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The Euro oean Network of Cent res foc Pharma coepldemjology and Pharmllcoylgjlance 
IENeePf) welcomes InnOVillt ive designs and new methods of research. This Checklist has 
been develo ped by ENCePP to st imulate considerat ion of import ll ot principles when designing 
and writing /I phllrrnllcoe pidemlolog lal l or pharmllcovigll;mce study protocol. The Cbeck list is 
int ended to promote the qUll lity of such studies, not t heir uniformity. The user Is also 
referrt'd t o the ENCepp GYide On Met hodolog ica l St andard s in fItlanDlI coepldemloloay which 
rev iews lind gives direct electronic access to Quidance for research In phllrmacoepldemlology 
lind pharmacovlgllance. 

FOt each question 0' the Checklist, the Invest igator should IndICate whe ther or not It has 
been addressed In the study protocol. If the answer Is "yes", tile page number(s) 0' the 
protocol whe re this Issue has been discussed should be spedfied. It Is possible that some 
questions do not epply to a perticul ar study (for exemple In the case of an Innovative study 
design) . I n th is case, the enswer ' N/ A' ( Not AppllCllble) ClIn be checked and the "Comment$" 
" eld Ind uded 'or eecn sectIon should be used to exple ln why . The "Comments" field can ersc 
be used to elaborate on e "No"enswer. 

'nus Che<:kllst should be Ind Uded as en Annex by market ing authorisa t ion ho lde~ wilen 
submittIng the protocol of a nen-euervenuener post-authorisation safety study (PASS) to e 
regulatory author ity (see the Guidance on the foanll! llnd content of the protocol of non
interventi onll ! post 'lluthprlsat ion safety studiCi ). Note, the Checklist Is II supporting 
document llnd does not replllCe the formllt of t he prot ocol for PASS es recommended In the 
Gu lden~ end Module VIlI of the Good p h llrm llcov lll lla n~ practices (GVP). 

Section 1 ; Mllestgnes 

1.1 Does the protocol speci fy nmeunes for 
1.1 .1 Stll rt of data collection ' 
1.1.2 End of eete collection' 
1.1.3 Study progress report(s ) 
1.1.4 Interim progress report (s) 
1.1.5 Reglstratlon In the EU PAS register 
1.1.6 Final rep ort of stu dy results. 
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Comments: 
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I PlOte from _ """'-!>on on tile ftl"lt ot""Y is tim recorded In tile otllCly ~lOtltSel or, .. tIIe caw of oeconclrf
 
use of elata, tile <Io>le from _ data utra<tlon $talt$.
 
' Date from wl\id'ltlle ~ <Iatltsel is comQleIeIy av. ,_ ,
 



SectIon ] ; Study deslon Y.. N. N" Pai e 
NUlIlber !.H 

3. ' Is the study design described ? (t.g. _ , ca"" <oW ol , 0 0 0 12-13ror\<lOml$@<l controllf!(JlrI'Il, ne.. or , ~"""'l l ~ d"'lln) 

3. 2 Does the protocol specify the primary and secondary 0 0 0 11-1 9 
(If applicable) endpolnt(s) to be Irw est lOli ted? 

3 .3 Does the protocol describe the measure( s) of effect ? 
(e.g. relallw nole , Ddd. roao. oe.oth. per 1000 penorl· ~ e. .... 0 0 0 26-29 abSOl uteriSk, e"'en riSk, IfICl<le"'" rote r. 1I0, ,,"Un:! raltO, 
numberneedeD 10 M rm (NNIi) per ye..) 

Comments ; 

I I 

Sect io n 2 ; Rest: jI[cb questIon 

2 .1	 Does the form ulation Of the research quest ion and 
objectives clearl y explain ; 

2.1 .1 Why the study Is COnducted? (t.lI. ID ed<I.........
 

~nt P\l1)llC heo ll/l concern, a rI$k lOl'nldle<l '" l!'Ie rtSl< 
""""90"""11 JIl&n, an -vo.g salKy ISSUe) 

2. 1.2 The obJective(s) of the study? 
2. 1.3 The urget populat ion? (I.e. PDP\l" t lOfl or S<Il>QrOup 
to ..room tl>! study ~~ItI .... "'Ien<le<Ito tie generfl tS<!'d) 

2. 1.4 Which formal hypot hesls(-es) Is (are) to be 
tested ? 
2. 1.5 If applicable, that there Is 00 a priori
 
hypothesis?
 

Comments; 
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SectloQ 4; Soyrce I n d stydy popylatlons Y.. N. N/A Pag e 
Number" } 

4 .1 I s the sou rce population described? 0 0 0 12-1 5 

4.' Is the plllnned study populat ion defi ne<l ln terms of : 
4 ,2. 1 Study t ime period ? 0 0 0 12; 23 

4 .2.2 Age and sex? 0 0 0 IS 

4 .2.3 Count ry of orlOln? 0 0 0 12;23 

4 ,2.4 Disease/ ll'ldlcatiOn ? 0 0 0 IS 

4 ,2.5 CO ' morbldlty? 0 0 0 19-22 

4 .2.6 Seasonality? 0 0 0 " 
4 .3 Does the prot ocol eenee how the study populat ion 

0 0will be sampled f rom the source populllUon? (e.g. 0 13-14 
event or fndu"""'..du...... crtleno) 

Comments:
I Co-morbidities and SCa !;Dnahty wlll be trea ted 1I5 confOl.lndel"$ or effect modifiers. I 

Sect ion 5 ; Ex posy re d c fin lt lon Ind mCllur cmcnt 

' . 1 Does the protocol descri be how exposure is defined 
and measured? (t.lI. OjleI"Moonol de1. .. for <lefln"",.nd 
r.a~"lI,x __J 

5.2 Does the protocol discuss the validity of exposure 
me asureme n t1 -f~ _ . ottur 

, 

I 



Section 5: Exposure defin it ion and measurement Yes No N/A Page 
Num ber ( s) 

ascertainment, exposure Informat ion recorded before the 
outcome occurred, use of validation SUb-st udy) 

[8J 0 0 14-16;29
32 

5.3 Is exposure classified accord ing to ti me windows? 
(e.g. current user, form er user, non-use) (8J 0 0 15-16 

5.4 Is expos ure classified based on bio logical mechanism 
of act ion and taking Into accoun t the 
pharmacokinet ics and pharmacodynamics of the 
drug? 

l2'J D 0 15 

5.5 Does the protocol specify whether a dose-de pendent 
or duration-d ependent response Is measured? 0 0 28 

Comments: 
1 _ 

Section 6: Endpoint definition and measu re ment Yes No N/A Pag e 
Number{s) 

6.1 Does the protocol describe how the endpoints are 
[8J 0 0defin ed and measured? 17-19 

6.2 Does the protocol discuss the valid ity of endpoint [8J 0 0 17- 19; 31measureme nt? (e.g. preclslon, accuracy, sensmvnv, 
speclflcitv , positive pred c ve value, prospective or retrospective 32 
sc aln ent, use 0 validation sub-s udy) 

Comments: 

1 --- - - - - - - ---- - - -

Section 7 : Confou nders and effect m odifiers Yes No N/A Page 
Number(s) 

7.1 Does the protocol address known confounders? (e.g. 
collection of da a on known confounde , methods 0 controlling 0 0 19-22; 27
for known confounders) 32 

7.2 Does the protocol address known effect modifiers? 
(e.g. collec Ion of data on known effect modifiers, anticipated 
direct on 0 effect ) 0 D 19-22; 28

29 

Comm ents : 

1 - - - - - --- --- - - - - -

Section 8 : Data so urces Yes No N/A Page 
Number(s) 

8.1 Does th e protocol describe the data source (s) used 
in the study for the ascertai nment of : 
8.1. 1 Exposure? (e.g. pharma cy dispensing, general prac ce 
prescribing, clatrns data, self-report, face-t o-face intervi ew, etc.) 

rgJ 0 0 14-16 

8. 1.2 Endpo ints? (e.g. clinical records, la oratory markers or 
values, claims data, self-report, p t lent Interv iew Including scales 
and ques onnelres, vital statist ics, etc.) 

D D 17-19 

8.1.3 Covarlates? !21 0 0 19-22 

8.2 Does the protocol describe the informati on avai lable 
from the data source (s) on: 

8.2 .1 Exposure? (e.q, date a dispensing, drug quan tv, dose, 
number 0 davs of supply prescription, daily dosaqe, Describer) 

8.2.2 Endp oints? ( .g. date of occurrence, multiple event. 

(g) 0 D 14-16 

severity measures r I ed to event ) 
8.2.3 Covarlates? (e.g. age, sex, clinical and drug use 

0 0 17- 19 

his ory, co-mo rbidity, co-medications, IIf sty l , etc.) [8J 0 D 19- 22 

ENCePP Checklist f o r St udy Pro tocols ( Rev isi on 2 ) 3 



Section 8 : Data sources Yes No N/A Page 
Number(s) 

8.3 Is a coding system described for : 

8.3.1 Diseases? (e.g. International Classlflce on of Diseases 
(ICD)-lO) 
8.3.2 Endpoints? (e.g. Medical Dictionary' for Regulatory' 
Activi les (t-ledDRA) fo adverse events) 
8.3.3 Exposure? (e.g. WHO Drug Dictionary, Anatomica l 
Therapeutic Chemica l (ATC)Class icetlon System) 

[8] 

[gJ 

0 

0 

0 

0 

0 

0 

19-2 2 

19 

38-50 

8.4 Is t he Ilnkage me thod between data sources 
descrIbed? (e.g. based on a unique Identifier or other) [8] 0 0 23-24 

Comments : 
1 _ 

Section 9 : Study si ze and Dower Yes No N/A Page 
Number(s) 

9 .1 Is sample size and/or statistical power calculated? [8J 0 0 24 

Comments: 

11....- --- - - - - --- - - - - --

Section 10: Analysis p lan Yes No N/A Pag e 

Number(s) 

10.1 Does t he pla n Include measurement of excess 
risks? 

[8] 0 0 26 

10.2 I s th e choice of sta tistical techni ques described? rzJ 0 0 26-30 

10.3 Are descr ipt ive ana lyses included? [gJ 0 0 26-28 

10.4 Are stratified analyses included ? I [8J 0 0 28- 29 

10. 5 Does t he plan describe me thod s for adj ust ing for 
confounding? 

[8] 0 0 29-30 

10.6 Does the plan describe met hods addressi ng effect 
modification? [8] 0 0 28-29 

Comme nts: 

1 - - - - - - ---- - - - - ----'
 

Section 11: Data management and quality contro l Yes No N/A Page 
Number(s) 

11.1 Is Information prov ided on the management of [8] 0 0 16-1 7 ;22 
missing data? 

11.2 Does the protocol provide information on data 0 0 25 
sto rage? (e.g. software and IT environment, da base 
maintenance and anti-fraud p otection, archiving) 

11.3 Are met hods of qual it y assurance descri bed? [gJ 0 0 30 

11.4 Does the prot ocol describe possible quality Issues 0 0 23 
related to t he data source(s)? 

11.5 Is t here a system in place for Independent review (gj 0 0 30-31 
of study results? 

Comments: 
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Section 12: L1mlt.tlons 

12.1 OOe$ the protocol discuss: 

12 .1. 1 Selection biases? 
rz. r.z tn rcemanon biases? 
(• .\1. • nll(lp"ted d<r«tiOn an<l ~d fU(fI t>laoes, 
~"_lOn wb·st OO\', use 01 ~. 1 1CI«Ion .n<I_.......1dola, 
analytICal mHIIO<ls) 

V" No NIA 

0 

0 

Page 

0 

0 

0 

0 

Numb~~ t~J 

30 

12.2 Does the protocol d iscuss study fusibility? (e _lI _ 
wrnpIe ...... . _led e ' posure , ""'anon 01 foIo,o ·uP ... . 
co/lor1 stOO\', palif:nt recru_l) 

12.3 Does the prctcccreeeress other limitat ions? 

0 0 0 " 
0 0 0 3 1-32 

Commen t s: 

I I
 
Section 1]: Etbl " lluues 

13. 1 Have requirements of Et hics 
Commltteellnsti tu tional Review Board approval 
been described? 

V• • 

0 

No 

0 

NIA 

0 

pag~~ h \
Number s 

l2 

13.2 HilS Jny outcome of an etmcer rev iew procedure 
been Ilddressed? 

13 .3 Have data protection req uirements been described? 

0 0 0 l2 

0 0 0 l2 

COmments: 

I I
 
Section 14; Am endments and dey la tlon s No NIA V" pa"'~{" lNumber .. 
14 .1 Does the protocollndude a sect ion to document 90 0 0 

ruture amendments Ilnd deviations? 

Comments: 

I I 
Section 15; pliO' for com munication of , t udy V" No NIA Pag e 
r esulU Number( s) 

15.1 Are plans described for communicat ing study 0 0 0 3J 
results (e.g. t o regulatory authorit ie$)? 

15.2 Are pillns described for dlssemlnllting study result s 0 0 0 3J 
e ~t e mal l y , lodudlng publlcatlon? 

Comments: 

Nerne of the mllin Iluthor of the protocol : 

O"te:l otll / 2.o 2.. '?1 kJ_Signature: ..... 
/ 

,
 

I 




