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The Swedlsh Adverse Drug Reactlon Commlittee was established in October 1965
as an advisory body to the National Board of Bealth and Welfare. The aim was to
develop a system by which adverse drug resctions could be discovered with a
minimum of delay, in accordance with the recommendation of the WHO.

On January 1le%, 1971 the drug monitoring in Sweden left its pllot phase and
iz now run on a2 regular basis. ‘The task of the organization is :

L. To collect, evaluate and store information on adverse reactions to drugs.

2. To investigate specific preblems which may have arisen when reports on
adverse drug reactions have bhwen obtained and in certain instances make
attempts to relate the number of adverse reactions reported to the consumption
of the partieular'drug so thet the incidence of the reaction cmm-be estimsted.

3. To stimulate and conduct raaearch en adverse reactions to drugs, their
mechanism, dingnaaia treatment and prevention.

4. To inforwm doctors, dentists and other inmterested groups about essential
adverse reactions and thelr occurrence and to take measures which the reports
may lead to. .

5. To revise the reports and send them to the WED monitoring centre. To be 1in
contact with the WHO centre and natlonal centres in other countries and to
send any Information which may be of interest to these centres.
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6. To deal with matters within the flield that are submitted to the

Committee by the Swedish National Board of Health and Welfape or the
Board of Drugs.

Committes members

The Committee is sn advisory Committee to the Swedlsh Nmstional Board of
Health and Welfare and has ten members representing phermacology, clinleal
pharmacology, internal medicine, pediatries, psychiatry, drug industry and drug
control. A full time medical officer acts as secretary to the commlttee which
meets two-four times a year.

Within the Committee there 1s a working group consisting of five members
who meet every six weeks and who make guggestions to the Committee on what action
should be taken of the reports received.

Hegular staff

The staff dealing with the incoming reports belong to the Pharmacotherapeutic
Division of the Department of Drugs (Figure 1). :

Three people are employed to deal with the reports : a medleal officer, a
pharmacist and a secretary. A part time secratary 1s avallable for the
exchange of information with WHO.

Furthermore computer facilitles are available at the Karolinska Institute,
where programmers and punch card operators work part time with the adverse drug
reaction prolect. The National Board of Health and Welfare provides the money
for this service,

What to report

The medical profession (1965) and later also the dentists (1969) were asked
‘te report all adverse effects, both mild and severe, due to or suspected to be
due to "new" drugs, 1.e.those registered as pharmaceuticsal specialities in Sweden
for less than three years. In the case of "old" drugs notification was
requested of all serious, previously-undescribed or uncommon side effacts. A
form (Appendix I) was distributed to all doctors together with a letter containing
Information about how to report adverse drug reactlons. It was strezzed that
the report form could be used but that the Committee also acaepted informaetlion
in the form of hospital records, etc.

It soon became obvious that the definition about what to report was not
gqulte clear, Therefore a circulatory letter was digtributed in 1969 1in which
it was stressed thet reactions of such severity that they led to hosplitalization,
prolongation of hospitel stay or sick leave should be reported for old drugs.
For new drugs all probable orp suspected adverse reactions should be notified
{Appendix II).




Reporting form

The present reporting form was introduced in 1968 and 1s a modification of
the WHD form. As an.alternative the doctorsz can send in discharge notes or
copies of medical records. ' -

Source and conhtent of reports

There has been a steady increase of the reporting from about fifty reports
per month in 1965-1968 to more than a hundred per month in 1970 (Table I). Most
reports come from doctors working in hospital (Table II). Experience has shown
us that the reports eome from a very limited number of doctors. In 1970 8.5
per cent of the mediocal profession sent in reports. (Table III) Very few
dentists have notified adverse reactions.

‘ Skin reactions, liver damage and thromboembolism are the adverse reactlons
'‘most commonly reported to us (Table IV). The two latter are to a large extent
attributed to the use of oral contraceptives. The drugs which most often

appear in the reports are ahemotherapeutiuu, cral contraceptives and cardiovascular
drugs {Table Y)

Processing of the Reports

When a report arrives it is firat scrutinized by the Medical Officer in
Charge. Complementary information, e.g.in the form of hoapital records, may
be requested, from the reporting doctors. In rare cases the patients are also
contacted by the Medical Officer. Sometimes the manufacturer is asked for
information. A literature search is performed 1f necessary,

At regular intervals(sbout every six weeks) the working party goes through
and evaluates the reports. ' Suggestions are made to the Committee as to what
steps should be taken,

The cause-effect relationship between a drug and a reaction is classified
into one of six groups (Appendix III). The value of such a classification ean
of courxe be debated since it can never be exact, However, this kind of
evaluation is of help when declsions are made about what action should follow
such a8 report.

The data in the reports are coded and tranaferred to punched cards and
later to tape. The computer system uséd for storage and retrieval of the
information 1s developed from the system used by the international drug
menitoring centre in Geneva.




Reasons for Incomplete Reporting

To Judge from inquiries, it would seem that there i3 uncertainty as to
what should be reported. For instance, a doctor may not know how long a drug

has been on the market and thus will be unable to distinguish between "new"
and "old" drugs. |

Lack of time is another factor which may wilthhold a doctor from reporting.
Fear for legal action 1s ancther cauze of incomplete reporting as is the fact
that the reporting is not compulszory.

That there 1z sueh low reporting from the dentist may to some extent be
due to the fact that drugs sre not prescribed or asdministered by them to any
great extent, When thelr patients experience adverase reactions the patients
are referred to physicians who then masy report the case.

Data from hospital record linkage scheme

Information about the cecurrence of adverse reactions can also be obtalned
by a hospltal record linkage zcheme which coversz about 20 per cent of the
Swedish population. In a2 couple of years 211 Swedish hospitals will be
included In this scheme. '

T™e data recorded are the hospital, the department and the case record
number, (which is filied in for each discharge) and the patients identification
nurber ). Besides this ldentification, which makes 1t possible to find the
case record in which data for more intensive research iz available, the form
also contalns certain data of medical interest in themselves (Table VI). Data
and dlagnosls arelgiven in words and a filve diglt code according to a Swedlsh
adaptation for Iindexing hospltal records of the International Classifleation of
Diseases (ICD), The coding 1z carrled out at the hospital.

The Swedlsh adaptation of the ICD also contalns code numbers for complications
following the uze of drugs. In Sweden every drug has a code number which can
- be found in a booklet (Synonymreglster Gver farmaceviliska specisliteter), which
ls distributed to every doctor, contalning information about drugs marketed in
Sweden,

When a patient has heen treated in hoapital for an adverse reaction, this
is recorded by writing the drug and 1ts code number as a dlscherge diagnosla.
This gives us a aystem by which we can trace the patients treated in hosplital
pecause of adverse veactions. The weakness in this scheme is that doctors do
not always remember to put the drug among. the discharge dlagnoses.

By means of thls system it has been investigated how often diseases like
agranul oeytosls have been drug~induced. The medical records for ell patients
hospltalized with this diagnosis during 1964 - 1968 were searched and examined.

I Every Swedish citizen has an identification number which consiste of the date
of birth and four figures denoting sex among other things.
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Fifty per cent of the patients probably had a drug-induced agranulocytosis
(Table VII) which in the rest other causes {e.g,Feltey's syndrome) were more
11kely (Westerholm and Reizenstein 1971). T™ie means that in Sweden there

are gbout 100 to 130 cases of agranulocytosis per yeer, helf of which are drug-
induced. If a change in this rate should be noted one cen go back to the
medical records and investigate whether drugs or other external factors are the
cause.

Special investigations

The Committee has initiated or supported several investigetlons because
of reports it has received from doctors or other monitoring centres or which
have appeared in the literature.

For instance, a study has been carried out on the incidence of Jaundice and
thrombo-embollism among Swedish women during treatment with oral contraceptives
(Westerholm 1970, B&ttiger and Westerholm 1971 a). A prospective stixdy has
been conducted to revesl the incidence of adverse drug reactions in-connection
with the use of injectable contrast media (Bertler et al 1971).

Surveys have also bheen made of The incidence of drug-induced agranulocytoesls

(Westerholm and Reizenstein 1971) and drug-induced thrombocytopenta (Bottiger
and Westerholm 1971 b,c).

Dissemination of information

Circular lettera on the advgrae‘reaution reports recelved are'distributed
2 - 3 times per yéar to the medical profeesion. The letters are simultanecusly
published in the Swedish Mediesl Journal. '

Experience has shown us that only part of the medlcal profession reads our
reportsa. As an example it can be mentloned that our first two warnings about
metamizol and agranuloeytosis had no effect on the sales of the drug or on the
" number of cases occurring. Tt was not until after the third warning when
newspapers, radio and television also mentioned the adverse reaction that our
report had sn effect.

The special Investigations are published as sclentific papers. " When it 1s

thought necessary the Committee publishes its opinion on these investigations as
a circular letter and in the medical Journal.

Cooperation with national centres

In & country like Sweden with a comparably small population cooperation with
other national and international units 15 essential in order to solve questlons
like "who is at risk" and "how big is the risk" with various preperations.
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There are two examples showing the value of cooperation between several
centres,

In a cooperative study in the USA, the United Kingdom and Sweden 1t was
shown that women belonging to blood type O run a less risk than others to

develop thromboembolism when using oral contraceptives or in pregnancy (Jick
et al 1969). '

In another cooperative study in the United Kingdom, Denmark and Sweden 1t
could be demonstrated that women using oral contraceptives eontalning high dosge
cesirogens run a greater risk to develop thromboembolism than women using
low-dose preparations {Imman et al 1970).

Collaboration.with WHO

Sinece January 1968 the Swedish reports have been translated and filled
in the WHO form and sent to the international drug monitoring centre. From
July 1971 the reports will be sent on tape which will save conslderable effort
and time on both sides.  Since Sweden iz using the computer system developed
at the international ecentre the procedure is very simple. Over the years
there have been continous discussions between the WHO and the Swedish national
centre about the formate and the feed back of information from the WHO centre.

Coneluding remarks

It 18 Important to realize the limlitations of veluntary reporting systems.
The 1ncompleteness of the reporting in combination with the fact that in
Sweden the reporting covers only a small population might lead to late detection
of new and rare adverse reactions. If, however, the data are pooled together
with date from other countries detection might come earlier.

When a problem has been detected various methods have to be used to prove
or disprove the suspected cause-effect relationship between a reaction and a
drug. The incldence of the reactlon has to be estimated. The alm should
alsc be to reveal which patients are at risk. In these studiez clinical
pharmacologlists, blostatisticians end epidemiologists play an important rble.
At this stage there is some advantage to study small populations both doctors
and patlents can be more easily reached for follow-up information.
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Appendix I
Ort, datum Pati . =1
Flace; deto et enty Shrame, SN RN e, Bave of

birth, identity no.

.i.ﬁkurnn: naan NEME Blflmaoc'tor

TiSnptestaining Title

N mnfﬁm dligand
ety ﬁgﬁe in bloak letiers

Address

' : Male Fenale
faleton L& L8 PHUHE TIH rjMnn rWKﬂmm
Biverkning, art och kort beskriyning Dotum d& biverkningen i'&ldfogt:

Adverse reaction, diagroais and Date when the adverse reaction was
short deseription obgerved
Grondsjukdem Mein disense
Dosage Route Dosage Disorder or resson
: -] form Taraticn of medicl for use Of drug

lakemedels- | Administra- | Dosering | y\-dihuuunm vuq‘ghighet Patlenten har &t mediet f8r
form tionssditt Tom w0 behandling av
. : frén o mod till o mad

T

Ohvriga lakemedel
Other drugsa

One popy shopld be z4nt to the Adversq brug readtlion Commitiee
oo Sboekholmés

instindes | ett ex. tll lHko@quqblwrknl_nggnﬂmg;igq, Fack, 'lMl.’p‘l Stockholm &0
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Appendix 11

Information from the Svedish Adverse Drug Reaction Committee
Report No. 9

The form umed for reporting adverse drug reactions has been revised in
order to conform more closely with the one used in the intermational drug
monitoring system organized by the World Health Organization. Sweden has
taken paert in thia international scheme sinece January lst, 1968. The new
form is being sent to the medical profession, hospitals and pharmecies. It
can also be ordered from the Adverse Drug Reaction Committee, Fack, 3-104 01
Stockholm 60, tel.: 08/33 33 64. As previously reports about adverse reactions
can also be sent In the form of coples of medical records or discharge notes.

To judge from the large number of inguiries, there is uncertainty about
which adverse reactions should be reported. When the reporting system was
started, the medical professaion was requested to report all adverse drug
reactlons to new drugs l.e, those registered in Sweden as pharmaceutical
gpecialities for less than three years and important or ubexpected effects due
to the use of old drugs. By this definition 1t was hoped to obtain a pleture
of the adverse reactions due to new drugs and limit the reporting concerning
the old drugs. However, it hae become evident that the above-mentioned
definition lacked clarity and it has therefore been rewritten, In future for
old drugs all probable or suspected adversze reactions which cause hospitaliszation,
prolonged stay in hospital or sick leavs should be reported., Some well known
adverse sffects will thereby be included, but it is of Importance to the
Committee to be informed about them if they have led to hospitalizetion or sick

leave. As before, for new drugs all probable or suspected adverse reactions
should he reported.

Among the adverse reactions which should be reported the following can be
mentioned: organotoxic effects like bleod, liver, kidney and eye damage, aa
well as neurotoxle effects and cames whoere aystemic effects are suspected
e.g., lupus erythematodes disseminatus. PFurthermore, it is essential that
allergic reactions like anaphylactic shock, asthma and severe akin resctions
are reported. If it is suspected that a drug haa caused fumoura or teratogenic
. effects it should be reperted, as well as addiction to drugs which are not
already declared to be narcoties. It is also of interest to get reports on
cases where it can be suspected that drug interaction has played a part,
Symptoms of overdosage should, as a rule, not be reported when the reaction is
well-known. On the other hand when the drug is new and the symptoms occur
wvith a dose which only alightly exceeds the recommended one it i1z of intereat
to get reports ahout it until the nature and frequency of such reactions are
established.

The report should contain the diagnosis of the adverse reaction and a
short description of its nature, course and duration. Relevant laboratory
data are of interest. If the patient has experienced adverse reactiona to
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Appendix II
page 2

the drug earlier it should be reported as well as allergies towards food and
other drugs and chemicals, The trade name, the dosage, route of administration
and duratlon of medication as well as the reason for medication shounld be
reported for the suspected drug, The same dats should alse be given for other
drugs given at the time when the adverse drug reaction occurred to make it

poasible to evaluate whether several drugs have contributed to the appesarance
of the adverse drug reaction.

Stockholm, April 18th, 1969
Swedieh Adverse Drug Reaction Committee

(Sgd.) BORJE UVNAS (Sgd.) BARBRO WESTERHOLM
Chairman Medical Officer in Charge
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Appendix IIT

Evaluation of the Causal-Relationahip between ﬁrug and Adverse Reaction

Reports which should be classified

I. Causal-relationship probable (provocation test positive,
adverse reaction disappeared when medication stopped, adverse
reaction resembles other cases reported to the committee or in

the literature).

11. Causal-relationship not excluded (the eriteria under I are not
fulfilled, several drugs might have been used concomitantly,
data might be too mcarce to allow a higher classification).

III. Cauwsal-relationship unlikely.

Reports where only the frequenny should be followed (that is the
well known drug reactions where only the frequency is of interest
for instance sulphonamides and skin rashes, jaundice and oral

contraceptivea),

Reports which cannot be classified because of lack of data.

Table 1

No. of adverse reactlon reports obtained by the
drug monitoring centre in Sweden

1965
1566
1967
1968
1969
1970

Table 2
Origin of report 1970

University hsopital
General hospital

General practitioner
Other

155 {Qet.-Dec, )
g6
598
657
1103
1303

Origin of report (per cent)

71 88

11
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Table 3

Froportion of doctors reporting adverse reactions.
Figure= given in per cent.

1965 1.7 (Qet-Dec.)
1966 6.0
1967 6.5
1968 6.5
1970 8.5
Table 4
The most frequently reported adverse reactions
October 1965 - December 1970 (4. x) reactions)

% of all reactions

Skin a2
Liver 15%
Thromboembolism 121

x)to be checked when computer liat is available.

Table 5
The most frequently reported drugs:
Total number of reports 4.392
% of all rapurtax)
Chemotherapeutics 26™
Oral contreceptives 23~
Cerdiovascular drugs 1*
Anglgesica, ansesthetics 1*

x)figures te be corrected when definite computer lists are
obtalned.
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Appendix III

page 3

Data stored in record linkage system

Hospital no.
Departaent no,
Madical record no.
Birth date and no.
Age

Sex

Marital status

Date of admission

Date of diacharge

Diacharge dlagnosis (1-4)

Cause of death (1-4)

Operations

Anneathesie

Patient's local insurance
' affice

Agramilooytosis in one hospital reglon (Uppsala) in Sweden.
About 15 per cent of the Swedish population lives within

this aren_(fron Westerhelm and Reizenastein 1971)

g

Year No. of aamen Others Total
drug-induced

1964, 10 11 21

1965 10 10 20

1966 . 8 8 16

1967 10 6 16




