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PRIOR AUTHORIZATION PoOLICY

PoLIicy: Tolvaptan Products - Tolvaptan (Jynarque) Prior Authorization Policy
e Jynarque® (tolvaptan tablets — Otsuka, generic)

REVIEW DATE: 06/18/2025; selected revision 07/02/2025

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. EACH COVERAGE REQUEST SHOULD BE REVIEWED ON ITS OWN MERITS. MEDICAL
DIRECTORS ARE EXPECTED TO EXERCISE CLINICAL JUDGMENT WHERE APPROPRIATE AND HAVE DISCRETION IN MAKING INDIVIDUAL
COVERAGE DETERMINATIONS. WHERE COVERAGE FOR CARE OR SERVICES DOES NOT DEPEND ON SPECIFIC CIRCUMSTANCES,
REIMBURSEMENT WILL ONLY BE PROVIDED IF A REQUESTED SERVICE(S) IS SUBMITTED IN ACCORDANCE WITH THE RELEVANT CRITERIA
OUTLINED IN THE APPLICABLE COVERAGE POLICY, INCLUDING COVERED DIAGNOSIS AND/OR PROCEDURE CODE(S). REIMBURSEMENT IS
NOT ALLOWED FOR SERVICES WHEN BILLED FOR CONDITIONS OR DIAGNOSES THAT ARE NOT COVERED UNDER THIS COVERAGE POLICY
(SEE "CODING INFORMATION" BELOW). WHEN BILLING, PROVIDERS MUST USE THE MOST APPROPRIATE CODES AS OF THE EFFECTIVE
DATE OF THE SUBMISSION. CLAIMS SUBMITTED FOR SERVICES THAT ARE NOT ACCOMPANIED BY COVERED CODE(S) UNDER THE APPLICABLE
COVERAGE POLICY WILL BE DENIED AS NOT COVERED. 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.

CIGNA NATIONAL FORMULARY COVERAGE:

OVERVIEW

Tolvaptan (Jynarque, generic), a selective vasopressin V2-receptor antagonist, is indicated
to slow kidney function decline in adults at risk of rapidly progressing autosomal
dominant polycystic kidney disease (ADPKD).!

Efficacy studies included patients with nhormal and reduced renal function. TEMPO 3:4
required patients to have an estimated creatinine clearance < 60 mL/min, while REPRISE
included patients with an estimated glomerular filtration rate (eGFR)ckp-er1 25 to 65
mL/min/1.73 m?2.t

Disease Overview

ADPKD is a heterogeneous, inherited kidney disorder associated with the development of
kidney cysts, which result in kidney pain, hypertension, renal failure, and other clinical
sequelae.?> The condition is a common cause of end-stage renal disease; however, other
organs are also impacted (e.g., hepatic and vascular systems). Progressive kidney
enlargement occurs; however, manifestations generally do not occur until later in life
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(fourth decade) due to compensatory renal mechanisms. If a parent has the condition, a
child has a 50% chance of inheritance. Approximately 600,000 people in the US have this
condition.

Guidelines

The European Renal Association Working Groups on Inherited Kidney Disorders, the
European Rare Kidney Disease Reference Network, and the Polycystic Kidney Disease
International published a consensus statement regarding use of tolvaptan in ADPKD
(2022).7 A confirmed annual eGFR decline = 3.0 mL/min/1.73 m? over a period of > 4
years defines rapid progression. Also, a Mayo Classification of 1D or 1E indicates rapid
disease progression. Patients with Mayo Classification of 1C should be further evaluated for
additional evidence of rapid disease progression. Total kidney volume changes should not
be used as a marker of progression in individual patients. Finally, tolvaptan should be
discontinued when the patient approaches kidney failure (i.e., the need for renal
replacement therapy).

Kidney Disease: Improving Global Outcomes (KDIGO) Clinical Practice Guideline for the
Evaluation, Management, and Treatment of ADPKD (2025) address the role of tolvaptan.®
Tolvaptan is recommended for adults with an ADPKD with an eGFR = 25 mL/min per 1.73
m?, and who are at risk of disease progression. A historical rate of eGFR decline of > 3.0
mL/min per 1.73 m?2 per year indicates rapid disease progression. Additionally, Mayo
Classification 1C to 1E is indicative of rapid disease progression, but providers are
encouraged to make case-by-case decisions for 1C classification.

The National Kidney Foundation and the Polycystic Kidney Disease Foundation list tolvaptan
as an FDA-approved treatment option for patients with ADPKD.>8

Safety

Tolvaptan (Jynarque, generic) is available only through a restricted distribution program
called the Tolvaptan for ADPKD shared System Risk Evaluation and Mitigation Strategy
(REMS) because of the risks of liver injury.!

POLICY STATEMENT

Prior Authorization is recommended for prescription benefit coverage of tolvaptan. All
approvals are provided for the duration noted below. Due to the specialized skills required
for evaluation and diagnosis of patients treated with tolvaptan as well as the monitoring
required for adverse events and long-term efficacy, approval requires tolvaptan to be
prescribed by or in consultation with a physician who specializes in the condition being
treated.

e Jynarque® (tolvaptan tablets - Otsuka, generic)

is(are) covered as medically necessary when the following criteria is(are) met for
FDA-approved indication(s) or other uses with supportive evidence (if applicable):

FDA-Approved Indication

1. Autosomal Dominant Polycystic Kidney Disease. Approve for 1 year if the patient
meets ALL of the following (A, B, C, D, and E):
A) Patient is = 18 years of age; AND
B) According to the prescriber, the patient has rapidly progressing autosomal dominant
polycystic kidney disease; AND

3 Pages - Cigna National Formulary Coverage - Policy: Tolvaptan Products — Tolvaptan (Jynarque) Prior
Authorization Policy



Note: Examples of rapidly declining renal function include estimated glomerular
filtration rate decline of = 3.0 mL/min/1.73 m? and Mayo Classification of 1C, 1D or
1E.
C) At baseline, the patient has an estimated glomerular filtration rate = 25
mL/min/1.73 m2; AND
Note: This refers to baseline prior to treatment with any tolvaptan product.
D) Patient is not on renal replacement therapy; AND
Note: Renal replacement therapy is defined as dialysis or kidney transplantation.
E) The medication is prescribed by or in consultation with a nephrologist.

CONDITIONS NOT COVERED
¢ Jynarque® (tolvaptan tablets - Otsuka, generic)

is(are) considered not medically necessary for ANY other use(s) including the
following (this list may not be all inclusive; criteria will be updated as newly
published data are available):

1. Patient is Currently Receiving Samsca® (tolvaptan tablets). Samsca is a
tolvaptan product that is indicated for the treatment of clinically significant hypervolemic
and euvolemic hyponatremia, including patients with heart failure and syndrome of
inappropriate antidiuretic hormone (SIADH).® Concomitant use is not recommended.

2. Hyponatremia. Samsca is another tolvaptan product that is indicated for the
treatment of clinically significant hypervolemic and euvolemic hyponatremia (serum
sodium < 125 mEq/L or less marked hyponatremia that is symptomatic and has resisted
correction and fluid restriction), including patients with heart failure and SIADH.

Samsca (and not Jynarque) should be used for this condition.
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HISTORY
Type of Summary of Changes Review
Revision Date
Annual No criteria changes. 06/28/2023
Revision
Annual No criteria changes. 06/26/2024
Revision
Annual The policy was renamed to Tolvaptan Products - Tolvaptan 06/18/2025
Revision (Jynarque) Prior Authorization Policy. Previously, the policy was
named Tolvaptan Products - Jynarque. Jynarque tablets are now
available as a generic product.
Autosomal Dominant Polycystic Kidney Disease. Mayo
Classification 1C was added to the Note of examples for rapidly
progressing autosomal dominant polycystic kidney disease.
Autosomal Dominant Polycystic Kidney Disease. The
requirement regarding kidney function was updated to state that
the patient has an estimated glomerular filtration rate > 25
mL/min/1.73 m2. Previously, it stated that a patient did not have
Stage 5 chronic kidney disease, which was defined in the Note as
glomerular filtration rate < 15 mL/min/1.73 m2. With the updated
criterion, the related note was deleted.
Selected Autosomal Dominant Polycystic Kidney Disease. The 07/02/2025
Revision requirement that a patient has an eGFR = 25 mL/min? was clarified
to state that this was a requirement at baseline. A corresponding
Note was added to define baseline as prior to treatment with any
tolvaptan product. Another requirement was also added that a
patient on tolvaptan therapy cannot be on renal replacement
therapy. A corresponding Note was added to define renal
replacement therapy as dialysis or transplantation.

"Cigna Companies" refers to operating subsidiaries of The Cigna Group. All products and services are
provided exclusively by or through such operating subsidiaries, including Cigna Health and Life

Insurance Company, Connecticut General Life Insurance Company, Evernorth Behavioral Health, Inc.,
Cigna Health Management, Inc., and HMO or service company subsidiaries of The Cigna Group.© 2025
The Cigna Group.
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