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1 CURRENT CHALLENGES IN CLINICAL RESEARCH

Global perspective
P Costs for clinical research have risen - up to about 6 billion € in costs to bring a new drug to market?!

P During 2023, private biotech venture funding decreased by 43.2% compared to 2022 and by 52.3%

compared to 20212
-> macroeconomic pressures causing investors to be more cautious and prioritize existing portfolios

P Competition for clinical research even stronger on a global basis

— USA

— Australia
— China

— etc.

1 Schumacher et.al. (2023) Analysis of pharma R&D productivity — a new perspective needed. Drug Discovery today vol. 28, Issue 10
2 Global Data: The State of the Biopharmaceutical Industry 2024

> FGK 3

CLINICAL RESEARCH



1 CURRENT CHALLENGES IN CLINICAL RESEARCH

European perspective

P Introduction of Clinical Trial Regulation (CTR) operated
via Clinical Trial Information System (CTIS)

P Transition into CTIS
P Harmonization across EEA not yet optimized

P Adaptation of European law is difficult and time-consuming

> FGK
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1 CURRENT CHALLENGES IN CLINICAL RESEARCH

German perspective

D Clinical trial agreements

P Administrative peculiarities (e.g., Federal Office for Radiation Protection (BfS), data protection
interpretation, EC heterogeneity)

P Conservative interpretation of European law
P Study participation
P Decentralized clinical trials

» Promotion of clinical research

> FGK
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1 CURRENT CHALLENGES IN CLINICAL RESEARCH

. T :
» Germany's role in clinical trials and Number of clinical trials from pharma industry
innovation has declined and risks 1200

further reduction
1000

P 2016: Germany was still number 2
worldwide after the USA 800

P 2021: 6th place (Clinicaltrials.gov) -  **

:—-‘___
behind USA, China, France, Spain, —
UK, Canada /

200

L~

2016 2017 2018 2019 2020 2021 2022

—China ——Spanien — UK Kanada Frankreich esmDeutschland

Source: vfa on basis of clinicaltrials.gov, update Nov 2023, USA not shown
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1 CURRENT CHALLENGES IN CLINICAL RESEARCH

Competition

P Regions and countries have started to
improve their competitiveness

P Other EU countries do things better than
Germany

Examples
P Study participation (see graph)

P Contract negotiations (see later)

> FGK
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Study participants per one million inhabitants
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Source: Kearney Analyse based on GlobalData
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2 MEDICAL RESEARCH ACT (MFG)

Current draft of the MFG is an ambitious step in the right direction, but there is
room for improvement

Some examples

Radiation protection procedure for clinical trials of IMPs

Announcement of standard contractual clauses for clinical trials Details follow
Authority/guideline competence of AKEK?

Reduction of processing times for mono-national clinical trials

Regulatory facilitation of decentralized clinical trials

vV Vv VvV VvV Vv V9

Simplification of the labeling of investigational and auxiliary medicinal products

L Arbeitskreis Medizinischer Ethik-Kommissionen in der Bundesrepublik Deutschland e.V. / Association of Medical Ethics Committees in Germany

> FGK .

CLINICAL RESEARCH



2 MEDICAL RESEARCH ACT (MFG)

Radiation protection procedure

Continuous improvement of procedure

201 2018 Planned MFG
Simplified Approval Approval
approval procedure procedure
procedure §32 StrSchG* §32 StrSchG* |
BfS BfS £ BfArM/PE
Q2
o
$
S
Approval Detailed Approval Approval
rocedure approval procedure procedure
P procedure §31StrSchG §31StrSchG
BfS BfS BfS BfS
Binding deadline Shortened harmonized deadlines
+Single-Gate"” submission
4 FGK * Notification procedure

CLINICAL RESEARCH ** Sum of study-related radiation exposure below 6mSv



2 MEDICAL RESEARCH ACT (MFG)

Radiation protection procedure

Yearly Submissions to Federal Office for Radiation Protection (BfS)
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2 MEDICAL RESEARCH ACT (MFG)

Radiation protection procedure

Submission access point

) Via CTIS )
(Clinical Trial Information System)

Notification
» Via DMIDS

(German Medical Devices Information and Database System)

P All other cases: BfS
(Federal Office for Radiation Protection)

> Approval
procedure

—

‘ »dingle Gate” — one submission access point for a clinical trial

> FGK
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2 MEDICAL RESEARCH ACT (MFG)

Radiation protection procedure

Hurdles: Submission still partially via BfS

Continuous improvement of procedure

20m 2018 Planned MFG
Simplified Approval Approval
approval procedure procedure
procedure §32 StrSchG* §32 StrSchG*
BfS BfS % BfArM/PEI
§
$
3
Detailed Approval Approval
Approval | About 15%
rocedure approva procedure procedure o
P procedure §31 5trSchG §31 5trSchG of all submission
BfS BfS BfS
Binding deadlines Shortened harmonized deadlines
~Single-Gate” submission
4 FGK * Notification procedure

CLINICAL RESEARCH ** Sum of study-related radiation exposure below 6mSv

BfArM/PEI



2 MEDICAL RESEARCH ACT (MFG)

Standard contracts / Mustervertragsklauseln

Duration of contract conclusion

Days

P Contract conclusion in Germany is an 300
extremely time-consuming process

250
» MFG: Publication of standard contractual

clauses in the “Bundesanzeiger” 200

P A large number of European countries
. . . . 150
have already introduced binding national E

125

76

24

study contract templates ->30-60% time
savings

100

P Binding contracts required >0

Germany  Netherlands Italy UK Belgium Spain France

14
} Source: vfa survey among its members, 2021
FGK
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2 MEDICAL RESEARCH ACT (MFG)

Standard contracts / Mustervertragsklauseln

P Standard contract clauses 2.0:

— Publications

— Confidentiality Information

— Liability

— Audits/Inspections/Archiving

— Equipment or materials provided
—Termination

— Consent of the Pl

— Data protection

—Work results and IP

P Expert report by law firm:

Binding contracts are possible in Germany

> FGK
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DEUTSCHE HOCHSCHULMEDIZIN EV.

Netzwerl wo 3 . f ie f
Netzw } A Vraeo e o*®  medisnischer Die forschenden
. Kocrdhtistuargnantron 1 Kiriusho Shecer N naes +27 fakuhieentag V a « Pharma-Unterehmen

i /
BP Bundesverband der Vv M A
Pharmazeutischen Industrie e.V,

Model contract clauses for clinical trials with drugs, conducted under the
responsibility of a pharmaceutical company (industrial sponsor)

Version 2.0

(10/30/2023)

Begutachtung rechtlicher Miglichkeiten zur Erhihung
der Verbindlichkeit von Mustervertragsklauseln fiir
klinische Priifvertriige

Gutachten im Auftrag

des Verbands Forschender Arzneimittelhersteller e.V. (vfa), des
Bundesverbands der Pharmazeutischen Industrie e.V. (BPI)
und des Bundesverbands Medizinischer Auftragsinstitute e.V.
(BVMA)

Erstattet durch die Rechtsanwilte/-innen:
Hartmut Scheidmann

Dr. Christian Johann

Dr. Anna Genske, M. mel.

15
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2 MEDICAL RESEARCH ACT (MFG)

Standard contracts / Mustervertragsklauseln
P Symposium on standard contract clauses on 27 February 2024 in Frankfurt

https://mustervertragsklauseln.de/

DEUTSCHE HOCHSCHULMEDIZIN E.V.

j& (
Practice®
K KS N etzwer k B Pl Bundesverband der ) - Die forschenden
4 & : Pharmazeutischen Industrie e.V. Y, M A Pharma-Unternehmen
‘k VERBAND DER o®® i Koordinierungszentren fiir Klinische Studien .
UNIVERSITATSKLINIKA * d

medizinischer i
. . Bundesverband Medizinischer
W DEUTSCHLANDS «? fakultitentag Auftragsinstitute

Alle Présentationen und Videos vom Symposium Mustervertragsklauseln am 27.

Februar 2024 in Frankfurt hier zum Download:

Programm Symposium Mustervertragsklauseln

> FGK
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https://mustervertragsklauseln.de/

2 MEDICAL RESEARCH ACT (MFG)

Specialized Ethics Committee

Planned specialized ethics committee acc. to §41c AMG
P Establishment at the BfArM
P Appointment of members by the BMG" in consultation with the BMBF**
P The Commission adopts its own rules of procedure, which require the approval of the BMG
P Responsibility
— First in human trials
— Master protocol trials
— Clinical trials with ATMPs
— Clinical trials that were discussed in the Emergency Task Force of EMA

P Independence and competence

4 FGK * BMG: Bundesministerium fir Gesundheit / Federal Ministry of Health
CLINICAL RESEARCH ** BMBF: Bundesministerium fir Bildung und Forschung / Federal Ministry of Education and Research



2 MEDICAL RESEARCH ACT (MFG)

Specialized Ethics Committee

Many points of concern

P Independence

P Competence

P Further institution rarely contributed to improvement and efficiency

P Further heterogeneity in the EC landscape

P Potential harmonization by Association of Medical Ethics Committees in Germany (AKEK?) via its

authority/guideline competence impaired

1 Arbeitskreis Medizinischer Ethik-Kommissionen in der Bundesrepublik Deutschland e.V.

> FGK
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2 MEDICAL RESEARCH ACT (MFG)

Specialized Ethics Committee

Better Solution
P Utilize the full expertise of the existing ECs & strengthening of AKEK
— AKEK's guideline competence must have a binding effect for the registered ECs;
this binding effect must be more clearly defined in the MFG (sanctions, ombuds system)

— Existing ECs should be used for specializations (FIH or ATMPs)

> FGK
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2 MEDICAL RESEARCH ACT (MFG)
Regular evaluation of MFG is important

P Evaluation of MFG every 2 years (could be defined in MFG already)

P Key performance indicators must be defined, recorded and assessed for this: e.g.:
— Number of trial submissions via CTIS
— Timelines up to authorization of trials
— Monitoring of data, e.g., radiotherapy

P Continuous work on improvements of MFG required in a fast-turning, digitalized world!

> FGK
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3 STRENGTHENING CLINICAL RESEARCH IN GERMANY
Why?

Potential advantages

4

<
<
<

>

Participation in medical progress

Early access for patients to innovative treatments (partly last option for treatment) (also an ethical topic!)
Professionals familiarize themselves with tomorrow's medicine

Clinics and practices that actively conduct research often have better medical equipment thanks to additional
investments

Compassionate Use: trial sites/trial physicians can provide their patients with new treatment options only, if drug
is (co)-developed in Germany (drug in approval process, but not yet authorized)

Companies can get new drugs faster for approval

Ecosystem for translation of basic knowledge into prevention and therapy options

Added value for economy

FGK

CLINICAL RESEARCH



3 STRENGTHENING CLINICAL RESEARCH IN GERMANY

Patient oriented perspective

Strengthening
German
healthcare
system,
economy and
society

Public study

registry to find Via CTIS/competent authorities
suitable trials

Patient-
oriented

Ajctractlon of Clinical Greater
important

. acceptance of . . *
pllgs::st%r Research sarticipation in Via campaign, e.g., BZgA

clinical trials
Germany

Higher
recruitment
rate in clinical
trials

Clinical studies
perform better
/ recruit faster

> FGK
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*  BZgA: Bundeszentrale flir gesundheitliche Aufklarung /
Federal Centre for Health Education



3 STRENGTHENING CLINICAL RESEARCH IN GERMANY

Learn from others: Denmark

>

> FGK
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Most study participants per capita (30.000/1 Mio in DK vs 20.000/1

Mio in UK vs 2000/1 Mio in GER)

Clinical trials are a central political priority in the Danish Government’s

life science strategy

Establishment of national digital platform for clinical trials

Patients can participate in clinical trials regardless of mobility and
geography -> Decentralized clinical trials (DCTs) ensure a broader
representation of patients and the inclusion and retention of more

patients

Performance of DCTs in DK rest on the highly advanced digital

infrastructure

Result: Very high social acceptance of clinical trials
Politically favorably climate for life sciences

Decentrglised
: Clinical Trials

FOR
NUMBER OF CLINICAL
TRIALS PER CAPITA

Denmarkin the top ranking
of clinical trials per capita

Number of commercial trials per capita

250

200 /___f———\
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Number of non-commercial trials per capita
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Figure 1- Numberof commercial and non-commercial
clinical trials per capita in selected European countries.

Source: HEALTHCARE DENMARK
INNOVATING BETTER LIFE; May 2022
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4 INITIATIVE STUDY LOCATION GERMANY (ISD)

» ISD convened Nov 2023

Pl

Arbeitskreis Medizinischer

Ethik-Kommissionen
in der Bundesrepublik Deutschland a v,

@oNﬂa

DEUTSCHE HOCHSCHULMEDIZIN E.V.

& gltiﬁic? it;‘rf\esta ndort
§ Deutschland
s

= & _—

e ~ Fraunhofer

fir Arzneimittel

P Over 20 associations, groups, institutes, some only advisory

P Objective: make Germany more attractive for clinical trials

Bundesinstitut
und Medizinprodukte

KKS Netzwerk #

medizinischer
Koordinigrungszentren fiir Klinische Studien

AN VERBAND DER 0®
UNIVERSITATSKLINIKA °e i
‘ DEUTSCHLANDS L34 : fakultitentag

Wissenschafts-
Ethik-

organisationen ol
(z. B. Fraunhofer, DFG Kommissionen BAK
Leibniz-Gemeinschaft) MFT/ VUD
NUM - Netzwerk
Wissenschaftsrat Universitatsmedizin
Round table:
BfArM Studienstandort sDtl“;( .
udienzentren
Deutschland
Industrie- Medizinprodukte (BVMed)
verbande Diagnostika (VDGH)
(vfa/BPI1/PD)
CRO- ~Sonstige™
Vertretung BUVEBA (DGPharMed, AWMF,
(BVMA) DESAM ForNet)

> FGK
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Die Stimme der deutschen
MedTech-Branche

"WMed  VDGH

AWMF

BUVEBA #72

Die forschenden

vfa.

Pharma-Unternehmen

netzwerk ....I DEUTSCHE q
universitats D G H O :::. KRANKENHAUS $
medizin s 99989 GESELLSCHAFT

DGPharMeq

Deutsche Gesellschaft fiir Pharmazeutische Medi:

Initiative Deutscher Z ‘62 .

Forschungspraxennetze
DESAM-ForNet

Leibniz
Gemeinschaft

L) PHARMA

II" DEUTSCHLAND

Bundesverband Medizinischer

Auftragsinstitute

BPI?

undesverband der 26
harmazeutischen Industrie e.V.


http://www.kks-netzwerk.de/

4 INITIATIVE STUDY LOCATION GERMANY (ISD)

P Development of a common ambition for the study location
Germany

D Strong collaboration across the ecosystem's central _
stakeholders to ensure a robust regulatory framework e Ethik-

(z. B. Fraunhofer, DFG Kommissionen BAK
Leibniz-Gemeinschaft)

D Definition of a strategy for the targeted addressing of existing
prOblemS Wissenschaftsrat

P Defining a roadmap for the concrete implementation of the
identified measures Round table:
B Studienstandort

D Ensuring consistent monitoring of success Deutschland

D Spain has had good experience with such an approach.

MFT/ VUD

NUM - Netzwerk
Universitatsmedizin

DKG/
Studienzentren

Today Spain is leading in Europe! Industrie- Medizinprodukte (BVMed)
verbdnde Diagnostika (VDGH)
(vfa/ )
CRO- ~Sonstige"
Vertretung BUVEBA (DGPharMed, AWMF,
(BVMA) DESAM ForNet)

Invited several times

% Federal Ministry
of Health

> FGK

CLINICAL RESEARCH

27



4 INITIATIVE STUDY LOCATION GERMANY (ISD)

4 working groups
A. Political framework and strategy

. Regulatory and administrative aspects e B

eutschland eutschland

B
C. Stud t dical doct d staff Stellungnahme zum Referentenentwurf fur ein Stellungnahme zum Regierungsentwurf fiir ein
. udy centers, medical doctors and sta Medizinforschungsgesetz (MFG) Medizinforschungsgesetz (MFG)

O

. IndustrY'rEIated tOpiCS ZRLDGUE o s ot SHacon A POy Jona A Extvckun tensonal wieder o TRIEDA Roke > Deutschiand muss ais Standortfur Forschung- und Entwickiung intemational wieder eine fuhrende Rolie

> FGK

CLINICAL RESEARCH

Ubemehmen und sein volles Potential ausschopfen. dbemehmen und sein volles Potential ausschopten.
> Der vorli Entwurf des Medi zelqtaIsMbmong!mdegemnaencmw > Dervork e : 25iot als Ambiton grndiegend in tie richiige
Richtung, aber erst eine @ der Richtung, aber erst eine i i i der age und einige noch nicht im
Verbesserungen und schiiefilich eine hdhere Effizienz bringen. Entwurf i weeion \RRE achGR N Gl Hbtiee Exizionz
Standort Deutschiand bringen.
Einleitung
Aus Sicht der neu Initiative i D (ISD) von uber 20 Einleitung

Partner-Organisationen und Akteuren kommt es mit dem nun vorgelegten Referentenentwurf fur ein
Medizinforschungsgesetz (MFG) darauf an, dass die ordnungspolitischen Regelungen fir die klinische
Forschung in Deutschiand mit den Ansauen der Pharmastrategie zusammengefuhrt werden und eine

fur den F D bilden.
Erganzend zum MFG bendtigt es einen iongesemen Dialog der betreffenden Politik-Ressorts
(Bundesministenien und auch Lander) mit den ISD-Partnem, um in zielfihrenden Diskussionen die
ndtigen Verbesserungen fur den Standort gezielt anzugehen.

In dem nun Entwurf fur ein (MFG) fehlen folgende, bisher nicht
adressierten Elemente, die wir hier als weitere -

= Die EU CTR 536/2014 und die zugehdrige CTIS Plattform soliten ba!dnwncnsl unter Beteiligung

der davon aus Industne
und und werden
« Der Facnkranemangal solite etwa durch verstarkte Forderung der Ausbildung und durch
von F: aften u.a. im Bereich F Medizin
werden, ohne dadurch den in der 2u a Zudem
werden attraktive auch fur Personal mit Fokus
auf klinische Studien benétigt. Insbesondere im Bereich Studien-aktive ArztinnenvArzte und
droht in den Jahren ein kritischer Mangel, dem zum Beispiel durch
i Clinician Scientist-F und durch F i von
reinen Fi anden L (Prufarzte und “innen mit
Dienstaufgabe Durchfuhrung klinischer Studien) inklusive qualifizierter Prufarzt- und
innen werden solite.
= Der fur Kiinische Prufungen bzw. Leistungsstudien nach AMG

und MPDG fur Arzneimittel-/Medizinprodukte und/oder In-Vitro-Diagnostika-Kombinationen sollte,

Aus Sicht der neu Initiative i D (ISD) von aber 20
Partner-Organisationen und Akteuren kommt es mit dem nun vorgelegten Regierungsentwurf fur ein
Medizinforschungsgesetz (MFG) darauf an, dass die ordnungspolitischen Regelungen fir die klinische
Forschung in Deutschiand mit den Ansétzen der Pharmastrategie zusammengefuhrt werden und eine

ie fur den F und D bilden.
Erganzend zum MFG bendtigt es einen Dialog der Politik-Ressorts
(Bundesministerien und auch Lander) mit den ISD-Partnem, um in Zielfihrenden Diskussionen die
natigen Verbesserungen fur den Standort gezielt anzugehen

Prinzipiell sieht die ISD weiterhin Beda" fiir einen zum D Den
Rahmen zur Starkung des muss ein i Vorgehen entlang eines
umfassenden und verbindlichen Fahrplans bilden. Dabel solnen alle relevanten Stakeholder (v.a. aus
der Industrie, Ar den , Ethik issi sowie den

Bundes- und Landesministerien) einbezogen werden, wie es andere europaische Lander vorgemacht
haben.

Im Einzelnen nimmt die ISD wie folgt zum Regierungsentwurf Stellung:

Zu Artikel 1 Nr. 8 RegE; zu § 40b AMG - i Signatur fiir Eil
Neuregelung:
« Es soll geregelt werden, dass auch eine elektronische Signatur nach den Vorgaben der EU-
Verordnung 910/2014 fur die i in die an kli Prufungen genutzt
werden kann.
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5 STATEMENTS (1)

Medical Research Act/MFG is a first good step, but we also need to:

use standard contract clauses (still not so easy...) -> binding?

use risk-based approaches in clinical trials / use Quality by Design approach
use and expand Decentralized Clinical Trials & Digitalization (# digital mindset)
reduce excessive, redundant processes/formalities/SOPs

maintain and expand efficient research infrastructures

exchange of positions in basic sciences, translation and clinical research

vV VvV VvV VvV VvV Vv V9

strengthening the study culture in Germany: Alliance of academia & industry & society

> FGK
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5 STATEMENTS (2)

Potential options for improvement in Germany

P Patient-friendly central actual study register

P Campaign to promote clinical research to achieve greater acceptance and willingness to participate in

clinical trials

P Evaluation of the MFG every 2 years by key performance indicators

P Pharma is a major employer and investor with a substantial economic footprint

> FGK

CLINICAL RESEARCH

therapies and become a key destination for the

next generation of clinical trials!

4 : : - )
Make Germany a frontrunner again for innovative

31



5 TAKE HOME MESSAGE

P Continuous improvement of clinical research framework
P Better public relations / promotion

» Everyone can and should contribute

CCCCCCCCCCCCCCCC
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k THANK YOU FOR YOUR
ATTENTION!

Contact:

Martin Krauss
martin.krauss@fgk-cro.com

»FGK
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33



	Folie 1: CLINICAL TRIALS
	Folie 2: AGENDA
	Folie 3: 1 CURRENT Challenges in clinical Research
	Folie 4: 1 CURRENT Challenges in clinical Research
	Folie 5: 1 CURRENT Challenges in clinical Research
	Folie 6: 1 CURRENT Challenges in clinical Research
	Folie 7: 1 CURRENT Challenges in clinical Research  
	Folie 8: AGENDA
	Folie 9: 2 Medical Research Act (MFG)  
	Folie 10: 2 Medical Research Act (MFG) Radiation protection procedure  
	Folie 11: 2 Medical Research Act (MFG) Radiation protection procedure  
	Folie 12: 2 Medical Research Act (MFG) Radiation protection procedure  
	Folie 13: 2 Medical Research Act (MFG) Radiation protection procedure  
	Folie 14: 2 Medical Research Act (MFG) Standard contracts / Mustervertragsklauseln
	Folie 15: 2 Medical Research Act (MFG) Standard contracts / Mustervertragsklauseln
	Folie 16: 2 Medical Research Act (MFG) Standard contracts / Mustervertragsklauseln
	Folie 17: 2 Medical Research Act (MFG) Specialized Ethics Committee
	Folie 18: 2 Medical Research Act (MFG) Specialized Ethics Committee
	Folie 19: 2 Medical Research Act (MFG) Specialized Ethics Committee
	Folie 20: 2 Medical Research Act (MFG) Regular evaluation of MFG is important
	Folie 21: AGENDA
	Folie 22: 3 Strengthening Clinical Research in Germany Why?
	Folie 23: 3 Strengthening Clinical Research in Germany Patient oriented perspective
	Folie 24: 3 Strengthening Clinical Research in Germany Learn from others: Denmark
	Folie 25: AGENDA
	Folie 26: 4 Initiative Study Location Germany (ISD)
	Folie 27: 4 Initiative Study Location Germany (ISD)
	Folie 28: 4 Initiative Study Location Germany (ISD)
	Folie 29: AGENDA
	Folie 30: 5 Statements (1) 
	Folie 31: 5 Statements (2)
	Folie 32: 5 Take home message
	Folie 33: Thank you for your attention!

