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Pharmacology/Usage: Tafamidis meglumine, the active ingredient of Vyndaqel®, is a selective stabilizer of 
transthyretin (TTR).  Tafamidis binds to TTR at the thyroxine binding sites, stabilizing the tetramer and slowing 
dissociation into monomers, the rate-limiting step in the amyloidogenic process. 

Indication:  For the treatment of the cardiomyopathy of wild type or hereditary transthyretin-mediated 
amyloidosis (ATTR-CM) in adults to reduce cardiovascular mortality and cardiovascular-related hospitalization.    

This is no pregnancy category for this medication; however, the risk summary indicates that based on findings 
from animal studies, Vyndaqel® may cause fetal harm when administered to a pregnant woman. Nevertheless, 
limited available human data with Vyndaqel® use in pregnant women (at a dose of 20mg per day) have not 
identified any drug-associated risks for major birth defects, miscarriage, or adverse maternal or fetal outcomes. 
Advise pregnant women of the potential risk to a fetus. Report pregnancies to the Pfizer reporting line at 1-800-
438-1985.  The safety and efficacy of use in the pediatric population have not been established.  

Dosage Forms:    Capsules: 20mg. Swallow whole, and do not crush or cut. 

Recommended Dosage:   Take 80mg (four 20mg tafamidis meglumine capsules) PO QD.  

There were no clinically significant differences in the pharmacokinetics of tafamidis based on renal impairment or 
mild hepatic impairment. Patients with moderate hepatic impairment had decreased systemic exposure and 
increased clearance of tafamidis compared to healthy subjects. As TTR levels are lower in those with moderate 
hepatic impairment than in healthy subjects, the exposure of tafamidis relative to the amount of TTR is sufficient 
to maintain stabilization of the TTR tetramer in these patients. The effect of severe hepatic impairment on 
tafamidis is not known.  

Drug Interactions:  Tafamidis inhibits breast cancer resistant protein (BCRP) in vitro and may increase exposure of 
substrates of this transporter (e.g. methotrexate, rosuvastatin, imatinib) after Vyndaqel® 80mg. Dose adjustment 
may be needed for these substrates.  

Common Adverse Drug Reactions:  The following is the only information found in the prescribing regarding 
adverse events. There were no warnings listed with this product.  

The frequency of adverse events in patients treated with Vyndaqel® 80mg (N=176) was similar to that with 
placebo (N=177).  
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In the 30-month placebo-controlled trial, similar proportions of Vyndaqel®-treated patients and placebo-treated 
patients discontinued the study drug because of an adverse event, including 7% of the Vyndaqel® 80mg group and 
6% of the placebo group.  

Contraindications:   There are no contraindications listed with this product. 

Manufacturer:   Pfizer Laboratories 

Analysis:   The efficacy of Vyndaqel® was assessed in a multicenter, randomized, double-blind, placebo-controlled 
study that included patients with wild type or hereditary ATTR-CM (N=441). Adults were randomized to receive 
Vyndaqel® 20mg, Vyndaqel® 80mg, or matching placebo QD for 30 months, in addition to standard of care (e.g. 
diuretics). Transplant patients were excluded from the study. 

The primary analysis used a hierarchical combination applying the method of Finkelstein-Schoenfeld (F-S) to all-
cause mortality and frequency of cardiovascular-related hospitalizations, which was defined as the number of 
times a subject was hospitalized (i.e. admitted to a hospital) for cardiovascular-related morbidity. The method 
compared each patient to every other patient within each stratum in a pair-wise manner that proceeded in a 
hierarchical fashion using all-cause mortality followed by frequency of cardiovascular-related hospitalizations 
when patients could not be differentiated based on mortality. 

The analysis demonstrated a significant reduction (p=0.0006) in all-cause mortality and frequency of 
cardiovascular-related hospitalizations in the pooled Vyndaqel® 20mg and 80mg groups versus placebo. Results 
can be seen in the table below, which was adapted from the prescribing information. 

 
Pooled Vyndaqel® 

(N=264) 
Placebo 
(N=177) 

N (%) of subjects alive at month 30 186 (70.5%) 101 (57.1%) 

Mean # of CV-related hospitalizations during 30 months 
(per patient per year) among those alive at month 30 

0.297 0.455 

p-value from F-S method 0.0006 

Analysis of the individual components of the primary analysis (all-cause mortality and cardiovascular-related 
hospitalization) also demonstrated significant reductions for Vyndaqel® versus placebo. 

The HR from the all-cause mortality Cox-proportional hazard model for pooled Vyndaqel® vs placebo was 0.70, 
indicating a 30% relative reduction in the risk of death relative to the placebo group (p=0.026). Approximately 80% 
of total deaths were cardiovascular-related in both treatment groups. 

There were significantly fewer cardiovascular-related hospitalizations with Vyndaqel® compared with placebo, 
with a reduction in risk of 32% corresponding to a relative risk ratio of 0.68. Results can be seen in the table below, 
which was adapted from the prescribing information. 

 
Pooled Vyndaqel® 

(N=264) 
Placebo 
(N=177) 

Total (%) N of subjects with CV-related hospitalizations 138 (52.3%) 107 (60.5%) 

Cardiovascular-related Hospitalizations per year 0.48 0.70 

Pooled Vyndaqel® vs placebo treatment difference  
(relative risk ratio) 

0.68 

p-value   ˂0.0001 
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The treatment effects of Vyndaqel® on functional capacity and health status were assessed by the 6-minute walk 
test (6MWT) and the Kansas City Cardiomyopathy Questionnaire-Overall Summary (KCCQ-OS) score, respectively. 
A significant treatment effect favoring Vyndaqel® was first seen at month 6 and remained consistent through 
month 30 on both assessments (p˂0.0001). The KCCQ-OS score is composed of 4 domains including total 
symptoms, physical limitation, quality of life, and social limitation. The overall summary score and the domain 
scores range from 0 to 100, with higher scores representing better health status. All 4 domains favored pooled 
Vyndaqel® compared to placebo at month 30 and demonstrated similar treatment effects to the KCCQ-OS score. 
Results of the KCCQ-OS score and the 6MWT can be seen in the table below, which was adapted from the 
prescribing information. 

 Baseline Mean 
Change from baseline to month 

30, LS mean Treatment difference 
from placebo, LS mean 

Endpoints 
Pooled Vyndaqel® 

(N=264) 
Placebo 
(N=177) 

Pooled Vyndaqel® Placebo 

6MWT 
(meters) 

351 353 -55 -131 76 

KCCQ-OS 67 66 -7 -21 14 

Results from the F-S method represented by win ratio for the combined endpoint and its components (all-cause 
mortality and frequency of CV-related hospitalization) consistently favored Vyndaqel® versus placebo across all 
subgroups (wild type, variant, and NYHA Class I & II, and III), except for CV-related hospitalization frequency in 
NHYA Class III. Win ratio is the number of pairs of Vyndaqel®-treated patient ‘wins’ divided by number of pairs of 
placebo patient ‘wins’. Analyses of 6MWT and KCCQ-OS also favored Vyndaqel® relative to placebo within each 
subgroup. 

Results of the primary analysis, 6MWT at month 30 and KCCQ-OS at month 30 were statistically significant for both 
the 80mg and 20mg doses of Vyndaqel® vs placebo, with similar results for both doses. 

Place in Therapy:   Vyndaqel® is an oral capsule indicated for the treatment of cardiomyopathy or wild type or 
hereditary transthyretin-mediated amyloidosis (ATTR-CM) in adults to reduce cardiovascular mortality and 
cardiovascular-related hospitalization. Compared with placebo, Vyndaqel® significantly reduced all-cause 
mortality, cardiovascular-related hospitalization rate, and functional decline in a 30-month clinical trial. 

It is recommended that Vyndaqel® should be non-preferred in order to confirm the appropriate diagnosis and 
clinical parameters for its use. 

PDL Placement:        Preferred 
    Non-Preferred 
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