between 2°C and 8°C and then
used within 8 hours at 25°C, OR

May be stored for up o 24 hours

Therapeutfic Indication

FLOLAN (epoprostenol) is indicated for pulmonary arterial hypertension (PAH) between 2°C and 8°C and then

and for the long-term i.v, treatment of moderate to severe primary pulmonary used over 24 hours between 2°C
arterial hypertension (PAH) in New York Heart Association (NYHA) functional and 8°C with use of a cold pouch
Class II1 and Class [V patients* (* NYIA Functional Class TII - patienis with changed to as necessa lf?rou hout
cardiovascular disease and matked limitation of physical abilily due to the development the dgy i 9

of pain, dyspnoca, fatigue or palpitation on mild exertion. NYHA Fupctional Class ¥ —
patienis with the above cardiac symptoms at rest, which are made worse by the slightest
physical exertion,). FLOLAN is supplied as two vials, one containing freeze-dried
active drug and the other containing speecialized dilnent for reconstituting the active
drug to produce the final solution for intravenous infusion,

GlaxoSmithKline (GSK} would like to inform you that a reformulated diluent,
Sterile diluent (pH12), for FLOLAN is now available. Reconstituted FLOLAN
solution is more stable when prepared with Sterile diluent (pH12) which
eliminates the need for use of a cold pouch during administration.

GSK is alerting prescribers to the launch of the reformulated Sterile diluent (pH12)
and differences in storage and administration to ensure proper use of each of the
diluents during the period when patients should be transitioned from FLOLAN
prepared with Sterile diluent (pH10.5) to FLOLAN prepared with Sterile Diluent
{pH12).

Finally GSK is writing to you because we have recently received reports in some
countries of leakage of administration materials used with FLOLAN prepared with
Sterile Diluent (pH12) due to cracking or damage. The leakage occurred in
components containing polyethylene terephthalate glycol (PETG) that were being
used in renal dialysis. Polyethylene terephthalate (PET) is not considered to be
compatible with highly alkaline solutions, based on reports of administration set
damage when used with highly alkaline medications. PETG is thought to be s
similarly susceptible to alkaline solutions. P

(FFHE) : Key Messages
GLAXOSMITHKLINE SAFETY ADVISORY
+ Storage and administration conditions when using FLOLAN to treat PAH
Date: 25 October 2018
L FLOLAN selution prepared with FLOLAN solution prepared with

TITLE: FLOLAN (epoprostenol} — Two different steﬂ:e dltl_uent: for FLOLAN Sterile diluent (pH10.5); Sterile diluent (pH12):
will be temporarily available, each with different instructions for __ :
reconstitufion, storage and adminisfration of FLOLAN solution. ghf’u'.d be used within gzglgurs at For solutions 150,000 ng/ml:

. 5°C if freshly prepared, Freshly prepared solutions for
Dear Healthcare Professional, May be stored for up to 40 hours infusion can be administered

immediately or stored for up to 8
days at 2°C to 8°C prior to
administration.

Following this preparation or
storage, the solution for infusion
should be used within:
+ 72 hours at up to 25°C or
» 48 hours at up to 30°C or
+ 24 hours atup to 35°C or
» 12 hours at up to 40°C

Discard any unused solution after
this time.

For salutions >150,000ng/mlL and
<300,000ng/mL.;

Reconstituted solutions that have
been stored at 2 to 8°C forup to 7
days can be administered for up to
24 hours at 25°C.

Freshly prepared Reconstituted
solutions, or solutions that have
been stored at 2 to 8°C for no longer
than & days can be administered for
up to:

« 48 hours at up to 25°C
« 24 hours at up to 35°C

Discard any unused solution after
this time.

» Accidental use of Sterile diluent (pH10.5) in place of the reformulated Sterile
diluent (pH12) without concurrent use of a cold pouch for the FLOLAN
solution could result in possible decrease in efficacy due to drug degradation.

- -a-




Decreased drug delivery could result in rebound of PAH sympioms resulting
in dizziness and dyspnoea.

* There will be a period of time in which both the Sterile diluent (pH10.5) and
the reformulated Sterile diluent (pH12) will be on the market simultaneously
while existing Sterile diluent (pH10.5) supplies are transitioned to the
reformulated Sterila diluent (pH12).

» It is important that you are aware of this diluent reformulation fo ensure that
the correct instructions for reconstitution, storage and administration of
FLOLAN are given to your patients who are receiving FLOLAN for the
freatment of PAH.

» The change in the diluent formulation does not affect the preparation of
FLOLAN soluticn for use in renal dialysis.

+ The change in the diluent formulation does not affect the dosing of FLOLAN
solution for treatment of PAH or use in renal dialysis.

« FLOLAN solution prepared with Sterile Diluent (pH12) must not be used with
any preparation or administration materials containing polyethylene
terephthalate (PET) or polyethylene terephthalate glycol (PETG).

Action Being Taken by GlaxoSmithKline

GSK has clearly distinguished the reformulated diluent with changes to the
description of the diluent on the vial, Sterile diluent (pH12) in place of Sterile
diluent (pH10.5) as well as changing the predominant packaging color and flip-
top lid to purple from yellow to ensure that the reformulated diluent looks different
from the predecessor diluent. Sterile diluent {(pH12) can be further distinguished
from Sterile diluent (pH10.5) as it is contained in a plastic vial compared to the
giass vial of the predessor. This change eliminates potential for interaction
between the glass vial container and FLOLAN diluent that may result in the
presence of glass particles in some vials of diluent.

These changes are intended to minimize any potential for medication errors
given the different instructions related to storage and administration of the two
formulations. .

GSK has updated product tabeling for FLOLAN fo include information regarding
use of both the reformulated Sterile diluent (pH12) and Sterile diluent (pH10.5).

GSK is reviewing the product labeling for FLOLAN and Sterile Diluent {pH12) to
establish whether an update is warranted to highlight the incompatibility of

FLOLAN solution prepared with Sterile Diluent (pH12) and preparation and
administration materials containing PET or PETG.

Action required by Health Care Providers

» You are advised the revised product labeling related to use of Sterile diluent
(pH12) for preparation of FLOLAN solution. Please share this information with
relevant health care personnel under your supervision.

» You are advised to ensure patients being treated for PAH with FLOLAN are
aware of the reformulated Sterile diluent (pH12) as well as appropriate
instructions for reconstitution, storage and administration of FLOLAN with
Sterile diluent (pH12).

+ Should a patient be transitioned from FLOLAN prepared with Sterile diluent
(pH12) to another intravenous prostanoid therapy in the future, please ensure
that the patient understands any differences in reconstitution, storage, and
administration occurring as a result of that change.

« You should confirm if your patients who are receiving FLOLAN solution use
any preparation or administration materials that contain PET or PETG.

« If you are unsure of the materials that are used by your patients for
preparation or administration of FLOLAN solution, you should consult the
manufacturer of the sets to confimm if they are considered compatibte with
highly alkaline solutions. ’

Supporting Information

During development of Sterile Diluent (pH12) for FLOLAN, GSK performed
physical compatibility tests with preparation and administration materials that
were reported to be used during preparation or administration of FLOLAN.
These tests assessed the potential for an interaction between epoprostenot
reconstituted with Sterile Diluent (pH12) and contact materials used during
reconstitution and administration of epoprostencl solutions.

In addition, for some materials, compatibility testing with sodium hydroxide
solutions is reported in published literature. These test conditions are frequently
at higher pH, higher temperature and longer duration than administration
components would be exposed during preparation or administration of FLOLAN
solution prepared with Sterile Diluent (pH12). It is therefore likely that a material
compatible with these extreme conditions will be generally compatible with
FLOLAN solution prepared with Sterile Diluent (pH12).

Based on GSK testing with Sterile Diluent (pH12) or published literature with
sodium hydroxide solutions, the following materials are likely to be compatible
with FLOLAN solution prepared with Sterile Diluent (pH12):



Modified Acrylic

Acrylonitrile butadiene styrene (ABS)
Cyclic olefin polymer

Pclyamide

Palyethersulfone

Polyethylene

Polyisoprene

Polyolefin

Polypropylene
Polytetraflucrcethylene (FTFE})
Polyurethane

Polyvinyl chloride {PVC) (plasticised with bis(2-ethylhexyl) phthalate
[DEHP]}

Polyvinylidene fluoride {PVDF}
Silicone

GSK did not test all administration sets that contain the above materials. The
use of components of similar composition to those that were tested constitutes a
lower risk of incompatibility. Manufacturers of administration sets may
sometimes change the components or materials. You should consult the
manufacturer of the sefs to confirm if they are considered compatible with highly
alkaline solutions, such as FLOLAN solution prepared with Sterile Diluent {(pH12),
if you are unsure of the materials that are used by your patients for preparation or
administration of FLOLAN.

FLOLAN solution prepared with Sterile Diluent (pH12) must not be used with any
preparation or administration materials containing polyethylene terephthalate
{PET) or polyethylene terephthalate glycol (PETG).

Further Information

Contact{s) for reporting Adverse events:
Phone: 02-23126836

e-mail: 0ax40892@gsk.com

Contact(s) for Further Information/Questions:
e-mail: tw.medinfo@gsk.com
With regards,

Chris Shih, MD
Medical Director of GSK Taiwan




