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2 mg/L have not been associated with growth attenuation. In some cases when binding
capacity exceeds 2 mg/L, growth attenuation has been described. In clinical studies
with Saizen® involving 280 patients (204 naive and 76 transfer patients), one patient
at6 months of therapy developed anti-GH antibodies with binding capacities exceeding
2 mg/L. Despite the high binding capacity, these antibodies were not growth
attenuating. The patient was subsequently shown to have a hGH-N gene defect. Thus,
genetic analysis should be undertaken in any patient in whom anti-GH antibodies
with high binding capacities occur. No antibodies against proteins of the host celis
were detected in the sera of patients treated up to five years

Any patient with well-documented growth hormone deficiency who fails to respond
1o therapy should be tested for antibodies to human growth hormone and for thyroid
status

In clinical studies in which Saizen® was administered to growth hormone deficient
children, the following events were infrequently seen - local reactions at the injection
site (such as pain, numbness, redness and swelling), hypothyroidism, hypoglycemia,
seizures, exacerbation of p ting psoriasis and disturbances in fluid balance
Leukemia has been reported in a small number of growth hormone deficient patients
treated with growth hormone. It is uncertain whether this increased risk is refated to
the pathology of growth hormone deficiency itself, growth hormone therapy, or other
associated treatments such as radiation therapy for intracranial tumors. So far,
epidemiological data fail to confirm the hypothesis of a relationship between growth
hormone therapy and leukemia.

OVERDOSAGE
Long-term overdosage could result in signs and symptoms of gigantism and/or
acromegaly consistent with the known effects of excess human growth hormone.

DOSAGE AND ADMINISTRATION

Saizen * (somatropin (rONA origin) for injection] dosage and schedule of administration
should be individualized for each patient. For the treatment of growth hormone
inadequacy, a dosage of 0.06 mg/kg (approximately 0.18 IU/kg) administered 3 times
per week by subcutaneous or intramuscular injection is recommended.

Treatment with Saizen® of growth failure due to growth hormone deficiency should
be discontinued when the epiphyses are fused, Patients who fail to respond adequately
while on Saizen® therapy should be evaluated to determine the cause of
unresponsiveness.

To prevent possible contamination, wipe the rubber vial stopper with an antiseptic
solution before puncturing it with the needle. It is recommended that Saizen® be
admini; d using sterile, di syringes and needles. The syringes should be of
small enough volume that the prescribed dose can be drawn from the vial with
reasonable accuracy.

ng the appropriate patient dose, reconstitute each vial of Saizen® as
follows: § mg vial with 1-3 mL of Bacteriostatic Water for Injection, USP (Benzy! Alcohol
preserved); 8.8 mg vial with 2-3 mL of Bacteriostatic Water for Injection, USP (Benzyl
Alcohol preserved). Approximately 10% mechanical loss ¢ iated with
reconstitution and multi- administration. For use in patients sensitive to the diluent,
See

To reconstitute Saizen®, inject the diluent into the vial of Saizen® aiming the liquid
against the glass vial wall. Swirl the vial with a GENTLE rotary motion until contents
are dissolved completely. DO NOT SHAKE. Because Saizen® growth hormone s a
protein, shaking can result in a cloudy solution. The Saizen® solution should be clear
immediately after reconstitution. DO NOT INJECT Saizen ® if the reconstituted product
is cloudy i diately after rec itution or refri ion. Occ ily, after
refrigeration, small colorless particles may be present in the Saizen® solution. This is
not unusual for proteins like Saizen® .

&

STABILITY AND STORAGE

Before Reg i - Saizen® | pin (FDNA origin) for injection] should be
_ﬁmJa at room temperature (15°-30°C/59°-86°F). Expiration dates are stated on the
labels.

After Reconstitution - When reconstituted with the diluent provided, the reconstituted
solution should be stored under refrigeration (2°-8°C/36°-46°F) for up to 14 days.
Avoid freezing reconstituted vials of Saizen®

HOW SUPPLIED

Saizen® [somatropin (rDNA origin) for injection] is a sterile, non-pyrogenic, white,
lyophilized powder supplied in packages containing :

1 vial of 5 mg (approximately 15 1U) Saizen® and 1 vial of 10 mL Bacteriostatic Water
for Injection, USP (0 9% Benzy! Akcohol) NDC 44087-1005-2

1 vial of 8.8 mg (approximately 26 4 IU) Saizen® and 1 vial of 10 mL Bacteriostatic
Water for Injection, USP (0.9% Benzyl Alcohol) NDC 44087-1088-1

Rx Only
July, 2002
Manufactured for: Serono Inc., Rockland, MA 02370

* - Registered trademark of Serono Inc., Rockland, MA 02370
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[somatropin (rDNA origin) for injection]

For sub or lar injecti
“M.l serono DESCRIPTION

Saizen® [somatropin (rDNA origin) for injection]
is a human growth hormone produced by
recombinant DNA technology, Saizen® has 191
amino acid residues and a molecular weight of
22,125 daltons. Its amino acid sequence and
structure are identical to the dominant form of
human pituitary growth hormone. Saizen® is
produced by a mammalian cell line ::o,.,hm
C127) that has been modified by the addition
of the human growth hormone gene. Saizen®,
with the correct three-dimensional
configuration, is secreted directly through the
membrane into the celi-culture medium for

collection and purification

Saizen® is a highly purified preparation. Biological potency is determined by measuring

the increase in body weight induced in hypophysectomized rats.

Saizen® is a sterile, non-pyrogenic, white, lyophilized powder intended for

subcutaneous or intramuscular injection after reconstitution with Bacteriostatic Water

for Injection, USP (0.9% Benzyl Alcohol). The reconstituted solution has a pH of 6.5 to

85.

Saizen® is available in 5 mg and 8.8 mg vials. The quantitative composition per vial is!

5 mg (spproximately 15 IU) vial

Each vial contains 5.0 mg somatropin chv-oﬁamnm_k 15 1U), 34.2 mg sucrose and
1.16 mg O-phosphoric acid. The pH is adjusted with sodium hydroxide or O-phosphoric
acid

8.8 mg (approximately 26.4 1) vial;

Each vial contains 8.8 mg somatropin (approximately 26.4 1U), 60.2 mg sucrose and
2.05 mg O-phosphoric acld. The pH s adjusted with sodium hydroxide or O-phosphoric
acid.

The diluent is Bacteriostatic Water for injection, USP containing 0.9% Benzyt Alcohol
added as an antimicrobial preservative.

CLINICAL PHARMACOLOGY

General

In vitro, preclinical, and clinical testing have demonstrated that Saizen® [somatropin
(tDNA origin) for injection] is therapeutically equivalent to pituitary-derived human
growth hormone. Clinical studies in normal adults also demonstrated equivalent

pharmacokinetics.

Actions that have been demonstrated for Saizen® , somatrem, and/or pituitary-derived
human growth hormone include :

A. Tissue Growth-

1. Skeletal Growth : Saizen® stimulates skeletal ma.sas in prepubertal children
with pituitary growth hormone deficiency. Skeletal growth is accomplished at
the epiph %v_ma at the ends of long bone. Growth and metabolism of
epiphyseal plate cells are directly stimulated by growth hormone and ©one ofits
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NOC 44087-1005-2

[} ® .
saizen' mg
[somatropin (rDNA

origin) for injection}
5 mg (approximately 15 1U)

‘=1 vial somatropin (fDNA origin) for injection

= 1 vial Bacteriostatic Water for Injection, USP
(0.9% Banzyl Alcohol)

= For subcutaneous of intramuscular injection.

L 4
*serono

Lot No

Exp. Date:

Reconstitute each S mg
Bactenostatic Water for

wvials should be

NOC 44087-1005-2

® ®
saizen’ mg
[somatropin (rDNA

origin) for injection]
5 mg (approximately 15 1U)

Rx Only

and used within 14 days.
Usual Dosage : See package insert
Muiltiple dose vial

s.c./im.

w1 vial somatropin (ONA origin) for injection

== 1 vial Bacteriostatic Water for Injection, USP
(0.9% Benzyl Alcohol)

= For subcutaneous of Intramuscular injection.

1w

1
|

|

20303100 7

Contents :

One vial Saizen® containing 5 mg
somatropin (approximately 15 W),
34.2 mg sucrose, 1.165 mg
O-phosphoric acid and sodium
hydroxide or O-phosphoric acid
1o adjust pH

One vial Bacteriostatic Water for
Injection, USP (0.9% Benzyt
Alcohol) containing 10 mt.

Manufactured for
Serono Inc.
Rockland, MA 02370, USA
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saizen® 8.8 mg

[somatropin (rDNA
arigin) for injection]
8.8 mg (approximately 26.4 tU)

Rx Only

== 1 vial somatropin {(tDNA origin) for injection

== 1 vial Bacteriostatic Water for Injection, UsSP
(0.9% Benzyl Alkcohol)

Lot No.:

Exp. Date

Reconstitute each viaiin 2 - 3 mt.

e : R per:
{15°-30°C/59°-86°F)
Reconstituted vials should be refrigerated and
used within 14 days.
Usual Dosage . See package insert.

saizen’ 8.8 mg

[somatropin (rDNA
origin) for injection]
8.8 mg (approximately 26.4 1U)

Rx Only

"= T Vial somatropin (fONA origin) for injection

= 1 vial Bacteriostatic Water for Injection, USP

7

AS2094
12102
20303710881 3
Contents

One vial Saizen® containing

8.8 mg somatropin (approximately
26.4 1), 60.2 mg sucrose, 2.05 mg
O-phosphoric acid and sodium
hydroxide or O-phosphoric acid to
adjust pH

One vial Bacteriostatic Water for
injection, USP (0.9% Benzyt
Alcohol) containing 10 mL.

Multiple dose vial {0.9% Benzyl Alkcohol)
== For subcutaneous or intramuscular injection. .m“ serono s.c./i.m. = For subcutaneous of Itramscular injection. ﬁw””_.“ﬂwi for
- Rockland, MA 02370, USA
— L
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