Sample Letter of Medical Necessity for Attruby® (acoramidis)

	This resource provides an example of the types of information to consider when submitting a letter of medical necessity. 

You may use a letter of medical necessity when one is required by your patient’s health insurance plan. It may also be used to accompany a request for prior authorization (PA) or in response to a payer’s request for additional documentation to support approval.

This sample letter is provided for your guidance only. Any letter of medical necessity should be based on your medical judgment and discretion. Use of any information suggested in this letter does not guarantee that the health plan will approve coverage, and it is not intended to be a substitute for, or an influence on, the independent medical judgment of the healthcare provider. When completing any request, it is the responsibility of the healthcare provider to adhere to the payer's specific requirements at that time.

Reminders for submitting a letter of medical necessity:
· Ensure the treating physician signs the letter
· Include the appropriate ICD-10-CM diagnosis code(s)
· Refer to pages 5-6 for a list of enclosures





[Physician’s Letterhead]

[Date]

ATTN: [Health plan contact name]	
[Contact title]                  
[Health plan name]			    
[Health plan mailing address]
[City, State ZIP]	

Subject: Letter of Medical Necessity for Attruby® (acoramidis)

Patient Name: [Patient’s first and last name]
Date of Birth: [MM/DD/YYYY]	
Insurance ID/Policy Number: [Insurance ID/policy number]
Insurance Group Number: [Insurance group number]
Claim Number: [Patient claim number]
Dates of Service: [Dates]	

Dear [Medical Director/Health Plan Contact Name],

I am writing on behalf of my patient, [Patient’s first and last name], to [request prior authorization of/document medical necessity for] Attruby® (acoramidis) for the treatment of transthyretin amyloid cardiomyopathy (ATTR-CM). I have reviewed your drug coverage policy and feel that [Patient’s name] should be covered for Attruby, as it is medically necessary to treat [his/her/their] diagnosis of ATTR-CM. This letter provides information about the patient’s medical history and my rationale for treatment with Attruby.

Summary of Patient’s Medical History 
[Patient’s name] is [age] years old and has been in my care since [date], having been referred to me by [referring physician’s name] for [reason]. [Patient’s name] was initially diagnosed with ATTR-CM ([ICD-10-CM code]) on [date]. I have included a synopsis of [his/her/their] clinical history below:

[Please complete the following based on your patient’s medical history. Remove any content that does not apply to your patient.] 

Record of initial diagnosis: [Patient’s name]’s initial diagnosis with ATTR-CM on [date] is supported by [summarize diagnostic assessments, including radiographic imaging (eg, bone or cardiac scintigraphy scans), biomarker tests, and evidence that diagnosis of immunoglobulin light chain amyloidosis was ruled out]. Records of these evaluations are included in the enclosures, which are listed in full at the end of this letter.

Supporting assessments: In addition to the primary diagnostic assessments described above, [Patient’s name]’s diagnosis with ATTR-CM is supported by [summarize other assessments or diagnostic evaluations, genetic testing, relevant family history, etc.] Records of these assessments are included in the enclosures, which are listed in full at the end of this letter.

Relevant medical history: [Briefly summarize the patient’s medical history. This summary may include ATTR-related hospitalizations, ATTR-CM–related comorbidities, electronic implantable cardiac devices (such as a pacemaker or cardioverter defibrillator), intracardiac mechanical assist devices, underlying health issues, risk factors, etc.] Relevant documentation is included in the enclosures, which are listed in full at the end of this letter.

Current signs or symptoms: [Patient’s name] presents with signs or symptoms consistent with ATTR-CM, including [describe patient’s functional status, disease stage, symptoms associated with ATTR-CM (eg, shortness of breath, confusion, coughing or wheezing, edema, arrhythmia or atrial fibrillation, fatigue, syncope, etc.)] I have included relevant chart notes in the enclosures, which are listed in full at the end of this letter.

Treatment history: [Summarize current/previous therapies for ATTR-CM, including the duration of each, responses to those treatments, and the rationale for discontinuation]. Records of treatment with [list therapies] are included in the enclosures, which are listed in full at the end of this letter.

ATTR-CM Disease Overview and Rationale for Treatment With Attruby
ATTR-CM is a fatal disease caused by destabilization and misfolding of transthyretin (TTR), a naturally occurring transport protein.1 In patients with ATTR-CM, unstable TTR dissociates and reforms into insoluble amyloid fibrils. As these amyloid fibrils deposit and accumulate in the heart, the heart progressively stiffens and weakens, limiting its ability to pump blood, and leading to heart failure.1,2 Without adequate treatment, patients usually die within 5 years of diagnosis.2

While pathogenic, destabilizing mutations in the TTR gene can lead to the development of ATTR-CM, there are also protective mutations that may prevent ATTR. In particular, the T119M variant has been shown to kinetically stabilize TTR and reduce its dissociation rate more than 36-fold compared to patients without this mutation.3,4 Individuals carrying the T119M mutation and no destabilizing TTR mutations have demonstrated a decreased risk of vascular disease and increased life expectancy compared to the general population.3

Attruby is the only treatment designed to mimic the stabilizing effects of the disease-protective T119M variant, demonstrating near-complete (>90%) selective in vitro stabilization of TTR.4-6 To further support my rationale for treatment with Attruby, I have provided an overview of the ATTRibute-CM phase 3 clinical trial (NCT03860935; AG10-301), including outcomes from the primary analysis, post hoc analyses, open-label extension (OLE) data, and safety data.

ATTRibute-CM study overview: ATTRibute-CM was a randomized, double-blind, phase 3 trial evaluating the efficacy and safety of Attruby compared with placebo in adults with ATTR-CM. The study enrolled 632 participants who were randomized 2:1 to receive Attruby or placebo.5,6 Participants were permitted to initiate therapy with open-label, commercially available tafamidis as a concomitant medication if they had completed at least 12 months of blinded study drug.5

The ATTRibute-CM study evaluated the impact of Attruby on mortality, hospitalization, and health-related quality of life and functional capacity. The primary efficacy endpoint at month 30 was a 4-part hierarchical composite of all-cause mortality (ACM), cardiovascular-related (CV) hospitalization, change from baseline (CFB) in N-terminal pro-B-type natriuretic peptide (NT-proBNP), and CFB in 6-minute walk distance (6MWD). Attruby met its primary endpoint at month 30, demonstrating a statistically significant positive treatment effect relative to placebo (P<0.001). The corresponding win ratio was 1.8 (95% confidence interval [CI], 1.4-2.2), indicating that an Attruby-treated patient had an approximately 80% higher chance of obtaining treatment benefit than a placebo-treated patient. Prespecified secondary analyses of the primary endpoint were performed according to either the two-component hierarchy of ACM and frequency of CV hospitalizations or the three-component hierarchy of ACM, frequency of CV hospitalizations, and 6MWD with associated win ratios of 1.5 (95% CI, 1.1-2.0) and 1.4 (95% CI, 1.1-1.8), respectively.5,6

Key secondary endpoints included CFB in 6MWD, CFB in Kansas City Cardiomyopathy Questionnaire overall score (KCCQ-OS), CFB in serum TTR, and ACM.6 Statistically significant treatment effects were observed in 6MWD, KCCQ-OS, and serum TTR with Attruby compared with placebo (P<0.001). At month 30, CFB in 6MWD was 40 meters (21-58, P<0.0001) and CFB in KCCQ-OS was 10 points (6-14, P<0.0001). CFB in the least-squares mean difference in the serum TTR level was 7.01 mg/dL in favor of Attruby (95% CI, 5.79-8.40, P<0.001). Attruby showed a trend toward reducing death from any cause at 30 months (Attruby 19.3%, placebo 25.7%; relative risk reduction [RRR] 25%, P=0.057 [Cochran–Mantel–Haenszel (CMH) test]).5-7

Positive treatment effects were also observed in the other secondary endpoints (not alpha controlled): CFB to month 30 in NT-proBNP and cumulative CV hospitalization (P<0.001).5,7 The increase in NT-proBNP at month 30 for Attruby was about half that of placebo. CV hospitalization was reported in 27% and 43% of participants in the Attruby and placebo groups, respectively. The mean number of CV hospitalization events was 0.3 vs 0.6 per year (50% RRR [P<0.0001] over 30 months of treatment).5

ATTRibute-CM stabilization data: In ATTRibute-CM, changes in serum TTR levels or in vitro TTR stabilization assays were used as pharmacodynamic markers of TTR stabilization. Increases in mean serum TTR levels were observed by day 28 in patients treated with Attruby, with a mean CFB of 9.1 (0.38) mg/dL at day 28. Near-complete (>90%) in vitro TTR stabilization was observed as early as day 28 and through study completion.5 

ATTRibute-CM time to ACM or first CV hospitalization data: An analysis assessing time to ACM or first CV hospitalization demonstrated a 35.5% RRR, with an observed separation of Kaplan–Meier curves starting at month 3 and a number needed to treat (NNT) of 7.5,8 In a post hoc analysis, there was a 42% RRR for ACM and recurrent CV hospitalization.9 

ATTRibute-CM frequency of CV hospitalization data: CV hospitalization was reported in 27% and 43% of participants (mean number of CV hospitalization events was 0.3 vs 0.6 per year) in the Attruby and placebo groups, respectively, resulting in a 50% reduction in risk (P<0.0001) and an NNT of 5 to prevent 1 CV hospitalization per year over 30 months of treatment.5,10

Serum TTR levels in ATTRibute-CM post hoc analyses: In a post hoc exploratory analysis, serum TTR levels on day 28 predicted survival in both the overall population (P<0.002) and the Attruby-treated population (P<0.001). Every 5-mg/dL increase in serum TTR level at day 28 was associated with a 30.9% reduction in the risk of death using a predictive logistic model and a 26.1% reduction in the risk of death using the Cox proportional hazards model. In a multivariate analysis, change in serum TTR remained an independent predictor of ACM (P<0.006). This analysis was limited to a patient subpopulation in ATTRibute-CM with TTR measurements at study initiation and at day 28.11

In another post hoc analysis at month 30 of ATTRibute-CM, mean TTR increases were 9.1 mg/dL (Attruby), 8.92 mg/dL (Attruby + tafamidis), and 6.4 mg/dL (placebo + tafamidis), showing that Attruby alone increased TTR by 42% more than placebo + tafamidis, with no added benefit from combining tafamidis with Attruby.12 A total of 107 of 611 patients (17.5%) received tafamidis (14.9% in the Attruby group and 22.8% in the placebo group). The median time to tafamidis initiation was 17.2 months, with a median exposure of 11.4 months, similar across groups.6

Atrial arrhythmia in ATTRibute-CM post hoc analysis: A post hoc analysis of ATTRibute-CM showed that in both the overall population and in patients without baseline atrial fibrillation, Attruby treatment was associated with a lower risk of developing an atrial arrhythmia (17% reduction compared with placebo). In addition, an RRR of 43% in the annual frequency of CV hospitalization due to an atrial arrhythmia event was observed in participants who received Attruby compared with those who received placebo.13

ATTRibute-CM OLE trial: Participants in ATTRibute-CM who completed treatment at month 30 were invited to enroll in an OLE trial to collect and analyze long-term safety data. Participants who previously received placebo were switched to Attruby, while Attruby-treated patients continued on Attruby. Of the 438 patients who completed ATTRibute-CM, 389 patients (89%) entered the OLE (263 patients continued on Attruby only and 126 patients switched from placebo to Attruby).14

The interim analysis at month 42 of the OLE study supports the long-term efficacy and safety profile of Attruby. Patients in the OLE trial who received continuous treatment with Attruby had a 34% RRR in ACM at month 42 compared to patients who switched to Attruby from placebo at month 30. No new clinically important safety issues were identified in this long-term evaluation of Attruby treatment at up to 42 months.14

Serum TTR levels in ATTRibute-CM OLE data: Upon entering the OLE study, 23 patients switched from receiving placebo + tafamidis to continuing on Attruby alone. For patients who switched from placebo + tafamidis to Attruby, serum TTR levels increased by an additional 3.0 mg/dL at month 1 and 3.4 mg/dL at month 6 of the OLE study.15

Safety: Diarrhea (11.6% vs 7.6%) and upper abdominal pain (5.5% vs 1.4%) were reported in patients treated with Attruby versus placebo, respectively. The majority of these adverse reactions were mild and resolved without drug discontinuation. Increase in serum creatinine and decrease in estimated glomerular filtration rate (eGFR) may occur within 4 weeks of starting Attruby and then stabilize. The laboratory changes were reversible after treatment discontinuation.5 There were no new clinically important safety issues identified from the open label extension study.14

Based on the facts above and my clinical judgment, I believe that Attruby is specifically medically necessary for [Patient’s name]. [Provide a summary of the rationale for treatment with Attruby, including the severity of the patient’s condition, treatment goals, and other factors that have affected your treatment selection. Consider mentioning experts in the field who also support the use of Attruby, and/or any relevant clinical practice guidelines.]

It is my professional opinion that, without treatment with Attruby, [Patient’s name] will [summary of patient’s disease progression and prognosis without treatment with Attruby, based on your clinical discretion].

Summary
In summary, treatment with Attruby for [Patient’s name] is medically appropriate and necessary for the approved indication of ATTR-CM. Please also refer to the enclosed materials listed below for additional supporting information on the efficacy, safety, and capacity for Attruby to improve outcomes for [Patient’s name]. If you have further questions, please contact my office at [phone number]. Thank you for your time and consideration. 

Sincerely,
[Optional: Physician signature]
[Physician typed name and credentials]
[NPI number]
[Physician contact information] 

Enclosures
 [List enclosures, which may include:
· Prior Authorization recommended by the health plan
· Attruby Prescribing Information
· Clinical notes/medical records, including:
· Date of initial diagnosis and diagnostic test results (such as genetic testing, scintigraphy, biopsy, etc.)
· Response to all prior therapies (eg, name of therapy, dose, start date/stop date, length of treatment, and clinical response)
· Relevant peer-reviewed articles and supportive literature (eg, New England Journal of Medicine publication)
· Other relevant details, such as a peer-to-peer review]
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