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HEALTH PLANS
Title: Growth Hormone: Somatropin (all products except Serostim)

| Origination: 09/27/96 | Revised: 06/04/10 | Annual Review: 12/15/11 \

Purpose:
To provide guidelines and criteria for the review and decision determination of requests for

medications that requires prior authorization.

Background Information:

Reference Statement

e Guidelines are compiled from available US Food and Drug Administration (FDA) approved
indications, general practice guidelines, and/or evidence-based uses established through
phase 111 clinical studies without published conflicting data. Only clinical studies published
in their entirety in reputable peer-reviewed journals will be evaluated.

Eligibility Criteria

e Member must be eligible for benefit coverage (i.e., self-injectable rider) within the specified
date(s) of service.

e Prior authorization requests that do not meet clinical criteria in this Procedure will be
forwarded to a Clinical Pharmacist to review.

Exclusions

e Because of the potent anabolic effects, Growth Hormone (GH) therapy is contraindicated in
children with active malignancies and is generally withheld for at least one (1) year after
completion of successful therapy for a malignancy.

e Omnitrope Cartridge 5mg/1.5mL, 10mg/1.5ml, and Omnitrope for injection 5.8mg/vial must
NOT be given to premature babies or neonates.

e The efficacy and safety of GH in idiopathic short stature or non-growth hormone deficient
short stature, constitutional delay of growth or development, glucocorticoid-induced growth
failure, renal transplantation, skeletal dysplasias, osteogenesis imperfecta, infertility, burn
injuries, obesity, hypophosphatemia, muscular dystrophy, cystic fibrosis, spina bifida,
juvenile rheumatoid arthritis, osteoporosis, post-traumatic stress disorder, depression,
hypertension, precocious puberty, chronic fatigue syndrome, Crohn’s disease, anti-aging,
growth retardation secondary to amphetamine use, chronic catabolic state, Down syndrome
and any other genetic and chromosomal disorders (except Prader-Willi Syndrome, Turners
Syndrome, Noonan Syndrome, and SHOX) associated with short stature have not been
established and thus, are not covered.

e While on growth hormone, growth rate decreases to less than 2.5 cm/year.

e Member achieves height consistent with midparental height, which is an average of
Member’s Mother’s and Father’s height.

e Continuation of growth hormone treatment once a Member’s epiphyses have fused.

e Use in adults (greater than 18 years of age) with childhood-onset growth hormone deficiency.

Background Information, continued:
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Additional Information

e Omnitrope is the preferred Somatropin agent.

e Members who are sensitive or have a contraindication to preservative may use Genotropin
Miniquick, which is without preservative.

Procedure:

1.0  Request for initial therapy for pediatric growth hormone deficiency (GHD) requires
documentation from the Member’s medical records maintained by the requesting
provider verifying ALL of the following:

1.1  Provider is a pediatric endocrinologist; AND

1.2 Member’s height at initiation of therapy must be greater than or equal to two (2)
standard deviations below normal means for age and sex (or less than the 3rd
percentile on the growth chart); AND

1.3 Growth rate is less than four (4)cm/year; AND

1.4 Growth hormone deficiency is confirmed by failure of two (2) standard GH
provocation tests (with insulin, propranolol, levodopa, arginine, clonidine, or
glucagon) and excluding tests using growth hormone releasing hormone for
stimulation. A failure is defined as a measured GH level peak of less than
10ng/ml after stimulation. (NOTE: One standard GH provocation test is
sufficient for children with defined central nervous system pathology, such as
empty sella syndrome, interruption of pituitary stalk, hypoplasia of the pituitary
gland, craniofacial developmental defects, pituitary or hypothalamic tumors, etc.);
AND

1.5  Member has delayed bone age greater than or equal to two (2) years below actual
age; AND

1.6 Member does not meet any exclusion criteria;
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Procedure, continued:

1.0  Request for initial therapy for pediatric growth hormone deficiency (GHD) requires
documentation from the Member’s medical records maintained by the requesting
provider verifying ALL of the following, continued:

1.7 If all of the above criteria are met, may approve Omnitrope, dosed up to
0.3mg/kg/week, divided into 6-7 daily injections, for up to one (1) year;
OR

1.7 If Member is in puberty (verifying all criteria below), approve Omnitrope, dosed
up to 0.7mg/kg/week, divided into 6-7 daily injections, for up to one (1) year:

1.7.1 For Males:
1.7.1.1 Age between 10-18 years old;
1.7.1.2 Tanner stage 2-5 or Testis volume of 4 ml or more;
1.7.1.3 Bone age of 14 years or greater;
1.7.2 For Females:
1.7.2.1 Age between 8-16 years old;
1.7.2.2 Tanner breast stage of two (2) or more;
1.7.2.3 Bone age of 12 years or greater.

2.0 Request for continuation of therapy for pediatric growth hormone deficiency (GHD)
requires documentation from the Member’s medical records maintained by the requesting
provider verifying the following:

2.1 Pre-treatment growth rate has doubled while on GH therapy; OR
2.1  Growth rate is at least 2.5cm/year in those children with extremely low
pretreatment growth rates; AND

2.2 Member’s epiphyses have been confirmed as open (i.e., through wrist film
evaluation); AND

2.3  Member does not meet any exclusion criteria;

Page 3 of 13



AVMED

HEALTH PLANS

Title: Growth Hormone: Somatropin (all products except Serostim)

Procedure, continued:

2.0  Request for continuation of therapy for pediatric growth hormone deficiency (GHD)
requires documentation from the Member’s medical records maintained by the requesting
provider verifying the following, continued

2.4

2.4

If all of the above criteria are met, may approve Omnitrope, dosed up to
0.3mg/kg/week, divided into 6-7 daily injections, for up to one (1) year;

OR

If Member is in puberty (verifying all criteria below), approve Omnitrope, dosed
up to 0.7mg/kg/week, divided into 6-7 daily injections, for up to one (1) year:

2.4.1 For Males:
2.4.1.1 Age between 10-18 years old,;
2.4.1.2 Tanner stage 2-5 or Testis volume of 4 ml or more;
2.4.1.3 Bone age of 14 years or greater;
2.4.2 For Females:
2.4.2.1 Age between 8-16 years old;
2.4.2.2 Tanner breast stage of 2 or more;
2.4.2.3 Bone age of 12 years or greater.

KErAEAAIAIAAAIAAIAIAAIAAAIAEAAIAAAAIAAARAAAAAAIAAAAAAAAAAAAAAAAAAIAAAAAArrhhdhhhkrhhihhihiihkiiikkh

3.0 Request for initial therapy due to growth failure associated with children with chronic

renal

insufficiency (CRI) up to the time of renal transplantation requires

documentation from the Member’s medical records maintained by the requesting
provider verifying ALL of the following:

3.1

3.2

3.3

3.4

3.5

Provider is a pediatric endocrinologist; AND

Diagnosis of CRI as evidenced by GFR less than 60mL/min/1.73m? or Creatinine
greater than 1.8mg/dL for at least three (3) months; AND

Member’s height at initiation of therapy must be greater than or equal to two (2)
standard deviations below normal means for age and sex (or less than the 3rd
percentile on the growth chart); AND

Growth rate is less than four (4)cm/year; AND

Member has delayed bone age greater than or equal to two (2) years below actual
age; AND

Procedure, continued:
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3.0

4.0

Request for initial therapy due to growth failure associated with children with chronic
renal insufficiency (CRI) up to the time of renal transplantation requires
documentation from the Member’s medical records maintained by the requesting
provider verifying ALL of the following, continued:

3.6 Member does not meet any exclusion criteria;

3.7 If all of the above criteria are met, may approve Omnitrope, dosed up to
0.35mg/kg/week, divided into 6-7 daily injections, for up to one (1) year.

Request for continuation of therapy due to growth failure associated with chronic renal
insufficiency (CRI) up to the time of renal transplantation requires documentation
from the Member’s medical records maintained by the requesting provider verifying all
of the following:

4.1  Pre-treatment growth rate has doubled while on GH therapy; OR
41  Growth rate is at least 2.5cm/year in those children with extremely low
pretreatment growth rates; AND

4.2  Member’s epiphyses have been confirmed as open (i.e., through wrist film
evaluation); AND

4.3 Member does not meet any exclusion criteria;

4.4 If all of the above criteria are met, may approve Omnitrope, dosed up to
0.35mg/kg/week, divided into 6-7 daily injections, for up to one (1) year.

B R R R A R R AR R R R R R AR R R S S R R R R AR A R R R AR R R R R R AR R R R R R R R R R AR R R R R R R R R e e e
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Procedure, continued:

5.0 Request for initial therapy for Growth failure associated with any established genetic
disorders, to include Turner Syndrome (TS), Prader-Willi Syndrome (PWS), Noonan

Syndrome,

and SHOX (short stature homeobox-containing gene), requires

documentation from the Member’s medical records maintained by the requesting
provider verifying ALL of the following:

5.1

5.2

5.3

5.4

5.5

5.6

5.7
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Provider is a pediatric endocrinologist; AND

Diagnosis of any of the above must be confirmed by appropriate genetic testing;

AND

Member’s height at initiation of therapy must be greater than or equal to two (2)
standard deviations below normal means for age and sex (or less than the 3rd

percentile on the growth chart); AND

Growth rate is less than four (4)cm/year; AND

Member’s epiphyses have been confirmed as open (i.e., through wrist film

evaluation); AND

Member does not meet any exclusion criteria;

If all of the above criteria are met, may approve Omnitrope up to one (1) year,

dosing based on specific diagnoses:

Diagnosis:

Omnitrope Dosing (divided into 6-7
daily injections, for up to one (1)
year):

containing gene)

Turner Syndrome (TS) up to 0.375mg/kg/week
Prader-Willi Syndrome (PWS) up to 0.24mg/kg/week
Noonan Syndrome up to 0.066mg/kg/day
SHOX (short stature homeobox- up to 0.35mg/kg/week
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Procedure, continued:

6.0  Request for continuation of therapy for Growth failure associated with any established
genetic disorders, to include Turner Syndrome (TS), Prader-Willi Syndrome (PWS),
Noonan Syndrome, and SHOX (short stature homeobox-containing gene) requires
documentation from the Member’s medical records maintained by the requesting
provider verifying all of the following:

6.1  Pre-treatment growth rate has doubled while on GH therapy; OR
6.1  Growth rate is at least 2.5cm/year in those children with extremely low
pretreatment growth rates; AND

6.2  Member does not meet any exclusion criteria;

6.3  If all of the above criteria are met, may approve Omnitrope up to one (1) year,
dosing based on specific diagnoses:

Diagnosis: Omnitrope Dosing (divided into 6-7
daily injections, for up to 1 year):

Turner Syndrome (TS) up to 0.375mg/kg/week

Prader-Willi Syndrome (PWS) up to 0.24mg/kg/week

Noonan Syndrome up to 0.066mg/kg/day

SHOX (short stature homeobox- up to 0.35mg/kg/week

containing gene)

B R R o R A R AR AR R R R R R AR R R S R R R R R R AR A R R R R R R R R AR R R S R R R R R R AR R R R R R R AR R R R R R e e e

7.0  Request for initial therapy in adults with documented growth hormone deficiency due to
destructive lesions of the pituitary ONLY requires documentation from the Member’s
medical records maintained by the requesting provider verifying ALL of the following:

7.1  Provider is an endocrinologist; AND

7.2 Diagnosis of GH deficiency as a result of hypothalamic or pituitary disease
(i.e., panhypopituitarism, pituitary adenoma, trauma, traumatic brain injury,
aneurysmal subarachnoid hemorrhage, radiation therapy, cranial irradiation,
pituitary surgery) and at least two (2) or more anterior pituitary hormone
deficiencies (IGF-1, ACTH, cortisol, TSH and T4, FSH/LH, low testosterone in
males, estrogen in females, etc.); AND
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Procedure, continued:

7.0  Request for initial therapy in adults with documented growth hormone deficiency due to
destructive lesions of the pituitary ONLY requires documentation from the Member’s
medical records maintained by the requesting provider verifying ALL of the following,
continued:

7.3

7.4

7.5

7.6

1.7
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Member is already receiving adequate replacement therapy for any other pituitary
hormone deficiencies (i.e., levothyroxine, liothyronine, hydrocortisone,
testosterone replacement therapy); AND

Growth hormone deficiency confirmed by failure of at least one (1) standard GH
provocation tests (with insulin, propranolol, levodopa, arginine, clonidine, or
glucagon). Not required for Members who have had surgical removal of pituitary
and/or panhypopituitarism where it would not be expected to produce a clinical
response (absence of all pituitary hormones). A failure is defined as a measured
GH level peak of less than 5ng/ml after stimulation; AND

For members with irreversible hypothalamic-pituitary structural lesions and/or
panhypopituitarism, serum IGF-I levels need to be below the age/sex appropriate
reference ranges; AND

Member has a perceived impairment of quality of life (QoL), as demonstrated by
a reported score of at least 11 in a disease-specific Quality of life assessment of
growth hormone deficiency in adults (QoL-AGHDA) questionnaire (refer to
Attachment A);

If all of the above criteria are met, may approve Omnitrope, dosed up to
0.08mg/kg/week, divided into 6-7 daily injections, OR up to 0.3mg/day for up to
six (6) months.
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Procedure, continued:

8.0  Request for continuation of therapy in adults with documented growth hormone
deficiency due to destructive lesions of the pituitary ONLY requires documentation
from the Member’s medical records maintained by the requesting provider verifying the
following:

8.1  Serum IGF-1 levels should be improving from baseline with a target at the middle
of the normal range for age and sex using appropriate reference range per lab
standard; AND

8.2  Noted improvement in symptoms (i.e., increase in total lean body mass, increased
exercise capacity) and absence of adverse events, especially glucose intolerance;
AND

8.3  Repeat Quality of life assessment of growth hormone deficiency in adults (QoL-
AGHDA\) questionnaire (refer to Attachment A) shows an improvement of seven
(7) or more points from baseline; AND

8.4 If all of the above criteria are met, may approve Omnitrope, dosed up to
0.08mg/kg/week, divided into 6-7 daily injections OR up to 0.3mg/day for up to
one (1) year.

KErhEAAkIAIAAAIAAAIAAIAIAAAAAIAEIAAAIAAAEAAAAAAAAAAAAAAAAAAAAAAAAAAAArAAkhhhkhhhkhhhkhihihihiihkiiikkh

9.0 Request for initial therapy for Children Small for Gestational Age (SGA) requires
documentation from the Member’s medical records maintained by the requesting
provider verifying ALL of the following:

9.1  The child’s birth weight, birth length, or both must be more than two (2) SD
below the mean normal values following adjustment for age and gender; AND

9.2  The child must be over two (2) years of age; AND

9.3  The child’s current height must be at least two (2) SD below the mean normal
values following adjustment for age and gender (signifying that there was no
sufficient catch-up growth before age 2);

9.4 If all of the above criteria are met, may approve Omnitrope, dosed up to
0.3mg/kg/week, divided into 6-7 daily injections, for up to one (1) year;
OR
Procedure, continued:
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9.0  Request for initial therapy for Children Small for Gestational Age (SGA) requires
documentation from the Member’s medical records maintained by the requesting
provider verifying ALL of the following, continued:

9.4

If Member is in puberty (verifying all criteria below), approve Omnitrope, dosed
up to 0.7mg/kg/week, divided into 6-7 daily injections, for up to one (1) year:
9.4.1 For Males:

9.4.1.1 Age between 10-18 years old,;

9.4.1.2 Tanner stage 2-5 or Testis volume of 4 ml or more;

9.4.1.3 Bone age of 14 years or greater;
9.4.2 For Females:

9.4.2.1 Age between 8-16 years old;

9.4.2.2 Tanner breast stage of two (2) or more;

9.4.2.3 Bone age of 12 years or greater.

10.0 Request for continuation of therapy for Children Small for Gestational Age (SGA)
requires documentation from the Member’s medical records maintained by the requesting
provider verifying ALL of the following:

10.1
10.1

10.2

10.3

10.3

Pre-treatment growth rate has doubled while on GH therapy; OR
Growth rate is at least 2.5cm/year in those children with extremely low
pretreatment growth rates; AND

Member’s epiphyses have been confirmed as open (i.e., through wrist film
evaluation);

If all of the above criteria are met, may approve Omnitrope, dosed up to
0.3mg/kg/week, divided into 6-7 daily injections, for up to one (1) year;
OR
If Member is in puberty (verifying all criteria below), approve Omnitrope, dosed
up to 0.7mg/kg/week, divided into 6-7 daily injections, for up to one (1) year:
10.3.1 For Males:

10.3.1.1 Age between 10-18 years old;

10.3.1.2. Tanner stage 2-5 or Testis volume of 4 ml or more;

10.3.1.3 Bone age of 14 years or greater;
10.3.2 For Females:

10.3.2.1 Age between 8-16 years old;

10.3.2.2 Tanner breast stage of two (2) or more;

10.3.2.3. Bone age of 12 years or greater.

B R R R A R AR AR R R R R R AR R R S R R R R R R AR R R R R R R R R S R R R R R R R R R R R R R R AR R R R R e e
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Procedure, continued:

11.0 Request for Growth Hormone product other than Omnitrope requires:

11.1 Documented sensitivity to any excipients of Omnitrope; OR

11.1  Documented sensitivity to phenol;

11.2  If one (1) of the above criterion is met, may approve Genotropin Miniquick (same
dosing as established for each indication in the above procedure) for up to one (1)
year.
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Disclaimer Information:

Prior Authorization criteria are developed to determine coverage for AvMed Health Plans’
benefits, and are published to provide a better understanding of the basis upon which coverage
decisions are made. AvMed Health Plans makes coverage decisions based on the Member’s
benefit plan contract and these criteria. This guideline sets forth concise clinical coverage criteria
which have been developed from a review of current literature, policies of the FDA and other
government agencies, and other appropriate references, in consultation and with approval from
practicing physicians who are members of AvMed’s Pharmacy and Therapeutic committee.
Treating providers are solely responsible for the medical advice and treatment of Members. This
guideline may be updated and therefore is subject to change. The use of these criteria is neither a
guarantee of payment nor a final prediction of how specific claim(s) will be adjudicated.
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