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WHAT IS A PROTOCOL ? 9%

A research proposal (protocol) is a detailed dESCFIptIQ@(& %@tﬁjy

designed to investigate a problem. \a
00, o

g&@l accordlng to a

\a\‘a

A (clinical vs. non-clinical) research is &9
protocol, i.e., an action plan. O %G‘
$ (Gga
The primer of a stud% g@la? an idea that address a (clinical vs.
non-clinical) neeg\\ﬁ
66 (%\O
The prg{@é%iéme DNA of the project) serves as a guide for conducting

O(\Q

el

The plan illustrates what will be made in the study and how it will be
carried out. It should be complete, robust, credible and doable.

Format may vary, but the basic principles and key components
remain the same.



A BRIGHT IDEA:
essential but
not sufficient




KEY POINTS OF A RESEARCH PROPOSAL
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Formulare l'ipotesi e
descrivere gli
obiettivi.

Descrivere/ipotizzare
| possibili risultati.

Definire una time-
table.




KEY POINTS OF A RESEARCH PROPOSAL |

To raise the research question and to clarify its relevance (justify. fggetﬁ\e need
of the project, clarify why the study is important). @ O
6\6 5\6\\
To collect existing knowledge and discuss the eﬁg@’\%f m@researchers
who worked on the topic (literature search). N 6%\
2 <

6\)\ g(\‘e

To clearly formulate the hypohes@cﬁ?ﬂa Jéhié objectives.
?€$ Q\Q‘

To state where and Wh%@?ﬁg’ t@?/ will take place (the setting, the sites, the

timing). (5
@\6 66\16(‘5\0
To addreéwé?néc%ﬂ considerations.
Y

\\’6\&

(¢
. oYQ?desgrebe the design of the study and the methodology required for solving

the question and achieving the objectives.
To discuss the limitations in achieving the objectives.

Propose time table and budget.
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Quale NON e punto essenzaa*{@t
un protocollo di rlcercg\’(ﬁgsé’érch Proposal)
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dfﬁBr@ﬁ?zlonl esistenti

oc qﬁéﬁ settore della

ricerca.

Formulare l'ipotesi e
descrivere gli
obiettivi.

Descrivere/ipotizzare
| possibili risultati.

Definire una time-
table.




ﬁ Embarking on a Research Project

P . OV
ﬁ Components of a Research Protocol (\\0‘



Title of the study \6\06\0\0
Administrative details (contact details, signatures, ...) \@\\6 ;c\g\i)&\@:\\
Project summary 606\6’}%\,\,()\\0

The format: ’<>\\6 2°

e Introduction, background, I|teratureereﬁ?e&(#é\ferences)

e Study goals and objectives & eg’b

« Methodology: study desgg y,\ﬁopulatlon follow-up .

 Work plan (project r\rs tlmellne milestones, data management and
statistical analgg

Strenght an%éﬂ%gmo‘hs of the study
Issggﬁ‘f%&@ﬁ?cal review and approvals (safety considerations)

\‘39
%lgnlflcance of the study (expected outcomes)

Dissemination of results and publication policy
Budget proposal
Appendixes
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Title of the Study

« Concise, accurate, descriptive, informative, relevant, WQ‘[{Q@%}ve
e
N

. 0\6 A
Acronym a\\a%o é\d\"@
) d\)\@ ‘\\‘e(
* The title should . o d\f"o‘
e@a
... highlight th%wg%\gm@ctlve in a plain manner
. conve‘xﬁ?e |gg@°and the research area
. CQ@% Abe°main purpose
. @&'&@twe&ventually, functional relationships
i 2 ° ?\oe,\xefnentlon the target population
0\‘390%\ ?e‘(

o ... carry the maximum information in a few words (12-15)
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Title of the Study - Acronym

‘oe’\o\og\
Renal Insufficiency And Cardiovascular Events (RIACE) 06\0\ o
\’\,0 \6\\
This study is ongoing Cluuéﬁ v Identifier:
\aﬁcm%satm

Sponsor: %4
Diabetic Nephropathy Study Group o e 6\50‘\ Flrs’t received: July 10, 2008

$$ ega Last updated: February 9, 2015
Collaborator: @ ¢ Last verified: February 2015
ltalian Society of Dlabetology ?5)? g\(\6\6 History of Changes

Information provided Qy@ snble Party):
Giuseppe Puglle q}la&eﬁﬁ\lephropathy Study Group
(eQ \‘e(e

ClinicalTrials.gov




» Concise, descriptive, informative, relevant, and attractive.

@
6\0\‘,&:\&
» The summary should ... : « 6\\6«2\6\@\
: AV- S
« ... sum up all the essentials of the protogg@%\d\\a\\a
. A2 o
e ...include ... RGN

... the main research

... the ratio é\tb@%tudy
... the I@eﬁg‘tk\k@% and the objectives
...@éﬁg@ﬂﬂ@ds (shortly the design, the
PG %EQ@@% res)

e
eP” e\ | L
‘,i\qa??.‘. ‘\géaﬁ‘d on its own, and not refer the reader to points in

0\2@05\ othe full project description.

e Remember ... :

o ... the abstract and summary are
prepared the last, but read the first




Embarking on a Research Project

6 .
‘oe\o\og\

WO
Components of a Research Protocol 6\0\6\\
\\a\a 6\(\\\

The format of the protocol mtroduct%m\%xpaé‘?rmsm
objectives, variables, P\



e The introduction should ... : ‘0‘\6‘06
&

202
e ... provide the background information 'e’(@\&(a\'\a@%\
« ... update published research in the fieldeo® -\d\@\\
e ... establish a framework for th%\g@@%@@da"‘(%e context)
o2l 50‘\
e \
e The introduction is also neces%%w@'?(ag%vestigators e
\
e’ Ne®
e ... t0 familiar{g@‘@ﬁtg{m‘éaexisting knowledge
e ... 10 fir)&dc\oﬁ?g\b%?her or not others have explored the same problem
. ggéﬁé&s‘iﬁat the study is not “re-investing the wheel”

\IQQf?g@s?érlbe links to other projects

05\&\ et ©
0‘2\9 - © .
- OThe literature selected should be pertinent and relevant

« Against this background, it will be presented the rationale of the new
study and why it is worth doing (why this study)



R\
. : '\0(\6' ‘\’\6\\‘a
The hypothesis is a statement based on sound sci gN*ﬁ}: @@%ry that

: . . NPT .
recognizes the predicted correlation between twasst a\@dﬁi\)nal variables.

\o S

. . w? ee? o
A hypothesis represents a declaratlv% seéfgmém of the relationship between
two or more variables. €$$OQ<6Q6

P¥ o

. o0 Qe - |
A hypothesis can be\gaﬁﬁe&t\a\fs}% tentative prediction or explanation of the
relationshi betvg@eq‘\ g«ﬁ\(’or more variables.

pa(a\a \6\18(
A res\?@?é%im@gthesis poses a relationship between two or more variables

O\g@@%\hgsaéé\s this relationship as a question.



A
Gli obiettivi di uno studje:deya Yessere

N

o
et

Ragionevoli in

termini di fattibilita e

numerosita.

Molteplici e articolati.

Suscettibili di

modificazione nel
corso dello studio.
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The traditional format: Objectives

: : WO
 These are the goals to be achieved by conducting the research ‘o \09\
e The objectives should be ... : (\\0\,&\&
e ... explicitly stated \,@\9 5\6

» ... consistent with the study questions/hy og;é@ &
. Ioglcal and coherent, feasible and rga |@%\
e ... relevant and time based Gedo’}a et

. . \
« The objectlve (goals) are to be %@N&%L@@%g in...:
e ...primary objec%kye e >

e ... Secondar cg\@
. safet @b
e% objectlve(s)
\

. Theg\*@?o‘ill@b%e stated in action verbs, i.e. ‘to determine, to compare, to verify,
Oto\hssegs to describe ”

 For each objective, an outcome measure should be defined

* Itis advisable to resist the temptation to put too many objectives (2 to 5 best)
or over-ambitious objectives that cannot be reasonably achieved

» Too many objectives often lead to inaccurate and poorly defined results
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The traditional format: Objectives

\ O/
Primary Objective: Outcome Measure: 6\0\

To compare the mean change from baseline in Change from baseline in HbAé(ﬁ}t\{)( 24
HbA1c between and \\,’& \6\\-
placebo, after 24 weeks of oral administratic — @2

. . e\," A
. . . . Secondary Objective: . R ome Measure :
double-blind treatment in patients with type - — ,hepmm mease@. N Percent change from baseline in toral body
i total body weight b 6 weight at Week 24
1abetes an stage 3A. foal body
place

adtmmstra{u@ ub& trea.tmcﬂt
kR:@ﬂgax Ihﬁl:aﬁc from baseline in fasting | Change from baseline in FPG at Week 24

\S < between
Safety Objective: QOutcome Measure . Q 6\5
Yy ﬂ‘ 24 weeks of oral
To examine ¢eGFR changes during the study and | Change i m Xn bdw& end of le-blind treatment.
3-weeks post-treatment for mg | treatr \\ w catment e from baseline in seated | Change from baseline in seated SBP at Week 24
and placebo
AN placeno. ) n(\ . (SBP) between
To assess the proportion of patients disco g h = = mm] T | from study |1d placebo, afl:er 24 weeks
. - S T pr—— P T T
from 1?ludy mf.:du.duon because of W uraal( : e — : atment.
renal insufficiency (defined as pa aa& = Tomas: : =P
_ = . hﬂhmm‘hlﬂim] . of teamant
confirmed eGFR levels 40 wl. Té e iz o izeinolFR | Chang =F e b AR g 0
a1 ; g g (ligh ol alnieia) betien
between nd p}@'ﬂ s o e i i 0wt
— e =5 , chax ing i ":; Changs % T 2 Weak qum!ml]uemw _ _ Crurcome Meazare : ] _
To evaluate t ﬂ@ "ll'ld @@lllt Of | i e of ol e g 5| 2% e of ol adoismation of okl Bl T e | P o e
PN Y m“::am = :ﬁ‘:‘%‘:‘;‘:‘ r—— - _ e e e e
Exploratory (}hj e\ Outcome Measure g.;;;ammm,;ﬁm A lc afir 24 weaks of ol admimisrat e :’-_‘_ m";l.c.:,‘f“ mn.unﬁmdx mmn] e
T the initi { Proportion of pati el [ s vt = e e
o comp rom the intiatior o aportion of patien mmmw e | i Wk 4 by o= - =
insulin the |\\c=n dapaglifiozin 10 mg and | after study start ol i %‘Rﬂml basalin HhAle ;&ddm]sn::dm - mmb’;?"mh:
placebo in pancme not receiving insulin therapy ﬁucﬂﬂ.m{dhmmm_ To : emwalb |+ amabuiss dop A
at baseline afier 24 weeks of oral administration 7.7 bt dpngfifowin 10 and placcha. 20 it body gttt Mk of | gl s ek 24 by g finad o SEP
{ double-blind treatment. = o chgs Svbasdinan | Chang s i i o1 2 55% baline e i ingin 24 hoer | C2 oo i 248 usinary ghacow
of double-blind treatmen ?dsﬂPlhﬂwdn:rrd m by subgmep bas E;]‘:_‘Tm_ﬂ‘gh‘ o AL o mmmmmumguu azeton at the and of teatment (o prior to
Toassess differences in the percent change from | Percent change fron | beslim Hale: 8.5 bsslios Hedle= 7.5 lﬁmw":m"“ﬂw __ . | s of aoeidia
baseline in urinary albumin to in¢ ratio of treatment mﬁwm“m Toaun SBrocin e Som i :'_-v = ds5Ra ; giifiora 10 zgand
(UACR) at the end of oral administration of To Compars the propion of patients ackning | Propartion of patiacts actig | O duble-blind eatment i petient: with R ———— = e R ——T———
double-blind treatment in pau:ms with baseline i_mmmaﬁ“‘; | Pk 2 (o e o e :ﬁmmmﬁ e %wm‘mzﬁmlm e
UACR =30 mg'g ( v nlbum|mna) g placsho afar 34 wees of oral dapaglifiosin 10 mg and placebo.  presinrs (CEF) =50 mokly) wao 532 o< 30ms i sand D3P o -0
between dapagliflozin 1 adksinisration o devib-blind Teatmere (cr "To compare e Froporicn <f et ckieving | Properin of paiects aciing EI0ALc i e SHE ot Lof gy | matign
P 3 o %o rescag). 2 thanpastic gyramic Tusponss dafinod a: Wosck 24 (or prior to mecus) saated DEP of <30 meaHy afar 24 weelks of oral
e e e e e
- : ; =g a
i ool by weight e 26wk o | gt Wk My | (2SR EEENS . - _— g E— e
[:;n:ﬁm_:ﬁdﬂgu 225 rier 3 s, = = ovar bassling oFR vaiss. | and ior 10 oz o bmsaling
> — - e mn | AL s ot oo o e
dapagilozin |0 mg a=d )i.?; : oo ol by gt e 26wk o | gt Wk 4 by s dioe e 24 weki zmimeen o mL'nim'l?Jm',uﬂhnlimn;:ﬁ
ol m-hhndmm Tasaling i or 10
with a basaline BMI <25 kg/ns’, = Ism P B i) il e
ko, =27 k', and 230 kg’
dspegfiHonin 10 g md placeba




The traditional format: Objectives

)
>

s
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Gli obiettivi di uno stucil\;a@dgg\

A

2 e
..el
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Ragionevoli in

essere

termini di fattibilita e

numerosita.

Molteplici e articolati.

Suscettibili di

modificazione nel
corso dello studio.
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The traditional format: Variables

\O\OQ\
» |dentify the key variables of the study (and the methods of me%s@{é‘m\ent)
jo 5
A\ A\
» For types of variables NAING
0o o8
\
 Dependent variables (outcome, endgg(h@\\,de
c©
e,\
 Independent variables Yé?m@&sposmg factor, risk factor,
determinant, antece «aﬁables that are manipulated or treated (one

or more) in orde@td%egctﬁ% effects on the dependent variables (one or
more) 282 &"
(6 \6\1
(GQ el
%(g@ﬁ ucm‘:img or intervening variables = variables that may exert a
O\fa@ocoﬁtf&ndmg role in the relationship between the independent variables and
the dependent outcome

 Background variables = mandatory variables such as sex, age, ethnic
origin, but also education, social status, ....
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ﬁ Embarking on a Research Project

\o\og\a‘
= ‘0'\'3\0‘6
Components of a Research Protocol 2O Tra N
o, \O "\6\\

\\Q\\ 5\6\

ﬁ The format of the protocol mtroduct!ém\%xpaé‘?rmsm
objectives, variables, 2 e

eV e
ﬁ The format of the pro &g)lenégt%\odology study design,
sample size, A ®

g?? (\9\6
WO oS
oW e ®
32~ o0®
Q@ G\@
QY e

‘\,\“\\13 "\06



» It explains the study deagn@ %(@@&?ures and techniques used to
achieve the proposedéjﬁi’ (g\k\(ﬁ@
\

» Possibly, a @(S\.‘I’ (ﬂb‘bsal should contain sufficient details for another
quallfle‘@q%sqa?@her to implement the study.
\\\‘QQ (\06
Oga\)?n d&Ails: “where”, “who”, “how

144
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The traditional format: Study Design

‘oe’\o\og\
L8905
,a\a“ (\\\\
Quale e la principale deumgmfe eve
prendere il rlcercatore,)\\'&*‘5 6%
60 ‘\13‘
GG . 50
o\
?,ﬁ& (Gga
9?/ e%’\
r?? Q\(\
Deﬁgy@\:ﬁ abicttivo Definire le procedure
A @@Eﬁ@@rﬁ B di reclutamento.
cé\&\\‘ge‘we
O\‘&Q
Scegliere il disegno Definire le
C. dello studio. D. dlmeq3|onl del
campione.
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The traditional format: study design
09
 The selection of the research strategy is the core of research d%@@?\ and

Is probably the most important decision the investigator has A\

K
* The choice of the strategy is in relation to the study o@é‘@hx \6\

6 c&\\'&
* Pilot data or trial runs may be appropriate. \\a
Purpose Spgdy @\si@n
To determine frequency and burde Qg@- gl@?s sectional survey (prevalence)
oo G\\)cv,?,?i{\g\ & Cohort study, longitudinal (incidence)
» Cohort stud
To identify the risk ngté? o\ Ort stidy
na ,,\’6  Case-control study
To detem@lﬁeQ \o,g?\o&s of a disease » Cohort study
O\QQV ©° « Randomized Controlled Trials (RCT)
To determine efficacy, effectiveness, * Non-Randomized Controlled Trials
safety of a (new) treatment (Observational Designs)
« Community intervention




The traditional format: Study Design

%
r??qeg\(\ G

\
\‘OGKO\OQ‘
6\0\\@‘\&
S ,a\a“ 'd\\a
- Quale e la principale deumgﬂ@ eve
~ S0
prendere il rlcercatore;,\\’& 65
QUi ‘\13‘
OG 6\60
; A o

O\‘&QC

Deﬂ&w@\\l) Rtivo
dﬂﬂ?"@”g B

e\‘e‘e

Definire le procedure
di reclutamento.

Scegliere il disegno
dello studio. D

Definire le
dimensioni del
campione.




Why this population, why these individuals.

The choice is in relation to the study objectives.

6\ 0\
\
NN \C\\\a

Point

\/
500\ d\\a\\a

Sampling procedure

Note
&(@r?resentatlveness and

@é) I@ﬁvfy

o o . .Y}$U
Criteria for eligibility: inclusion or Selet{j@ |

p@ge‘ v

\(\6\0

Criteria for no eligibility: excll\.sg&? 9

Criteria for dlscontlm@lﬁ% ‘5\0(\

0"

Allocation gfgsﬁgée@@to study arms

 Randomization, ....

\‘390%\\\ oo

Control group

» Essential in epidemiological studies, in
drug trials, in research on effects of
intervention programmes, ....

Sample size

» A smaller than needed sample size might

preclude sound scientific improvement




groups as below: . \&0\“ @5\6

S
Age-Duration Structure of §@mfﬂ
eU G\\\'!
Sex w fes , & ° Females
Age at(;é‘:g)'”a“o” e gy‘i%\g\oe 2. | 45 | 15 | 30 | 45
A\"
23 ()\\v
| 2P C\%{B‘%\ n n - n n -
Duratlon(@@ 0 A
g’g\ \0e 8-14 n n -- n n -
O\'&Q% &%
215 n n n n n n

 Use random number tables to select 12 patients for each group with the
aim of including 10 patients for each cell (2 acting as reserves)



EURODIAB IDDM Complications Study

O
1. To define the geographical catchment area \)e\ 00°
« To stratify all eligible individuals into the 14 sex-age- durat\logaﬂ\gjﬁbé‘tes
roups as below: e
o SCAP:
Age-Duration Structure of ggmfﬂ
o@u 50“‘
Sex w Females
Age at examination ?5’@% \(\2 30_ 45- 15 30- 45-
(years) a\\),
\\
2 P 10e | 12€ _ |12€ |12€ B
5 ‘%ia‘z(e %*DB 10 10 10 10
gfgf‘é@g 2 g4 |12€ |12€  |12€ |12€ 3
GRS 10 10 10 10
(years)
o5 |12€ |12€ |12€ |12€ |12€ |12€
- 10 10 10 10 10 10

 Use random number tables to select 12 patients for each group with the
aim of including 10 patients for each cell (2 acting as reserves)
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Inclusion & Exclusion criteria

31 Inclusion criteria

Patients should meet all inclusion criteria at the time of randomization. If at the time of
enrolment (Visit 1) or start of lead-in (Visit 2) it is known that the patient will not meet
criteria after a successful lead-in period, they should not be entered into single-blind placebo
lead-in.

For inclusion in the study, patients should fulfil the following criteria:

1 Provision of informed consent prior to any study specific procedures.

2 Female or male aged =18 years and <75 years.

3 History of T2DM for more than 12 months.

4. Inadequate glycemic control. defined as HbAle =7.0% and <11% measured at

Screening. Note that HbAlc will be rechecked at Visit 4, and must then be =7.0 and
=10.5% (value from blood sample obtained at Visit 3) for patient to be randomized.

5. Stable anti-diabetic treatment regimen_ defined as stable diet and exercise thﬁzpy
alone or in combination with any or both of the two following altematives:

* A regimen of any approved oral anti-diabetic medication (except S
inhibitors) where no dose-changes have occurred during 12
randomization

* Long acting or intermediate acting insulin and

as the dose is stable during last 12 weeks izat :tl()%
area]lowed(mrelallontommberof ) 17 r example, if
mepallenilstahngﬁ()mtsf ofixation, the total daily
doses in the past 12 weeks Sjumls or been less than
45 units Howm'er tn'Eu jopkd)-\one day/week) during this time

oda;e PP

peri (\0

0\&§* 40— ﬁﬁum 73 m” at Visit 2 (value from blood sample
obtained at Visit 1) to enter the lead-in period.

+  eGFR* 45 — 50 mL/minute/1.73 m* at Visit 4 (average value calculated from
the eGFR. values at Visit 2 and Visit 3) for randomization.

*acrording to the ad iated (four-varisbls) MDD Seudy equation, using central Iabaratary
of serum creatinine(sCr). [eGFR. {mLimin'l. T3m) = 175 x (standardized sCef ™ x (Age)*™ x (0.742
if Femmalel) % (1.212 if Black]] [Note: sCr reported in me/dL]

7. Body mass index (BMI) between 18 and 40 kg/m?, inclusive.

- 0%

32 Exclusion criteria 0 be

Patients should not enter the study if any of the following exclusion criteria are ﬁl].ﬁ]]edd\

Sex and Reproductive Status 'a(\ @Q\a\\

1. Women of childbearing potential (WOCBP) who are yow!
acceptable n 7. Serum Potasséumn (K) 5.5 meq/L (5.5 mmolL) \p N
by
5 knmujmm(u;-smua--u_vo ar> ULE). \\a
2 wmwmo Pusifive for hepatitis B surf: . ""‘\\.
3 Women wit] 10 Fositrefor 2 il %\ ug
administrati " ""“'!”"" 0 gL e
.qel
Central Laboratory 'Je‘sl\‘ﬁ‘,, of disbeelt R
4 XiNochi b o 2 Unstable or previously mdiagnosed by
0 ‘:__ " B g enal Diseases:
. $ anine ) . Hisory of amy biogsyor gmg verlyng ez kdocy discase soch 23
gomerular neplhints of siga of renal awtery
KQEI h 1 - ar diabetic nephropathy with replscclerss
. O/ ) -
; %‘\ Hastory of renal tramplant
\e ‘Hemodsalyses, ultrafilvation herapy, o peritoneal daly on & s coim i
6 sigaing the consenl 2t visit 1, 36 Lang term treatment with ghacocorticoids (o temporary periods of no longer than
10 days each are allowed during the stady); topscal o ishaled conticomteroids are
Medical History and Concurme  Heparic Diseases: albowed
CVVascular diseases: 2 Significant hepatic disease, inchiding, bt oot linsted tc 37 A metfornsin dose which is outiide the specified dose range fir moderate renal
: andior severt hepatic insfficiency impaiment (éGFR. 30— 59 m/minute/] T3n¢, MDRD formuls) acconding to Jocal
16. Severe uncontiolled by ndelines and Evestigator's judsement
sy al amy st | 29 Docunsented history of hepatotoicity with any medica ) ) ) )
Any of the fellowing CVVascu 39 Jistoey of iy 38 Onpoing treament widh any SGLT2-inksbisor a1 screeming.
consent af visit 1: i 39, Mistery of bariatric narpery or lap-band procedure.
. Hematobogical and Cmcological Diseases Condirions:
17 Myocardial infirction 40 p—
" ot 30 History of hemoglobisopathy, of chronic of recurrest b indicated for ant-obesity
S0AC Ragery of pev treatment, and pemmmmm.wu signing the comsent
3. Donation of blood or blood products fo.a biood bask, b e andee vpmorto coment

19, Vnstabile mpura. pasticipation in a clisical snudy requéring withdawal of

an, Unstable beast Bahure the & weeks prior to signing the consent at visit | Oiher Exclusion Criteria:

2 HF New York Hean A 1 muuh:a)wmefhm‘mwﬂn a1 mkm“,pgm:.uxmtmh»ajmbyn-

& Trasicotisctienic o 3y Botl 42 Paticnt i, i the judgent of the vesiigatr, uslikely o coply with the potoccl
h{mﬁwaﬂm@nﬂma“ﬂmmﬂ o b 2y medical or may affect the
immmumodeficiency vinas (HIV). mterpretation of eficacy or safety data

E History of unexplained microseopic of gross hemamria, 43 Patient who, in the jidgment of the Tavestigator, may be a1 risk for dehydration o
visii 2 e denletion & g cook
Allergies and Adverse Drug Reactions: “ Patient with any condition which, in the judgment of the Envestigator, may render
the patient unable to complete the shady o which may pose 3 significant risk 1o the
5, Koown aller the ofd ;
tablets. The tablets contan bactose and may case disco
. 45, Patient is currently abusing alcohol or other dnags or has dooe so within the Last 6
Prehibired Treatments and/or Therapies: months pror o sigming the consens at visit 1.
44, Invelvement in the planning and'or conduct of the srudy (applies 1o both
AstraZeneca seaff and'or seadf at the snady site).
a1 Previous enrolment m the present seudy.
48, Paticipation i another clizmcal stody with an [P durng the last 30 days prics to

signang the comsent af visit 1.

Eligability cxitenia for this studs the safiety of the
study patients and to ensure that the results of the study can be used. It 15 mperative that
patients fully meet all eligabity enfena.
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Hyperglycaemia in Europe: Study e-PREDICE \o3?
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FLOW-CHART DESIGN o

. )
SCREENING PHASE (OGTT) — RANDOMlZAg@@ﬁ%Qa

o)

etic
N2 ©? perglycaemia
\|©&

—

S
O
LIFESTYLE ?@$ %.}:q

Baseline assessment =% @ 6\6

LIFESTYLE LIFESTYLE
Linagliptin Linagliptin+

? Xe! Metformin
3-month drug toleranc ﬁh\}o)uge O‘\g\(\ Hithdraw -7 Withdraw Withdraw
a2 - et
29 _\o
e o™
'\"\\16 Qb{é@éﬁ]tl huation * Code break and individualized therapy
c\ ?e((

O\‘&QO

36 -month treatment assesament s

24-MONTHS EXTENDED FOLLOW-UP

60-month final assessment ——>»

* If HbA1¢ >6.5% or fasting glucose27.0mmol/l or Zhr post-load glucose211.1mmol/l in two consecutive blood samples at any time



 Full description of proposed intervention should be given. 6\0'\ N

- : : . 20 | AN
* All activities and actions should be recorded in their ord&m@\“ \ence.
2\

P\
.l 0¥ g‘.\(\\\a\

Intervention/activities

N oo
c&e@ ...el
Ne ,cﬁ\\‘e

Drug/treatment

Pve%racientific and brand name

« Manufacturing company, city, country

» Drug route, dosage, frequency of
administration, duration of treatment

» Approval of the drug regulatory agency

Apparatus or device

* Name and characteristics
» Manufacturing company, city, country

Involved personnel

 Who is responsible
» What activities each personnel will perform




« Several details should be provided. 0\@\33
AP\
. T o
Tools/instruments Note o \\6\‘\6@/5\6\\
« Medical report eod\etd\\é\\g
Retrospecive data \B > 59
- LaboratQpprépests
oY . OV
Validated questionnaires/Interview . $%rﬁlvccl.’uge&*%
schedules _ Qi'ﬁ §epiﬁ%tructured
5?’? {\@\C{a\vDetails about preparing, precoding and pretestin
Specifically designed qug,gﬂb\?ng&@? preparing, b J P J
2 e(e\ » Appended to the proposal
e\‘f"}(a e\‘@\l
X el . : .
Laboratory &? {\06\1 Established tests (literature)

X
A\‘Q\OO °°

Not established tests (description)

L\ . .
Clinical examinations, screening
procedures, techniques

Established (literature)
Not established (description)

Description of instruments

Tools used for data collection/extraction
Validity of the procedures employed




« Several details should be provided. , e’(@\@\\a@
00\ d\\_@
A\
e
Tools elggbc%\\‘e(
| 0%l | -
Data analysis plan €$$ (ec? Statistical advice from a statistician
‘(’/? \GC;\Q
Statistical tests oy \)5?,?‘(0{\(3\(\9 * Which (name of statistical tests)
22 o * Steps
@ 2N Dependent, independ
Variaed @\6 » Dependent, independent,
Nasd ! ~eN© confounders, etc
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The traditional format: study plain and

. . D
t f d 0°®
iming of procedures e
e e
G 6\%“9’ .
‘\,a . ‘\\‘
Study flow Chart ‘ ,{6\\'%6 &
0\ o\ .a\
V1, V2, V3, V4, Vs, V6, 0 5\6\\ V8, Vo,
‘WI'( -0 VVI'( -4 ‘Wl? -1 ‘W%( 0 “’Ik 1 ‘W}( 4 6\)\6 ; \1‘26‘6 'Wk: 24 Wk :2'1'

’ 5 R i e NS | 5

| | R ??,ﬁ& Q@g Study drug ; |

i i (1:1) [ [

6 1 | 1 1

5 : ~ ’::)%ﬂ‘?Y \ 2 i i E E

: I S N ’ i 5
: i \66 Ee(%\ : | " Matching placebo ' :

' @ et : . : :

« * e < P : ' > >
blind placeb i i

Qbém ﬂ'g% (\ gle- ]e:(; 11? Aceno : Double-blind treatment ' Follow-Up !
O, i E | 5
! 2wk ' 4wk 'I 24wk i 3wk i
< Continue usual care medication >

R =Randomization. DB = Double-blind. V = Visit. Wk = Week




The traditional format: study plain and

timing of procedures

Screenin Lead-in : P N
ning . Double-Blind Trea @@ﬁ?g’
Feriod FPeriod \2 A
(o) [ (2
Y
Up to 28 days 066\2?\&( S
14 days (3 days) WO » S5 days)
R2) (@
=2 Q\egﬂnsns >
. . @ e\ SASAnasssanasssss
. \ RN
Single RURI(, oictive drug e
. Pngé@O 2O« Placebo daaaaaaaaianay
7\ \18( R
209 _\>
69@96\‘@(@ T Endof
En @mﬁ‘e%t N\ Randomization Treatment
O\OQ
Anti-diabetic {except X304 and anti- Rescue Medication Available T ommerca e
hypertensive drugs are alowed and the dose YWieels 4-24 for lack of glycemic control criteria Allowed

should be kept constant Day 1-\eek 24 for changes in insulin dose
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The traditional format: study plain and timing of procedures

Study Period Scree_nlng Lead-in period Treatment period Ful]m.v— For details O\O
! period up period | see be
Protocol
End of Section <" O
ection
Visit Enrolment Start of Lead-in Random- | Treat- Treat- Treat- Treatment/ Follow- 6\ . \".
- = . . . . .
lead-in ization ment ment ment Discontinuat- up (\0 J 6\\‘a
ion/Rescue \ \a ‘\&
Visit Number 1 2 3 44 Che 6% 754 gode ga \e 4 3@%
(Fasting/Non-fasting) Non-fasting Fasting Fasting Fasting Non- Fasting Fasting Fastinbd Fas a \\
fasting 6
" } _ \ L o D
Week 6 -4 1 0 1 4 l%a Ia 24(8
\neg %
Day -42 to -29 -28 -7 0 7 28 d\a- \\l 189
o
"'i.Sit “"indow + 0 + 1 + 1 Study I':nr\ e ™ @. ': Lead-in period Treatment period “:n::':“_d ::r detaile
“V g End of Drotocal
Signed and Dated Informed $ ‘e Forelment | 55t00 | 1 oo | Random- | Trear- | Trear- | Treat- | Treatmenv | Follow- |
X L . ) lead-in . ization ment ment ment | Discontinuat- up
consent s ? c\ ion/Rescue
: — ' T Y4 _ _
Inclusion/Exclusion Criteria X X P ‘p o ANz Non fsting) | Study Period Sereening | eadin period Treatustnt period Follow. | For decails
1 - peri up pe see
. B A < C\\\ Protocol
Allocation of E-code via X \)6‘6 (\g Week Emdof Section
IVRSTWRS e\ e © - oot | S0 | Lo R | Too | T | T | Tt | ol
- ion Rescue
.. K \ —
Randomization to study treatment A 66 6\0 X Visit Window Visie Numobee T P ¥ 4o geas | gete | qee geds 9
via IVRS/TWERS fﬂ [ (3( Warst {F: g/ Non-fasung) Non-fasung | Fasung Fasung Fasung Non- Fasung | Fasung Fasung Fastung
- - fasting
N \ 7 Seated BP and Pulse
Dcmographlcs L 0'0 { e \o m Week 6 -4 1 L] 1 4 12 4 27
- - - Q A A 2 1eed ECGH Day to-29 28 E] 0 7 ) 84 165 159
Medical and Surgical HlSt?r{!a (,\0 iepamms Scveen Panet | Visit Winiow 0 +1 =1 +5 +5 s5 +5 +5
Blood samples for Safety | Unnalysis (dipstick and spot usine -
Brief Physical Exanig@ybly’ e‘ X X Loborstory Panet | collcton) * * x * * e
Ccmpletﬁy\@f)lixammauoy X Blood sonples for HbAle | Timed urine suple collection (24 X X 517
\A Blood samples. for 5-Crea
Height X {eGFR. calculaton) Dhetary and life-sryle advice X X X X X 411
Blood samples for FPG | Dhispense Glucose Meter and/or 518and
- Supplies (including diaries] X X X X X X X
Weight X X X X Assess FFG for Rescue | prrigs paneliding duanes) 5251
:‘::l‘: ::ﬂlj:.—f:,umm Review of dianes x x x x x x x : 1 :: ){nd
W Dhspensation of Study Medication X % X X 1
etabolism Mar via IVRSTWRS
Pregnancy test™ Fenm of Smudy Medication and x x % x 75and 76
accountabality
:i;:-:(; event review (AEs and X « X e e X e e X 6
Hypoglycensc events review 5250 md
ypogs . X X X X x X X X s
Concomitant medication X X X X X X X X X 17
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The traditional format: study plain and
timing of procedures

| Medical Interview

M
Physical examination Height, weaght, '|I.I'EI.I M
Drug Accountability Log M
Adherence Questionnaire Inclus M
Q re i
\)5?,? #9021 actvity ( RPAQ), 3x24h, PA diary =
)
2 GY o0® Q7 X 24 pedometer -
R workshop records and individual infervention forms "
jical

Quality of life (5D} M

Cognition (MOCA, TMT AB, Digit Span — Forward and
Backward) M
Extended test senes o}
Anxiety and depression (Hamilton and MINI) M
sleep disorders M
M

Meuropathic symptoms (MNSI_ Sconing Version)
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The traditional format: study plaln and timing of procedures

Morning urine spot ~ Q??

a@qﬁ\nuna creatining, alb/creat ratio,

N = ¢"‘\_O\Og\
6\0\6\0‘\ .
Complete OGTT 0, 30, 60, 90 and 120 min glucose NG 0,6\\6\\9'
A\ A\
HbA1e e\a 2
Hepatic profile AST, ALT, ALP, gamma—G'{,a%O o\
Pancreatic profile Amylase, LIpEI.EE \6 ox© (o
Renal profi NS
s Creatinine, urig §( . CKD-EPI
Lipid profile Total W Dhulesta'nl , Triglycendes, LDL-

M: Mandatory, O: Optional

Insulin and C- ™ @ 90.30, 60, 90 and 120 min

\2 albuminuria, creatinine, alblcreat ratio

Microvascular endothelial index

CCA-IMT (CHS3) Common carotid inima-media thickness
Retinography Retinal vasculature
SUDOSCAN Sudomotor index
Sleep and Cardiorespiratory
recording Mocturnal respiratory, blood pressure vanaion indices

O E=200c0c EE=S=EE EE= E=




ﬁ Embarking on a Research Project

. ON
Components of a Research Protocol c\\o‘

The format of the protocol mtroduct%m\%xpaé‘?rmsm

objectives, variables, P\
| 60"‘) e

The format of the pro&&gle gt‘h\odology study design,

' 12
sample size, ?/ ?/9(\ \e%\
g\
Ethical 65&‘ %@\e
(‘3\'6 ,a\le
Q(GQQ\‘G(G\
o
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Issues for Ethical Review and Approvals

» Ethical considerations apply to all types of health research. \o\og\

 Documents to be appended to the proposal (where approprlate)dbefé?g

\a
submission to the Ethics Committee: \a\a %\6\\

o Statement about Conflict of Interest 606\6

« The Informed Consent form: \)\aa
 Subjects’ mother tongue o C
« Simple language, lay s rye®®
» To describe, in se \wﬁa will happen in the course of the study
» To describe % b%‘neflts and risks
 To state\,({r Q@‘R) withdraw from the study at any time

. Ethl(bse@ﬁ R\%t
0%\“6%@c8?dance with the Declaration of Helsinki
0\'3‘9 » "Agreement with the Good Clinical Practices (GCP)
» Answers to the following questions:

 |s the study adequate to the research question?
» |s the selection of research subjects justified?
« Are the intervention justified in terms of risk/benefit?
 |s confidentiality ensured? (data safety)
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ﬁ Embarking on a Research Project

v A . \Oe
. OM
ﬁ Components of a Research Protocol 06\0"&:“

ﬁ The format of the protocol mtroduct%m\%xpié‘?neSIS

A2

objectives, variables, 60\6 \\,eﬂ
" The format of the prot glenégt‘h\odology study design,
: sample size, .. ?,? 65\
5?, g\“a
ﬁ Ethical 65&‘%@\6

\4 \16
2% \2
e® G(G

Q(
aQoﬁ?eﬂ‘chhart & Gantt chart
0\



Flowcharts

>
e,&O\QQ\

\®)
Flowcharts are diagrams that show the steps in a ?sx
g p \6%@\6@@

: G
Basic flowcharts are easy to create and eag\wétaw@%rstand.
SOY O

A good flowchart helps to understagn\gbﬂi%efk’f\/%/\ of information in
the system (the project). P
y (the project) $O %

There are many symbg@&fﬁ’g& 2an be used in flowcharts to
represent differearg\\k?fi’gs"@?\steps.
CCA\S
Accurate(é@\ﬂz@mﬁé can be created using very few of them.
29 eV
Fiogeéwgsié‘%iowchart symbols: Start and End, Process,
Decision, Document, Sub Process and Connectors.



Start and End

Process

Decision

Document
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Progetto di Ricerca Raglova\sﬁ&can 1753
- Endothelial injury and repair in diabetes. The development ;‘f\@@'lmaiga er index for "vascular competenca” -

€\
Responsabilg RoeY. Stefang ke Prato

2° ann@)\ ~ 3° anno

Mesl

Flanificazione del

Condivisione delle

fasi del progetto
tra UULOO.

Pregarazione del

manuale operative

Reciutamento del
pazientl

Sopgetti di controllo

Fazient con
pre-diabeia
FG&IGTY) O

Pazient H‘Iﬁ
ol B

D dilow-omdSAOM

Paziant\Fon-1 20M
di nuova diagnosi
{naive T20M}

Follow-up di
naive T20M

Pazient con diabete
di tipo 1
{T10M)

Follow-up di T1DM

Valutazione dello
stato di avanzamenio

el rechutamento

aeiRiEmagCactivities

1" anno r\
1Jz2]afas e[ [eafe]1i] 121 [(&N\F4 [E [AOr [s]oa1e[1]12[1Ja2JaJ4[5]e [7[e[a]1c]11]12
\ (@\9

\ O
Time frame (days, weeks, months)

(‘5‘0(\

aT@sadig?proposed

N
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Progetto di Ricerca Regione Toscana d 0\'2 \'

- Endothelial injury and repair in diabetes. The development of 2 nen-invasive multimarker index for "vascular competence’ ¢ \‘ a‘\

l'a\ W \
Responsabile: Prof. Slefanc Del Prata A\ AN\
A\

17 anno 2% anno <~ o /) \odl
Measi 12|34 |56 |7 |89 101 12[1 2|34 |56 [7[8]|0 1011121 [2] 3, AV'& LEER \ 101 11] 12
Flanificaziona del J b % D\
orogetto = 0% ° A\\_&
Condivisione delle \~
fasi del progetto \\a 'a
tra UU.O0. a ‘
Freparazione del \)\_ . \le
manuale operative ed G‘\
Reclulamento del (@) =)
pazientl O e 6\
Sogogetti di controllo A(\‘a
Fazient con XD 1" anno 2° anno I ¥ anno
pre-diabeta I \ [1J2]sJafs[e[r[e[aw[n[z[1J2a]aJa[s[e[7[a[a]we[1]12[1[2][3[4[5]6 7 [8a]ie]11[12
IFG & IGT) ndaisls
Pazienti con diabate FMD/PWY
di tipo 2 in terapia ASTMINT
con OHA (T20M) CECENF

Studi In vitra

Follow-up di T20M
Pazient con TZDM
di nuova diagnosi

lsclamenta, coltura,

arricchimants ex vivol
[ Testdl valutazione

della funzione delle

{naive T20DM} E:c; ] —
, attivta,
Follow-0o di contanrazene o
naive T2DM parmemelr dl siresa
- - cssidative
Pazient con diabate ‘Altre valutazion]
a e T TR T
lal ioumorali
{T1DM) . 1D & funzione
endoteliale

aning

Follow-up ANGRN
wgﬁd‘auu sreice
O\ Bcutamenis™ e 208

Fnalal staisica ag
interim
Analis| statstica

finsle I 1° anno 2 anno 7 anno _l
Preparaziona Mesi ["T2Ts[#]s[s[7[e[o[e[n[z[1[2[a[a[s[6 7|88 o[ n[12[1[2][3[a[6]6]7[8]a]10] 1112
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follow-up
TnZaifne test &l
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The traditional format: =

Inzo dosaggo
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Entrate [40% | 20% | 20% | 20%

Gantt chart o m— -
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objectives, variables, 60\6 \\:e‘

ﬁ The format of the pro &@Qlenég@i\odology study design,
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ﬁ Ethical 65&1%@09
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The budget proposal

[ ] - - - - - - - - ‘\
Project Type: Ordinary/Progetti ordinari di Ricerca Finalizzata ,(0\09
A0\
O
Proposed total budget ( Euro) A\ B\M
e \3“\9‘
W dNo
| @\\ \OLIst of costs proposed
Costs Budget Year 1) Budget Year 2| Budget Year3| rqr, BUDG%\Q%O-\F\%@% for funding to the moh
\S .
1 Staff salary 138.645,00| 138.645,00|  138.645,00 6\\(&”5{%3@0‘6 415.935,00
J@ . O
2 Researchers contracts 44.000,00 60.000,00 40.%@@7" 600‘%34.000,00 0,00 144.000,00
C A\
3a Equipment (leasing) 0,00 0,0 Ok (ga(]\) 0,00 0,00 0,00
A@§§. R\
3b Supplies 80.000,00 é?@ddo,m{a S\ #1.505,00 291.505,00 29.085,00 262.420,00
,)@xf‘) NG
3c Model costs 0 3 ,00 0,00 0,00 0,00 0,00
4 Subcontracts 6@ 0 )(\ 0,00 0,00 0,00 0,00 0,00
J— el
5 Patient costs 396(0 e\@1\.550,00 2.500,00 1.250,00 5.000,00 0,00 5.000,00
_< ¢
6 IT services aqpaa\&‘ba eNT 0,00 0,00 0,00 0,00 0,00 0,00
S
7T 0,00 0,00 0,00 0,00 0,00 0,00
N
8 Pubblication costs 0,00 0,00 0,00 0,00 0,00 0,00
9 Training and Dissemination 2.000,00 1.000,00 1.000,00 4.000,00 4.000,00 0,00
10 Overheads 12.533,00 12.533,00 12.534,00 37.600,00 0,00 37.600,00
11 Coordination costs 0,00 0,00 0,00 0,00 0,00 0,00
278.428,00|  344.678,00|  274.934,00 898.040,00|  449.020,00 449.020,00
Total
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The budget proposal

Project Type: Ordinary/Progetti ordinari di Ricerca Finalizzata _‘ﬁe\o\os
. . _ R
Proposed budget distribution ( Euro ) 6\0\ R\"
—
| . | . i
Costs Unit 1 Total Unit 1 costs Unit 2 Total |Unit2 costs I\,@k’ﬁ. m tal [Unit 3 costs MOH|
Budget MOH funding Budget fundj A\ get funding
AN
1 Staff salary 142.910,00 168.462 0%\\‘3 A 22 104.563,00
el
2 Researchers contracts 96.000,00 96.000,00 é@bb{) OQ (\\l‘u 24.000,00 24.000,00 24.000,00
3a Equipment (leasing) 0,00 ‘3 ,00 0,00 0,00 0,00
= ,§ ,«_Gg
3b Supplies 99.405,00 e Qé[Fp\ Y 91 .600,00 91.600,00 100.500,00 100.500,00
()Q "2
3¢ Model costs \\@ g\\ 0,00 0,00 0,00 0,00 0,00
C o
4 Subcontracts 63 g\w\"’ 0,00 0,00 0,00 0,00 0,00
.o\
5 Patient costs Q@( 6\63.000,00 5.000,00 0,00 0,00 0,00 0,00
'\(
6 IT services a{f@gﬁ bat‘(e)e\"" 0,00 0,00 0,00 0,00 0,00 0,00
7T 9° ef 0,00 0,00 0,00 0,00 0,00 0,00
O\W ? 1 ? 1 ? ? 1
8 Pubblication costs 0,00 0,00 0,00 0,00 0,00 0,00
9 Training and Dissemination 4.000,00 0,00 0,00 0,00 0,00 0,00
10 Overheads 16.400,00 16.400,00 9.200,00 9.200,00 12.000,00 12.000,00
11 Coordination costs 0,00 0,00
Total 363.715,00 187.720,00 293.262,00 124.800,00 241.063,00 136.500,00
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ﬁ The format of the pro &@Qlenég@i\odology study design,

sample size, .. ?,??’ e%\

& 5@ g\(\6
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THE INFORMED CONSENT

>

\Oe\o\og
O

&V,

a“o \\’0\\
Quali caratteristiche devonGQ»}é %@a@ estranee al
S0
consenso informato__ a\® eas

066\)’?650‘\\]6‘
O S ad\
?q§$‘ Q@g
AR
r??? 'Q‘\(\a

Forr&g?én\f@ﬁnazmm Dichiarare che |l

A o4& E:eh nefici e i B. fa_lrmaco in qggetto e
w2 P daiseni. sicuro ed efficace.
Qc5\“ eet o
o

Dichiarare che verra Contenere un

C garantita la D linguaggio
" | riservatezza del " | persuasivo.
partecipante.




The informed consent

The Consent process:

. d\\a

%
°C ' e

6\066?6 0{\9,»\(\0"‘1

2= 00

Informatio&aa alﬁ?%\rmatinn

prog}i g ¢ understood
WNS QO

0‘\0906 ?e‘ >
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The informed consent

N
O
In base alle linee guida EMA, le informazioni fornite al futuro partempan@\e@gvono
spiegare quanto segue: 6 \a\"
. . \@\‘\a(\ \6\\‘
Lo studio & una ricerca e ha uno scopo. ,\e\‘a\ (@ °
. AR\ : :
Le procedure che devono essere seguite per lo studio, i egﬂ:@ guelle invasive.
_— . RN
Le responsabilita del partecipante. oo oed\g\ 50\\‘
Eventuali aspetti sperimentali dello stugl@& (ega
A

g\l@fa}sﬁobablllta di assegnazione casuale ai trattamenti.
(\

| rischi o gli mconvenlerglar@l(\@,e@o?mente prevedibili per il partecipante.
| benefici raglonggd%g\&$revedlblll

Se non %\m‘@v?@t@glcun beneficio clinico per il partecipante, questi dovrebbe esserne

mf@@% 0.

Il compenso o il trattamento disponibile in caso di lesione correlata allo studio.

[l trattamento/trattamenti dello g%@?

L'eventuale remunerazione ripartita proporzionalmente prevista per il paziente per la
partecipazione allo studio.

Le eventuali spese previste per il paziente per la partecipazione allo studio.
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The informed consent

Inoltre i futuri partecipanti devono sapere che: O
SV %

La partecipazione allo studio e volontaria e chiunque puo rifiutare d{\gﬁﬂe e

ritirarsi da esso in qualsiasi momento senza alcuna penallzzaé{gﬁ \c\)a@ Ita di benefici

a cui avrebbe altrimenti diritto. \6500\ é\d\\")

\
Il monitor, gli auditor, i comitati etici e le autorita Bg’t@a%‘ Zcedere direttamente alle
cartelle cliniche del paziente per la verificadlglfeegr& ure e/o dei dati dello studio

senza violare la riservatezza del par%@}s%n e9
gt i
| documenti che consentono (@Qﬁ’e‘ &iaﬁ(?é?e Il partecipante saranno mantenuti riservati e,

nella misura consentita @Néﬁ%ggb% alle normative vigenti, non saranno resi pubblici.
o \O
Se i risultati dell&aﬁrﬁgs@%nno pubblicati, I'identita del partecipante restera riservata.

. eP” e _ I L
Il parte: \lg@&%\g@d&‘mformato guando saranno disponibili informazioni che possono
in‘fll{ge)@a@éé\/olonta del partecipante di continuare lo studio.
Ov

Le circostanze o le ragioni prevedibili per cui la partecipazione allo studio puo essere
interrotta.

La durata prevista della partecipazione allo studio e il numero approssimativo di
partecipanti coinvolti.
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Quali caratteristiche devogogb*‘éé\sb@a@e

)

O\‘&QC

. N
consenso informato _ ;\°~_ 2
AP e
O 60 66\6
?q§$‘ Q@g
AR
\_)(:J?'??\\%\(\6
Forr&gé’\in\f@ﬁnazmnl Dichiarare che |l
2 00 (S . .
A eQéfh’%@@*l?é%flCl el B farmaco in oggetto e
\&\\,@@‘{\Omi:ehi. * | sicuro ed efficace.
S A\
QG
Dichiarare che verra Contenere un
C garantita la D linguaggio
" | riservatezza del " | persuasivo.
partecipante.

stranee al




Appendixes

.
e,&O\OQ\
. 0‘\'3\0‘\
» To be attached at the end of the protocol: o C\“\,a\\a‘\
, (a\w\‘\ @é\d\
« Participant information sheets and info%neﬁsx\@ﬂ‘é%nt forms
\o
. : R a\‘\‘e(e'a
« GP information letters eoed )
\ e
. W @
 Letters from eth%%%%&gﬁﬁ es
c&&\%ﬁo{\g\v
« Stud | ires
(‘3}\/’6 \18(8

.

N

2% \o
\‘éQ‘%\Q&S@‘ﬁeCOI‘d Forms (CRFs)
e

Budget details

Curriculum Vitae (CV) of the principal investigator and co-
investigators and their role in the study
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