
PREFERRED STEP THERAPY POLICY

POLICY: Diabetes – Insulin (Other) [effective January 1, 2020]

APPROVAL DATE: 10/30/2019

DRUGS AFFECTED:
 Humulin® N (NPH, human insulin isophane suspension [recombinant DNA 

{rDNA} origin] injection [vials and KwikPen] – Lilly)
 Humulin® R (regular insulin human injection [rDNA origin] U-100 only [vials] – 

Lilly)
 Humulin® 70/30 (70% NPH, human insulin isophane suspension and 30% regular

human insulin injection [rDNA origin] [vials and KwikPen] – Lilly)
 Novolin® N and ReliOn® Novolin N (NPH, human insulin isophane suspension 

[rDNA origin] injection [vials] – Novo Nordisk)
 Novolin® R and ReliOn® Novolin R (regular human insulin injection [rDNA 

origin] solution [vials] – Novo Nordisk)
 Novolin® 70/30 and ReliOn® Novolin 70/30 (70% NPH, human insulin isophane 

suspension and 30% regular human insulin [rDNA origin] injection [vials and 
FlexPen] – Novo Nordisk)

OVERVIEW
Insulin lowers blood glucose by stimulating peripheral glucose uptake, especially by skeletal muscle and
fat,  and by inhibiting hepatic glucose production.1  Humulin and Novolin are lines of human insulin
indicated for to improve glycemic control in adults and children with diabetes mellitus. 2,3  ReliOn Novolin
is identical to Novolin and produced by the same manufacturer under a different label name.  These
products  substitute  for  inadequate  endogenous  insulin  secretion  and  partially  correct  the  disordered
metabolism and inappropriate hyperglycemia of diabetes mellitus, which are caused by either a deficiency
or reduction in the biologic effectiveness of insulin.  As with all insulin preparations, the duration of
action is dependent on the dose, site of injection, blood supply, temperature, and physical activity.

Humulin R and Novolin R/ReliOn Novolin R have short durations of action.1,2,7  With subcutaneous (SC)
use, the pharmacologic effect begins approximately 30 minutes, peaks at approximately 1 to 4 hours, and
lasts  up to 8 hours.   Humulin N and Novolin N/ReliOn Novolin N are Neutral  Protamine Hagedorn
(NPH) or  isophane insulins.3,4,7  These intermediate-acting insulins  are  produced by adding zinc and
protamine to regular insulin which causes a delay in absorption and prolongs the duration of action after
SC administration.  The duration of action of NPH insulin is variable; generally onset is 1 to 3 hours, peak
occurs at 4 to 12 hours, and duration of action can last up to 24 hours.  The 70/30 products contain a
combination of regular and NPH insulin.5-7

Guidelines/Consensus Statements
There are several position statements and guidelines that address the treatment of patients with diabetes.
In general for patients with type 2 diabetes metformin (in addition to comprehensive lifestyle including
weight management and physical activity) remains the first-line therapy unless contraindicated, due to
proven safety, weight neutrality, and possible benefits on CV outcomes.8,9  According to the American
Diabetes Association (ADA) Standards of Care (2019), basal insulins may be added to gain additional
glycemic control  in  patients  that  are  not  attaining the desired HbA1C with oral  therapy or  added for
patients with very high baseline glycosylated hemoglobin (HbA1C) values.8  The ADA standards note that
control of fasting glucose can be achieved with long-acting insulin analogues or NPH insulin; clinical
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trials  have demonstrated that  long-acting analogues reduce symptomatic  and nocturnal  hypoglycemia
compared  with  NPH,  although  the  advantage  is  modest.   If  HbA1C remains  above  target,  prandial
(mealtime) insulin may be added.  ADA standards state that meta-analyses compared rapid-acting insulin
analogues with human regular insulin have not found important differences in HbA1C or hypoglycemia.

The American Association of  Clinical  Endocrinologists  (AACE)/American College  of  Endocrinology
(ACE)  Consensus  Statement  (2019)  also  acknowledge  that  basal  insulin  analogues  cause  less
hypoglycemia compared with NPH.9  AACE/ACE prefers rapid-acting injectable insulin analogues or
inhaled insulin over regular human insulin, citing faster onset and less hypoglycemia.  Premixed insulins
are also associated with higher frequency of hypoglycemic events compared with basal and basal-bolus
regimens.  However, the statement notes that some patients may benefit from a simplified regimen.

POLICY STATEMENT
A preferred step therapy program has been developed to encourage the use of a Step 1 product prior to the
use of a Step 2 product.  If the preferred step therapy rule is not met at the point of service, coverage will
be determined by the preferred step therapy criteria below.  Patients ≥ 18 years of age will be targeted in this
preferred step therapy program.  All approvals are provided for 1 year in duration.  Note:  Humulin U-500 is
not targeted in this policy.

Automation:  Patients with a history of one Step 1 product within the 130-day look-back period are
excluded from step therapy.  

Regular Insulins
Step 1: Humulin R vials 
Step 2: Novolin R vials, ReliOn Novolin R vials

NPH Insulins
Step 1: Humulin N vials, Humulin KwikPens
Step 2: Novolin N vials, ReliOn Novolin N vials

70/30 Mix Insulins
Step 1: Humulin 70/30 vials, Humulin 70/30 KwikPens
Step 2: Novolin 70/30 vials, Novolin 70/30 FlexPens, ReliOn Novolin 70/30 vials, ReliOn Novolin

70/30 FlexPens

RECOMMENDED EXCEPTION CRITERIA

1. If a patient has tried a Step 1 regular insulin, approve a Step 2 regular insulin.

2. If a patient has tried a Step 1 NPH insulin, approve a Step 2 NPH insulin.

3. If a patient has tried a Step 1 70/30 mix insulin, approve a Step 2 70/30 mix insulin.

4. No other exceptions are recommended.
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