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The initiative

In Sweden 2003 an initiative originating from the University of Orebro and the University of
Lund gathered clinical researchers from the whole country to the first national meeting
(bottom-up initiative). The main focus was on training the clinical research organisation due
to the introduction of new legislation, with a special focus on its relevance for investigator-
initiated trials. A special report on the proceedings from these meetings is enclosed below. In
brief, meetings have been undertaken with Inspectors from the Medical Products Agency and
representatives from the Ethical Review Boards, as well as with other parties. Working parties
within the network are a) preparing a syllabus’ for training of the clinical research team, b)
producing core SOPs for the non-commercial sponsor, and c¢) preparing approaches to
monitoring, data management and drug handling within the non-commercially sponsored
clinical study. The overall aim is to rescue investigator-initiated academic non-commercially
sponsored clinical study from suffocating in a time when study costs are increasing 5 times
and thresholds for clinical trials are set for commercial business (rather than for the non-
commercial university research). A secondary aim is to foster an exchange of experience to
avoid duplicate work and establishment of new networks for clinical research. The ECRIN
project was presented at a national meeting in September 2004. It was decided that some
centres should participate in this network to explore its possibilities from a Swedish
perspective. Participating centres in SWECRIN are shown in Enclosure 1.

SWECRIN

The Swedish network is based on 15 research centres in Sweden. There have been five
National meetings. There are some centres presenting themselves on webpages:

www.bcre.nu

WWW.UCT.Uu.se

WWW.SCr1.se

www .karolinskauniversitetssjukhuset.se/ (search for KPE, CRC or CTC)

www.orebro.se/uso

www.skane.se/rskc

National meetings
The first meeting (2003-11-28) established common experiences and defined goals for the
network and the project.

The second meeting (2004-01-30) discussed the need for clinical research centres in view of
the EU Directive. Need for education, exchange of experiences in monitoring, case record
forms (CRF), standard operating procedures (SOP’s), and financing of investigator-initiated
studies were identified as corner stones.

Four working groups were initially established: 1) statistics — how many trials a year are
approved annually in Sweden 2) Inventory of CRC/CTU’s in Sweden 3) What education is
available and 4) What registries are available for clinical research in Sweden.

In the third meeting (2004-03-19) some of the working groups reported. In 2003 there were
close to 500 drug studies involving close to 2000 centres in Sweden. For medicinal products
nearly 80% were sponsored by pharmaceutical industry. When studies are rejected by the
Competent Authority (Medical Product Agency, MPA) the following reasons were found: a)
questions on manufacturing, b) questions on toxicology, c) missing good laboratory practice
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(GLP) or good clincial practice (GCP) standards, d) incomplete protocol, e) unsatisfactory
monitoring or f) safety reporting.

A syllabus for a two-day introduction to clinical trials was presented.

A diagnosis registry at the National Board of Health and Welfare (.sos.se/mars/kvaflik) was
reported. ECRIN was mentioned.

The forth meeting (2004-05-27) invited two inspectors from the MPA. Adverse events,
SUSAR, use of CIOMS forms, code break, SOPs, monitoring, interventional and non-
interventional studies, application, education, data management och drug accountability,
definition of sponsor were discussed in an open dialogue. New working groups were formed
on: 1) education 2) monitoring 3) SOPs

The fifth meeting (2004-09-30) reported from some of the working groups:

1) A syllabus for a two day training of clinical investigators and study team was approved. It
was agreed that such training should involve Head of Clinics and upper management levels, in
view of the increased responsibilities. 2) A draft for a general monitoring plan was discussed
3) SOPs needed for investigator-initiated trials was discussed. What content, how to balance
SOP vs. guidelines in daily work, and how to implement SOPs were discussed. It was
concluded that more financial resources are needed if general SOPs for clinical trials at
university hospitals can be created. The ECRIN project was presented and discussed. Ten
research centres reported interest to join ECRIN.

Clinical research networks in Sweden

In Sweden there are networks in clinical research at many levels, literally hundreds of them.
They are typically geographical or within a therapeutic area. They may involve clinics at
university hospitals, or emerge from such hospitals to include local hospitals. Some networks
stretches between a university hospital and the regional primary care. Usually there are
different networks for non-interventional (epidemiological) or interventional research, but in a
few cases they mix (e.g. cardiovacular). There are also networks completely within primary
care and family medicine, usually with a certain focus, e.g. gastrointestinal (GI). The most
redundant networks are found in oncology, heamatology, paediatrics, cardiovascular,
stroke/neurology, GI, multiple sclerosis, dementia disorders, psychiatry, overweight,
neonates, burns, emergency care, but also in radiology, laboratory chemistry, surgery and
pathology. Most of these networks are further subdivided, sometimes formed into national
networks. Most networks include researchers/physicians. They more rarely include patient
organisations. Many networks have originated in a single successful clinical trial. Most of
these networks are formed around a clinical researcher and his team. Last year many hospitals
have initiated Core Facility functions in a response to the effects of the Clinical Trial
Directive. This means that specific teams (co-ordinating centres) are formed, with the task to
support other research teams in topics related to good practice in clinical research.

In epidemiological research the situation is not as scattered, but there are different networks.
Mostly they are connected in one way or another to clinical researchers, assuring access to
patient data. This way several epidemiological networks are focused on a specific therapeutic
area, and sometimes they are part of clinical trialist’s network. In some areas (e.g.
cardiovascular) clinical epidemiologists manage a complete national registry. This registry is
then used for clinical research and sometimes also evaluating clinical quality between
hospitals. Thus, some networks in epidemiology are on a national scale, including university
and/or medical faculty and including governmental statistical providers. There are also
national networks in therapeutic areas. Regional epidemiological networks are usually found
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for drug consumption and cost issues. Finally there are hospital epidemiological centres
following cost and treatment outcome in a specific hospital or a region.

New networks are now formed on storing of human tissues, as a result of a new law. From
routine clinical diagnosing many millions of samples are stored in freezers at different
institutions and hospitals. They must now be collected, identified, and stored safely. To
achieve this most hospitals are joining local universities creating tissue bank networks.
Researchers with a research interest can here apply to have access to samples for research.
The researcher can also join a network to store samples from his research. This way he does
not need to establish a complete new and approved storage system on his own (which is costly
and may be an administrative burden).

Organisation of hospital care, universities and medical research

Hospitals are mainly managed by regional, political organisations interlocated between the
state and communities/cities (they are called landsting). They are financed through taxes. A
few private hospitals exist, mainly in elective surgery. The primary care is a discipline in its
own. Many landsting are running family medicine by own management, while others are
buying this service from private physicians. There are six University Hospitals with a medical
faculty (Lund, Linkdping, Orebro, Géteborg, Uppsala, Ume4). In Stockholm there is a also a
medical University (Karolinska Institute), with four university hospitals connected to it
(Karolinska, Huddinge, Sodersjukhuset, and Danderyd). The Huddinge and Karolinska
Hospital are presently merging into a new organisation, Karolinska University Hospital.
Beyond university hospitals there are central county hospitals (when there is no university
hospital in a landsting), and local county hospitals.

The universities are operated by the state. They buy medical education from the county’s for
training of new physicians and other medical professions. These money (called ALF) are
transferred to the county’s university hospitals basically as allocations intended for research.
They are handled by the county’s and hospitals R&D organisation in collaboration with the
medical faculty. Basically these money are available for all types of clinical research, in a
broad scope (e.g. including nursing care) . The Swedish Research Council (Vetenskapsrddet)
is a governmental office allocating research grants for all disciplines (member of ESF,
European Research Organsation). During the years the grants for medical research from this
source have been substansially lowered. The Vetenskapsrddet is heading the country’s central
research ethical committee (CEPN). At CEPN decisions from the six regional research ethical
committees can be appealed. The new law (2004) on research ethics state that only
interventional research must apply. Other types of research may apply, if the sponsor wishes.
However, as the law is based on the EU Directive 20/2001, and is applicable to all types of
interventional research, Sweden have in reality implemented the ethical part of Good Clinical
Practice for all types of interventional human research. There is a possibility for the CEPN to
inspect specific projects, but due to lack of resources this have never happened. Applications
for clinical drug research must also be made to the national medical products agency (MPA).
MPA regularly inspects pharmaceutical research, including this with academic sponsorship.

In summary grants for clinical research are provided by ALF, Vetenskapsradet or from private
funds (commercial actors or private foundations).

Laws, insurances, courses and adherence to Good Clinical Practice

The last years, often in response to European Directives, several new laws in the area of
clinical research have been implemented. After a few years introduction the law on handling
personal information (Personuppgifislagen) came to full force in 2002. It divided personal
information into two categories, non-sensitive and sensitive. Sensitive information is among
other things medical records. For any data storage of personal information the subject can ask
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for a copy yearly, and corrections asked for by the subject must be included in the darabase.
For sensitive information the general rule is that informed consent must be obtained from the
subject. The research ethical committee may overrule this request. The law on storage of
human tissues dated 2003 ask for safety procedures in tissue storing, very similar to what is
asked for from storing and handling computers when storing sensitive personal information.
The general rule is that informed consent must be obtained from the subject before storage,
and then again for each specific research project. Use, export or constructing second tissue
storage is restricted. The ethical board may make approval for exception. Samples for
research immediately falls under this law, while samples from routine hospital care falls under
this law after two months (to avoid interference with clinical routines). A new law on research
ethic was released in January 2004. It basically follows the EU Directive 20/2001. There is a
system for appeal within the system (only by applicant). The new law has created some
turmoil, and is already under revision. In May 2004 a new Pharmaceutical Act was released,
following the EU Directive 20/2001 closely.

In Sweden there is a state insurance governing actions instituted by a hospital on a patient
(malpractice). This insurance also covers clinical trials, if the researcher have done everything
according to law and regulations. For governmental bodies there is a general state insurance
covering experiments in phase one. The pharmaceutical industry has a common insurance
covering malfunction of marketed drugs (within approved dose and indication). Most
commercial companies provide specific insurance when entering clinical trials. This means
that investigator-initiated trials on new drugs or in new doses/indications are hard to complete
with full insurance coverage. No hospital or university have yet started a QA department or
commenced auditing investigator-initiated trials. There is no complete and approved system
for data management and data storage for investigator-initiated trials. There is no national
syllabus for GCP training. There are a lot of GCP courses all over the country, ranging from a
few hours to 20 weeks, from private initiatives to university educations, intended for
researchers and/or others in the clinical research team. But no formal diploma are requested
by granting bodies, other than those asked for by MPA in pharmaceutical studies (senior
physician with a scientific degree).

Drug handling and pharmacovigilance

There is a pharmacy state monopoly. Any drug trial must make an agreement with the local
pharmacy on drug handling. It is possible to negotiate drug handling at the site of the
investigator, but exception is only approved by the MPA, and the pharmacy still have to have
some fees paid. Most investigators uses pharmacy since drug handling is complex and heavily
regulated. Drug count and accountability during trials are regulated in the law, and may be
inspected by the pharmacy while ongoing. Normally hospital pharmacist controls this, if
agreed between the hospital and the hospital pharmacy. Usually in the investigator-initiated
trial, drug handling is not monitored or audited, if not inspected by the MPA. Reporting of
AE, SAE and SUSAR are regulated in the law. Most drug protocol specify how they should
be handled, basically as they always are approved by the MPA. Some protocols are unclear
whether the university or the hospital is acting “sponsor”, and there is to date no clear
definition of their role (other than it exists in the laws).

Data handling and archiving

In Swedish law medical records must be archived for ten years. Most universities have
explicit rules on how to store scientific data, not always congruent with GCP. In
epidemiological and interventional studies independant data monitoring committees are
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usually formed. It is rare that investigator initiated studies other than epidemiological uses
“clean file” and “data lock™ before analysing the projects clinical data.

Patientorganisations

Some patientorganisations are very active, lobbying and influencing science and politics. For
other areas there are virtually no organisation. Large organisations sometimes engage in
clinical research, e.g. in cancer or cardiovascular, often by funding and/or lobbying. It is
rarely heard that they are involved in early trial planning, other than for HIV/AIDS.

Career

The merit of participating in clinical research has dimished during the years. Longer time for
publication, more costly study settings and more authors in the list reduces the interest for this
career path, when compared to pre-clinical research. For nurses the situation is different. The
research nurse is becoming a recognised profession in its own, with particular skills, specified
training, and a defined area of competence.

Summary

The EU Directive 20/2001 have been implemented in several national laws. As Sweden since
1989 adhered to the Nordic GCP guidelines, the threshold to implement ICH-GCP and the
Directive for industrial pharmaceutical research was low and easy. For investigator-initiated
research without commercial sponsor, the new regulations have introduced a major change.
This have lead to a reduced number of projects, and difficulties in finding commercial
sponsors to academic initiatives. As the Directive is the ground for the new Research Ethics
Law, also non-drug clinical trials are affected by the Directive in Sweden.
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The following are reports in English from the Swedish Research Council (Vetenskapsradet,
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The brochure is a summary of a report submitted by the Swedish Research Council: Scientific
Council for Medicine as input to the Research Policy Bill for 2005 - 2008.

Research ethics guidelines for using biobanks
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Research ethics guidelines for using biobanks

Survey of Stem Cell Research in Sweden

Medicin M0023

Survey of Stem Cell Research in Sweden A Study Commissioned by the Scientific Council
for Medicine

Authors

Lennart Enerback
Jan Lindsten

Swedish Psychiatric Research
Medicin M0021

Swedish Odontological Research
Medicin M0020

Swedish Cardiovascular Research
Medicin M0019

Survey of allergy and hypersensitivity research in Sweden

Authors

Harriet Wallberg-Henriksson
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Further references (adopted from the Swedish Association for Clinical Trials)

National regulations

01. Likemedelsverkets foreskrifter och allmidnna rdd om klinisk likemedelsprovning
(LVFS 200326) www.mpa.se

02. Etikprovningslagen (SFS 2003:460) www.riksdagen.se

03. Lakemedelslagen (SFS 1992:859 §§13,14,24,28, 1995:475 §§20, 23 25, 26)

www.riksdagen.se

04. Lakemedelsforordningen (SFS 1992:1752 §10, 1993:875 §15) www.riksdagen.se
05. Personuppgiftslagen (PUL) (SFS 1998:204) www.riksdagen.se

06. Sekretesslagen (SFS 1992:1474 framst kap 7, 1994:595 kap 7) www.riksdagen.se
07. Journalhandlingsférordningen (SFS 1986:203) www.riksdagen.se

08. Produktansvarslagen (SFS 1992:18 §§1,3,11, 1992:1137 §6) www.riksdagen.se
09. Patientjournallagen (SFS 1985:562) www.riksdagen.se

10. Patientskadelagen (SFS 1996:799 §§1,2,5,6,12,23) www.riksdagen.se

11. Biobankslagen (SFS 2002:297) www.riksdagen.se

Guidelines and Directives

12. ICH Topic E6; Good Clinical Pratcice: Consolidated Guideline. May 1997

www.emea.eu.int

13. ICH Topic E2A; Clinical Safety Data Management: Definitions and Standards for
Expedited Reporting. March 1995 www.emea.eu.int

14. ICH Topic E9: Statistical Principles for Clinical Trials. March 1998 www.emea.eu.int

15. Europaparlamentets och réadets direktiv 2001/20/EG av den 4 april 2001 om
tillndrmning av medlemsstaternas lagar och andra forfattningar rérande tillimpning av
god klinisk sed vid kliniska prévningar av humanldkemedel www.emea.eu.int

16. Financial Disclosure by Clinical Investigators. FDA. 21 CFR Part 54. www.fda.gov

17. Helsingforsdeklarationen (reviderad Edinburgh, Scotland, October 2000) www.wma.net

18. Riktlinjer for god medicinsk forskning. Vetenskapsradet, 2001. www.vr.se

19. Ohederlighet inom medicinsk forskning. Riktlinjer for prevention och hantering av
ohederlighet inom medicinsk forskning. Reviderad och faststélld av MFR 961002

20. Kliniska provningar av medicintekniska produkter. www.mpa.se

21. Ejlertsson ~ G:  Statistik  for  hélsovetenskaperna.  Studentlitteratur ~ 2003.

www.studentlitteratur.se

Forms

22. Ansokan till Lakemedelsverket om klinisk lakemedelsprovning www.mpa.se

23. Blankett for ansokan till etisk ndmnd. www.forskningsetikprovaing.se

24. Overenskommelse _om _ klinisk provning av__ likemedel mellan LIF och
Landstingsforbundet www./if:se

25. Lakemedelsforsdakrningen www. lakemedelsforsakringen.nu

26. Blankett FD 1572 (for USA/IND-studier) www.fda.gov

27. Anmilan om klinisk prévning av medicinteknisk produkt (LV 702). www.mpa.se
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Basic documentation

28.
29.
30.

31.
32.

33.

34.

35.

36.

37.
38.

39.

40.

41.

42.

ICH Topic E3; Structure and Content of Clinical Study Reports. July 1996

www.emea.eu.int

ICH Topic E4; Dose-Response Information to Support Drug Registration. March 1994

www.emea.eu.int

CPMP/EWP/908/99 Points to Consider on Multiplicity issues in Clinical Trials
(CPMP Adopted September 2002). www.emea.eu.int
CPMP/EWP/1776/99 Points to Consider on Missing Data (Adopted November 2001).

www.emea.eu.int

CPMP/EWP/2330/99 Points to Consider on Application with 1) Meta-analyses and 2)
One Pivotal study (adopted by CPMP May 2001). www.emea.eu.int

CPMP/EWP/2863/99 Points to Consider on Adjustment for baseline Covariates
(CPMP adopted May 2003). www.emea.eu.int

CPMP/EWP/482/99 Points to Consider on Switching between Superiority and Non-
inferiority (Adopted July 2000). www.emea.ew.int

Riktlinjer for etisk vérdering av medicinsk humanforskning. Forskningsetisk policy
och organisation i Sverige. F.d.Medicinska forskningsradets nimnd for forskningsetik,
2002 Wwww.vr.se

Fletcher A J, Edwards L D, Fox A W, Stonier P: Principles and Practice of
Pharmaceutical Medicine. John Wiley & Sons Ltd, 2002

Spilker B: Guide to Clinical Trials. Lippincott Williams & Wilkins, 1991

Lemne C: Handbok for kliniska provare. 5:e uppl. Studentlitteratur, 2003.

www.studentlitteratur.se

Shah R R: Clinical pharmacokinetics: current requirements and future perspectives
from a regulatory point of view. Xenobiotica 23 (11):1159-1193, 1993

Kobelt G: Health Economics: an introduction to economic evaluation. The Office of
Health Economics, UK 2002, 2nd edition. www.ohe.org

Drummond M F, O’Brien B J, Stoddart G L, Torrance G W: Methods for the
Economic Evaluation of Health Care Programmes, Oxford University Press, 1997
Spilker B: Quality of Life and Pharmacoeconomics in Clinical Trials, Lippincott
Williams & Wilkins, 1995
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Networks and people connected to Swecrin

RSKC Region Skines Kompetenscetrum for klinisk forskning Lund,
Universitetssjukhuset, Barngatan 2, 22185 Lund
Solveig. Wennerholm@infek.lu.se;

KFE Klinisk forskningsenhet Lund
Universitetssjukhuset, Barngatan 2, 22185 Lund
gertrud.lundqvist@skane.se

CRS Clinical Research Support Orebro
FoU-enheten, CV-omradet,

Sodra Grev Rosengatan 1, 703 62 Orebro
bjorn.holmstrom(@orebroll.se
mia.englund@orebroll.se;

ROC Regional Onkologisk Centrum Uppsala
Akademiska Sjukhuset, 751 85 Uppsala
ulrika.brunell.abrahamsson@]ul.se;
gunilla.juhlin@]lul.se;

UCR Uppsala Clinical Research
Akademiska Sjukhuset, 751 85 Uppsala
carina.alvfors@ucr.uu.se;
inger.ekman(@ucr.uu.se;
maria.nehlin@ucr.uu.se;

Institutionen for Folkhiilso och viardvetenskap, Uppsala
Science Park, 751 85 Uppsala
cristina.alm@akademiska.se;
rosemarie.brundin@pubcare.uu.se;

KFUE Klinisk Forskning och Utvecklingsenheten Uppsala
751 85 Uppsala
katarina.hoffman@akademiska.se;

KPE Klinisk provningsenhet Karolinska
Karolinska Universitetssjukhuset, Solna, 17176 Stockholm
clementine.molin@karolinska.se;

Karolinska Clinical Research
Trial and Support Center
Karolinska Universitetssjukhuset, Stockholm

eva.lamm-svedberg@karolinska.se;
lisbet.wahl@karolinska.se;
pierre.lafolie@karolinska.se;
birgitta.strandberg@karolinska.se;
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Sodersjukhuset, Stockholm
ingemar.hallstrom@sos.sll.se;

BCRC Berzelius Clinical Research Center AB,
Berzelius Science Park, 582 25 Linkdping
gudrun.tiger(@bcre.nu;

kristina.nyhlen@bcrc.nu;
marie.rexelius@bcre.nu;

SCRI AB Scandinavian Clinical Research Institute,
Drakegatan 6, 412 50 Goteborg
rudolf.schaffrath@scri.se;

Landstinget i Ostergotland
581 91 Linkoping
ulla.walfridsson@]lio.se
lotta.lindh-astrand@]lio.se;
mats.hammar@lio.se;

Monitour AB Karlstad
lennart.jonsson(@monitour.se;

Centrum for klinisk forskning i Vasteras
Centrallasarettet Viasteras, Ingang 29, 721 89 Visterés
anna.jogefalt@ltvastmanland.se;
elisabeth.eriksson@ltvastmanland.se;
eva.strand@ltvastmanland.se
marja-leena.ojutkangas@ltvastmanland.se;
per.hagstrom(@]ltvastmanland.se;

NRI Northern Sweden Clinical Research Institute, Umea

Elisabet Karlsson elisabeth@nscri.com;

05-03-03

11(11)



