GSK

1986 - 1"awnn (0™M*won) D' NPINN NIPN "9Y 1018Y NHY
7252 X911 DN 'O '>y NPNYnN nd1nNn

"yY 2"pn 500 5100119198 19199
:2'V9N NN NX 5N Npaxn p1apa
epoprostenol (as sodium) 500 mcg  1"pn 500 (01*TO1) Y1IVON1NDIOX

"My A"pn 1500 Hnvonoiox 1715
:2'V9N NN NX 5Dn npaxn p1apa
epoprostenol (as sodium) 1500 mcg  1"pn 1500 (D1T0O>) Y1IVLOM1NDIOX

PoN Yy 2wn y1Tn" — 2 W0 NXY 1"YON2 D™IAYX1 DDYYO "NYAN DMININN NNt
"o ymn" = 6 9ol "nonnn by 0 onnn

Sy "N™NN YT 50N Nr 1YY .N9NNA WNNPN D10V 1910 TV 1YYn DX N1°'YA Rp
.APIN OX X XD1NN DX N1D ,MOH01 MOXY 12 ¥* OX .NO1NNN

NXI1 DX 12°9X% DNY P2 NY15Y XN .0MINKD NNIX "AYN DX .Y NN T NoIN
.AMT PX1970 DA¥N "D PO

709NN NTY”rN NnY .1
Pulmonary Arterial N0 NnIx* 5NN NNV IR YT N-7IN 919°0% NwNn 1199

NPT M5NNY MYpn Mwn IR "MYKRY P "NXM 0T YNY N - Hypertension (PAH)

2N

SV DTN "0 NX N2°NIN 12199 .MIXMAY 0T *9D2 M2Aa 0T YN 127 1T NIX NoNNA
JIXMAY DTN YN NX NMNO9NY NIn

.07 N1"DL NNNYN 20yYn,(*L1ANINN “VIX) NP TA NPOMODIN NP

NMpPN MDINN S N¥I1APY P NNn Y10011919X 2N INNn DX 190N 17199
.07TN 92 NX N2 NN PIR*RY DTNN NYNN 1T MONN N¥I1AP .0°1* 15200119

NO1NA ¥Nwin M19Y .2

DN NO1NN wNNwnb PN

D900 D2 2INNN TNX 92Y IX ,(91I001191DK) HyoON IMND (*AOX) w0 NNKX *
.(6 9°y02 UMON) NOINNN NYIN WK

A% NP*O0 "Xn Y210 NNKX *

nNTMAN 2¥ NMIXMI 0°O111 NNALVKN NONNN T N91NN2A 190N NYNNN NKY *
NI PH

TY 191992 wnnwN YR 70K YAl Ndyn DMIXINNAN D°A8¥NNN TNXY QWD NNK DX
.XD1NN DY YV NN WK




N91NN2A LN'YY NMyan NN NNNTX
DX X911Y 190 ,191992 719°0N "19Y
DTS NMwpn s Ntya o e e
0N Sw NIp1an NUXYT NNN X¥N1 ANK °

NPIN X2 YL pn

DX .N2210N NNPYY TIMD yinn MYTN X2 NDINNNY 21N . TINN 1IN Npann 12199
09910 1YY D1 NONNY MYY pra N 51Oy ,NMp nr

nmgman e

NoMY NRANN *

YIspy ¢

nnol

NN e

YN S MOBOPNNT N1TMO5Y Y*91N% D2 MYV 10O D*1'NONN NYOIND |wnna
121592 519°0N AT NPATIN X INX 21PY2 wN

NYYI1 NPITNN NTX DNAY DMpRA YIv™ NYapY 091NN NN DY TN 191N Wp IS «
YN S MBO5PNN IR N1"NI9Y%WA NINAN OX 1X N19] X AX1D

25N 2¥pP1 0T YN HY 17199 5w nyswnn

215V 15w DTN YN ,12 11D AN UXY IX N NN D92 7205 D1NAY 071D 17199
2101 POw DTN YN 250 2P ,191992 519700 Nt TN N <MD DT

9%V nMNNo 05510 7N 0T YN Y¥ 0°1Pnonn

P70D" IX NOINNN ' NX NNDY XD D 19N™ 19X D1NON NN ANX DX XDMNY 190 «
2M1M°VN DX

NPN91N T2 NMAN/NYPRIVIK

"0 DN XYY MONNN Y510 MINK NMDNNN ,NNMNKY NNPY DX X ,N1Y NNXR DX
.NP1Y I XD1Y D HY 190 ,NNM

NX NBYN% M%Y X 19199 S N%y0N T Sy Yownd M5y Wwxr MoN e
2NN NMy9SINN 5120NY N1NM20N

219°0N N2 MNPY1 DX ,N1NX MOINN S¥ NV 0T SY YN DA n91DY 19199
:M5510 158 Mo1n ;171592

DT YNY "2 719705 mynwnn MoNnN ©

DT "EMR YY NNITN NYMINY myne/nn N9 ¢

DT "M NoONNY NMynynn NMo1NN °

(NSAIDs) axo ax npHT12a 5:19°0% mynwnn mo1nn *

.(2% nbnNna 519°0% nwnwnn N91NN) PoPIAT ¢
2550 MONMNNN NNX NP1% NNX OX NP1NY IR KON 190 «



NPIN "N

,MNND N11DNN NX DX IX "N DR DNMW NAAN ,Nptn IR "N DX DX
"NNNS 0°91%Y YW D1NONNY NMITN,T NDINNA NN M19Y KON DY Y8Y™NN
NN Ynna

PPN NX YNY PrODNY MOV .OXN 25N M2YY 0910 NOINNN "N DX V1T KD
121992 H190n PPnna

NMdNA PN N
.11 5y IX 21N1Y O NO1DN By yrownh Mdy 171591 1o on
.10 020N NNKR DX X9X MNON YWON HX1 24NN HX «

N9INN ¥ D22 NN pSn Yy 2wn yTn
0N NTPI2N NUKXYTA DPKY¥NIN DY910NA AN NXRT NNPY ¥° )TN 90N 17199

2°>7NnN) 1NN A" 73-2 50N 'wonn ((0nNna Npaxn NOAN NKRY) Nd1NN 0N
4%-5 7y N nr .Nmoin NotAN Sw 1p1apa Yoa (INYw/c,eha ndna Mpryn
.21an% N1 5w NS NINN NONopnN NTNITN NPNITNN ND™MI8NN

n5na "Mpryn 2'0nN) Nl a"'n 3- Y0n 1wOonn MYY NN DAY NpaN
nnNmMn NoM8Nn 0.2%-% 1y Ny nr.nonn® Npax by Np1apa Yoa (Inw/mera
.1212n% 10N S N¥ONINN NYontopnn ntntn

n5na "pryn 20 nn) 1M a"'n 70-0 5On wonn AHund winwb onn
NN NPNNMIN NOMENN 4%-5 1y Ny 0t .onn S p1apa Y01 (1N /e,
.2212n% 17N S N¥OMInn Nonopnn

N9 wnnwn 8D .3

NPINN IR XD1NN DY 21725 OV .X91NN NIXMIND OXNN2 TN 1'wON2A wnnwnd eo
ON2A 519700 191X NN Y112 N1V 1K DX

1252 X910 T DY yapt 519°00 191X 11NN

X DT XD D DN O NONNN 2101 1912 Ypwn Sy 002NN 1% yapan 1nn
2219705 PPw N21ANY DXNNA P 11NN DX PO

TIMN NS (MMODLI) POR MNPV NINM YD

2217 X91NM NNAYND NPNNY T NRT .021NN N2 Y 1N 191992 iwRn %1900
N1y MM DYRNAN 11N NR X18NO

D1°'N0NA NP NNN WX TV 11N DX NSV X911 12199 5w My Haph S nnn
TN V1A NI¥ Y R8N DIRNAN NINY YA .N05»2 1Pt RSN NYoIM
211V NAXKN NMYSNXA Y9101 11PN 901N 10N NXY 5w DTN TNRS



N"22 191992 pinw

YNNwN2 1"2n% 'K 12 IR NINKRD IR X910 L1199 N2 nsya YD0n NNX DX
191992 519700 NPDON .NI¥N NIPRA Y19°0N NX PP0ONY 'K 12 18Y™ DA DN 21992
.NTOP2 DNYY NMPNINN YD TNK 21pyNY TIkN 21N .Na0TNA My nY N2 n

0NN NPAXN NX 0NN Y, NN "19% .NMD1DT 1P12p2 N2 NPARD NY AN 19199
125w wr ,onn MPMIKY 1NN OX 1291 7NN NN 50N 11K 0N L.aMnsnn

"MYN NN DY NNawn
215V NONX P2 NTRN DY 1NY TIKN 21N, 7MY 121NN V1ap Nax |2 ¢y nnpna
272010 NTRN NX YN NAY DX NIPAY 'R 1Y IR MINKD IR XD .00 181D

.NT'OP2 DNYY N1 NINN YD INX 2pyNY TN 21N

J85NMN Nnn Sy Mayd R

N1 1122 N21°N NMyLA NYL) DN

N T Y2 miyua X X 19199 S Nt NN )% NNy I NSV QRIN NNX DX
ONK NDINNN NPIIR X2M,001N N2 S 11PN TND TN N19 L,No1NNN

DIN NINN ;7NN 25 a8p ,NXpPN ,NY"N WX 2RI 2192 021D N NN YY D°1'N0N
.(MMNNo1 NSN NRANN) 95YNnd Y15V NNRY NN IR YI8pY IR

N9NN NX 7102 NNDY DX

NN Sy NI¥OY T 029D NN 510N OX ,TY1NN AT 1T 191NN C10D NNDY DX
Ealal1Z417,

XO1N T DY Yominw 19D 51902 T'nNNd wh

N9SINNN NY*01 NX P*05N NNX DN

215y NNX ,>TN 7NN 091N %19°0N DX .NATTN2 MY NA™N 121992 71900 NPOON
N MR NOIN AN L,NININNND NM1%2100 N1NRN KM Myoin NN

;121292 19°0N NN NX MyNN WX 17N INIY IX NAXRYNN OY N2 0 w° DX
.D*)NN M"Y I MK ,ROMD TN NID

2070 .N9MN YU Y DYD Yoa M Nmnn ;1M eana moin %0 X
.0n% PIpT 730 DX D™DPYN
NP1 IX XD Yy L,NDNNNA N5 Ya1a Mmoo MOYNY 15 v DX

X1 My9n .4
OX .DUNNNNN p>nN2a "XN% MyoinNs 01Mad %15y 121592 win'wn ,n91N 511 1nd
NN NNX XN 120N XOW DN KN%N NYOIN NN XIpn? YNan

XY 111N ,NINKY IR KDY TN N1D ,0°XAN D'1'NONNN TNX NX NN NNX DX
71NN DINYT IR 1M1 DT YN ,072 DIN°T ¥ DIN0 N1'n 0910y

NN1 I¥1p IX 1T DMAXD 2 & ;0N 0NN DY19 2O AN NnX *

TNY1 NNX IWXD TN1"NA ,95YNN% TNy NNXKY IX NTININD 220N NNKX *



NNINMMEIXDIN O N e

227NN M DDRANN X 091N DPRINNT O wh e

mMaMEn 5w 15x0 5910 ,NINK kMY NYOIN 5D Yy MINKN X NPINN L,XD91NN DY My
.NT N5V

TIXNN NN XNY NMy9IN

0w 105010 1 n M -2 yo1nd mmdy ndx
WUNRIIAND ¢

NnoY2 XD

axDd e

mxpn

mbna e

NwHY e

.(Npnon) 0"92 NPNINTX °

NN XN NMy9IN

:0waIx 105010 1 7y -2 yo1nY My nHx

(0*090) T2 DINT

"N 2% ayp e

0K 1Y 2aY8p e

MNIDTYN> °

DT 90 NN9Y A™UN (D™D INNN X XN NNATY) 9120 DY NMMpn2 DINYT @
.N%2NN NRIND

V22 DPAXD I MM R °

AN XD °

D'PI5N "aND  *

NNAYY X DTN NRANN ¢

nnNMo e

LDPITNN TR ARD e

DTN MP T2 YOIn2 MDY WX NINTOY *KNY NMYOIN
(P Y DT DMINYN 0'RN) DTN N1POV 190N DT e

NMNDY °RY K1Y My N

:0'wax 100 on 1 Ty -2 Y0105 Mndy X
oy e

.No1 war e

NN RN Mymn
:0'wax 1,000 5on 1 7y -2 y*mnY mby nHx
ANPITAN TN DINT e



TINN N1Y'TI 'XMY NYOIN
:0°wax 10,000 Yon 1 Ty -2 yo1nh m"dy ndx

NTNN NTX2 YN NRANN
nwYIN ,MO™yY NYINN

OUpPY 10N NRANN

7ya N

NPITNN TR NPNINTX

o INN NLVIYA Y N MY Yo
21V NN Y nnton

N1NNX *XNY NYOIN
NVIT DX MNP YRMY NY9IN

21N0N S N MWD X N5TaN

(N*nx NPR) MR 0YO™M Y NNALKN

DT2 (NP122) 12100 NN NMYY

102N NTXA D511 NNAVYNN NX¥IND NN

10221 0™%272 NN'O1 ,MO™Y , NN I¥IPY 152100 250 )N 0T S¥ NN2AIN N2RY
AEnnn 2y Y 0911 NN2AUVKNN NRYIND

Nyo1INn 210 NNX IR IX NN 'RNYN MYSINN NNX DX "KM NYDIN 1Y DX
X910 DY YYNNY OV 10V DM ROW RMY
X2 MyOn Yy NT

SV MM T Mrpn Sy N¥ND MyY¥Nxa NMIXMAN TN RN NY9IN Sy NN N7
MX™MAN TN NX DY N"AN 972 R8Ny NN 7190 2py K1Y N1yoIn

No"1D M"Y X ,PRMY Myon by N> pnin 0910 n1onn (www.health.gov.il)

MerpPH

https://sideeffects.health.gov.il/

709NN NX JONKXY 'R .5

NNL1 DT AN YINN M0 DIPN NY &2 NNK 191N Y0111 191NN Inbyn van
NXN XS5 RPN 01NaN 5X .N5Y1N yIinn 72 21 51 Mpin kA 015 S 0Nk
XO1NN NYNM9N

NTIRN "M DY yonn (exp. date) nadnn PIRN IR NDINN2 WNNWNY PR
TN MNIX DY INKRD D1 ON™NN 219NN RN

.25°C-5 byn 1o0nkY X

&2 DIpn2a JONKS o

2IX M9N 1A0% NN DY, NMpNnn NIRA JONKY wo

ROPNY PN

MOINN P1TY TED NPINN QY YY™ NN .NNMAN N2109% 1K 21°25 M9N 1Ownd 1R
.N2"20N Sy N1AND WMD" 1OX DTYY .Y 1RY


https://sideeffects.health.gov.il/

NNION INXY NONNN ¥ NONKX *XIN
TN AN SN XY DX .NPAXN NONN ONXY N1DINN 0N TN wnNnwnY 1NN

.0 8 bw n*Ynopn noIpn wnd (2°-8°C) M1Ppa NNk JoNxY wh ,N0NN2
TP MIONIXKY NIDINN 121990 NN IX NIDIN NNY DT 191990 N0 NN2
STV wnnwnb 1N ,0nt 8 Yw n*bnropn noipnb (2°-8°C)

25°C 1y 5w nmulonova nmyw 72 .

30°C 1y Sw nmvonva myw 48 -

35°C 1y bw nmoonva myw 24 .

40°C 1y S nmuonua nyw 12
9K DN INKRY N N2 SN XOW non pnird e

.N121NN N0 NNN NX N‘Dpn'? "X .7IX 19N ]mb wn

qon ymn .6
:D2 N2*DN N91NNN L,YYON 20NN Dy (o1 *

:(Powder for solution for infusion) 1"y% no'nn n1onY Npax

Mannitol, glycine, sodium chloride, sodium hydroxide.

:(Solvent for parenteral use) Y0119 vIN*wWH onn

Glycine, sodium chloride, sodium hydroxide, water for injection.

"ND1NNN Y 02D nnn pon by 2wn yn" - 2 9'yo D NX)
JNTIND 1O NN NDINNN NYRN] TYD

Ya¥I NPAX ¥ 1P12p2aa nyan 12199 (1m0 nd) LV, minmn notnn X0 19199

YA¥ 10M 2158 0NN SY 11P12p21 UNDIX X 12D
"MW 2"pn 500 9110011919X 12199
NP12P2 IR TNX 102291 0NN SY TNX 1P12p2A ,NPAX S¥ TNX 117122 020N NMIkn
CTNX 10591 0NN Y D NP1APA "W ,NPAR DY TNX
MY 2"pn 1500 51100119:19K 12199
JTNX N05°91 0NN Y DNP12p2A MY ,NPAR ¥ TNXR 1P12p2 NN NIkN
.D'pnwn Mrmkn T 50 XOw pnm
.Mpn NNo ,25 512 'n1 ,n"ya (Oxw) 1MOPNTN0IoRY DN by e

YO0 ,NNIRD ,S.p.A 20PN PYPNTNDIOPOA NN .

NMIXMAN TN "N2YNNN NM91NNN 0PI192 NDINNN DI 190N *
126-72-30642 :"11y5 2"pn 500 5110011919% 12199
112-41-29467 "y a"pn 1500 511001M1919% 19199

NTYI N NOINNN ,NXRT X OV 10T 112 N0 DT OV ,NRMIpN NOpR%1 Mouwosn Dwo  »
.0"nNN " "5

XN Twn NN oxkNna 2023 *xna 1w



The following information is intended for medical or healthcare professionals

only:

INFORMATION FOR HEALTHCARE PROFESSIONALS

There are three packs available for use, as follows:
* One 0.5 mg powder vial, one solvent vial and a filter unit.
* One 0.5 mg powder vial, two solvent vials and a filter unit.

* One 1.5 mg powder vial, two solvent vials and a filter unit.

Not all pack sizes are available in all markets.

Initially, a pack containing solvent must be used. During chronic therapy with
Flolan, higher concentration solutions may be required. The final concentration
of solution may be increased by the addition of further 0.5 mg or 1.5 mg vials
of freeze-dried Flolan.

Only vials of the same amount of freeze-dried Flolan as that included in the

initial starter pack may be used to increase the final concentration of solution.

Flolan prepared with solvent (pH 11.7-12.3) must not be used with any
preparation or administration materials containing polyethylene terephthalate
(PET) or polyethylene terephthalate glycol (PETG). Based on available data
from inhouse testing and published literature, preparation and administration
materials likely to be compatible include:

» Modified Acrylic

* Acrylonitrile butadiene styrene (ABS)

* Cyclic olefin polymer

* Polyamide

* Polyethersulfone

* Polyethylene

* Polyisoprene

* Polyolefin

* Polypropylene



* Polytetrafluoroethylene (PTFE)

* Polyurethane

* Polyvinyl chloride (PVC) (plasticised with bis(2-ethylhexyl) phthalate [DEHP])
* Polyvinylidene fluoride (PVDF)

* Silicone

Suitable ambulatory pumps to be used include:
* CADD-Legacy 1

* CADD-Legacy PLUS

* CADD-Solis VIP (variable infusion profile)
Manufactured by Smiths Medical.

Pump accessories found to be compatible include:

» CADD disposable Medication Cassette Reservoir 50 mL and 100 mL from
Smiths Medical.

» CADD extension set with in-line 0.2 micron filter (CADD extension set with
male luer, 0.2- micron air-eliminating filter, clamp, and integral anti-siphon
valve with male luer) from Smiths Medical. The extension set and the in-line

filter must be changed at least every 48 hours.

Reconstitution:

1. Use only the solvent provided for reconstitution.

2. Withdraw approximately 10mL of the solvent into a sterile syringe, inject the
contents of the syringe into the vial containing Flolan powder and shake
gently until the powder has dissolved.

3. Draw up the resulting Flolan solution into the syringe, re-inject it into the

remaining volume of the solvent and mix thoroughly.

This solution is now referred to as the concentrated solution and contains either
10,000 (for the 0.5 mg strength) or 30,000 nanogram per mL Flolan (for the 1.5

mg strength). Only concentrated solutions are suitable for further dilution prior



to use. When 0.5 mg or 1.5 mg Flolan powder is reconstituted with 50 mL of the
solvent, the final injection has a pH of approximately 12 and a sodium ion

content of approximately 73 mg.

Dilution:

Flolan may be used either as concentrated solution or in a diluted form for the
treatment of pulmonary arterial hypertension. Only concentrated solutions are
suitable for further dilution with the sterile solvent prior to use. Only the solvent

provided may be used for the further dilution of reconstituted Flolan.

Sodium chloride 0.9% w/v solution must not be used when Flolan is to be used
for the treatment of pulmonary arterial hypertension as the required pH is not

maintained. Flolan solutions are less stable at low pH.

Epoprostenol must not be administered with other parenteral solutions or

medications when used for pulmonary arterial hypertension.

The final solution to be administered to the patient must be filtered using a 0.22
or 0.20 micron filter. Use of an in-line filter as part of the infusion set during
administration is preferable. Alternatively, where in-line filtration is not possible,
the final solution (either a concentrated or further diluted solution) must be
filtered with the provided sterile 0.22 micron filter prior to storage in the
medication cassette using firm but not excessive pressure; the typical time

taken to for filtration of 50mL of solution is 70 seconds.

If an in-line filter has been used during administration, then the in-line filter

should be discarded when the infusion set is exchanged.

If instead a syringe filter has been used during preparation, the syringe filter

unit must be used only during preparation and then discarded.



Concentrations commonly used in the treatment pulmonary arterial

hypertension are as follows:

+ 5,000 nanogram/mL - One vial containing 0.5 mg Flolan reconstituted and
diluted to a total volume of 100 mL in solvent.

* 10,000 nanogram/mL — Two vials containing 0.5 mg Flolan reconstituted and
diluted to a total volume of 100 mL in solvent.

* 15,000 nanogram/mL — One vial containing 1.5 mg Flolan reconstituted and
diluted to a total volume of 100 mL in solvent.

+ 30,000 nanogram/mL — Two vials containing 1.5 mg Flolan reconstituted and

diluted to a total volume of 100 mL in solvent.

Calculation of infusion rate:

The infusion rate may be calculated from the following formula:

Infusion dosage (nanogram/kg/min) x bodyweight
rate = (kg)
(mL/min) concentration of solution (nanogram/mL)

Infusion rate (mL/h) = Infusion rate (mL/min) x 60

Higher infusion rates, and therefore, more concentrated solutions may be

necessary with long-term administration of Flolan.

Special precautions for storage

Don’t store above 25°C.
Keep container in the outer carton to protect from light.
Keep dry.

Do not freeze.



For additional details of stability following reconstitution, see section 5 (‘How to

store the medicine’).
The solvent contains no preservative; consequently a vial should be used once

only and then discarded.
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