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Internationale Begutachtung, Kriterien

1. Wissenschaftliche Qualitat des Fg(gﬁb%‘r}éskonzepts

D

% « Wissenschattlich fundierte Eyggestellung /

D empirische Verankerygg ragestellung und

o Zielsetzung A

= Innovatiorﬁp&@%ial
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o | Wissenschatftliche Vorleistungen und Expertise der

Antragsteller (Forschungsprofil) sowie vorhandene
Ressourcen und interdisziplinare Kompetenzen
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2. Umsetzung des Vorhabens / Machbark@ﬁv‘

« Zugang zu untersuchten Persone pen,
Forschungsobjekten oder noilg Igen Daten (z. B.

Internationale Begutachtung, Kriterien

Moglichkeiten der Patie rutierung, Nutzung
von Sekundardaten 5\3

 Professionelle § sstrukturen
. Qualltat on ZW|schen den

§ artnern
\gg& igung von rechtlichen und ethischen
. ealistischer Arbeits- und Zeitplan
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Internationale Begutachtung, Kriterien

3. Relevanz und Verwertungsmoglichkeit der

« Relevanz des Forschungsprojekts flr die inhaltliche
und methodische Weiterentwicklung der
Versorgungsforschung

S

% ~orschungsergebnisse

5 |+ Relevanz der Fragestellung flr die deutsche

o Gesundheitsversorgung und/oder das deutsche
< Gesundheitssystem

< |» Verwertbarkeit der Ergebnisse im deutschen

E Gesundheitswesen

® |« Konkrete Planung zu Transfer und Verwertung der
RS Ergebnisse
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Leitfaden:
Gute wissenschaftliche Praxis

 Memorandum Il ,,Methoden der
Versorgungsforschung® des Deut?: n Netzwerkes
Versorgungsforschung e.V. e.V., 2009)

« Leitlinien fir Gute Klinisc raX|s (GCP) far
Deutschland verbindl; mgesetzt durch die GCP-
Verordnung, 200 \\)

 Leitlinien u fehlungen zur Sicherung von Guter
Epidemiq cher Praxis (GEP), 2008

. Gut iIs Sekundardatenanalyse (GPS), 2008

. @%ﬁdsatze zur Sicherung der guten
wissenschaftlichen Praxis (DFG, 1998)
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Module 1: Studies on the Refinement of Methods and
Instruments in Health Care Research

Within module 1 funding will be granted for studies on adapting existing methods/instruments
for the use in health care research as well as on testing their feasibility and validity in the
routine health care setting.

Studienzentrum F’y-e,iburj
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2. RESEARCH QUESTION AND EVIDENCE FROM INTERNATIONAL RESEARCH

2.1 Health Care / Health Care Research Issues

Which methodological and/or medical problem in German health care or health care
research is to be addressed? Describe shortly the existing situation in health care or health
care research.

2.2. Aim of the study

Which principal research questions are to be addressed? Bring them into order indicating
major and minor motivations of the study. What is the novel aspect that will be investigated
by the proposed study? Please indicate how the results of your study will be used. Are the
results needed for further research, such as trials concerning health care?

Studienzentrum Fraiburﬁ
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2.3 Evidence / Current State of Research

Set your study into perspective. What is known, and why is current
knowledge insufficient? Give references to relevant publications and
running comparable studies, including (own) pilot studies and/or
feasibility studies. If you believe that no relevant previous research
has been done, give details of your search strategy for existing
information. Both pieces of information should detail the background
of the study.
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Systematische Literatursuche:
Neues Verstandnis

 Traditionell: Medline, Cochrane Library,
Handsearching etc.

Beschrankt auf abgeschlossene Studien

* Neu: Einbeziehung von laufenden Studien
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FREIBURG UM

Sind alle Studien in die Ubersichtsarbeit -+
eingegangen ?

Modifiziert nach einer
Darstellung von Dr. Gerd Antes
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Berucksichtigung laufender Studien
in systematischen Ubersichtsarbeiten

Systematic
Review

Studienzentrum F’y-z,iburs

Zeit
Modifiziert nach einer
Darstellung von Dr. Gerd Antes

2012
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Evidenz

Wo stehen wir?
« Verweis auf fridhere und laufende Studien
« Auch auf Systematic Reviews / Meta-Analysen!

 Aktuelle Rechercheergebnisse aufzeigen,
selbst wenn noch keine Publikationen vorliegen
- Beispiel:
...., based on a search of PubMed and the
Cochrane Database using the search terms
,sentinel node®, ,breast cancer” and ,axilla”,
performed in xx 201x).
(vgl. Lancet, Instructions for Authors)

13

Ubernommen von Dr. Erika Graf



Studienzentrum F’rz,i'buv‘s

2011

Evidenz

Wo stehen wir?

* In Registern prufen, ob bereits ahnliche Studien
wie die hier geplante laufen
- Beispiel:
‘According to relevant clinical trial registers, no
clinical trials are currently running or planned for
this indication (http://www.drks.de,
nttp://www.controlled-trials.com,
nttp://clinicaltrials.gov, http://www.who.int/ictrp;
ast accessed on xx.xx.201x).’

14

Ubernommen von Dr. Erika Graf
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Patientengruppen mit therapeutisch
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4133 Sochein Sadiesregistern

Eine Suche in &ffendlich mypanglichen Sfudienregistem ist prundsatzlich durcheafishren, om
sicherrostellen, dass laufende Studien sewie abgeschlossene Stadien ven Dritten vollstandig
identifiziert werden.

Die Suche in den Studienrepistern clinicaltrials gov, clinicalstudyresults org

Ticagrelor (Brilique®) Seite 18 von 204§

Dwozsier nur Nutzenbewertang — Modul 4 Kodierung A Stand- 30.06.2011

Portal Suchportal der WHO) dorchgefiibort werden. Optional kann zositzlich eine Suche i
weiteren themensperifischen Studienregistern (z. B. krankheitsspemifische Smdienrepister
oder Studienrepister einzelner pharmareutischer Untermnehmen) durchzefubrt werden.

Die Swoche soll in jedem Stdienremister einzeln und mit siner fir daz jewsilige
Stdienrepicter adaprienten  Sochoiamemie  durchpefobnt werden Die  Suche  zall
awmammmmmmmmmm
E‘h}:llmmnnhruuangﬁthmmﬂr_E g | = :
einen indirekten Vergleich) ist moghichCAlls

Beschraiben Sie nackfolpend, In welchen Studiemresiziern die Suche durcheeMiet? wurde.
Begrinden 5ie dabei Abweichimgen von den oben beschriebenen Forpaben. Geben Sie auch
., ob bef der Recherche gemerells Efmschrdmfungen vorgaenommen wurden (o B.
Jahreseincchrdndungen), und begrinden Sle diese.



Die Suche m den offentlich '.'Erl'Tlg’I:-aIEu Emdmnreg:lztem wimde in fn]g:emieu Datenbanken
durcheefabrt:

- poww clinicalimals sov — Fenfrale, alleemein zugangliche Datenbank mi den aktuellen
Angaben uwber Ziel Stand und Darchfubmungsort klimischer Srodien von Medikamenten
weltweit, betmeben wvom US Bundespesundhessimsting, won der TUS Nationalen
Medizmbibliothek wnd der US Zulassunpshehérde FDA - letmte Suche fir Prasuprel
durcheefihnt am 11.04.2011, letzte Suche fur Ticagreler duorchgpefmbrt am 23.04.2011

- www clinicalstpdyresyltz orz — Zenfrale, allgemesn zugangliche Datenbank mit den
Ergebmizsen khimischer Shudien von Medikamenten welche in der UISA rugelassen wurdsn —
lotzte Suche durchpefihrt am 23.04.2011

- www.apps. whomtmalsearch - Zenfrale, allpemein rusangliche Datenbank mor
Pemistmerunz  klimischer Studien met  Medikamenten,  betmeben won  der
Weltzesundheitshehorde WHO - letzie Soche durchgefmbrt am 23 04 2011

www clmicalimalsremister sy - Zenimals, alleememn zugansliche Datenbank zor

Pegistmeruns klinischer Studisn put Medikamenten befnisben von der Europaischen
Zulassangshehards EMA - letzte Suche durchpefahrt am 23.04 2011



Fiir die Identifizierung| von relevanten Studien zu Ticagrelor war eine Studienregistersuche
gefordert. Diese wurde seitens des pU im Dossier auch vorgelegt. Um die Vollstindigkeit des
angegebenen Studienpools zu tiberpriifen, wurde am 13. und 14.07.2011 seitens des Instituts
eine Suche in den Studienregistern clinicaltrials.gov und clinicalcalstudyresults.org sowie im
Firmenregister der Firma Astra Zeneca (www.astrazenecaclinicaltrials.com) durchgefiihrt.
Dabei wurden keine zusitzlichen relevanten Studien zu Ticagrelor identifiziert.

Da nach Aussagen des pU keine direkt vergleichende Studie zu Ticagrelor und der
zweckmilBigen Vergleichstherapie Prasugrel vorlag. wurden zur Identifizierung von
relevanten Studien zu Prasugrel fiir einen indirekten Vergleich eine bibliografische
Literaturrecherche sowie eine Suche in Studienregistern durchgefiihrt. Der pU griff dabei vor
allem auf die Ergebnisse des IQWiG-Vorberichts zum Projekt A09-02 (Nutzenbewertung von
Prasugrel [3]) zuriick und fiihrte zusitzlich eigene Recherchen fiir den Zeitraum nach dem
09.03.2010 (letzte Recherche des Vorberichts) bis zum 29.04.2011 durch. Ber der
Dokumentation der Ergebnisse der bibliografischen Literaturrecherche ergab die Priifung
Inkonsistenzen bei der Gesamttrefferzahl (Flowchart: 1602 Treffer: Anhang 4-A: 1702
Treffer: zugehdrige RIS-Datei: 1602 Treffer). Dariiber hinaus ergab eine Ube1p1ufu.112 der
Plausibilitdt der ﬂugezeheuen Tletfelzahlen tm die Studi
Abw E]L]ll ]

1gabe im Dossier: 33 Treffer;

T erkldren. Es ergeben sich folgende

Konsequenzen fiir die Nutzenbewertung:
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3. METHODOLOGICAL RELEVANCE OF THE STUDY AND IMPACT ON HEALTH
CARE/HEALTH CARE RESEARCH

 What impact will the results have on health
care or health care research? Why is the study
needed now? How often does the problem
which is addressed by the study occur? How
will the individual patient and/or the health care
system and/or the health care research
community benefit from the results of the
study?

Studienzentrum FV’L[bMV‘S

2012
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The need for a trial: e
IQWIG: PET bei Kopf- und Halstumoren

Forschungsbedarf

Generell gilt, dass be1 der Planung, der Durchfiihrung und der Publikation von diagnostischen
Studien unverédndert ein erheblicher Verbesserungsbedart besteht. Be1 den Tumoren des Kopt-
Hals-Bereichs besteht fiir die PET/CT moglicherweise eine Rolle in der Rezidivdiagnostik.
Gleiches gilt fiir die Diagnostik des unbekannten Primdrtumors. Vergleichsstudien mit dem
aktuellen diagnostischen Standard sind dabei unerlédsslich. Aufgrund der weiten Verbreitung
von PET/CT sollten solche Studien mit der fusionierten Technologie durchgefiihrt werden.
Ob eine

atientenrelevanten Nutzen verbunden ist, kann nur in randomaisiert-kontrollierten Studi

11t einem

cre diagnostische Gite der PE

tersucht werden.

20
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Prof. Dr. G. Glaeske, e
Der Onkologe 2012/2, Springer-Verlag

Spektrum der Versorgungsforschung in der Onkologie

Die Versorgungsforschung in der Onkologie soll die
Krankenversorgung unter den realen Alltagsbedingungen in der
Medizin beschreiben und analysieren. Sie erganzt damit
Ergebnisse aus der klinisch evaluativen Forschung, die
typischerweise Ein- und Ausschlusskriterien flr Patienten nutzt und
die daher nicht ohne Einschrankungen auf die Versorgung
unselektierter Patienten in Kliniken oder Praxen Ubertragbar sind.
Dies gilt insbesondere auch far Arzneimittel, die in der Onkologie
angewendet ~Bis zur Zulassung liegen nur flr wenige
Arzneimittelévrgebnisse)aus Studien vor, in denen als
Vergleichstherapi r bi ' ngewendet oder in

denerapatientenrelevante Outcomes (z. B. Lebensqualitailr >
gemessen wurden.
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X
7. ETHICAL AN&&E&A\Q‘EONSDERATIONS
(‘5’{{)‘ (\\(\)
At ot
60 6\3
S



BE

o G

UNIVERSITATS &
RRRRRRRR KLINIKUM

Studienzentrum F’miburj

2012

Studienzentrum

8. USE AND IMPLEMENTATION OF RESEARCH

RESULTS

Beyond regular scientific publication please outline
intended measures to disseminate and implement the

results within the health care system and t
care research community. Describe what t
are used for (e.g. patient information, teac

ne health
ne results
ning

purposes, information for health care providers,
changing of health care practise) and the actors
involved (e.g. sickness funds, professional societies,

general practitioners, (medical) students).



« 9. STUDY MANAGEMENT

9.1 Major participants

Please indicate roles of major participants, including persons responsible for special
methodological aspects. The role of the coordinating investigator has to be defined as
specific as possible. It is important that his/her role can be distinguished clearly from the
roles/functions of co-investigators in the study.

# Affiliation (only
Name : Institution and city,
: no complete

Responsibility / Role éSignature
. address)

Coordinating Investigator

— ——

Qesponsible for Special Methodo- | >
| logical Aspects/Statistics T

5-/ e —

Studienzentrum Fraiburj

- Study supporting facilities/
- institutions (e.g. sickness funds)

Res i
Assurance/Data Management

Self-help, support and advocacy
- organizations of patients (if
- applicable)

2012
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« 10. FINANCIAL DETAILS OF THE STUDY
-+ Indicate total duration of the study, thg @@riod of time

for which funding is requested, aWen funding
should begin. Funding is usa@‘ ranted for up to 3

years. 90‘
The overall expe@i@re as to be summarized in the
table which 'Q\‘ﬁth §{(’& study overview provided

within theahte ased application form. Be aware

that &% % tg@'\%ternet-based financial summary will be

subject0 the review process
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 11. REFERENCES
« 12. APPENDICES
— Declarations of commitment of participating centres

— Declarations of commitment of sickness funds or
other institutions providing data (e.g. German

Pension Fund)

— CVs of academic staff members of participating
institutions

Studienzentrum Fr&iburﬂ

— Declaration of conflicts of interest

2012
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1. STUDY SYNOPSIS?

APPLICANT / Name, employment status, institution and department (complete name)

COORDINATING _ . L . . -

INVESTIGATOR In case of multiple applicants the coordinating investigator should be listed first.

TITLE The title of the study (not exceeding 140 characters) should be as precise as
possible.

ACRONYM Please give an acronym for the title of your study as well.

TOPIC(S) The main research field being studied (e.g. outcome research, implementation
research). If applicable the medical condition being studied is to be addressed as
well (e.g. diabetes, depression, asthma).

OBJECTIVE(S) Which principal research questions are to be addressed? Specify clearly the
primary research question/hypothesis of the study that determines the research
method.

STUDY TYPE e.g. empirical analysis, cohort study

METHODICAL APPROACH

Short description of methods used for answering the research question (e.g.
relevant steps of research plan).

STUDY DURATION

indicated in months (only whole numbers)

Am Schluss schreiben...




Module 2: Qualitative Empirical Analyses

Within module B funding will be granted for qualitative empirical analyses in health care
research.

Studienzentrum F’y-e,iburj
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Unterschiede zu Modul 1

1. STUDY SYNOPSIS?

APPLICANT/
COORDINATING
INVESTIGATOR

Name, employment status, institution and department (complete name)

In case of multiple applicants the coordinating investigator should be listed first.

TITLE The title of the study (not exceeding 140 characters) should be as precise as
possible.

ACRONYM Please give an acronym for the title of your study as well.

TOPIC(S) The main research field being studied (e.g. outcome research, implementation
research). If applicable the medical condition being studied is to be addressed as
well (e.g. diabetes, depression, asthma).

OBJECTIVE(S) Which principal research questions are to be addressed? Specify clearly the

—

priRar-reacareh-guesten-aiihe stydy that determine the research method, size

and study population. \

_FARGET POPULATION

Describe the population which will be in the focus of the studN

SAMPLE SIZE

What is the proposed sample size? )

DATA COLLECTION
N

Describe the methodical approach used for data collection. /

DA LYSIS

Describe the methodical approach used for W

STUDY DURATION

e ; wheteTIITIDErS)
HICHEaH QU Sl iyt ers)
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Unterschiede zu Modul 1

« 2. RESEARCH QUESTION AND EVIDENCE FROM
INTERNATIONAL RESEARCH
e 2.4 Theoretical framework

Indicate the theoretical framework/the sensitising concept
the study is built on.

e« 2.5 Generalisation

Indicate the possibilities and the goals of generalisation of
our planneag o

your | Idy.
3.(EPIDEMIOLOGICALD ANDECONOMICAL
R AN OF THE STUD ACT ON

\/

HEALTH CARE
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Unterschiede zu Modul 1

« 4. DESIGN AND RESEARCH METHODS

« 4.2 Target/study population, Sampling

4.3 Field access and feasibility justification
4.4 Data collection

4.5 Method of data analysis

4.6 Expected results

Wieso, weshalb, warum?

Wieso diese study population, wie ausgesucht, welche
GroBe, warum, wie kommen Sie an die Daten, wie gehen Sie
mit Zugangshindernissen um, wie sammeln und
dokumentieren Sie die Daten, welche Ergebnisse / welchen
Erkenntnisgewinn erwarten Sie?
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Module 3: Quantitative Studies without Intervention

In module 3 quantitative studies will be funded which analyse the German health care
system without intervening in the events of care.

Studienzentrum F’miburj

2012
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1. STUDY SYNOPSIS’

APPLICANT/ Name, employment status, institution and department {complete name)

ﬁﬁfgg.?llgi}- ::I;sl RG In case of multiple applicants the coordinating investigator should be listed first.

TITLE The title of the study (not exceeding 140 characters) should be as precise as
possible.

ACRONYM Flease give an acronym for the title of your study as well.

TOPIC(S) The main research field being studied (e.g. outcome research, implementation
research). If applicable the medical condition being studied is to be addressed as
well (e.g. diabetes, depression, asthma).

OBJECTIVE(S) =TT principal research questions are essed? Specify clearly the

primary research question of the study that determing esearch method, size

and study population.

SWI‘YPE

e.g. analysis of secondary data, prospective cohort study

~

TARGET POPULATION

Describe the population which will be in the focus of the study.

~N

KLINIKUM

SAMPLE SIZE

What is the proposed sample size?

To be assessed for eligibility (n=...)

To be allocated to study (n= ...}

Expected to be analysed (n = .__.)

DATA COLLECTION

Comment shortly on the feasibility of recruitment and main methods against bias
which will be used within this study.

DATA / STATISTICAL
VANALYSIS

Short description of statistical methods to be used.

/

DY DURATION

First study subject (e.g. patient) in to last study subject out

Duration of the entire study: indicated in months {only whole number.

PARTICIPATI NTERS How many recruiting/participating CWM
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Unterschiede zu Modul 1

« 3. EPIDEMIOLOGICAL ANDIECONOMICAL
RELEVANCE OF THE STUDY CT ON
HEALTH CARE

« What impact will the results have on health care? Why is
the study needed now? How often does the problem which
is addressed by the study occur? How will the individual
patient as well as the health care system benefit from the
study?
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Unterschiede zu Modul 1

4. DESIGN AND RESEARCH METHODS

. () o |
\V

* 4.3 Feasibility d\e(\te(\\

« 4.4 Data collection a0 S\

4.5 Methods against biage s
4.6 Biostatistic\aé@a‘@é)pt / statistical analysis

WS
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Module 4: Interventional Trials in Health Care Research

Within module 4 funding will be granted for trials assessing the effectiveness of therapeutic
regimens in routine clinical practise.

Studienzentrum Fraiburj

2012
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| 1. TRIAL SYNOPSIS™
APPLICANT/ Name, employment status, institution and department (complete name)
ﬁ\l?f%é?llgi}-glg In case of multiple applicants the coordinating investigator of the trial should be

listed first.

TITLE OF TRIAL

The title of the trial (not exceeding 140 characters) should be as precise as
possible.

ACRONYM Please give an acronym for the title of your study as well.

TOPIC(S) The main research field being studied {e.g. outcome research, implementation
research). If applicable the medical condition being studied is to be addressed as
well (e.g. diabetes, depression _asthima).

— I —

OBJECTIVE(S) LWTTiCh principal research questions are to be addressenaSpecify clearly the
primary research question/hypothesis of the trial that determineSssgqmple size
calculation.

STUDY TY e g. randomized/non-randomized, type of controls (active, placebo), parallel
group/cross-over

INWVE NTION Describe the experimental as well as the control intervention.

RGET POPULATION/
AMPLE SIZE

Describe the population which will be in the focus of the trial.

What is the proposed sample size?

To be assessed for eligibility (n = ...)
To be allocated to trial (n = ._.)
Tobeanalysed (n=....)
OUTCOME(S) Primary Patient-Relevant Endpoint of the Trial:
\ Key Secondary Endpoint(s):

wf-\ COLLECTION

Comment shortly on the feasibility of recruitment and main methods against bias
which will be used within this trial.

STANSTICAL ANALYSIS

Short description of methods used for answering the research question, e.g.
study design.

TRIALDUR N

First study subject (e.g. patient) in to last study subject out:

Duration of the entire trial: indicated in months {only whole numbersg,

PARTICIPATING CENTERS

Mang recruiting centers will be involved? ;n} e
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2. RESEARCH QUESTION AND EVIDENCE FROM "
INTERNATIONAL RESEARCH

2.1 Health Care Issues
2.2 Aim of the trial
2.3 Evidence / Current State of Research

Set your trial into perspective. What is the rationale for the intervention?
Be aware that the efficacy of the intervention has to be substantiated.
Which trials have been conducted either by ?you or by others in order to
demonstrate the efficacy of the intervention? What is the relevance of
their results? Give references to any relevant systematic review(s)
and/or (own) pilot studies, feasibility studies, or relevant
previous/ongoing trials. If you believe, that no relevant previous trials
nhave been conducted, please detall why you consider the intervention
to be effective (e.g. known case reports/series). Please justify why it is
iImpossible to assess the efficacy of the intervention in your opinion and
why it is necessary to investigate its effectiveness before sufficient
evidence has been collected to prove its efficacy.

2.4 Gender aspects

Indicate how gender specific aspects are addressed within the trial
regarding the research questions, the data analyses, and/or the
relevance of the results, respectively. If you find that gender aspects do
not apply to your research questions, please justify shortly.
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+ 3. EPIDEMIOLOGICAL AND ECONOMICAL

RELEVANCE OF THE TRIAL AND IMPACT ON
HEALTH CARE

(...)

How does the intervention investigated
compare to other interventions for the same
condition? Describe any
commercial/economical interest of a
company/health care provider/sickness or
pension fund in the results of the trial or
explain why no such interest exists.
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« 4. DESIGN AND RESEARCH METHODS

(...)
4.4 Outcome measures

Justify the endpoints chosen. Discuss the clinical relevance
of the outcome measures for the target population. If you

use outcome parameters other than

mortality, morbidity (complaints and
complications), or health-related quality of life

as primary endpoints, please explain why you consider
them to be appropriate and valid for measuring patient-

relevant outcome. Justify appropriateness and limitations
of composite endpoints, if applicable.
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Reaktionen von Reviewern
Haufigste Kritikpunkte bei Reviews
laut Prof. Schumacher, Med. Biometrie und Statistik

« Unkenntnis der Antragsteller
,ES gibt keine randomisierte Studie®

* Nicht durchschaubare Verflechtungen mit
Firmen / nicht offengelegte Interessenkonflikte

« Missverhaltnis Ziele / beantragte Ressourcen

 Sinnhaftigkeit / Dringlichkeit des Projekts
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Beratung / Unterstutzung
durch Studienzentrum / IMBI

* Ansprechpartner Studienzentrum:

Dr. Sandra Baumgartner
UNIVERSITATSKLINIKUM FREIBURG
Studienzentrum

Projektkoordination Klinische Studien /
Pharmakovigilanz

Elsasser StralBe 2, 79110 Freiburg

Durchwahl: 0761 270-73810 / Fax: 270-74250
Geschaftsstelle: 0761 270-77780
sandra.baumgartner@uniklinik-freiburg.de
www.studienzentrum.uniklinik-freiburg.de
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Professor Dr.rer.nat. Werner Vach
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Medizinische Informatik und klinische Epidemiologie

Institut far Medizinische Biometrie und Medizinische Informatik
Klinische Epidemiologie

Koordinierungsstelle fur Versorgungsforschung
Stefan-Meier-Str. 26
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