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Handling Guidance

m  Nplate® can only be reconstituted with preservative-free sterile water for injections.
DO NOT use sodium chlorice solution for injection or hacteriostatic water for reconstitution of Nplate®.

m  Nplate®is available:
— in125, 250, or 500 meg onits own as a powder for solution for injections (paediatric and adult patients)

— in250 or 500 mcg as a complete reconstitution pack including Nplate® powder for solution for injections
and a pre-filled syringe with sterile water for injections (adult patients).

m Refrigerate (2° to 8°C) Nplate® and protect from light. Do not freeze.

= Nplate® should be used immediately after reconstitution. If not used immediately, in-use storage times and
conditions prior to use are the responsibility of the user and would normally not be longer than 24 hours at
25°C or 24 hours in a refrigerator (2° to 8°C).

m  Reconstituted Nplate® must also be protected from light.
m  Anyunused product or waste material should be disposed of in accordance with local requirements.
m Nplate®is a protein — DO NOT SHAKE OR VIGOROUSLY AGITATE the vial during reconstitution.




Steps for Reconstitution, Dilution (if Required)

and Administration

Reconstitution:

Sterile water for injections only should be used when reconstituting the medicinal product.
DO NOT use sodium chloride solutions for injection or bacteriostatic water for reconstitution
of Nplate®.

1.
2.
3.

Nplate® should be reconstituted in accordance with good aseptic practice.
Sterile water for injections should be injected into the vial.

The vial contents may be swirled gently and inverted during dissolution. The vial should not be shaken
or vigorously agitated. Generally, dissolution of Nplate® takes less than 2 minutes.

Visually inspect the solution for particulate matter and discolouration before administration.
m The reconstituted solution should be clear and colourless.

m The reconstituted solution should not be administered if particulate matter and/or discolouration
are observed.

Any unused product or waste material should be disposed of in accordance with local requirements.

Vial content:
Nplate® Total vial Volume of Deliverable product Final
single-usevial |  content of sterile water and volume concentration
romiplostim for injections
125 mcg 230mceg add 0.44mL = | 125mcgin0.25mL | 500 meg/mL
250 mcg 375meg add 0.72mL = | 250mcgin0.50mL | 500 meg/mL

500 meg 625 mcg add 1.20mL = | 500mecgin1.00mL | 500 meg/mL




Steps for Reconstitution, Dilution (if Required)

and Administration

Dilution (required when the calculated individual patient dose is less than 23 mcg):
Preservative-free, sterile, sodium chloride 9 mg/mL (0.9%) solution for injection only must be used
for dilution. DO NOT use dextrose (5%) in water or sterile water for injection for dilution.

Initial reconstitution of Nplate® with designated volumes of sterile water for injections results in a concentration
of 500 meg/mL in all vial sizes (see previous page and the vial content table). If the calculated individual patient
dose is less than 23 mcg, an additional dilution step to 125 meg/mL with preservative-free, sterile, sodium
chloride 9mg/mL (0.9%) solution for injection is required to ensure accurate dosing (see table below).

Dilution guidelines (refer to dose calculator for total injection volume to
administer using the diluted concentration):
Nplate® single-use vial | ~ Add this volume of preservative-free, sterile, sodium chloride Concentration

9 mg/mL (0.9%) solution for injection to the reconstituted vial |  after dilution

125mceg 1.38mL 125 meg/mL
250 meg 2.25mL 125 meg/mL
500 meg 3.75mL 125 meg/mL

Storage of reconstituted and diluted Nplate®;
After reconstitution: chemical and physical in-use stability has been demonstrated for 24 hours at 25°C and for
24 hours at 2° to 8°C, when protected from light and kept in the original vial.

From a microbiological point of view, the product should be used immediately. If not used immediately, in-use
storage times and conditions prior to use are the responsibility of the user and would normally not be longer than
24hours at 25°C or 24 hours in a refrigerator (2° to 8°C), protected from light.

After dilution: chemical and physical in-use stability has been demonstrated for 4 hours at 25°C when the diluted
product was held in a disposable syringe, or 4 hours in a refrigerator (2° to 8°C) when the diluted product was
held in the original vial.

From a microbiological point of view, the diluted medicinal product should be used immediately. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the user and would
normally not be longer than 4 hours at 25°C in disposable syringes, or 4 hours in a refrigerator (2° to 8°C) in the
original vials, protected from light.



How to Calculate Nplate® Dose

Calculate initial dose;

= w e

Initial dose for Nplate®is 1 mcg/kg based on actual body weight at initiation of therapy.
Determine patient's weight in kilograms.
The individual patient dose does not have to he determined in order to use the dosing calculator.

Refer to dosing calculator windows on the following pages to achieve total injection volume required
according to patient's weight (kg) and dose in meg/kg.

Subsequent doses:

Determine patient's platelet count and previous week's dose.

Refer to dose adjustment table to determine how to adjust dose in mcg/kg based on changes in
platelet counts.

In paediatric patients, future dose adjustments are hased on changes in platelet counts and changes in
hody weight. Reassessment of body weight is recommended every 12 weeks.

Refer to dosing calculator windows on the following pages to achieve total injection volume required
according to patient's weight (kg) and dose in meg/kg.

Platelet counts should be assessed weekly until a stable platelet count (= 50 x 10°L for at least 4 weeks
without dose adjustment) has been achieved. Platelet counts should be assessed monthly thereafter and
appropriate dose adjustments made as per the dose adjustment table in order to maintain platelet counts
within the recommended range.



How to Calculate Nplate® Dose

Patients weighing 6 kg to 22 kg
Volumes to administer when no additional dilution is required

Patients weighing 6 kg to 22 kg
Volumes to administer after additional dilution to 125 mcg/mL

Patient Dose (mcg/kg) ) rPatient Dose (mcg/kg)
weight 19 2,314,567 ;89 10 (["e9"t 1,234,567 8(910
(kg) meg/kg| meg/kg |meg/kg [meg/kg [meglkg [meglkg |megrkg mcglkglﬂcglkg mcg/kg (kg) meglkg | meg/kg | megrkg | megrkg |megikg [megikg |megrkg |megikg [megrkg |megikg

\

Total injection volume (mL)
required for individual patient dose

Total injection volume (mL)
required for individual patient dose

)

When additional dilution is required, please refer to the window on the right on this page to achieve total
injection volume required using the diluted product at 125 mcg/mL. Please note that calculation of individual
patient doseis not required when using the dosing calculator window.

Injection volume in mL* = individual patient dose (mcg)

500 mcg/mL**

*Round volume to the nearest hundredth mL
**QOr 125 meg/mL, if additional dilution required

<] = Additional dilution required
I = One 125 meg vial

Dilution guidelines:

Individual patient dose (mcg) = patient’s initial weight (kg) % dose in mcg/kg

I = One 250 meg vial

Nplate® single-use vial Add this volume of preservative-free, sterile, sodium chloride Concentration
9 mg/mL (0.9%) solution for injection to the reconstituted vial after dilution

125meg 1.38mL 125 meg/mL

250 meg 2.25mL 125 meg/mL

500 meg 3.75mL 125 meg/mL
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How to Calculate Nplate® Dose

Volumes to administer for patients weighing 23 kg and above do not require additional dilution

Patients weighing 23 kg to 45 kg

Patients weighing 46 kg to 68 kg

s N r N\
Patient Dose (mcg/kg) Patient Dose (mcg/kg)
Wfk'g)ht12345678910W(ek'g)ht12345678910

meg/kgl meg/kgl megrkgl megrkgl megikg! megrkgl megrkgl megrkg! megikg ! megikg meg/kg! meg/kg! meg/kgl megrkgl megikg! megrkgl megrkgl megrkgl megrkg! megikg

Total injection volume (mL)
required for individual patient dose

J\

Total injection volume (mL)
required for individual patient dose

J/

Individual patient dose (mcg) = patient’s initial weight (kg) % dosein mcg/kg

Injection volumein mL* = individual patient dose (mcg)
500 meg/mL

*Round volume to the nearest hundredth mL

FOLD and GLUE

-5 meg vial
I - ¢ 250 mcg via

N - 50 mcg vial + one 125 meg vial

LT =ones00 meg vial

I - 500 meg vial + one 125 meg vial
B - (e 500 meg vial + one 250 meg vial

FOLD and GLUE




How to Calculate Nplate® Dose

Volumes to administer for patients weighing 23 kg and above do not require additional dilution

Patients weighing 69 kg to 91 kg

Patients weighing 92 kg to 114 kg

rPati'ent Dose (mcg/kg) ) rPatient Dose (mcg/kg)
W(ek'g)ht12345678910W(ek'g)ht12345678910
meglkg| mcg/kg| meg/kg| meg/kg| megikg| megrkg| megrkg| megrkg| megikg | megikg meg/kg| mcg/kg| mecg/kg| meg/kg| megrkg| megikg| megrkg| megrkg| megikg| megikg

\

Total injection volume (mL)

required for individual patient dose

Total injection volume (mL)

\.

required for individual patient dose

Individual patient dose (mcg) = patient’s initial weight (kg) x dose in mcg/kg

Injection volumein mL* = individual patient dose (mcg)

500 mcg/mL

*Round volume to the nearest hundredth mL

I = One 125 meg vial
I = One 250 mcg vial
I = One 250 meg vial + one 125 meg vial

[ ] =0One500meg vial
I = One 500 meg vial + one 125 meg vial

[ = One 500 meg vial + one 250 meg vial

I = One 500 meg vial + one 250 meg vial + one 125 meg vial
[__] = Two500 meg vials

I = Two 500 meg vials + one 125 meg vial

[ ] =Two500 meg vials + one 250 g vial

FOLD and GLUE
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Patients weighing 115 kg to 137 kg

Patients weighing 138 kg to 150 kg
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How to Calculate Nplate® Dose

Volumes to administer for patients weighing 23 kg and above do not require additional dilution

Patients weighing 115 kg to 137 kg

Patients weighing 138 kg to 150 kg

rPati_ent Dose (mcg/kg) ) rPatient Dose (mcg/kg)
weight 1, 2,31 45(6789(10] "9 1,2,3,4,5/6,78
(kg) meglkg | meg/kg | meg/kg | meg/kg |meg/kg | mearkg [mearkg |megrkg | megrkg| megikg (kg) meg/kg| megrkg| megrkg| megikg| megikg| megikg| megrkg | megrkg | megikg

\

Total injection volume (mL)

required for individual patient dose JIN

Total injection volume (mL)

required for individual patient dose

Individual patient dose (mcg) = patient’s initial weight (kg) x dose in mcg/kg

Injection volumein mL*=individual patient dose (mcg)

500 meg/mL

*Round volume to the nearest hundredth mL

I = One 125 mg vial
I = One 250 meg vial
I = One 250 meg vial + one 125 meg vial
[ =0ne500meg vial
I = One 500 meg vial + one 125 meg vial
[ =One 500 meg vial + one 250 meg vial

I = One 500 meg vial + one 250 meg vial + one 125 meg vial
[ ] =Two500mcgvials

I = Two 500 meg vials + one 125 meg vial

[ ] =Two500 mcg vials + one 250 meg vial

] = Two500 meg vials + one 250 mcg vial + one 125 meg vial

[ =Three 500 meg vials




Dosing Adjustments

Dose adjustment guidance based on platelet counts:

Platelet count (x 10°/L) Action ‘

<50 Increase once weekly dose by 1 meglkg

> 150 for two consecutive weeks Decrease once weekly dose by 1 meglkg

>250 Do not administer, continue to assess the platelet count weekly
After the platelet count has fallen to < 150 x 10°/L, resume
dosing with once weekly dose reduced by 1 meg/kg

Due to the interindividual variable platelet response, in some patients platelet count may abruptly fall below

50 x 10°/L after dose reduction or treatment discontinuation. In these cases, if clinically appropriate, higher
cut-off levels of platelet count for dose reduction (200 x 10/L) and treatment interruption (400 < 10%L) may be
considered according to medical judgement.

Amaximum once weekly dose of 10 mcg/kg should not be exceeded.

Nplate® should continue to be administered weekly unless a platelet count of > 250 x 10%/L
is achieved.



Directions for Dose Reconstitution and

Administration

m  Nplate®is a highly potent peptide administered subcutaneously as alow-volume dose. Nplate®is supplied

as a powder for reconstitution with sterile water for injections.

m  Nplate®is approved in three vial sizes. When reconstituted as directed, all vials provide a solution with a
concentration of 500 meg/mL (regardless of the vial size). Because of the holdup in the vial and syringe, the
deliverable amount of Nplate®is less than the reconstituted amount.
—  Nplate® 125 micrograms powder for solution for injection should be reconstituted with 0.44 mL sterile

water for injections, yielding a deliverable volume of 0.25 mL. An additional overfill is included in each
vial to ensure that 125 meg of romiplostim can be delivered (see vial content table below).

—  Nplate® 250 micrograms powder for solution for injection should be reconstituted with 0.72 mL sterile
water for injections, yielding a deliverable volume of 0.50 mL. An additional overfill is included in each
vial to ensure that 250 meg of romiplostim can be delivered (see vial content table below).

— Nplate® 500 micrograms powder for solution for injection should be reconstituted with 1.20 mL sterile
water for injections, yielding a deliverable volume of 1.00 mL. An additional overfill is included in each
vial to ensure that 500 meg of romiplostim can be delivered (see vial content table below).

Vial content:

Nplate®

single-use vial

Total vial
content of
romiplostim

Volume of
sterile water
for injections

Deliverable product
and volume

Final
concentration

125mcg 230mceg add 0.44mL 125megin0.25mL | 500 meg/mL
250 meg 375mcg add 0.72mL 250megin 0.50mL | 500 meg/mL
500 meg 625 mcg add 1.20mL 500megin1.00mL | 500 meg/mL

= Smalleramounts of Nplate® may be required for weekly injection in patients for whom low weekly doses are
appropriate, aswell as during the titration phase.
m  Administer Nplate® as a weekly subcutaneous injection with dose adjustments based on the platelet count

response (paediatric and adult patients) and patient’'s weight (paediatric patients only).

m Injection volume may be very small. Use a syringe with graduations to 0.01 mL.



Prescribing Information

[Prescribing information for Nplate® can be found on the EMA website: http:/fwww.ema.europa.eu/emalindex.
jsp?curl=pages/medicinesiuman/medicines/000942/human_med_000938.jsp&mid=WC0h01ac058001d124

If available, provide a link to the website of the local competent authority holding Nplate® Product Information. If
stipulated by your local regulation, add your local Abbreviated P! or local equivalent as required]


http://www.ema.europa.eu/ema/index
http://www.ema.europa.eu/ema/index

Please report any adverse reactions to the Medicines Authority by post or e-
mail:

ADR reporting/ Sir Temi Zammit Building, Malta Life Sciences Park, San Gwann
or on www.medicinesauthority.gov.mt/adrportal
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