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INSTRUCTIONS FOR USE 
The following Coverage Policy applies to health benefit plans administered by Cigna Companies. Certain Cigna Companies and/or lines of 
business only provide utilization review services to clients and do not make coverage determinations. References to standard benefit plan 
language and coverage determinations do not apply to those clients. Coverage Policies are intended to provide guidance in interpreting 
certain standard benefit plans administered by Cigna Companies. Please note, the terms of a customer’s particular benefit plan document 
[Group Service Agreement, Evidence of Coverage, Certificate of Coverage, Summary Plan Description (SPD) or similar plan document] may 
differ significantly from the standard benefit plans upon which these Coverage Policies are based. For example, a customer’s benefit plan 
document may contain a specific exclusion related to a topic addressed in a Coverage Policy. In the event of a conflict, a customer’s benefit 
plan document always supersedes the information in the Coverage Policies. In the absence of a controlling federal or state coverage 
mandate, benefits are ultimately determined by the terms of the applicable benefit plan document. Coverage determinations in each specific 
instance require consideration of 1) the terms of the applicable benefit plan document in effect on the date of service; 2) any applicable 
laws/regulations; 3) any relevant collateral source materials including Coverage Policies and; 4) the specific facts of the particular situation. 
Coverage Policies relate exclusively to the administration of health benefit plans. Coverage Policies are not recommendations for treatment 
and should never be used as treatment guidelines. In certain markets, delegated vendor guidelines may be used to support medical 
necessity and other coverage determinations. 

Overview 
 
This policy supports medical necessity review for Bynfezia Pen™, Sandostatin® (octreotide acetate immediate-
release) injection. 
 
Receipt of sample product does not satisfy any criteria requirements for coverage. 

 
Medical Necessity Criteria  
 
Octreotide immediate-release injection is considered medically necessary when ONE of the following is 
met (1, 2, 3, 4, 5, 6, or 7):  
 

1. Acromegaly. Individual meets ALL of the following criteria (A, B, and C):  
A. Individual meets ONE of the following (i, ii, or iii): 

i. Inadequate response to surgery and/or radiotherapy 
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ii. NOT an appropriate candidate for surgery and/or radiotherapy 
iii. Experiencing negative effects due to tumor size (for example, optic nerve compression) 

 
B. Individual has (or had) a pre-treatment (baseline) insulin-like growth factor-1 (IGF-1) level above 

the upper limit of normal based on age and gender for the reporting laboratory  
 
Pre-treatment (baseline) refers to the IGF-1 level prior to the initiation of any somatostatin 
analog (for example, Mycapssa [octreotide delayed-release capsules], an octreotide acetate 
injection product [for example, Bynfezia Pen, Sandostatin {generic}, Sandostatin LAR Depot], 
Signifor LAR [pasireotide injection], Somatuline Depot [lanreotide injection], dopamine agonist 
[for example, cabergoline, bromocriptine], or Somavert [pegvisomant injection]). Reference 
ranges for IGF-1 vary among laboratories. 
 

C. The medication is prescribed by, or in consultation with, an endocrinologist 
 

2. Gastroesophageal variceal hemorrhage, acute. 
   

3. Diarrhea associated with chemotherapy or radiation. Individual meets EITHER of the following 
criteria (A or B): 

A. Individual has Grade 1 or 2 diarrhea and has failed an antimotility medication 
B. Individual has Grade 3 or 4 diarrhea 

 
4. Enterocutaneous fistula. 

 
5. Perioperative management of individuals undergoing pancreatic resection (including fistula). 

 
6. Thyroid-stimulating hormone (TSH)-secreting pituitary adenoma. Individual has had incomplete 

surgical resection. 
 

7. Secretory diarrhea in acquired immune deficiency syndrome (AIDS). Individual has inadequate 
response to antimicrobial or antimotility agents. 

 
When coverage is available and medically necessary, the dosage, frequency, duration of therapy, and site of 
care should be reasonable, clinically appropriate, and supported by evidence-based literature and adjusted 
based upon severity, alternative available treatments, and previous response to therapy. 
 
Reauthorization Criteria 
 
Octreotide immediate-release injection is considered medically necessary for continued use when initial criteria 
are met AND there is documentation of beneficial response. 
 
Authorization Duration 
 
Initial approval duration:  

• Acromegaly: up to 12 months 
• Gastroesophageal variceal hemorrhage, acute: one time 
• Diarrhea associated with chemotherapy or radiation: one time 
• Enterocutaneous fistula: up to 12 months 
• Perioperative management of individuals undergoing pancreatic resection (including fistula): one time 
• Thyroid-stimulating hormone (TSH)-secreting pituitary adenoma: up to 12 months 
• Secretory diarrhea in acquired immune deficiency syndrome (AIDS): up to 12 months 

 
Reauthorization approval duration: 

• Acromegaly: up to 12 months 



  
 

Page 3 of 6 
Coverage Policy Number: IP0490 

• Gastroesophageal variceal hemorrhage, acute: not applicable for continuation beyond initial approval 
duration 

• Diarrhea associated with chemotherapy or radiation: not applicable for continuation beyond initial 
approval duration 

• Enterocutaneous fistula: up to 12 months 
• Perioperative management of individuals undergoing pancreatic resection (including fistula): not 

applicable for continuation beyond initial approval duration 
• Thyroid-stimulating hormone (TSH)-secreting pituitary adenoma: up to 12 months 
• Secretory diarrhea in acquired immune deficiency syndrome (AIDS): up to 12 months 

 
Conditions Not Covered 
 
Any other use is considered experimental, investigational or unproven.  
 
Coding 
 
1) This list of codes may not be all-inclusive.  
2) Deleted codes and codes which are not effective at the time the service is rendered may not be eligible for 

reimbursement. 
 
Considered Medically Necessary when criteria in the applicable policy statements listed above are met: 
 
HCPCS 
Codes 

Description 

J2354 Injection, octreotide, non-depot form for subcutaneous or intravenous injection, 25 mcg 
 
Background 
 
OVERVIEW 
Octreotide acetate immediate-release injection products (Bynfezia Pen, Sandostatin [generic]), somatostatin 
analogs, are indicated for the following uses:1-3 

• Acromegaly, to reduce blood levels of growth hormone and insulin-like growth factor-1 in adults with 
acromegaly who have had inadequate response to or cannot be treated with surgical resection, pituitary 
irradiation, and bromocriptine mesylate at maximally tolerated doses. 

• Carcinoid tumors, in adults with severe diarrhea and flushing episodes associated with metastatic 
carcinoid tumors. 

• Vasoactive intestinal peptide (VIP) tumors, in adults with profuse watery diarrhea associated with VIP-
secreting tumors. 

 
Clinical Efficacy 
Pancreatic Resection 
A Cochrane systematic review identified 21 randomized controlled trials involving 2348 subjects evaluating 
prophylactic somatostatin or one of its analogues to no drug or placebo during pancreatic surgery. The authors 
found no significant difference between groups in perioperative mortality (RR 0.80: CI 0.56 to 1.16; n=2210) or in 
the number of subjects who experienced drug- related adverse events (RR 2.09; 95% CI 0.83 to 5.24; n=1199). 
The number of patients who experienced postoperative complications was significantly reduced in the 
somatostatin analogue group (RR 0.70; 95% CI 0.61 to 0.80; n=1903). Between the groups, significant 
differences were not seen in the re-operation rate (RR 1.26; 95% CI 0.58 to 2.70; n=687) or in hospital stay (MD 
-1.29 days; 95% CI -2.60 to 0.03; n=1314). Patients in the somatostatin analogue group experienced lower rates 
of pancreatic fistula (RR 0.66; 95% CI 0.55-0.79; n=2206). The authors stated that the proportion of fistulas that 
were clinically significant was not noted in the most of the studies. In studies that did make a distinction in 
clinically significant fistulas, no significant difference was found between the two groups (RR 0.69; 95% CI 0.38 
to 1.28; n=292). Based on their assessment of these trials, the authors stated that while somatostatin analogues 
may reduce perioperative complications they do not reduce perioperative mortality. They also suggest that there 
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is a need for further studies, adequately powered with low risk of bias. The authors concluded that the current 
evidence demonstrates that somatostatin and its analogues are routinely recommended for patients undergoing 
pancreatic resection.6 
 
Carcinoid crisis and other gastrointestinal uses 
While the use of octreotide for fistulae, AIDS diarrhea, chemotherapy/radiation induced diarrhea, bleeding 
gastroesophageal varices and management of life-threatening hypotension due to carcinoid crisis during 
anesthesia induction has not been adequately demonstrated in high quality, randomized, controlled trials, clinical 
experience has established it as one of the standard options for treatment and management of these 
conditions/diseases.7,8,9 
 
Pituitary adenoma producing thyroid stimulating hormone 
An open, non-comparative, multi-center trial evaluated use of lanreotide 30 mg every 10-14 days in 18 patients 
with a thyroid stimulating hormone (TSH)-secreting pituitary adenoma. Fifteen patients had failed previous 
pituitary surgery, additional radiotherapy, or medical therapy. Administration of lanreotide resulted in an 
improvement in clinical signs of hyperthyroidism; decreases in TSH, free T4, and free T3 levels; and in no 
statistically significant change in adenoma size. Treatment was well-tolerated with side effects reported as pain 
at injection site, abdominal cramps, and diarrhea.10  
 
Dosing and Availability 
Bynfezia1 
Acromegaly 
• Initiate dosing at 50 mcg subcutaneously three times a day to improve tolerability to gastrointestinal adverse 

reactions. 
• Measure IGF-I levels every 2 weeks after BYNFEZIA Pen initiation or dosage change to guide titration. 

Alternatively, measuring growth hormone levels at 1-4 hour intervals for 8-12 hours after BYNFEZIA Pen 
administration can guide titration of dose. The goal is to achieve growth hormone levels less than 5 ng/mL or 
IGF-I levels within normal reference ranges for age and sex. 

• The typical dosage is 100 mcg subcutaneously three times a day, but some patients require up to 500 mcg 
three times a day. Doses greater than 300 mcg daily seldom result in additional benefit; if an increase in 
dose fails to provide additional benefit, reduce the dosage. Once biochemical normalization, or maximal 
benefit is achieved, re-evaluate IGF-I or growth hormone levels at 6-month intervals. 

• Withdraw BYNFEZIA Pen yearly for approximately 4 weeks from patients who have received irradiation to 
assess disease activity. If growth hormone or IGF-I levels increase and signs and symptoms recur, 
BYNFEZIA Pen therapy may be resumed at the dose used at the time of BYNFEZIA Pen discontinuation. 

Bynfezia Pen is available as: 
• Injection: 2,500 mcg/mL octreotide as a clear, colorless solution in a 2.8 mL single-patient-use pen. 
 
Sandostatin2 
Sandostatin (octreotide acetate) Injection may be administered subcutaneously or intravenously. Subcutaneous 
injection is the usual route of administration of Sandostatin for control of symptoms. Pain with subcutaneous 
administration may be reduced by using the smallest volume that will deliver the desired dose. Multiple 
subcutaneous injections at the same site within short periods of time should be avoided. Sites should be rotated 
in a systematic manner. 

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to 
administration. Do not use if particulates and/or discoloration are observed. Proper sterile technique should be 
used in the preparation of parenteral admixtures to minimize the possibility of microbial 
contamination. Sandostatin is not compatible in Total Parenteral Nutrition (TPN) solutions because of the 
formation of a glycosyl octreotide conjugate which may decrease the efficacy of the product. 

Sandostatin is stable in sterile isotonic saline solutions or sterile solutions of dextrose 5% in water for 24 hours. It 
may be diluted in volumes of 50 to 200 mL and infused intravenously over 15 to 30 minutes or administered by 
IV push over 3 minutes. In emergency situations (e.g., carcinoid crisis), it may be given by rapid bolus. 
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The initial dosage is usually 50 mcg administered twice or 3 times daily. Upward dose titration is frequently 
required. Dosage information for patients with specific tumors follows. 

Acromegaly 
Dosage may be initiated at 50 mcg 3 times a day. Beginning with this low dose may permit adaptation to adverse 
gastrointestinal effects for patients who will require higher doses. Insulin growth factor-1 (IGF-1; somatomedin C) 
levels every 2 weeks can be used to guide titration. Alternatively, multiple growth hormone (GH) levels at 0 to 8 
hours after Sandostatin® (octreotide acetate) Injection administration permit more rapid titration of dose. The 
goal is to achieve GH levels less than 5 ng/mL or IGF-1 (somatomedin C) levels less than 1.9 unit/mL in males 
and less than 2.2 unit/mL in females. The dose most commonly found to be effective is 100 mcg 3 times a day, 
but some patients require up to 500 mcg 3 times a day for maximum effectiveness. Doses greater than 300 
mcg/day seldom result in additional biochemical benefit, and if an increase in dose fails to provide additional 
benefit, the dose should be reduced. IGF-1 (somatomedin C) or GH levels should be reevaluated at 6-month 
intervals. 

Sandostatin should be withdrawn yearly for approximately 4 weeks from patients who have received irradiation 
to assess disease activity. If GH or IGF-1 (somatomedin C) levels increase and signs and symptoms recur, 
Sandostatin therapy may be resumed. 

Sandostatin (octreotide acetate) Injection is available in 1 mL ampuls as follows: 
• 50 mcg/mL octreotide (as acetate) 
• 100 mcg/mL octreotide (as acetate) 
• 500 mcg/mL octreotide (as acetate) 
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