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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
VYNDAQEL and VYNDAMAX safely and effectively. See full
prescribing information for VYNDAQEL and VYNDAMAX.

VYNDAQEL® (tafamidis meglumine) capsules, for oral administration
Initial U.S. Approval: 2019

VYNDAMAX™ (tafamidis) capsules, for oral administration
Initial U.S. Approval: 2019

--------------------------- INDICATIONS AND USAGE
VYNDAQEL and VYNDAMAX are transthyretin stabilizers indicated for the
treatment of the cardiomyopathy of wild-type or hereditary
transthyretin-mediated amyloidosis in adults to reduce cardiovascular
mortality and cardiovascular-related hospitalization. (1)

----------------------- DOSAGE AND ADMINISTRATION -
The recommended dosage is either:

. VYNDAQEL 80 mg orally once daily, or

. VYNDAMAX 61 mg orally once daily (2.1)

. VYNDAMAX and VYNDAQEL are not substitutable on a per mg basis.
@.1)

--------------------- DOSAGE FORMS AND STRENGTHS--------—---—--—-——-
Capsules: Tafamidis meglumine 20 mg and tafamidis 61 mg. (3)

CONTRAINDICATIONS

None. (4)

ADVERSE REACTIONS
To report SUSPECTED ADVERSE REACTIONS, contact Pfizer Inc. at
1-800-438-1985 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

----------------------- USE IN SPECIFIC POPULATIONS —--mmmmmmmmmemmmmeeee
. Pregnancy: Based on animal studies, may cause fetal harm. (8.1)
. Lactation: Advise not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and
FDA-approved patient labeling.
Revised: 06/2021
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FULL PRESCRIBING INFORMATION

1. INDICATIONS AND USAGE

VYNDAQEL and VYNDAMAX are indicated 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.

2. DOSAGE AND ADMINISTRATION

2.1 Recommended Dosage

The recommended dosage is either VYNDAQEL 80 mg (four 20-mg tafamidis meglumine capsules) orally
once daily or VYNDAMAX 61 mg (one 61-mg tafamidis capsule) orally once daily.

VYNDAMAX and VYNDAQEL are not substitutable on a per mg basis /see Clinical Pharmacology (12.3)].
2.2 Administration Instructions
The capsules should be swallowed whole and not crushed or cut.

If a dose is missed, instruct patients to take the dose as soon as remembered or to skip the missed dose and take
the next dose at the regularly scheduled time. Do not double the dose.

3. DOSAGE FORMS AND STRENGTHS

VYNDAQEL is available as:
e tafamidis meglumine 20 mg: yellow, opaque, oblong capsule, printed with “VYN 20” in red.

VYNDAMAX is available as:
e tafamidis 61 mg: reddish brown, opaque, oblong capsule, printed with “VYN 61 in white.

4. CONTRAINDICATIONS
None.

6. ADVERSE REACTIONS
6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

The data reflect exposure of 377 ATTR-CM patients to 20 mg or 80 mg (administered as four 20-mg capsules)
of VYNDAQEL administered daily for an average of 24.5 months (ranging from 1 day to 111 months).

Adverse events were assessed from ATTR-CM clinical trials with VYNDAQEL, primarily a 30-month
placebo-controlled trial [see Clinical Studies (14)]. The frequency of adverse events in patients treated with
VYNDAQEL 20 mg (n=88) or 80 mg (n=176; administered as four 20-mg capsules) 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: 12 (7%), 5 (6%), and 11 (6%)
from the VYNDAQEL 80-mg, VYNDAQEL 20-mg, and placebo groups, respectively.

7. DRUG INTERACTIONS
7.1 BCRP Substrates

Tafamidis inhibits breast cancer resistant protein (BCRP) in humans /see Clinical Pharmacology (12.3)].
Coadministration of tafamidis and drugs that are BCRP substrates may increase the exposure of substrates of
this transporter (e.g., methotrexate, rosuvastatin, imatinib) and the risk of the substrate-related toxicities.
Monitor for signs of BCRP substrate-related toxicities and modify dosage of the substrate if appropriate.

8. USE IN SPECIFIC POPULATIONS

8.1  Pregnancy

Risk Summary
Based on findings from animal studies, VYNDAQEL and VYNDAMAX may cause fetal harm when

administered to a pregnant woman. However, limited available human data with VYNDAQEL use in pregnant
women (at a dose of 20 mg per day) have not identified any drug-associated risks for major birth defects,
miscarriage, or adverse maternal or fetal outcomes. In animal reproductive studies, oral administration of
tafamidis meglumine to pregnant rabbits during organogenesis resulted in adverse effects on development
(embryofetal mortality, fetal body weight reduction and fetal malformation) at a dosage providing
approximately 9 times the human exposure (AUC) at the maximum recommended human dose (MRHD) of
VYNDAQEL (80 mg), and increased incidence of fetal skeletal variation at a dosage providing equivalent
human exposure (AUC) at the MRHD. Postnatal mortality, growth retardation, and impaired learning and
memory were observed in offspring of pregnant rats administered tafamidis meglumine during gestation and
lactation at a dosage approximately 2 times the MRHD based on body surface area (mg/m?) (see Data). Advise
pregnant women of the potential risk to a fetus. Report pregnancies to the Pfizer reporting line at
1-800-438-1985.

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown.
All pregnancies have a background risk of birth defects, loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2% to 4% and 15% to 20%, respectively.

Data

Animal Data

In pregnant rats, oral administration of tafamidis meglumine (0, 15, 30, and 45 mg/kg/day) throughout
organogenesis resulted in decreased fetal body weights at >30 mg/kg/day (approximately 10 times the human
exposure at the MRHD based on AUC). The no-observed-adverse-effect-level (NOAEL) for embryofetal
development in rats was 15 mg/kg/day (approximately 7 times the human exposure at the MRHD based on
AUQ).

In pregnant rabbits, oral administration of tafamidis meglumine (0, 0.5, 2, and 8 mg/kg/day) throughout
organogenesis resulted in increased embryofetal mortality, reduced fetal body weights, and an increased
incidence of fetal malformations at 8 mg/kg/day (approximately 9 times the human exposure at the MRHD
based on AUC), which was also maternally toxic. Increased incidences of fetal skeletal variations were
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observed at doses >0.5 mg/kg/day (approximately equivalent to the human exposure at the MRHD based on
AUC).

In the pre- and postnatal study, pregnant rats received oral administration of tafamidis meglumine at doses of 0,
5, 15, or 30 mg/kg/day throughout pregnancy and lactation (Gestation Day 7 to Lactation Day 20). Decreased
survival and body weights, delayed male sexual maturation and neurobehavioral effects (learning and memory
impairment) were observed in the offspring of dams treated at 15 mg/kg/day (approximately 2 times the MRHD
on a mg/m’ basis). The NOAEL for pre- and postnatal development in rats was 5 mg/kg/day (approximately
equivalent to the MRHD on a mg/m? basis).

8.2 Lactation

Risk Summary
There are no available data on the presence of tafamidis in human milk, the effect on the breastfed infant, or the

effect on milk production. Tafamidis is present in rat milk (see Data). When a drug is present in animal milk, it
is likely the drug will be present in human milk. Based on findings from animal studies which suggest the
potential for serious adverse reactions in the breastfed infant, advise patients that breastfeeding is not
recommended during treatment with VYNDAQEL or VYNDAMAX.

Data

Pregnant and lactating female rats were administered repeated daily oral doses of tafamidis meglumine

(15 mg/kg/day) followed by a single oral gavage dose of '*C-tafamidis meglumine on Lactation Day 4 or 12.
Radioactivity was observed in milk by 1 hour post-dose and increased thereafter. The ratio of the highest
radioactivity associated with *C tafamidis meglumine in milk (8 hours post-dose) vs. plasma (1 hour post-dose)
was approximately 1.6 on Day 12, indicating tafamidis meglumine is transferred to milk after oral
administration.

8.3  Females and Males of Reproductive Potential

Contraception
Females

Based on findings from animal studies, VYNDAQEL and VYNDAMAX may cause fetal harm when
administered to a pregnant woman [see Use in Specific Populations (8.1)]. Consider pregnancy planning and
prevention for females of reproductive potential.

8.4 Pediatric Use

The safety and effectiveness of VYNDAQEL and VYNDAMAX have not been established in pediatric
patients.

8.5 Geriatric Use

No dosage adjustment is required for elderly patients (>65 years) [see Clinical Pharmacology (12.3)]. Of the
total number of patients in the clinical study (n=441), 90.5% were 65 and over, with a median age of 75 years.

10. OVERDOSAGE

There is minimal clinical experience with overdose. During clinical trials, two patients accidentally ingested a
single VYNDAQEL dose of 160 mg without adverse events. The highest dose of tafamidis meglumine given to
healthy volunteers in a clinical trial was 480 mg as a single dose. There was one reported adverse event of mild
hordeolum at this dose.
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11. DESCRIPTION

VYNDAQEL (tafamidis meglumine) and VYNDAMAX (tafamidis) contain tafamidis as the active moiety,
which is a selective stabilizer of transthyretin.

The chemical name of tafamidis meglumine is 2-(3,5-dichlorophenyl)-1,3-benzoxazole-6-carboxylic acid

mono (1-deoxy-1-methylamino-D-glucitol). The molecular formula is C14H7C12NO3 C7H17NOs, and the
molecular weight is 503.33 g/mol. The structural formula is:
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Tafamidis meglumine 20-mg soft gelatin capsule for oral use contains a white to pink colored suspension of
tafamidis meglumine 20 mg (equivalent to 12.2 mg of tafamidis free acid), and the following inactive
ingredients: ammonium hydroxide 28%, brilliant blue FCF, carmine, gelatin, glycerin, iron oxide (yellow),
polyethylene glycol 400, polysorbate 80, polyvinyl acetate phthalate, propylene glycol, sorbitan monooleate,
sorbitol, and titanium dioxide.

The chemical name of tafamidis is 2-(3,5-dichlorophenyl)-1,3-benzoxazole-6-carboxylic acid. The molecular
formula is C14H7CI2NO3, and the molecular weight is 308.12 g/mol. The structural formula is:

HOzC O
T
N

Tafamidis 61-mg soft gelatin capsule for oral use contains a white to pink colored suspension of tafamidis

61 mg and the following inactive ingredients: ammonium hydroxide 28%, butylated hydroxytoluene, gelatin,
glycerin, iron oxide (red), polyethylene glycol 400, polysorbate 20, povidone (K-value 90), polyvinyl acetate
phthalate, propylene glycol, sorbitol, and titanium dioxide.

Cl

Cl

12. CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Tafamidis is a selective stabilizer of 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.



12.2  Pharmacodynamics

A proprietary TTR stabilization assay was utilized as a pharmacodynamic marker and assessed the stability of
the TTR tetramer ex vivo. The TTR stabilization assay quantifies immunoturbidimetric measurement of the
stable TTR tetramer in plasma pre- and post-treatment with 2-day in vitro denaturation with urea. Using this
proprietary assay, a dose-dependent trend for greater TTR tetramer stabilization is observed for VYNDAQEL
80-mg compared to VYNDAQEL 20-mg. However, the clinical relevance of a higher TTR tetramer
stabilization towards cardiovascular outcomes is not known.

VYNDAQEL stabilized both the wild-type TTR tetramer and the tetramers of 14 TTR variants tested clinically
after once-daily dosing. Tafamidis also stabilized the TTR tetramer for 25 variants tested ex vivo.

VYNDAQEL and VYNDAMAX may decrease serum concentrations of total thyroxine, without an
accompanying change in thyroid stimulating hormone (TSH). This reduction in total thyroxine values is
probably the result of reduced thyroxine binding to or displacement from transthyretin (TTR) due to the high
binding affinity of tafamidis to the TTR thyroxine receptor. No corresponding clinical findings consistent with
hypothyroidism have been observed.

Biomarkers associated with heart failure (NT-proBNP and Troponin I) favored VYNDAQEL over placebo.
Cardiac Electrophysiology

At approximately 2.2 times the steady state peak plasma concentration (Cmax) at the recommended dose,
tafamidis does not prolong the QTc interval to any clinically relevant extent.

12.3 PharmacoKkinetics

No clinically significant differences in steady state Cmax and area under the plasma concentration over time
curve (AUC) of tafamidis were observed for VYNDAMAX 61-mg capsule compared to VYNDAQEL
administered as four 20-mg capsules.

Tafamidis exposure increases proportionally over single (up to 480 mg) or multiple (up to 80 mg) (1 to 6 times
the approved recommended dosage) once daily dosing.

The apparent clearance were similar after single and repeated administration of VYNDAQEL 80 mg.

Absorption
Median tafamidis peak concentrations occurred within 4 hours following dosing.

Effect of Food
No clinically significant differences in the pharmacokinetics of tafamidis were observed following
administration of a high fat, high calorie meal.

Distribution
The apparent steady state volume of distribution of tafamidis meglumine is 16 liters and 18.5 liters for
tafamidis. Plasma protein binding of tafamidis is >99% in vitro. Tafamidis primarily binds to TTR.

Elimination

The mean half-life of tafamidis is approximately 49 hours. The apparent oral clearance of tafamidis meglumine
15 0.228 L/h (0.263 L/h for tafamidis). The degree of drug accumulation at steady state after repeated tafamidis
daily dosing is approximately 2.5-fold greater than that observed after a single dose.
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Metabolism
The metabolism of tafamidis has not been fully characterized. However, glucuronidation has been observed.

Excretion

After a single oral dose of tafamidis meglumine 20 mg, approximately 59% of the dose was recovered in feces
(mostly as the unchanged drug) and approximately 22% of the dose was recovered in urine (mostly as the
glucuronide metabolite).

Specific Populations
No clinically significant differences in the pharmacokinetics of tafamidis were observed based on age,
race/ethnicity (Caucasian and Japanese) or renal impairment.

Patients with Hepatic Impairment

Patients with moderate hepatic impairment (Child-Pugh Score of 7 to 9) had decreased systemic exposure
(approximately 40%) and increased clearance (approximately 68%) of tafamidis compared to healthy subjects.
As TTR levels are lower in subjects 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. No clinically significant differences in the pharmacokinetics of tafamidis were observed in patients
with mild hepatic impairment (Child Pugh Score of 5 to 6) compared to healthy subjects. The effect of severe
hepatic impairment on tafamidis is unknown.

Drug Interaction Studies

Clinical Studies

CYP3A4 substrates: No clinically significant differences in the pharmacokinetics of midazolam (a CYP3A4
substrate) or on the formation of its active metabolite (1-hydroxymidazolam) were observed when a single 7.5-
mg dose of midazolam was administered prior to and after a 14-day regimen of VYNDAQEL 20-mg once daily.

BCRP substrates: Tafamidis inhibits breast cancer resistant protein (BCRP). In a clinical study in healthy
participants, AUCinr and Cmax of the BCRP substrate rosuvastatin increased by 96.75% and 85.59%,
respectively following multiple doses of VYNDAMAX 61 mg daily dosing.

In Vitro Studies
Cytochrome P450 Enzymes: Tafamidis induces CYP2B6 and CYP3A4 and does not induce CYP1A2.
Tafamidis does not inhibit CYP1A2, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP3A4/5 or CYP2D6.

UDP glucuronosyltransferase (UGT): Tafamidis inhibits intestinal activities of UGT1A1 but neither induces
nor inhibits other UDP glucuronosyltransferase (UGT) systemically.

Transporter Systems: In vitro studies and model predictions show that tafamidis has a low potential to inhibit
organic anion transporters OAT1 and OAT3 at clinically relevant concentrations. Tafamidis did not show a
potential to inhibit Multi-Drug Resistant Protein (MDR1) (also known as P-glycoprotein; P-gp), organic cation
transporter OCT2, multidrug and toxin extrusion transporters MATE1 and MATE2K and, organic anion
transporting polypeptide OATP1B1 and OATP1B3.

13. NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis
There was no evidence of an increased incidence of neoplasia in the transgenic (Tg)-rasH2 mouse following
repeated daily administration for 26 weeks at daily doses of 0, 10, 30 or 90 mg/kg. There was no evidence of
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increased incidence of neoplasia in a 2-year carcinogenicity study in rats at exposures up to 18 times the AUC
at the MRHD.

Mutagenesis
There was no evidence of mutagenicity or clastogenicity in vitro, and an in vivo rat micronucleus study was

negative.

Impairment of Fertility

There were no effects of tafamidis meglumine on fertility, reproductive performance, or mating behavior in the
rat at any dose. Rats were dosed daily (0, 5, 15, and 30 mg/kg/day) prior to cohabitation (for at least 15 days for
females and 28 days for males), throughout the cohabitation period to the day prior to termination of males and
through to implantation of females (Gestation Day 7). No adverse effects were noted on male and female rats in
toxicity, fertility, and mating behavior at any dose. The paternal and maternal no observed adverse effect level
for reproductive toxicity of tafamidis meglumine is 30 mg/kg/day, approximately 4 times the MRHD on a
mg/m? basis.

14. CLINICAL STUDIES

Efficacy was demonstrated in a multicenter, international, randomized, double-blind, placebo-controlled study
in 441 patients with wild-type or hereditary ATTR-CM (NCT01994889).

Patients were randomized in a 1:2:2 ratio to receive VYNDAQEL 20 mg (n=88), VYNDAQEL 80 mg
(administered as four 20-mg VYNDAQEL capsules) (n=176), or matching placebo (n=177) once daily for

30 months, in addition to standard of care (e.g., diuretics). Treatment assignment was stratified by the presence
or absence of a variant TTR genotype as well as baseline disease severity (NYHA Class). Transplant patients
were excluded from this study. Table 1 describes the patient demographics and baseline characteristics.

Table 1: Patient Demographics and Baseline Characteristics

Characteristic Pooled Tafamidis Placebo
N=264 N=177
Age — years
Mean (standard deviation) 74.5 (7.2) 74.1 (6.7)
Median (minimum, maximum) 75 (46, 88) 74 (51, 89)
Sex — number (%)
Male 241 (91.3) 157 (88.7)
Female 23 (8.7) 20 (11.3)
TTR Genotype — number (%)
ATTRm 63 (23.9) 43 (24.3)
ATTRwt 201 (76.1) 134 (75.7)
NYHA Class — number (%)
NYHA Class I 24 (9.1) 13 (7.3)
NYHA Class II 162 (61.4) 101 (57.1)
NYHA Class II1 78 (29.5) 63 (35.6)

Abbreviations: ATTRm = variant transthyretin amyloid, ATTRwt = wild-type transthyretin amyloid

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.

This analysis demonstrated a significant reduction (p=0.0006) in all-cause mortality and frequency of
cardiovascular-related hospitalizations in the pooled VYNDAQEL 20-mg and 80-mg groups versus placebo
(Table 2).

Table 2: Primary Analysis Using Finkelstein-Schoenfeld (F-S) Method of All-Cause Mortality and
Frequency of Cardiovascular-Related Hospitalizations

Primary Analysis Pooled Placebo

VYNDAQEL N=177
N=264

Number (%) of Subjects Alive* at Month 30 186 (70.5) 101 (57.1)

Mean Number of Cardiovascular-related Hospitalizations During 0.297 0.455

30 months (per patient per year) Among Those Alive at

Month 30

p-value from F-S Method 0.0006

* Heart transplantation and cardiac mechanical assist device implantation are considered indicators of approaching end stage. As such, these subjects
are treated in the analysis as equivalent to death. Therefore, such subjects are not included in the count of “Number of Subjects Alive at Month 30”
even if such subjects are alive based on 30 month vital status follow-up assessment.

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 hazard ratio from the all-cause mortality Cox-proportional hazard model for pooled VYNDAQEL versus
placebo was 0.70 (95% confidence interval [CI] 0.51, 0.96), 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. A Kaplan-Meier plot of time to event all-cause mortality is presented in Figure 1.



Figure 1: All-Cause Mortality*
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*Heart transplants and cardiac mechanical assist devices treated as death. Hazard ratio from Cox proportional hazards model with treatment, TTR
genotype (variant and wild-type), and NYHA baseline classification (NYHA Classes I and II combined and NYHA Class III) as factors.

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 (Table 3).

Table 3: Cardiovascular-Related Hospitalization Frequency

Pooled Placebo
VYNDAQEL N=177
N=264
Total (%) Number of Subjects with Cardiovascular-related 138 (52.3) 107 (60.5)
Hospitalizations
Cardiovascular-related Hospitalizations per Year* 0.48 0.70
Pooled VYNDAQEL vs Placebo Treatment Difference 0.68
(Relative Risk Ratio)*
p-value* <0.0001

*This analysis was based on a Poisson regression model with treatment, TTR genotype (variant and wild-type), New York Heart Association
(NYHA). Baseline classification (NYHA Classes I and II combined and NYHA Class III), treatment-by-TTR genotype interaction, and
treatment-by-NYHA baseline classification interaction terms as factors.

The treatment effects of VYNDAQEL on functional capacity and health status were assessed by the 6-Minute
Walk Test (6o MWT) and the Kansas City Cardiomyopathy Questionnaire-Overall Summary (KCCQ-OS) score,
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respectively. A significant treatment effect favoring VYNDAQEL was first observed at Month 6 and remained
consistent through Month 30 on both 6MWT distance and KCCQ-OS score (Figure 2 and Table 4).

Figure 2: Change from Baseline to Month 30 in 6MWT Distance and KCCQ-OS Score

A.  6-Minute Walk Test Change From Baseline B. KCCQ-OS Score Change From Baseline
01 _g 04
£ - Pooled VYNDAQEL e - Pooled VYNDAQEL
S .50 a
('8
o ® £
22 .60 & -10- p<0.0001
Rl p<0.0001
5 2
=g 90 g
w £ £
L3 o
c g -120 i -20-
s & Placebo @ Placebo
= c
»  -1501 g
- =
-180 4 -30
0 6 12 18 24 30 0 6 12 18 24 30
Month Month
No. of Patients
Pooled VYNDAQEL
264 233 216 193 163 155 264 241 221 201 181 170
Placebo
177 147 136 111 85 70 177 159 145 123 96 84

Abbreviations: 6MWT=6-Minute Walk Test, KCCQ-OS=Kansas City Cardiomyopathy Questionnaire-Overall Summary.
Panel A shows change from Baseline to Month 30 in pooled VYNDAQEL patients compared with placebo patients in 6 MWT distance.
Panel B shows change from Baseline to Month 30 in pooled VYNDAQEL patients compared with placebo patients in KCCQ-OS score.

The Kansas City Cardiomyopathy Questionnaire-Overall Summary (KCCQ-OS) score is composed of four
domains including Total Symptoms (Symptom Frequency and Symptom Burden), Physical Limitation, Quality
of Life, and Social Limitation. The Overall Summary score and domain scores range from 0 to 100, with higher
scores representing better health status. All four domains favored pooled VYNDAQEL compared to placebo at
Month 30, and demonstrated similar treatment effects to the KCCQ-OS score (Figure 2 and Table 4). The
distribution for change from Baseline to Month 30 for KCCQ-OS (Figure 3) shows that the proportion of
patients with worse KCCQ-OS scores was lower for the pooled VYNDAQEL-treated group compared to
placebo, and the proportion with improved scores was higher (Figure 3).

10



Figure 3: Histogram of Change from Baseline to Month 30 in KCCQ-Overall Summary Score
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Abbreviation: KCCQ-OS=Kansas City Cardiomyopathy Questionnaire-Overall Summary.
Table 4: 6MWT Distance and KCCQ-OS Scores
Endpoints Baseline Mean (SD) Change from Baseline to Treatment
Month 30, LS Mean (SE) Difference from
Pooled Placebo Pooled Placebo Placebo
VYNDAQEL N=177 VYNDAQEL LS Mean (95%
N=264 (0] )
6MWT 351 353 -55 -131 76
(meters) (121) (126) (5) (10) (58, 94)
KCCQ-0OS 67 66 -7 21 14
(21) (22) ) (2) 9, 18)
Abbreviations: 6MWT = 6-Minute Walk Test; KCCQ-OS = Kansas City Cardiomyopathy Questionnaire-Overall Summary; SD = standard

deviation; LS

= least squares; SE = standard error; CI = confidence interval

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 NYHA Class III (Figure 4). Win ratio is the number of pairs of VYNDAQEL-treated patient
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“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.

Figure 4: Results by Subgroup, Dose, and Components of Primary Analysis

F-S Method * All-Cause Mortality Cardiovascular Hospitalization Frequency
(Win Ratio 95% CI) Hazard Ratio (95% CI) Risk Ratio (95% CI)
Overall - Pooled R — —— o
VYNDAQEL vs Placebo
TTR Genotype
—
ATTRm (24%) — — e
ATTRwt (76%) —— e .
NYHA Baseline
Class | or Il (68%) = I ——
Class Il (32%) e —— *
Dose
80 mg (40%) vs Placebo (40%) * e e
20 mg (20%) vs Placebo (40%) ————— — ——
cli. é 1 D.‘S 0. 25 é

< Favors VYNDAQEL | Favors Placebo > <Favors WNDAQEL | Favors Placebo > Favors VYNDAQEL | Favors Placebo>

Abbreviations: ATTRm = variant transthyretin amyloid, ATTRwt = wild-type transthyretin amyloid, F-S = Finkelstein Schoenfeld, CI = Confidence
Interval

*F-S results presented using win ratio (based on all-cause mortality and frequency of cardiovascular hospitalization)

Heart transplants and cardiac mechanical assist devices treated as death.

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

16. HOW SUPPLIED/STORAGE AND HANDLING

VYNDAQEL 20-mg (tafamidis meglumine) soft gelatin capsules are yellow, opaque, oblong, and printed with
“VYN 20” in red and supplied in the following package configurations:

VYNDAQEL Capsules

Package Configuration Strength NDC

Carton of 4 intermediary cartons. Each 20 mg NDC 0069-1975-40
intermediary carton contains 3 blister
cards. Each blister card contains
10 capsules. (120 total capsules)

VYNDAMAX 61-mg (tafamidis) soft gelatin capsules are reddish brown, opaque, oblong, and printed with
“VYN 61 in white and supplied in the following package configurations:

VYNDAMAX Capsules
Package Configuration Strength NDC
Carton of 3 blister cards. Each blister card 61 mg NDC 0069-8730-30
contains 10 capsules. (30 capsules total)

Store VYNDAQEL and VYNDAMAX at controlled room temperature 20°C to 25°C (68°F to 77°F);
excursions permitted to 15°C to 30°C (59°F to 86°F) [see USP Controlled Room Temperature].

12




17. PATIENT COUNSELING INFORMATION

Adpvise the patient to read the FDA-approved patient labeling (Patient Information).

Pregnancy
Report pregnancies to the Pfizer reporting line at 1-800-438-1985. Advise pregnant women and females of

reproductive potential of the potential risk to a fetus. Advise females to inform their healthcare provider of a
known or suspected pregnancy /see Use in Specific Populations (8.1)].

Lactation
Advise females not to breastfeed during treatment with VYNDAQEL or VYNDAMAX [see Use in Specific
Populations (8.2)].

Transthyretin Amyloidosis Outcome Survey (THAOS)

Adpvise all patients prescribed VYNDAQEL or VYNDAMAX of the availability of the Transthyretin
Amyloidosis Outcome Survey (THAOS) registry, that their participation is voluntary, and involves long-term
follow-up. THAOS is an international disease registry designed to assess disease progression,
genotype/phenotype relationships, and the impact of interventions, including VYNDAQEL and VYNDAMAX
on disease progression. For information regarding the registry, visit https://clinicaltrials.gov.

This product’s label may have been updated. For full prescribing information, please visit www.pfizer.com.

Distributed by
@ Pfizer Labs
Division of Pfizer Inc, NY, NY 10017
LAB-0497-4.0
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PATIENT INFORMATION

VYNDAQEL® (VIN-duh-kel) VYNDAMAX™ (VIN-dah-max)
(tafamidis meglumine) (tafamidis)
capsules capsules

What is VYNDAQEL and VYNDAMAX?

VYNDAQEL and VYNDAMAX are prescription medicines used to treat adults with cardiomyopathy of wild-type or
hereditary transthyretin-mediated amyloidosis (ATTR-CM) to reduce death and hospitalization related to heart problems.
It is not known if VYNDAQEL and VYNDAMAX are safe and effective in children.

Before taking VYNDAQEL or VYNDAMAX, tell your healthcare provider about all your medical conditions,

including if you:

e have liver problems.

e are pregnant or plan to become pregnant. VYNDAQEL and VYNDAMAX may harm your unborn baby. Tell your
healthcare provider right away if you become pregnant or think you may be pregnant during treatment with
VYNDAQEL or VYNDAMAX. You may also report your pregnancy by calling the Pfizer reporting line at
1-800-438-1985.

e are breastfeeding or plan to breastfeed. It is not known if VYNDAQEL or VYNDAMAX passes into your breast milk.
You should not breastfeed during treatment with VYNDAQEL or VYNDAMAX. Talk to your healthcare provider
about the best way to feed your baby during treatment with VYNDAQEL or VYNDAMAX.

Tell your healthcare provider about all the medicines you take including any prescription or over-the-counter medicines,

vitamins, and herbal supplements.

How should | take VYNDAQEL or VYNDAMAX?

e Take either VYNDAQEL or VYNDAMAX exactly as your healthcare provider tells you to.

e Take either VYNDAQEL or VYNDAMAX capsule(s) 1 time a day.

e VYNDAQEL or VYNDAMAX capsule(s) should be swallowed whole and not crushed or cut.

e If you miss a dose, take it as soon as you remember. If it is almost time for your next dose, skip the missed dose
and take the next dose at your regularly scheduled time. Do not take 2 doses at the same time.

e There is a Transthyretin Amyloidosis Outcome Survey (THAQOS) registry for people who receive treatment with
VYNDAQEL or VYNDAMAX. Talk to your healthcare provider about how you can take part in this registry. For more
information about this registry, go to https://clinicaltrials.gov.

What are the possible side effects of VYNDAQEL and VYNDAMAX?

There were no known side effects that happened during treatment with VYNDAQEL or VYNDAMAX in people with
cardiomyopathy of transthyretin-mediated amyloidosis.

You may report side effects to FDA at 1-800-FDA-1088.

How should | store VYNDAQEL and VYNDAMAX?
e Store VYNDAQEL and VYNDAMAX capsules at room temperature between 68°F to 77°F (20°C to 25°C).
o Keep VYNDAQEL and VYNDAMAX and all medicines out of the reach of children.

General information about the safe and effective use of VYNDAQEL and VYNDAMAX.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not use
VYNDAQEL or VYNDAMAX for a condition for which it was not prescribed. Do not give VYNDAQEL or VYNDAMAX to
other people, even if they have the same symptoms you have. It may harm them.

You can ask your healthcare provider or pharmacist for information about VYNDAQEL or VYNDAMAX that is written for
healthcare professionals.

What are the ingredients in VYNDAQEL and VYNDAMAX?

VYNDAQEL:

Active ingredient: tafamidis meglumine

Inactive ingredients: ammonium hydroxide 28%, brilliant blue FCF, carmine, gelatin, glycerin, iron oxide (yellow),
polyethylene glycol 400, polysorbate 80, polyvinyl acetate phthalate, propylene glycol, sorbitan monooleate, sorbitol,
and titanium dioxide

VYNDAMAX:

Active ingredient: tafamidis

Inactive ingredients: ammonium hydroxide 28%, butylated hydroxytoluene, gelatin, glycerin, iron oxide (red),
polyethylene glycol 400, polysorbate 20, povidone (K-value 90), polyvinyl acetate phthalate, propylene glycol, sorbitol,
and titanium dioxide

Distributed hy

GZ> Prizer Labs
Division of Pfizer Inc, NY, NY 10017




LAB-0573-3.0

For more information, go to www.vyndagel.com or call 1-800-438-1985.

This Patient Information has been approved by the U.S. Food and Drug Administration Issued: 04/2020
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SUMMARY OF PRODUCT CHARACTERISTICS

V¥V This medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Health care professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

Vyndagel 61 mg soft capsules

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each soft capsule contains 61 mg of micronized tafamidis.

Excipient with known effect

Each soft capsule contains no more than 44 mg of sorbitol (E 420).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Soft capsule.

Reddish brown, opaque, oblong (approximately 21 mm) capsule printed with “VYN 61” in white.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Vyndagel is indicated for the treatment of wild-type or hereditary transthyretin amyloidosis in adult
patients with cardiomyopathy (ATTR-CM).

4.2 Posology and method of administration

Treatment should be initiated under the supervision of a physician knowledgeable in the management
of patients with amyloidosis or cardiomyopathy.

When there is a suspicion in patients presenting with specific medical history or signs of heart failure
or cardiomyopathy, etiologic diagnosis must be done by a physician knowledgeable in the
management of amyloidosis or cardiomyopathy to confirm ATTR-CM and exclude AL amyloidosis
before starting tafamidis, using appropriate assessment tools such as: bone scintigraphy and
blood/urine assessment, and/or histological assessment by biopsy, and transthyretin (TTR) genotyping
to characterise as wild-type or hereditary.

Posology

The recommended dose is one capsule of Vyndagel 61 mg (tafamidis) orally once daily (see section
5.1).

Vyndagel 61 mg (tafamidis) corresponds to 80 mg tafamidis meglumine. Tafamidis and tafamidis
meglumine are not interchangeable on a per mg basis (see section 5.2).
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Vyndagel should be started as early as possible in the disease course when the clinical benefit on
disease progression could be more evident. Conversely, when amyloid-related cardiac damage is more
advanced, such as in NYHA Class III, the decision to start or maintain treatment should be taken at the
discretion of a physician knowledgeable in the management of patients with amyloidosis or
cardiomyopathy (see section 5.1). There are limited clinical data in patients with NYHA Class I'V.

If vomiting occurs after dosing, and the intact Vyndaqel capsule is identified, then an additional dose
of Vyndagel should be administered if possible. If no capsule is identified, then no additional dose is

necessary, with resumption of dosing the next day as usual.

Special populations

Elderly

No dosage adjustment is required for elderly patients (> 65 years) (see section 5.2).

Hepatic and renal impairment

No dosage adjustment is required for patients with renal or mild and moderate hepatic impairment.
Limited data are available in patients with severe renal impairment (creatinine clearance less than or
equal to 30 mL/min). Tafamidis has not been studied in patients with severe hepatic impairment and
caution is recommended (see section 5.2).

Paediatric population

There is no relevant use of tafamidis in the paediatric population.

Method of administration

Oral use.

The soft capsules should be swallowed whole and not crushed or cut. Vyndagel may be taken with or
without food.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

Women of childbearing potential should use appropriate contraception when taking tafamidis and
continue to use appropriate contraception for 1-month after stopping treatment with tafamidis (see
section 4.6).

Tafamidis should be added to the standard of care for the treatment of patients with transthyretin
amyloidosis. Physicians should monitor patients and continue to assess the need for other therapy,
including the need for organ transplantation, as part of this standard of care. As there are no data
available regarding the use of tafamidis in organ transplantation, tafamidis should be discontinued in
patients who undergo organ transplantation.

Increase in liver function tests and decrease in thyroxine may occur (see section 4.5 and 4.8).

This medicinal product contains no more than 44 mg sorbitol in each capsule. Sorbitol is a source of
fructose.
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The additive effect of concomitantly administered products containing sorbitol (or fructose) and
dietary intake of sorbitol (or fructose) should be taken into account.

The content of sorbitol in medicinal products for oral use may affect the bioavailability of other
medicinal products for oral use administered concomitantly.

4.5 Interaction with other medicinal products and other forms of interaction

In a clinical study in healthy volunteers, 20 mg tafamidis meglumine did not induce or inhibit the
cytochrome P450 enzyme CYP3A4.

In vitro tafamidis inhibits the efflux transporter BCRP (breast cancer resistant protein) at the

61 mg/day tafamidis dose with IC50=1.16 uM and may cause drug-drug interactions at clinically
relevant concentrations with substrates of this transporter (e.g. methotrexate, rosuvastatin, imatinib). In
a clinical study in healthy participants, the exposure of the BCRP substrate rosuvastin increased
approximately 2-fold following multiple doses of 61 mg tafamidis daily dosing.

Likewise, tafamidis inhibits the uptake transporters OAT1 and OAT3 (organic anion transporters) with
IC50=2.9 uM and IC50=2.36 uM, respectively, and may cause drug-drug interactions at clinically
relevant concentrations with substrates of these transporters (e.g. non-steroidal anti-inflammatory
drugs, bumetanide, furosemide, lamivudine, methotrexate, oseltamivir, tenofovir, ganciclovir,
adefovir, cidofovir, zidovudine, zalcitabine). Based on in vitro data, the maximal predicted changes in
AUC of OAT1 and OAT3 substrates were determined to be less than 1.25 for the tafamidis 61 mg
dose, therefore, inhibition of OAT1 or OAT3 transporters by tafamidis is not expected to result in
clinically significant interactions.

No interaction studies have been performed evaluating the effect of other medicinal products on
tafamidis.

Laboratory test abnormality

Tafamidis may decrease serum concentrations of total thyroxine, without an accompanying change in
free thyroxine (T4) or thyroid stimulating hormone (TSH). This observation in total thyroxine values
may likely be the result of reduced thyroxine binding to or displacement from TTR due to the high
binding affinity tafamidis has to the TTR thyroxine receptor. No corresponding clinical findings
consistent with thyroid dysfunction have been observed.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Contraceptive measures should be used by women of childbearing potential during treatment with
tafamidis, and for one month after stopping treatment, due to the prolonged half-life.

Pregnancy
There are no data on the use of tafamidis in pregnant women. Studies in animals have shown

developmental toxicity (see section 5.3). Tafamidis is not recommended during pregnancy and in
women of childbearing potential not using contraception.

Breast-feeding

Available data in animals have shown excretion of tafamidis in milk. A risk to the newborns/infants
cannot be excluded. Tafamidis should not be used during breast-feeding.
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Fertility
No impairment of fertility has been observed in nonclinical studies (see section 5.3).
4.7 Effects on ability to drive and use machines

On the basis of the pharmacodynamic and pharmacokinetic profile, tafamidis is believed to have no or
negligible influence on the ability to drive or use machines.

4.8 Undesirable effects

Summary of the safety profile

The safety data reflect exposure of 176 patients with ATTR-CM to 80 mg (administered as 4 x 20 mg)
of tafamidis meglumine administered daily in a 30-month placebo-controlled trial in patients
diagnosed with ATTR-CM (see section 5.1).

The frequency of adverse events in patients treated with 80 mg tafamidis meglumine was generally
similar and comparable to placebo.

The following adverse events were reported more often in patients treated with tafamidis meglumine
80 mg compared to placebo: flatulence [8 patients (4.5%) versus 3 patients (1.7%)] and liver function
test increased [6 patients (3.4%) versus 2 patients (1.1%)]. A causal relationship has not been
established.

Safety data for tafamidis 61 mg are not available as this formulation was not evaluated in the
double-blind, placebo-controlled, randomised phase 3 study.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the Yellow Card Scheme
at:www.mbhra.gov.uk/yellowcard or search for MHRA Yellow Card in the Google Play or Apple App
Store.

4.9 Overdose

Symptoms

There is minimal clinical experience with overdose. During clinical trials, two patients diagnosed with
ATTR-CM accidentally ingested a single tafamidis meglumine dose of 160 mg without the occurrence
of any associated adverse events. The highest dose of tafamidis meglumine given to healthy volunteers
in a clinical trial was 480 mg as a single dose. There was one reported treatment-related adverse event

of mild hordeolum at this dose.

Management

In case of overdose, standard supportive measures should be instituted as required.

5. PHARMACOLOGIC PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Other nervous system drugs, ATC code: NO7XX08
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Mechanism of action

Tafamidis is a selective stabiliser of TTR. Tafamidis binds to TTR at the thyroxine binding sites,
stabilising the tetramer and slowing dissociation into monomers, the rate-limiting step in the
amyloidogenic process.

Pharmacodynamic effects

Transthyretin amyloidosis is a severely debilitating condition induced by the accumulation of various
insoluble fibrillar proteins, or amyloid, within the tissues in amounts sufficient to impair normal
function. The dissociation of the transthyretin tetramer to monomers is the rate-limiting step in the
pathogenesis of transthyretin amyloidosis. The folded monomers undergo partial denaturation to
produce alternatively folded monomeric amyloidogenic intermediates. These intermediates then
misassemble into soluble oligomers, profilaments, filaments, and amyloid fibrils. Tafamidis binds with
negative cooperativity to the two thyroxine binding sites on the native tetrameric form of transthyretin
preventing dissociation into monomers. The inhibition of TTR tetramer dissociation forms the
rationale for the use of tafamidis in ATTR-CM patients.

A TTR stabilisation assay was utilised as a pharmacodynamic marker, and assessed the stability of the
TTR tetramer.

Tafamidis stabilised both the wild-type TTR tetramer and the tetramers of 14 TTR variants tested
clinically after once-daily dosing with tafamidis. Tafamidis also stabilised the TTR tetramer for
25 variants tested ex vivo, thus demonstrating TTR stabilisation of 40 amyloidogenic TTR genotypes.

In a multicentre, international, double-blind, placebo-controlled, randomised study (see Clinical
efficacy and safety section), TTR stabilisation was observed at Month 1 and was maintained through
Month 30.

Biomarkers associated with heart failure (NT-proBNP and Troponin I) favoured Vyndagel over
placebo.

Clinical efficacy and safety

Efficacy was demonstrated in a multicentre, international, double-blind, placebo-controlled,
randomised 3-arm study in 441 patients with wild-type or hereditary ATTR-CM.

Patients were randomised to either tafamidis meglumine 20 mg (n=88) or 80 mg [administered as
four 20 mg tafamidis meglumine capsules] (n=176) or matching placebo (n=177) once daily, in
addition to standard of care (e.g. diuretics) for 30 months. Treatment assignment was stratified by the
presence or absence of a variant TTR genotype as well as by baseline severity of disease (NYHA
Class). Table 1 describes the patient demographics and baseline characteristics.

Table 1: Patient demographics and baseline characteristics

Characteristic Pooled Tafamidis Placebo
N=264 N=177
Age — year
Mean (standard deviation) 74.5 (7.2) 74.1 (6.7)
Median (minimum, maximum) 75 (46, 88) 74 (51, 89)
Sex — number (%)
Male 241 (91.3) 157 (88.7)
Female 23 (8.7) 20 (11.3)
TTR genotype — number (%)
ATTRm 63 (23.9) 43 (24.3)
ATTRwt 201 (76.1) 134 (75.7)
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Characteristic Pooled Tafamidis Placebo
N=264 N=177
NYHA Class — number (%)
NYHA Class I 24 (9.1) 13 (7.3)
NYHA Class 11 162 (61.4) 101 (57.1)
NYHA Class II1 78 (29.5) 63 (35.6)

Abbreviations: ATTRm=variant transthyretin amyloid, ATTRwt=wild-type transthyretin amyloid, NYHA=New York Heart Association.

The primary analysis used a hierarchical combination applying the method of Finkelstein-Schoenfeld
(F-S) to all-cause mortality and frequency of cardiovascular-related hospitalisations, which is defined
as the number of times a subject is hospitalised (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 proceeds in a hierarchical fashion using all-cause mortality followed by frequency of
cardiovascular-related hospitalisations when patients cannot be differentiated based on mortality.

This analysis demonstrated a significant reduction (p=0.0006) in all-cause mortality and frequency of
cardiovascular-related hospitalisations in the pooled tafamidis 20 mg and 80 mg dose group versus
placebo (Table 2).

Table 2: Primary analysis using Finkelstein-Schoenfeld (F-S) Method of all-cause mortality and
frequency of cardiovascular-related hospitalisations

Primary analysis Pooled Tafamidis Placebo
N=264 N=177

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

Average cardiovascular-related hospitalisations during 0.297 0.455

30 months (per patient per year) among those alive at

month 307

p-value from F-S Method 0.0006

* Heart transplantation and cardiac mechanical assist device implantation are considered indicators of approaching end stage. As such, these
subjects are treated in the analysis as equivalent to death. Therefore, such subjects are not included in the count of “Number of Subjects
Alive at Month 30” even if such subjects are alive based on 30 month vital status follow-up assessment.

T Descriptive mean among those who survived the 30 months.

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

The hazard ratio from the all-cause mortality Cox-proportional hazard model for pooled tafamidis was

0.698 (95% CI1 0.508, 0.958), indicating a 30.2% reduction in the risk of death relative to the placebo
group (p=0.0259). A Kaplan-Meier plot of time to event all-cause mortality is presented in Figure 1.
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Figure 1: All-cause mortality”
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* Heart transplants and cardiac mechanical assist devices treated as death. Hazard ratio from Cox-proportional hazards model with treatment,
TTR genotype (variant and wild-type), and New York Heart Association (NYHA) Baseline classification (NYHA Classes I and II combined
and NYHA Class III) as factors.

There were significantly fewer cardiovascular-related hospitalisations with tafamidis compared with
placebo with a reduction in risk of 32.4% (Table 3).

Table 3: Cardiovascular-related hospitalisation frequency

Pooled Tafamidis Placebo
N=264 N=177

Total (%) number of subjects with 138 (52.3) 107 (60.5)
Cardiovascular-related hospitalisations
Cardiovascular-related hospitalisations per year*® 0.4750 0.7025
Pooled tafamidis versus placebo treatment difference 0.6761
(relative risk ratio)*
p-value* <0.0001

Abbreviation: NYHA=New York Heart Association.

* This analysis was based on a Poisson regression model with treatment, TTR genotype (variant and wild-type), New York Heart
Association (NYHA) Baseline classification (NYHA Classes I and II combined and NYHA Class III), treatment-by-TTR genotype
interaction, and treatment-by-NYHA Baseline classification interaction terms as factors.

The treatment effect of tafamidis on functional capacity and health status was assessed by the
6-Minute Walk Test (6MWT) and the Kansas City Cardiomyopathy Questionnaire-Overall Summary
(KCCQ-0OS) score (composed of the Total Symptom, Physical Limitation, Quality of Life, and Social
Limitation domains), respectively. A significant treatment effect favouring tafamidis was first
observed at Month 6 and remained consistent through Month 30 on both the 6MWT distance and
KCCQ-OS score (Table 4).
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Table 4: 6MWT and KCCQ-OS and component domain scores

Endpoints Baseline Mean (SD) Change from Baseline to Treatment p-value
Month 30, LS mean (SE) difference
Pooled Placebo Pooled Placebo from placebo
Tafamidis N=177 Tafamidis LS mean
N=264 (95% CI)
6MWT* 350.55 353.26 -54.87 -130.55 75.68 p<0.0001
(metres) (121.30) (125.98) (5.07) (9.80) (57.56, 93.80)
KCCQ-0OS* 67.27 65.90 -7.16 -20.81 13.65 p<0.0001
(21.36) (21.74) (1.42) (1.97) (9.48, 17.83)

* Higher values indicate better health status.
Abbreviations: 6MWT=6-Minute Walk Test; KCCQ-OS=Kansas City Cardiomyopathy Questionnaire-Overall Summary; LS=least squares;
Cl=confidence interval.

Results from F-S method represented by win ratio for the combined endpoint and its components
(all-cause mortality and frequency of cardiovascular-related hospitalisation) consistently favoured
tafamidis versus placebo by dose and across all subgroups (wild-type, variant and NYHA Class [ & II,
and III) except for cardiovascular-related hospitalisation frequency in NYHA Class III (Figure 2)
which is higher in the tafamidis treated group compared to placebo (see section 4.2). Analyses of
6MWT and KCCQ-OS also favoured tafamidis relative to placebo within each subgroup.

Figure 2: Results from F-S Method and components by subgroup and dose

F-S Method * All-Cause Mortality Cardiovascular Hospitalization Frequency
(Win Ratio 95% ClI) Hazard Ratio (95% CI) Risk Ratio (95% CI)
Overall - Pooled ——— e
VYNDAQEL vs Placebo
TTR Genotype
ATTRm (24%) — T ——
ATTRwt (76%) ——— —— ——
NYHA Baseline
Class | or Il (68%) = s ——
Class Il (32%) —_ N e
Dose
80 mg (40%) vs Placebo (40%) — ] ——
20 mg (20%) vs Placebo (40%) —— ——— ——

4 2 1 0.5 0.2 0.5 1 2 0.2 0.5 1 2
< Favours VYNDAQEL | Favours Placebo > Favours VYNDAQEL | Favours Placebo Favours VYNDAQEL | Favours Placebo

Abbreviations: ATTRm=variant transthyretin amyloid, ATTRwt=wild type transthyretin amyloid, F-S=Finkelstein-Schoenfeld,
CI=Confidence Interval.

* F-S results presented using win ratio (based on all-cause mortality and frequency of cardiovascular hospitalisation). The Win ratio is the
number of pairs of treated-patient “wins” divided by number of pairs of placebo patient “wins.”

Heart transplants and cardiac mechanical assist devices treated as death.

In applying the F-S method to each dose group individually, tafamidis reduced the combination of
all-cause mortality and frequency of cardiovascular-related hospitalisations for both the 80 mg and
20 mg doses compared to placebo (p=0.0030 and p=0.0048, respectively). Results of the primary
analysis, S MWT at Month 30 and KCCQ-OS at Month 30 were statistically significant for both the
tafamidis meglumine 80 mg and 20 mg doses versus placebo, with similar results for both doses.

Efficacy data for tafamidis 61 mg are not available as this formulation was not evaluated in the
double-blind, placebo-controlled, randomised phase 3 study. The relative bioavailability of tafamidis
61 mg is similar to tafamidis meglumine 80 mg at steady-state (see section 5.2).

A supra-therapeutic, single, 400 mg oral dose of tafamidis meglumine solution in healthy volunteers
demonstrated no prolongation of the QTc¢ interval.

The European Medicines Agency has waived the obligation to submit the results of studies with
tafamidis in all subsets of the paediatric population in transthyretin amyloidosis (see section 4.2 for

information on paediatric use).

Page 8 of 12 2020-0065522




5.2 Pharmacokinetic properties

Absorption

After oral administration of the soft capsule once daily, the maximum peak concentration (Cpax) is
achieved within a median time (tmax) of 4 hours for tafamidis 61 mg and 2 hours for tafamidis
meglumine 80 mg (4 x 20 mg) after dosing in the fasted state. Concomitant administration of a high
fat, high calorie meal altered the rate of absorption, but not the extent of absorption. These results
support the administration of tafamidis with or without food.

Distribution

Tafamidis is highly protein bound (> 99%) in plasma. The apparent steady-state volume of distribution
is 18.5 litres.

The extent of tafamidis binding to plasma proteins has been evaluated using animal and human
plasma. The affinity of tafamidis for TTR is greater than that for albumin. Therefore, in plasma,
tafamidis is likely to bind preferentially to TTR despite the significantly higher concentration of
albumin (600 uM) relative to TTR (3.6 uM).

Biotransformation and elimination

There is no explicit evidence of biliary excretion of tafamidis in humans. Based on preclinical data, it
is suggested that tafamidis is metabolised by glucuronidation and excreted via the bile. This route of
biotransformation is plausible in humans, as approximately 59% of the total administered dose is
recovered in faeces, and approximately 22% recovered in urine. Based on population pharmacokinetic
results, the apparent oral clearance of tafamidis is 0.263 L/h and the population mean half-life is
approximately 49 hours.

Dose and time linearity

Exposure from once-daily dosing with tafamidis meglumine increased with increasing dose up to
480 mg single dose and multiple doses up to 80 mg/day. In general, increases were proportional or
near proportional to dose and tafamidis clearance was stationary over time.

The relative bioavailability of tafamidis 61 mg is similar to tafamidis meglumine 80 mg at
steady-state. Tafamidis and tafamidis meglumine are not interchangeable on a per mg basis.

Pharmacokinetic parameters were similar after single and repeated administration of 20 mg dose of
tafamidis meglumine, indicating a lack of induction or inhibition of tafamidis metabolism.

Results of once-daily dosing with 15 mg to 60 mg oral solution tafamidis meglumine for 14 days
demonstrated that steady-state was achieved by Day 14.

Special populations

Hepatic impairment

Pharmacokinetic data indicated decreased systemic exposure (approximately 40%) and increased total
clearance (0.52 L/h versus 0.31 L/h) of tafamidis meglumine in patients with moderate hepatic
impairment (Child-Pugh Score of 7-9 inclusive) compared to healthy subjects due to a higher unbound
fraction of tafamidis. As patients with moderate hepatic impairment have lower TTR levels than
healthy subjects, dosage adjustment is not necessary as the stoichiometry of tafamidis with its target
protein TTR would be sufficient for stabilisation of the TTR tetramer. The exposure to tafamidis in
patients with severe hepatic impairment is unknown.
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Renal impairment

Tafamidis has not specifically been evaluated in a dedicated study of patients with renal impairment.
The influence of creatinine clearance on tafamidis pharmacokinetics was evaluated in a population
pharmacokinetic analysis in patients with creatinine clearance greater than 18 mL/min.
Pharmacokinetic estimates indicated no difference in apparent oral clearance of tafamidis in patients
with creatinine clearance less than 80 mL/min compared to those with creatinine clearance greater
than or equal to 80 mL/min. Dosage adjustment in patients with renal impairment is considered not
necessary.

Elderly

Based on population pharmacokinetic results, subjects > 65 years had an average 15% lower estimate
of apparent oral clearance at steady-state compared to subjects less than 65 years old. However, the
difference in clearance results in < 20% increases in mean Cpmax and AUC compared to younger
subjects and is not clinically significant.

Pharmacokinetic/pharmacodynamic relationships

In vitro data indicated that tafamidis does not significantly inhibit cytochrome P450 enzymes
CYP1A2, CYP3A4, CYP3AS, CYP2B6, CYP2C8, CYP2C9, CYP2C19, and CYP2D6. Tafamidis is
not expected to cause clinically relevant drug interaction due to induction of CYP1A2, CYP2B6 or
CYP3AA4.

In vitro studies suggest that it is unlikely tafamidis will cause drug interactions at clinically relevant
concentrations with substrates of UDP glucuronosyltransferase (UGT) systemically. Tafamidis may
inhibit intestinal activities of UGT1AL.

Tafamidis showed a low potential to inhibit Multi-Drug Resistant Protein (MDR1) (also known as
P-glycoprotein; P-gp) systemically and in the gastrointestinal (GI) tract, organic cation transporter 2
(OCT2), multidrug and toxin extrusion transporter 1 (MATE1) and MATE2K, organic anion
transporting polypeptide 1B1 (OATP1B1) and OATP1B3 at clinically relevant concentrations.

53 Preclinical safety data

Nonclinical data revealed no special hazard for humans based on conventional studies of safety
pharmacology, fertility and early embryonic development, genotoxicity, and carcinogenic potential. In
repeat-dose toxicity and the carcinogenicity studies, the liver appeared as a target organ for toxicity in
the different species tested. Liver effects were seen at exposures approximately equal to the human
AUC at steady-state at the clinical dose of 61 mg tafamidis.

In a developmental toxicity study in rabbits, a slight increase in skeletal malformations and variations,
abortions in few females, reduced embryo-foetal survival, and reduction in foetal weights were
observed at exposures approximately > 2.1 times the human AUC at steady-state at the clinical dose of
61 mg tafamidis.

In the rat pre- and postnatal development study with tafamidis, decreased pup survival and reduced
pup weights were noted following maternal dose administration during pregnancy and lactation at
doses of 15 and 30 mg/kg/day. Decreased pup weights in males were associated with delayed sexual
maturation (preputial separation) at 15 mg/kg/day. Impaired performance in a water-maze test for
learning and memory was observed at 15 mg/kg/day. The NOAEL for viability and growth in the F1
generation offspring following maternal dose administration during pregnancy and lactation with
tafamidis was 5 mg/kg/day (human equivalent dose of tafamidis = 0.8 mg/kg/day), a dose
approximately equal to the clinical dose of 61 mg tafamidis.

Page 10 of 12 2020-0065522



6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Capsule shell

Gelatine (E 441)
Glycerine (E 422)

Red iron oxide (E 172)
Sorbitan

Sorbitol (E 420)
Mannitol (E 421)
Purified water

Capsule contents

Macrogol 400 (E 1521)
Polysorbate 20 (E 432)
Povidone (K-value 90)
Butylated hydroxytoluene (E 321)

Printing ink (Opacode white)

Ethyl alcohol

Isopropyl alcohol

Purified water

Macrogol 400 (E 1521)

Polyvinyl acetate phthalate
Propylene glycol (E 1520)
Titanium dioxide (E 171)
Ammonium hydroxide (E 527) 28%

6.2 Incompatibilities
Not applicable.

6.3 Shelf life

2 years

6.4 Special precautions for storage
None.

6.5 Nature and contents of container

PVC/PA/alu/PVC-alu/PET/Paper perforated unit dose blisters.

Pack sizes: a pack of 30 x 1 soft capsules and a multipack containing 90 (3 packs of 30 x 1) soft
capsules.

Not all pack sizes may be marketed.
6.6 Special precautions for disposal

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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EIEDEEA 1L, BIEANEEDN D4 Yellow Card Scheme (www.mhra.gov.uk/yellowcard & % U ME
Google Play %7213 Apple App Store T MHRA Yellow Card Zf#58) X > THETHZ L,

4.9. BE#K 5

SR

W R G- OKERIZIZE A EHELATHRY, BRRRIZEWNT, ATTR-CM & 2Z2Brahicid
F2BINE 77 IV AAT I 160 mg Hito TSR L7228, B9 5 A EEL IR
Loz, BERRBR CREWBRE IR SN Z 7 7 ISP A ATV v OE ARE, HElk
HT480mg Tho7-, ZOHRBETIE, BBRIKEDREBREGETERVWEESRES L L CIRE
DZRIEN 1 S ST,

R
RGO DS E, BEIDS U TR R SRRIEEZ 5 2 &,
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%757 IV A 61 mg ATTR-CM
1.7 [RIFE[Rhdh R

277 IVA (KA BLOKAORFERME LT, 77 ITVARATNI U OFEHRE FHEIC

T,
g Brvy 700 7L 61 mg v H VR T L 20 mg
—fix4 277 IVRA BT77ITVAAT LI
244 7 7 A P—k Stk 7 7 A P—kA Stk
DI EEEIE KNG AFALFURILT IS, R— |OFNTF A A LFURIEHET I 1
VA (B R VA FLA) A FR Y = 2 —a XF—D KRRy
f 2 D HET T HIH
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20194E 11 HEZET (510 TTRE{_{ﬁ N
B ERRE
HzhEAM - 187 H

A4 F—> 2Rk
IVRATNIHTRIV

BARERMIHES
87129, 87219

Vyndagel®capsules 20mg

) - EMSEONTEIC L VTS L

[ FRBES | 22500AMX01810 |
| BEmpsa | 2013%11H |

THAI—K

2. B (ROBEICBHERELEVWI L)
ARAOBIIR L BBEEE O BAEIE O & 5 8%

3. #Emk - MR
3.1 #mk
W 7 %

¥ 5 rvh 7 )v20mg
1% 7
577 IVAAZIVIY 20.0mg
(#773IVALLTI2.2mg)
70T V400, B/ A LA VBV VESY v R v IbR— b0
(B TEVEE) £FF 2, 7)) ¥ D-VIVE R—)b - VILESY Vi,
WAL T & >~ WEE ALk, PERIEE MY 7)) K

3.2 WAOMRK

N

oo #

§H (mm) A — I B
VYN 20 _

WE © P~ AT o REE T
R #21mm
HIAE - #98mm

4. FHEEIIRHE
ORZF2>AYVALFUBRRERT7IOANRNR) Z2—0O/NF—DFK
FEIREE ORI
OFSURYALFUELTIOANR—Y R (FERRUOETRR)

5. shEEISRHRICBIET 3EE

(GhaEHE)

5.1 REIOFANZH 72> TE, WHOFTA RITA4 2B, bT v A
AVLF 7304 F=Y ADBWDHEE L TV 5 X ERRT A2 &,
5.2 WA D BFE BT 5 BN O Z AT L T e\, il

PRERC O AR A 72\

(FZ>2RYA v%>§2§ﬁ’§'ﬁ7 304 KARYZ2—0O/i8F—)

5.3 HIEEOEWEE UMD %E 2 BB (2B 2654
W UV 4R AL LTW‘ Vo BRIREER T O HRESRDA 7n

5.4 NI Y AHA LT OVIOMEREIDANOZE AT 5 BHIBITS
HRIVE R OV G PRI TENL L T2\, BERFRER COME FIRER AP 70\

(P RYALFLELT7IOLfN K- R)

5.5 RHFNZ. T VA A LFUELLT I U F—2 A2 L D0A4%
ETLREIHHT LI L, 0 THIREGE ] OBEONT %
WL ERARAER D SR IL M SR 2 5 B | 72 1 CL s E O3R
w41 2k, [17.1.3201]

5.6 NYHA.LERES I E O LE T, NYHAOHRESHET - TE
D BH LRI ARE O G R EAMER AT REE DD 5 DT, AH D
TERRER . K OVERIR SR CRle S 7= NYHA G RE -5 & A &)k
OBRE T ICBR L. BB ORELZE L7 LT KRGO
a5 2 &, [17.1.32M1]

5.7 NYHA.CHERES IV BE O BH 12 BT 5 A I K OV 1 1L
LT\, FRIREERCTOMEREERD 22\,

6. AZERUVAR
(R ZAYA LF U BREMET7 IO KR Z2—0O/NF—)
WE. BACIEY 77 ITVAASZIVI v e LCLE20meg% 1 H 1
H¥%5-3 %,
<|~5>x+ﬂ LFLELL7IAA K=Y R)
CBEANCIEY 77 IV ARV v & LCLE8Ome % 1 LAl
D&%?%o?ﬁﬁﬁﬁwﬂAiﬁafééo

9. BENERE2HI2BEICHEITEE

9.3 FrieEEaE

9.3.1 EEDFHEEEERE
EE ORI SR E 2R E L AR e 2R s L2
FEPREERIZFEM LT\, [16.6.25 0]

9.4 4JEREEH I 5
REN ORI A B L. RKE O G- e O Feie e 5-%1 7
HAEN, TR 2 W0 d 2 BEIITEY 2B TS V5 L9
g5 2k, [9.58H]

9.5 i¥im
;‘lﬂ%lliﬁﬂ)ﬁLTV\%;'EJ““‘I‘%@%%}‘C‘I& ik, EH O RIEDfE
Btk e Ll 5 &Fll & s @&i‘x’é—?é Lo HIRY ¥R

V72 EBRIZB VT, Fkﬁﬁ“ﬂ%ﬁawo IMEDIETEIZ L Y BIED
GG OB RO ST OB TR0 S, JGIRoA R
B OREOFA Sl S Twb, T2, MRE OIS v M
WREERIE G- RO LIS LT 2 lmofgic Ly, AR
AR OEREORD . ERFORIE, %Y - SUREEN oL
7212, 9.4 8]
9.6 RILIB

R OB OCIREOE ML ZE L, AL O LH
WLEBET 22 &, BER (5 v ) THTPICBITT A2 LA
MEINLTWDEY

9.7 MR
AREERR L L BARBABIE I L TRy,
. BER

ﬁ@@@ﬁﬁ%bbﬂ% EWBHBHOT, BETTIITIAT, Eﬁ

WIFRD & T i?x’ﬂ_"i":f:'ll‘?‘%&c‘:ﬁw&kﬁ%ﬁi Z
11.2 %@fﬂ}.@%’]ﬂfﬁﬁ
3% 1 1~3% Al 1% i
& " [z F R, mEREAE, R gE, O
T RENRAENSAE ., ARGz
JiF ik y -GTPHIIN, B | FFEESE Lo, FFIER, ey vy
FEREMAME LA | B, S - i
[/ =0 TP DUROR | AR, AREOAE. R, e,
%, BAERRG. RHAE. FANEST
WIMETE . B
i i gl ARIMERSEIE, EIREEHEL (INR)
BN, i R A
[ A FIREHZE, BME | Lo <D, WRBHZE, A, &
Je. RIRPESE, RBkgE, TIVEIRSE R
R BT T I R
wo B & REPEIRIE . | SIS I O PR

i, pFeE 7 L RS BUR AHEIR ZE 7
= VLARE, TIPS Ao

Mot R T G [ HILRR. B H %
(N SN TN u'k
Wit g, &
[OSCEEN 2
i MEERASHRIE

ESUNIN S

Hﬁl_l_(l!bli‘}%ég\ H %%\

+ BB T R
frEge, NLPTHm, FHEmE. O
Bk, PEERIBIEM.

R bR | B

v /A/m—

FEIED F ~HEAE SO
AR N 1N - BREEK 9

O RILHUR, SHIR . $hIK
B, OWRERE, LR
GRREERIE S > Y AR FRBA. RIS
S (s, B | RV M. DUBI, it
%, BEIREEIR | GRS, CARMES. BB, KM
BI5) . I | B, SiTE

WPRER - B AR | RIS PR Fhie A4

3 H




3%LA 1~ 3% Al 19 Al
5 Ji M7 L7 F = R, e RS
z o b KRMERIE, B | A v 7 VD R, ) 28,

PIRHERER T | mrh o L A7 o — LN, s 2
PAT T VA, BRI, B,
RERA, A > T VLU, B8,
SETJAE P57 AU | BTN
MR PREEREIN, 2 HALILRE , el

14, BALEDZEE

141 EHZMNEFOEE

14.1.1 PTPAEOHEFAIPTPY — b ASWY ML TR T 5 & 545
B35 L, PTPY — FORREKIZ L) o W § A0S SRS B~
AL, B3 GALe B2 L CHEMI #EOEE 2 G 0HEZ IH5ET 5
CEDD D

14.1.2 KRNI EFICRH S EH 2 &,

16. EMENRE
16.1 IMAEE
16.1.1 BERS
HA A OSME R AL, 777 3T AR T 3 220K U40mg'™ % 225
IZHA G- L 72 OFEWBIRE X5 X — & 2 RS, MRS 2 RS
77 IV AEHER AT S AL, T MLHE R B IR (tnax) 133X 5
BICE ST, #5505~ 4BH Th o 720 M IMBEPIEE (Cow) & ONMI4E
PR R AR T (AUCo-) OFHMEIZ40mg T TOHG- R TIRIZHAE
WRBIL LY
) AFIO T YA A LF U REHEET 304 FR) 22 —unsF— RO T Y AYA
LFYELLT 304 F— Y 20T 2 KGR HE R R 2 e 1 F20me % 1 H 1R
P58 O1AI80mg & 1 H 1A 1445 5-Td % o
£l ¥ T 7 IVARTIVI Y EENEGHOEYEEE ST X — 5

EpESn Y Cinax AUCo- tmax t12
(mg) (ug/mL) (ug-h/mL) (h) (h)
HA&N (n=6)
20 1.23 (0.19) 60.5 (9.8) 2.5 (2~4) 40.7 (8.7)
40 2.59 (0.61) 115.3 (30.7) 3.0 (0.5~4) 40.0 (10.2)
HSHEIA (n=3)
20 1.06 (0.08) 53.7 (7.4) 3.0 (0.5~4) 40.6 (12.0)
40 2.19 (0.39) 95.2 (18.5) 3.0 (1~4) 51.0 (13.8)

T (B | tmacldHyefi (FE6R)

- [ARA20mg (n=6)
—o—4}EA20 mg (n=3)
-+ OAA40mg (n=6)
—s—HtE A40 mg (n=3)

25

M (ug/mL)

05

|
(; 2‘4 4‘8 7é 9‘6 120 ]/‘M 1(;8
55 (h)

Ml %77 IVARATIVI YR ARG o M bl e
CPofil + MR, AR 5% 1280 F ToihkX)

16.1.2 R1EHRS
ARNN T VA AL F P RRHEET I 04 R =2 —u /8 F -0 B
2. 77 ITARXTIVI Y 20mgr 1 H LIRS M AEFE 355 5 L. 28
B & CLOmHIRAEICE U7z IS HAR AR CHEH L 72 BHEMSE BhHE%
M ORERED S EHIRRER O Coa it FAUCeau DT FIGfE I, T EN2.61
wg/mLMEUB3.3ug - h/mLTHho7ze F/z, JREMERR AL, ¥ 773D
ARXT NV »80mg% 1H M7 H M AEH T D Crnax L AU Co-24 D M -3
13 FNEN9.09ug/mLK 166 ug - h/mLTdH -7

16.2 BRYR

16.2.1 BEOHE
EEERAICY 77 I VA ATV I 2 20mgk ZBIEH T AR ICHAE G L7z &
ZH, HFEIZEY CraxlIHI239E T L7245, AUCosl IZ SRR AT S 2 r o
720 (EAT—%),

16.3 9%
In vitroRBEDOFE . ¥ 7 7 IV ZADMIEE AR E213899.5% THh - 729 o

16.4 3
In vitroRERICBWT, ¥ 77 IV AAST IV VIEF b 70— APASOE
% #% T & 5 CYPIA2, CYP3A4, CYP3A5. CYP2B6. CYP2C8. CYP2C9.
CYP2C19% 'CYP2D6 % SBHE IZFHE L 2 A > 720
In vitroBRERIZBWT, 77 IV ARAZ VI Y DOCYPLAGEMEI A 5 sl
HIEb$THTH 7275 CYP3A4K I CYP2B6IG I LTI AvRIZ S
NFo BREEAIZY 77 IV AAZ VI v ECYPSAMOIEER (34 T4) %
BERES- L7z 2 & CYP3AADFHENENLFED SNk - 72100 [16.7.15 ]
F 7o, BRIR A CRE S B MATHREEICIED &L CYP2ZB6IZ DWW T bin
vivo COFEDOTREVEIZER W & E 2 57z,

16.5 HEittt
SHEEERAICMC-4 7 7 IV A A7)V 3 2 20mgk HRER T 5 L 7=k,
M IE T RBACE AL L 7ze F 70, 3, SRR OFEP IR Lk &
Y77 IVADOT N O VAR PHEIE L YC-F 77 IVAATII
RSB R2ZHB EF TORMBE VKR, ¥ 77 IVAEEICESE
S L CHEE S AL, PR RIIER LR 5-m D58 .5% Th o 720 —H. ROF-
PRSIAIER 1322 4% Td > 7212

16.6 HEDHREHT2EE

16.6.1 SHpE
FHEFISEY B REMRAT OB & B &L 65RO MBS & ik LT, 65w L
LoWwERED 7 ) T T v A4 5% - 72 (BHEAT— %),

16.6.2 FF#BEREERE
R RS R E R O EEO R EL AT 2 HEICy 77 IV R
AT v 20mgE HlaH G L -t 0P BIHE/ ST A — & % FK2UIRT,
[ (Child-Pugh A 2 75~6) OIFHERERE 243 2 1R & @REHEERE T
PK# L L 72455 Coax e OTAUCo-o | ZEHEREBRE 12 e T E N2 FE156%
T O 17918l % 75k L 726
PEEEE (Child-PughA 3 77~9) OFHRERE L A3 2 s & RS
TPK% W L7245 By Coadd Z3FE33% D ZEAL THBL L T 72 H3AUCo-oo (2 fEHE
B |2 R4 % 2 R L 72 (BHEA T —%). [9.3.15H]

F22 RS LB R O S O REREE 2 AT A HBEICY 7 7 3

VAR NI R BG5OSR EE ST A — 5

Crnax AUCo-tast tmax tiz
(1 g/mL) (ug-h/mL) (h) (h)
TR R SRR O T RERE S 2 A 2 IR 2 R (n=9)"
TR R 1.21 (0.32) 66.6 (20.8) 2.0 (0.5~8.0)  53.9 (20.6)
WL O AR RERE
T 1.11 (0.20) 54.5 (12.7) 3.0 (0.5~4.0) 56.4 (18.0)
TEFEREER A S P AR FE D IFREREE 2 7 3 2 A 2 R (n=9)
Tl et B 1.28 (0.32) 65.5 (14.5) 2.0 (0.5~8.0) 54.0 (12.0)
A FE D IFFFERERE
B 1.38 (0.56) 42.8 (12.9) 1.0 (0.5~4.0) 45.1 (11.9)

P BEEEARE) | toad XA (GEPH)

a) MEHEBEERE IIX, EERE TN LR 020 DR R A

16.7 EWHEEIER

16.7.1 I4VJF L
R AICY 77 I VA AZ VI 2 20mgZ 1 H1IAI14H B AR % 5B 0§
ARUORMEHICI Z YT A7.5mgx %5 L. 37T A& ZOMHEAH YO
BERZAELLZEE, 77 IVAATVIVOMHICEY, 3I¥VF2D
Conaxl3#911%i8 D L 7255, AUCo= K U7 ) T 5 v ZRZEAL L e dr o 729 (4
EANT—%). [16.45]

16.7.2 In vitroi5
577 3T AFFUEES /82 (BCRP) 128} L CHHEMEM 2] L. ICxff
131.16 umol/LTd - 7219

17. ERERRIE

17.1 AHERORLM(ICEET 25k

(M ZYALF O BIREMT7 IO KKRY Z 2 —0O/8F—)

17.1.1 BERSBIAEHER (PEHRS)
b Y AL LF URIREET 304 FR) =2 -1 —BE106) (V30MZ
Re 35 REIW. STIYEREZAFT L EELIH) 12, KHI20mgz 1 H 1523
MR G- LAz & & FERHMIE H C db 2 RFIF5-8 R L 0263 b 7 & A
YA LF Y (TTR) ZEIbEE (%) ™k, 106146 T32% L2 Th 7217
A VERTA0 G106 H . BIVER (BRRMAME SR 2 &) OFEBUERNILL
Bl (10.0%) . PRANERCTH > 720

17.1.2 585 1/ MHHEAER
VIOMZ#EZHTH N VAP A L F Y RIFHRET 304 FRY) =2 —uss
F — B #1286 % x} % & L. Neuropathy Impairment Score-Lower Limb
(NIS-LL) JBUSEE® K UNorfolk Quality of Life-Diabetic NeuropathyZ i
22 X 0 EFIi9 5 Total Quality of Life (TQOL) R 27 OZ&Ab& % EEEF



fiEE & LT, EERIEGERBRZ 9206 L 720 AH20mg X 75 RE101
W18 % H RIS L7z & & NIS-LLEUGHE [ IAHI#ET45.3% (29/64%1)
7T RHET29.5% (18/6161) TH V. METWICHERLEIROLNEVD
O DERFNBETRISED 2> 72 (p=0.0682, # 1 Z3FetiE). 7. TQOL
2 a7 OZAbE CFIE £ EERE) 3ARKIEET2.022.3, 79 RBETT.2
£2.4TH Y, HEHYICHE 2 ZEIERD SN b OORKE TCQOLI T A
P S p @i AFRD Sz (p=0.1157, L45HT) 19720

Rl VIOMERZFT D M T Y AYA LF VEFRET7 304 FRY =2 -0

INF—BHIZBUTDLE 77 ITVAXATIVI O (187 HIK)

y77 IV AR 7T kR "
(n=64) (n=61) Pl
0.0682
NIS-LL G 45.3% 29.5% .
S e 5.3% 9.5% (54 = Fehss)
TQOLA 27 D%l 0.1157
) S 2.0%2. 2x2.4 . e
(Pl = B 0=2.3 7 (BB

VIOMUSNDZE R % 45§ 2 BH21 BISZE S % K G & L CARHI20mg% 1 H 1AIE
B L 72 EMERBRIC B\ CHEBERHIIE H CTd 2 TTRORELE (%) Vi,
GIERE 2121961 1861 (94.7%) . 6 HIRIZIX18FI &6, 12 ARIZIZ17614:
BIT32%LL EFCd ) | REIOMSHE 512 & 2 B R OFERA A S Iz,
GG R A S 12760 BIER (BRI AE R & &) OSBUERIE
6761 (52.8%) THh-o7zo ERBIERIZ T, TG, REEIA1060 (7.9%) .
MEm-861 (6.3%) MUEE7H (5.5%) Tdh -7z

(RS ZAHALFLRLTIONR-YR)

17.1.3 EEEHFEEE IHEEER
BAERMZERMO N5 Y AFA LF VELT 304 K= ZABRE (44
44161, 9 B HARNBELTH (F_CTEER) &) 25 E Lz 307
AMoO_EEHRT 7 R FRER (AR#180.20mgk 0" 7 7 R % 1 H1EHS)
ZEME L 720 ARIBEATE (RFIS0K 0°20mghE) 1326451 (AHISOmghE 12176/,
20mghEIE88%l) . 7T L REHIITTHITH > 720 HARNGEBNZ, RHFIGETE
1261 (80mgHtix1061, 20mghfid26l) . 7' L REIISBITH o 720 EEFFAM
T HTd DK% D% VIET K OV F 5 B8 2 A B % s A
DEZFHEEBICB T, KEPERET T 7 RHE L A TREHICEE
SR L7z (p=0.0006. Finkelstein-SchoenfeldZ:) o

F2 PIYAFAVLFVELT IUA K=Y AIBTF YT T IVAAT N

IV OFME (30 A

77 ITVA
BEArEE
(n=264)

186 (70.5%)

AR
(n=177)

307 H S OAELFERE (%) * P 101 (57.1%)
TESH 72 ) OLIMEFRIBE LT
Abe L7zl%g CE¥fH) = b ©
pfii? 0.0006
a) FEFFME B O ER O S30 7 H O EHHKEHE
b) CHERHE I3 A TR AL, JET Lo 72
c) 304 A OELBNC BT % FIME
d) Finkelstein-Schoenfeld#: |2 & % pfi
KFNO B OBEER N TlE. 307 H IR O AAFEI A 1EAFI80mg 69 . 3%
(122/17661) . AH#I20mghE72.7% (64/88%1) . AAFBIZ B 2 LMEFFRIC
B3 2 g ABESEE 1E . AHI80mghET0. 3390l /4E . AF)20mghET0. 2181l
JETH 572,
NR—=A T4 ¥ ONYHAUHEREG F ORI OFE R, 307 H IO AL
FIGIINYHA AR T - IO EFE TAAGEGHS8L.2% (151/1861) .
75 & REEG6T 5% (77/11461) . NYHACHRAE 48 10 B 0 4 [ CA K fF &5
44.9% (35/7801) . 77 L KHE38. 1% (24/63061) . HEAFBII B L MEF
SAZBEH T 2 I ABESHEE (X, NYHACUBERE DS T - T EEOSERITRANES
#£0.246[01 /4%, 77 1 REE0. 45701 /4-, NYHALHEAE S 1 EE o 5 [ T AFH)
BEGH0.516[0 /45, 77 2 RH0. 44701 /4ECTdy o 72,
TR 5126401 (HARNEZE1200% &) . BIEH (FRRM A s
Hx et OFSBUEBNE11361(42.8%) Td - 720 EARBEIWEHIL THIL661(6.1%)
LB (4.2%) BORERES106] (3.8%) THo7? . [5.5. 5.65H]
FD TTREELE (%) = [(KHFEGHOTFHFOI-RN— 2 5 1 > OFFOI) /N— R
T4 ¥ OFHFOI] %100
FOI=FRFE TR E O T TRARARMEEE /PRI RN 0 T TRAR AL E
##2) TTREEALHAB2%L % TTRAGEL L 72 & Ed%
13) NIS-LLA 37 DN— 25 4 ¥ 5 OB
) FBPOLEIIDTOEBY) THo7z,
NYHAUHEREGHH T ~MAE T, A7 < & B IROLAREIC & B ABEA B 5 BE
ABEEEAS 7 < & S FIRIEIC X BIGHIE D & LGB M m B nAs L AL OHNIETTED
PR AR OAZEHT 5 EH
BpA AL
s TTRE(ETAREZA S W
CHARRERIC L BT IO NIEESRD SRS
REALR S, BROITESIC L) 7 I 0 A FEERS 2 X2 BHTTRTH S LRES L
%

0.297 0.455

ST T =1 K 2 PR 00 E PRI AS1 2mmild

P S

U IR B OV AE & B3 % TTREHE FEREH T %
SRS L BT I u A FiLEARRD 5D

ST =1 & B IR 0L E R FEIE A1 2mmiE

18. FEupEig
18.1 {ER#F

577 3V AETTRO RPN E TH HARAKD2ODF 1 0 F ¥ ViEEHALO
IE D% EBRIDIHEET S 2 L TAmh e BEL S, Z OfifEE R OV
EIHIL, B2 TTRT I a4 PRz 64 2%

18.1.1 In vitroRBRIZB VT, TTRE OF5E 12T 5 B 5E %132~ 3nmol/L
(Ka) K 0*154~278nmol/L (Kaz2) TdH - 720

18.1.2 In vitroERIZ BT, FAERL V3OM K O°VI1221ZE #IITTR (3.6 4
mol/L) OEVESMFIC BT 2 HET R A ] L 224Uk 2 ECsofiild,
2.7, 3.2K 4.1 umol/LT&d > 7z,

18.1.3 In vitroiBRICH T, BET, V30M., VI22IZRITTRZAH$ 5 &
M ARSEES 6 1E7. 2 u mol/LE IS 5 2 L& ), JRFEICL 24mM4E0
e 7 G FEARAE IO L B L 72

18.1.4 V3OMUA DO A 459 2 Bl 20 S PRI L 72 A1 AHET .2 u mol/L%&
WnL7ze 2 A, 25MOERREITIRF I L 2 @A S 7z,

19. BRHRSCET 2EIEEHREA

— R T 5 7 7 IV A ALV v (Tafamidis Meglumine)

124, © 2-(3,5-Dichlorophenyl) -1, 3-benzoxazole-6-carboxylic acid mono
(1-deoxy-1-methylamino-b-glucitol)

4538 1 CuH7ClNOs - C7Hi7NOs

45 1 503.33

PR Rifld, A ~RAEOMETH D, Kbz, KR A S 7 —IVIZET
1240 T8 =L (95) IO THITIZ

AL
Cl

Cl

20. BBV EDEE
i M TR 5 2k,

21. EFREMH
FE3EAR ) A 7 S HEEHI 2 968 0 b, MYICER_T 2 &

(R AL F L BREMT IO NRY Z2—0O/NF—)
EINCTOEBHEG OO TR SN T WS T LS, HEAHMhIX, 26
ARG E LA R T A 2 Ik ) ARHIE RS O R IE
PR 2 L L L 12, AKOLEM R OERMEICE ST 57— & 2 BRI IUE
L. AFOBIEFHICLEREELH L L,

(PS> ZAHALFURLT7IONR—-Y R)

EN T OBRBIEGIAMD TSN T WA I Enb, BEREHR, —EHoiE
BIZERD 7 — 7 DERE SN S $ TOMIE, SAEH) % 5 5126 i AL & 92
g 52 L2800, AHOFTEEOERIEHRZIET S L L b1z, AHO
GEMEROEHEICET 27— & 2 B L. ARH o A 2 3 7
EEE#HLL 2 &,

22. ok
147 7 n (144 7+ (PTP) x1]
1124 7)) [14% 7 (PTP) x8]

23. EEXH
1) AR IR - BRI IR T 2 R (2013429 H 20 H KGR, CTD2.6.6.6)
[L20130719165]
2) AR AR AR OSSR OBERRIC B § 5 B (2013
FIH20H K72, CTD2.6.6.6) [L20130719166]
3)  AWEE ARG RO I PR (20134F9J] 20 A KRR, CTD2.6.4.6)

[L20130719167]

4)  AEWERL BRGNS ENRE (20134F9H 20 H KRR, CTD2.7.2.2)
[L20130719171]
5) AEWNEE: HARNEE BT B SRR G- Rr O3 EE (2013429 H 20 H KR
CTD2.7.2.2) [L20130719172]

6) FEAER  FEEMPKNT (BEERA. bT v A4 LTV RIREET
304 FRY Z2—a8F— %) (201943526 HKRE, CTD2.7.2.3)
[1.20190111012]



7)

8)

9)

10

1) HEAER R

=

KRR - 20mg 49 7ROV SRR S ERE (2019473 H 26 H ZKEE.
CTD2.7.2.2) [L20190111014]
AR RO BB (2013490 20H &F2, CTD2.7.6.2)
[L20130719173]
AR e bR~ O/ SRR (2013429 120 H KR
CTD.2.6.4.4) [L20130719175]
FNEH  BERIAE R OFHE (20134F9H20H KEE, CTD2.6.4.5)
[L20130719182]

R (201943326 H #KF2.CTD2.6.4.7) [L20190221005]

12) ALPAVER R, A, AR R OBkl 2 T 5 4 Bl (20134291 20 H KGR,

13

14

15

o

fu

CTD2.7.6.6) [1.20130719187]
AR - FEFIPKENT (BEHERA. b T v AY A LF U IREET I 0
ARR)Zaz—anNF—EE, FFTVAFALFVELLT IO K=V A
BE) (20194E3H26H KR, CTD2.7.2.3) [1.20190111008]
AEPVEE - BFRERERE B BT 2 3 EhEE (20134F9H 20 H KRR

CTD2.7.2.2) [1L20130719186]
FEVEEL : 3 7V T A L oW EERRER (20134E9 H 20 H K2,

CTD2.7.2.2) [1.20130719185]

16) #:A¥EHF - BCRPIZK T B in vitrofI HAFHEER (20194E3 B 26 H K72,

17

18
19

20

21

=

=z

=

CTD2.6.4.7) [1.20190215001]
PvEE - ENEMHIEE MR (P EReE) (20134E9H 20 H KRR,
CTD2.7.6.9) [1.20130719170]
Coelho, T., et al.:Neurology.2012 ;79 (8) : 785-792  [L20121227201]
AR AHEISE2/ 3 B MILEGAER (VBOMZAR A A5 5 8%) (2013
FEIH20H AR, CTD2.7.3.3. 2.7.6.9) [1.20130805008]
APER  SHEIEEMEEE (VBOMPWLOZE R % 44 5 5%) (2013459H
20H A&FE. CTD2.7.6.11) [1.20130719169]
HNEE D FT VAT A LT VBT 30 A P ABRE LR L L7E
PdeERER (20194E3H 26 H &2, CTD2.7.3.2) [1.20190111010]

22) ALAEHRL W) & EAT B (201349 20H KRR, CTD2.6.2.2)

24

[L.20130805009]
. XBHAKERVMADE %
77 AR EA WaE 5 —
T151-8589 HURHSHEANX A 4 A3-227
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FAX 03-3379-3053

26
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X757 YA 61 mg ATTR-CM
1.8 IR CGE ()
1.8.1 WfrE (%)

20XX 4 XX A SGT B 1R

i - S REES
AR : 3
LI NIV E 17

gbooobbooboobobd
goooobooboooobg

TRE7 204 F— S RAERE
2IT7IVRATHEIL

Evvvy o hTEIL61mg

Vynmac capsules 61mg

) EE-EAEOLGEIC LV FEATL L

O0ooooo
BARZEERSEES
87219
ARES
BR5ERASE 20XX 4 XX A

225 (ROBEIZFRELGNI L)
AFND ERST R UIBBUE DREERED & 2 BH

3. #ARL - MK

3.1 4R

R & 4 v~y 7 7 EIL 6lng
1/ 7N H

H % ok 4y

477 IVA 6lmg

~ 7 ==L 400, KY Y L_—} 20, K R, PT7FLe Rax
DAY=

woom Al . R
(BT'NKE) EFF v W7V D-YILE =L VLY

SR, S RIEE, hSUENIEE N Y V'Y R

3. 2 HFI DR

SME (mm) = — R iR

BTN FEEORD T
v
W) [~ AL O R
it

VYN 61
VYN 61
A% 0 49 21mm
BEAS K 8mm

4 HEERTHR
FSURHALFUORLTIOLN VR (FERRUERR)

5. SEEXRIEHHRICEET 5EE

5. 1 RANOHERIZHT-» TX BFOHA RTA U EBRBL, b T
VAP LF T I R RAOBWRHEE L TCWD D L Ak
wToaz L,

5. 2P A R D BE T IS 1T DA K OV MEITRESL L TR0y,
R PR BR C Ol B Y 72 0,

5.3 AFNE, R AYAVLFURLT IvA R—VRIZL D0
RNEEATHREICHATL L, £2, THEREE) OEONE
BRI BEREBR OSSR 2+ B L7z BT, ISR
OFREATH Z &, [17.1.1, 17.1.2 B3]

5. ANYHA ‘[DoERE S JHILE O BBHE CTlx, NYHA OMERENJE T - TED
B L0 IS ARB OB IEDMENTTEREME N H 5 DT, AAID
VERIRE . K OGP AR CoRIE X 4L7- NYHA ODHSRE D HE & At
Bt o icBifg L, BEOWREEZBE Lz LT, RAIEG O
BERHWT L L, [17.1.1, 17.1.2 B3]

6. AZRUAZ
BEOEANIEZ 77 IPAL LTl E6Ing % 1 H 1 ERAKS
T 5,

1 RERUVAEICEEST 5EE

1.1 AFNCEBEEEDRRD SN TRREBLERIGEIIE, ¥ 77 3
VAATNI L 20mg HEATHMAERND Z L Eio, HEEE
WZIE Z 77 IVAAT NI 20mg BB AT BB O TES
ZRTHZ L, [16.1.1 2]

1 2RFNOFERICH T TR, AR EH T 7 I VAR T LIV
20mg % & AT HHAN L OB EXCERTHZ L, KAl T
N (BT 7 VAL 61mg) H RO MER X 7 7 IV
WEILZ 77 IV RAA TN 20 G BT 5 WA TS
(477 IVAAT LI 80mg) FHRHCHY T 5, [16.1.15
HeJ

135477 IVAATIVI L 20mg & EATT 5 BFIH HAFNCE Y
BADGEA AT 7IVARAT LI 80mg 25 L TVWDHEHEN
I35 77 IV ARAT VI 80mg DG NLIE/RBE TR Y ARHF) 1
HTRMIENDEZ D ENTED,

HEDABIO— LT E 77 IVATHLIN LT 7 IVARAT VIV EKBIT L5120,
K% 2 7 7 IV A L ATk L,

L HBENDERETATHEEICET IR
9. 3 FFHREEE RS
9.3. 1 EEDIFHEEEESRE

B ORGP E B E 205 & LI-AMER Vet 2 e e L
T BRRBRIT M LTy, [16.6.2 8]

9. 4 4TEREEH T 5F

AANOWE I 2 ZfE L. AR OFREHIH K OEEEE5% 1
» AR, (ERT 2 WHREMEO & 2 B 1@ U 2Rtk 2 v %
EowiRETs L, [9.5 5]

9.5 1143

B4R TR LT W B ATREME D # B e MElT T, 1R L oA IEMEN
fatE%d LS S S DL EICOREETH &, TRV
FEHAWEERIZBWT, RRKRBRERED 0.9 fFOBRFEIZLY
JI V2.0 B ¥ AT S OVEE B D F8 A A EE DM BE S NS 588D B, IR IR
DEFREOCEEORA b#E SN TS, £, IHRL O
7 v MORKEFRESED 2.4 (520 FICHYS 42 HEO# S
X0, HAEROEGFEROEREORD ., MRROIREIE, ¥4 - 72
EEERRD LN Y, (9.4 3]

N - " B 9.6 {Z3Li%
5. BNYHA DMRE/HEIVEE O BH TR 5 A 2 L OV 2 13T
LT, [17.1.2 B8]
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B LOAFER ORI BRO A ZBIE L, ROk T

ik 2 4

ERHESN TS Y,
9.7/NR%

N ARG & LT BRI IEHE L Ty,

WIS, BWEER (75 1) CHITICBTT 5

10. HHE/ER
AANTILIEMIE & 227 (BCRP) (2%t L TR EM 2779, [16. 7. 2
ZH]
10.2 GERGEE (BHRAICEET S &)
PSR FRPRRER « H5 18 715 T« fERIK T
BCRP 0> JERT & 72 2 354 AFH L PEMBE LT2G . | AR BeRP BLFEMEMIC
AR RLF—h ThEDOEHORIERAN | k0. ZhbOEAO M
RS H T B S D BZNBH 5 | PIERENT 5 FHE
AvF =745 DT HBEORELEEIC | 21D D,
[16.7.2 ] B L RIER ORI
SEETLHE,
1. 8lERA
WORWERRH HbonD Z ENHDDOT, BEEHHITITH, B
WD BN T L& Pk § 2 78 EHE U e LE 21T 5 Z
&,
11.2 Z Ot EIEA
WL E | 0.5~ 1% * 0. 5%AH SEEEARB]
RIS F U S | IR, S AREE, 158
WS, H2 5 FEAE, | g, MUK R, MR
B 2 He, HARPU®, IR | AIRE, ARez
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WFRAE | Y o/ R fi
JE. KRARMLERAE, M
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NG -0 R B I R ey S PP DRRE (S | Lo > < 0 o MEEAZR,
BE, BIERE R, | Mg, BIATER, Rk
Fr—r A M—=2 | R ORERTR
—_— AP, RE IR
Mk, EmEEES . E
PERTZER, WAL, T
J5N
po— DARE RS | BET vy 7 @i
RAJEARME, O | JE, ESEMEBSMLHRE,

1L E Y| 0. 5~ 1% * 0. 5% BRI Y
I TR | DS EEIR, DR
B RSTMARILE, | S, REIR, 207
PoldiE, SR | vy
TAE, BRIk, D
B, REMRS )
YURAIE, BhE, 48
IS
T, | AR, R | PEEEEIEON AN, R | R AR
D RS | RPURR. EREHS | ok, F g, DR, | SRRRYE. SANERR, B
Bl I | . I kL ML, B | (LB, &
ik 1, FABRLE, (8 | g TP, R
P2, B L | I
- ﬁyﬁx BB,
QLRSS B,
IR, AN
W, DR
&L R — 7
B~ =T T
EEN N
B | S RN, S, R | R, R, —
0 MR, DRSS, Ok | YRR % R,
B e, MR, SHEL | L LR R R
Kt - o WRRE, SRR, BB | RGEING. KL,
® & PR, (R, JIBR | 5 of, EERLBLAR, B
R, KRGS RERE | IRVEDEN . SERRSE
SRR, KA
P=a—mF—
MRS - | RIS IR IERES IR | s pz g o v 0
RS TR, IETE | e
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Ko . HEIR B g;ﬁiﬁ;gﬁg 53N GE W o
Hei5) U AR, RS
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. AR SR
. R,
- LR L2 L
7 F LRI, SR
W
e, R, SR
EIppE
% HORBSREIS T | e Epcimia | o v 7 0w v YR
e, MR,
R L POREREN, | &LV o8I, b=
THEAEELTR KA | L AT | — LRI,
A, IR | T A AT E
W T InA P | WA, BRI, Bl
AL EEEY, | . A T
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WL B | 0.5~ 1% * 0. 5%AH SEEEARE]

fie FLENTRE, ARAH
R, V- b

a) BEBHEIZ R T VAT A LFUBILT S uf RV 2R E/MBRE LEAFIROY 7 7
IVRARTN I ORRRBROFER N DR LT,
b) 77 IVARINIVDNTUAYA LFURIGHET I n A KR =a—n

F—m R L LRI TR D RITEM 2 THEARY]) & LTl Lz,

14 BRLDFE

141 EHIZFBHEDEE

14. 1. 1PTP @l2EDHANL PTP > — b2 B HEW L CARAT 5 L 9
FRE4 25 Z & PTP > — R OFREIC L 0 | TS B AN B R~
FIA L, FITIXZELE B 2 L CHERRIAR %O EE 72 & 0HE 2 0F 5%
THZENHD,

14.1. 2 KNI ETICRA S5 2 &,

14.1.3 277 IVRAAT NIV 20mg %47 2 8K 5 AHFIC
B0 B2 52580%, MAMEZ D2 E ) AR OHEIC SV T
BECHBATHZ L,

16. W ENEE

16. 1 M e;EREE

16.1.18T7F7IDRATIEIY QmgF4DhTEL) £4T7 =
SR HEEEEED 61mg DHXRBINAFTRASEY T 4 KR
EEERANICH 77 IVARAT NI 2ng & 4 BT BN EH T 7
3 D AR 61mg D EFIREERFD PK NT A —F i L= & =
2| MRANT A RSO RAEZ T L2 Y GHEAT—4),
[7.1, 7.2 /]

R1EZT7IVAAIALIY Qg w4 TEL) LETFID
ZEERE 61mg % 7 A RAEH 5% DOIEWERE T A — &

AUCho1 (g * | Cowe (mg/mL) | tua (h) Cain (12 g/mL)

h/mL)
X7 7 VA 4.00 (2.00-
B 6lng 170.0 (23) 8.55 (23) 8.00) 5.34 (27)
BT7ITVARAY
LIy (20mg 44| 166.2 (20) 9.09 (18) 2'006 (002')5007 4,90 (26)
ZEN) :

[t ZBRE ATV GRATUZEBNRED | o (TTIAE (FEPH) . n = 30]

REEEN NN R BEE
§

n
Nominal Time Post Dose (HR)

Treatment ——S— Tafamidis 61mgA free acid capsules ——#*— Tafamidis meglumine 4 x 20mg capsules

IRFfH] - (hr)

O #77 IR 6Img 7B K BT 7 IPVAATLI L (20 mg 4 T EIL)

177 IVAATNVIY Qmg a4 7TRN) X T7IY
A AR 61mg % 7 R AR B 1% o A R S HERS
HEDARBO—EANIY 77 IVATHLINR X7 7 IVAAT VIV EXKRIT 5720,
KA %52 7 7 I AR LR LT,

1612827 IDRAT LI UERAV:-RERSRR
AARANNT VAV A LFURFRET InA RRY = a—r X5
—DHBRFIZ, FTFIVAAITNAI L 20mg 2 1 A 1[0 52 MK
EROFET 5 L 2 BE E TICEFIRIBICE L, EICEARAR
SR C M U 7o REE RIS REARAT O o> & LB FIREBRE O C,
SO AUCyy DEEAF-EIIL, T Eh 2.6l ug/mL KTN53.3ug -
h/nl Toholz, E/z, SEEEKEANIC, F 77 IVAAT LIV
80mg Z 1 H 1[0 7 H IG5 D Cp L TN AUCy 4 D SAr[ I fiE
IZFNFH9. 09 u g/mL KRN 166 4 g+ h/ml T -7 7,

16. 2 IRIR

16.2. 1 BEDEE

TEBERAIC Y 7 7 I ¥ AR Y 61mg % Z2HERG X Atk (S B
BHLIZE ZA, Cu (XBEEE T 2% L7223, AUC) 1,0 1T
BHEOFBELZ T o712 GHEANT—4),

T DARO MY 77 IVATHBR LT 7 IVAR TNV ERKGIT BT
16 R ONT HTEAR Z 4 7 7 I ¥ A b#lE L idifk L7z,

16.3 %1

In vitroiRBROFER., ¥ 7 7 2 U RO MEE AFEARITK 99. 5%
Tho7-?,

16. 4 X3

In vitroRBRIZBWTC, ¥ 77 IVARAT LI VEIF F I r—A
P450 fi§il%3E T 5 CYP1A2, CYP3A4, CYP3A5, CYP2B6, CYP2CS.
CYP2C9, CYP2C19 K () CYP2D6 % BHZEIZBHE Leh o 7=,

In vitroBRBRITHBWT, ¥ 77 IV ARX T LI 0D CYPIA2 15
W DBEIEA XD T TH o724, CYP3A4 J OX CYP2B6 {F4%
W2k U CUIEFBEER AR STz, REERAICY 77 I VA RX S
NI L CYP3AM OIEIE (T4 T 5) 0L Lizd x|
CYP3A4 DFFEMEHITRD bed-7- W, [16.7 B8]

Fio. BARAERCHE S D MEFREICHL-S3< & CYP2B6 12D
W in vivo COFFEOREMEIFE W EE X BT,

16. 5 HE;fit

SAEAERERR A -2 7 7 S VA A Z )V L 20mg % B[Rl O #%
B U7y, MAICiERICREBMEASTFE Le, $o, miE RK
QIR BINIR L 2 7 7 I P AD TNV T 0 SR TFTE
Liz, "2 77 IVAATNVI U EREH%, &K23 BEETO
B E W R, 477 I VRFEICEEN LT SN,
VIR EICR T -8 58. 5% Th o7z, —J7 | IROF-LHREITEE
1% 22. 4% TH o717,

6.6 BENEREETHEE

16.6. 1 SH#vE

BT 7 ITVARATNVI CEERG LT RERE AT REER S e
FEMT OAEFUT KD & | 65 AT OB & bl LT, 65 Ll o
WBRE D7 VT T AT 14.5%& - 7= P GHEAT—4),
16.6. 2 FrHEREEE BE

TRFEL SR TR R O 45 B O PR RE R 5 4 3 D s o &
Ty IVAAZNI Y 20 mex HIERE Lo B OIEYENRE T A
— 4 &F 21T,

W2 (Child-Pugh 2 27 5~6) DOFHEREMRE 2 A3 D9 &
FEWEER T C PK % bl U 7B, Coag SOV AUC, oo i X IBEEEBE R (2 L
RTENZNE) 6% &% O 1THRAEZ 7~ LTz,

P (Child-Pugh A 27 7~9) OFFERERE 243 D Hk8H &
FEFEHRIRA C PK % LB L 7o R, Con 121 30D ZAL THRIL T
UWNTZHS AUC) oo | IR BRI HE T A1 2R L2 9 (O
EAT—%). [9.3.1 %]

2 2 MRREDEERE T i OV O TR RERE A A T D R
WH T 7 IPVARAT I v EHEIR 5% OIEYETE T A — X



Crax AUCy- 101 Trax i
(ug/mL) (g« h/nmL) (h) (h)

FEREBSH SULIRIE OIFFRERE S 2 T 5 R E 2 1% (0=9) *

2.0 (0.5~

1.21 (0.32)  66.6 (20.8) 5.0) 53.9 (20.6)
FRIE D TR BB 3.0 (0.5~
P 111 (0.20)  54.5 (12.7) £0) 56.4 (18.0)
TRHERIRAE ST % ONFHBEREE 245 2 BRE £ 5% (n=9)
e 1.28 (0.32)  65.5 (14.5) 2'(; E)O) s (12.0)
. P ~
l;ﬁi?gzﬁggi‘; 1.38 (0.56)  42.8 (12.9) 1'(1&0)‘5 45.1 (11.9)

T (U)o (XA (D)
a) BEBEHIRFCIT, TR CENE LI I O 2 BlORR A S

16. 7 EMHEEER

16.7.1 24V S L

R AICH 77 SPAAZ I 20mg & 1 B 1A 14 BREKIE
BOFBGEFORT A R OB BIZIZ Y T L 7.5mg 2851, 34
VT NEEOTEENRBHORELZNE L&, ¥ 77 I VAR
TN OHRAICED ., 2E YT AD Copy 13K 1% L7228,
AUCy o kY7 U T T v AT L Lieno iz P BMEANT —4),
[16.4 ZR]

16.7.2 QRINREAF Y

R ANICZ 7 7 2 AR 61mg & 7 H M E 5412 BCRP
DEETHDHr ANZEZF L 10mg ZHEFHHEE L, 0 A2 #
FUOMMBEPREZE LI-L &, ¥ 77 I VRERBOJHIC
LV, vRARREF D AC R Copy 13K 2 R IZEIM LT 19 (4
EAT—%), [10., 10.2 ZH]

16.7.3/n vitrosE&

% 7 7 I ¥ A% BCRP
1.16 umol/L Toho7= 17,

W L THEMEMZ R L. IC, 1

PR Al
171 B RUREHICRET 28R
TATESURSALFUELTIOL RV REBEHEENEEL
A T77ICRATILE Y 20mg XL 80mg DA, ZL2HRY
BARMETET % 75 AR BEELF S MHEHR
PRI IERIO h T VA A LFURLT I A K=V R R
ﬁMWAEI4M@H%EW~&77?Vxxﬁw:VmAﬁzm
B, 772 REE 134 i, BEA . X277 IVRARX TV AR
63 fil, 77 EAREE 43 B, O BHARNEF 17 H] [FTHAR
(ZT77IVAAT NI UPEERE 120, 7T 2REES )] ZxXt
BELT, 30y AR ZEER Y 7 B RMHEER (¥ 773IVR
AT 80, 20mg HONT T RE 1 H 1 EERE) 2ER LT,
BT IVARAITNIUPRERE (X 7 7 IVAA T LI 80 KK
20mg HE) 1% 264 ] (¥ 77 I VA A T 80mg BEIE 176 44,
20mg BEIL 88 f5l) . T B ARBHT 17T BITH -7, HARNERFNIL
BT 7 IVART IV PFERET 12 ) (80mg BT 10 . ZOIngﬁ’Jke
ZeB)., 7T ERELS Bl CTH o7, FEIHMBEE TH DHIEKR %
M7 VBB R O L i F 5 B9~ 5 AR L 2 Ml A bt iz
FHIZE B ICBWC, 477 IVARA TNV UIFERECT TR EE
L RTINS H B R 205D B 7= (p=0. 0006, Finkelstein—
Schoenfeld %),

KIFNTUAFALFUHLT I K= RIC
TAATNI U DEHE (30 5 HE)

BIos#773

277 IVA

ATV 7R
CliEyii (n=177)
(n=264)
30 » HWFEOAEIEEBIEL %) =Y 186 (70. 5%) 101 (57.1%)
VD720 OO EFRIZBIHE LT
" : 0. 297 0. 455
Abe L7-Eg CPEgfiE)
p Y 0. 0006

FEEFAGIE B ORI OG- 30 7 A 1% 0 ZHIHFt
DB SUI A TR O FLDIA I L, JEC ER- T

30 » ARFROELFHN 1T B il

d) Finkelstein-Schoenfeld {:iZ 1% p i

B 77 IVARATINR U OREROBEREIENT TIL, 30 5 HFER
DEFERITE 77 IV ARA T3 80mg BE69. 3% (122/176 i) |
277 IVRAT I 20mg BE 72. 7% (64/88 ) . AEAEFITIIT
B 0E ERIZBE T B P ABEE L, ¥ 7 7 IVARA TR
L 80mg BETO0.339[E/4E, X 77 IV AR TV L 20mg BETO. 218
El/fETH o7,
NR—R T A D NYHA DAERE D HER DBRSRAFRAT OFER, 30 » A
W35 D AEFEIA 1 NYHA CHERES S 1 - IEDEM T 77 I VA
ATV OEAEE 81, 2% (151/186 f5) . 75 & A #E 67.5% (77/114
i) . NYHA DMEREHHIIE DEMTH 77 I VA ATV /13?"
BE44.9% (35/78 f5) . 77 & REE 38. 1% (24/63 f5]) . AAFHIZ
B O AE HEEUZ B B S A BEAEE 1 mmu%*“ﬁl-
NEOHEMTE 77 IVAAT I PHERE0. 246 [Bl/4E, 7T &
AEE 0. 457 [Bl/4F, NYHA DMSREDENEOEMTE 7 7 I VAKX
T UPFERE0.516 [B/4E, T AREE 0. 447 [/ ETH > T2,
AT RG] 264 B (HARNBRE 12 flzEte) . BIEM
(ER AR R R 2 &) OFRBUERIX 113 #1 (42. 8%) TH -7,
FERFIWERILTH 16 1 (6. 1%) . Hols 11 1] (4. 2%) K OYR BEIEGe
10 5] (3.8%) Tdh-o7-'9, [5.3, 5.4 58]
1) E BRI L W)(‘:io D ThHolz,
NYHA OHSREDHH T FE~TE T, e &b 1 BHOLAREI X D ABER b % B8 L
ABEER 72 < & BRIRIRIC X 2 BIRIED b 2 R B BB L < 12 TE L o 7
RS DREEHT 5B
WA

s TIR BB AR A A X720

CHEARICE DT IuA REERRD LN

SRR, EERWIESIC LD 7 2 a A RRIEEY R B8 TIR TH D & FiE
b

D a—|Z X AYEERY OB P EEDS 12m 8
Eww

- DS B OV & BT B TTR G T AR E AT 5

CHHERAERIC X DT I NiRERROLNRD

s D= K D IERA OLE R FREA 120m B
1T12SVAYALFUBDLTIOLfN R—LREBEERNREL
FFRI27ICAASTILI Y 20mg NIk 80mg BUAE 77 I DR MEEk
EE261Img DREUR VAN Z2HET 2 ERLRE DIHERER (42
77 O RHEERE 61mg 185 L-EM % 5HE L -hREHRET)
27 7 VAR 61mg DG E AT D7 &b 1 EIML RS
PEREAR 2 52 1 T2 B AR U E R D v T v A A LF UL T
O F—3 ABEED [T S - 245 587 1 (B
A 508 5], AFALTH) . OB AARNEE 29 H (FRTEAER)
Eie] ICBWT, FEIHMEEE THIAEFES (AR
ZETe) OFRBEEIEIL, 68.8% (404/587 #) TH V. BIEM (&
R R & & Te) OFRBEIAIL, 9. 0% (53/587 ) ThHoT-,
ERBEWERIZ TR 10 61 (1.7%) . 357 6 1] (1. 0%) K ONF@hE: s
FV 54 (0.9%) TH-o7='", [5.3. 5.4, 5.5 %]
WD AHD— AL S T 7 SVATHEN, F T 7 SUAAT LIV EEKRIF B0
KA S T 7 AN & L7
H3) F—=4h v hATEEDL T 7 IV AW 61mg O HE S )X 149. 32 BT
Hoiz,
H4) ERBPULEITILITO L B0 ThoTz,
17. 1. 1403 ER LR S TTARARIR C 30 0 1 MO 252 T L= Il F otk %

AT 5 HEE T, NYHA DHEREHH 1 E~IVEDFT RN b5 B
FIURFA LFURT Im A K=V AOBIEFRA DTS

cze



R YA LFURLT I u A R AOBW R OSEEIC MM Uitk
©O RN (RE) T e A P2 RAHE SRS S i ik

18. EshEERE

18. 1 {EFAERF

277 IVAXTIR ORBEETH D 4 BIED 2 DO A mF
UHEREID D B EH 1 DICHAT DI L T4 RKEEZE
L&, ZOMRER OEMEZIHI L, #7272 TIR 7 2 1A Ak
95 0,

18.1.11n vitro@RBRIZEB VT, TIR & OFES 1T 2 EEEE S
2~3nmol/L (Kg) KON 154~278nmol/L (Ky) T o7z,
18.1.21n vitro RERIZIBWT, BARL V3OM KUt V1221 2 FAl
TTR (3.6 pmol/L) DEEMESM IR T DMMEAREMHI L, Zh
ZHUTHT D BCoo M IE, 2.7, 3.2 4. 1umol/L Th -7z,
18.1.37n vitro R ERICIHBWT, BpAAY | V30M, V1221 28 FAY TTR
AT AHE MISEIZARSE 3.6 X 7.2umol /L ZIFMT5HZ &I
0. IRFITL D 4 EIROMRREE IR KT L7z,

18.1. 4V30M LIS DLW %473 2 95 s 0> HERE L 7= M4 lc ACSK
7.2umol/L ZWM LTz & = A, 25 FEOE BRI CRHFIC L 2 MEEN
il Enie,

19. BRRSICET S BEERHAR
—MREIATE  # 77 XY A (Tafamidis)

{b#4 : 2-(3, 5-Dichlorophenyl) -1, 3-benzoxazole—6-carboxylic
acid

45+ CHC1NO,

5y ¢ 308. 12

PR AT, ABR~RALEOHMRTH D, A, =%/ —
(99.5) RUAZ /=MD TIIFIZ <, AKITIFE A LT

72U,
T
4
0 CO,H

2RI
Cl
Cl

20. Rk L EDEE
ERZ BT TIRFT D 2 &,

22. %k
14 B 78N (14 7 &L (PTP) X1]

23. FEHK

1) FAEE: IR - RIRRE AR 538 (2013 459 H 20 HK
R, BUF TN A TR 20mg CTD2.6.6.6) [L20130719165]

2) HEANERE AR OHAR OF AN OB OREIC BT
L3k (2013429 A 20 ARG, B &7V 7 /L 20mg
CTD2.6.6.6) [1.20130719166]

3) thNERL . RKIEF G RO A PR EER (2013 429 A 20 H &
R, BUF T NH TR 20mg CID2. 6. 4.6) [L20130719167]

4) FENEEL . ¥ 7 7 I VR 6lmg H RN E X T 7 I VR
ATV 20mg BTN AEOFEINA AT ATV T 4
BR (20XX 4E X A XX HKZR, CTD2.7.1)

5) tENERL . BARNBFICR 2 KRR SR OEYEIRE (2013
9 B 20 HIKZR, ©r X477 &L 20mg CTD2. 7. 2. 2)
[L20130719172]

6) FENERE - RESER PKARAT (BERERAN, b7 A1 LF oMl
FhMET I a4 R 22— /F—BE) (201943 H 26 A
K, B A TR 20mg CID2. 7.2.3) [L20190111012]
7) AR 20mg 4 T RAVKE R SR OSEE (2019 4F 3
A 26 HEZR, B X7 0d7 &L 20mg CID2. 7. 2. 2)
[L20190111014]

8) FENERL . ¥ 7 7 I VAL 61lmg AT EA RO 7 7 IV
A XTI 20mg T TRV 4 R R T B BEOREHER
(20XX 4 X A XX H7&#F, CTD2.7.1)

9) FENERL : B MR A ~OEARER (2013459 H 20 AKX
W, EUH s TR 20mg CID. 2.6.4.4) [L20130719175]
10) #ENER} : BERILE LK OFE (20134E9 H 20 AKR, BV
X vH 7L 20mg CTD2. 6. 4.5) [120130719182]
11) #hNERE : EERFHEHER (2019 4F 3 A 26 A&,
JLH 7L 20mg CTD2. 6.4.7) [L20190221005]

12) FRPNERE I, A, R ORI A a2 38 (2013
9 B 20 HIKZR, ©r X4 H 7 &L 20mg CTD2. 7. 6. 6)
[L20130719187]

13) #EPNEERE - REEERH PR ARMT (BEERRRA. N Z AP A LT
RZHEET I a4 KRY =a—a_F—BF, hT AP A LT
VLT I rA K=Y ABE) (20194 3 H 26 AAGR, B4
4 VF1 7 &L 20mg CTD2.7.2.3) [L20190111008]

14) *ENER} : FFSRERE B IR A3 ERE (2013 459 H
20 KRR, © o X477l 20mg CTD2. 7. 2. 2)
[L20130719186]

15) #ENERF : 2 XY T AL OFRYWHAIEMRNE (2013 49 A
20 KRR, © o ¥4 L7 7L 20mg CTD2. 7. 2. 2)
[L20130719185]

16) #WNEEL 1 B AR E F U m AT R EEA RS (20XX
X H X AR, CTD2.7.2.1.1. 1)

17) #EPNEEEF : BCRP 1269 % in vitro FHAMEMARER (2019 4E 3
A 26 HEZR., B X7 0d 7%/ 20mg CID2. 6. 4.7)
[L20190215001]

18) #ENEHl 1 TV AY A LFURILT I v R—L RBEE
%L L7-ERRLRRER (2019463 7 26 HKRR, © ¥ 77
7L 20mg CTD2.7.3.2) [L20190111010]

19) #ENERE . T AV A LFURILT I a A R—VABEE
MBRE LTS 77 IVAAT VI VRO 7 7 2 VRS O%
A K O 2D AT 3 2 EBR S F S I ARER (P s es)
(20XX 4F X A X H7KZR, CTD2.7.4.2.1, CTD2.7.3.2.1)

20) fENEEL : A EAMAT 538 (201349 A 20 A&, E
VRV I TR L 20mg CTD2. 6. 2.2) [L20130805009]

[ e

24 XEERERVHEWNEDLE T
77 A VS WaERE Y —
T151-8589  HURHT LA KA 4 K 3-22-7

FHIERA A YL 0120-664-467
FAX 03-3379-3053

26 WERFTEEEE

26. 1 BERRFE T

7 7 A VXS4t
HRATEEA XA & K 3-22-7
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%77 IV A 61 mg ATTR-CM
1.8 WAICE (%)
1.82 WREIZR () , MERUHE () & ZOBGERM

1L EEIIIER (R) L ZORERHL
1.1. FEEX IR (R)

N7 A A LFURLT I A R—v R (BAER K OV AL

1.2. ZIRESUIIR (R) ORERIL
277 IVA (UTF, 277 IR X, FIUAY A LFUORKEETH D 4 &K
RIS L, T4 BFMEEE2LELT 2EATH D,

AIRZEBNTIE, ¥ 7 7 IV RAGEHR 2 AP L T2 7 7 IVARA TN U 20mg &
AIoEZ0nh7en20mg (LUF, 277 IVAXATALIV) B, TR AYA LT
BIFHEMET I v A FARY = 2 —a "F— ORI E O THH] ) O2hEE X ITZhHE T 2013 429
AICHERGEAGR SN, £, TR TRV A LFURLT I A R— A (BFAR R ORI |
(LLF, ATTR-CM) OZhBENXITZNE T 2019 4F 3 A I BUIER e &GRS TH— A BGER 2 B L C
WD,

Lok, AR NA AT _XA T U T 43 B (B3461056 3BR) 12XV, ¥ 77 IV RibEHE 61 mg
XX 77 IVAAT NI 20mgd 17V (80 mg) DAEMFMIRGENEDOHEDIKENTH D 2
EDREA (M2.7.1 ) , ATTR-CM & A xt5 & U [EERIERSE 3 AR I 53k (B3461045
RER) 12BN T, 7 7 IV RIERERE 61 mg DR RMEL K OVZ RN SZ 7 7 IVARX T 80
mg E REXERLRNT LRSI M2I3BLUM2741H) , LeR-T, ¥77IVA
WEBERR 61 mg D TE SALDRNEESUTIZIR () X, ¥ 77 IVAAT /NI D ATTR-CM DOZHE
XIFNFE LR —ETHENRBEB 2D,

2. HEROHE (B) LZORERIL
2.1. AEROCHE (R)

WL, RAICIEZ 77 IR L LTCLE6l mg 1 HIEREAFRET 5,

22. REERUHE (R) ORERL

PBAREEL THLEH TN T 2L 20mg (77 IVAAZ NI Y) O ATTR-CM DOEIHE
XATRRNH T 2 MEROHEE,  TEE, RAZIEZ 77 IV AA LI L LT 1 [E 80mg
Z 1 A1 ARG 5, ZEMERLRWERITRETE %, | Thd, ¥ 77 IV AUEHEHR 61 mg
DOREXOHE (8) 1%, F77 IVAATNI 0 OMIEROHEZ FICLLUT O ERIL) B
E L7z,

e ATTR-CM BEEMG LT DHH T 7 I VA ATV O LEHER AR (B3461028 7
BR) @2 O TEEFMER GERZ bRV R L OV FRI BT 5 AFEEE) %
BEREIIIC R > 7= BRRITICEBNWT, ¥ 77 IVRAATAI VAR (X 77 IV ARAT LI v
20mg & 80 mg A fFS L7-RE) 27 7 B AREE & bl U CHERHIVICAHE B 72K T 275 L (p=0.0006),
T, 77 IVAATNI L OREMEB LOERENHER SN, AENOMITICE T
H, 77 IVAATII L 80mg BB XN 20 mg BED 77 B ARBEICxHd D BT 1R R
NRO LT (MI1.13 H BEAGREELERD
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%77 IV A 61 mg ATTR-CM
1.8 WAICE (%)
1.82 WREIZR () , MERUHE () & ZOBGERM

o FIRHINAFT XA T YT 03B (B3461056 ikBR) ([ZHBWT, R AICY 7 7 2 VR
B 6l mg 1 W 7 BNV EBERROZ 7 7 IV AR NI 20mgd I eV ERER G- LT L
E D AUC 3 £ O Conax D AT FEIIE D LD 90% CUT AW 2RO [R) L E 0] 1 D FEHERN (80%~
125%) THY, #7 7 IV AUHEE 61 mg TG ReDMAEF & 7 7 IV AREITZ 7 7 I T A
ATV 20mgd BT ENNEGRHICHY T 5 2 RS (M2.7.1 )

o B3461045 BRI WT, ¥ 7 7 I TV RFERHEE 61 mg 25 LI-RE O 1 FH 720 0L MmE
FLEE S ABTHEE, KCCQ-0S AT DR—Z T A ik DE{bE, NYHA DHERES
HHOR—RAT A U DOEbIE, B3461028 RERD # 7 7 I VA A TNV UPFEREORER & I
RCREREWVNIALNT, 1HFEH7 0 OLMEFGITBEEST 2 AREEICO W CEZ 7 7
SVARAT NI 80mg BEDOFER L R TH K& EN T -7z (M2.73 1H)

o B3461045 RBRIZH T B ¥ 7 7 I U AWEHERE 61 mg OERFMEIZXRLFTH Y, B3461028 kD
BT 7 IVRATNIUBARETIIRD b Z 7 7 2V R 61 mg TR bz B
BEFEL (REFTIFILLE) TWTFRHBREEZIIPREET, 15BKE ORREBERZR L &
I S dvie, £z, ERIBBEEEENH LA EFS (REFTSHILLE) X, KEo0E
FEEIITEETH T, AFEFRICELVEE LRI 1% THY, BRAERE T
WEGNIN RN > 72 (M2.7.4 TH)

o B3461045 i BRTH 7 7 X ¥ RAEHERE 61 mg A B G- L7 BARAGEERE X 29 Bl LRSI TV D
DD, B3461045 RERD & 7 7 I U AEHERE 61 mg & #5 L gBRE EE B LA
PERB K OEIMEORER D S e AR D b o T,

FFED LY B3461056 iER TH 7 7 I ¥V AWERERE 6l mg 1FF 7 7 IV ARA TV 80mg LA
WFRIENEOHEDIEENTH D Z LR ENT-Z Ennh, ¥ 7 7 I VAR 61 mg 1X
ATTR-CM BF IR L CH 7 7 S VA ATV 80 mg L [ABED AR L OZ etk 7a 7 7 A
NERTEEZDBND,

B, X7 7 IVAATNI % ATTR-CM B 28G9 2 HiE K O & & FRk, AEMER 20
LA ETE DN, ¥ 77 I VAWM 6l mg H 7LV TRET D2 LI TE RNV EnD,
HWEOEAIIIHEARDO X 77 I VAR T 20mg I 7RV ERAWD G EFAELOHEICHE
WY DR () ICR#T 5,
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%77 YA 61 mg ATTR-CM
1.8 IR E (R)
1.83 il EoEE (8) KO OFR TR

1.EA EOBEE () RERIL

AFNZBNTIE, 77 IV (LU, #7757 VARG 2AEERS T8 7730
ARATNVI L E2mg G BT HE L E IV TN 20mg (LT, 277 IVARAT NI L) N,
[RT AV A LF UBIFHENET I A KR Y =2 — a8 — ORI E O T ) D%
BEXIIZNA T 2013 42 9 AICBUERTEAGR SN, 72, TRT7 AP A LFURLT IvA F—
VA (BAERROERA) | (LUF, ATTR-CM) OZHEREXITZhE T 2019 45 3 H I BUEIR 7GR
FIH AT RB AT LT 5,

Lofe, KR NA AT XA Z Y T 03B (B3461056:88R) 12k, ¥ 77 I ¥ AEERR61 mg
XX 77 IVARAT NI 20mg 4l 7 (80 mg) & AEMFMIREIEOHIEDIUENTH D 2
EDUREFL (M2.7.11H) , ATTR-CMIEE Z x4 & U7z [FEBE LRI SE3 0 BB 535 (B34610453K
BR) 2B\, # 77 XV ABEMER6l mgDARMER L OVZ RN F 7 7 IV ARA I 80 mg
EREL ARV EDRENTE M2738 L UM2.745H)

L7ehio T, AFOMA LR () 1%, TEFEMERL OB LEFEOLHEHEIZ OV T (F
29456 H 8 H AT HAE 5060855 1 75 )& A= 7 B 4K - AiE /B Ra@n) B RO TEHRH E S
DA LEEOFLHMEEDOE EFHIZOWT] (A B AT FAEZZ 06085 175 /2 A 77 = 3K -
TR R AR RERR ) (ISR L, AR OKRERRE, 7 7 A P —thohEPET —#
v — K (CCDS : Company Core Data Sheet) 35 L UNE > ¥ 7 /L7 7 & /120 mgDIRAT SCE (20194
NASGET GBI 1 #3BITHE LT,

R EoEE () FRE R
2. 22 (ROBEIZIFHBRBELANIE) ARHN D EL o7 1% Ui BUE © BEAE
AHN DR UIBBUE DB RO & 5 B JED & % BEITKR L TlE, AHI#

HAZ L0 WBUE 2 B9 5 Al g
MEND B7-, CCDS ITHDxH
ELT,

5. SREXR IS BIZREET BTE
5.1 A DM 1= o TIE, BHOHA RTA v asL, [FAAOMETDREZRE X,
RIUAPALF LT IaA R—y ZADOBWINRHEE LT 5 | B F 70071 20 mg DU
CLEWRT S L, SCERIZESERE LT,

5.2 IRt O BEICE T D8 90 K VR 2PE I L T
720, BEEEERER T O FRRER D 220,

5.3 A8RKIF, TV A A LFURILT I R—vRI2XD
DAREEETLRECHERT L, £o. THEREE 0HE
DOWNEZ RN L, BEERER ORI LS 2 5 iR L= =T,
WSBREOEREIT) Z &, [17.1.1, 17. 1.2 BH]

5. ANYHA DMEREHEINE O B3 CTl, NYHA OMEREDFE T - 1T
JE DB X0 XIS ARF OF B IEPMR D ATREE R B D D
T, ABIOVEREFE, K& ORI TR S 7= NYHA LFgE
TR EBIMEDORRE HICEAE L, BEOREEZEE LT
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%77 YA 61 mg ATTR-CM
1.8 IR E (R)
1.83 il EoEE (8) KO OFR TR

A EokE (%)

REARTL

T ARG OBES W5 2, [17. 1.1, 17. 1. 2 B ]
5. SNYHA DMVEREZSHEIV FE D FBE 1T B 1T 5 A 39 e V&2 2B
FEST L TR, [17. 1.2 &RR]

1. AZERUVREICEET 5FE

1.1 BANCEEMEDRD DATREDSLERG ST, ¥ 7 7
IVAATNI L 2mg AT HRBEH D Z L, Fz,
BERFCIZ, # 77 IVARAT VI 20mg a9 5 A D
W XEL2ZRTLZ L, [16.1.1 ]

1. 2RFOERICH T > TE, RKFNEZ T 7 ITPARAT LIV
20mgE AT HHAIE DRV EXIEET D&, AN AT
T (F 77 IV AR 61mg) 5RO MER % 7 7
DAPBEEIIH T 7 I VAR T L 20mgh BT D R4

TN (X7 7 ITVARAT LI 80mg) FHERHY T D,

[16.1. 1]

1.3 2757 IVRARATII Y 20mg BEH T HEIHKIH S AKIC
IV EZDEE. X7 7 IVAAT NI 80mg &5 LT
HEBBFEXIIX T 7 IVAAT LI 2 80mg DR GV 7 B
WZIROAREI 1 72O 2D Z LN TE D,

HE D) REO—BHIIH 77 IVATHDLIN, X7 7 IVAATNI U ERBIT
B, KRS T 7 DA L R LT,

TAARFIORHER OHEZRE 2,
WEDOLGEIZIIBEARDO % 7 7
SUARATII A E WD
BERE LT,

72 RFE 2757 ITVARXT )L
SUBIBIOT Y EZIEO T D
DEEMEZ R E LT,

73 X7 7 IVRARXT I HE
MNHARFNA~DOY) Y R ZFEIZE T
B VEE M 2 3R E LT,

I RBENDERZHIHRBICHTLHER

9. 3 FTHEREREE BE

9.3. 1 EEDITHEEIEEEE

HE DOFERERE E B 23 gt & U= Aok R OV 2 % Fais
& LT BERRRBRIZ G L Cuvy, [16.6.2 ]

9.4 4TEREEHT HFE

ARFNOTE RPN 2 B R L. AFI O GHIH H L OEREBEE
% 1 H AMNE, RS 2 ATREMED & 2 B 12130 U) 7o ke dd s
ERAWD I ICHET 52 L, [9.5 2]

9.5 1¥iF

TR SR L C W A RIREME D & A M1, 18 Eo B
MENfEMEZE B D S S A AIcORKETH L,
R D X% O EERIZEB W T, I REERIBREZEED 0.9 1%
DOBEFRIZ L0 IR R OB AT M OV B 0038 A2 B FE O FE HE N
NRO LI, FBROEFELEREOD bHE SN TS,
T, HREORAY 7 v MOk KEREEED 2.4 UL
YT OHEORGIZEY . HAEROAFER KR OIKREDH

CCDS Kk ONE v & /v 7+ v
20 mg DRI SCEITHESERIE L
776

9.5 fe K PRI 5 i S OV K ERIR
Beh L s U B, X7 7
SVRARITNLI L O¥ERER
B EIZHE L, RNEORKE
IRIE#E i J OV KERIR# 5 %
RO LT,
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%757 YA 61 mg ATTR-CM
1.8 IR E (R)
1.83 il EoEE (8) KO OFR TR

A EokE (%)

REARTL

D PERREADRAE, 3 - RIEREENRO b MY, [9.4 &
]

9.6 RELIF

R EOF MR ORI REOFIRMEEZEZE L, ALK
XixHiEERET o2 L, BER (7> b)) TILHFICE
TTHZERHESHLTND Y,

9.7/hR
NS A kG & U T BRIREREBR TS L T 7y,
10. AE{EHA 0 2R R T T AR

AFNIFLE MM % 2327 (BCRP) 2%t L CIHEMEM Z25RT,
[16.7.2 ]

10.2 FFER (BFRICSEFE TS L)
HHA4 RRIRAEIR - HE 8 75

PP - fabRIN T

BCRP D IE & 75 2 HEAl
AR bFLFH—F

AHN L BERBEE LGS, Th
5 OEFOREMANERINL | V. TS DFEA O MR
BENURHDLOT, BHEORE | EAHEMNT 2 mIHEMERH
ZHEBICBZ L, BIEHORER | 2,

CTAEETD L,

AHlD> BCRP PE/EAIC X

0 ANALF
A~F=7%

[16.7.2 Z]

HAERRBR (B3461075 3BR) 12
BWT, AFEOPFHIC L v migEF
2 ANAZF D AUCkx B L
Coax NTNZI 97%5 LT 86%
HL7-Z &5, BCRP OAVE
L7 BEEA E OPEHICOWTHE
BN AR E LT,

11. 814 B

WROBWERNS b b Z LNHDHDT, BEE 45247V,
FBENRD DN AIIT B G 2 IR 5 7 Sy 2 ALE &
1oz Lk,

1. 22Dt EIERA

1%2A E© 0. 5~ %A 0. 5%A * SEEERR Y

[EIERTED F U BRI
M. BT D EAE,
e, AU, iR
i, RBEE, #
T, BNk, E

IR, PR, kiR
g WK, R
FEIBHAE,  ARECIR

i
o]

v —GTP H8N | AT B e & 8 1
i n. PN S o, BT
BERESLHE . AST #80,
MEAE 5 - HF . Ht
9 o WEVERESL, SR
vREYy )=
s PR e e

M e U v e | ATEER RS AT

I i

BT 7 ITVARAT I HAID
ATTR-CM % %} % & L 7=
B3461028 55 TR HALZEIE
KON O R BLEEFE & RF D
ATTR-CM % %t % & L 7=
B3461045 iABROFER 2 A L,
BIVEFH DR BUSHEE 2 R L7z,

728, AAHNE ATTR-CM Z
ELTWAZENDL, FT AW
A VFURIFHET I a4 KRR
Joa—uaRXF—2xtRE Lz
A7V U BIAOEEIRRER TR
D OoNTRIERIZRBEEE DR
HIZIEE DT HEARH & LT
FoE L7,
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277 I YA 61 mg ATTR-CM

1.8 IwfrE (%)
1.83 HH EoEE

() KOZ OBERM

A EokE (%)

REARTL
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THET BB
DI

A, B . B
Bafiige. M. A
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A =R N = g 5|
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RARMERAE,  F 1Bk

Ik

AR I ER NS

ANk Il PR
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i R Ty 46 I W% JEE i
FE, IBPERAE K.

Fr—r A h—7
AN, RE R,

Mok, EmHZEZE . |-
ROEREYE, RPERZE
PR &, L, T

S|
B

Lo < 0, WHsEZR,
B, BlaRER. Rk
2%, PEMHER SR

DR, A A8
RAESE, RME, L
fg ik, R E R AR R
ESN SRV i9 1 (DEEN
TeliE, = RFr A
RAE, ARIR, O
Hagh . KR A
HAREE, BiE, M
Ik

FE7 0y 7 \ILE,
ERPEHISMIGE, D=
PESENR, O EE R SR
TR, ZHT =y s

TR D, | RAEOR, IR
R, il | PRk, BN,
HE ER R [

H AL &

EZCHEE= eI
B, HWNER, 7
EARGHEN=NE XN
HGEEE, EEEE
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M. TEEE. DIPERE
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%77 IV A 61 mg ATTR-CM
1.8 WAICE (%)
1.83 i EOEE () KOZOBGERML

A EokE (%)

REARTL

FEED F | B RO KA. R | fhOR. R —
W ARAE. BRTESRN . Bk | EMEME MR, T
TR, B, BEEL | B L RREAEGRRE, K
K - WRAE. RERAE. MR |k K&, 5
S RARF, s, AR | e, RRITHIRR, BEoRME
TR, REPAORSRERR T | | DU, SRR

TR E L RAE

= —pa/NF—

<
S

J

N LR BEBEZE . TRE. | ot pmsmnis 1 <5 2

W SIS U SR
" RETE . SR

MR s

bl
=
=
=

ZosEiE | R (s, fors, | ZITIE BRAIGIE. | o s, mi
7 BEIR L, B A, ne
FO HEWR B AREES) | M B, @ RIAEE

CAWME, BLBAE

7 L7 F=4
g i v RSB
BT BT
BEE, mp s LT
F B, SRERIIE
FERST TN =37
BHEE, JRPEAR
L3

b
=

gﬁgﬁgﬁfﬁﬁ@j%%Wﬁ\4y7»IyW%%
R P RERBN . Aotk | B, LoSHE, =
(LA, ASBARE, | L AT o — A, 0
RIRRFE ., MW, | H T A R AT a
TInA kv, b BEME, B,
B, ik, B A T m U R
se, BEUE, R
z o Pk, R AR R
HEAE . SRR LA
N T )
7 AIfE, KT R Y
Y NLSE. SR
ff, ILEMELR, FL
AR RAEERR
RV LR, 5

=
B

a) FEBUHEIT |

NTUAY A LFURILT S u A RV A BB E LEAFRIRRE 77 T VX
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%77 IV A 61 mg ATTR-CM
1.8 WAICE (%)

1.83 il EoEE (8) KO OFR TR

A EokE (%)

REARTL

b) X7 7 IVARAINIVD RT A A LFURIFHENT I RRY =a—aF—%

5L LI BRARIBRIC TR OV EITEM 2 BRI & LCRidi Lz,

14 BREDZFE

141 BRRMAFDEE

14. 1. 1PTPA2E D EEANZPTP > — R B L TR % &
BT HZ L, PTP o — hOBRIC LV, fHOGLAT N RIE
BEIEA~FIA L, FIZIFFEALEB I L CHERA SO EE A
HEZDFETHZ LN H D,

14.1. 2 KK I EFICRA SIS 2 &,

14.1.32 77 IV AA T3 20mg 253 2% 85179 B AFH|
IZH 0 B2 5551, SARMEZO2WE S AEROHEIC
DONWTREFIC a5 &,

1411 THRt i EEIC KD < [ER
FHE S SIRA SCEEOERIZD
72o THORE&EAIZOWNT]  (ERK
3141 A 17 BARHT B SREFREE 54
o AR RE A S AR

Bamm) [CEoOx, /ELE,
1412 CCDS (2 E:2 %, RE LT,

1413277 IVAA T Ml
Flx B ARFI~DYE) Y B 2 KFIZ 8
T DA ENERIET 5729,
FAEROHEICOWT o8
RS 5 X O F R A8 R

L7z,

2. BIfEA

B2 77 IVARAT NI CHEID ATTR-CM & %4 & L7= B3461028

AR TR DNTREIEM &K

#1> ATTR-CM % 5t5: & L7z B3461045 i BR TR0 LN -RIER A L, TORBEHMEELZLLT

R LTz,

MedDRA/J ver 21.1 B4 RELE (B) FHBBEE (%)

FERIRSFE (SOC) EAFE (PT) (n="781)

H b TR 26 33
HE ) 12 1.5
(EEA 11 1.4
53] 10 1.3
AT 9 1.2
RE AN Rk 6 0.8
R 4 0.5
22 4 0.5
PEEEEE N 3 0.4
N[ - 3 0.4
EES 2 0.3
mELAs 2 0.3
Rtk 2 0.3
HIER R 2 0.3
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%77 YA 61 mg ATTR-CM
1.8 IR E (R)
1.83 il EoEE (8) KO OFR TR

MedDRA/J ver 21.1 B4 REGIE (B) RBBEE (%)
BRI (SOC) EAFE (PT) (n=781)
HR A5 2 0.3
BLW 1 0.1
vy FT 1 0.1
B e 1 0.1
THE 1 0.1
1 fepe 1 0.1
+ R RS 1 0.1
DS AN PRI 1 0.1
EGRY —7 1 0.1
fHE B2 1 0.1
G~ =T 1 0.1
M T P 1 0.1
ek 1 0.1
TN 1 0.1
—fi% - aHEEL LR GHAO Y 9 1.2
BN A TV e 5 0.6
TR 2 0.3
G 1 0.1
RIS PN 1 0.1
E LGS 1 0.1
I )9 1 0.1
JEYLIE RS L OV A BUE PR B SRk G 12 1.5
W B¢ 2 0.3
2% 2 0.3
B 1 0.1
YR 2% 1 0.1
BT 1 0.1
-nEEE S 1 0.1
RGE R 1 0.1
BT Y 1 0.1
R 1 0.1
R B3 R R B S G 1 0.1
fiti 2% 1 0.1
JHEREE % JHFi o - i 2 0.3
TR RE R 1 0.1
JEH 5 - i 1 0.1
R 5 o i S 1 0.1
PR i AG i 1 0.1
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277 I YA 61 mg ATTR-CM

1.8 IwfrE (%)
1.83 HH EoEE

(B) kUZD

A E AR

MedDRA/J ver 21.1 B4 REGIE (B) RBBEE (%)
FERRZE (SOC) EAFE (PT) (n="781)
R PR AR H 1fn. 1 0.1
LA 1 0.1
H N 1 0.1
i 1 0.1
BB R d KON B ik DY fi e 4 0.5
iREi 3 0.4
ESEibEa 1 0.1
Ak 1 0.1
T JEE A B2 1 0.1
GRS 1 0.1
MiEE LY o CRbEE =y 4 0.5
U o i 1 0.1
I/ N S 1 0.1
KR M ERSE 1 0.1
JiiREg e R 1 = 2 0.3
FEC N AR 1 1 0.1
BEH 1 0.1
PRI g, MERES L OVERR R BT 7 0.9
- A B 3 0.4
A S PR I R e 2 0.3
Fz—r + A =7 AW 1 0.1
Jifg 7K 1 0.1
T P4 I Wik 1 0.1
MBS SR 1 0.1
18 11 PHIEME iR FR 1 0.1
7 % K] 1 0.1
W& 1. 1 0.1
IS 1 0.1
HiI LWk E EILR =R 2 0.3
[ e 1 0.1
H% 5 e 1 0.1
Hm 1 0.1
H AR 1 0.1
LI 1 0.1
BE, PHEL X OLE A IHE LR 1 0.1
(o A4 3 0.4
e 7p PASH A 2 2 0.3
e iE 1 0.1
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%77 YA 61 mg ATTR-CM
1.8 IR E (R)
1.83 il EoEE (8) KO OFR TR

MedDRA/J ver 21.1 B4 REGIE (B) RBBEE (%)
BRI (SOC) EAFE (PT) (n=781)
= RIS E 1 0.1
ENIR 1 0.1
DR 1 0.1
KENRFP PSR AE 1 0.1
Ul 1 0.1
TG EipgRE AR 42 1 0.1
BER 1 0.1
PR R FEED E W 10 1.3
GRS 4 0.5
FLIE R 3 0.4
N 3 0.4
IR S 3 0.4
R T 2 2 0.3
BRI T 1 0.1
fE AR 1 0.1
= 1 0.1
RBIE 1 0.1
VGEY 1 0.1
FErRHO e bR 1 0.1
-l 1 0.1
K= = —m 8 F— 1 0.1
BB L OURIEREE i fR 3 0.4
R e b 2 0.3
R PR 1 0.1
R R 1 0.1
PR PA 1 0.1
PR ¥R 1 0.1
AGER B L OFLEREE AL 2 0.3
FL7E IENR 1 0.1
L7 EE 1 0.1
A4 1 0.1
irRiiliaes ARHRE 3 0.4
SEELIRAE 1 0.1
R L Ok RS BB R 7 0.9
K53 B g 2 0.3
U AT 2 0.3
FRER D 1 0.1
1 PR 2 [ JiE 1 0.1
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%77 YA 61 mg ATTR-CM
1.8 IR E (R)
1.83 il EoEE (8) KO OFR TR

MedDRA/J ver 21.1 B4 REGIE (B) RBBEE (%)
BRI (SOC) EAFE (PT) (n=781)
e 1 0.1
&4V ¥ A 1 0.1
K U o AifngE 1 0.1
PRz 1 0.1
PN G i e FOPR IR RB A T E 5 0.6
R IR RE T EEAE 1 0.1
P25 X OV ik b Z 9 FEIE 9 1.2
S 2 4 0.5
LM D FEE 2 0.3
ZIHE 2 0.3
IRz 1 0.1
SRR A ALIE 1 0.1
DR H 1. 1 0.1
BEAR f B 1 0.1
P2 i iz e 1 0.1
B REIRE 1 0.1
o RIEE 7IiIrA R—T R 1 0.1
W EUE 1 0.1
B, EER LOGEM RO F A FREH i 2 0.3
Y (F#ERBLOR) —7%2858) RELEE 1 0.1
B AR o A Y= NEINET AT
5 —BHIN 8 1.0
FFRERERR A 5 6 0.8
M7 V7 F = 3 0.4
ffr e Y v e s 3 0.4
1. R RN 3 0.4
IR R 3 0.4
i R ER N 2 0.3
[ AR e EL N 2 0.3
TANRTX VBT I b
ZT AT =7 —E 1 0.1
=10 N = e = 211 1 3 1 0.1
RN & el 2 1 0.1
M7 v F 8 1 0.1
S BRAIE I =R el ) 1 0.1
IWEise- el % 1 0.1
Ry ey s —7 8N 1 0.1
PR R B B 1 0.1
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%77 YA 61 mg ATTR-CM
1.8 IR E (R)
1.83 il EoEE (8) KO OFR TR

MedDRA/J ver 21.1 B84 UG (F) RBBEE (%)

BRI (SOC) EAFE (PT) (n=781)

A 1 BR Fos 1 0.1
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%757 IV A 61 mg ATTR-CM
1.9 A PRCHR D 30E

1. JAN
477 IVRIARIEAE T A 24 BT SARER 0724 9 1 BICK W UTO L ) ICi@ms sz,
—REIA TR

(AARAK) #77ITA

(£  44) Tafamidis

2. INN

tafamidis/3r-INN & L "CWHO Drug Information, Vol. 24, No. 1, 2010 (List 63), P. 75{Z U@ 41T
Do

£ 4 : tafamidis
& % 4 : 2-(3,5-dichlorophenyl)-1,3-benzoxazole-6-carboxylic acid
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%77 YA 61 mg ATTR-CM
1.10 - BEEEORTEHEEEROE LD

B BIREOHREEEEHOE LY

b4 - W% |2-3,5-7m8u 7 x=)-13-X Y A XYY —-6-T VAR R
I Cl
L
7
O CO,H
Cl

ZhHE +

R AP A VLFUBILT I a0 A R—3 2 (BpAT K (VS L)

Wik« HE |, RAQEZ 77392 LTIHEG6Img A 1 B 1 EEA®REGT S,
BISRE DR E
k4 KO Bk : 277 ITVA
BRhESy « ok (UK v~y 2 T A 6lmg (1 BT BT ET7 I 6lmg &A)
i AL

EUL7i B OBt (B0 #eh)
A IR 240 mg/kgll E DDA G- THRLE LT
7
Fv bk I8 >300 mg/kg
A4 X >600 mg/kg
A 5wk
el | &b | hE | EEtE L
@%@%ﬁiﬁ%mWQMXmmgm AP
<A >30 mg/kg : gD HHA L IE
0.10.30 >60 mg/kg : ALTHEN
T >120 mg/kg : U > BRI, ASTHEN,
. 45, 60, )
280 | /&N 120. 240 10 |AFHERRARK
480’ ’ >240 mg/kg : FETHEAE, A ZSEEN AR,
BATRREE, SR, MR, A RE,
BN O 53 E R
7 v b >100 mg/kg : PHSEARTE, HE LS, FEIR,
LB, (REMH, SRR, A
, 0, 10, 30, 300 mg/kg : AELCHEA, FEEPD, R,
28F | #2001 30 |, . - - . -
100, 300 R, IR, B mEREG KOV oRERER
DR, BNOEGEY)ZERE, BREHO
FEIEIEEE, YHALE D o i
- 0,3, 10, 30 BIEFT R L
30
A X >100 mg/kg : FETFEAE, PEILIRAE, MEAE,
%E;@quﬁm, 0 @@Eﬁ,ﬁﬁ;%ﬁ“ o
300/200" 300/200 mg/kg : HIHE, MK, EB)ICHE,
GRR, fhiENE, fEAEERECD
oy
39 ﬁﬁliili 45 AT R L

1) M 590, M &58HKXVER
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%77 YA 61 mg ATTR-CM
1.10 - BEEEORTEHEEEROE LD

R RSV AY A LFLBLT S af R—U %

[EIBRILAZR 3 MR (% 7 7 X O R EHERE 261 mg & %5 L 7= S [ 2 5 L 7= Fh [
W) ITBWTH 7 7 I VR 61 mg DFE A%, Vi by 1R R
AR A 52 T T2 e MR e S 587 5 (AR N 29 & de) |, BIEN
(FR R M Al B 2 &y Te) OFEBUIERNL 53 61 (9.0%) Th-o7-, EREIEMITT
F10 B (1.7%) , 3857 6 Bl (1.0%) B L OVEEMED W56 (0.9%) TH-o7=,

BT 7 VARV OEBILFRS 3 MR IZ IS T D AVERHE RSB 264 4]
(AARNBE 26125T) F, AWEH (BRARMREERT 2 5T) ORBUEHNIL
113 5] (42.8%) Tdho7=, EREIERIZTH 16 6] (6.1%) , .0 11 6] (4.2%)
B I OYRKEIEYE 10 5] (3.8%) Th -7z,

a: —RBIIZ 77 IVATHLN, 77 IVAATVILERRT D20, #2773V AR
FOE L7,

=t 7 7 A Ptk
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577 I YA 61 mg ATTR-CM

112 iR R

Page 1

FERORE | / BF7—4D
~ v
ATRRES 54 b P BRI BB = R ek 4
WIW REICRTAE
32 FX I E
328 JRE
328 — Pfizer Inc. |20.i|)4 ~ ki |Pﬁzcr USA/UK/Ireland |'71~ FEP R Rl
32P HF
Pfizer USA
32.p — 57y IUR WA Pfizer Inc. 20l ~ e USh I PR A 1
32.A ZOfh
30A - [s77392 zom [przer nc. = = [ [ttt [oeim
32R  AMEOTREEE
2R = PR L = = - = - - _
33 BHELM
Journal of the
3.3.1 — CLXV.-The Nitro- and Amino-derivatives of m-Hydroxybenzoic Acid. Froelicher, V. and Cohen, | — Sh[E Chemlca? Society, B e
J. B. Transactions 1921;
119: 1425-32.
Pharmaceutical
3.3.2 — Statistical Tools to Aid in the Assessment of Critical Process Parameters. Wang, K. lde,N.D., — — ShE Technology, 2016; (&5 i
Dirat, O., et al.
40(3): 36-44.
. . . . Organic Process
Detailed Study of Sulfonate Ester Formation and Solvolysis Reaction X
Lo ) Lo ) . Teasdale, A., Delaney, E. Research &
333 — Rates and Application toward Establishing Sulfonate Ester Control in — — ShE B "
Pharmaceutical Manufacturing Proces J., Eyley, S. C., etal. Development 2010;
armaceutical Manufacturing Processes. 14: 9991007
Organic Process
334 _ An Approach to Control Strategies for Sulfonate Ester Formation in Elder, D., Facchine, K. L.,[ _ S Research & o e
o Pharmaceutical Manufacturing Based on Recent Scientific Understanding.  |Levy, J. N., et al. : Development 2012; =z
16: 1707-1710.
. . . . Ohkubo, T., Goto, S. Kankyo Kagaku. .
— " > b2 — — ] ’ B#E 4
335 Mutagenicity of Chlorinated Aromatic Hydrocarbons Containing Oxygen. Endo, O., etal. ShE 1996; 6(4): 533-540. |2 7
Zeiger, E., Anderson, B Environ. Mol,
3.3.6 — Salmonella mutagenicity tests: V. Results from the testing of 311 chemicals. ser, B T — ShE Mutagen., 1992; 19: 5%
Haworth, S., et al. 2141
337 _ Th'c 1'.01811;)1?5]1”'113 bc.[wi:)(':n;- il DNA t‘)y in His G46 and the O6- Eder, E.,Wiedenmann, M., _ _ S Toxicology in Vitro, o e
2 guanine ateylation In bacterial Y Dieninger, C., et al. ; 1990; 4(3): 167-174. |7
monofunctional methanesulphonates.
. . . . . Org. Process Res.
Do Carboxylic/Sulfonic Acid Halides Really Present a Mutagenic and Amberg, A., Harvey, J. S.,
338 — R o s . . — — SHE Dev.,2015; 19 (11): |B%&
Carcinogenic Risk as Impurities in Final Drug Products? Czich, A, etal.
1495-1506.
339 _ Cr0§s-llnk1ng of gelatin capsules and its relevance to their in vitro-in vivo Digenis, G. A., Gold, T. _ S J. Pharm. Sci., 1994; sk
performance. B. and Shah, V. P. 83:915-921.
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WHRHES BEEET 5a R ¥ RREHHIN RREHEFT | s hiall i
33.10 _ gl:]:dlt:mffi:é :[Z r(;‘lv::r]‘il;: e(;rgzs};;:::ng on the Bioequivalence of Hard and Soft I];Aa;‘t/rl:ugh:jl;}:;at:mm o _ S ;OEZ?IIZ\IR (;570,2111.::.15 s s
M. Mhatre, et al. 8; 962-966.
Critical reviews in
3311 _ ;(;l\igﬂlylcnc glycol) Conjugated Drugs and Prodrugs: A Comprehensive Sr];(,:nc\x;;li YR..;:onovcr, _ _ S Z;T_,r:f;‘;,t:e‘::ig s s
2000; 17(2), 101.
3.3.12 — Emerging Pegylated Drugs ']f;‘:i'is’ Deluca, PP, — ShIE Eﬁetr:i;);gmgs, B e
2009;14(2); 363.
33.13 — Stabilization of Pharmaceuticals to Oxidative Degradation ]\:/ ??:‘I?:mf,i]ﬁf’i?:l = — HhE 2382?7?]0.‘/ Technol. 5%
33.14 — Patent: FR 1365114 A - — - SHE - 5% %
3.3.15 — Patent: WO 2010130309 Al — — — P — e %
33.16 — Patent: WO 2014158288 Al — — — SHE — 55 ®
3.3.17 — Patent: FR 2957796 B1 — — — h1E — 2% %
33.18 — Patent: WO 2014032378 Al — — — SHE — 55 ®
3.3.19 — Patent: US 3534098 A — — — S — e Fid
3320 — Patent: US 4535068 A - — - SHE - 5% %
WAW  HERRARBEE
4.2 RS E
4.2.1 FEFHER
42.1.1 N EEAT DR
- F F F F F T FF
4.2.1.2  RIRAFEFLRER
- F F F F F T FF
4213 ZApEIEEER
- - - E - N S
4.2.1.4  FIFIIRIAE ELAR AR
- - - E - N S
422 B
4221 SHERUNY F—3 a CfiE
_ - R L = = - - - - -
4222 WX
_ - R L = = - - - - -
4223 /i
_ - R L = = - - - - -
4224 {3
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T RRE S HEEES L EA 2 % BRI AREHE R (EAAE) Bl o
— — LR L — — — — — — _
4225 Pk
— - LR L _ - - - - - -
4226 IEMBEFOIMWBEIERN GEER)
— - LR L _ - - - - - -
4.22.7 ZOMOIEHEEER
— - LR L _ - - - - - -
4.2.3  FEMERER
4.23.1 Hi[E[B G R
- - R L = = - - - - -
4232 KGR
— = PR L = = = = = = =
4233 ifnwtkaER
4.2.3.3.1 InVitro 3B
- F F F F T S
42332 InVivo Rk
- F F F F T S
4234 DBAJEHERS
4.2.3.4.1 RIS ASHERRER
_ - R L = = - - - - -
42342 ST HHAS A SRR
_ - R L = = - - - - -
42343 ZOMOMNER
— = PR L = = = = = = =
4235 AFHFEA IR
42351 ZHREEROFER E COMBIRIEEICRIT 538
- F F F F T S
42352 W& - RRVAFEAEICBET 5 R
- F F F F T S
4.2.3.53 AR R O£ DS O F8 A2 00 ONC REA OBSREIC BI 3 % 38R
- F F F F T S
42354 HENE AT
- F F F F F T S
4.23.6 JRPTRIEMERER
- F F F F T T
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BIERRS | AEEET | Ty | P | R | RRELET [FEEDRE gy | PE i

(= P/A}E) DR
4237 Z OO EMERER

423.7.1 HUEHERR

42373 FHEFEHOMFICET 5%

42374 (RFHERR

423.7.5 RO mEMERER

423.7.6 AH) O kSR

423.7.7 Z OO

43 ZEIR

W

B RARBREEE

52 REERWBR—5E®R

52 - [esreatan i = = = = = = =

53.1.1 R"AFATRA T VT 4 (BA) #BmEH

A Phase 1, Open-Label, Randomized, Four-Period, Four-Sequence, Single-
Dose, Crossover Study in Healthy Volunteers, to Determine the Relative
Bioavailability of PF-06291826 61 mgA Tafamidis Free Acid Soft Gelatin
53.1.1.1 B3461054 Capsules Compared to Commercial 4 x 20 mg Tafamidis Meglumine Soft ~ |Pfizer Inc. 2017429 H29 H ~20184-2H 23 H AL F— ShE FEPE R R f
Gelatin Capsules Administered Under Fasted and Fed Conditions and the
Effect of Food on the Oral Bioavailability of PF-06291826 61 mgA
Tafamidis Free Acid Soft Gelatin Capsules.

A Phase 1, Open-Label, Randomized, Single Dose Study to Estimate the
Relative Bioavailability and Food Effect of PF-06291826 (Tafamidis)

~ LF— ] KPR % 3
33112 B3461052 Following Administration of New Soft Gelatin Capsule Oral Formulations in Pfizer Inc. 2015497 . H~20155:123 I H I A B 5% .
Healthy Subjects.
A Phase 1, Open Label, Three-Period Randomized, Single Dose Study to
. i PR, X 26 (Tafamidis) Free Aci o N
53113 B3461053 Estimate the Relative Bioavailability of PF-06291826 (Tafamidis) Free Acid Pfizer Inc. 2016454 129 H ~20164E74 15 H K S P B e

Capsule Formulation Versus Commercial Capsule in Healthy Subjects Under]|
Fasted Conditions.

53.1.2 HEBARBE QAW FR%EN (BE) MBS #
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477 IV A 61 mg ATTR-CM 112 AR
FERORE WHBE [BY7 20
2 2
R BEEES 54 b P BB R il RmE b "
A Phase 1, Open-Label, Randomized, Crossover, Multiple Dose, Pivotal
Bioequivalence Study to Compare PF-06291826 4 x 20 mg Tafamidis - - L ot e 2] - .
: ~ — Nk 7
53.1.2.1 B3461056 Meglumine and 61 mgA Tafamidis Free Acid Soft Gelatin Capsules Pfizer Inc 2017429 H20 0 ~20184E3 11 UL SHE FEP R A £
Administered Under Fasted Conditions to Healthy Volunteers.
53.1.3  InVitro - In Vivo OBl & it L 7= B A5
— - B TR L - = - — - - —
5.3.1.4 AW R OB LR AT L
The Validation of a LC-MS/MS Method for the Determination of PF-
53.14.1 B3469103 06291826 (Tafamidis) in K2EDTA Human Plasma (10.0 to 10000 ng/mL - 20lk=)7 K | HE R 5k i
Curve Range)
The Validation of a LC-MS/MS Method for the Determination of PF-
B3469103 06291826 (Tafamidis) in K,EDTA Human Plasma (10.0 to 10000 ng/mL - 20l K ShIE *EpeRE Bk 48
Curve Range): Addendum No. 1
5.3.2 & MEMAHURHE IV 7o K BB B O SR S
5.3.2.1 MBEER S RBREE &
— — kg L = - - — _ _ —
5.3.2.2 JIFARHE K OSSR RE AR R
A Phase 1, Open Label, Two-Period, Two-Treatment,
Fixed-Sequence Study to Estimate the Effect of a Multiple - o - e 2] )
~. L — %] R4kl %
53221 B3461075 Ol Do R ot Pharmanokinetos in Pfizer Inc. 202042/ 6~ | | HE R 5% i
Healthy Participants
4

5323 flhiot MRS

=R}

AR L

533 ERHRIEMBIE (PK)

533.1 (EFERERE I2H 1T D PK R UM B A MR B s

— = BB L

5332 BT HPKE OWI A AR

_ = WA L

5.3.3.3 WEMEZR 2 MR U7 PRIBRR 5

— = Jisgentrs L

5.3.3.4 SMRVEZR 2R L7 PRIBRR

_ = Jisgentrs L

5335 HEal— a3 CPKBREES

R L

53.4 FRRFEA: (PD) RBRHE &

5.3.4.1 HEHEBERHE 12351 % PDRER & U'PK/PDAASR L5

AR L

5.3.4.2 BEITIBIS HPDRER K O'PK/PDRER &

LB R L

PFIZER CONFIDENTIAL

Page 5



477 IV A 61 mg ATTR-CM

1.12

AR B

BHEHNES | WEEET | 54 b [ - [ RREHAIN [ RREHHFT o]  mms | PLEs [RTI SO
53.5 AWMEROZEMRBRERE #H
5.3.5.1  HEHT D IEIEC BT 2 e A RUR L
= B B B B FF F T
5.3.52 FExHAERE G &
HAR, ~L¥—

A Phase 3 Multicenter, Open-Label Study to Evaluate the Safety of Daily A, F xR
e e vt ety s [P O Ceties’ |12 4522507 500 s [wos [ “

Diagnosed with Transthyretin Cardiomyopathy (ATTR-CM) ) [HVT) 1;;3 v A7 (20194542
5.3.53 B ORBAE & O TIRT L 7o i &
— = LR L = = - - - - -
53.5.4 ZOMOERRRBRHL &
— = LR L = = - - - - -
5.3.6 il DR FRIRIC BT % Wik
53.6.1 — Periodic Benefit Risk Evaluation Report Pfizer Inc. 16 MAY 2019 through 15 MAY 2020 |— [ N/5ME FE R — "
5.3.6.2 — New Drug Application Periodic Adverse Drug Experience Report Pfizer Inc. 03 MAY 2019 through 02 AUG 2019 |— [E /4 E tENEEE — e
53.6.3 — New Drug Application Periodic Adverse Drug Experience Report Pfizer Inc. 03 AUG 2019 through 02 NOV 2019 |— [ N/5ME rE R — "
5.3.6.4 — New Drug Application Periodic Adverse Drug Experience Report Pfizer Inc. 03 NOV 2019 through 02 FEB 2020  |— [EP/4HE tENEEE — e
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