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LIF — de forskande lakemedelsféretagen

LIF &r branschorganisationen for forskande lake-
medelsféretag verksamma i Sverige med cirka 85
medlemsféretag. Tillsammans star LIF:s medlemmar
som tillverkare av ca 80 % av alla lédkemedel som
séljs i Sverige.

| partnerskap forbattrar LIF:s medlemmar livskvalite-
ten for alla patienter i Sverige, genom att utveckla det
svenska sjukvardssystemet och verka for utveckling
av, tillgdng till, samt korrekt anvédndning av innovativa lédkemedel och vacciner.

|

Lakemedelsindustrin i Sverige omsatte ar 2014 néstan 63 miljarder kronor,
och sysselsatte drygt 11 000 personer. Det totala produktionsvdrdet upp-
gick till 76 miljarder kronor varav foradlingsvérdet — det varde som féretagen
skapar genom sin egen verksamhet — utgjorde drygt 33 miljarder.

Eftersom ett lands bruttonationalprodukt, BNP, dr lika med summan av alla
foradlings varden, innebdr det att varje anstalld i lakemedelsindustrin dr 2014
genom sitt arbete bidrog med i genomsnitt nastan 3 miljoner kronor till Sve-
riges BNP. Det ar ndstan fyra gdnger mer an genomsnittet i ekonomin i dvrigt.
Ingen annan industri gren har ett lika hogt foradlingsvarde per anstalld.

Publikationen du nu haller i din hand heter FoU 2015. Den innehaller en
sammanfattande analys av hur ldkemedelsforskningen utvecklas i Sverige
baserat pa den enkatundersékning som LIF arligen genomfér bland med-
lemsforetagen. P4 lif.se kan samtliga FoU-bilder laddas ned och dar finns
aven LIF:s arliga FAKTA som redovisar mer detaljerade data om lakeme-
delsanvandingen i Sverige. Det &r var férhoppning att publikationerna kan
utgdra en gemensam bas for diskussioner kring den framtida halso- och
sjukvarden och lakemedelsutvecklingen i Sverige.

S LA
_-;%'fa LIF - The research-based pharmaceutical industry

LIF is the trade association for the research-based pharmaceutical industry in Sweden
which produces 80 per cent of all medicines sold in Sweden. Every year LIF publish a survey
among our member companies on their R&D activities in Sweden. This brochure presents
the results from 2015.
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Det har skett en utplaning men ingen
tydlig vandning

Det finns en politisk medvetenhet och enighet

om vilka framtidens utmaningar ar nar det galler
den kliniska forskningen. Insikten finns om att vi

har tappat mark i konkurrensen med andra lander i
och med att allt fler regeringar och ldnder erbjuder
goda villkor och ett generdst samarbetsklimat for

] Bl foretag med forskningsintensiv verksamhet. Beslut
Anders Blanck, VD LIF och tgarder har vidtagits vilka kommer att forbattra
forutsattningarna for Life Science i Sverige. Det galler bland annat inrattandet
av ScilifeLab, de Regionala Cancercentren och Kliniska studier Sverige vid
Vetenskapsradet. Inte minst inrdttandet av Regeringens innovationsrad och
tillsattandet av den sérskilde Life Science-samordnaren dr mycket lovande
initiativ som narmare behdver knytas till de nationella strategierna for lake-
medel och eHélsa. Sammantaget ar dock beddémningen att det aterstar
mycket att gora for att Life Science i Sverige ska na sin fulla potential, at-
minstone inom omradet patientndra klinisk forskning.

Det ar dock viktigt att standigt paminna sig om att klinisk forskning och
kliniska lakemedelsproévningar inte i forsta hand handlar om akademin,
halso- och sjukvarden, lakemedelsféretagen eller Sverige som Life Science-
land. Det handlar om vad som &r bra for svenska patienter. Nar sjukvarden
deltar i kliniska ldkemedelsprovningar far patienter — som inte ar hjalpta av
dagens behandlingar - méjlighet att prova morgondagens innovationer

i ett tidigt skede. Dessutom far behandlande ldkare och annan involverad
sjukvardspersonal som dr aktiva inom klinisk forskning standig kompetens-
utveckling, vilket gynnar séval det enskilda patientmotet som vardmiljon dar
de ar verksamma. Insatser for att framja klinisk forskning och genomférande
av kliniska ldakemedelsprévningar bor darfor framst matas i antalet svenska
patienter som fatt mojlighet att medverka i lakemedelsutvecklingen.

| det perspektivet &r 424 studier vid 1 583 sjukvardsenheter som involverar
15 190 patienter ytterst blygsamt. De insatser som gjorts hittills forefaller att
ha bromsat in den nedgdng som setts under manga ar. For att astadkomma
en tydlig positiv vandning dterstar emellertid mer grundldggande attitydfor-
andring och mycket arbete.

Diskussionen om klinisk forskning riskerar att hanteras som en forsknings-
frdga och inte som en del av den allmanna debatten om den svenska
halso- och sjukvardens utveckling, trots att de patienter som deltar i klinisk



forskning ar samma patienter som anda skulle ha omhéndertagits och be-
handlats i hdlso- och sjukvarden. Klinisk forskning maste i storre utstrackning
ses som det naturliga sattet att bedriva det standiga utvecklingsarbete som
behdvs for att svensk hélso- och sjukvard inte ska bli omodern. Deltagandet
i kliniska lakemedelsprévningar ar ocksa viktigt for introduktionen av nya
lakemedelsbehandlingar. Det &r helt naturligt att det &r en storre utmaning
att borja anvanda ett nytt lakemedel om man inte deltagit i den kliniska
utvecklingen eller har kollegor som har den erfarenheten. Det ar ytterligare
ett skal till varfor klinisk forskning maste ses som en integrerad del av hélso-
och sjukvarden. Det dr ocksa i 6vergangen fran kliniska lakemedelsprévning-
arna till anvandningen i klinisk vardag som det dterkommande framhalls att
Sverige har en unik internationell position utifran de maojligheter till register-
forskning som finns i landet. Detta & mojligheter som tyvarr annu inte mate-
rialiserats fullt ut. Det fortsatta arbetet for att starka denna del av den kliniska
forskningen — nér kvalitetsregistersatsningen I6per ut under 2016 — kommer
i det perspektivet att vara av stor betydelse for hur vi ska kunna attrahera
mer klinisk forskning till Sverige.

[ T G

Anders Blanck, VD LIF

English summary of this text is available on page 6.



Plateau reached, but no clear turnaround

There is political awareness and consensus about where future challen-
ges lie for clinical research. It has been recognised that Sweden has lost
ground in the competition with other countries due to the growing
numbers of governments and countries offering favourable terms and
conditions, as well as a generous cooperative climate for companies
with research-intensive business activities. Sweden has taken decisions and initiated
measures to improve the climate for the Life Science industry. Such measures include the
establishment of ScilifeLab, the Regional Cancer Centres and Clinical Studies Sweden at
the Swedish Research Council. In particular, the establishment of the Swedish Government’s
Innovation Council and the appointment of the Special Life Science Coordinator are extre-
mely promising initiatives that need to be moore closely linked to the national strategies for
pharmaceuticals and eHealth. Overall, however, the assessment is that much remains to be
done in order for the Life Science industry in Sweden to reach its full potential, at least in the
area of patient-centred clinical research.

However, it is important to constantly keep in mind that clinical research and clinical trials
are not mainly about academia, health care, pharmaceutical companies or Sweden as a
Life Science country. The main point is what is good for Swedish patients. When the health-
care system participates in clinical drug trials, patients — who are not helped by current
treatments - have the opportunity to try tomorrow’s innovations at an early stage. In addi-
tion, treating physicians and other involved healthcare personnel who are active in clinical
research, receive continuous knowledge development, which benefits both the individual
patient encounter and the healthcare environment in which they operate. Initiatives to
promote clinical research and implementation of clinical trials should therefore primarily
be measured based on the number of Swedish patients given the opportunity to participate
in drug development. From this perspective, the total of 424 studies at 1,583 medical units
involving 15,190 patients is extremely modest. Efforts made to date appear to have slowed
the decline that has been seen for several years. Achieving a clear positive turnaround, ho-
wever, will require a more fundamental change in attitude along with considerable effort.

There is a risk that the discussion about clinical research will be addressed as a research
question and not as part of the general discussion regarding the development of Swedish
health care, even though the patients participating in clinical research are the same patients
who would have been taken care of and treated within the healthcare system. Clinical
research must increasingly be viewed as a natural approach to stimulate the constant pro-
gress needed to prevent the healthcare system in Sweden from stagnating. Participation in
clinical trials is also important for the introduction of new drug therapies. It is only natural
for physicians who have not participated in the clinical development of a drug or without
colleagues who have done so to show reluctance in adopting new therapies. This is yet
another reason why clinical research must be viewed as integral to the healthcare system.
Itis also in the transition from clinical drug trials to clinical practice that Sweden occupies a
unique international position with respect to the opportunities for registry research within
the country. Unfortunately, these opportunities have not yet fully materialised. The conti-
nued effort to strengthen this aspect of clinical research when the quality registry initiative
expires in 2016 will in this perspective be of great importance for how we will be able to
attract more clinical research to Sweden.

L

Anders Blanck, Director-General LIF L= S5




Vilka trender ses

| FoU-rapporten presenteras LIF:s medlemsforetags kliniska forskningsaktivitet
i Sverige. Utover det som redovisas i denna rapport, bedriver lakemedels-
foretag som inte ar medlemmar i LIF klinisk forskning i Sverige och en stor
del av de kliniska lakemedelsprévningarna som anmals till Lakemedelsverket
bedrivs av akademiska institutioner eller andra aktorer. Denna samman-
stallning ger darfor inte en totalbild av de kliniska ldkemedelsprévningarna

i Sverige. Uppgifterna hdmtas frdn en arlig enkat som LIF:s medlemsforetag
erbjuds att besvara. Nedan summeras de generella trender som kan utldsas
ur undersékningen for 2015.

Klinisk provningsaktivitet

Under 2015 inkom 317 ansokningar om kliniska lékemedelsprovningar

till Lakemedelsverket, varav 137 (43 procent) var ansokningar fran LIF:s
medlemsforetag. Sedan mitten av 1990-talet har antalet ansokningar till
Lakemedelsverket minskat fran knappt 600 ansdkningar per &r, men under
de senaste dren har minskningen avstannat och nivan ar nu halverad. Det
dterstdr att se om den uppgang med 25 prévningar som ses 2015 dr bodrjan
pa en uppdtgdende trend.

Utvecklingen for antalet startade ldkemedelsprévningar foljer utvecklingen
for det totala antalet ansokningar till Lakemedelsverket. Under senare ar har
utvecklingen stabiliserat sig pa en niva kring 125 startade prévningar per ar,
vilket kan jamfoéras med att det startades cirka 200 kliniska lakemedels-
prévningar per ar i mitten av 2000-talet. Under 2015 startade LIF:s medlems-
foretag 122 kliniska ldkemedelsprévningar i vilka 2 427 patienter gavs maojlig-
het att prova nya lakemedelsbehandlingar. Detta kan jamféras med ytterlig-
heterna 9 377 patienter (2005) och 1 335 (2012). Antalet pagdende kliniska
lakemedelsprévningar var 424 ar 2015, vilket ar ndstan exakt samma antal
som &ret innan. Aven antalet patienter som deltog var i nivd med genom-
snittet under de senaste fem dren.

For kliniska prévningar av sarldkemedel och s.k. Post Authorisation Safety
Studies (PASS) ses en ndgot mer positiv utveckling. Aven om antalet prév-
ningar av sarldkemedel inte dkade pa samma satt som aret innan sa dkade
antalet patienter som deltog i studier med sarlakemedel. Antalet patienter
som deltar i PASS-studier har stabiliserats kring knappt 1 200 patienter per
ar. Av alla patienter som deltog i pagaende kliniska ldkemedelsprévningar
var det 8 procent som deltog i PASS-studier och 2 procent som deltog i
provningar av sarlakemedel 2015.

Liksom tidigare ar dominerar kliniska lakemedelsprévningar av nya behand-
lingar for cancer och sjukdomar i immunsystemet. De utgdr mer én en tredje-



del av alla pdgdende prévningar och trenden forefaller kvarsta eftersom
de dven utgor en knapp tredjedel av alla startade ldkemedelsprévningar.
Var femte klinisk lakemedelsprévning startades inom terapiomradet hjarta
och kretslopp, vilket visar att detta terapiomrade okar i betydelse.

Icke-interventionsstudier

Under 2015 genomforde 28 av LIF:s-medlemsforetag 92 icke-interventions-
studier, vilket ar en minskning med 10 studier jamfort med féregdende ar. Av
dessa studier utgick 26 fran ett myndighetskrav och 20 baserades pa kvali-
tetsregister. Antalet icke-interventionsstudier forefaller ha stabiliserats kring
100 studier per dr. Det &r bade férvdnande och oroande att utvecklingen

inte ar mer positiv utifran att flera utredningar utpekat denna studietyp som
en potentiell motor for den kliniska forskningen i Sverige samt den satsning
som gjorts pa nationella kvalitetsregister de senaste dren.



What trends are seen

= ==5 The R&D report presents the clinical research activity of LIF member companies
% in Sweden. In addition to what is described in this report, pharmaceutical
companies that are not members of LIF conduct clinical research in Sweden, moreover, a
large part of the clinical drug trials that are reported to the MPA are conducted by academic
institutions or other players. Consequently this compilation does not present a total picture
of clinical drug trials in Sweden. The data come from an annual survey that LIF member
companies are invited to answer. Below is a summary of the general trends that can be
inferred from the 2015 survey.

Clinical trial activity

In 2015 the Medical Products Agency received 317 applications, of which 137 (43 per

cent) were applications from LIF member companies. Since the mid-1990s, the number of
applications to the MPA decreased from almost 600 applications per year, though in recent
years the decline has stopped and the level is now halved. It remains to be seen whether the
upswing of 25 trials that was seen in 2015 is the beginning of an upward trend.

The trend for the number of newly started trials is in line with the trend for the total number
of applications to the MPA. In recent years, the trend has stabilised at around 125 newly
initiated trials per year, which can be compared with the approximately 200 clinical trials
that were initiated each year in the mid-2000s. In 2015 LIF member companies began 122
clinical trials in which 2,427 patients were given the opportunity to try new drug treatments.
This can be compared with the extremes of 9,377 patients (2005) and 1,335 (2012). The
number of ongoing clinical trials was 424 in 2015, which is almost identical to the year
before. The number of patients participating in trials was also in line with the average for
the past five years.

A somewhat more positive trend was seen for clinical trials of orphan drugs and Post-
Authorisation Safety Studies (PASS). Although the number of trials of orphan drugs did not
increase in the same way as the previous year, the number of patients participating in
studies of orphan drugs did increase. The number of patients participating in PASS studies
has stabilised at just under 1,200 patients per year. Of all patients who participated in
ongoing clinical trials, 8 per cent took part in PASS studies and 2 per cent took part in trials
of orphan drugs in 2015.

As in previous years, new treatments for cancer and immune disorders dominate clinical
trials. They account for just over one third of all ongoing trials, and the trend appears to be
continuing since they also comprise about one third of all newly started clinical trials. Every
fifth clinical trial that started focused on cardiovascular and circulatory disorders, indicating
that this therapeutic area is increasing in importance.

Non-interventional studies

In 2015, 28 LIF member companies conducted 92 non-interventional studies, which is 10
studies less than the previous year. Of these studies, 26 were undertaken to meet regulatory
requirements and 20 were based on quality registries. The number of non-interventional
studies appears to have stabilised at around 100 studies per year. Considering the national
quality registry initiatives undertaken in recent years and that several reports have identified
this type of study as a potential engine for clinical research in Sweden, it is both surprising
and worrisome that the trend is not more positive.




Totalt antal ansokningar till Lakemedelsverket samt antal fran LIFs
medlemsforetag

Total number of applications to the MPA and number from LIF’s
member companies

700

600

[Oal
o
(@)

AN
o
o

w
o
(@)

Antal/number

N
o
(@]

100

H LIF-foretag 1 Totalt antal ansdkningar*

* EudraCT anvand som kélla
Kalla/Source: Lakemedelsverket, EudraCT och LIF

Av 317 ansokningar till Lakemedelsverket under 2015 kom 137 (43 procent) fran LIF:s
medlemsforetag. Sedan 2010 har nedgdngen i det totala antalet ansdékningar till
Lakemedelsverket bromsat upp pa en niva kring cirka 300 ansdkningar per ar. Under
2015 ansokte LIF:s medlemmar om 23 fler kliniska prévningar jamfort med 2014.

Det dterstdr att se om det ar ett trendbrott i den nedgdng som setts sedan 2006.

Det &r dock fortsatt bekymmersamt att de globala ldkemedelsféretagens ansdkningar
utgor mindre dn hélften av alla ansokningar till Lakemedelsverket.

=l ==5 Of 317 applications to the Medical Products Agency (MPA) in 2015, 137 (43 per
= cent) were from LIF member companies. Since 2010, the decline in the total
number of applications to the MPA slowed down at a level of about 300 applications per
year. In 2015 LIF members applied for 23 more clinical trials than in 2014. It remains to be
seen whether this represents a trend reversal in the decline seen since 2006. However, it con-
tinues to be a concern that applications from global pharmaceutical companies represent
less than half of all applications to the MPA.




Antal "feasability-forfragningar”och antal prévningar allokerade
till Sverige

Number of feasibility requests and number of trials allocated to Sweden
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Under 2015 stallde LIF:s medlemsféretag 380 "feasability-forfrdgningar” till svensk
hélso- och sjukvard. Medlemsforetagen uppskattar att préovningarna i knappt halften
av fallen dven allokerades till Sverige. Det dr en viss ©kning jamfort med 2014 da
antalet forfragningar var 339. Det terstdr att se om det dr borjan pd en positiv trend.
De vanligaste orsakerna till att prévningarna inte allokeras till Sverige anges vara att
det finns for f& patienter och/eller mojliga provningsenheter samt resursbrist och/
eller bristande intresse inom halso- och sjukvarden.

= I==5 |0 2015 LIF member companies submitted 380 feasibility requests to the
Pl == Swedish health care system. Member companies estimate that trials in nearly
half of the cases were also allocated to Sweden. This represents a slight increase compared
with 2014, when the number of requests was 339. It remains to be seen whether this is the
beginning of a positive trend. The reasons most commonly cited for not allocating trials
to Sweden were too few patients and/or possible trial units, and a lack of resources and/or
lack of interest within the healthcare system.




Startade kliniska lakemedelsprévningar, antal provningar
per provningsfas

Number of protocols per phase for initiated clinical trials
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Under 2015 startades 5 fas l-prévningar, 27 fas ll-provningar, 73 fas lll-prévningar
och 17 fas IV-prévningar. Antalet startade kliniska ldkemedelsprévningar har minskat
med en dryg tredjedel under de senaste 10 dren och stabiliserats pd en niva mellan
100 och 150 nystartade provningar per ar. Ungefdr 60 procent av alla startade
kliniska lakemedelsprévningar &r fas lll-provningar, och under de senaste tva dren
ses en viss 6kning av prévningar i denna fas. Den storsta nedgdngen over tid ses

for fas |I-prévningarna, vilka centraliseras alltmer till andra ldnder &n Sverige. Antalet
startade fas ll-provningar dkade nagot 2012 och 2013, men for 2015 rapporterades
det ldgsta antalet fas ll-prévningar sedan 2004. Det dterstar att se om det dr en trend.
Antalet fas IV-studier har varierat mellan dren och de 17 Fas IV-prévningarna utgor
ett medelvarde for de senaste 10 dren.

=== 1n 0015, 5 phase [ trials, 27 phase ll trials, 73 phase Il trials and 17 phase IV trials
P =3 were initiated. The number of clinical trials has declined by over one third over
the past 10 years and has now stabilised at 100 to 150 newly started trials per year. About
60 per cent of all started clinical trials are categorised as phase lll, with some slight increase
noted in trials in this phase over the past two years. The largest decline over time has been
seen for phase | trials, which are increasingly being centralised to countries other than
Sweden. The number of newly initiated phase Il trials increased slightly in 2012 and 2013,
but 2015 saw the lowest number of phase Il trials since 2004. It remains to be seen whether
this is a trend. The number of phase IV studies has varied over the years and the 17 phase IV
trials represent an average for the last 10 years.




Pagaende kliniska lakemedelsprévningar, antalet prévningar
per provningsfas

Number of ongoing clinical trial protocols per trial phase
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Under 2015 pagick 8 fas I-, 79 fas Il-, 298 fas lll- och 39 fas IV-studier. Antalet pagaende
proévningar har stabiliserats pa en niva strax 6ver 400 prévningar per ar, vilket kan

jamforas med att antalet var drygt 500 provningar under andra halvan av 2000-talet.

Trots ett oférandrat totalantal har det skett viss omférdelning mellan prévnings-
faserna. Under 2015 dkade antalet fas lll-prévningar med 21 stycken medan antalet
fas IV-prévningar minskade med 11 stycken. Antalet patienter som fick tidig tillgang
till ny behandling genom deltagande i kliniska Idkemedelsprévningar under 2015
var 15 190, vilket ar nagot fler an 2014 men nagot farre an 2013.

In 2015, there were 8 phase |, 79 phase ll, 298 phase lll and 39 phase IV studies.
=4 'he number of ongoing trials has stabilised at just over 400 trials per year,

compared with just over 500 trials during the second half of the 2000s. Despite the lack

of change in the total number of trials, some redistribution has occurred between study
phases. In 2015, the number of phase Il trials increased by 21, while the number of phase IV
trials dropped by 11.1n all, 15,190 patients received early access to new treatment through
participation in clinical trials in 2015, which is a slightly greater number than in 2014, but
slightly fewer than in 2013.




Terapiomraden for pagdende kliniska lakemedelsprévningar 2015
Therapeutic area for ongoing clinical trials 2015
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Liksom tidigare ar dominerar kliniska ldkemedelsprévningar av nya behandlingar for
cancer och sjukdomar i immunsystemet. De utgoér en dryg tredjedel av alla pagdende
prévningar, och trenden forefaller kvarsta eftersom de dven utgoér en knapp tredje-
del av alla startade prévningar. Vad géller 6vriga terapiomraden genomfors flest
lakemedelsprévningar inom hjarta/kretslopp och blod/blodbildande organ vilka
tillsammans utgor en knapp fijardedel av de prévningar som pagar. Provningar av
lakemedel inom nervsystemets sjukdomar, dmnesomséttningen och infektionssjuk-
domar svarar for ytterligare en fiardedel av alla pagaende prévningar. Provningar av
lakemedel inom omradet hjarta/kretslopp kan forvantas oka i framtiden eftersom de
utgjorde 21 procent av alla startade kliniska lakemedelsprévningar under 2015.

=l ==5 /s in previous years, new treatments for cancer and immune disorders dominate
P ll== Clinical trials. They account for just over one third of all ongoing trials, and the
trend appears to be continuing since they also comprise for about one third of all newly started
trials. Regarding other therapeutic areas, most clinical trials focus on cardiovascular and
circulatory disorders, as well as on blood and blood-forming organs, which together account
for almost one quarter of all ongoing trials. Drug trials focussed on nervous system disorders,
metabolic and infectious diseases account for an additional quarter of all ongoing trials.
Trials of drugs for treatment of cardiovascular and circulatory disorders may be expected to
increase in the future since they accounted for 21 per cent of all clinical trials initiated in 2015.




Pdgdende kliniska provningar med orphan drugs
Ongoing clinical trials with orphan drugs
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Den kliniska prévningsaktiviteten for lakemedel for séllsynta sjukdomar, s.k. sarldke-
medel eller "orphan drugs’, har stabiliserats mellan 30-40 prévningar och cirka

100 centra per ar, vilket motsvarar cirka 10 procent av alla pagaende lakemedels-
prévningar. Trots det fortsatter antalet patienter som far tidig tillgang till ny behand-
ling for sallsynta sjukdomar genom deltagande i kliniska ldkemedelsprévningar att
Oka. Under 2015 deltog 318 patienter med sdllsynta sjukdomar i lakemedelsprov-
ningar, vilket var 35 fler an 2014 och 251 fler an 2012. Det ar mojligt att detta ar ett
nischomrade som Sverige skulle kunna utveckla ytterligare.

=l =5 Clinical trial activity for drugs for rare diseases, known as orphan drugs, has
Pl == stabilised at 30-40 trials involving about 100 centres per year, corresponding
to about 10 per cent of all ongoing clinical trials. Nevertheless, the number of patients who
gain early access to new treatments for rare diseases by participating in clinical trials conti-
nues to increase. In 2015, 318 patients with rare diseases participated in drug trials, 35 more
than in 2014 and 251 more than in 2012. It is possible that this is a niche area that Sweden
could further develop.




Pagaende kliniska lakemedelsprovningar som definieras som PASS
Ongoing clinical trials designated PASS
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*PASS - Post Authorisation Safety Studies
Kalla/Source: LIF:s FoU-enkat/LIF R&D survey

Det finns ett Okat behov av att folja lakemedelsbehandlingen i klinisk praxis efter
marknadsgodkdnnandet for att studera sdkerhet, effekt och kostnadseffektivitet.
Saval myndigheter som hélso- och sjukvard stéller krav pa olika former av upp-
foljning. Ett exempel ar PASS (Post Authorisation Safety Studies) vilket EMA/Léke-med-
elsverket kan stélla krav pa vid marknadsforingsgodkénnandet. Antalet PASS-studier
Okade mellan 2014 och 2015 fran 17 till 24 studier, medan antalet center (115) och
antalet patienter (1 170) forblev i stort satt oférandrade.

=M ==5 There is a growing need to monitor pharmaceutical treatment in clinical
Pl == practice after marketing approval in order to study safety, efficacy and cost
effectiveness. Both the authorities and the healthcare system require various forms of
follow-up. One example is Post Authorisation Safety Studies (PASS), which the EMA/MPA
may require when granting marketing authorisation. The number of PASS studies increased
between 2014 and 2015 from 17 to 24, while the number of centres (115) and patients
(1,170) remained at similar levels compared with previous years.




Antal pdgaende icke-interventionsstudier
Number of ongoing non-interventional trials
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Kalla/Source: LIF:s FoU-enkat/LIF R&D survey

Under ar 2015 genomforde 28 av LIF:s-medlemsforetag 92 icke-interventionsstudier,
vilket &r en minskning med 10 studier jamfort med 2014. Det bryter en 6kande trend
sedan 2011 da frdgan for forsta gdngen inkluderades i LIF:s enkdt. Av dessa studier
utgick 26 fran ett myndighetskrav. Antalet icke-interventionsstudier baserade pd
kvalitetsregister var 20 (22 procent), vilket ar en ndgot lagre andel jamfort med 2014
déa det var 30 studier (29 procent). Det &r dven forvanande utifran den nationella
satsning som gjorts pa nationella kvalitetsregister de senaste fem aren.

=5 |0 2015, 28 LIF member companies conducted 92 non-interventional studies,
Pz == a reduction of 10 studies compared with 2014, thereby reversing a rising trend
since 2011, when the question was first included in LIF's survey. Of these studies, 26 were
undertaken to meet regulatory requirements. The number of non-interventional studies
based on quality registries was 20 (22 per cent), a slightly lower percentage compared with
2014, when there were 30 studies (29 per cent). This figure is also surprising considering the
nationwide national quality registry initiative over the past five years.




Antal center (medeltal) per pagdende klinisk lakemedelsprévning
och antal patienter (medeltal) per center

Number of site (average) per ongoing clinical trial and study subjects
(average) per site

= Antalet patienter per center = Antalet center per provning
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Kalla/Source: LIF:s FoU-enkat/LIF R&D survey

Sedan 2009 har varje pagdende klinisk lakemedelsprévning i genomsnitt haft fyra
deltagande center, vilket ar ett till tvd fdrre i genomsnitt dn i mitten av 2000-talet.

Ar 2015 sjénk det genomsnittliga antalet till 3,7 center, vilket visar att ékningen 2014
inte var borjan pa en uppatgdende trend. Antalet patienter per center har sedan
2004 varierat mellan 8 och 12 patienter per prévning, sa dven 2015 da det genom-
snittliga antalet patienter per provning var 9.

= =5 Since 2009, the average number of participating centres for all ongoing clinical
Pa == trials is four, which is one to two fewer than in the mid-2000s. In 2015, the
average number dropped to 3.7 centres, indicating that the increase in 2014 was not the
beginning of an upward trend. The number of patients per centre since 2004 has varied
between 8 and 12 per trial, which was also the case in 2015 when the average number of
patients per trial was 9.




Kompletterande tabeller och diagram
Further tables and figures




Andel (%) CRO vid pagaende kliniska lakemedelsprévningar
Proportion (%) of CRO for ongoing clinical trials
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Kalla/Source: LIF:s FoU-enkat/LIF R&D survey

Antal patienter (medeltal) per pdgaende kliniska ldkemedelsprovningar
Number of study subjects (average) per ongoing clinical trial
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Kalla/Source: LIF:s FoU-enkat/LIF R&D survey



Pdgdende kliniska lakemedelsprévningar, antalet patienter
per provningsfas
Number of study subjects per trial phase in ongoing clinical trials
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Kalla/Source: LIF:s FoU-enkat/LIF R&D survey

Startade kliniska lakemedelsprovningar antal inkluderade patienter per
prévningsfas

Number of study subjects per trial phase in ongoing clinical trials
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Kalla/Source: LIF:s FoU-enkat/LIF R&D survey
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LIF:s medlemsenkat, metod

For att fa en bild av hur ldkemedelsforskningen utvecklas i Sverige genomfér
LIF drligen en enkdtundersokning bland medlemsforetagen som omfattar
statistik om kliniska ldkemedelsprévningar och icke-interventionsstudier.
FoU-rapport 2016 som nu publiceras redovisar uppgifter for ar 2015.
Rapporten finns att ladda ner pad www. lif.se. Motsvarande enkatunder-
sokningar om FoU genomférs i Finland, Norge och Danmark.

Arets FoU-enkit besvarades av 47 medlemsféretag som bedrev FoU-verksam-
het i Sverige under dr 2015. | vissa fall ar det svart att rapportera vissa detaljer
om de kliniska lakemedelsprévningar som utfors av globala CRO-féretag

pa uppdrag av huvudkontoret enligt globala kontrakt. Darfor har fragor om
kostnader och antalet anstallda tagits bort fran drets enkét.

Definitioner

Definitionen for startade kliniska lakemedelsprovningar ar att forsta
besok av forsta patient ska ha intraffat under dret. Antalet patienter ar
de som inkluderades i prévningen under perioden den 1 januari till den
31 december 2015. Kliniska lakemedelsprévningar, d.v.s. nar lakemedlet
provas pd manniska, indelas i fyra faser:

Fas | Studie pa ett mindre antal friska forsokspersoner
(25-50 personer/studie)

Fasll  Lakemedlet provas pa patienter med aktuell sjukdom
(100-200 patienter/studie)

Faslll  Jamforande studier med placebo eller annat ldkemedel

(500-5000 patienter/studie)

Fas IV Studier efter godkdnnandet for 6kad kunskap om Idkemedlet
i den kliniska vardagen

Innan en klinisk Idkemedelsprévning pabdrjas i Sverige krdvs godkédnnande
fran Lakemedelsverket, regional etikprovningsnamnd samt i forekommande
fall aven biobank och stralskyddskommitté. Studiepatienter maste informe-
ras muntligen saval som skriftligen samt skriva pa ett informerat samtycke
om deltagande.

Antalet pagaende kliniska lakemedelsprévningar redovisas som pagaende
prévningar per den 31 december 2015 samt avslutade prévningar under
aret. Antal patienter dr de som deltagit i prévningar under perioden den

1 januari till den 31 december 2015.



Olika terapiomraden, ATC-koder

LIF har de senaste dren efterfrdgat inom vilka terapiomraden féretagen
genomfor sina kliniska ldkemedelsprévningar, bade nér det galler startade
prévningar och pagaende. Terapiomradena indelas efter ATC-koderna.

Definitionen av en icke-interventionsstudie (LVFS 2011:19)

"Icke-interventionsstudie (observationsstudie): En studie dar lakemedel
forskrivs pa sedvanligt satt och i enlighet med villkoren i godkdnnandet for
forsalining.

Den specifika behandling som patienten far bestams inte i forvag i ett
prévningsprotokoll utan foljer av vad som dr brukligt, och férskrivningen av
lakemedlet ar klart dtskild fran beslutet att ta med patienten i studien. Inga
ytterligare diagnostiska procedurer eller dvervakningsprocedurer tilldmpas
pa patienterna, och epidemiologiska metoder anvands for att analysera
insamlade data.”

CRO

Outsourcade = alla moment i den kliniska prévningen genomférdes av
CRO-foretag

Insourcade = ett eller flera moment, t.ex. monitorering och databearbetning,
genomfordes av CRO-foretag inom lakemedelsféretagets egen verksamhet.
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Deltagande foretag med FoU-verksamhet

i LIF:s enkat for 2015

AbbVie AB
Abcur AB

Actelion Pharmaceuticals Sverige AB

Alexion Pharma Nordics AB
Amgen AB

AstraZeneca Sverige AB
Bayer AB

BioArctic Neuroscience AB
Biogenldec Sweden AB
Boehringer Ingelheim AB
Bristol-Myers Squibb AB
CCS Healthcare AB
Celgene AB

Chiesi Pharma AB

CSL Behring AB

Eisai AB

Eli Lilly Sweden AB

Ferring Lakemedel AB
Galderma Nordic AB
Galencia AB

GE Healthcare AB

Gilead Sciences Sweden AB
GlaxoSmithKline AB

Hospira Nordic AB
Immunicum AB
InDex Pharmaceuticals AB

Institut Produits Synthése (IPSEN) AB

Janssen-Cilag AB
LEO Pharma AB
Medivir AB

Moberg Pharma AB

MSD, Merck Sharp & Dohme (Sweden) AB

Mundipharma AB

Novartis Sverige AB

Novo Nordisk Scandinavia AB
Octapharma AB

Orion Pharma AB

Pfizer AB

Quintiles AB

Roche AB

Sanofi and Sanofigenzyme
Servier Sverige AB

Shire Sweden AB

Swedish Orpan Biovitrum AB
Vifor Pharma Nordiska AB
Vivolux AB






Under senare dr har utvecklingen stabiliserat sig pa en niva
kring 125 startade provningar per dr, vilket kan jamféras med
att det startades cirka 200 kliniska lakemedelsproévningar per ar
2005-2007. Antalet pdgdende kliniska lakemedelsprévningar har
stabiliserats pa en niva strax dver 400 provningar per ar.

Liksom tidigare ar dominerar kliniska lakemedelsprévningar av nya
behandlingar for cancer och sjukdomar i immunsystemet. Som for-
vantat genomférs majoriteten av de kliniska ldkemedelsprévningarna
vid universitetssjukhusen och i storstadsregionerna.

Under 2015 genomforde 28 av LIF:s-medlemsforetag 92 icke-inter-
ventionsstudier. Av dessa studier utgick 26 fran ett myndighetskrav.

In the last couple of years, the number of clinical trials have stabilized at a
level of around 125 started trials per year. This compares with the approxi-
mately 200 started clinical trials per year in the period 2005-2007.

The number of ongoing clinical trials has stabilised at just over 400 trials
per year.

Trials concerning cancer and immune deficiences dominates. As expected,
the majority of clinical trials are conducted at the university hospitals and
in the three greater city areas.

In 2014, 28 of LIF's member companies conducted a total of 92 non-
intervention studies, 26 of which were the result of requlatory requirements.

Lakemedelsindustriféreningens Service AB
Tel +46 8 462 37 00 | info@lifse | www.lifse | www.fass.se | wwwlife-time.se
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