Sample Letter of Medical Necessity and Appeal for Attruby® (acoramidis)
This resource provides examples of the information to consider when requesting prior authorization or a formulary exception for Attruby, or when appealing a denied prior authorization or an underpaid or denied claim.
This sample letter is provided for guidance only. Any letter should reflect the healthcare provider’s independent medical judgment and discretion. Using the suggested information does not guarantee coverage approval and is not intended to replace or influence the provider’s clinical judgment. Healthcare providers are responsible for complying with the payer’s current requirements when submitting any request.
Letter considerations
	Completing the letter
	Supporting documentation

	· Two suggested openings are provided: one for a prior authorization or formulary exception request and one for an appeal. Typically, only one opening should be used.
· Include the patient’s full name, date of birth, insurance ID, and claim number.
· State the patient’s diagnosis, and the applicable ICD-10-CM diagnosis code(s).
· For appeals, specify the type and level of appeal and the reason(s) for denial stated in the denial letter.
· Ensure the letter is signed by the treating physician.
· Red text indicates content that may be customized or removed, as appropriate.
· This cover page is for reference only and is not intended to accompany the letter.
	· Documentation that may be helpful to include:
· Clinical notes and medical records, including diagnostic test results
· Records of prior therapies, including treatment duration, response, and reasons for discontinuation
· The health plan’s prior authorization form, if required
· Attruby Prescribing Information
· Relevant peer-reviewed articles
· Additional documentation for appeals may include:
· A copy of the denial letter
· Any new clinical information obtained since the original request
· Supporting documentation may be resubmitted with an appeal, even if it was included with the original request.
· Submission need not be delayed if some documentation is unavailable.





[Physician’s Letterhead]
[Date]

[For appeals, the health plan contact and mailing address may differ from those used for the prior authorization request; appeal submission details are typically listed in the denial letter.]
ATTN: [Health plan contact name]
[Contact title]
[Health plan name]
[Health plan mailing address]
[City, State ZIP]

Subject: [Letter of Medical Necessity/Letter of Appeal] 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]
[Denial Reference Number: reference or case number from denial letter]
Dates of Service: [Dates of service; for appeals, include all denied dates of service]

Dear [Appeals Reviewer/Medical Director/Health Plan Contact Name],
 SUGGESTED PRIOR AUTHORIZATION/MEDICAL NECESSITY OPENING 
[The following paragraph provides a suggested opening for a prior authorization or formulary exception request. An alternative opening for a letter of appeal appears below.]
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.
 SUGGESTED APPEAL OPENING
[The following three paragraphs provide a suggested opening for a letter of appeal.]
I am writing to request [a/an] [indicate level of appeal: 1st, 2nd, etc.] [appeal/reconsideration] of the denial of coverage for Attruby® (acoramidis), which I have prescribed to my patient, [Patient’s first and last name], for the treatment of transthyretin amyloid cardiomyopathy (ATTR-CM).
As noted in your denial letter[s] dated [include all dates of denials (MM/DD/YYYY)], the prior authorization for Attruby was not approved due to [list reason(s) for the denial(s), quoting directly from denial letters where appropriate]. After reviewing the letter[s], I maintain that Attruby is the most appropriate treatment for my patient, and I ask that you reconsider your decision to deny coverage. Below are the patient’s medical history and rationale for treatment, which confirm the medical necessity and appropriateness of Attruby.
[Include if new information is available.] Since the original request, additional clinical information has become available: [describe any new or updated information, such as laboratory results, imaging, hospitalizations, changes in symptoms or functional status, or additional clinical data regarding Attruby]. Supporting documentation is included in the enclosures.
Patient’s Clinical History
[Patient’s name] is [age] years old and has been in my care since [date first seen], 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 of diagnosis].
[Briefly summarize the patient’s medical history. Not all of the following may apply. This summary may include:
· Recent symptoms (e.g., shortness of breath, coughing or wheezing, edema, arrhythmia or atrial fibrillation, fatigue, syncope) and functional status
· Disease stage
· ATTR-related hospitalizations
· ATTR-CM–related comorbidities
· Assessments of ATTR-CM (e.g., bone or cardiac scintigraphy scans such as PYP, biopsy)
· Any other relevant clinical details]
[Include if patient is switching from a different therapy.] Previously, [Patient’s name] received treatment with [summarize current/previous therapies used for treating ATTR-CM, including the duration of each, responses to those treatments, and the rationale for discontinuation].
In addition to the information above, please refer to the enclosed documents further supporting the use of Attruby for my patient 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. Unstable TTR dissociates into monomers that aggregate into insoluble amyloid fibrils that deposit in the heart, which progressively stiffens and weakens, leading to heart failure. Without adequate treatment, patients usually die within 5 years of diagnosis.1,2 Attruby is the only treatment designed to mimic the stabilizing effects of the disease-protective T119M variant, which kinetically stabilizes TTR and is associated with decreased risk of vascular disease and increased life expectancy. Attruby demonstrates near-complete (>90%) selective in vitro stabilization of TTR.3-6
ATTRibute-CM trial results: ATTRibute-CM was a randomized, double-blind, phase 3 trial of Attruby versus placebo in 632 adults with ATTR-CM, randomized 2:1 over 30 months.5,6 
· Attruby met its primary endpoint, a 4-part hierarchical composite of all-cause mortality (ACM), cardiovascular-related (CV) hospitalization, change from baseline in N-terminal pro-B-type natriuretic peptide, and change from baseline in 6-minute walk distance (6MWD), with a statistically significant treatment effect versus placebo (P<0.001; win ratio 1.8; 95% confidence interval [CI], 1.4-2.2). 
· Statistically significant improvements were observed in 6MWD (40 meters; P<0.0001), Kansas City Cardiomyopathy Questionnaire overall score (10 points; P<0.0001), and serum TTR (7.01 mg/dL; P<0.001).5-7 
· Time to ACM or first CV hospitalization demonstrated a 35.5% relative risk reduction (RRR) with Kaplan–Meier separation beginning at month 3 and a number needed to treat (NNT) of 7.5,8
· CV hospitalization occurred in 27% and 43% of Attruby- and placebo-treated participants, respectively, with a 50% RRR in cumulative frequency (P<0.0001) and an NNT of 5 to prevent one CV hospitalization per year.5,9
Cumulative CV mortality or recurrent CV hospitalization: In an exploratory post hoc analysis using a modified Andersen-Gill model, Attruby reduced the composite of CV-related mortality or recurrent CV hospitalization through month 30 compared with placebo, corresponding to a 49% RRR (hazard ratio [HR] 0.51; 95% CI, 0.43-0.62; P<0.0001), with an NNT of 2. Numerically fewer cumulative events with Attruby were observed as early as month 1.10
Outpatient worsening heart failure: In a post hoc analysis, Attruby was associated with a 41% reduction in outpatient worsening heart failure events compared with placebo, with benefit achieving nominal statistical significance as early as 30 days after treatment initiation, representing reduced clinical deterioration upstream of hospitalization.11 Outpatient worsening heart failure was defined as any post-baseline increase in oral loop diuretic furosemide equivalent dose and any new initiation among participants not taking loop diuretics at baseline.11
Atrial arrhythmia: In a post hoc analysis of participants with and without baseline atrial fibrillation, Attruby was associated with a 33% and 42% reduction in the risk of ACM or first CV hospitalization and a 50% and 52% reduction in annualized CV hospitalization frequency, respectively. The analysis also showed a 26% reduction in the frequency of new or worsening atrial fibrillation events and 36% numerically fewer atrial fibrillation–related CV hospitalizations.12
Comparative Evidence
Indirect comparison with tafamidis: No head-to-head randomized trial of Attruby and tafamidis has been conducted. In an anchored matching-adjusted indirect comparison (MAIC) using patient-level data from ATTRibute-CM and published data from ATTR-ACT, with placebo as the common comparator and adjustment for prespecified treatment effect modifiers, Attruby was associated with a statistically significant 34% lower risk of CV hospitalization versus tafamidis 80 mg (relative risk ratio 0.66; 95% CI, 0.46-0.95). A 28% lower risk of all-cause mortality was observed but did not reach statistical significance (HR 0.72; 95% CI, 0.41-1.26). MAIC is a methodology accepted by health technology assessment bodies when head-to-head trials are unavailable. Residual uncertainty remains owing to differences in trial populations, eligibility criteria, trial era, and reduced effective sample size after matching; this analysis does not substitute for evidence from a randomized head-to-head trial.13
Real-world electronic health record (EHR) evidence: In a propensity score-matched US EHR cohort (acoramidis n=910; tafamidis n=1774; mean follow-up ~309 days), acoramidis was associated with a statistically significant reduction in composite of death, all-cause hospitalization, new onset atrial fibrillation, and DI across unadjusted (HR: 0.81 [95% CI 0.72–0.90]; P<0.001), primary (HR: 0.82 [95% CI 0.73–0.93]; P<0.01), and sensitivity analyses adjusted for NT-proBNP/BNP (HR: 0.84 [95% CI: 0.72–0.97]; P=0.02) versus tafamidis.14
TTR Stabilization
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 change from baseline 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.5,6
Serum TTR levels in ATTRibute-CM post hoc analyses: In a 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.15 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
In another 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 31.6% reduction in the risk of death using a predictive logistic model and a 26.6% 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 28.16
Serum TTR levels in ATTRibute-CM OLE data: Upon entering the open-label extension (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.17
Long-Term Efficacy and Safety
Of the 438 patients who completed ATTRibute-CM, 389 (89%) entered an OLE trial.18 Through month 54, patients who received continuous Attruby had an ACM rate of 26.2% compared with 43.6% among patients who switched from placebo at month 30, a 45% RRR (nominal P<0.0001), with consistent reductions across all subgroups, including genotype. CV-related mortality was reported in 18.6% and 33.7% of participants, respectively, corresponding to a 49% reduction in the risk of CV-related mortality with continuous Attruby (HR 0.51; 95% CI, 0.36-0.71; P<0.001).19
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 may occur within 4 weeks of starting Attruby and then stabilize. This initial change is dose-dependent and has not been associated with adverse kidney-related events.20 The laboratory changes were reversible after treatment discontinuation.5 No new clinically important safety issues were identified in the OLE through month 54.19
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, I am requesting [approval/reconsideration] of coverage for Attruby for my patient, [Patient’s first and last name], based on the information above. I am readily available at my office phone number, [Physician phone number], to address any questions or concerns you might have regarding this request. 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:
· Health plan’s prior authorization form, if required
· For appeals: copy of the denial letter[s]
· Attruby Prescribing Information
· Clinical notes/medical records, including:
· Date of initial diagnosis and diagnostic test results (such as genetic testing, PYP scintigraphy, biopsy, etc.)
· Response to all prior therapies (e.g., name of therapy, dose, start date/stop date, length of treatment, and clinical response)
· Relevant peer-reviewed articles and supportive literature (e.g., New England Journal of Medicine publication)
Any available relevant documentation may be included; submission need not be delayed if some items are unavailable.]
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