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VHA Pharmacy Benefits Management Service and Medical Advisory Panel
The following recommendations are based on current medical evidence and expert opinion from clinicians. The content of the document is dynamic and will be revised as new clinical data becomes available. The purpose of this document is to assist practitioners in clinical decision making, to standardize and improve the quality of patient care, and to promote cost-effective drug prescribing. The clinician should utilize this guidance and interpret it in the clinical context of the individual patient situation.
Because sitagliptin modestly reduces HbA1c, has no long-term safety and outcomes data, and is significantly more costly compared to the formulary agents, it should be made available based on the following recommendations.  It is important to emphasize the benefits of diet and exercise at each patient encounter.  This is particularly important when intensification of the patient’s drug regimen is being considered.
	Sitagliptin as monotherapy (Must meet both criteria)

	     Patient is a candidate for oral therapy and is intolerant of or has contraindications to all of the following: 
        metformin, sulfonylureas, and thiazolidinediones (TZDs)1

AND

     Target value for HbA1c based onVA/DoD Guidelines http://www.oqp.med.va.gov/cpg/DM_base.htm is likely
        to be attainable based on clinical trial data 
In c   In 3 clinical trials, the AVERAGE absolute decrease in HbA1c with sitagliptin monotherapy ranged from -0.48 to -0.61%.  

         The AVERAGE placebo-subtracted decrease was greater in those with higher baseline HbA1c: baseline HbA1c <8.0% (0.44 – 0.57%); 

         baseline HbA1c 8 –  8.9% (0.6 - 0.8%); baseline HbA1c > 9% (1.2 -1.5%)   
Insulin may be considered at anytime prior to using sitagliptin; however, it should be considered if patient is symptomatic or a greater reduction beyond what is achievable by sitagliptin is desired.

	Sitagliptin as part of a 2-drug regimen (Must meet both criteria)

	   Inadequate glycemic control with metformin monotherapy and requires the addition of a second agent AND has 

       contraindications to or is unable to tolerate both sulfonylureas and TZDs1
OR

       Inadequate glycemic control with TZD monotherapy and requires the addition of a second agent AND has

       contraindications to or is unable to tolerate both  sulfonylureas and metformin1

                                                                                          OR

       Inadequate glycemic control with sulfonylurea monotherapy and requires addition of a second agent AND has

       contraindications to or is unable to tolerate both metformin and TZDs1
AND

     Target value for HbA1c based onVA/DoD Guidelines http://www.oqp.med.va.gov/cpg/DM_base.htm is likely
        to be attainable based on clinical trial data 

Insulin may be considered at anytime prior to using sitagliptin; however, it should be considered if patient is symptomatic or a greater reduction beyond what is achievable by sitagliptin is desired.
2In   In clinical trials, the AVERAGE absolute decrease in HbA1c in patients receiving sitagliptin + metformin was -0.67% [95%CI -0.77 to -0.57]. 

         The AVERAGE decrease was greater for those with higher baseline HbA1c:  baseline HbA1c < 8.0% (-0.53%); baseline HbA1c 8 - 8.9% 

         (0.82 – 1.13%); baseline HbA1c > 9% (0.91-1.68%)
3In   In a clinical trial, the AVERAGE absolute decrease in HbA1c in patients receiving sitagliptin + pioglitazone was -0.7% [95%CI -0.85 to -0.54].

        The AVERAGE decrease was greater for those with higher baseline HbA1c: baseline HbA1c < 8.5% (-0.73%); baseline HbA1c > 8.5% (-1.17%)

In a  In a clinical trial, the average absolute decrease in HbA1c when combining sitagliptin and a sulfonylurea was -0.3 % [95%CI -0.48 to -0.12]



1Intolerance to other oral agents includes but is not limited to the following:  Sulfonylureas (clinically significant hypoglycemia); metformin (persistent severe GI effects); TZDs (clinically significant edema, new onset or worsening heart failure)
	Sitagliptin as part of an oral 3-drug regimen (must meet all 4 criteria)

	□     Inadequate glycemic control on combination therapy with any 2 of the following drugs: sulfonylurea,

       metformin, or TZD
□     Patient has contraindications to or is unable to tolerate addition of a 3rd agent from the above mentioned group.

□     Patient is not a good candidate for or refuses addition of insulin

□     Target value for HbA1c based on VA/DoD Guidelines http://www.oqp.med.va.gov/cpg/DM_base.htm is likely

        to be attainable based on clinical trial data

3In    In a subgroup of patients receiving sitagliptin + glimepiride + metformin , the AVERAGE absolute decrease in HbA1c was -0.59% 

        [95%CI -0.74 to -0.44].  The AVERAGE placebo-subtracted decrease was greater in those with higher baseline HbA1c:  baseline HbA1c 

        < 8.0% (-0.55%); -0.97% baseline HbA1c 8 to 8.9% (-0.97%); -1.34% baseline HbA1c > 9% (-1.34%).   



	Sitagliptin as part of an oral 4-drug regimen

	     The efficacy and safety of such a combination is not known and should be strongly discouraged.  Such a trial
        might rarely be considered in patients with inadequate glycemic control on 3 drug therapy and who are not 
        good candidates for or refuse the addition of insulin.


	Dosage 

	Sitagliptin is administered as 100mg once daily and may be taken with or without food.
When used with a sulfonylurea, a lower dose of the sulfonylurea may be required as hypoglycemia was reported more often in those treated with this combination.
Dosage adjustment is recommended for patients with moderate-severe renal insufficiency and endstage renal disease (ESRD).  

· 50mg once daily for patients with moderate renal impairment (CrCl ≥ 30 to <50mL/min or SCr >1.7- ≤ 3.0mg/dl for males >1.5- ≤ 2.5mg/dl females)

· 25mg once daily for patients with severe renal impairment (CrCl < 30mL/min or SCr > 3.0mg/dl for males or > 2.5mg/dl for females) and for ESRD requiring dialysis.  Sitagliptin may be administered without regard to time of dialysis.

	Discontinuation criteria

	If HbA1c goals are not met after 3-6 months of sitagliptin therapy, sitagliptin should be discontinued and insulin initiated (no safety and efficacy data for combined use with insulin at this time). 


· Combination of sitagliptin with insulin is not recommended until data on its safety and efficacy are available.   
· There have been postmarketing reports of serious allergic and hypersensitivity reactions (e.g. anaphylaxis, angioedema, exfoliative skin conditions including Stevens-Johnson syndrome).  If these reactions occur, discontinue sitagliptin and initiate alternative treatment for diabetes.
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