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WHAT IS A PROTOCOL ? \O\Og\’o\'
0\’0‘ °
A research proposal (protocol) is a detailed descrlptlo,g(\@ §@}8§,
designed to investigate a problem. \a 9’
50 5\6\

A (clinical vs. non-clinical) research is C‘@I@&ﬁ%@@ according to a
protocol, i.e., an action plan. ¢ o d\%c'
(\(\0 (Gg

The primer of a study géat%c,gbl?an Idea that address a (clinical vs.
non-clinical) need@)\o"v (\Q\

2 0° 60(\
The pr@p@ﬁ (@h‘éeDNA of the project) serves as a guide for conducting
3@@8

0\‘390

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
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KEY POINTS OF A RESEARCH PROPOSAL

O\OQ\
To raise the research question and to clarify its relevance (Ju%tlﬁy\?\(‘?r the need
of the project, clarify why the study is important). 2 \d\\a\\
2

To collect existing knowledge and discuss thegﬁféert ther researchers
who worked on the topic (literature searc@@a\\ \16‘6
o
To clearly formul he hypohgsi® e objectives.
o clearly formulate the yp eqm\%qa% j

To state where and v@wﬁ’le?r@p@?udy will take place (the setting, the sites).

2 0° (‘500

To addres§§fﬁ %%é%nsmeratlons

‘\\'\\]3906\]
I@p@%e foe 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.



ﬁ Embarking on a Research Project

ﬁ Components of a Research Protocol %



Title of the study A
L . L A OV o
Administrative details (contact details, signatures, ...) \0“66\'\6\’\3\\3
. WY @°
Project summary N \Ce
0% &
The format: aa\\a el ©

e Introduction, background, Ilteratured@(\*r\)e&efé?erences)

« Study goals and objectives © e

« Methodology: study desgg |< y,\&opulatlon follow-up .

 Work plan (project ms.ga@ n@% timeline, milestones, data management and
statistical anal;gsa@

Strenght angdﬁt@éﬁs of the study

Iss%gé*%r(\eﬂﬂlcal review and approvals (safety considerations)
%\lgnlflcan ce of the study (expected outcomes)

Dissemination of results and publication policy

Budget proposal

Appendixes
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Title of the Study

e\o\ocg\a
(20
« Concise, accurate, descriptive, informative, relevant, a&g]@t&g@&we
\\ e\
\\¢
A ‘e\ \a\a@
* Acronym 0@ &
\’Aa\\a\xe‘ea
. i ) A\
The title should . c,@d & °

. hlghllght thQ (\ggb}é)ctlve in a plain manner

e ...cCONV \\;b% d the research area
* -G ave main purpose
. aﬁes %teeéventually, functional relationships
99‘ \,:a‘?hentlon the target population
05\\\ ((\G

o ... carry the maximum information in a few words (12-15)



a\@)@nv Identifier:

This study is ongoing @
\\3 %T@@ 15481

Sponsor:

Diabetic Nephropathy Study Group 066‘) 6\5 ‘\\!Flrst received: July 10, 2008
e < o2 Last updated: February 9, 2015

Collaborator: o 6“6 \ O Last verified: February 2015

ltalian Society of Dlabetology GQQ g\(\a\ History of Changes

Information provided Bg&eﬂg@\g’ble Party):

Giuseppe Puglleg@\%laq\@f?\lephropathy Study Group
e? o

W ¢
05\ (\
el
oY @

ClinicalTrials.gov




Efficacy and Safety of Pioglitazone in Treating Subjects With Vascular C
)

This study has been completed. ClinicalTrials.gov Identifier: (\(\0 © (Gga

_ NCT00770835 9 X
Sponsor: e 6\
Takeda First received: October %(@@ . (\‘3\6

) _ Last updated: July ]\ ‘\g\
!;'ft""d"at"’" prmibinll Last veriﬂ&d;{a:l I 1(\6 O(
Zxads History o nges

2 o5°
e\ \
(GQ \
Q ©
RPN
05\\‘\ < (\C’e
¥ ¢




2
« The summary should ... : \6\,\,&(\0 é\d\‘@\\
2
... sumup all the essentials of the protggcp\ \6\\6\\
3 lud ‘3\\6 e(ea

. .. the main researglf% gtion
+ ... the rationzest. tb@%tudy
. ...the Wt $and the objectives

Kbé)n@tﬁ%ds (shortly the design, the
aﬁ} efilires)

@1’09 %@‘ld on its own, and not refer the reader to points in
0\3&30 Qetﬁ\e full project description.

e Remember ... :

o ... the abstract and summary are prepared the last,
read the first
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The traditional format: Introduction

3°
g0
e The introduction should ... : ‘0\3‘0 &
(\06\ (5\\3\\6'\

« ... provide the background information 5 \\6\\?\,&@‘5\

. update published research in the f@gsb \(&\’\6

e ... establish a framework for the gﬁ@argd@ '&he context)

ed\) \50‘\
* The introduction is necessaryf {{me |Q)ée,§t|gators
o ©° &
NE
o ... to familiari %\\tj\% existing knowledge
e ... 10 f|n & her or not others have explored the same problem

r%yﬂ%at the study is not “re-investing the wheel”

Q‘e &ribe link to other projects
05\“
20

OXl'he Ilterature selected should be pertinent and relevant

e Against this background, it will be presented the rationale of new the
study and why it is worth doing (why the study)
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The traditional format: Hypothesis

™
\O\OQ\
‘\6\06‘
6\0 \‘\’&'\\
V. At
The hypothesis is a statement based on sound sme,gr\uﬁ‘g\,g@t\)ry that
recognizes the predicted correlation between t\%Q)qb?” Jfonal variables.

\2 2
. . XA et .
A research hypothesis poses a relatu%@éﬁ}%\l@efween two or more variables
but phrases this relationship ag(@\qﬁsﬁgm.
P9 .o
© S : .
A hypothesis represg@s@i@@ﬁranve statement of the relationship between
two or more varjai#es; o
X (e

P o\ . . . :

A hy RESiset@n be defined as a tentative prediction or explanation of the

O\égdﬁ\tegsﬁ?b between two or more variables.
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The traditional format: Objectives

™
 These are the goals to be achieved by conducting the research \0\0‘3\
0©
e The objectlves should be ... : oS 02\,&\\
e ... explicitly stated ,@\\a“ oV

e ... consistent with the study questlons/hypgl}:lgt@sé5 6\\’3‘
. Ioglcal and coherent, feasible anda{\g %c@%\

e ... relevant and time based \
oV

C \
« The objectlve (goals) are to be dl(gt\m&@gé in...:
e ...primary ObjeCtI £°° \e‘f’\\)

* ... secondar k\(@&%
. safe%@@ﬁ’?&%(s)
& g@qéﬁ)r\%t@?y objective(s)

* The \’s%l,&daﬁe stated in action verbs, i.e. ‘to determine, to compare, to verify,
Jossess, 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

Primary Objective: Outcome Measure: S

To compare the mean change from baseline in Change from baseline in Hb 16‘&\%’&@&4
HbAlc between and W2 \\6(\

Jane @%\
placebo, after 24 weeks of oral administratic X2

double-blind . . th Secondary Objective: !\‘ fome Measure :
ouble-blind treatment 1 patients wit ty c O -
p P To compare the percent ch’g&t?m ba%h.ﬁ\ﬁﬂ Percent change from baseline 1n total body
diabetes and CKD stage 3A. total body weight b weight at Week 24
and placebo
adtmmstr ub]a trea.tmcﬂt
@I&ﬁ.ﬁ: Ih%hgéc from baseline m fasting | Change from baseline in FPG at Week 24
U O between
Safety Objective: Outcome Measure
Yyl D(\(\ s ﬁ‘e 24 weeks of oral
To examine ¢eGFR changes during the study and | Change in ¢ Mm bag @ t:},d of le-blind treatment.
3-weeks post-treatment for mg | treatme -W u.c 'nm:.,nt . .
and ola ei)o ‘ < ‘ é e from baseline in seated | Change from baseline in seated SBP at Week 24
cebo.
and p (\g : (SBP) between
To assess the proportion of patients disco T | from study |1d placebo, afl:er 24 weeks
of Teatment e i~ 1 11 114" 4
from study medication because of w or -.mn e — : atment.
renal insufficiency (defined as p ali Tomess : e mUACR e
hﬂhmm‘hm‘lim] . of Teatment
confirmed eGIR levels a30 % i = | = s s AT i 0
E 5 E oe'g normal altunsdmeria) between
between l E)*@D dqldﬂm]ﬂnguﬂﬂmobo
‘d? ﬂ? (s —= T o o Wed | Explarutery Objecive: Ouwcome Meaoare
ks of el i subg i | et ifloar affar To  the ion of peti . i Ih i
Al ata o 2% wecks of aal administarn of dogbie-blind g il B i
To evaluate th\@ and qel@ ility of mﬁ:ﬂm&n%@r mﬂﬂwdm . | B
\ 8.7, basaline FhAlc = 7.5% between. To n chwy e in | 2 o i Elb AL 2t s mgand i
Exploratory l'] Outcome Measure dq.d.r_ﬂm]ﬁnguﬂ)imoh EbAlc afiar 14 weaks of oral admimisrat sibgoup g FlbALlc Mﬂ-ﬂnﬁmﬂx mmJ
. a? ) \ P . p—— W?wm&n%w sk dop o . e
o compa om the im mn pd roportion of patien mmmw e | i ek 4 by o= o = basaling H
insulin ".1: y h.l\\c:nd||?.zgl1lllwmllﬂ||1L and | after study start ml %‘Rﬂml bz FAle mwmﬂw * ammmmﬂth:
]\Iaccbom]nlmms not receiving insulin therapy ﬁu:;?ﬁ;ﬂdhmm:- To : Eemmmll |+ mabscles dep g or more
at baseline afier 24 weeks of oral administration l"‘mwn";m'::“m‘; - | eselin inecalbody vt atr D o of | wight o sk 24 by ssbgrop defined om 2 ennd TP . T —
of double-blind treatment. et S afer 24 s of ol adin Ty subgeop bas mﬂﬁmmzh&mﬂf mmmwﬁ“mgﬂ m“‘“‘_ﬁ“ “‘“"“‘f""“‘“‘majl‘_""“
To assess differences in the percent change from | Percent change fron | bsie BAlc 8% bmalina Fhle2 7.5% lﬁmw-":m“‘“w __ | s of -
"I \"k in ulnmr\l '; | L'Io ing ratio of treatment “‘F'Hﬁnwyl”ﬁ_”‘m ?dwﬁrﬂﬂ.dﬂ*‘“::‘“.“ :'_-v = dsER ; glificsin 10 negand
(UACR) at the end of oral administration of T compare the propartion of patisnts ackieving, | Propartion of patiects ackia dinitlarblind ‘:‘mﬂ_ﬂmlﬂ_ﬂﬂ - To azsess e & farences in proparion of “Proportion of patianrs vwith besaline davasd
double-blind treatment in patients with baseline i_mmmaﬁ“‘; | ok 2 (o e o e d{g_mﬁﬂfﬂmﬁ e %wm‘mzﬁmlm e
UACR =30 mg/'g (g8 nd albuminaria) o5 nd placsko i 24 wodks of anal pegffiomin 0mgmd lacsbo. '[mmwmm:mag}-b 532 o< 30mis i sand D3P o -0
between da apa l!{lll]u/ll] it ™ eho. adinistation of doubl-blind Teatme (o ﬁmhmdm achioving | Propartion of patients achieving HeAlc | adoew 2 SBP of <130 bz anda mmHg at
U p—— 2 thempentic gyrantc mipenss difmed 2 Woek 24 (o Fricr o mecag) saaatod B2 of <50 mexFg aftar 24 ool of oral
e s | e
T Rl e P e = e
:;nmk:::ummdngu 225 rier 0 s, ovar baseling (R e | and o 10 rescs) a bsaline
=27 and To P feo e ifior ‘min] T3m’, basaling
dapagilozin |0 mg a=d m i ight after 24 weaks of | wedghe mt Wik 24 by sebgroup dafined B 34;.*; S ] T, o baseliog @GFR=15
oral admimiztration of dosblerblind et . | basclina EMT ; ‘prior o e il T
with a basaling BMI <25 kg'ns’, 225
ko, =27 k', and 230 kg’
dapagliflozin 10 mg md placebe.
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The traditional format: Variables
\0@6

Identify the key variables of the study (and the methods of mef&@}%ng&nt)
6(\6 \(5\\'6\
S

\!
: . M\
Four types of variables: é\e\z \d\\")\\a
2
 Dependent variables (outcome, eng&@lﬁ}l\\le‘e
* Independent variables ( sposmg factor, risk factor,
determinant, anteced = Wu? les that are manipulated or treated (one

or more) in ord%r(ys)@eeeosr% effects on the dependent variables (one or
more) (,a\a (50
. g&m?fg\@@ﬁ’lng or intervening variables = variables that may exert a

\\

0\2&) C(ﬂﬁbundlng 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, ....



Embarking on a Research Project

O\OQ;\@‘
'\6\06\‘
Components of a Research Protocol 96\9\&\9'\\
The format of the protocol: introducggd@\ﬁé(m\ﬁesis,
objectives, variables, ... \aa\\a‘\le@a
OO g
The format of the protog@?%b@tﬁ\)dology, study design,
sample size, ... ege“zé\\)‘e
‘\)QGQ ‘(S\(\’a\
e) o®
do \0(\3
(9\6 \\e‘%’
e\
. QQ( \]G(e
SO (e
o1
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The traditional format: methodology

\o\og\a‘
\06
. C\\Q \\’6\\
 This is the plan to tackle the research problems. \\90’5 N\
D @‘5
It should contain sufficient information to d @%ﬂ?n%%ether the
methodology is sound. @ et
ed\) 6\50‘

» It explains the study deagw@cgr@&%res and techniques used to
achieve the proposed

\\)‘5 (\g
» Possibly, a (@9 (91983al should contain sufficient details for another
quallfl @bﬂ?s T{%er to implement the study.
S0 e\,e
O(a&)Pn d@‘alls “where”, “who”, “how”
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The traditional format: study design

 The selection of the research strategy is the core of research d \ and
IS probably the most important decision the investigator has t@\ta(g\\a

* The choice of the strategy is in relation to the study Q }é%\t\\(,g@f

N\
« Pilot data or trial runs may be appropriate. \\650 &

Purpose Stgdgiﬁv

PN

\Y}
To determine frequency and burderé Qfe(\(\ &@?S sectional survey (prevalence)
a disease \QGQQ‘ d\(\?\ Cohort study, longitudinal (incidence)
@\v (\\J
e ©
To identify the risk Iwoc}s @o®

» Cohort study
Case-control study

To detgg@ﬂ?%%&@jﬁosm of a disease » Cohort study

oY °¢ « Randomized Controlled Trials (RCT)
To determine efficacy, effectiveness, * Non-Randomized Controlled Trials
safety of a (new) treatment (Observational Designs)

o Community intervention

To evaluate community programs » Evaluation




* Why this population, why these individuals. ‘@‘06\0\0
. : . WOV N
* The choice is in relation to the study objectives. 36\9,\@\\’6'\
: IR
Point Note . o°  &\W@

Sampling procedure

o

4 av -

. &agargg@presentatlveness and
c}\gh pifity

O\

<
Criteria for eligibility: inclusion or sele&@ﬁ‘oc;\‘

P(Gga i

\ ] \S
. . . e
Criteria for no eligibility: exc;lz\l@@?

O
o . . A\ . (\G g
o
Criteria for dlscontlr(!jg@;léne(g\

Allocation g@@@\%@\% study arms

 Randomization, ....

5\&\:‘\ (\UU

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




1. To define the geographical catchment area G\O\
« To stratify all eligible individuals into the 14 sex-age- duratlg g@@’étes
\\ e\
roups:
group 0\6‘\ ﬂ\\a@
Age-Duration Structure of?}kmss
e 50\‘
N
Sex ,«\g@\f\ Sy Females
. - 6\
Age at examination lo % \(\e{\ 20- 45 15. 30- 45
(years) A 0(\9
Qo%_ g™
6«\9 .27 n n - n n -
Duratlor{) - -
? g Nl 8-14 n n -- n n --
V0¥ (yertrs)
© 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)



1. To define the geographical catchment area ‘0@\
« To stratify all eligible individuals into the 14 sex-age-durati ‘(béi‘g@@’étes
groups: e @
0\3‘ {(ﬂ\\a
Age-Duration Structure of?}kﬁeas@ﬁp e
Q\)‘ ) G\‘
Sex Ma sgad\e’ Females
a Fd %)
. e Ao
Age at examination L Ps)
° (years) 6\0956@%6\“2{\ 30- 4> 15> 30- 4>
o)
2\'&0]:@(5@“ e | 2€ |  |12e |[12e€ )
5 @Y) & 10 10 10 10
uratier ove a4 |12€ |12€ e |12€ ~
@@9@@ ales” 10 10 10 10
(years)
>15 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

32 Exclusion criteria O\abe

31 Inclusion criteria °
. . 3 L i o . Patients should not enter the study if any of the following exclusion criteria are fulfill '\ . \\-
Patients should meet all inclusion criteria at the time of randomization. If at the time of \\a'
enrolment (Visit 1) or start of lead-in (Visit 2) it is known that the patient will not meet Sex and Reproductive Status (\6 LAY \@
criteria after a successful lead-in period, they should not be entered into single-blind placebo ° a \6\
lead-in. 1. Women of childbearing potential (WOCBP) who are ( unab! &l
i o i i . acceptable n 7. Serum Potassiuen (K) 5.5 meq'L (5.5 mmolL) _ 77 \ na
For inclusion in the study, patients should fulfil the following criteria: s w N s Serum Cateiorn (€3 < mgiaL. or L.L,:\ema u ‘j\:a\\
. omen w .
1. Provision of informed consent prior to any study specific procedures. , w B :o :::: : ::m‘ n; vt %\6\
2. Female or male aged =18 vears and <75 years. administrati " mﬂ&){%tm L) (e 6
T: r E jons
3. History of T2DM for more than 12 months. Central Labql-am“-a(m“ NPT W e
4. Inadequate glycemic control, defined as HbAlc >7.0% and <11% measured at 1. Asp e T astible or previouny undsgaoned iy sa
Screening. Note that HbAlc will be rechecked at Visit 4, and must then be 7.0 and g 6 Ryt 15 Renal Diseases:
=10.5% (value from blood sample obtained at Visit 3) for patient to be randomized. 3. 0 anine ) 24, History of any biopsy or mmagng verifying imlercursent kidocy disease (soch
) S e i sy -
5. Stable anti-diabetic treatment regimen, defined as stable diet and exercise therapy ?G . otpBltnl LRI .
alone or in combination with any or both of the two following altematives: 6 e e e
e \e gl (g g5 Hemodalye, iaisabon berapy. o peitoned Bl £ e = " s  coriads of o
* A regimen of any approved oral anti-diabetic medication (except SGL’ QQ . (\'a o of gy siguing O conseal  visd 1. e e e g e
inhibitors) where no dose-changes have occurred during 12 ’ g\ Medial History nd ConeuTe e Diases: stowed
randomization \ O(\ CViVascular diseases: 27 Significant hepatic disease, inchiding, bt nof lnsted tc 37 A metfornsin dose which is cuteide the specified dose range for moderate renal
16 Severe uasuokrolled by and/or severe hepatic insufficiency m}f&f:km:l;zn:.mm 1. T3, MDRD formula) according to local
* Long acting or intermediate acting insulin and m%ﬂ i gz menbig at any visat p 1 28 Docunsented histsey of hepatobaicity with any medicat N . e m‘“::'ﬂh’“ e
as the dose is stable during last 12 weeks befof@gantomizat +10% Ay ot elomog CVN0 20 Ducuend ity s by st e
are allowed (in relation to number o 2 1zafiGe) \FOT example, if 5 Mseeartiat iy TiFmATolozical and Oncolegical Diseases Conditions: o X S e
the patient is taking 50 units/dayo% (@i omiion, the total daily B e T 0 sy ofeiiepaty, o croic o et io (s ghoe) maicwed for s chesy
doses in the past 12 weeks gi€d)yiot have exceNded 55 units. or been less than 1 Douation o lood orboo podics o2 lood bask. eATDCR, 30 of ECHimeTIZIG, Wi 0 31y poF 10 Siming he coesent
45 units. However, i dhe day/week) during this time 19 Ustable g pasticipation in a lisical snidy requring witbdrawal of o
perioda.tt a'.;n.q'. 20, Unstsbile heast Eadure | ikeammw-mmkm:r\ml . Other Exclwsion Criteria:
\Ge 2 HF New York Heant A 12 mmsm«tﬂmxﬁwn- a :::::k endocrme, pryvehaatne, of rheumatic deosders as yudged by the
6. Renal -CKD3 ( & Trasieoriactienic s gy gw;ﬁw““w mamgm butmot! 43 Patient is. s the jucdgmens of the Trvestigator, islikely 1o comgaly with the protocs]
\ e ation of who ae positi' o ks amy severe concurent medical or peychological conditson that may affect the
0\ * 40 _ 65GaLiminute/1.73 m at Visit 2 (value from blood sample immmmodehciey oo () " e of by o ey s T
obtained at Visit l) to enter the lead-in penod . muu"yofwmmdmwogcﬂmmmm. 4% Patient who, in the judgnient of the Tovestigator, may be 21 risk for dehydration or
visit 2 whime depletion due 1o co-existing conditions.
+  eGFR* 45 — 50 mL/minute/1.73 m? at Visit 4 (average value calculated from Alerges aod Adverse Drug Reacions: #. P it anyconifonwbich e udgmen of e s, oy seodr|
the eGFR values at Visit 2 and Visit 3) for randomization. 3. Koo g o cotrindication ko he couteats of patieat
) o 45 Patient is camently ibusing kool or otber drugs o hus doo so within the Last 6
*according to the ad iated (fo iahls) MDRD Study equation, using central labaratary Prohibited Treatments and/or Theraples: moaths prior 1o signing the consent at visit 1.
of seum creatinine(sCr). [eGFR (mLiminl. T3u’) = 175 x (standardized sCry*** x (Age)* ™" = (0.742 e i o o ot o the sy applics fo bt
if female) % (1.212 if Black)] [Note: sCrreported in me/dL] 4 et ool 1o prscss sy
7 Body mass index (BMI) between 18 and 40 kg/m’, inclusive. #8. Patipationn mober cliscal hody with P G B 1t 30 s prie o

sugnng the comsent af visit 1.

Eligability cxitensa for this studs 3 the safiety of the
study patients and to ensure that the results of the study can be used. It 15 ioperative that
patsents fully meet all ehgbity cnferia
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Early Prevention of Diabetes Complications in people with

o

Hyperglycaemia in Europe: Study e-PREDICE o
FLOW-CHART DESIGN 6‘“

\
\'\Q(\‘a ‘
R\ @*‘g
oL etic

SCREENING PHASE (OGTT) = RANDOMI g .
(6T agi(ed-@perglycaemla

LIFESTYLE e(\(\o Ll LIFESTYLE LIFESTYLE
Bl are T r A e? e 6\% formin Linagliptin Linagliptin+
e . (\‘a\ Metformin
'\\)5 (\g\ Withdraw  Withdraw Withdraw
3-month drug tolerance vallgt?on
6 '\O(\
0 ef®
PR
e o\
‘\'.\\1‘3 %Cllécﬁﬂ‘lefl nuation * Code break and individualized therapy
o\ \
g eef ¢

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
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The traditional format: intervention(s)

 Full description of proposed intervention should be given.

?-
)
e\ o

‘0
9%
c\\ \3\

» All activities and actions should be recorded in their orde\&@‘po@}‘}ence

A\
QOG\ c,\d\\

| ion/ . ey 3\0 (G >
ntervention/activities Q{B ,-cﬂ\
el 2O
?e(\(\o X @%mentlflc and brand name
GQQ? \(\a\es « Manufacturing company, city, country

Drug/treatment 66\06 0O Q » Drug route, dosage, frequency of

\ad (é\o(\ administration, duration of treatment

6(6 NI
Q‘ Y (e\’b « Approval of the drug regulatory agency
6

Ap aratus or deV|ce

* Name and characteristics
» Manufacturing company, city, country

Involved personnel

* Who is responsible
» What activities each personnel will perform
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The traditional format: data collection/management

0O
. . 0
« Several details should be provided. 0\6\06\‘&
- A\ ‘(a\\?)\
0 '\0(\ ‘\6\
Tools/instruments Note m\\@\ > @

T \\ 2t
« Medical report%oc»\ \6\‘6

. Laboratqg/&}epgese

Retrospecive data

Validated questionnaires/Interview Sg@@tu;&eﬁ\%
schedules od™ P%[ructured
o0 B e

Specifically desianed au Qﬁn%e.ag‘ Q\ » Details about preparing, precoding and pretesting

g / J qg% » Appended to the proposal

(6\' \16
\t& (e\’ @w « Established tests (literature)

Laboratog(\ t‘\ge . . .

R oef Not established tests (description)

\®) : :
Clinical examinations, screening  Established (literature)
procedures, techniques « Not established (description)

* Tools used for data collection/extraction

Description of instruments .
P  Validity of the procedures employed




» Several details should be provided.

6 \0(\

Statistical tests Q\\)% 0(\9

G d\\a\'\e‘

(@) o\

-
\
Tools @\I}{Q%v(\\,e

A\
Data analysis plan ?e(\(\o e@(QQQStatlstlcal advice from a statistician
eV (o™ « Which (name of statistical tests)

» Steps

(3

0‘\‘390

('b‘”

o>

Van@l@@s @\6
%eﬁ—(\c@

« Dependent, independent,
confounders, etc

§o%tware/ver3|on
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The traditional format: study plain and

-
. . g\
timing of procedures 09°°
. ON :
o \2\'5\“\2“\\
. a N \
Study flow Chart ’{6\\6\\ \‘\‘3@6\
ASY . AN
V1, V2, Vi, V4, Vs, V6, \’7600 5\6\ V8, Vo,
Wk -6 Wk -4 Wk-1 WkoO Wki1 “’k 4 a\m 12 (G Wk 24 Wk 27

s : CO T et e a i
B S T M -
| | - u ru - i

: i I (1R1) e ? (\ Q( YT 5 |

: : DB § E | :

= o e il = e a

| : & \0(\3 : : : |

| | (a\fb \" (‘5 | ! : Matching placebo . :

i 0° IPACIHIR : : : : :

| @n blind lacean H .’:

Q \‘\‘9111{1&\0 - lead 11? : Double-blind treatment ' Follow-Up !
QWY i .' E E
: Z“k ' 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

B
. . g\
timing of procedures oe9°
6\0\6‘13‘,\\'
PR\ ‘\3\\
Screening Lead-in ; \\0\\6‘%@‘5\
. " Double-Blind Treatmeft R .
Period Period Cs 69;\(5%% Period
AN @
Up to 28 days 6@0%4&@@%%(5 21 days
14 days (+3 days) ©° Ge @ days) (*5 days)
Q) .
s 8Visits .
. 2O e '
- Single Bind® e NActive drug SRS
Z AR
+ Plage®® 0™« Placebo SRR
6(6 \‘e( R Y
oe? (e\? TTEndef
= ‘\16 . GQG . .
Erg@ﬂ\"heqk\cz Randomization Treatment
oA i
Anti-diabetic {except X304 and anti- Rescue Medication Available T ommerca e
hypertensive drugs are alowed and the dose Weeks 4-24 for lack of glycemic control criteria Allowed

should be kept constant Day 1-\Weelk 24 for changes in insulin dose




. Screenin; - . . Follow- For details \ g
Study Period g Lead-in period Treatment period . @) O
! period up periad | see e
End of Protocol ‘ ‘\ab
nd o Section ) K
Visit Enrolment Start of Lead-in Random- | Treat- Treat- Treat- Treatment/ Follow- 6\ \‘\‘a ‘\
lead-in ization ment ment ment Discontinuat- up (\a . \'6
. .
ion/Rescue A\'\ a 6\ 5\
Visit Number 1" 2* 3 4ed sode [ 7 e gode PR\%e '\@@
(Fasting/Non-fasting) Non-fasting Fasting Fasting Fasting Non- Fasting Fasting Fastla%\e :\'%‘5\ \f }
fasting C. (=
Week -6 -4 -1 0 1 4 12 \ a 24 e 27
L)
Day -42 to -29 -28 -7 0 7 28 (‘\)\Q | (.(\;Es 189
= 1
< -t — -
Visit Windaow 0 +1 +1 Study Period GU P “&“‘” Lead-in period Treatment period “;"'L"'r',.‘“'d ::' detaile
i s i I Fud of Drotocal
Slgﬂed and Dated Informed X "\Q . (eg Enrolment !:tl;l_ﬂ[ Lead-in I{_::l!emr Treat- Treat- Treat- D'.I.'rutn.lnt' Fallow- Section
consent Q e ‘ Q\ Q ead-in ization ment ment ment :;;ﬂ;lel:l:::’- up
) ) . M " 7
Inclusion/Exclusion Critenia X X q \‘;@m ’ Stady Period Sereening | o Treat o Fallow- | For details
¥ . '\‘ mg Mon- fasting) ady Period period ead-in period reatment period up period | see
. . . Protocal
Allocation of E-code via x -;\\)% (\ \| e Stortof Rond 5 . . g of Fal Section
i . . tart o . udom reat reat reat reatment’ o
IVRSTWRS L) 0) — v oroment | 3ol | Lenain | Bt | e | T f e f b | P
G 2 i Rescue
.. (O3 . \ —
Randomization to study treatment xa O \O\ X Visit Window Visit Number I D ¥ T s | g | oo Sois 5
wia IVRS/TWES ( a L 1 (6 Waist circumference (Fasung/Non-fastng) Nom-fasung | Fasung | Fasung | Fasung Nom- Fasung | Fasung Fastng Fasung
O LN y X fasting
- \ N Seated BP and Pulse
Demographics < e ), \6 Onthostatic BP and Pulse. fmseens, i nd ! 2 ! : 2 X il
- - - A (‘J 2 1eed OO Day 421029 28 7 ] 7 ) 84 165 189
Medical and Surgical Hlft‘?{;\(!a \ 6 e [ Hepatie Screen Panel | Visit Window 0 +1 £1 5 +5 +5 +5 +5
Brief Physical Exang PR (S X Dy Pt [ el * . I I W
W= = A}
Ccmpletml&ktxmw X Blood samples for HbALe g:l‘::; wrine: sxple collection (24 x x 517
Blood samples for S Crea
Height A\ X {eGE R\:al:‘uhlmn]‘ Dhetary and life-style advice X X X X X 411
Blood samples for FPG Dhspense Glacose Meter and/or 518 and
. Supplies (including diaries] X X X X X X X
Weight X X X X P [ 5251
Lipideand Ui seid | 1 S x x| ox | x| x X x |55
Blood samples for Serum | Dispensation of Study Medication 1
Metabolism Marker o perwEs ! x X x X 7
Pregnancy est™ Rerurm of Study Medication and x % x x Thand 76
accountabality
Adverce event review (AEs and
SAERS X X X X X X X X X 6
Hypoglycensic svents review 52,51 and
P X X X X X X X X ois
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 ] 0¥

| Medical Interview Patient's personal data and updats

4;1 ) II"IfEITTh‘-EI.hﬂ'I'l
Physical examination Height, weight, walst@ﬁ\%q@ﬁ%hud pressure (BP)

Drug Accountability Log 0660 NN
Adherence Questionnaire Induﬂg@lﬁs m@

S iy
‘ \)56\3 activity ( RPAQ), 3x24h, PA diary
2O e 7% 24 pedometer

workshop records and individual intervention forms

Cuality of Ife (50)

Cognition (MOCA, TMT AB, Digit Span — Forward and
Backward)

Extended test senes

Anxiety and depression (Hamilton and MINI)

Slesp disorders

Meuropathic symptoms (MNSI_ Sconng Version)

EE=SEO0E =E EO=EE=EE EE=




M: Mandatory, O: Optional

Complete OGTT O AV “'\\

plete 0, 30, 60, 90 and 120 min glucose . ,&(\a ; (}\’\6 M

A\ e\
HbAle ’{6\\ % M
: CCY . AN

Hepatic profile AST, ALT, ALP, gammaGT 00 oS M
Pancreatic profile N\
o mﬁr Amylase, Lipase \aa ‘\\19( M

nal profile Greatinine, urig @&, , CKD-EPI M
Lipid profile Total L- sta'nl, Tnglycendes, LDL-

o 5 GhaSSterg), O Qr%@ M
Morning urine spot ,,QQQ Wuna creatining, alb/creat ratio, M
Insulin and G—p& EE\ o, O}7°30, 60, 90 and 120 min M

(\

an’mrk@j\@ M
:(d@?n albuminunia, creatinine, alb/creat ratio M
0
Microvascular endothelial index o)
CCA-IMT (CHS) Common carotid inima-media thickness 0
Retinography Retinal vasculature M
SUDOSCAN Sudomotor index M

Sleep and Cardiorespiratory
Mocturnal respiratory, blood pressure vanation indices 0




Embarking on a Research Project

O\OQ;\@‘
'\6\06\‘
Components of a Research Protocol 96\9\&\9'\\
The format of the protocol: introducggd@\ﬁé(m\ﬁesis,
objectives, variables, ... \aa\\a‘\le@a
QUM et
The format of the protog@?%b@tﬁ\)dology, study design,
sample size, ... e?e(\\(;é\\)(e
Q7 .2
L \\)56: SR
1 Eth'cgla'&e(eﬁf\é“
NP
ONT- S APN
%\‘ge‘ o
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Issues for Ethical Review and Approvals

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

0¥
 Documents to be appended to the proposal (where approprlategl@ﬁ\%g(\

submission to the Ethics Committee: \ \\9(\@9\(5\\6
o Statement about Conflict of Interest 60 \6‘ 2\
S
e The Informed Consent form: \aa\\a\\le@a
« Subjects’ mother tongue 0660 5%

« Simple language, lay sumﬂ@ar (eg

» To describe, in se \Wﬁ\a will happen in the course of the study
e To describe G? d@%eflts and risks

 To state,\ @@dgm"t% withdraw from the study at any time

. Ethl
Og,\’ﬁ‘1 AQ@@ ance Wlth the Declaration of Helsinki
0\9‘) & ?B\greement 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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Embarking on a Research Project

,\0\0@,\’a
Components of a Research Protocol @‘\ W
\ @9
The format of the protocol mtroduc‘lagcm@\fﬁ)é@@\ﬁesm
objectives, variables, 2N (e
29 «N©
SO e
The format of the protog@lc’nb@tﬁ\)dology study design,
sample size, 9@0 \ O
2@
QGQ g\(\
WD (\
Ethica |@$S’ goe
A% ef°
0?  \o
O @




R
\ 6 ‘-
\c\\\a\\a@

- Endothelial injury and repair in diabetes. The development %n

Progetto di Ricerca Rag

R&spansab%@bf StefanagielPrato

1% anno

OUY 22 ann@)\ ~

3° anno

Mesl

1[2]aJa]s[e]7[e]a1o]11]12

1]J2]af4]5]e]7[e]o 10 11]12

Flanificazione del

Condivisione delle
fasi del progetto

tra UU.O0.
Pregarazione del
manuale operative
Reciutamento del
pazientl

Sopgetti di controllo
Fazient con
pre-diabeia
IFG & IGT

Pazient [
¢ g Oeoe

20

low-up @ T
P TZDM
di nulva diagnosi

{naive T20M}

Follow-up di

naive T20M

Pazient con diabete

di tipo 1

{T10M)

Follow-up di T1DM

Valutazione dello

stato di avanzamenio
del reciutiamenio

q@k@proposed
NiCtivities

1 |<zd\3‘[-'4 |5_|¢B\'& [8]ae]11] 12




i.nk and _‘Plﬂn SID ACADEMY 2017

Progetto di Ricerca Regione Toscana . <)\6 ‘\\_
- Endothelial injury and repair in diabetes. The development of 2 nen-invasive multimarker index for "vascular competence” - 6\ ?(\a'
A 1y t
Respansabils: Prof. Stefanc Del Prato N\ NEAN e\
17 anno 2% anno \’G@\}:; f =M
Mesi 1J2]afafs]e]7]a]ale[n[2[1Ja]ala]sa7]a]ale[n]12[1T2]a]wRsYE [ T\ E10] 1] 12
Flanificazione del P AW SNIAMS
o (~\Q) . \\,0
{:9'09; ol PR
ondivisione delle ~ N
fasi del progetto \\6 ~ 6
tra UU.00. ) (G
Freparazione del \a . \‘e
manuale coerativo 6\) G(\
Reclulamento del e . 6
pazienti e G d\
Sogogetti di controllo
Fazient con [d o) 1" anno | 2° anno I ¥ anno
pre-diabeta o vl J\ [1J2]sJafs[s[r[e[aw[n[z[1J2]aJa[s[e[7[a[a]w[1]12[1[2][3[4[5]6 7 [8[a]ie]11[12
IFG & IGT) s Vv
Pazienti con diabate FMD/PWY
di tipo 2 in terapia ASTMINT
con OHA (T20M) CECENF
Follow-up di T20M ‘ss::ui In ‘;Ijn'o _
Fazient con TZ0M amcchimarto ax v
di nuova diagnosi e e
{naive T20DM} EPCs _ _
Fallow=se di e
naive T20M paramri disiress
Faziant con diabate M
dil Bipo 1 r‘ Parametri biochimici A I s I I O O B
10M . Viarkers poumoral AN A I N I O O A R
Fnlluw-u;:-pii‘@}‘ eﬂw;;':;‘ge
Val = ( genetico
(DS @ —
C retiutament manu el
interim
?::::‘ shansics | 4° anno. 2° anno | 3* anno.
Preparazione Mesi ["[2[sTa[s[s[7[8[a[1o[1[12[1[2 3[4 [5[6[7 [8[a[0[11]12[1 [2[3[4[5][8 7 [8]a]1e] 1112
i Milestones
T
reclutamento
[ Inizafne
follow-up
Inizo/fine test di
-, = e
[he traditional format:
Tnzo sereening
. s o
‘markers bicumorali
Entrate [40% | 20% | 20% | 20%
Gantt chart = -
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Embarking on a Research Project

,\0\0@,\’a
Components of a Research Protocol @‘\ W
\ @9
The format of the protocol mtroduc‘lagcm@\fﬁ)é@@\ﬁesm
objectives, variables, 2N (e
29 «N©
SO e
The format of the protog@lc’nb@tﬁ\)dology study design,
sample size, 9@0 \ O
2@
QGQ g\(\
WD (\
Ethica |@$S’ goe
A% ef°
0?  \o
O @

Budget proposal
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The budget proposal

fo N
v T - . O o : - \\4
Project Type: Ordinary/Progetti ordinari di Ricerca Finalizzata O
) 2\(\6‘
Proposed total budget ( Euro X 0 . \\-
P get ( ) ® A\ é\;\ et
\'\3 5\ t of costs proposed
Costs Budget Year 1) Budget Year2) Budget Year3 rnry gy DGGE\Ta\\&g\u\@@ for funding to the moh
%OG\ ,\6\&
1 Staff salary 138.645,00| 138.64500|  138.645,00 D 15935907 41593500
4 r') a\\ . le(%
2 Researchers contracts 44.000,00)  60.000,00 408@&: ‘ 60(\?‘44.000,00 0,00 144.000,00
C A\
3a Equipment (leasing) 0,00 0,00l © @ 0,00 0,00 0,00
3b Supplies 80.000,00 1@.&6&0 o\ 81.505,00 291.505,00 29.085,00 262.420,00
a0 D\ ‘a
3¢ Model costs OY " - O\b00 0,00 0,00 0,00 0,00
(‘:'(i\w, 6 0(\9 1 ’ 1 ’ :
4 Subcontracts 66 0;08N 0,00 0,00 0,00 0,00 0,00
r}a ,\(‘é%
5 Patient costs Qa\ \ 950,00 2.500,00 1.250,00 5.000,00 0,00 5.000,00
Q(‘e o(©
6 IT services apd ‘@utd basss| 0,00 0,00 0,00 0,00 0,00 0,00
‘%\Q{Q < ‘(\‘GSé
71%@0 0,00 0,00 0,00 0,00 0,00 0,00
0& ? e ? 1 1 1 1 ?
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
Total 278.428,00| 344.678,00| 274.934,00 898.040,00  449.020,00 449.020,00
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The budget proposal

Project Type: Ordinary/Progetti ordinari di Ricerca Finalizzata

o3

@\0

Proposed budget distribution ( Euro) O\ \
(} 5 ACS
Unit 1 Total Unit 1 costs Unit 2 Total [Unit 2 costs MQ{{E)\\ gPotaI Unit 3 costs MOH]|
Costs : -
Budget MOH funding Budget fu i 6\\ funding
fa QO %\‘6
1 Staff salary 142.910,00 168.462 Ogav e 2 104.563,00
el
2 Researchers contracts 96.000,00 96.000,00 e 0 0 <~(\\l 24.000,00 24.000,00 24.000,00
G A\
3a Equipment (leasing) 0,00 {%\Qg (% g@ \6,00 0,00 0,00 0,00
o) al
3b Supplies 99.405,00 e%’%?{) OB\ Y o9 .600,00 91.600,00 100.500,00 100.500,00
O\ O\
U AY K (€,
3¢ Model costs N - N Y0,00 0,00 0,00 0,00 0,00
(Zs\Q5gﬁ R
4 Subcontracts 6 6({@@\6 0,00 0,00 0,00 0,00 0,00
hX ~X
5 Patient costs 2F o NE000,00 5.000,00 0,00 0,00 0,00 0,00
61T serwces @HLY baSéQ]G 0,00 0,00 0,00 0,00 0,00 0,00
c.\\» «\G
? G 0,00 0,00 0,00 0,00 0,00 0,00
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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Embarking on a Research Project

@
\OG\O\OQ,
ZOVT %

Components of a Research Protocol 2O N

o . N

\\\a @5\
The format of the protocol mtroduc‘lagcm@\fﬁ)é@@\ﬁesm
objectives, variables, 2N (e
N2
SO oY

The format of the protog@lc’nb@tﬁ\)dology study design,
sample size, 9@0 \ O

0 e ”
W QGQ (\g\(\
Ethica |@$S’ goe
(96 \|G
o o e‘e\

Budget proposal

Appendixes







Information \,Iziﬁ)rmatlon
provi \% understood

el
\\\\1‘3 ‘\oe\l
02" ¢
O\QQ QG j




The informed consent

2

Purpose

Voluntary
participation

Contact

informatign 9/
) (GQ
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Appendixes 5@
O®
'\0‘\6\? ‘\\-
 To be attached at the end of the protocol: ‘ (\ad‘d\,@\’&'
‘a\\a\\?a °
 Participant information sheets and infcgg@'ﬁa g\g‘ﬁé\ént forms
‘3\\6 @(ea
 GP information letters o o™
e @
. o0 e9
« Letters from ethicg, Empritt8es
Q% o
. 5@9 ~ AN
Study queSimaies
« Stu | |
2
‘ ‘\IQQ@E@@ecord Forms (CRFsS)
' ‘3905\\% ot
19)

* Budget details

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



unite for diabetes

Thank fer your
sheniion!
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