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estion
 and

 
ob

jectives 
T

he aim
 of this study is to describe the clinical 

characteristics and outcom
es of patients w

ith A
T

T
R

 am
yloid 

cardiom
yopathy (A

T
T

R
-C

M
) treated w

ith tafam
idis at a 

single center in T
urkey. 

P
rim

ary O
bjective: 

T
o describe the rate of hospitalizations and em

ergency 
adm

issions due to chronic heart failure in the patients treated 
w

ith T
afam

idis 

S
econdary O

bjectives: 

- 
T

o describe the rate of cardiovascular-related 
hospitalizations and overall survival am

ong patients 
treated w

ith T
afam

idis during T
afam

idis exposure 
tim

e period.  

-  
T

o describe the presence of cardiac and extracardiac 
red flags (E

xtra-cardiac R
ed Flags: C

arpal T
unnel 

S
yndrom

e, P
eripheric N

europathy, L
um

bar S
tenosis, 

R
enal Insufficiency, C

ardiac R
ed Flags: E

levated N
T

 
P

ro B
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ign, V

oltage 
M
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atch, 
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onduction 

D
isorder, 

Increased 
W

all 
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septum
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E
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M

 treated w
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- 
T

o describe the clinical and functional outcom
es in 

A
T

T
R

 C
M

 patients during the baseline period prior to 
tafam

idis treatm
ent and during the follow

-up period 
of treatm

ent w
ith tafam

idis such as H
R

Q
oL

 (H
ealth-

R
elated 

Q
uality 

of 
L

ife) 
m

easures, 
concom

itant 
m

edication, 
biom

arkers 
(N

T
 

pro-B
N

P
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troponin), 
echocardiographic 

param
eters 

(6 
m

in 
w

alk 
test, 

K
ansas C

ity C
ardiom
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uestionnaire S

core, 
C

reatinine eG
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jection Fraction, Interventricular 

S
eptum

, 
E

/A
 

ratio, 
E
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m

ean 
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T
ricuspid 

R
egurgitation 

V
elocity, 

T
ricuspid 

A
nnular 

P
lane 

S
ystolic E

xcursion). 
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3. A
B

S
T

R
A

C
T

 

T
itle: P

atient outcom
es and clinical characteristics of A

T
T

R
-C

M
 patients treated w

ith tafam
idis: A

 
single center experience in T

urkey 

V
ersion

 1.0, 16 D
ecem

ber 2025 

Furkan E
rdo

an, 
 

R
ation

ale an
d

 b
ack

grou
n

d
: A

T
T

R
-C

M
 is an advanced and com

plicated disease caused by the 
aggregation of m

isfolded T
T

R
 proteins in the heart, resulting in restrictive cardiom

yopathy and heart 
failure. T

afam
idis, an FD

A
 approved agent, T

T
R

 stabilizer, has been studied for its potential to m
odify 

the disease 
and im

prove clinical outcom
es in 

patients w
ith w

ild-type or variant transthyretin 
am

yloidosis. A
lthough tafam

idis has changed the treatm
ent algorithm

, patient outcom
es and clinical 

characteristics in the real-w
orld settings, especially in populations w

ith unique genetic, clinical, and 
healthcare system

 characteristics such as T
urkey is poorly understood. R

egional differences in genetic 
m

utations, access to advanced diagnostic tools, and healthcare practices m
ay influence patient 

outcom
es. T

afam
idis is currently the only approved treatm

ent option for A
T

T
R

-C
M

, it is approved 
and reim

bursed for patients in T
urkey.  

T
his study represents the first com

prehensive descriptive study of patient outcom
es follow

ing 
tafam

idis treatm
ent in T

urkey. T
he findings w

ill enhance understanding of A
T

T
R

-C
M

 epidem
iology 

and serve as a valuable resource for im
proving disease aw

areness am
ong cardiologists and shaping 

future diagnostic and therapeutic guidelines. 

R
esearch

 q
u

estion an
d

 ob
jectives: T

he aim
 of this study is to describe the clinical characteristics 

and outcom
es of patients w

ith A
T

T
R

 am
yloid cardiom

yopathy (A
T

T
R

-C
M

) treated w
ith tafam

idis at 
a single center in T

urkey. 

P
rim

ary O
bjective: to describe the rate of hospitalizations and em

ergency adm
issions due to chronic 

heart failure in the patients treated w
ith T

afam
idis. 

S
econdary O

bjectives: 

- 
T

o describe the rate of cardiovascular-related hospitalizations and overall survival am
ong 

patients treated w
ith T

afam
idis during T

afam
idis exposure tim

e period.  

- 
T

o describe the presence of cardiac and extracardiac red flags (E
xtra-cardiac R

ed Flags: C
arpal 

T
unnel S

yndrom
e, P

eripheric N
europathy, L

um
bar S

tenosis, R
enal Insufficiency, C

ardiac R
ed 

Flags: 
E

levated 
N

T
 

P
ro 

B
N

P
 

and 
troponin, 

P
seudo 

infarct 
S

ign, 
V

oltage 
M

ism
atch, 

C
onduction 

D
isorder, 

Increased 
W

all 
T

hickness 
(Interventricular 

septum
), 

P
ericardial 

E
ffusion)) in patients w

ith A
T

T
R

 - C
M

 treated w
ith tafam

idis during the baseline period prior 
to initiation of tafam

idis treatm
ent.  

- 
T

o describe the clinical and functional outcom
es in A

T
T

R
 C

M
 patients during the baseline 

period prior to tafam
idis treatm

ent and during the follow
-up period of treatm

ent w
ith tafam

idis 
such 

as 
H

R
Q

oL
 

(H
ealth-R

elated 
Q

uality 
of 

L
ife) 

m
easures, 

concom
itant 

m
edication, 

biom
arkers (N

T
 pro-B

N
P

, troponin), echocardiographic param
eters (6 m

in w
alk test, K

ansas 
C

ity 
C

ardiom
yopathy 

Q
uestionnaire 

S
core, 

C
reatinine 

eG
FR

, 
E

jection 
Fraction, 

Interventricular 
S

eptum
, 

E
/A

 
ratio, 

E
/e' 

m
ean 

ratio, 
T

ricuspid 
R

egurgitation 
V

elocity, 
T

ricuspid A
nnular P

lane S
ystolic E

xcursion). 

S
tu

d
y d

esign
: T

his is a single-center, non-interventional, retrospective cohort study.  
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P
op

u
lation

: P
atients m

ust m
eet the follow

ing inclusion criteria: 1) >
1

in S
am

sun E
ducation and R

esearch H
ospital 

 C
ardiology 

O
utpatient C

linic betw
een January 2023 

 January 2025
A

vailability of

participated in studies involving 
investigational drugs w

ithin 24 m
onths before the index date.  

V
ariab

les: 
D

em
ographics, 

N
Y

H
A

 
class, 

6-m
inute 

w
alk 

test 
(6M

W
T

), 
quality 

of 
life, 

E
lectrocardiogram

 (E
C

G
), echocardiography, and M

agnetic R
esonance Im

aging (M
R

I) data, blood 
param

eters, including troponin and N
-term

inal pro B
rain N

atriuretic P
eptide (N

T
 pro-B

N
P

), E
stim

ated 
G

lom
erular Filtration R

ate (eG
FR

) B
iom

arkers, B
one scintigraphy/S

P
E

C
T

 Im
aging, G

enetic tests, 
S

erum
 protein electrophoresis, S

erum
/urine im

m
unofixation electrophoresis 

D
ata sou

rce: P
seudonym

ized data w
ill be entered in C

R
F

 from
 individual patient m

edical records 
m

aintained in a single center in T
urkey according to clinical practice. D

ata w
ill be collected using 

electronic case report form
 (eC

R
F).  

S
am

ple size: D
ue to the absence of a priori hypothesis, sam

ple size calculations are not applicable, 
and no form

al sam
ple size calculation has been perform

ed. A
ccording to the descriptive nature of the 

study, w
e have planned a sam

ple of around 70 subjects approxim
ating 10%

 of the entire population 
diagnosed w

ith A
T

T
R

-C
M

 in T
urkey, w

ith no form
al calculation related to a specific endpoint.  

D
ata an

alysis: D
escriptive statistics w

ill be reported and no effort to determ
ine statistical significance 

w
ill be m

ade. 

M
ileston

es:  

M
ileston

e 
P

lan
n

ed
 D

ate 
R

egistration in the H
M

A
-E

M
A

 C
atalogues of R

W
D

 studies 
30 July 2025 

S
tart of data collection  

16 O
ctober 2025 

E
nd of data collection  

30 June 2026 
Final study report 

31 D
ecem

ber 2026 
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5. M
IL

E
S

T
O

N
E

S 

M
ileston

e 
P

lan
n

ed
 D

ate 

R
egistration in the H

M
A

-E
M

A
 C

atalogues of R
W

D
 studies 

30 July 2025 

S
tart of data collection  

16 O
ctober 2025 

E
nd of data collection  

30 June 2026 

Final study report 
31 D

ecem
ber 2026 

 6. R
A

T
IO

N
A

L
E

 A
N

D
 B

A
C

K
G

R
O

U
N

D
 

A
m

yloidosis 
is 

a 
system

ic 
disorder characterized 

by 
the 

abnorm
al 

extracellular 
deposition 

of 
m

isfolded proteins, w
hich aggregate into am

yloid fibrils. T
hese fibrils can deposit in various tissues 

and organs, im
pairing their norm

al function. T
he tw

o m
ost com

m
on form

s of cardiac am
yloidosis are 

A
L

 am
yloidosis and A

T
T

R
 am

yloidosis, each caused by different proteins. 1-3 

A
T

T
R

 am
yloidosis involves the deposition of m

isfolded T
T

R
, a protein prim

arily produced by the 
liver. A

T
T

R
 am

yloidosis can be hereditary or w
ild type. H

ereditary A
T

T
R

 am
yloidosis (hA

T
T

R
) is 

associated w
ith m

utations in the T
T

R
 gene, w

hile w
ild-type A

T
T

R
 (w

tA
T

T
R

) occurs due to aging 
and is m

ore com
m

on in older individuals. 2-3 

T
reatm

ent strategies aim
 to reduce am

yloid deposition and m
anage the associated heart failure 

sym
ptom

s. In A
T

T
R

 am
yloidosis, tafam

idis has show
n efficacy in reducing disease progression and 

im
proving clinical outcom

es, including heart-related sym
ptom

s. 4 

C
ardiac 

am
yloidosis 

is 
characterized 

by 
the 

extracellular 
accum

ulation 
of 

abnorm
al 

proteins. 
R

egardless of the subtype of the deposited am
yloid, the disease results in progressive heart failure if 

left untreated. T
T

R
 is a tetram

eric transport protein prim
arily synthesized in the liver, responsible for 

carrying T
4 and R

B
P

.  U
nder pathological conditions, T

T
R

 dissociates into m
onom

ers, w
hich m

isfold 
and aggregate into insoluble am

yloid fibrils. T
hese fibrils infiltrate the cardiac interstitium

, causing 
m

yocardial stiffening, diastolic dysfunction, and eventually heart failure. 5 

1. 
w

tA
T

T
R

: S
tudies show

 that approxim
ately 25%

 of individuals over 80 years have cardiac 
am

yloid deposits. 6 O
ccurs due to age-related destabilization of T

T
R

, typically presenting after 
the age of 60

65 years M
ore prevalent in m

en and often associated w
ith carpal tunnel 

syndrom
e and spinal stenosis as early non-cardiac m

anifestations. H
istorically underdiagnosed 

but increasingly recognized w
ith advancem

ents in im
aging techniques. 7 

2. 
h

A
T

T
R

: T
he prevalence is influenced by regional genetic factors. C

aused by autosom
al 

dom
inant m

utations in the T
T

R
 gene. O

ver 120 m
utations have been identified, w

ith the m
ost 

com
m

on being V
122I (3-4%

 of A
frican A

m
ericans) and T

60A
 (N

orthern E
urope). 8,9 

P
atients w

ith A
T

T
R

-C
M

 typically present w
ith sym

ptom
s of heart failure, including dyspnea, fatigue, 

and peripheral edem
a. K

ey distinguishing features include: 
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P

reserved ejection fraction (H
FpE

F): A
T

T
R

w
t is an underdiagnosed disease that accounts for 

a significant num
ber (13%

) of H
FpE

F cases. 10 A
T

T
R

-C
M

 acts like heart failure m
akes 

diagnosis challenging w
ith preserved ejection fraction due to restrictive cardiom

yopathy but 
often progresses despite standard H

F therapies. 11 

 
C

onduction system
 disease: M

anifesting as arrhythm
ias or atrioventricular block, necessitating 

pacem
aker im

plantation. 12 

 
R

ed flag signs: B
iventricular thickening w

ithout history of hypertension, low
-voltage E

C
G

 
despite hypertrophy, atrial fibrillation or A

V
 block requiring pacem

aker im
plantation and 

unexplained heart failure w
ith H

FpE
F. 13 

T
he diagnostic w

ork-up for C
A

 begins w
ith the identification of clinical features, E

C
G

 and im
aging 

findings suggestive or com
patible w

ith C
A

, and often requires the histological dem
onstration of 

am
yloid deposition, except w

hen T
c99m

 PY
P/D

PD
/H

M
D

P
 scintigraphy show

s an intense m
yocardial 

uptake (P
erugini scores 2-3) in the absence of a m

onoclonal gam
m

opathy. 14  

A
T

T
R

-C
M

 w
as historically diagnosed w

ith endom
yocardial biopsy, w

hich is invasive and carries 
risks. R

ecent advances in non-invasive diagnostic m
ethods, including technetium

-99m
 pyrophosphate 

(99m
T

c-P
Y

P
) 

scintigraphy, 
cardiac 

M
R

I, 
and 

serum
 

biom
arkers 

like 
N

T
-proB

N
P

, 
have 

revolutionized early detection. 14,15 

T
afam

id
is T

reatm
en

t  

T
afam

idis is a first-in-class T
T

R
 stabilizer that prevents T

T
R

 tetram
er dissociation, thereby halting 

the am
yloidogenic cascade. T

he landm
ark A

T
T

R
-A

C
T

 trial dem
onstrated that tafam

idis significantly 
reduced all-cause m

ortality, cardiovascular hospitalizations, and functional decline in patients w
ith 

A
T

T
R

-C
M

. 4 

A
T

T
R

-A
C

T
 

trial, 
a 

pivotal 
m

ultinational, 
double-blind, 

placebo-controlled 
phase 

III 
study 

dem
onstrated 

the 
efficacy 

of 
tafam

idis 
in 

significantly 
reducing 

both 
all-cause 

m
ortality 

and 
cardiovascular hospitalizations. 441 patients w

ith A
T

T
R

-C
M

 w
ere random

ly assigned in a 2:1:2 ratio 
to receive tafam

idis m
eglum

ine at doses of 80 m
g or 20 m

g, or placebo, once daily for 30 m
onths. 

E
ndpoints resulted as reducing m

ortality (R
elative risk reduction of 30%

 (P<
0.001) and the rate of 

hospitalizations. (low
er in the tafam

idis group (0.48 per year) com
pared to the placebo group (0.70 

per year; P
<

0.001). Im
provem

ents w
ere consistent both for w

ild-type and hereditary A
T

T
R

-C
M

. B
oth 

tafam
idis doses (80 m

g and 20 m
g) w

ere effective, w
ith sim

ilar outcom
es. P

atients treated w
ith 

tafam
idis dem

onstrated a sm
aller decline in the 6M

W
T

 distance and better m
aintenance of functional 

capacity com
pared to placebo. Q

uality of life, assessed using the K
C

C
Q

, show
ed significantly less 

deterioration in the tafam
idis group. T

his study established tafam
idis as the first FD

A
-approved 

therapy for this condition. 4 

 
 

P
ablo G

arcia-P
avia et al. observed that patients treated w

ith tafam
idis experienced im

proved survival 
rates com

pared to those not receiving the treatm
ent survival in a R

eal-W
orld C

ohort of Patients w
ith 

A
T

T
R

. 16 A
nother R

eal-
led 

to 
reductions 

in 
cardiovascular 

hospitalizations 
and 

enhanced 
survival 

am
ong 

A
T

T
R

-C
M

 
patients. 17  
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H
ussain K

 et al. evaluated the im
pact of tafam

idis on overall survival in patients w
ith A

T
T

R
-C

M
 

w
ithin a com

m
unity-based cohort in a retrospective observational study analyzing patient data from

 a 
com

m
unity hospital com

parable to the current setting. T
he study supports the efficacy of tafam

idis 
observed in clinical trials, indicating its beneficial im

pact extends to routine clinical practice. 
18 

A
dditionally, in an E

gyptian study claim
s that the variability in patient response em

phasizes the need 
for individualized treatm

ent approaches. O
ngoing research and long-term

 studies are essential to fully 
understand the benefits and lim

itations of tafam
idis therapy in diverse patient populations. 19  

E
m

ergin
g T

h
erapies 

R
ecent developm

ents in the treatm
ent landscape for A

T
T

R
-C

M
 include the FD

A
/E

M
A

 approvals of 
new

 therapies w
orldw

ide such as acoram
idis (A

ttruby) by B
ridgeB

io and positive trial results for 
vutrisiran by A

lnylam
 Pharm

aceuticals. T
hese advancem

ents indicate a grow
ing array of therapeutic 

options for patients w
ith A

T
T

R
-C

M
. 20  

R
ation

ale 

W
hile several advancem

ents have been m
ade in diagnosing and treating A

T
T

R
-C

M
, gaps in 

know
ledge still rem

ain. 
  

  

T
he disease m

ay present w
ith variable presentations based on genetic and non-genetic form

s (w
ild-

type 
vs. 

hereditary). 
U

nderstanding 
the 

m
echanism

s 
driving 

this 
heterogeneity 

rem
ains 

still 
incom

plete. W
hile tools like bone scintigraphy and cardiac M

R
I have im

proved diagnostic options, 
there is lim

ited standardization of non-invasive diagnostic criteria and biom
arkers for early disease 

detection. A
T

T
R

-C
M

 rem
ains underdiagnosed due to its nonspecific sym

ptom
s that overlap w

ith other 
form

s of heart failure and cardiom
yopathies. T

he lack of aw
areness am

ong cardiologists often results 
in delayed or m

issed diagnoses. T
herefore, our study aim

s to address these gaps by providing 
com

prehensive real-w
orld data on T

urkish patients w
ith A

T
T

R
-C

M
 treated w

ith tafam
idis. 

T
his noninterventional study is designated as a P

A
SS

 and is conducted voluntarily by P
fizer. 

  7. R
E

S
E

A
R

C
H

 Q
U

E
S

T
IO

N
 A

N
D

 O
B

JE
C

T
IV

E
S

 

T
he aim

 of this study is to describe the clinical characteristics and outcom
es of patients w

ith A
T

T
R

 
am

yloid cardiom
yopathy (A

T
T

R
-C

M
) treated w

ith tafam
idis at a single center in T

urkey. 

P
rim

ary O
bjective: 

- 
T

o describe the rate of hospitalizations and em
ergency adm

issions due to chronic heart 
failure in the patients treated w

ith T
afam

idis  

S
econdary O

bjectives: 

- 
T

o describe the rate of cardiovascular-related hospitalizations and overall survival am
ong 

patients treated w
ith T

afam
idis during T

afam
idis exposure tim

e period.  

-  
T

o describe the presence of cardiac and extracardiac red flags (E
xtra-cardiac R

ed Flags: C
arpal 

T
unnel S

yndrom
e, P

eripheric N
europathy, L

um
bar S

tenosis, R
enal Insufficiency, C

ardiac R
ed 
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Flags: 
E

levated 
N

T
 

Pro 
B

N
P

 
and 

troponin, 
P

seudo 
infarct 

S
ign, 

V
oltage 

M
ism

atch, 
C

onduction 
D

isorder, 
Increased 

W
all 

T
hickness 

(Interventricular 
septum

), 
P

ericardial 
E

ffusion)) in patients w
ith A

T
T

R
 - C

M
 treated w

ith tafam
idis during the baseline period prior 

to initiation of tafam
idis treatm

ent.  

- 
T

o describe the clinical and functional outcom
es in A

T
T

R
 C

M
 patients during the baseline 

period prior to tafam
idis treatm

ent and during the follow
-up period of treatm

ent w
ith tafam

idis 
such as H

R
Q

oL
 m

easures, concom
itant m

edication, biom
arkers (N

T
 pro-B

N
P

, troponin), 
echocardiographic param

eters (6 m
in w

alk test, K
ansas C

ity C
ardiom

yopathy Q
uestionnaire 

S
core, C

reatinine eG
FR

, E
jection Fraction, Interventricular S

eptum
, E

/A
 ratio, E

/e' m
ean ratio, 

T
ricuspid R

egurgitation V
elocity, T

ricuspid A
nnular P

lane S
ystolic E

xcursion). 

 8. R
E

S
E

A
R

C
H

 M
E

T
H

O
D

S  

8.1. S
tu

d
y D

esign
  

T
his is a single-center, retrospective, non-interventional cohort (Figure 1) study. P

seudonym
ized data 

w
ill be entered in C

R
F from

 individual patient m
edical records m

aintained in a single center in T
urkey 

according to clinical practice. D
ata w

ill be collected using electronic case report form
 (eC

R
F

). 
S

ubjects include diagnosed w
ith A

T
T

R
-C

M
 in the January 2023 

 January 2025 and treated w
ith 

tafam
idis. For all patients, the 6-m

onth period before the index date w
hen tafam

idis is started w
ill be 

considered as the baseline period, and the relevant param
eters w

ill be collected from
 this period. From

 
the start of tafam

idis, quarterly follow
 up of the patients is defined as treatm

ent period and clinical 
and 

functional 
outcom

es, 
hospitalization 

and 
em

ergency 
adm

ission 
due 

to 
C

H
F

, 
C

V
 

related 
hospitalizations and m

ortality data w
ill be obtained from

 this treatm
ent period. T

afam
idis treatm

ent 
discontinuation is defined as interrupting the treatm

ent for at least 10 days or com
pletely stopping it, 

w
hich w

ill be determ
ined by the prim

ary investigator from
 the E

H
R

 records (E
lectronic H

ealth 
R

ecord). H
ospitalization and em

ergency adm
ission due to C

H
F

 (C
hronic H

eart Failure) and C
V

 
(C

ardiovascular) related hospitalizations and other variables are described in S
ection 9.3.1. and T

able 
1. 
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F
igu

re 1. S
tudy diagram

 

R
ation

ale for th
e stu

dy design
. T

he rationale for choosing a retrospective cohort design is that the 
data points of interest outlined in the study protocol are routinely collected in the T

urkish clinical 
practice. T

herefore, the retrospective approach w
ill ensure that the dataset is available on the site. T

he 
single center participating in the study is highly specialized and skilled in the m

anagem
ent of the target 

population.  

T
his study is a cohort study because it involves follow

ing a group of A
T

T
R

 C
M

 patients w
ho share 

com
m

on characteristics (in this case, the target population m
anaged by the specialized center) over a 

period. S
ince the A

T
T

R
 C

M
 is a progressive disease, a cohort design w

ill allow
 longitudinal 

evaluation of clinical outcom
es and progression as m

anaged in real w
orld clinical practice. T

he cohort 
design w

as chosen instead of different study designs because it allow
s for the longitudinal evaluation 

of clinical outcom
es and disease progression in patients w

ith A
T

T
R

 am
yloid cardiom

yopathy (A
T

T
R

-
C

M
), w

hich is essential for understanding the im
pact of tafam

idis treatm
ent over tim

e. T
his design 

leverages routinely collected data in T
urkish clinical practice, ensuring the availability of relevant 

inform
ation and reflecting real-w

orld settings. A
dditionally, the specialized center's expertise in 

m
anaging A

T
T

R
-C

M
 patients enhances the reliability and applicability of the study results. 

S
trength of the study is described in the S

ection 9.7 (S
trengths and L

im
itations of the R

esearch 
M

ethods). 

8.2.  S
ettin

g 

O
ne T

urkish C
entre involved in the diagnosis and m

anagem
ent of patients affected by A

T
T

R
-C

M
 w

ill 
participate in the study. T

his C
entre is selected according to their clinical and research expertise, in 
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addition to the num
ber of patients they are used to routinely caring for. A

 clinical research organization 
(C

R
O

) 
on 

behalf 
of 

P
fizer 

w
ill 

support 
the 

regulatory 
and 

adm
inistrative 

procedures 
to 

get 
authorization and the operations at C

entre needed for data collection.  

A
fter regulatory authorization and local contract finalization, the study w

ill be started at C
entre. T

he 
site S

tudy T
eam

, including the P
rincipal Investigator and additional identified personnel (e.g., research 

nurse, clinical study m
anager) w

ill be trained on the protocol and planned study procedures, in addition 
to the use of the study-specific eC

R
F. S

tudy data w
ill be collected according to S

ection 9.1. Study 
D

esign and Figure 1 as patients are diagnosed w
ith A

T
T

R
-C

M
 betw

een January 2023 and January 
2025. For all patients, the 6-m

onth period before the index date w
hen tafam

idis is started w
ill be 

considered as the baseline period, and the relevant param
eters w

ill be collected from
 this period. 

O
riginal data, routinely collected by m

eans of specific tools (e.g., paper charts, electronic charts,) w
ill 

be transferred to the eC
R

F by the Study T
eam

 in site.  

date of: treatm
ent discontinuation, death, lost to follow

-up (the patient could not be observed and any 
m

ore contacted at som
e tim

e point during their follow
-up) or end of the follow

-up period of 30-S
ep-

2025 (inclusive). For the patients lost to follow
-up, the end of their follow

-up period w
ill be the 

respective date of the last contact. In the case patients experience clinical events (e.g. hospitalization 
due to C

hronic H
eart Failure, safety event) starting before 30-S

ep-2025 and continuing beyond end of 
the follow

-up, the respective details until the end of the event should be included into the eC
R

F. 

T
he C

R
O

 w
ill ensure oversight and m

onitoring of the study at the site. 

A
pproxim

ately seventy (70) subjects w
ho m

eet the inclusion and exclusion criteria detailed below
 w

ill 
be included in the study. T

he inclusion and exclusion criteria w
ere established based on the diagnosis 

of A
T

T
R

-C
M

 disease and the evaluation of tafam
idis treatm

ent outcom
es as outlined in the study 

objectives. T
he study population form

ed in light of these criteria is expected to represent the source 
population and the population of T

urkey. 

8.2.1. In
clu

sion
 C

riteria 

inclusion
inclusion in 

 

1. 
 

2. 

 

3. 
 

4. 

 

8.2.2. E
xclu

sion
 C

riteria 

P
atients m

eeting any of the follow
ing criteria w

ill not be included in the study: 

1. 
S

ubjects w
ith participation in studies involving investigational drugs w

ithin 24 m
onths 

before the index dates. 
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S
econdary 

O
bjective 

or physical 
patient file 

H
ypertension 

(history of 
diagnosis:  

P
atient 

B
aseline 

C
om

orbidities, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

H
istory of 

hypertension 
(yes/no/m

issing) 
as docum

ented in 
the source data  

D
iabetes 

M
ellitus 

(history of 
diagnosis: Y

es; 
or not: N

o) 

P
atient 

B
aseline 

C
om

orbidities, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

H
istory of 

diabetes m
ellitus 

(yes/no/m
issing) 

as docum
ented in 

the source data  
H

yperlipidem
i

a 
P

atient 
B

aseline 
C

om
orbidities, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

H
istory of 

hyperlipidem
ia 

(yes/no/m
issing) 

as docum
ented in 

the source data 
C

oronary 
A

rtery D
isease 

P
atient 

B
aseline 

C
om

orbidities, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

H
istory of 

coronary artery 
disease 
(yes/no/m

issing) 
as docum

ented in 
the source data 

H
eart Failure 

S
tages   

 

P
atient 

B
aseline 

C
om

orbidities, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

O
rdinal 

E
lectronic 

health records 
or physical 
patient file 

0-N
one 

1-H
FpE

F (H
eart 

Failure w
ith 

preserved ejection 
fraction) 
2-H

Fm
rE

F (H
eart 

Failure w
ith 

m
ildly reduced 

ejection fraction) 
3-H

FrE
F (H

eart 
Failure w

ith 
reduced ejection 
fraction) 

N
Y

H
A

 C
lass 

P
atient 

B
aseline 

C
om

orbidities, 
Functional 
outcom

e, 
S

econdary 
O

bjective 
 

B
aseline, 

Follow
 up 

A
ssessm

ent 
P

eriod 

O
rdinal 

E
lectronic 

health records 
or physical 
patient file 

A
 clinical 

assessm
ent of a 

patient's cardiac 
disease and 
functional ability 
based on 
sym

ptom
s. C

lass 
1-2-3-4 
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C
hronic 

O
bstructive 

P
ulm

onary 
D

isease 
(C

O
P

D
) 

P
atient 

B
aseline 

C
om

orbidities, 
S

econdary 
O

bjective 
 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

H
istory of C

O
P

D
 

(yes/no/m
issing) 

as docum
ented in 

the source data 

A
trial 

Fibrillation 
(A

F) 

P
atient 

B
aseline 

C
om

orbidities, 
S

econdary 
O

bjective 
 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

H
istory of atrial 

fibrillation 
(yes/no/m

issing) 
as docum

ented in 
the source data 

A
ortic S

tenosis  
 

P
atient 

B
aseline 

C
om

orbidities, 
S

econdary 
O

bjective 
 

B
aseline 

A
ssessm

ent 
P

eriod 

O
rdinal 

E
lectronic 

health records 
or physical 
patient file 

H
istory of atrial 

fibrillation 
(yes/no/m

issing) 
as docum

ented in 
the source data 
0-N

one 
1-M

ild 
2-M

oderate 
3-S

evere 
H

istory of 
S

urgical A
ortic 

V
alve 

R
eplacem

ent 
(S

A
V

R
) or 

T
ranscatheter 

A
ortic V

alve 
Im

plantation 
(T

A
V

I) 

P
atient 

B
aseline 

C
om

orbidities, 
S

econdary 
O

bjective 
 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

H
istory of S

A
V

R
 

or T
A

V
I 

(yes/no/m
issing) 

as docum
ented in 

the source data 

C
arpal T

unnel 
S

yndrom
e  

E
xtracardiac 

R
ed Flag, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

H
istory of C

arpal 
T

unnel S
yndrom

e 
(yes/no/m

issing) 
as docum

ented in 
the source data 

P
eripheral 

N
europathy 

E
xtracardiac 

R
ed Flag, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

H
istory of 

peripheral 
neuropathy 
(yes/no/m

issing) 
as docum

ented in 
the source data 

L
um

bar 
S

tenosis 
E

xtracardiac 
R

ed Flag, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

H
istory of lum

bar 
stenosis 
(yes/no/m

issing) 
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as docum
ented in 

the source data 
P

acem
aker 

history 
P

atient 
B

aseline 
C

om
orbidities, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

H
istory of 

pacem
aker 

im
plantation 

(yes/no/m
issing) 

as docum
ented in 

the source data 
C

o-
m

edications  
P

atient 
B

aseline and 
Follow

 up C
o-

m
edications, 

S
econdary 

O
bjective 

B
aseline, 

Follow
 up 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

R
ecord of 

treatm
ents used at 

the assessm
ent 

tim
epoint  

(1: diuretics, 2: 
beta blockers 3: 
renin angiotensin 
axis inhibitors 4: 
anticoagulants 5: 
other) 

H
em

oglobin 
P

atient 
B

aseline 
L

aboratory 
P

aram
eters, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

 A
s recorded in 

the source data 
g/dL

, (5-20) 

C
reatinine 

  
E

xtracardiac 
R

ed Flag, 
Functional 
O

utcom
e, 

S
econdary 

O
bjective 

B
aseline, 

Follow
 up 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

A
s recorded in 

the source data 
m

g/dL
, (0.3-10)  

eG
FR

 
(glom

erular 
filtration rate)  

E
xtracardiac 

R
ed Flag, 

Functional 
O

utcom
e, 

S
econdary 

O
bjective 

B
aseline, 

Follow
 up 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

A
utom

atic 
calculation w

ith 
creatinine 

S
odium

 
 

P
atient 

B
aseline 

L
aboratory 

P
aram

eters, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

A
s recorded in 

the source data 
m

m
ol/L

, (100-
200)  

P
otassium

 
  

P
atient 

B
aseline 

L
aboratory 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
A

s recorded in 
the source data 
m

m
ol/L

, (2-10)  
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P
aram

eters, 
S

econdary 
O

bjective 

or physical 
patient file 

A
L

T
 (A

lanine 
transam

inase) 
U

/L
  

P
atient 

B
aseline 

L
aboratory 

P
aram

eters, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

A
s recorded in 

the source data 
U

/L
 (1-1000)  

A
S

T
 

(A
spartate 

am
inotransfera

se) 
  

P
atient 

B
aseline 

L
aboratory 

P
aram

eters, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

A
s recorded in 

the source data 
U

/L
, (5-1000) 

A
lbum

in 
 

P
atient 

B
aseline 

L
aboratory 

P
aram

eters, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

A
s recorded in 

the source data 
g/L

, (10-200) 

M
odified B

M
I  

P
atient 

B
aseline 

L
aboratory 

P
aram

eters, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

(A
lbum

in x B
M

I) 
(autom

atic 
calculation) 

N
T

 pro-B
N

P
 

C
ardiac R

ed 
Flag, 
Functional 
O

utcom
e, 

S
econdary 

O
bjective 

B
aseline, 

Follow
 up 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

A
s recorded in 

the source data 
ng/L

, (100-
100000)  

T
roponin  

C
ardiac R

ed 
Flag, 
Functional 
O

utcom
e, 

S
econdary 

O
bjective 

B
aseline, 

Follow
 up 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

A
s recorded in 

the source data 
 

S
erum

 free 
light chain 
levels (K

appa) 
m

g/L
 

 

P
atient 

B
aseline 

L
aboratory 

P
aram

eters, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

A
s recorded in 

the source data 
m

g/L
, (5-1000) 
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S
erum

 free 
light chain 
levels 
(L

am
bda) 

m
g/L

  

P
atient 

B
aseline 

L
aboratory 

P
aram

eters, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

A
s recorded in 

the source data 
m

g/L
, (5-1000) 

S
erum

 free 
light chain 
levels 
(K

appa/L
am

bd
a (autom

atic 
calculation) 

P
atient 

B
aseline 

L
aboratory 

P
aram

eters, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

free-kappa
lam

bda ratio 
(autom

atic 
calculation) 

S
erum

 
im

m
unofixatio

n electrophoresis 
m

onoclonal 
gam

m
opathy 

P
atient 

B
aseline 

L
aboratory 

P
aram

eters, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

A
s recorded in 

the source data 
yes/no 

24h urine 
im

m
unofixatio

n m
onoclonal 

gam
m

opathy 

P
atient 

B
aseline 

L
aboratory 

P
aram

eters, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

A
s recorded in 

the source data 
yes/no 

Im
m

unofixatio
n/Im

m
une 

electrophoresis 
m

onoclonal 
gam

m
opathy 

P
atient 

B
aseline 

L
aboratory 

P
aram

eters, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

A
s recorded in 

the source data 
yes/no 

H
eart R

ate 
 

P
atient 

B
aseline E

C
G

 
P

aram
eters, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

D
iscrete 

E
lectronic 

health records 
or physical 
patient file 

(B
P

M
) B

eat per 
m

inute, resting, as 
recorded in the 
source data 
 

R
hythm

 
 

P
atient 

B
aseline E

C
G

 
P

aram
eters, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

H
eart rhythm

 
1-N

orm
al S

inus 
R

hythm
 

2-A
trial 

Fibrillation 
P

seudo infarct 
S

ign  
C

ardiac R
ed 

Flag, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

a Q
-w

ave 
inversion on an 
electrocardiogram

 
that m

im
ics an 
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acute m
yocardial 

infarction 
(present: Y

es; or 
not: N

o) 
V

oltage 
M

ism
atch  

C
ardiac R

ed 
Flag, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

Incom
patibility 

betw
een low

 Q
R

S
 

voltage on E
C

G
 

and increased L
V

 
w

all thickness on 
echocardiography 
(present: Y

es; or 
not: N

o) 
C

onduction 
D

isturbance  
C

ardiac R
ed 

Flag, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

T
he cardiac area 

refers to any 
abnorm

ality in the 
electrical 
conduction 
system

 of the 
heart 
(present: Y

es; or 
not: N

o) 
E

F =
 E

jection 
Fraction 
 

P
atient 

B
aseline E

cho 
P

aram
eters, 

Functional 
O

utcom
e, 

S
econdary 

O
bjective 

B
aseline, 

Index, 
Follow

 up 
A

ssessm
ent 

P
eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

T
he percentage of 

blood that is 
ejected from

 the 
left ventricle of 
the heart w

ith 
each contraction, 
as recorded in the 
source  
echocardiography 
data 
%

   
IV

S
 

(Interventricul
ar S

eptum
) 

 

P
atient 

B
aseline E

cho 
P

aram
eters, 

Functional 
O

utcom
e, 

S
econdary 

O
bjective 

B
aseline, 

Index, 
Follow

 up 
A

ssessm
ent 

P
eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

T
he structure that 

separates the right 
and left ventricles 
of the heart, as 
recorded in the 
source 
echocardiography 
data 
m

m
 

L
V

E
D

D
 (L

eft 
ventricle end 
diastolic 
diam

eter) 
 

P
atient 

B
aseline E

cho 
P

aram
eters, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

T
he m

easurem
ent 

of the diam
eter of 

the left ventricle 
at the end of 
diastole, as 
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recorded in the 
source 
echocardiography 
data 
m

m
 

L
V

E
S

D
 (L

eft 
ventricle end 
systolic 
diam

eter) 
 

P
atient 

B
aseline E

cho 
P

aram
eters, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

T
he m

easurem
ent 

of the diam
eter of 

the left ventricle 
at the end of 
systole, as 
recorded in the 
source 
echocardiography 
data 
m

m
 

P
W

 (posterior 
w

all) 
 

P
atient 

B
aseline E

cho 
P

aram
eters, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

T
he thickness of 

the posterior w
all 

of the left 
ventricle, 
m

easured during 
diastole, as 
recorded in the 
source 
echocardiography 
data 
m

m
 

L
A

V
I (L

eft 
atrial volum

e 
index) 
  

P
atient 

B
aseline E

cho 
P

aram
eters, 

Functional 
O

utcom
e, 

S
econdary 

O
bjective 

B
aseline, 

Index, 
Follow

 up 
A

ssessm
ent 

P
eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

T
he volum

e of 
the left atrium

 
norm

alized to 
body surface area,  
as recorded in the 
source 
echocardiography 
data 
m

L
/m

2  
L

V
M

I (L
eft 

ventricle m
ass 

index) 
 

P
atient 

B
aseline E

cho 
P

aram
eters, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

T
he m

ass of the 
left ventricle 
norm

alized to 
body surface area, 
as recorded in the 
source 
echocardiography 
data 
m

L
/m

2 
E

/A
 R

atio 
(E

arly to atrial 
P

atient 
B

aseline E
cho 

B
aseline, 

Index, 
C

ontinuous 
E

lectronic 
health records 

T
he ratio of peak 

velocity blood 
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filling velocity 
ratio) 

P
aram

eters, 
Functional 
O

utcom
e, 

S
econdary 

O
bjective 

Follow
 up 

A
ssessm

ent 
P

eriod 

or physical 
patient file 

flow
 from

 left 
ventricular 
relaxation in early 
diastole to peak 
velocity flow

 in 
late diastole 
caused by atrial 
contraction, as 
recorded in the 
source 
echocardiography 
data 

e' L
ateral 

(m
itral annulus 

w
ave) 

 

P
atient 

B
aseline E

cho 
P

aram
eters, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

T
he early 

diastolic velocity 
of the lateral 
m

itral annulus, as 
recorded in the 
source 
echocardiography 
data 
m

m
/s 

e' S
eptal 

(m
itral annulus 

w
ave) 

m
m

/s 

P
atient 

B
aseline E

cho 
P

aram
eters, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

T
he early 

diastolic velocity 
of the septal 
m

itral annulus, as 
recorded in the 
source 
echocardiography 
data 
m

m
/s 

E
/e' L

ateral 
R

atio (E
arly 

m
itral inflow

 
velocity and 
m

itral annular 
early diastolic 
velocity ratio)  

P
atient 

B
aseline E

cho 
P

aram
eters, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

T
he ratio of early 

m
itral inflow

 
velocity to the 
early diastolic 
velocity of the 
lateral m

itral 
annulus, as 
recorded in the 
source 
echocardiography 
data 

E
/e' S

eptal 
R

atio (E
arly 

m
itral inflow

 
velocity and 
m

itral annular 

P
atient 

B
aseline E

cho 
P

aram
eters, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

T
he ratio of early 

m
itral inflow

 
velocity to the 
early diastolic 
velocity of the 
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early diastolic 
velocity ratio)  

septal m
itral 

annulus, as 
recorded in the 
source 
echocardiography 
data 

E
/e' M

ean 
R

atio (E
arly 

m
itral inflow

 
velocity and 
m

itral annular 
early diastolic 
velocity ratio)  

P
atient 

B
aseline E

cho 
P

aram
eters, 

Functional 
O

utcom
e, 

S
econdary 

O
bjective 

B
aseline, 

Index, 
Follow

 up 
A

ssessm
ent 

P
eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

T
he average ratio 

of early m
itral 

inflow
 velocity to 

the early diastolic 
velocity of the 
m

itral annulus, as 
recorded in the 
source 
echocardiography 
data 

T
ricuspid 

R
egurgitation 

V
elocity 

 

P
atient 

B
aseline E

cho 
P

aram
eters, 

Functional 
O

utcom
e, 

S
econdary 

O
bjective 

B
aseline, 

Index, 
Follow

 up 
A

ssessm
ent 

P
eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

T
he peak velocity 

of blood flow
 

through the 
tricuspid valve 
during 
regurgitation as 
recorded in the 
source 
echocardiography 
data 
m

/s 
D

iastolic 
D

ysfunction 
S

tage  
 

P
atient 

B
aseline E

cho 
P

aram
eters, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

O
rdinal 

E
lectronic 

health records 
or physical 
patient file 

T
he im

pairm
ent 

of the heart's 
ability to relax 
and fill during 
diastole. It is 
typically graded 
based on 
echocardiographi
c findings (stage 
1-2-3) 

5-5-5 Findings  
P

atient 
B

aseline E
cho 

P
aram

eters, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

velocities <
 5 

cm
/s. T

his is a 
clue to the 
diagnosis of 
C

ardiac 
A

m
yloidosis 

(present: Y
es; or 

not: N
o) 
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T
A

P
S

E
 

(T
ricuspid 

A
nnular P

lane 
S

ystolic 
E

xcursion) 
 

P
atient 

B
aseline E

cho 
P

aram
eters, 

Functional 
O

utcom
e, 

S
econdary 

O
bjective 

B
aseline, 

Index, 
Follow

 up 
A

ssessm
ent 

P
eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

T
he m

easurem
ent 

of the 
displacem

ent of 
the tricuspid 
annulus during 
systole, reflecting 
right ventricular 
function as 
recorded in the 
source 
echocardiography 
data 
m

m
 

sP
A

P
 (S

ystolic 
P

ulm
onary 

A
rtery 

P
ressure 

P
atient 

B
aseline E

cho 
P

aram
eters, 

S
econdary 

O
bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

M
easurem

ent of 
the pressure in the 
pulm

onary artery 
during systole, as 
recorded in the 
source 
echocardiography 
data 
m

m
H

g 
P

ericardial 
E

ffusion  
C

ardiac R
ed 

Flag, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

A
ccum

ulation of 
fluid in the 
pericardial sac 
exceeding the 
physiological 
am

ount 
(present: Y

es; or 
not: N

o) 
B

iatrial 
D

ilatation  
P

atient 
B

aseline E
cho 

P
aram

eters, 
S

econdary 
O

bjective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

E
nlargem

ent of 
both atria, 
(present: Y

es; or 
not: N

o) 

V
alve 

T
hickening 

 

C
ardiac R

ed 
Flag, 
S

econdary 
objective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

Increased 
thickness of heart 
valves, assessed 
via 
echocardiography 
(present: Y

es; or 
not: N

o) 
T

c99m
 P

Y
P

 
uptake; 
P

erugini score 

P
atient 

B
aseline 

C
linical 

P
aram

eters, 

B
aseline 

A
ssessm

ent 
P

eriod 

O
rdinal 

E
lectronic 

health records 
or physical 
patient file 

S
em

i-quantitative 
visual scoring 
system

 for T
c99m

 
P

Y
P

 uptake, used 
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(P
Y

P
 cardiac 

S
cintigraphy 

G
rade) 

 

S
econdary 

objective 
to differentiate 
cardiac A

T
T

R
 

from
 A

L
 

am
yloidosis 

(G
rade 0-1-2-3) 

Identification 
of hereditary 
vs. w

ild-type 
A

T
T

R
-C

M
 

(W
ild - 

V
ariant) 

P
atient 

B
aseline 

C
linical 

P
aram

eters, 
S

econdary 
objective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

W
ild and V

ariant 
type of A

T
T

R
 

C
M

, this variable 
is defined by the 
T

T
R

 m
utation test 

result, as recorded 
in the source data 

T
T

R
 m

utation 
variant 
(V

30M
, V

122l, 
T

60A
, 

A
la81T

hr, 
A

rg34G
ly, 

O
ther) 

P
atient 

B
aseline 

C
linical 

P
aram

eters, 
S

econdary 
objective 

B
aseline 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

M
utation T

ype: 
V

30M
, V

122l, 
T

60A
, A

la81T
hr, 

A
rg34G

ly and 
other 

6 m
in w

alking 
test m

 
 

Functional 
outcom

e, 
S

econdary 
objective 

Index, 
Follow

 up 
A

ssessm
ent 

P
eriod 

C
ontinuous 

E
lectronic 

health records 
or physical 
patient file 

T
ests results as 

recorded in the 
source data 

K
C

C
Q

 S
core 

per treatm
ent 

(K
ansas C

ity 
C

ardiom
yopat

hy 
Q

uestionnaire)  

Functional 
outcom

e, 
S

econdary 
objective 

Index, 
Follow

 up 
A

ssessm
ent 

P
eriod 

O
rdinal 

E
lectronic 

health records 
or physical 
patient file 

A
ssessing 

physical 
lim

itations, 
sym

ptom
s, self-

efficacy, social 
interference, and 
quality of life in 
heart failure 
patients. 

H
ospitalization 

due to C
H

F 
(C

hronic H
eart 

Failure) 

H
ospitalization 

data, P
rim

ary 
objective 

Follow
 up 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

A
dm

ission to a 
hospital 
specifically for 
the treatm

ent of 
C

hronic H
eart 

Failure w
ill be 

recorded from
 

electronic 
healthcare records 
trough 
international 
classification 
system

 codes and 
assessm

ent of 
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prim
ary 

investigator, IC
D

 
codes in the E

H
R

 
and assessm

ent of 
the investigator 
w

ill be used to 
classify the 
reason of 
hospitalization 
event as C

H
F, the 

IC
D

 codes are 
defined at S

ection 
9.3.1. 

A
dm

ission to 
the em

ergency 
departm

ent due 
to C

H
F 

(present: Y
es; 

or not: N
o) 

E
m

ergency 
adm

ission data, 
P

rim
ary 

objective 

Follow
 up 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

E
m

ergency 
adm

ission w
ill be 

recorded from
 

electronic 
healthcare records 
trough 
international 
classification 
system

 codes and 
assessm

ent of 
prim

ary 
investigator, IC

D
 

codes in the E
H

R
 

and assessm
ent of 

the investigator 
w

ill be used to 
classify the 
reason of 
adm

ission of the 
em

ergency event 
as C

H
F, the IC

D
 

codes are defined 
at S

ection
 8.3.1. 

C
ardiovascular 

related 
hospitalization
s (present: 
Y

es; or not: 
N

o) 

H
ospitalization 

data, 
S

econdary 
objective 

Follow
 up 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

C
ardiovascular 

related 
hospitalizations 
w

ill be recorded 
from

 electronic 
healthcare records 
trough 
international 
classification 
system

 codes and 
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A
ny 

discontinuation 
of T

afam
idis 

(Y
es/N

o) 

P
rim

ary and 
secondary 
objective 

Follow
 up 

A
ssessm

ent 
P

eriod 

N
om

inal 
E

lectronic 
health records 
or physical 
patient file 

T
he cessation of 

T
afam

idis 
treatm

ent for any 
reason (Y

es/N
o) 

T
afam

idis 
discontinuation 
reason (1. 
M

ortality, 2. 
R

eim
bursem

en
t rule, 3. L

ost 
to follow

 up, 4. 
other) 

P
rim

ary and 
secondary 
objective 

Follow
 up 

A
ssessm

ent 
P

eriod 

O
rdinal 

E
lectronic 

health records 
or physical 
patient file 

T
afam

idis 
D

iscontinuation 
R

eason: 
(1. M

ortality, 2. 
R

eim
bursem

ent 
rule, 3. L

ost to 
follow

 up, 4. 
other) 

 T
he dates of param

eters obtained from
 tests such as E

C
G

 and echocardiography recorded at 
baseline, index, and follow

-up dates w
ill be entered into the eC

R
F system

. 

 8.3.1. D
efin

ition
 of C

H
F

-, C
V

- related
 h

osp
italization

s an
d

 em
ergen

cy ad
m

ission
s, and

 R
ed

 
F

lags 

In our study, C
H

F and C
V

-related hospitalizations w
ill be defined as follow

ing:  

In this center and T
urkish clinical practice, a h

osp
italization

 or em
ergen

cy ad
m

ission
 d

u
e to ch

ron
ic 

h
eart failu

re is defined as an unplanned hospital adm
ission due to w

orsening heart failure sym
ptom

s 
requiring intravenous diuretics, inotropic support, or other advanced heart failure therapies. In the 
electronic healthcare records international classification system

 codes (V
ersion of IC

D
 10, such as I50 

H
eart Failure and its subcodes I50.1 L

eft ventricular failure, I50.2 S
ystolic H

eart F
ailure, I50.3 

D
iastolic H

eart F
ailure, I50.4 C

om
bined H

eart F
ailure, I50.8 C

om
bined H

eart F
ailure, etc.) for chronic 

heart failure hospitalization is defined and w
ell recorded in this site. E

m
ergency adm

issions for causes 
not related to chronic heart failure could not be accurately and com

pletely captured; thus, these w
ill 

not be recorded in C
R

F. 

A
 card

iovascu
lar-related

 h
osp

italization
 is defined as an unplanned hospital adm

ission due to any 
cardiovascular event, in the electronic healthcare records international classification system

 codes 
such as I42 C

ardiom
yopathy, I44 A

trioventricular and left bundle branch block, I51 C
om

plications 
and ill-defined descriptions of heart disease, I50 H

eart Failure, etc.) . T
he prim

ary investigator is going 
to evaluate all cardiovascular and chronic heart failure related hospitalizations in term

s of general 
practice in T

urkey. 

W
e identified specific card

iac and extra-card
iac sym

ptom
s and signs indicative of cardiac 

am
yloidosis, w

hich are classified as red
 flags. T

hese w
ere organized based on the guidelines from

 
 P

osition S
tatem

ent of the E
uropean 

S
ociety of 

(G
arcia-P

avia P
, R

apezzi C
, A

dler Y
, et al. D

iagnosis and treatm
ent of 

cardiac am
yloidosis: A

 position statem
ent of the E

S
C

 W
orking G

roup on M
yocardial and P

ericardial 
D

iseases. E
ur H

eart J -2021;42(16):1554
1568.), som

e red flags m
entioned in the position 

statem
ent are not used or m

easured in daily clinical practice, therefore they are not planned to be 
included in the study. 
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E
xtra-card

iac R
ed

 F
lags 

- C
arpal T

unnel S
yndrom

e, P
eripheric N

europathy, L
um

bar S
tenosis, R

enal Insufficiency (creatinine 
and G

FR
). 

C
ard

iac R
ed

 F
lags 

- E
levated N

T
 P

roB
N

P
 and troponin, P

seudo infarct S
ign, V

oltage M
ism

atch, C
onduction D

isorder, 
Increased W

all T
hickness (Interventricular septum

), P
ericardial E

ffusion. 

 8.4. D
ata S

ou
rces 

T
his is a retrospective study of existing healthcare data collected; no participants w

ill be actively 
enrolled and there w

ill be no collection of any prim
ary data. A

ll pseudonym
ized data w

ill be entered/ 
collected in a standardized case report form

 (C
R

F) designed specifically for this study. D
ata w

ill be 
collected from

 individual patient m
edical records m

aintained in the C
entre according to clinical 

practice in paper or electronic version. A
n electronic case report form

 (eC
R

F) w
ill be utilized to ensure 

efficient data collection and m
anagem

ent. D
ata collection w

ill be perform
ed by trained person w

ho 
are fam

iliar w
ith the study protocol and the clinical data being collected. T

hese individuals w
ill be 

responsible for accurately entering the pseudonym
ized data into the eC

R
F

. 

T
he data collection process w

ill involve review
ing patient m

edical records and extracting relevant 
inform

ation according to predefined criteria outlined in the study protocol. T
he pseudonym

ized data 
w

ill be collected from
 site and w

ill be processed for further analysis. For pseudonym
ization, each 

participant w
ill have a specific code. O

nly the site investigators w
ill be able to link the code w

ith the 
participant.  

H
ospitalizations and em

ergency departm
ent visits due to C

H
F w

ill be ascertained by the prim
ary 

investigator using IC
D

 codes and supporting hospital records. T
he prim

ary investigator w
ill verify 

that the event w
as prim

arily caused by chronic heart failure, based on the patients' history, laboratory 
results, and m

edications recorded in the discharge hospitalization or em
ergency sum

m
ary form

. 

T
he validity of the recording and coding of the data w

ill be ensured through several m
easures. First, 

the C
R

F w
ill be designed to capture standardized clinical inform

ation, reducing variability in data 
entry. S

econd, the study site team
 responsible for data collection w

ill undergo training to ensure 
consistency and accuracy in data abstraction. T

hird, quality review
 by C

R
O

 w
ill be conducted to verify 

the accuracy and com
pleteness of the recorded data. 

 8.5.  S
tu

d
y S

ize 

 

 Furtherm
ore, to m

inim
ize selection bias, all patients diagnosed w

ith A
T

T
R

-C
M

 treated 
w

ith tafam
idis in this center and w

ho m
eet the inclusion criteria w

ill be eligible during the 24 m
onths 

planned for enrollm
ent procedures and until the target num

ber of enrolled patients is reached 
according to the planned tim

eline. 
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8.6.  D
ata M

an
agem

en
t  

D
ata m

anagem
ent w

ill be perform
ed by the C

R
O

 acting on behalf of P
fizer.  

D
ata C

ollection
 and

 E
n

try: P
atient data w

ill be collected retrospectively from
 electronic health 

record system
s m

aintained at the single participating center. T
he treatm

ent protocol notes data w
ill be 

collected in the eC
R

F. T
he data collection period is betw

een January 2023 and S
eptem

ber 2025. 
P

atient data w
ill be collected during the baseline diagnosis period and then throughout the treatm

ent 
period (w

hile the patient is under tafam
idis treatm

ent) during follow
-ups period. T

he study does not 
involve any patient contact and w

ill not im
pact the care patients receive. Preidentified data regarding 

the patients w
ill be collected in electronic C

ase R
eport Form

s eC
R

F and analyzed to accom
plish the 

proposed study objectives. 

D
ata w

ill be collected on the e-C
R

F
 application, w

hich w
ill be prepared based on the C

R
F that w

ill 
be developed specifically for this study. T

he e-C
R

F w
ill m

eet the scientific, regulatory, and logistical 
requirem

ents of the study before it is used to record data for this study. B
efore using the e-C

R
F, all 

users w
ill receive training on the system

 and study specific training.  

T
he single investigator from

 a single center and a site coordinator w
ill be defined in the system

. Form
 

controls w
ill be used for the appropriate data fields (for data fields w

ith clear boundaries and content), 
this w

ill prevent any data entry outside the lim
its set for the investigator. For data fields that cannot 

be lim
ited by form

 controls but have boundaries, autom
atic form

 controls w
ill be provided in the 

system
. 

A
ll data required for the study, including nurses

 m
easurem

ents, patient dem
ographics and necessary 

previous m
edical records w

ill be recorded to the e-C
R

F m
anually by the investigator. T

he investigator 
is responsible for the accuracy of these m

anually recorded data. 

D
uring patient data entry, the faulty/m

issing data scan w
ill be perform

ed by the e-C
R

F
 autom

atically. 
In this w

ay, any form
 w

ith faulty or m
issing data w

ill not be allow
ed to send data to e-C

R
F, and 

w
arning m

essages w
ill be displayed on the com

puter screen to the person entering the data to ensure 
that he/she enter data correctly and com

pletely. 

D
ata cleaning and, if necessary, source data verification w

ill be conducted. A
fter cleaning, the 

database w
ill be locked, and the data w

ill be extracted in the appropriate form
at. 

P
atient identity should not be discernible from

 the data provided on the e-C
R

F and docum
ents that 

w
ill be stored as source data on patient file of this study. A

ll data collected w
ill be approved and signed 

and acceptance of the data as being com
plete and accurate.  

D
ata T

yp
es: C

ollected data w
ill include sociodem

ographic characteristics, clinical param
eters, 

diagnostic results, treatm
ent details, and patient outcom

es, as detailed in the study protocol. T
he 

m
edical 

charts 
of 

all 
eligible 

patients 
w

ere 
review

ed 
for 

the 
follow

ing 
data: 

dem
ographic 

characteristics, 
lab 

tests, 
serum

 
free 

light 
chain 

levels, 
S

erum
/urine 

protein/im
m

unofixation 
electrophoresis, genetic tests, E

C
G

, E
chocardiography, S

cintigraphy results S
P

E
C

T
 results. 

D
ata E

n
try: D

ata w
ill be entered into a secure, passw

ord-protected electronic database ensuring 
com

pliance w
ith relevant regulations and guidelines.  

D
ata V

alid
ation

: A
ll data entries w

ill be double-checked for accuracy by designated personnel. A
ny 

discrepancies w
ill be discussed w

ith investigator resolved by cross-referencing the source docum
ents. 
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8.6.1. C
ase R

ep
ort F

orm
s/D

ata C
ollection

 T
ools/E

lectron
ic D

ata R
ecord

 

A
s used in this protocol, the term

 C
R

F should be understood to refer to either a paper form
 or an 

electronic data record or both, depending on the data collection m
ethod used in this study. 

A
 C

R
F is required and should be com

pleted for each included patient. T
he com

pleted original C
R

F
s 

are the sole property of P
fizer and should not be m

ade available in any form
 to third parties, except 

for 
authorized 

representatives 
of 

P
fizer 

or 
appropriate 

regulatory 
authorities, 

w
ithout 

w
ritten 

perm
ission from

 P
fizer. T

he investigator shall ensure that the C
R

Fs are securely stored at the study 
site in encrypted electronic form

 and w
ill be passw

ord protected to prevent access by unauthorized 
third parties. 

T
he investigator has ultim

ate responsibility for the collection and reporting of all clinical, safety, and 
laboratory data entered on the C

R
Fs and any other data collection form

s (source docum
ents) and 

ensuring that they are accurate, authentic/original, attributable, com
plete, consistent, legible, tim

ely 
(contem

poraneous), enduring, and available w
hen required. T

he C
R

Fs m
ust be signed by the 

investigator or by an authorized staff m
em

ber to attest that the data contained on the C
R

Fs are true. 
A

ny corrections to entries m
ade in the C

R
Fs or source docum

ents m
ust be dated, initialed, and 

explained (if necessary) and should not obscure the original entry. 

T
he source docum

ents are the hospital or the physician's chart. In these cases, data collected on the 
C

R
Fs m

ust m
atch those charts.  

 8.6.2. R
ecord

 R
eten

tion
 

T
o enable evaluations and/or inspections/audits from

 regulatory authorities or P
fizer, the investigator 

agrees to keep records, including the identity of all participating patients (sufficient inform
ation to 

link records, eg, C
R

Fs and hospital records), copies of all e-C
R

Fs, safety reporting form
s, source 

docum
ents, detailed records of treatm

ent disposition, and adequate docum
entation of relevant 

correspondence (eg, letters, m
eeting m

inutes, and telephone call reports). T
he records should be 

retained by the investigator according to local regulations or as specified in the clinical study 
agreem

ent (C
S

A
), w

hichever is longer. T
he investigator m

ust ensure that the records continue to be 
stored securely for so long as they are retained. 

If the investigator becom
es unable for any reason to continue to retain study records for the required 

period (eg, retirem
ent, relocation), Pfizer should be prospectively notified. T

he study records m
ust be 

transferred to a designee acceptable to P
fizer, such as another investigator, another institution, or to 

an independent third party arranged by Pfizer.  

S
tudy records m

ust be kept for a m
inim

um
 of 15 years after com

pletion or discontinuation of the 
study, unless or as required by applicable local regulations.  

T
he investigator m

ust obtain P
fizer's w

ritten perm
ission before disposing of any records, even if 

retention requirem
ents have been m

et. 

 8.7.  D
ata A

n
alysis  

T
he anonym

ously collected data of each patient cohort w
ill be analyzed w

ith an exploratory data 
analysis approach. T

he de-identified dataset w
ill be analyzed using statistical softw

are. D
escriptive 
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statistics, survival analyses, and exploratory m
ethods w

ill be em
ployed to address study objectives. 

O
utliers and data inconsistencies w

ill be 
review

ed and addressed before final 
analysis. O

nly 
descriptive statistics w

ill be reported and no effort to determ
ine statistical significance w

ill be m
ade. 

H
ospitalization and em

ergency departm
ent adm

ission rates attributable to chronic heart failure, as w
ell 

 

O
verall survival w

ill be described using the K
aplan

M
eier m

ethod, appropriately accounting for 
 

described using m
eans (standard deviations) for continuous variables and proportions for categorical 

variables. 

M
issing data w

ill not be im
puted; all analyses w

ill be based on available data, w
ith the num

ber of 
m

issing observations reported for each variable w
here applicable. 

D
etailed m

ethodology for sum
m

ary and statistical analyses of data collected in this study w
ill be 

docum
ented in a statistical analysis plan (S

A
P), w

hich w
ill be dated, filed, and m

aintained by the 
sponsor. T

he S
A

P
 m

ay m
odify the plans outlined in the protocol; any m

ajor m
odifications of prim

ary 
endpoint definitions or their analyses w

ould be reflected in a protocol am
endm

ent. 

 8.8.  Q
u

ality C
on

trol 

B
efore the study launch, study personnel w

ill review
 data collection and processing procedures, w

ith 
all study-related trainings recorded in a training log. 

T
he principal investigator and a designated C

R
O

 team
 w

ill m
onitor the study data for accuracy and 

com
pleteness, conducting periodic review

s to ensure adherence to the study protocol, quality of data 
collection, and com

pleteness of datasets, follow
ing S

O
P

s for all aspects of data collection, entry and 
data analysis consistency and reliability. T

he analytic dataset consisting of the collected data w
ill be 

validated by the principal Investigator or designee w
ho w

ill verify the follow
ing:  

 
R

eview
 of illogical data or atypical values (incl. the values out of range and w

ith different 
units/ inform

ation of w
hat is indicated in T

able 1. V
ariables of interests);  

 
V

erification of conflicting data;  

 
 

 
V

erification of accuracy of the collected data by com
parison w

ith the source docum
ents.  

integrity, including archiving of statistical program
s, appropriate docum

entation of data cleaning and 
validation of derived variables. G

uidelines for data collection and data quality checks w
ill be described 

in the M
onitoring and D

ata Q
uality O

versight P
lan. 

 A
 record of data quality problem

s and resolutions w
ill be kept through docum

ented m
eeting m

inutes. 

A
ll inconsistencies and/or data quality issues w

ill be docum
ented. R

evisions of study docum
ents w

ill 
be noted in order to capture the change m

ade, the change date, identification of the individual m
aking 
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the change, as w
ell as noting any further actions to be taken to identify and/or resolve additional data 

quality problem
s of this type.  

E
lectronic D

ata w
ill be stored in a secure, passw

ord-protected database w
ith restricted access in 

com
pliance w

ith all local applicable law
s and regulations, w

ith regular backups to prevent loss, 
physical paper version records w

ill be stored in a locked, secure location accessible only to authorized 
personnel. S

tatistical program
m

ing and datasets used to generate study results w
ill be archived w

ith 
version control, ensuring reproducibility of analyses. 

D
ata collection and processing w

ill be lim
ited to necessary data for study objectives, w

ith data 
pseudonym

ized to protect participant privacy. 

S
tatistical analysis scripts and program

m
ing used for the study w

ill be independently review
ed by a 

biostatistician for accuracy and com
pliance w

ith study objectives. A
ll statistical code and datasets w

ill 
be archived and available for audit as required. 

 8.9. S
tren

gth
s an

d
 L

im
itation

s of th
e R

esearch
 M

eth
od

s 

T
his study w

ill provide insights into the clinical outcom
es of A

T
T

R
-C

M
 patients treated w

ith 
tafam

idis in T
urkey. T

his localized focus on a unique population adds to the lim
ited data on regional 

variations in the disease and treatm
ent outcom

es.  

T
his study w

ill have several lim
itations. B

eing a single-center study, the findings m
ay not be 

generalizable to other centers, regions, or healthcare system
s w

ith different patient populations and 
practices. M

edical records m
ay have m

issing or incom
plete inform

ation (e.g., certain biom
arkers, 

im
aging results, or m

edication adherence data). 

A
scertainm

ent of C
H

F hospitalization w
ill be done by a principle investigator using all available 

records; potential m
isclassification of the reasons for hospitalizations is possible. T

o partially address 
the issue of m

isclassification, all C
V

 hospitalizations w
ill be captured and recorded in C

R
F as w

ell. 

E
m

ergency adm
issions for causes other than C

H
F w

ill not be captured and analyzed. T
here is a 

potential, that som
e of the em

ergency adm
issions could be related to cardio-vascular causes, but full 

verification m
ay not be possible; this w

ill rem
ain a lim

itation of the current study.  

O
nly patients diagnosed and treated at the single participating center w

ill be included, w
hich could 

lead to a selection bias. P
atients lost to follow

-up or those w
ho did not com

plete tafam
idis treatm

ent 
m

ay not be fully represented.  

T
he design of the study does not include a com

parative arm
 and does not allow

 for robust causal 
conclusions related to tafam

idis treatm
ent effectiveness or safety. 

 8.10. O
th

er A
sp

ects 

N
ot A

pplicable 
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9. P
R

O
T

E
C

T
IO

N
 O

F
 H

U
M

A
N

 P
A

R
T

IC
IP

A
N

T
S

 

9.1. P
atien

t In
form

ation
  

A
ll parties w

ill com
ply w

ith all applicable law
s, including law

s regarding the im
plem

entation of 
organizational and technical m

easures to ensure protection of patient personal data. S
uch m

easures 
w

ill include om
itting patient nam

es or other directly identifiable data in any reports, publications, or 
other disclosures, except w

here required by applicable law
s.  

T
he personal data w

ill be stored at the study site in encrypted electronic form
 and/or paper version 

and w
ill be passw

ord protected or secured in a locked room
 to ensure that only authorized study staff 

have access. T
he study site w

ill im
plem

ent appropriate technical and organizational m
easures to 

ensure that the personal data can be recovered in the event of disaster. In the event of a potential 
personal data breach, the study site shall be responsible for determ

ining w
hether a personal data breach 

has in fact occurred and, if so, providing breach notifications as required by law
. 

T
o protect the rights and freedom

s of natural persons w
ith regard to the processing of personal data, 

w
hen study data are com

piled for transfer to P
fizer and other authorized parties, patient nam

es w
ill be 

rem
oved and w

ill be replaced by a single, specific, num
erical code, based on a num

bering system
 

defined by P
fizer. A

ll other identifiable data transferred to P
fizer or other authorized parties w

ill be 
identified by this single, patient-specific code. T

he investigator site w
ill m

aintain a confidential list of 

identity. In case of data transfer, P
fizer w

ill m
aintain high standards of confidentiality and protection 

clinical study agreem
ent and applicable privacy law

s. 

 9.2.  P
atien

t C
on

sen
t 

A
s this study does not involve data subject to privacy law

s according to applicable legal requirem
ents, 

obtaining inform
ed consent from

 patients by P
fizer is not required.  

 9.3.  In
stitu

tion
al R

eview
 B

oard
 (IR

B
)/ E

th
ics C

om
m

ittee (E
C

) 

T
here m

ust be prospective approval of the study protocol, protocol am
endm

ents, and other relevant 
docum

ents 
(e.g., 

inform
ed 

consent 
form

s 
if 

applicable) 
from

 
the 

relevant 
IR

B
s/E

C
s. 

A
ll 

correspondence w
ith the IR

B
/E

C
 m

ust be retained. C
opies of IR

B
/E

C
 approvals m

ust be forw
arded 

to P
fizer.  

 9.4.  E
th

ical C
on

d
u

ct of th
e S

tu
d

y 

T
he study w

ill be conducted in accordance w
ith legal and regulatory requirem

ents, as w
ell as w

ith 
scientific purpose, value, and rigor and follow

 generally accepted research practices described in:  

 
G

uidelines for G
ood P

harm
acoepidem

iology P
ractices (G

P
P

). P
ublic P

olicy C
om

m
ittee, 

International S
ociety of P

harm
acoepidem

iology. P
harm

acoepidem
iology and D

rug S
afety 

2016; 25:2-10. 
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G

ood practices for real-w
orld data studies of treatm

ent and/or com
parative effectiveness: 

R
ecom

m
endations from

 the joint IS
P

O
R

-IS
P

E
 S

pecial T
ask Force on real-w

orld evidence in 
health care decision m

aking 

 
International E

thical G
uidelines for E

pidem
iological S

tudies issued by the C
ouncil for 

International O
rganizations of M

edical S
ciences (C

IO
M

S
) 

 
T

he E
N

C
eP

P
 C

ode of C
onduct for scientific independence and transparency in the conduct of 

pharm
acoepidem

iological and pharm
acovigilance studies 

 
E

uropean M
edicines A

gency (E
M

A
) E

uropean N
etw

ork of C
entres for 

P
harm

acoepidem
iology and P

harm
acovigilance (E

N
C

eP
P

) G
uide on M

ethodological 
S

tandards in P
harm

acoepidem
iology 

http://w
w

w
.encepp.eu/standards_and_guidances/m

ethodologicalG
uide.shtm

l  

 10. M
A

N
A

G
E

M
E

N
T

 A
N

D
 R

E
P

O
R

T
IN

G
 O

F
 A

D
V

E
R

SE
 E

V
E

N
T

S
/A

D
V

E
R

S
E

 R
E

A
C

T
IO

N
S

  

R
E

Q
U

IR
E

M
E

N
T

S 

T
his study protocol requires hum

an review
 of patient-level unstructured data; unstructured data refer 

to 
verbatim

 
m

edical 
data, 

including 
text-based 

descriptions 
and 

visual 
depictions 

of 
m

edical 
inform

ation, such as m
edical records, im

ages of physician notes, neurological scans, x-rays, or 
narrative fields in a database. T

he review
er is obligated to report safety events (A

E
s/S

A
E

s) w
ith 

explicit attribution to any P
fizer product that appear in the review

ed inform
ation (defined per the 

patient population and study period specified in the protocol).  

E
xplicit attribution is not inferred by a tem

poral relationship betw
een drug adm

inistration and an A
E

 
but m

ust be based on a definite statem
ent of causality by a healthcare provider linking drug 

adm
inistration to the A

E
 w

ith such causality docum
ented in the m

edical chart. 

N
on-Interventional Study 

A
dverse E

vent R
eport F

orm
 for P

rotocols w
ith Stipulated A

ctive C
ollection of A

dverse E
vents

after referred to as the N
IS A

E
M

 R
eport F

orm
 are as follow

s:  

 
A

ll safety events w
ith explicit attribution to an

y P
fizer dru

g that appear in the review
ed 

inform
ation m

ust be recorded on the C
R

F
 and reported, w

ithin 24 hours of aw
areness, to P

fizer 
S

afety using the N
IS

 A
E

M
 R

eport Form
. 

 
S

cenarios involving drug exposure, including exposure during pregnancy
(a), breastfeeding, 

m
edication error, overdose, m

isuse, extravasation, lack of efficacy, and occupational exposure, 
and off-label use associated w

ith the use of any P
fizer product m

ust be reported, w
ithin 24 

hours of aw
areness, to P

fizer Safety using the N
IS

 A
E

M
 R

eport Form
. 

(a) E
xposure during pregnancy (E

D
P

) reports are reportable using the N
IS

 A
E

M
 R

eport Form
 

and the E
D

P
 S

upplem
ental Form

, irrespective of the presence of an associated safety event. 

For exposure during pregnancy in studies exclusively of pregnant people, data on the exposure 
to tafam

idis during pregnancy, are not reportable. H
ow

ever, if the m
other or the fetus 

experiences any safety event (either serious or non-serious), the event m
ust be reported w

ithout 
the event E

D
P

.  
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For these safety events w
ith an explicit attribution or scenarios involving exposure to any P

fizer 
product, the safety inform

ation identified in the unstructured data review
ed is captured in the E

vent 
N

arrative section of the report form
, and constitutes all clinical inform

ation know
n regarding them

. 
N

o follow
-up w

ill be conducted. 

A
ll the dem

ographic fields on the N
IS

 A
E

M
 R

eport Form
 m

ay not necessarily be com
pleted, as the 

form
 designates, since not all elem

ents w
ill be available due to privacy concerns w

ith the use of 
secondary data sources. W

hile not all dem
ographic fields w

ill be com
pleted, at the very least, one 

patient identifier (e.g., gender, age as captured in the narrative field of the form
) w

ill be reported on 
the N

IS
 A

E
M

 R
eport Form

, thus allow
ing the report to be considered a valid one in accordance w

ith 
pharm

acovigilanc
35-year-

. O
ther identifiers w

ill have been rem
oved. 

be docum
ented in m

onth/year (m
m

m
/yyyy) form

at rather than day/m
onth/year (D

D
/M

M
M

/Y
Y

Y
Y

) 
 

A
ll site/research staff m

em
bers m

ust com
plete the follow

ing P
fizer training requirem

ents: 

 
 

  

T
his training m

ust be com
pleted by research staff m

em
bers prior to the start of data collection. A

ll 

com
pletion of the training, w

hich m
ust be kept in a retrievable form

at. C
opies of all signed training 

statem
ents m

ust be provided to P
fizer. 

 11. P
L

A
N

S
 F

O
R

 D
IS

S
E

M
IN

A
T

IN
G

 A
N

D
 C

O
M

M
U

N
IC

A
T

IN
G

 S
T

U
D

Y
 R

E
S

U
L

T
S

 

T
he results of the study are intended to be published in the scientific literature or presented at a 

scientific congress. T
he study team

 w
ill follow

 the International C
om

m
ittee of M

edical Journal E
ditors 

(IC
M

JE
) criteria to determ

ine authors, and all authors w
ho m

eet these criteria w
ill be offered 

authorship.  

In the event of any prohibition or restriction im
posed (e.g., clinical hold) by an applicable com

petent 
authority in any area of the w

orld, or if the investigator is aw
are of any new

 inform
ation w

hich m
ight 

influence the evaluation of the benefits and risks of a P
fizer product, P

fizer should be inform
ed 

im
m

ediately. 

 12. R
E

F
E
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E
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E
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e 39, Issue 2, M

ay 2013, P
ages 323-345 

2. 
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treatm
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rends in C
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