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The purpose of the Checklist developed by ENCePP is to stimulate consideration of important
epidemiciogical principles when designing a pharmacoepiderniclogical or pharmacovigllance
study and writing 8 study protocol. The Checklist is intended to promote the quality of such
studigs, not thelr unifermity. ENCePP welcomes innovative designs and new methads of
resaarch. The user is also referred to the ENCePP Guide on Methodological Standards in
Pharmacoepidemniclogy which reviews and gives direct electronic access to guidance for
research in pharmacoepidemiclogy and pharmacovigilance.

For wach of the guestions of the Checklist, the investigator should indicate whether or not it
has been addressed in the study protocol. If the anawer is "Yes”, the page number(s) of the
pratocel where this issve has been discussed should be specified. It is possible that some
questions do not apply to a particular study (for example in the case of an innovative study
design). In this case, the answer "NJA° (Not Applicable) can be chiecked and the “Comments”
figld included for gach section should be used to explain why. The “Comments” field can also
be used bo elaborate on & “No™ answer,

Section 1: Research question Yes | Mo | N/A Page
Number{s
1.1 Does the formulation of the research question clearty
explain: = ]
1.1.1 Why the study is wnduu:ld? {#.9. b0 sddress an
Inpartant public Realth concer, & fek idestifed in the ik
g il plisn, an ping salety nsue) E -‘
1.1.2 The objectives of the study?
1.2 Does the farmulation of the research question
specify: (0|0 9.0
1.2.1 The target population? (ie. pegulation o wbgrous ta
whom tre Study fesaults A inbended 10 be genenalised] & O O
1.2.2 Which formal hypothesis{-as) ks (are) to be
tested? B|O)|O 5
1.2.3 if applicable, that there is no a prior
hesis?

Comments:
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Section 2: Source and study populations
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Page
Humber(s]

1.1 Is the source population described?

a

O

2.2 15 the planned study population defined in terms of:
2.2.1 Study time period?
2.2.2 Age and $ex?
2.2.3 Country af origin?
2.2 .4 Disease/indication?
2.2.5 Co-marbidity?
2.1.6 Seasonality?
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2.3 Does the protocsd defing how the study population
will b sarmpled from the SoUrce popUlation? (e.g. event or
i e clugion Critenia)

(N
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T

Comments:

Section J: Study design

N/A

Hurmber]s)

1.1 Does the specily the primary and secondary
{if applicable) endpaint{s) to be investigated?

1.2

3.2 1= the study design described? (e.g. cohort, case-control,
randomissd oanirgiled trisl, raw o shenathve dasign}

I2.a

3.3 Does the protocod describe the measure(s) of effect?
{#.5. relative ik, oddi ratio, desthi par 1000 pariod: yoirs, ABaciils

O

EMTS

3.4 Is sample size consigered?

O

El

3.5 Is statistical power calculated?

&

Comments:

Saction 4; DAth sources

Fes

L

4,1 Does the protocol describe the data source(s) used in
the study for the ascertainment of:
4,1.1 Expasure? (e.9, m-mdw general practice
prescribing, caird data, seil-rapor, face-to-Tace interview, e2c)

4,1.2 Endpoinks? (e.g. cinical records, ladoratany markers or
walyms, claims Sats, sl neport, patent interview inchading scakes
and questinnnsines, vital stabistics, et)

4.1.3 Covariates?

A "

3.3
3.0
AR_IE

4.2 Does the protocol describe the information available
from the data seurce{s]) on:
4.2.1 Expodure? (e.g. date of dspensing, dnx quantity, dose,
PUMBer of darys O SUpHY PREECription, duily dosage, DRESCnbDer)

4.2, 2 Endpoints? (e.q. dete of occurrence, mulbiphe evenk,
werwnrily Spaiorid rilabid b dreeit]

.q.-ﬂ
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Section 4: Data sources

Nf&

Page
Mumber{s}

§.2.3 Covariates? (eg. ope, sex, Chnical nd drug uss REstodny,
co-morbidity, co-medications, e style, e ]

Ol

O
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4.3 Is the coding system described for;
4.3.1 Diseases? [eg. Intemationsl Clssification of Diseases
(ECDp-10]

4.3.2 Endpoints? (e.g. Madical Dictionsy Tor Regulatory
Activites| MedDRA] for adverse gvents)

4.3,3 Exposure? (e.g. Wil Drug Daticsary, Anatomical
I [& i

§.5.
241.25

4.4 [5s the linkage method betwesn data sources
described? (eg. based on a unigue dentifier or okher]

O ¥ ¥ |®

O OO O

O oo o

Comments;

Section 5: Exposure definition and measurement

Yaos

LT
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5.1 Does the protocol describe how exposure |5 defined
and maasured? (e.g. cperabional detsils for defining and
CAbEgrtEng eaporsune]

A: 08

5.2 Does the protocal discuss Uhe validity lﬂ'ﬂml‘l
MEasuUrement? (o.g. precision, BICurssy, prospective
ARCETHNMENT, SAposune information reconded before the sutcoma
peowred, uie of vabdation sub-sbudy )

5.3 Is exposure classified according o time windows?
(8.4, Clormint uler, Mo Ler, Aon-ue)

O

O

5.4 Is exposure classified based on biological mechanism
of action?

]

O

£.5 Does the protocol specify whether 8 dose-dependeant
or duration-dependent response is measured?

O

O

Comments:

M/A

Page
Humbar(s)

6.1 Does the protocel describe how the endpoints are
defined and measured?

O

19.;2.29

6.2 Does the protocel discuss the validity of endpaint

MeESUrement? (e.g. prectsion, sccuracy, sensitivity, specificy,
RIS Bridetivg vhkal, DEOSPECTivE oF PFEITSLIECTIOE BECEMBAMEnt,
use of waldation sub-study]

¥R

Comments.

Saction 7: Blages and Effect modifisrs

Yes

HiA

Page
Mumbers)

7.1 Does the protocol address:
7.1.1 Selection blases?
7.1.2 Information biages?

RE
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Section 7: Blases and Effect modifiers Yes | Mo  NJA Page
HI.H'I'IEI-I

(®.@, anbopated direction and magniude of such bukes, waldation
sl study, use of valdation snd exienal data, anslytical methods )

7.2 Does the protocel address known confounders? (eq. &
Colhection of data an keown confounders, methads of contraling foe | B8] | O | O A

| knoven gordoungery)

7.3 Does the protocol address known effect modifiers?
(0.0, collection of data on knows effect modiers, anticipsied
direction of eMect]

7.4 Does the protocol address other limitations?
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Comrments:
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Section 8: Analysis plan Page

8.1 Does the plan include measurement of absolute
affects?
8.2 Is the choice of statistical technigues described?
8.2 Are descriptive analyses included?
8.4 Are stratified analyses included?
8.5 Does the plan desoribe the methods for identifying:
B.5.1 Confeunders?
8.5.2 Effect modifigrs?
8.6 Does the plan describe how the analysis will address:
8,61 Confeunding?
B.6.2 EMect modification?
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6.1 &
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Comiments:

-
H
:

N/A Page
Humber{s)

Section 9: Quality assurance, feasibility and
reparting

9.1 Does the protocol provide information on data
storage? (esq. soft and IT o, b

| and ati-fraesd protection, srchiving)
9.2 Are methods of quality assurance described?
9,3 Does the protocod describe quality isswees related to
the data source(s)?

9.4 Does the pratocs]l discuss study feasibibty? (e.q. S
sample sipe, anticipabed exposune, duration of follgw-up 5 8 oobort
reCruitment)
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9.5 Does the pratocol specify Bmelings for
9.5.1 Study start?

9.5.2 Study progress? (e.g. end of data collection, other
Mkt o)

9.5.3 Study completion?
9.5.4 Re IngYT di.e, inberin final |

9.6 Does the protocol include a section e docement
future amendments and deviations?

9.7 Are communication methods o dissemanate resuits

|&
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Section 9: Quality assurance, feasibility and Yes | No
reporting

MNfA

described?

9.8 Is there a system in place for independent review of | [ | B
Study resulta?

Comments;
[Pescibel ‘o o gt PROVECT decuvnent

Section 10: Ethical issues Yes

10.1 Have requirements of Ethics O
Committes/Institutianal Review Board approval (e
described?

LY

10.2 Has amy outcome of an ethical review procedure M |
been sddressed?

10.3 Have data protection requirements been described? | [

Ol O Dln'
0|

)

Comments:

Cak G b

Hame of the coordinating study entity’: __C Ei E&

Name of (primary) lead investigator’: _Fine RuigoMEZ
oate: 30/ B /2812 ,
Signature: /ﬂ' ‘IQ"""\ F "'-L___

© A legal person, iratieion or organisation wiich balosy responaBility for The deiign eddior the MAnEjement of & Sludy.
Thee | prievsary | osd imsvestagaior i the person suthorned fo represent e coprdinating tudy entity.

vebrall FELgOirabidRy for The shudy Soross sl pibes,
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