2 Keystone First
s VIP Choice

V-Go® disposable insulin pump

Clinical Policy ID: CCP.1440
Recent review date: 2/2024
Next review date: 6/2025

Policy contains: Disposable; nonprogrammable; insulin pump; continuous subcutaneous insulin infusion.

Keystone First VIP Choice has developed clinical policies to assist with making coverage determinations. Keystone First VIP Choice’s
clinical policies are based on guidelines from established industry sources, such as the Centers for Medicare & Medicaid Services (CMS),
state regulatory agencies, the American Medical Association (AMA), medical specialty professional societies, and peer-reviewed
professional literature. These clinical policies along with other sources, such as plan benefits and state and federal laws and regulatory
requirements, including any state- or plan-specific definition of “medically necessary,” and the specific facts of the particular situation are
considered by Keystone First VIP Choice when making coverage determinations. In the event of conflict between this clinical policy and
plan benefits and/or state or federal laws and/or regulatory requirements, the plan benefits and/or state and federal laws and/or regulatory
requirements shall control. Keystone First VIP Choice’s clinical policies are for informational purposes only and not intended as medical
advice or to direct treatment. Physicians and other health care providers are solely responsible for the treatment decisions for their
patients. Keystone First VIP Choice’s clinical policies are reflective of evidence-based medicine at the time of review. As medical science
evolves, Keystone First VIP Choice will update its clinical policies as necessary. Keystone First VIP Choice’s clinical policies are not
guarantees of payment.

Coverage policy

The V-Go® Disposable Insulin Delivery Device (Valeritas Inc., Shrewsbury, Massachusetts) is) is clinically proven
and, therefore, medically necessary when the following criteria are met (Chatziravdeli 2023; Mora, 2020; Peters
2016; Wang 2021):

¢ The individual has documented diabetes mellitus (any type); and
o Both of the following criteria are met:
o0 Insulin injections are required multiple times daily; and
0 Multiple blood glucose tests are required daily or a continuous glucose monitor is being used.

And at least one of the following indicators of suboptimal blood sugar control in diabetes patients despite
appropriate management may include:

¢ Recurrent hypoglycemic events (blood glucose < 70 mg/dL).

o Repeated episodes of diabetic ketoacidosis.

¢ Large fluctuations in blood sugar levels.

e Loss of awareness of hypoglycemia.

e Hemoglobin Alc values over 7.0%.

¢ High fasting blood glucose over 200 mg/dL due to dawn phenomenon.

Limitations
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Not applicable.

Alternative covered services
e Diabetes education and counseling.
e Multiple daily injections of insulin.
¢ Non-disposable, programmable continuous subcutaneous insulin infusion pump.
e Non-insulin glucose lowering medications.

Background

Diabetes is usually diagnosed according to one of the following criteria (American Diabetes Association, 2019):

e Fasting plasma glucose = 126 mg/dL (7.0 mmol/L).

¢ Two-hour plasma glucose = 200 mg/dL (11.1 mmol/L) after a 75-gram oral glucose tolerance test.

e Alc 26.5% (48 mmol/mol).

e Random plasma glucose =200 mg/dL (11.1 mmol/L) in a patient with classic symptoms of hyperglycemia
or hyperglycemic crisis.

Intensive insulin therapy is an aggressive treatment approach for persons with diabetes who require close
monitoring of blood glucose levels and frequent doses of insulin. Innovations in insulin delivery and glucose
monitoring are designed to improve glycemic control and quality of life while limiting adverse effects, such as
hypoglycemia and weight gain.

Insulin pump therapy is an alternative to insulin injections by syringes or insulin pens. Insulin pumps are
connected to the body via an infusion set and tubing for delivering rapid- or short-acting insulin via subcutaneous
routes, or they may be implanted using intraperitoneal routes. They may be integrated with real-time continuous
glucose monitoring sensors (sensor-augmented pumps). Insulin doses may be delivered as:

¢ Basal rates delivered continuously over 24 hours.
e Bolus doses to cover carbohydrates in meals.
e Corrective or supplemental doses.

Many persons with diabetes continue to experience considerable fear of hypoglycemia, which may compromise
care and treatment adherence, leading to worsening metabolic control (Lin, 2020). With insulin pumps, the tubing
can kink or disconnect and compromise convenient and discreet use. As a result, a number of external insulin
infusion patch pumps have been developed that involve no visible tubing, adhere to the body, are partially or
completely disposable, and may be worn and operated discreetly under clothing, while glucose levels are
continuously monitored. Some require a separate wireless controller device for programming, and others are
preprogrammed with all necessary control components (Lin, 2020).

Hormones such as insulin are regulated as drugs under the Federal Food, Drug and Cosmetic Act (21CFR201).
More than 70 insulin pumps have received U.S. Food and Drug Administration (2022) 510(k) premarket approval
as Class Il devices. Each must comply with federal law for labeling (U.S. Food and Drug Administration, 2022).

The V-Go is a fully disposable, nonprogrammable, single-use insulin infusion device with an integrated
subcutaneous needle indicated for adult patients requiring insulin, and is approved for use by the U.S. Food and
Drug Administration (2011). It is approved for U-100 fast-acting insulins (Valeritas, 2021). Three device models
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(delivering 20, 30, or 40 units/day) provide a continuous preset basal rate of insulin, allow for on-demand bolus
dosing around mealtimes, and must be replaced daily.

Boluses are given by pressing one or two buttons to deliver a fixed amount, usually two units of insulin. Although
the amount of remaining insulin is visible, the device cannot track how much insulin has been taken. As it has
no remote controller, a change in bolus rate requires a change in model. The manufacturer’'s website notes that
if regular adjustments or modifications to the preset basal rate of insulin are required in a 24-hour period, or if
the amount of insulin used at meals requires adjustments of less than 2-unit increments, use of the V-Go may
result in hypoglycemia (Valeritas, 2021).

We included seven studies in the policy (Everitt, 2019; Johns, 2014; Lajara, 2016; Ravel, 2019; Rosenfeld, 2012;
Sutton, 2018; Winter, 2015). The evidence supporting the clinical utility of the V-Go insulin pump consists of
retrospective analyses that enrolled non-pregnant adults with poorly controlled Type 2 diabetes on insulin
therapy and non-insulin glucose lowering medications. All but Rosenfeld (2012) and Winter (2015) were funded
by the manufacturer, with a high likelihood of overlapping study populations.

An Endocrine Society guideline recommends continuous subcutaneous insulin infusion therapy for diabetes-
educated people with insulinopenic Type 2 diabetes who have poor glycemic control despite intensive insulin
therapy, oral agents, other injectable therapy, and lifestyle modifications (Peters, 2016). Mental and
psychological status, prior adherence with diabetes self-care measures, willingness and interest in trying the
device, and compliance with the required follow-up visits are important considerations.

Results of early preliminary analyses (Johns, 2014; Rosenfeld, 2012; Winter, 2015) suggest V-Go may improve
glycemic control, reduce costs of diabetes care in the short term, and increase patient acceptance and
satisfaction compared to prior insulin delivery options. Results of subsequently published retrospective studies
with follow-up durations of up to 14 months (Everitt, 2019; Lajara, 2016; Ravel, 2019; Sutton, 2018) confirm
sustained significant reductions in Alc targets, total daily dose of insulin, and related costs.

The limitations of the evidence reflect their retrospective design. They include small numbers of participants, lack
of an independent control group, and inadequate description of enroliment criteria or baseline characteristics
that prevent determination of the optimal candidate for the device. Although retrospective analyses may reflect
real-world clinical practice, there is risk of selection bias, and potential confounders such as use of other glucose-
lowering agents, insulin adherence, and diet adherence may not be accounted for in the analyses. Systematic
collection of adverse events was not consistently reported, nor were reasons for discontinuing V-Go.

In 2019, more than 500 device events were reported to the U.S. Food and Drug Administration Manufacturer
and User Facility Device Experience database (U.S. Food and Drug Administration, 2019), similar to data
reported in prior years. Most incidents were of device malfunction, although data of impact on patient outcome
were not always reported.

Device limitations and current evidence suggest the best candidates for V-Go are patients with Type 2 diabetes
on simple insulin regimens (Ginsberg, 2019). They may require basal-bolus therapy but would not be using
multiple basal insulin rates and would not need an additional insulin push for the dawn phenomenon. However,
prospective studies that address the shortcomings in the evidence are needed first to determine relative safety,
effectiveness, and optimal candidacy.
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In 2021, we updated the references (American Diabetes Association, 2019; Grunberger, 2020) and made no
policy changes.

In 2022, we added several recent reviews, including:

o Diabetes patients (n = 136) using the V-Go device showed effectiveness and safety using either human
regular insulin or rapid acting insulin; cost savings using human regular insulin are large (Mora, 2020).
However, a study of 14,238 Swedish diabetes patients found higher average annual cost of those using
insulin pumps versus those with multiple daily injections ($12,928 and $9,005) (Grip, 2021).

o Diabetes patients (n = 139) switching to V-Go significantly reduced A1C, using significantly less insulin
(total daily dose), especially those prescribed a basal-bolus regimen (Zeidan, 2020).

e After switching to V-Go, 283 type 2 diabetes patients with suboptimal control had significantly lower A1C
and total daily dose after seven months; those considered high risk fell from 46% to 24% (Hundal, 2020).

In 2023, we added a review (n = 44) that found use of V-Go significantly reduced A1C and daily insulin
requirements with no impact on weight or body mass index (Meade, 2021).

In 2024, we changed the policy for V-Go from investigational to medically necessary in some instances. We also
found an updated guideline from the American Diabetes Association that stated Individuals with diabetes who
have been using continuous subcutaneous insulin infusion should have continued access across third-party
payers. V-Go would fall into this category of products. However, this recommendation received an “E” rating,
which the association defines as an expert opinion. This is a category for recommendations in which there is no
evidence from clinical trials or there is conflicting evidence of efficacy (American Diabetes Association, 2023).

We found two systematic reviews and meta-analyses aimed at evaluating the efficacy of continuous
subcutaneous insulin infusion (CSIl) devices compared, a category V-Go falls in to, to multiple daily injections
(MDI) in patients with type 1 and type 2 diabetes. In type 1 diabetes, meta-analysis showed CSII significantly
lowered HbAlc by 0.21% versus MDI. A 4-year prospective cohort study in 188 pediatric patients found CSII
was associated with lower HbAlc by 0.67% (95% CI -1.28 to -0.05) and higher weight by 2.31kg (95% CI 0.59
to 4.04) compared to MDI, with no differences in diabetic ketoacidosis or complications (Wang 2021). In type 2
diabetes, meta-analysis showed CSII significantly improved HbAlc by 0.26% (95% CI -0.42 to -0.10) and
reduced daily insulin dose by 0.58 standardized units (95% CI -0.76 to -0.40) compared to MDI. No differences
were seen in fasting glucose or body weight changes (Chatziravdeli, 2023). In summary, these studies provide
consistent evidence that CSll is associated with improved glycemic control compared to MDI in both type 1 and
type 2 diabetes populations, with potential benefits on weight outcomes in pediatric type 1 diabetes, supporting
the clinical utility of this insulin delivery method.

A systematic review of the patch pump category broadly (n = 6,394) found that these pumps may be preferred
over conventional insulin pumps as they are tubeless, smaller in size, offer discretion, are waterproof, and
eliminate infusion set issues. However, there is limited research on patient-reported outcomes. The review found
most studies for these devices lack controls, have small sample sizes, and use non-validated questionnaires.
Bias and methodology issues were common, and more rigorous research is needed (Kulzer, 2022).
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Policy updates

12/2019: initial review date and clinical policy effective date: 2/2020
1/2021: Policy references updated.
1/2022: Policy references updated.
1/2023: Policy references updated.
1/2024: Policy references updated.
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