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Drug/Drug Class: Transthyretin Amyloidosis Agents PDL Edit
First Implementation Date: January 9, 2025
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Prepared For: MO HealthNet	
Prepared By: MO HealthNet and Conduent	
Criteria Status: Revision of Existing Criteria

Executive Summary 
Purpose: 
The MO HealthNet Pharmacy Program will implement a state-specific preferred drug list.  
	
Why Issue Selected:
Transthyretin-mediated amyloidosis (ATTR) is a form of systemic amyloidosis caused by amyloid deposits made up of a protein called transthyretin (TTR).  ATTR can be either hereditary or acquired (non-hereditary).  TTR is always present in the blood, where it transports thyroid hormone (thyroxine) and vitamin A (retinol), hence the name: “trans-thy-retin”.  When the abnormal proteins are produced and the fibers attach and deposit in organs and other places in the body, normal function of that part of the body is affected. The hereditary form of ATTR is caused by a pathogenic variant in the TTR gene that causes misfolding of the tetramer subunits, while the wild-type form is associated with misfolding of destabilized native protein (particularly in the elderly) and causes non-familial cases.  

Onpattro (patisiran), Amvuttra (vutrisiran), and Wainua (eplontersen) are indicated for the treatment of the polyneuropathy caused by hereditary transthyretin-mediated amyloidosis (hATTR-PN) in adults. These agents work by targeting RNA to reduce the production of the TTR protein thus reducing the accumulation of amyloid deposits in the peripheral nerves, improving symptoms, and helping patients better manage the condition.  hATTR-PN affects approximately 3,000 people in the United States.

Amvuttra (vutrisiran), Attruby (acroamidis), and Vyndamax (tafamidis) are indicated for the treatment of cardiomyopathy caused by transthyretin-mediated amyloidosis (ATTR-CM) in adults.  These agents are indicated for both wild-type transthyretin amyloidosis (ATTRwt) and hereditary transthyretin amyloidosis (hATTR).  ATTR-CM results in accumulation of amyloid fibrils in the left ventricle which ultimately causes the myocardium to become stiff, resulting in heart failure. Attruby and Vyndamax are oral TTR stabilizers that selectively bind to TTR, stabilizing the tetramer of the TTR transport protein and slowing the formation of amyloid that causes ATTR-CM. Amvuttra is a subcutaneous TTR silencer that through RNA interference results in a reduction of serum TTR protein and TTR protein deposits in tissues. Although ATTR-CM was historically considered a rare condition and precise estimates of its incidence and prevalence are not available, evidence is accumulating, both through direct ascertainment by sensitive imaging or indirectly through biobank analyses, that the disease is considerably more common than previously assumed.

Total program savings for the PDL classes will be regularly reviewed.

Preferred Agents:
N/A



Non-Preferred Agents:
· Amvuttra
· Attruby
· Onpattro
· Vyndamax
Wainua
Setting & Population 
Drug class for review: Agents for transthyretin-mediated amyloidosis (ATTR)
Age range: All appropriate MO HealthNet participants

Approval Criteria
Initial therapy:
· Must meet all of the following:
· Participant is aged 18 years or older.
· Documented amyloid deposit by tissue biopsy or scintigraphy scan (e.g., Tc-99m PYP scan);
· Documented diagnosis of ATTR, including ATTRwt or hATTR:
· For participants with hATTR, confirmation of pathogenic transthyretin variant;
· Prescribed by or in consultation with a neurologist, cardiologist, or other appropriate specialist in the treated disease state.
· Additional approval criteria for a documented diagnosis of polyneuropathy caused by hATTR:
· Claim is for Amvuttra, Onpattro, or Wainua.
· Additional approval criteria for a documented diagnosis of cardiomyopathy caused by ATTR:
· Claim is for Amvuttra, Attruby, Vyndaqel or Vyndamax;
· NYHA functional Class I-III;
· Documented diagnosis of heart failure; AND
· Documented echocardiogram with end-diastolic interventricular septal wall thickness ≥ 12 mm.
· Additional approval criteria for Amvuttra:
· Documented 6 month trial of one of the following TTR stabilizing agents: Vyndaqel, Vyndamax or Attruby.
· Utilization of two agents simultaneously requires letter of medical necessity and specific treatment plan.
· Initial approval period: 6 months

Continuation of therapy:
· Continuation of therapy criteria for ATTR-CM (Amvuttra, Attruby, Vyndaqel or Vyndamax):
· Documentation of clinical benefit of therapy, including slowing of clinical decline, decrease in cardiovascular related hospitalizations, improvement in 6-minute walk test, and/or stable or improvement in the Kansas City Cardiomyopathy Questionnaire-Overall Summary (KCCQ-OS).
Continuation approval period: 6 months.





Denial Criteria
Any approval criteria are not met;
Claim is for Amvuttra, Attruby, Vyndaqel or Vyndamax and presence of any of the following:
· NYHA functional Class IV;
· Presence of a cardiac mechanical assist device; OR
Claim exceeds maximum dosing limitations:
	Drug Description
	Generic Equivalent
	Max Dosing Limitation

	ATTRUBY 356 MG TABLET
	ACORAMIDIS HCL
	4 TABLETS PER DAY

	VYNDAMAX 61 MG CAP
	TAFAMIDIS
	1 CAPSULE PER DAY

	VYNDAQEL 20 MG CAP
	TAFAMIDIS MEGLUMINE
	4 CAPSULES PER DAY
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Denial: Exception Code “0160” (Preferred Drug List)
Rule Type: PDL
Default Approval Period: 6 months
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