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— Asking good questions:
e Sources and examples of questions.
 Which questions should be pursued?
 What is an ‘answerable’ question?

 Has the question been answered?

Knowledge Utilization Research Center o .



Traumatic brain injury

e Traumatic brain injury Is a significant clinical
problem for which there is still no effective

treatment.
e Recent laboratory and clinical data demonstrate a

potentially beneficial role for neurostroeide such as

progesterone.

* Progesterone affects many of
physiological and molecular
process in the cascade of
secondary damage after a TBI.




Sources and examples of questions.

The focus and nature of these questions Source Example
varies according to the perspective

i Canlreturnt k aft
of the stakeholder. Patients focus on SIRRASEIAAREORAIRIA eIl Annb/

Patients brain injury rehabilitation”? How
issues of most relevance to their long will this pain last?
specific situation, such as relief of
symptoms; the clinician or
researcher considers broader issues, | Own What is the best way to prevent

f le choosing f linical H and manage intracranial
or example choosing from a range clinical/researc pressure in Traumatic Brain

of intervention options; colleagues experience Injury (TBI) patients?
and funders seek justification of
interventions and funding allocation,

: , , Why did you do a CT instead of
respectively. Diagnostic

an MRI for this TBI patients?

Why should we fund
physiotherapy for patients
following discharge from SCI
rehabilitation?

Policy maker
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Which questions should be pursued?

 This task is influenced by a range of factors including time
and resource limitations, clinical urgency, organizational

or local research agendas and funding sources.

— Importance of question to the patient's biologic, psychologic or
sociologic well-being.
— Relevance of question to you/your learners’ knowledge needs.

— Feasibility of answering question in the time available.

— Likelihood of question recurring in your practice.
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What is an ‘answerable’ question?

What is an ‘answerable’ question?

— An ‘answerable’ question in research terms is one which seeks specific
knowledge, is framed to facilitate literature searching and therefore,
follows a semi-standardised structure.

‘Answerable’ clinical research questions have four essential ‘PICO’

components:

— P: Patient and/or problem;

— I: Intervention (or exposure, diagnostic test, prognostic factor, etc.)
— C: Comparison Intervention (if relevant);

— O: Outcome.

“In [Population], what is the effect of [Intervention] on [Outcome],
compared with [Comparison Intervention]?”



Population or Patient

Intervention

Comparison

Outcome

the person affected by what you are researching - what
are their defining characteristics and what is the condition
they are experiencing?

how are they being treated

is there another treatment method that you would like to
compare the intervention to?

what is the result of the intervention? These can be
primary and secondary outcomes



What is an ‘answerable’ question?

Answerable clinical research question (PICO
Original question
elements in italics)

In patients with severe TBI, what is the effect
What is the best way to prevent and manage
of hormone progesterone on intracranial
intracranial pressure in TBI patients?
pressure, compared with do nothing?

In patients following TBI rehabilitation, what is
Why should we fund physiotherapy for patients | the effect of community-based physiotherapy
following discharge from TBI rehabilitation? on functional status, compared with standard

care?

Why did you do a CT instead of an MRI for TBI In patients with suspected TBI, what is the

patient? diagnostic value of CT, compared with MRI?




What is an ‘answerable’ question?

What prognostic factors influence return to work in patients
following TBI rehabilitation?”

‘How Is the experiences and feelings on the organ donation
process from the perspective of a relative of an organ donor?”

What is the incidence of TBI and the prevalence of its
consequence in active population (15-60 yrs) in the community?

What is the cost and effect of hormone progesterone in
compare to other intervention ?

Which policy would be best to decrease the burden of TBI in the
community?
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Has the question been answered?

Once the key elements of the question have been
specified and the broad question category identified, it is
Important to identify how this or similar questions have

been addressed by existing published research.

Pub med clinicaltrial.gov | web of sciences (ISI) | Cochrane
database(CDSR)

Embase irct.ir scopus ERIC




Has the question been answered?

Many clinicians and researchers, particularly those not
engaged In evidence-based medicine or systematic
reviewing, baulk at the notion of spending their limited
time performing an in-depth literature search at the
qguestion development stage. However, an investment of
time at this point in the research process more than
offsets the potential time and resources wasted In
pursuing an inappropriate question, or one that has been

comprehensively addressed already.



Has the question been answered?

Existing literature may focus on specific subgroups of population,
...shows definition of the population might be reconsidered .

Outcomes other than outcome may be more widely reported in the
literature, ...prompting consideration of whether function is the
Most appropriate outcome,

Particular study designs such as Randomised Controlled Trials
(RCTs) may not be represented in relevant literature, .... raising
questions of feasibility or ethical limitations to using such designs;

There may be a large body of literature addressing this question
but no systematic review, ....In which case a systematic review may
be more useful than another primary study.



Effect of Progesterone on intracranial pressure in TBI

The results of our review did not find evidence that when

compared to placebo, progesterone could reduce death
and disability in people with TBI. There were too few data
available on the other outcomes that we were interested
in (pressure inside the skull (intracranial pressure)), blood
pressure, body temperature and adverse events (harms)).

Ma J, Huang S, Qin S, You C, Zeng Y ; Dec 2016; CDSR



What study design is appropriate?

Sterengh of evidence

Tablel NHMRC Evidence Hierarchy: designations of ‘levels of evidence® according to type of research question {including explanatory notes)
Level | Intervention ' Diagnostic accuracy * Prognosis Aetiology * Screening Intervention
|+ A systematic review of beved Il A systematic review of level A systematic review of level || A systematic review of level |l A systematic review of level ||
shudies Il shudies el e siudies studes
Il A randomised controlled trial A study of test accuracy with: A prospective cohort study™ A prospective cohort study A randomised confrolled trial
an independent, biinded
comparison with a valid
reference standard,® among
consecufive persons with a
defined clnical presentafion®
k1 A pseudorandomised controlled trial | A study of test accuracy with: All or none” All or none® A pseudorandomised
(Le. altemate allocation or some an i"dw:‘mt ma;d controlled trial
other method) COMPSNS0n Wit 3 Ve {i.e. alternate allocation or
reference standand,” among some other method)
non-consecutive persons with
a defined clinical presentation®
k2 A comparative study with A comparson with reference Analysis of prognostic factors A retrospeciive cohort study A comiparative shudy with
concurrent controls: standard that does not meet the | amongst persons in a single concurrent controls:
+ Mon-randomised, critenia required for amofa randnms&d »  Mon-randomised,
experimental trial’ Level Il and IIl-1 evidence controlled irial experimental trial
« Cohort study = Cohor study
» Case-control study = (Case-conirol study
» Interrupted time seses with a
control group
k3 A comparative study without Diagnostic case-condrol A refrospective cohort study A case-control study A comparative study without
concurrent controls: study® concurrent controls:
» Historical control study = Histonical control study
= Two or more singhe am = Two or more single arm
study™ study
= Interupied Gme seres without a
parallel conirol group
IV Case senes with either post-test or | Study of diagnostic yield (no Case senes, or cohort study of A cross-sectional study or Case senes
pre-testipost-test outcomes reference standard) ' persons at difierent stages of CasE Sefies
disease




Take home Message

Clinical trial is not always feasible
Clinical trial is not always the only way
Clinical trial is not always relevant

Clinical trial is not always the best
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Introduction: Drug Development
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Introduction: Drug Development

The search for new treatments begins in the laboratory, where scientists first develop and test new ideas.

dgui (o0 ST 0Bl 5o (59,03 61y g

The next step is to try a test article — molecules, vaccines or medical devices — in animals to see how it

affects, for example, cancer in a living being and whether it has harmful effects.

Gl 0335 €l g Wlilgas 3 9,05 Hivlejl wm dls g @

It includes investigations on drug absorption and metabolism, toxicity of the drug's metabolites, and the

speed at which the drug and its metabolites are excreted from the body.

bgwsuouaﬁu&og)bw%mwﬁggﬂbwsyi@@bg{,&@hﬁw’bs\b”wl); o



Therapeutic pharmacology

Therapeutic exploratory
Therapeutic confirmatory
Therapeutic use

@LAJJ W&A - Therapeutic confirmatory
@LAJJ Jj\ LJLA.US‘ —_— Therapeutic exploratory

N Human pharmacology
e Gl anls —

Lf J } vt

Human pharmacology rescarch is not restricted to phase 1 trials. Human

pharmacology can be a tnal objective even after a drug has reached the market and

" J J ‘ S can be onc objective cven in phase IV trials. The same is true for confirmatory and
Lf J ﬁ) - exploratory tnals; they can also be a trial objective in different tnal phases.
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Clinical trials

\Eligibility criteria

Randomization




Comparability

(tO)baseline |ntervention (t1)outcome

Intervention Measure A X Measure A’
group

Control Measure B MeasureB’
group

If two groups were comparable then the effect of
intervention(exposure) would be:
A'=B"+X or A-B =X

33



		outcome(t1)

		Intervention

		baseline(t0)

		



		Measure A’

		X

		Measure A

		Intervention group 



		MeasureB’

		

		Measure B

		Control group 



		



If two groups were comparable then the effect of intervention(exposure) would be:

A’ = B’ + X   or  A’ – B’ = X










Comparability

In design stage :

m Restriction:

Inclusion & exclusion criteria
m Matching:

E.g: Stratified randomization

m Randomization & blinding

In analysis stage :
m Stratification

m Standardization

aTd Multivariable analysis (regression)

Clinical Trial Center
Tehran University of Medical Science:




Errors

Chance (random error)
Bias (Systematic error)

Confounding




Errors

Bias (Systematic error)

Confounding

Clinical Trial Center
Tehran University of Medical Science:



Type of bias

Description

Relevant domains in the
Collaboration’s ‘Risk of bias’ tool

Selection bias. °

Performance J

bias.

Detection bias. °

Attrition bias. ®

Selective J

reporting bias.

Systematic differences between baseline

characteristics of the groups that are
compared.

Systematic differences between groups
in the care that is provided, or in
exposure to factors other than the
interventions of interest.

Systematic differences between groups
in how outcomes are determined.

Systematic differences between groups
in withdrawals from a study.

Systematic differences between
reported and unreported findings.

Sequence generation.
Allocation concealment.

Blinding of participants and personnel.
Other potential threats to validity.

Blinding of outcome assessment.
Other potential threats to validity.

Incomplete outcome data

Selective outcome reporting.

a'at Ahmadi, PhD

Clinical Trial Center
Tehran University of Medical Science:

3/12/2019



Randomization

S s (Holas

Eligible patients

Randomization

_— S

Treatment placebo
Male Male
Female Female
HLA27 HLA27




Randomization

Silw Solai

« Definition. The process of assigning trial subjects to
treatment or control groups using an element of chance to
determine the assignments in order to reduce bias. (ICH-EG6)
&9 3 ool b aualio g loyd 09,5 s adlllas 45 LS S b ol a8 o
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« Randomization tends to produce study groups comparable

with respect to known and unknown risk factors
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Pseudorandomization Quasirandomization

Assignment according to the order of enrollment
Assignment according to patient’s initial
Assignment according to patient’s birthday

Assignment according to the dates of enroliment



Criteria for randomization

« Unpredictability
O3 e o B e

e Balance

« Simplicity

—_

Oolw e



Complete randomization

(Simple randomization)




Blinding: Definition

 Any attempt to make the various participants Iin a
study unaware of the assigned treatment, so that
they should not be influenced by their knowledge or
preconception Iin their report, assessment, recording,
analysis and interpretation.
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Data analysis &

Allocation Data gathering Interpretation
Randomization Blinding Blinding

y
y
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Clinical Trials of Today — Only One Standard

 Research must be scientifically sound, follow basic ethical
principl human research, and prove data are of high quality.

58 Caley 1y o lial (BUS) 5 5] o g le a5 b b gy o @
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GOOD CLINICAL PRACTICE (GCP)

An international scientific and ethical standard for the design,
conduct, performance, monitoring, auditing, recording,
analyses, and reporting of clinical trials on human subjects that
provides assurance that

— the data and reported results are credible and accurate,

— the rights, integrity, and confidentiality of trial subjects are
protected.



File Edit View History Bookmarks Tools Help

® ich gep - Google Search Yol 1 Efficacy Guidelines: ICH ICH GCP X | [B Good Clinical Practice
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The work carried out by ICH under the Efficacy heading is concernad with the design, conduct, safety and reporting of clinical trials. It also covers novel types of medicines derived
from biotechnological processes and the use of pharmacogenetics/ pharmacogenomics techniques to produce better targeted medicines.
Zip file with all Efficacy Guidelines in Word format

E1 Clinical Safety for Drugs used in Long-Term Treatment

E2A - E2F Pharmacovigilance

E3 Clinical Study Reports

E4 Dose-Response Studies

E5 Ethnic Factors
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E7 Clinical Trials in Geriatric Population

E8 General Considerations for Clinical Trials
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GCP compliance

« Compliance with GCP provides public assurance that
the rights , safety and wellbeing of trial subjects are

protected and that clinical-trial data are credible



Protection of Trial Subjects

« Scientifically Sound information
 Present in a clear and detailed protocol

 Conduct in compliance with IEC/IRB approval protocol
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The four fundamental principles of ethics
which are :

e non-maleficence,
e beneficence,
e autonomy,

e justice.
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Research should be based on a thorough knowledge of the
scientific background (Article 11), a careful assessment of
risks and benefits (Articles 16, 17), have a reasonable

likelihood of benefit to the population studied (Article 19).

Clinical Trial Center
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Exploitation of poor
populations as a means to
an end, by research from
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benefit, was unacceptable.
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Clinical equipoise

The assumption that there 1s not one 'better' intervention present
(for either the control or experimental group) during the design
of a randomized controlled trial (RCT). A true state of equipoise
exists when one has no good basis for a choice between two or

more care options.

62



Clinical equipoise

Why is the development of this therapy needed?

What is the unmet need?

Is the question defined by the Objectives (and hypotheses) relevant and useful?
Does it contribute to the development program or add to medical knowledge?

Explain the justification for this particular study.
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Intervention: potential benefits and harms

Every protocol should provide sufficient information to allow assessment of

whether there 1s a reasonable balance of benefit and risk.

CIOMS 2002 indicates that interventions that may provide benefit should be
at least as advantageous as available alternatives. If there 1s no direct benefit
to the individual, the risks must be reasonable and should be balanced by the

benefit to society and the knowledge to be gained.

Randomization is justified when one has no good basis for a choice

65
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Choice of Subject Population

The specific choice of subject group may require no explanation
beyond the scientific rationale to indicate why it is ethically

acceptable to include the proposed subjects.

The inclusion of vulnerable populations (who may either be at
greater risk or may lack autonomy), and other populations

who present special challenges need explanation in the

ethical section.
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Choice of Control and Standard of Care

« Active comparator,

e placebo--alone,

« Standard of care.

69
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Informed consent forn(ICF)
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ASSENT

« Assent” i1s a term used to express willingness to
participate in research by persons who are by definition
too young to give informed consent but who are old
enough to understand the proposed research In
general, its expected risks and possible benefits, and

the activities expected of them as subjects.

« Assent by itself is not sufficient, however.



b ST )15 121 30 SIS pao 95190

@dls po)lad plcl  °



(CONFLICT OF INTEREST) a8lia (a jlas

) 333 a5 sibl bysys (5| adys Laylby @y Hls (0ib @slis
A0 albls 3950 () ad)s LBy 338)3 )))d IG a3



FL] IR Y | POZ A T ]

ylaay )3y 03)5 3)lg (sl g5
aallbws @ 30)9 sy oy @y Hlins
aallbs j) a9y eac sy oy @y )lhd o
20)8 9 30)9 sla)has Culey 09x phlaw sg)9 °

Cuis 205 CLaw @ ¢3)5qm
(2300 Jipin )s gb)3 *
aallbs J35g) Culc) esc 3)lgs ) §)6 hds ©
> asls )BTy @
s 2305 )LL) esc °



b ST )15 121 30 SIS pao 95190

QUal asnlG e



0191 99 (S S ) S b g W 0 GIS GBS T glaw

sk

pole o iags ;o

S Lo (saieS

Ll

D> puils gaiaS
S5 e oSl ngiy

b 30 O Slojle aleS
Syl | Sl 55 e Giagh

30 A Slojles aieS
0uSid g% g

5 B Glojle S
Ol lows g%

5 O Slojle aleS
ouSiisly gt




B9 3 Eg v 30 GISI S oS O )L

NS Bl b 0y wongeal |y oagd —

Ay gy g 50 1) (SlNel culgs > —

Lles BAS eS8 s a0 Gledbl jl go)lge pols @ bbge |y Siimgp —
A oo y9pe (BN 8 55 0l) b 39> Cule) sl &S

S Bl b L g aalgse Simgn il 1, bl cols, o 5 —

AS c;éié‘y» O] O 903



mi=lE
e

% [ () img s G slo diseS..

& | | Q, Search

(i) | ethics.research.ac.ir

’p" ‘,.fd«.lLaLmd..l 3958 Baigfake ABUAGL;T Cllge dsgh OGS Bask ol b GY51 sladaes GY81 o dies

5l

|
\

il

1111

635905 Jlwyl jgzo gabyjougalyael gl pgb gy (FUSI0Ga0S ol

Ads salijlds § B8]y Zib 0 Smmgessaliils/allilily aailis

adls Uhegly 55 GUS amuas  heg); yn FUSI a3.S jeie lad
86

signs Jlu)l (slacanigs s (poles e
lo 83aeS hugs S § 205 &, P lad  sellivz b szl




Edit View History Bookmarks Tools Help _

"Suggested measur X | [ Lessonsfromthew X [RULNSESRSERNPIIRO O cthics.researchaci/do: X | ethics.researchacin/dor X | ethicsresearch.acir/do: X = World University R= X | 44 Problem loading
99 ERU} y 9

€= @ @ ® ethics.research.acir/Content.php?id=104 we | | Q search ¥y oe A 'EF =
- & L]
e ey w7
-/’/”__';,f;J i ) . Slelwdrdgy  Baig/ale ARALIcllhe  lagoliss VRN 4l ol clhaneS BT b diaS
£ VS ladiad LELS Jaal] g
1' v.'h
< e Sla ibgts 5 BB et Slid o]y pagos B Salaa, LpEBIE

1 5l8) i Sogeil syl Sy
L8

: ST UP L e U About Us looyluy

ol sl o1 5 B sl W e Johatia Y lguw

Oy g Cals el VA slaial, Print this Page b oyl ‘:“"l’
DR S sl gl IV o,
(53Lis s oo L g EYS slocay
g gins (53 5 Sbgly SUS] sleid
(bl
Slaog)S gl I sleca
]
Cllys> 2 syl V6] loiay
(]
(s e b by eoliais] slaia,
by hsye HIV/AIDS

ol b A1 5 GY 5,98 slaiay y

javascriptivaid(0)




Wb ST 5 o121 38 SN o 95190

aallbs JS3g)p Cn3 e



clinical trials registry

b SlojT )15 adline o

A clinical trials registry is an official platform and catalog for registering a

clinical trial.

The goal of a clinical trials registry is to provide increased transparency
and access to clinical trials, made available to the public. Clinical trials
registries are often searchable (for example, trials can be searchable by

disease/ indication, drug, location, etc.
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Payment for Participation

® C(Costs including lost income should not be a barrier to inclusion

1n studies

® Undue inducement
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Community Engagement

 Whether the proposed research Is acceptable and

responsive to the community’'s local health problems

« Communities are not necessarily vulnerable groups,
but represent a population that has “interests that are

entitled to respect and protection,”
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Study Related Injury

® Plan for care of subjects

® Plan for study related injury compensation
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Post Trial Access

® Medical benefits provided after the study has ended

®* Though not an obligation, previous guidance has deemed

post trial access “morally praiseworthy”.

98



Wb ST 5 o121 38 SN o 95190

Gwlgd 6 pdyloc giylis



Safety Reporting Procedures
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Definitions

e Adverse event
e Adverse reaction

e Suspected adverse reaction
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Definitions

Serious adverse event:

Any adverse event resulting in :
Death
A life-threatening adverse event

Inpatient  hospitalization, or prolonged of existing
hospitalization

A persistent or significant incapacity to conduct normal life
functions

A congenital anomaly/birth defect

An important medical events, when they may jeopardize the
patient or subject and may require medical or surgical
iIntervention to prevent one of the outcomes listed In this
definition.
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Safety monitoring :

e SUSAR

— Reporting of suspected unexpected serious adverse
reactions (‘SUSARs’) to the national competent
authority and the Ethics Committee
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OPEN ACCESS

» Additional material is
published online only. To view,
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Incorporating ethical principles into clinical research
protocols: a tool for protocol writers and ethics
committees

Rebecca H Li," Mary C Wacholtz,”> Mark Barnes,'? Liam Boggs,? Susan Callery-
D’ Amico,’ Amg Davis,® Alla Digilova,m David Forster,” Kate Heffeman,®

Maeve Luthin,® Holly Femandez Lynch,? Lindsay McNair,® Jennifer E Miller, "’
Jacquelyn Murphy,'* Luann Van Campen,'? Mark Wilenzick,'® Delia Wolf,">
Cris Woolston, '® Carmen Aldinger,' Barbara E Bierer'’

ABSTRACT ethics committees (RECs), depending on the
A novel Protocol Ethics Tool Kit (‘Ethics Tool Kit") has region) must identify the ethical issues implicit in
been developed by a multi-stakeholder group of the the clinical wial protocol, infer how protocol
Multi-Regional Clinical Trials Center of Brigham and writers addressed concerns and may assume—
Women's Hospital and Harvard. The purpose of the without seeing evidence ro the conrary—rthar
Ethics Tool Kit is to facilitate effective recognition, ethical issues were not considered and appropri-
consideration and deliberation of critical ethical issues in @ arely managed. The lack of explicit description of,
clinical trial protocols. The Ethics Tool Kit may be used approach to and mitigation of ethical issues in a
by investigators and sponsors to develop a dedicated clinical trial protocol can result in time-consuming
Ethics Section within a protocol to improve the delay, as ethics commirntees pose questions that the
consistency and transparency between clinical trial writers must then answer in a later resubmission.

* https://jme.bmj.com/content/42/4/229
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Addressing Relevant Question

Choice of Control and Standard of Care
Choice of Study Design

Choice of Subject Population

Potential Benefits and Harms

Informed Consent

Community Engagement

Return of Research Results and Incidental Findings
Post-Trial Access

Payment for Participation

Study Related injury.



Essential Element

Explanations

Points to Consider

Essential Element
1- Addressing
Relevant
Question

An ethical research study must have (a) scientific
integrity, (b) social value, and (c) contribute to
medical knowledge. Thus, the research study must
address a relevant question. Although related
elements may already be discussed in appropriate
detail in designated sections elsewhere in the
protocol, 1t 1s useful to mtroduce an ethical
discussion with a summary of the value of the study.
The ethical discussion can highlight that the
hypotheses being tested address questions of value
or unmet medical needs. This 1s foundational to the
argument that the study 1s ethical [1, 5]

e  Why 1s development of the
therapy needed? Is the
question relevant and
useful?

¢ Does it confribute to
development program or
add to medical
knowledge?

e  What justifies this specific
study?

Essential Element
2- Choice of
Control and
Standard of Care

The choice of the control arm affects multiple

aspects of the tnial, including its ethical acceptability.

Three categories should be evaluated: active
comparator, placebo-alone, and placebo-1n-
combination (e.g., in combination with background
standard of care or with an active comparator). In
addition, all arms of a study will be judged against
the standard of care that subjects would or could
receive 1f not enrolled in the research. Active
control trials may pose less risk of harm than
placebo-controlled trials because all participants
have the potential to benefit from the study. Ethical
concerns mught mclude biased comparisons,
increased overall participant exposure to risk, threats

¢ Is the active control an
established effective
intervention?

e  Are there scientifically
sound methodological
reasons to use placebo?

¢ Does the care provided in
the study conform to the
local standard of care?
Global standard of care?

107



Table of Contents

Preamble 1
Addressing Relevant Question
Introduction | 5
Points to Consider | 6
Examples | 65
References | 66
Choice of Control and Standard of Care
Introduction | 8
Points to Consider | 9
Examples | 68
Details Regarding the Points to Consider | 70
References | 74
Choice of Study Design
Introduction | 18
Paoints to Consider | 18
Examples | 76
References | 80
Choice of Subject Population
Introduction | 20
Points to Consider | 20
Examples | 81
References | 85
Potential Benefits and Harms
Introduction | 31

content/uploads/2015/11/2014-1

14 toolkit essentialelementsofet
df

1

nics_108_pg.p

108



T ]

dxgio &5 (g ybd Gline g adllle £oi 4 Ay oyl T g pglie il plodl Hilgi @
S g el Cowl 39031 U lows

15 mglae il 4 b0 Gl Sl lojlyl5 plod (S joky o

3l Jy 31 g 3l iy oy Alols



Sl G oS’ 4 5lgbt 4 g0 (5 30 4T (5O 5190

SAE (gaa (5> (5,198 aig5 52 59 ©

wldl (g jokas b a3 (o0 1,5 slad o520 ;0 1) I digei &5 ST e
) 83,5 Jiea 1, 1o

adlhe 1ol b GBS 8 o sl 1 wollaali pil oS eVl o @
b s

gl | om b Sl l U9 )3 ki digS o

adlae aego 5l iy B3¢5 ¢



G931 40 GHS1 b diws Ol L5

1Ol 155 wlw! p axdlae glyal Job g3 Wilgino oS @



Codlw Sloud LS, plo b o d g abbg

Oload HUS,5 U o, Kldgiy « 39031 ¢ BYS] gdinoS slas! 5l S 2

F3905] waly s agh U ol 2 JFae b Codlw b bad o sl iaei



S b



	Clinical research question
	Slide Number 3
	Traumatic brain injury
	Sources and examples of questions.
	Slide Number 7
	Which questions should be pursued?
	Slide Number 9
	What is an ‘answerable’ question?
	Slide Number 11
	What is an ‘answerable’ question?
	What is an ‘answerable’ question?
	Slide Number 15
	Has the question been answered?
	Has the question been answered?
	Has the question been answered?
	Effect of Progesterone on intracranial pressure in TBI
	What study design is appropriate?�Sterengh of evidence 
	Take home Message
	Slide Number 26
	Introduction: Drug Development 
	Introduction: Drug Development 
	Slide Number 29
	Slide Number 30
	Slide Number 31
	Slide Number 32
	Comparability  
	Comparability 
	Errors 
	Errors 
	Slide Number 38
	Randomization�تصادفی سازی
	Randomization�تصادفی سازی
	Pseudorandomization       Quasirandomization
	Criteria for randomization
	Complete randomization�(Simple randomization)
	Blinding: Definition
	Slide Number 46
	Clinical Trials of Today – Only One Standard 
	GOOD CLINICAL PRACTICE (GCP)
	Slide Number 49
	Slide Number 50
	GCP compliance
	Protection of Trial Subjects
	اصول اخلاق در مطالعات زيست-پزشکی
	سود رساني/ عدم اضرار
	عدالت
	موارد مهم اخلاقی در اجرای کارآزمایی بالینی
	موارد مهم اخلاقی در اجرای کارآزمایی بالینی
	موارد مهم اخلاقی در اجرای کارآزمایی بالینی
	Clinical equipoise
	Clinical equipoise
	موارد مهم اخلاقی در اجرای کارآزمایی بالینی
	Intervention: potential benefits and harms
	موارد مهم اخلاقی در اجرای کارآزمایی بالینی
	Choice of Subject Population
	موارد مهم اخلاقی در اجرای کارآزمایی بالینی
	Choice of Control and Standard of Care
	موارديكه استفاده از دارونما مجاز مي‌باشد 
	موارد مهم اخلاقی در اجرای کارآزمایی بالینی
	�Informed consent forn(ICF)�فرم رضایت آگاهانه
	اجزاء برگه اطلاعات
	اجزاء برگه اطلاعات
	اجزاء برگه اطلاعات
	ASSENT 
	موارد مهم اخلاقی در اجرای کارآزمایی بالینی
	تعارض منافع (Conflict of interest)
	اثرات احتمالی تعارض منافع 
	موارد مهم اخلاقی در اجرای کارآزمایی بالینی
	سطوح کمیته‌های اخلاق در پژوهش‌های زیست‌ پزشکی در ایران�
	 اختيارات کميته هاي اخلاق در شروع پژوهش
	Slide Number 86
	Slide Number 87
	موارد مهم اخلاقی در اجرای کارآزمایی بالینی
	clinical trials registry�ثبت مطالعه کارآزمایی بالینی
	clinical trials registry�ثبت مطالعه کارآزمایی بالینی
	موارد مهم اخلاقی در اجرای کارآزمایی بالینی
	Payment for Participation
	موارد مهم اخلاقی در اجرای کارآزمایی بالینی
	Community Engagement
	موارد مهم اخلاقی در اجرای کارآزمایی بالینی
	Study Related Injury
	موارد مهم اخلاقی در اجرای کارآزمایی بالینی
	Post Trial Access
	موارد مهم اخلاقی در اجرای کارآزمایی بالینی
	Slide Number 100
	Definitions
	Definitions
	Safety monitoring :
	Slide Number 105
	Slide Number 106
	Slide Number 107
	Slide Number 108
	پايش مداوم
	مواردي که مجري موظف به اظهار به کميته اخلاق است
	اختيارات کميته هاي اخلاق در اجرای پژوهش
	وظیفه پژوهشگران یا سایر کارکنان خدمات سلامت
	با تشکر

