Elyprahyrariism

Paychiatelc Disorders

Coptmon Anxiesy, zervausness

Vary rre Agirion

Nervorn Syatem Disarder
Verycomman  1leadacha
Crrdlac Diyorders

Comntan boxaxporid s FLOLAN 0l
dirces of 5 mmmyh helow.
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Very rare i e i ite”, mchasion of the kang i v-
eatheler®, Inssiude, chest fighiness )

* Adencimed with the defivery system for FLOLAN

Qverdose
Symptems and Sligns

T pensral. sveis soen e overdere of FLOL AN veprescn exagpernied
{ elfecis alth drug f

Troatméent

Ify teduce the dose ur i cho infitsioa sl initinle approprialo
SUpPaNvY measuoes as necessary; for axapuple plis e vohama expurtion andfar
wdjisiment ko pump fovr.

PHARMAGOLOGICAL PROPERTIES

Pharmacedynamics
Mechanism of Actior

FLOLAN i ansrarally
pmduudhym i manl‘bland weserls, Epoprosiennl is e most polent ickibior o
plalelel agyrepation kown 14 3 slsa 2 poicat vasodiinter

Muny of ik xccions of epoprsiencl are exencd wia the vimutasion of adenyinte cyclase,
wehich Teasks 1 Increased imtraceliulas fevels of cyclic adennsing 33 mrnophosphate
(SAMP). A aoquentid) siksuintion of adeylutc cyclass, folkracd by pctivadion af
phosphodiesiemac, has been desoried in human phldﬂl: Hgv!&d cAMP M:: s

Tegolae i caftium ry o
plntolet i inkrbit o I cinm, upn
which plnfolel chige chang, sggrogarion md fhe fetasse reactioa depend.
Pharmucodymemic Emects

Tufsions of 4 havo beent show 10 have ufl

for
effect un hearl rake ur biood pressure, althowgh farial Noshing mey pouux 3t Duese levels.

Pugry Pulmomary Arterial Heparionigy

Intravenums FLOLAN infisions oCop w 13 mivules in the idiopathia PAH (IPAE)

pepulation have been fownd rnpmrhmednl!-nlmdmrmrs n cardiv irlex (CF) and

uraka vehume (SV), arnd dose-mlatel (PYR],
CIPR), and mean ic mte (SATm). The
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efccts nf FLOLAN o1 meat pulnwonary amery pressurs (AP in paticals with [PAF
were vriabts aral minor.

c‘l-mmcmmmm el afer 12 wrecks of FLOLAN theragy in IPAH, vere

CL S¥. and anerial
mynm ummnlmmnuuﬂ, vl PAPm, FYR, mean n!.M airlal pressorn (AP,
TI'R, ted in parients who received
FLOLAN wmnlly compared with sz whes Bid o,

Fharmacokinetics

Bus to fae chemical fnstability, ughpmcy-nd:lnn TulGlife of FLOLAN, ro preciin
and acturste nssuy hes been idmlitied for fluids.

Dislobution

Buravenously slmintalered opoproatamcd is repidly disbibuted fram blood la rissue,
Matsbokisny

Al dy to

G-z frostaglandin Fyalghs, sbhoogh lhers b ko atopmafic degradaiion o olfer
products.

Following the admini i 1o hermans, at lean 16
retaboliles were o, |0 iy mjw:mi.lyldumﬁ

ir Aol
Iheough the pul monacy ciccolerian.
Ehiminat
The hulf-ics for iho spooi Trreakulowm I 6 i Fafpha in man is
HDNMNbennnl:lllmSmm\llﬂ.Indnnvbuu;hu(usih]mmla&,m
vilra s ol Irzaren b

Foliowing: the dnlmshslnn nl‘nd'(n'\-he'lhd wpoprostenol 1o hemany, the winary and.
o 32% and 4%, respr

Pre-clinical Safsty Paia
Carcinogenesis, Mulageoesls

Epoproaunad was issicd in vitrs bnm Amos Falmoerlls assey and in mn Akalisn dulmn
assay for DNA damage, aad in testan e, w18, 10, 20 or

divided doses bry the iniregetitonsal route. There were oo siges ol gemataxicily in my of
theas heee aasnys,
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Incompatibliities

FLOLAN rmsi b provided, Any furdrar
Hlulion mual be porforated using anly e raululnw\dadmlnmns frae Fratrvetlons for
Usedandiing).

FLOLAN canst ant istared with cher s when
wsed Bor primery pulmonzry anedal . fre for

Shelt Life

mogened vialy

Tha mxpiry dite is indicsied on the pckaging.
Stabifty durlng admimismetion

i L for pk ¥ J
Ryperiension
For satatlans < 150,000 nghnli
Freshlp prepared sahyttons far tnfitsion feither w1 & toncenrrased soltion ar a further
d-‘h-rur.—.nmum aolulséered U eynr:lnmdﬁvnpmllnuunrl'cm
Follorng thir
ngmmmuuu nred wihia:

~ 73hans stup o W°Cor
« 8 howas arnp 10 38°Car
+ 2 honn ervpa3S Tar
+ fllaars otupia 40 'C
Discord any wnrezed sgtusion gfter Oels fime.

Far <

fiifioRs Dat has of 3t I for iyrfo 7 dayt cant b
wdiviiniztared for up do 74 fuues of 359C

Frevhfy prepured recanstitnded soinfions, ar ssluisns that kave Beer stored af 7 fw 8°C
for oo louger than 5 days cun be oduluisered far np ta:

- 48 hourt of np to I5°C
© M hourt alaple 35°C
Discard anp wnicred soheslom after diis tme:
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determine whes

I afirs Bavo been din animah
it 0 poleatisl carcivogun.
Teprotuetive loxicology
Eporpraatenal has shown no slgas of wrsiogenkity wher adminiiiered o pregnant sabhits
ued ke

A:ndyu......... I k fou T4 or 61 oy
9,10, W i ‘shirved no ellects on fenility.

SMuvm:hhemm them, mvu-llmgunfnwwmﬁr—nv-wnl:,mg

rabbits, No sigaificant !m!mwuu deteted mn ocks, fenility, gﬁliﬁnu. p-
and lactation triough 1o weaning. Tn littcrs axtntired pic- ued pod-parus, there was ea
evidence of forhl Laxicity or lemlognicity and jo maintrined offsping, physical md
behuvigural devolopuzeat and Eexfility were normal

Animal phanaacology

le body tion o b2 1015
mLikg, nd tha whnle wmmhinm Fllowing iv. injection of
dialdbelle spogroiem, ho kighest concemalions huva been fortd o e E,
hidneys and ymall i linn. i in animaly, sleady

witium-dshalled mnmmmummnaudwm
fad iy one rapidly voifh oo avidmes for
o ot rend drug-related e

Usirrry pucpretion af ihe rectabalites of  hes biarn Faumd

af e administered dose in rars, and 90% jo dogs, with biliary excreiicn aocreming far

the Temainder, In both speciay winary exurefion wad graus than 95% complate within

25 owrs ol dosing- lnmunﬂlen!ddnplmlwl ahmmhi Ihe Ever Bad beem
wich i 0% being

PHARMACELTICAL PARTIGULARS

Lisi of Exelplonts

Fraatsdried prider

Glysine, sordium chloricln, manwito), s bydronide,

Sterlle difzent
Gipeine, yadisyee ellovlile, scullinnt epdraxide, water for Infrcfion.
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Specinl Precautions for Storaga

Frecze-dried pueider

o not siors FLOLAN vials above 23°C. Protegt fomtiight. Keep dry. Nomol freeze.
Undes these conditions, Beses-deim FLOLAN in an unoponrd vial shold nat ba affecird
by moisturc present in the atmis phere.

Sterffe dthoent

nnm:h-nhuzrc. Dagel ffeaze, Pmu:lrnmlq;u Sterila difuanc comazing no
anky 2l then discanfed.

Nawra and Coments of Contalner

The fieze-diicd perasder i cfalaed in ghass vials with prmikelic bu roblver plugs and
alumminium collwrs,

Tho sterile dibient s condadard iy playiic waks with spushesic briyl rubbes plogr em?

purple fllp-mp

o 0 l H
PR . ill, Freeza-deicd api AT mgor 1.5 mg
suppl i 50 mL vinks of wleril fiher umiv
Dae vial conining niesill, Freeze-diied amivalen b &S mpor LI mg
pagrotieact applied plmne.
Instructions for Use/HandHng

Tha stabllty of solusions of FLOLAW ia pH deperstect, Daly the sterile dlucas supplied
choukd be wsed ot recomlitution al freeee-dried FLOLAN and only tho moomimended
ofusion ealofims, i U 1ted rativ, should be ured for fustker ditalion, odieraicn o
requin 1 ma oon e mintined.

oand af

Recoasiitution ind diutipn of FEOLAN mrust ba catried oul mclag sveptic ieolinigne,
Krally immediaedy prior W chnieal wse.

Parfiorler bu Saker fr dla oud Iu culenfating
the rate of infrislon. The procedure given hﬁnr.lhnnﬁl’itmfnﬂn'nl

GONFIENTIAL

Depending sn the dasnge mmfrd, ither 8.5 iy or 1.3 rop freesc-drind epaprasteus!
may be moed |

L Usa anly th ik solution

2 Withdraw appraimately 10 mL of die ateril bulfer wnlufion fato a akril= syringe,
inject it i the visl conaining Y00 micrograns fekme-drisd FZOLAN and shake
oy until e powder hus disrohved.

k) FLOLAN solution ima i rga, re-injiul i inia the
Jemuining vuhm- af the sweile bidTer sologioa zmd nu:nlmudﬂy

“This smbuiinn & naw ceRared w as the concentrated sulntion,

« Where o pack aonaluing 0.5 mg L o with 30 mL.
itr cilient. dtant i 19, o L
apoprarianal.
v Whare apack coulaiaing 1.5 my. is inaed with 90 . aterile
diloenl the el ticn £ 30,000
Highe auay be prep patienty wh recelve spegrortenal long

feroL

Only comcentraite xstritont wre uletbis for firther liusien irith the srertle diéusnf
priorig ure.
Durlon:
FLOLAN ey b used aither <ot solvion i iaied form fur e
Ireninaemt of primenary Oni

ly
wsed for (ke further ditotion of reconstitured FLOLAN, ]’h’&nlﬂy:ll suling vyt anl be
wied hen FLOLAN is t be uzed for the reatment oF pulmonary srresinl hypemiemion.

FLOLAN rrast ool e adi ith other parenteral aolution ar
used Far primary pulmonary erterial hypestension.

The fizal sotuiion lo be msmdmh.pmm-uummdminnoﬂwom
i al ine filter a3 part of |

greferable. Allammiively, whes in-lim fillcafioa s ot posnll'll, m i slurion feither

a cancentrated or luther diluted solution) mmst e Gltered with the provided sterls 9,22

‘micron flter priaf tn siovage in te medicarion cayem.

ICn in-Fine Gfcr has hoon wsed duifng sdministalion, = e in-Yae filtor chousd bs
discarded when dhe infision set & axchunged.

IFinswail asyringe (ter his beea wsed dusis
ased only duing pacparation wl thea discasged.

I syrings filer unil mus) be

5]
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Csleotarhon of Infision rate:
ay i
art s followes
+ ISH AL 1.5 wng af and lfinped fo 8 totel
seiinie of 100 &n sietlle dituent

o+ J8590 nemagrpisinL - Tire vials coniaidug, 8.3 g epoprasiene) reeomtlid il
e ditused a ot oted volime of 108 m.

. 5860 Y, — hntey 83 g
wnd dituted 40 @ fovel voliome of 108 )

The Infision rate Finy be calculied liom e following fonmula:
Infision rate = TEAS (nanopramsigiic) x horbeie AL (el
nLAnin) concentmtion of selslion (nanagmaminl)
TrfEsion e (L) = [nfuskon rate (ML) x 00

Ixampies for kome cannentraliay commanky ysed in primpcy pulmonary ancrinl
hyperension ara beliry,

Tnfission taies Far & comceniration of 15,000 nacogmars/mi.:

D
{nanogram/ig! Uaiywoight (kgy
mi
- 30 | a0 | %0 | e [ v | a0 [ e [ a0
] 13 s
o [ 1z | 14 19
3 | 16 | 13 [z | 26 [as | 92 |
10 6 | 20 |34 [ 2 | 32
12 9 | 24 23 | 2 38
Il 22 | 8 | 34 |29 |45
16 9 |26 11z | 18 | & 51
o ralcs in miLsk

Tnfissiot rates fof & cancentrntion of 5,000 nuawgsamafmL;

Dazpe
(namgrams! Bodywreigh (kg)
pf min)
w1l 2 [ 5o | % [0 | ] e [ |10
2 )i | 1o [z [ va | 3 [ [2z] 24
4 [0 | 34 | 15 [2a 25 [ 4 [ 28| 43 |4z
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s 22 | 29 | 1 43 0 | 58 | 65 ] ¥z
[] X 25 | 3 A 7 | 27 | 88 | 96
10 A 33 4 |96 | 1o

7} A1 | A 13 [ TR T

7] (5] (0] 4| 34| 13

16 17 15 | 134 | 5s4 | 193

Flgw miey in mih
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