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For the convenience of users of the Compendium, this edition includes physiological values for
certain body fluids, tables of ‘desirable’ weights for men and women and an obstetric table.
This information can be found in the tinted section at the back of the Compendium.

Indexes

An alphabetical index of products, an index of
non-proprietary names and a directory of partici-
pating companies (together with their telephone
numbers) are provided in the tinted section at the
back of the Compendium.

A list is also provided of products which are the
subject of data sheets in this edition of the
Compendium but which were not included in the
1981-82 edition.

Data sheets

Data sheets are supplied to practitioners in order
to comply with the requirements of the Medicines
Act 1968.

They are prepared by the individual companies
concerned and, in consequence, vary somewhat
in style. All follow, however, the requirements
which are laid down by The Medicines (Data
Sheet) Regulations 1972".

Participation in the Compendium is open to all
companies manufacturing medicinal products
intended for use under medical supervision.

Further information
The regulations which relate to data sheets
restrict the scope of the material which may be
given under the heading ‘Further information’
and require insertion of the word ‘Nil’ in any data
sheet where there is no entry under that heading.
Manufacturers are, of course, none the less
always willing to provide additional information
on their products upon request.

Enquiries should be directed to the companies
concerned.

Legal category

The following abbreviations are used under the

heading ‘Legal category’ in entries in the

Compendium.

GSL A preparation which is included in the
General Sale List.

P A pharmacy sale medicine which can be

sold only from a retail pharmacy.

A prescription only medicine.

A preparation containing a substance

included in Schedule 2 to the Misuse of

Drugs Regulations 1973 (Misuse of

Drugs Act 1971).

Doctors are reminded that the Misuse of

Drugs Regulations 1973 lay down special

requirements relating to the writing of

prescriptions for products coming within

Schedule 2.

POM
MDA

Date of preparation

The data sheets included in this Compendium
were prepared or reviewed during the third
quarter of 1982 and the compendium itself was
published in January 1983.

Revised data sheets

Individual participating companies may issue
loose leaf data sheets which supersede those
included in this Compendium.

It is advisable to retain any such revised data
sheets which are received and to appropriately
mark the corresponding entries in the
Compendium.

Trade marks

An asterisk by the name of a product indicates
that the name is a trade mark. The company
symbols which appear in certain participants’
sections are also trade marks.

}!—
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i the
Code of Practice for
Pharmaceutical Industry

Revised Fifth edition (April 1982)

F ears members of the Association of the Briti_sh Pharmaceutica! Industry
o man|v ytarily agreed to observe the principles set out in a Code of Practice for the
:i:ir;gcf:/tical Industry; a Code which regulates the standards qf conduct. tp be
followed in the marketing of medicines intended for use under medical supervision.
The Code was first published in 1958 and has bggn regulgrly rewsed.to take
account of changes in marketing practices. A fifth edmon. was mtroduged in 1978 i
and revised in 1982; publication on each occasion following consgltatnon vy:th the
British Medical Association and the Department of Health and Social Security. The
Code embodies the basic principles and procedures which the p_harmaceutncal
industry believes to be essential for the conduct of its marketing activities and for the

maintenance of standards which are in the interests alike of the public, the medical

and allied professions and the industry.

On occasion, the criticism has been made that members of the medical profession
were not aware of the provisions of the Code and, consequently, that the Code had
been less effective than might otherwise have been the case. To ensure that these
provisions become better known, the revised fifth edition of the Code has been

reproduced in its entirety below.

Those who feel that the promotion of a medical speciality product has fallen below
the standards which are required by the Code may write, if they so wish, to the
Secretary, Code of Practice Committee, The Association of the British Pharmaceutical

Ind

INTRODUCTION

a ThisCode of Practicefor the Pharmaceutical Industry
has been drawn up after consultation with the British

Medical Assqcnalion and the Department of Health and
Social Security.

b The Code owes IS origin to the determinati
ation of the
Association of the British Pharm,

ustry, 12 Whitehall, London SW1A 2DY, and ask that the matter be investigated.

marketing conduct cannot be defined by the same
means. For this reason, members of the Association have
concurred in the promulgation of the Code of Practice
and submitted to its restraints.

f The Code emphasises the importance in the public
interest of providing the medical and allied professquﬁ
with accurate, fair and objective information on medica
products so that rational prescribing decisions can be
made. Moreover, the Code accepts the principle that
such information should be presented in a form and b);
ways and means which conform not only to legaf
requirements but also to ethical standards and canons O
good taste. : :
The industry recognises its obligations to provide
information about medical products to the pharmaceut-

cological, pharmaco) ical profession and the principles set out in this Code,

” ogical and clinical evid bl d
will have m 9 evidence and therefore, apply equall to communications addresse
testing et all the statutory requirements for the g

to that profession. However, there may be instances
where compliance with every provision of the Code

9uard the pyblic would be inappropriate: for example, i tion with
ens : - ple, in connec

Slandards of qualll;, eﬂ:::';‘;g t::(; a",”mducts meet  promotional material the purpose of which is to convey
8cCeptable in he state of pre Sakety which are information of a commercial nature to pharmacists of
éxperience sent knowledge and Pharmaceutical distributors.
d It is nece

ssary, h ¢
Operating as he d(‘:es Ig";ezzgmvor the manufacturer, 9 The Code, therefore, represents an act of self

and serving professions for which free. o of Ditey

discipline, Acceptance and observance of its provisions
are a condition of membership of the Association of the
British Pharmaceutical Industry. Member companies
also acknowledge that the Code itself is to be applied in
the spirit, as well as in the letter.

Pharmaceutical companies outside the Association
are invited to accept and observe the Code because jt is
considered that high ethical standards should be fol-
lowed throughout the whole industry if it is to

i Maintain
¥4 % \\ the confidence of all the interests which it serves

(.8 B
N\ WS 1
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CODE OF PRACTICE FOR THE PHARMACEUTICAL INDUSTRY

h The Code is administered by a Committee established
by the Board of Management of the Association. The
Committee, with an independent legally qualified Chair-
man from outside the industry, consists of two inde-
pendent members who are medically qualified persons
not engaged in the industry, and twelve members who
are drawn from the senior management of member
companies, including at least four medical directors or
medically qualified persons of equivalent status.

The Chairman has general authority to obtain expert
assistance in any field, and has an original and a casting
vote.

i The Committee meets regularly to deal with com-
plaints, to secure compliance with the Code, and to make
such recommendations as it deems fit for the amendment
of the provisions of the Code.

i An outstanding feature has been the success of
voluntary compliance with the provisions of the Code
and acceptance of the rulings of the Committee. It has
not been found necessary to apply sanctions to secure
compliance because members of the Association are
anxious to ensure that their marketing activities conform
to the highest standard.

k It is important, therefore, that the Code should
accurately reflect that standard and for this reason itis
kept under constant review by the Board of Management
and amended from time to time where necessary to
clarify it and bring it up to date. Notes for the guidance
of member companies are issued periodically to keep
them informed of the rulings and recommendations of
the Committee and of any alterations to the Code.

I Thisedition of the Code supersedes all previous issues
and is the fifth edition since the Code was established in
1958. It embodies the basic principles and provisions
which the pharmaceutical industry believes are essential
for the conduct of its marketing activities and for the
maintenance of standards which are in the interests alike
of the public, the medical and allied professions and the

industry.

PROVISIONS OF THE CODE

The supplementary text, which appears in italics, is
intended to give guidance as to the interpretation of the

Code.

1 Definition of certain terms

1.1 The term ‘promotion’ means those informational
and marketing activities, undertaken by the product
licence holder or with his authority, the purpose of which
is to induce the prescribing, supply or administration of
his medical products. It includes, for example, the
activities of representatives; various aspects of sales
promotion such as journal and direct mail advertising;
the use of films and other audio-visual material and
exhibitions; and the provision of samples, gifts or
hospitality.

The term ‘promotion’ does not extend to:
(i) Replies made in response to enquiries from partic-
ular doctors or to replies in response 10 a specific
communication, whether of enquiry or comment, includ-
ing letters published in a medical journal.
(ii) Announcements of pack changes, adverse reaction
warnings or recall of products provided they contain no
product claims.

(iii) ‘Trade advertisements’ as defined in the Medicines

(Advertising of Medicinal Products) Regulations 1975,
i.e. catalogues, price lists or other documents issued with
a view to wholesale dealing but not containing any
reference to product usage other than a therapeutic
classification.

By ‘wholesale dealing’ is meant the sale of a product to
a person who, during the course of his business or
professional practice, buys it for the purpose of selling it
or administering it or causing it to be administered to
one or more human beings.

1.2 The term ‘medical product” means any unbranded
or branded pharmaceutical product intended for use in
humans which is promoted to the medical profession
rather than directly to the lay public.

1.3 The term ‘medical profession’, ‘practice of medi-
cine’, ‘practitioner’ and ‘doctor’ should be interpreted to
extend to the dental profession and be construed
accordingly.

1.4 The term ‘medical representative’ means a repre-
sentative whose duties comprise or include calling upon
members of the medical profession.

2 Methods of promotion

Methods of promotion must never be such as to bring
discredit upon, or reduce confidence in, the pharma-
ceutical industry.

The issue of rubber stamps to doctors for use as aids to
prescription writing is one of the methods of promotion
barred by this clause.

3 Nature and availability of information

3.1 Upon reasonable request, the company concerned
shall promptly provide members of the medical profession
with accurate and relevant information about the medical
products which the company markets.

3.2 Information about medical products should accu-
rately reflect current knowledge or responsible opinion.
3.3 Information about medical products must be ac-
curate, balanced and must not mislead either directly or
by implication.

Claims for superior potency per unit weight are mean-
ingless and best avoided unless they can be linked with
some practical advantage, e.g. reduction in side-effects
or cost of effective dosage.

3.4 Information must be capable of substantiation,
such substantiation being provided without delay at the
request of members of the medical profession.

4 Claims and comparisons

4.1 Claims for a medical product must be based on an
up-to-date evaluation of all the evidence and must
reflect this evidence accurately and clearly.

4.2 Exaggerated claims should not be made and all-
embracing claims and superlatives avoided. Claims
should not imply that a medical product, or an active
ingredient, has some special ment, quality or property
unless this can be substantiated.

Claims such as ‘agent of choice” should be avoided
unless they can be clearly substantiated.

4.3 Any statement about side-effects should be spe

cific and based on data submitted with the licence
application or notified to the licensing authonty, or on
published data to which references are given It should
not be stated that a product has no side-effects, toxic

v
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hazards or risks of addiction. The word 'safe’ must not be

used without qualification. :
4.4 Theword new’ should not be used to describe any
product or presentation which h.as beqn generally
available, or any therapeutic indication which has'been
generally promoted, for more than twelve months in the

United Kingdom.

4.5 Comparisons of products must be factual, fair, and

capable of substantiation. In presenting 3 comparison,
care must be taken to ensure that it does not mislead by
distortion, by undue emphasis, or in any other way.

‘Hanging’ comparatives, which merely claim that a
product is ‘better’ or ‘stronger” etc, should not be used.

4.6 Brand names of products of other companies must
not be used unless the prior consent of the proprietors

has been obtained.

5 Disparaging references

5.1 The products or services of other companies should
not be disparaged either directly or by implication.

Substantiated comparative claims inviting fair compari-
sons with a group of products or with other products in
the same field are permissible, provided that such claims
are not presented in a way which is likely to mislead,
whether by distortion, undue emphasis or otherwise.

5.2 The clinical and scientific opinions of members of
the medical and allied professions should not be
disparaged either directly or by implication.

6 Printed promotional material

6.1 The Medicines Act 1968 requires a pharmaceutical
company to provude a practitioner with a data sheet
bfeforehpcr’omot;‘ng a product directly to him. The content
of such data sheets is determined by Regulations made
under the Medicines Act. e

Data Sheetsformany prescription products are ;

[ published
in the ABP/ Data Sheet Compendium which is issued at
regular intervals. Copies of the Compendium are supplied
to members of the medical and pharmaceutical
professions.

6.2 All other printed material (including journal adver-
tising) which is issued for promotional purposes by the
producg licence holder or with his authority must include
certain information specified in this Code.

The requi/amcnl; of C(ause 6.3 or 6.4, as appropriate,
;m/st be complied with in any advertising directed
nt‘z' :’a,;dse the medical profession even if it is of a general
, €.g. prestige advertiseme St 4
perrndg nts listing a company's

:l;rlr' zi;emcsemem which would not otherwise conform

o e /oda should not be regarded as doing so by

e w:;n y of the fact that the content of the data sheet

p produced as part of the advertisement or because a
ata sheet is sent with the advertisement.

6.3(i) Except for ‘abbreviated
advertisements’, -
fined in Clause 6.4, the following mlormalionsmgild:e

given clearly and -
material d concisely on printed promotional

a The number of the r
elevant product licence
gime and address of the holder of the Iicencem:)(r’ :::
: SINess name and address of the part of his b‘
besponsnble for the sale of the product o
A quantitative list of ‘
the active ingredi
approved names where such exist, or olr?e: n:r? l :.mups’l‘r;g

vi

R THE PHARMACEUTICAL INDUSTRY

tary names; altematively, the non-proprietary name 4
the product if it is the subject of an accepted monograg:

Attention is drawn to the fact that the Mediciny
(Advertising to Medical and Dental Practitioners) Reg.
ulations 1978 (SI 1978 No. 1020) impose additiony
requirements which relate to the position and type six

of this information.
¢ Atleast one authorised indication for use consisten

with the data sheet. o
d A succinct statement of the information in the dat

sheet relating to the dosage and method of use relevant
n the advertisement and

to the indications quoged i ment 3
where not otherwise obvious, the route of administration

e Asuccinct statement of the side-effects, precautions

Ak A 6CLS, P T
ontra-indications relevant to the |_nd;cauonsn
Siver an abbreviated form, the

advertisement, giving, in bre:
substance of the relevant information in the data §hget
f Any warning issued by the Medicines Cohr:rr;m
acommittee appointed under Section 4 pf the Me sy
Act 1968 or the licensing authority, which is requ

be included in advertisements.

g The cost of a product, excep
advertisements in journals wt_nch have an ahpe
proportion of their circulation outside 1t

Kingdom. ‘ v
The cost of a product is the cost (\ excluding vadltlli ol
tax) of either a specified package of the p‘;o . prs
specified quantity or recommended daily ose, :
lated by reference to any specified packag

the Medicinés

in the case d
o preciablé
United

product. he fact that
Attention is drawn to the Jac fis Reg-
(Advertising to Medical and Dental Practitioners) ecei%‘

; . 1020) impose 2 5P
uladions 1978 (SI 1976 F0 700, {he circulation O 2

requirement to that proportion [ bt
journal which has to be outside the United I\"lzgg’ .
order to qualify for the exception to this requ/e"

se 6.3 (i) (d)

6.3(ii) The information required by Clau A

(e) and (f) must be printed in such type anc 'd S ons

position that its relationship to the claims and indi€

is readily appreciated by the reader. '
t apply '

6.4(i) The requirements of Clause 6.3 do not & bbre-
the case of an ‘abbreviated advertisement. AN 2 ains
viated advertisement’ is one, the text of which con
in relation to the product no more than:

a The brand name of the product. hett
b The approved names of the active ingrgdients, szs;
such names exist, or other non-proprietary N2 ot
plgemalively, the non-proprietary name of the produ

it is the subject of an accepted monograph. Y.
Attention is drawn to the fact that the Medicin®’
(Advertising to Medical and Dental Practitioners) 755,
ulations 1978 (SI 1978 No. 1 020), impose addition
requirements which relate to the position and type ©
this information.

¢ The name and address of the product licence holder:
or the business name and address of the part of his
business responsible for the sale of the product.

d One indication for use, or more than one indication
provided that these are related, consistent with the data
sheet.

e A concise statement, consistent with the data sheet,
giving the reason why the product is recommended for
such indication or indications.

f A form of words which indicates clearly that fyrther
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CODE OF PRACTICE FOR THE PHARMACEUTICAL INDUSTRY

information is available on request to the licence holder
oris to be found in the data sheet relating to the product.
6.4(ii) An “abbreviated advertisement’ must always
contain the information required by Clause 6.4(i) (a).
(b). (c) and (f). The information required by Clause
6.4(i) (d) and (e) is optional. An ‘abbreviated advertise-
ment’ must not include any illustration which is likely to
convey any information about the product or imply
claims which are additional to those provided in accord-
ance with Clause 6.4(i) (a) to (e) inclusive.

6.4(iii) An ‘abbreviated advertisement’ directed to-
wards a doctor is permissible only when it constitutes an
advertisement appearing in a publication sent or deliv-
ered wholly or mainly to doctors. A loose insert included
in such a publication cannot be an ‘abbreviated
advertisement’.

Attention is drawn to the fact that the Medicines
(Advertising to Medical and Dental Practitioners) Reg-
ulations 1978 (SI 1978 No. 1020) impose additional
requirements which relate to the maximum permitted
size of an ‘abbreviated advertisement".

6.4(iv) An ‘abbreviated advertisement’ is not permis-
sible where the Medicines Commission, a committee
appointed under Section 4 of the Medicines Act 1968 or
the licensing authority, have required a warning to be
included in any advertisement relating to the medical
product, and the licensing authority have issued a
direction that ‘abbreviated advertisements’ should not
be issued.

6.5 Promotional material, such as mailings and journal
advertisements, must not be designed to disguise its real
nature.

Doctors rightly resent receiving promotional material in
the guise of personal communications, as when adver-
tisements are enclosed in a plain envelope or are
addressed in real or facsimile handwriting on letters or
postcards.

Envelopes should not be used for the dispatch of
promotional material if they bear words implying that
the contents are non-promotional, e.g. that the contents
provide information relating to safety.

It is advisable to use first class mail only for important
communications of a non-promotional nature such as
notifications of warnings or cautions or the withdrawal
or recall of a product.

Advertisements in journals should not be designed so
as to resemble editorial matter.

6.6 Promotional material should conform, both in text
and illustration to canons of good taste and should
recognise the professional standing of the recipients.
Representations of the nude female form (even in
silhouette) or partly clothed figures should not be used
in promotional material in such a way as to arouse a
visual or emotional response in order to attract attention
to the text.

Displays of part of the naked body which are necessary
to illustrate pictorially the message of the text are
permissible provided that they conform to the dictates of
decency and good taste.

6.7 Doctors’ names or photographs must not be used
in a prominent manner in promotional material or in any
other way that is contrary to the ethical code of the
medical profession.

6.8 Promotional material should not imitate the de-
vices, copy, slogans or general layout adopted by other
companies in a way that is likely to mislead or confuse.

6.9 Where appropriate, for example, in technical and
other informative material, the date of printing or the last
review should be stated.

6.10 Extremes of format, size or cost of printed material
should be avoided.

Large size mailings which cannot be put through letter
boxes are a source of irritation to doctors and should be
avoided as far as possible.

6.11 Postcards, other exposed mailings, envelopes or
wrappers should not carry matter which might be
regarded as advertising to the lay public or which could
be considered unsuitable for public view.

Postcards and other exposed mailings should not contain
copy or illustrations which ought not to be read or seen
by lay persons.

6.12 Telegrams must not be used for promotional
purposes.

6.13 In a multi-page press advertisement in which the
pages follow consecutively, only one page need include
the information required by Clause 6.3 of the Code,
provided that each of the other pages (except the page
on which, or facing which, the information is printed)
includes a reference, on an outer edge, in at least 8 point
type, indicating on which page that information appears.
No initial recto or final verso must be false or misleading
if read in isolation.

A loose insert included in a journal is not regarded as a
‘multi-page press advertisement’ for the purpose of this
clause.

6.14 In a multi-page advertisement other than a press
advertisement, the information required by Clause 6.3 of
the Code must appear on one or more continuous pages
and, where such an advertisement consists of more than
four pages, the advertisement must include a clear
indication as to where this information may be found.

7 References to official bodies

Promotional material should not include any reference
to the Medicines Commission, a committee appointed
under Section 4 of the Medicines Act 1968 or the
licensing authority, unless this is specifically required by
the licensing authority.

8 References to the National Health Service

8.1 Where reference is made to the prescribing of a
product under the National Health Service, the phrase
freely prescribable’ or similar phrases suggesting a lack
of restriction or restraint must not be used.

This clause was inserted in the first edition of the Code
in deference to the wishes of the then Ministry of Health.
‘Freely’ in this context means ‘without restriction or
restraint’.

Although NHS doctors are free to prescribe whatever
medicines they consider necessary for the treatment of
a patient, they are nevertheless required to exercise due
economy.

8.2 Reproductions of official documents, such as
prescription form FP 10, should not be used for
promotional purposes unless the agreement of the
appropriate Government department has been received.

The term ‘reproduction’ includes any depiction which
simulates or might be taken to simulate the document in

question.

vii

ABP10000046_0007



coD

Artwork i ations, etc.
¢ R I to the nature of
t not mislead as h
1 Wustrabons mus de, nor as to the
. omparisons being made, N d
m,posesuams * ch h the product is used; nor shou
e - tions.
T strahonso :ietvacl from warnings or contra-indica -
‘ uz Artwork and graphs must conform to the Ihetle&‘j abe
?r;e irit of the Code. Graphs and tables‘ S o:.t .
pra:ned in such way as to give a clear, fair, ba ?‘ncid
view of the matters with which they deal, and shou
only be included if they are strictly relevant to the claims
or compansons being made. .
9.3 Graphs and tables must not be used in any way
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10 Reprints, abstracts and quotations

This clause is included to accord with the views of the
Ethical Committee of the British Medical Association;
its object is to avoid the risk of contravention of the
BMA Code of Ethics.
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RACTICE FOR THE PHARMACEUTICAL INDUSTRY
EOFP

be restored except at the doctor's request or with j,
permission.

12 Audio-visual material

.1 Audio-visual material must comply with al
J:m requirements of the Code, with the eXCoption y
Clause 6.3.

.2 When audio-visual material is used to pr
;rzoguct. copies of the relevant data sheet, or a docy
with the same content, should be made available to2l
persons present.

12.3 Audio-visual promotional material is subject 1
the certification requirements of Clause 13.

13 Certification of printed promotional material

13.1 No promotional material shall be issued unleg
thi final teF:(t and layout have been certified by tw
persons on behalf of the member company in the manne
provided by this Clause. One of the two persons shall bs
a doctor. The other shall be a pharmaqst or some othe
appropriately qualified person or a senior official of the
company. The doctor, pharmacist or other qualified
person must be a senior employee of the company or an
appropriately qualified person whose services are re-
tained for that purpose. -
13.2 The names of those nominated, together with
their Qualifications, shall be notified in advance to the
licensing authority. The names and qualifications of
designated alternative signatories must also be given.
nh:?f'.-'é';s in the names of nominees must be promptly
]

e The certificate shall certify that the signatories
v xamined the materia| in its final form and that in

their belief it js 'N accordance with the requirements of
the relevant adve

Practice, is cong; lising regulations and this Code of

sistent wi ; o e
data sheet, ang with the product licence a

is a fair and t ion of the
:a;ts 3bout the progycy, - Ul Presentatio
4

ber companies shall preserve all certificates.

ee;naterigl in the form certified, for not
! rs an est
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5.12 ang, :8:!?3?3::(::88 " accordance with Clause
Y O on be alf of memberp émggﬁg acil prepean
14 - .
Inthe el:«em nfsxon - Vertisements
Of the ¢ ]

a Membe, Ode of Pracy X .
-Tber ¢ “clice Com i
S 15 GacheY 10 Wi it reuiing
the mey, €vant Plaint by the licensing
n Operuse the product,

Mmak

every possible

adequately
technical
Onsiblg man::?\nany's

St be
Medicy| a
n o

Id at ajp
t

Ondyg in 'he"(\’es Main-
r

iSCha 00

ABP10000046_0008



CODE OF PRACTICE FOR THE PHARMACEUTICAL INDUSTRY

15.3 The requirements of the Code which aim at
accuracy, fairness, balance, good taste apply to oral
representations as well as printed material. <

15.4 Unfair or misleading comparisons or comparisons
implying a therapeutic advantage which is not in fact
justified must be avoided by medical representatives.

15.5 Claims que for products by medical represen-
tatives must be limited to the indications permitted by
the product licence.

15.6 Medical representatives must not employ any
inducement or subterfuge to gain an interview. No
payment of a fee should be made for the grant of an
interview.

The practice of gaining or extending an interview on the
pretext of carrying out a survey is to be avoided. This
does not preclude the use of medical representatives to
obtain bona fide survey information, but it is essential
that the survey should be devised and conducted so as
to leave no doubt in the doctor’s mind that the survey
will produce medically useful information.

15.7 Medical representatives must ensure that the
frequency timing and duration of calls on doctors, or on
hospitals, together with the manner in which they are
made, do not cause inconvenience. The wishes of an
individual doctor, or the arrangements in force at any
particular establishment, must be observed by medical
representatives.

The number of calls made on a medical practitioner and

the intervals between successive visits are relevant to

the determination of frequency.

Companies should arrange that intervals between
visits do not cause inconvenience to practitioners and
the number of calls made by a medical representative
each year should not normally exceed, on average, three
visits to each doctor.

Averages are to be calculated separately for general
practitioners and other members of the medical profes-
sion to whom visits are made.

The calculation should exclude:

(i) Attendance by a medical representative at a scien-
tific meeting or an audio-visual presentation given
to a group of doctors.

(ii) A visit which is requested by a doctor or a call
which is made in order to respond to a specific
enquiry.

(iii) A visit to follow up a report of an adverse reaction.

A medical representative should not stay in a surgery
in which another medical representative is already
waiting, except with. the doctor’s or receptionist’s
approval.

Medical representatives must always endeavour to
treat the doctor’s time with the utmost respect and give
him no cause to believe that his time might have been
wasted. If, for any unavoidable reasons, an appointment
with a doctor cannot be kept, the longest possible notice
must be given.

Calls on hospital medical staff should generally be
limited to matters likely to be of specific interest to them.
The majority are specialists and medical representatives
should ensure that their specialised interests are borne
in mind. It is preferable for most hospital staff to be seen
only after making a prior appointment, at which time
subjects for discussion should be identified.

15.8 Medical representatives must take adequate pre-
cautions to ensure the security of medical products in
their possession.

15.9 Medical representatives must not use the tele-
phone to promote products to the medical profession
unless prior arrangement has been made with individual
doctors.

15.10 Maedical representatives should be paid on the
basis of a fixed basic salary, and any addition proportional
to sales of prescription medicines should not constitute
an undue proportion of their remuneration.

15.11 When discussion about a product is initiated by
a medical representative, he should place before the
doctor for reference either a data sheet in respect of that
product or another document with the same content. If,
however, the doctor asks a question about a different
product, then the medical representative will not be
required to produce such data in respect of that other
product.

15.12 Companies must prepare detailed briefing ma-
terial for medical representatives on the technical aspects
of any product which the medical representative is to
promote. A copy of such material must be made available
to the licensing authority on request. Briefing material
must comply with the relevant requirements of the Code
and, in particular, is subject to the certification require-
ments of Clause 13.

15.13 Medical representatives should notmake a claim
for a product based on the regulatory treatment of that
product, or of competing products, or based on any
warnings issued in relation to other products, unless in
accordance with a specific requirement. However, a
medical representative may refer to such matters in
answer to a specific question.

15.14 A company may only employ as medical repre-
sentatives persons who have passed the examination
established by the Association except that:

(i) Persons with an acceptable professional qualifica-
tion, e.g. in pharmacy, medicine or nursing will be exempt
from this requirement.

(ii) Persons employed as medical representatives at
the date upon which this edition of the Code comes into
operation will be exempt from this requirement.

The operative date for the purposes of Clause 15.14 (ii)
is 1 October 1979.

(iii) Trainee medical representatives may be employed
for a period of up to two years from the date of
commencing training as a medical representative.

16 Samples

16.1 Samples should be provided to a doctor only in
response to a signed request unless intended solely for
identification or demonstration purposes.

A company may make available to a doctor a pre-
printed request form or card; such a form or card may
bear no more than the doctor's name, the company’s
name and address and an identifying reference, together
with guidance as to the further information which the
doctor himself must add. This limitation as to the
provision of information on a pre-printed request form or
card does not apply, however, in the case of a product
controlled under the Misuse of Drugs Act 1971.

If such a pre-printed form or card is presented by a
representative, then the doctor himself must complete
the form by inserting the requisite information.

Wherever practicable, an individual sample should not
represent more than four days treatment for a single
patient. When samples are provided to assist doctors in

ix
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recognith identification of a product, or to
::nonstratem 3;0 of a particular apparatus or equip-
ment, only the minimum quantity necessary for this

Where samples of products restricted by law to
:::ay on prescription are distributed by a representative,
the sample must be handed direct to the doctor or given
to a person authorised to receive the sample on his
behalf. A similar practice must be adopted for products
which it would be unsafe to use except under medical
supervision.

16.3 Samples of products restricted by law to supply
on prescription, which are made available to represen-
tatives for distribution, should be strictly limited in
quantity and an adequate system of accountability
should be established.

16.4 Samples sent by post must be packed so as to be
reasonably secure against the package being opened by
young children.

16.5 Distribution of samplesin hospitals should comply
with individual hospital regulations, if any.

17 Gifts and inducements

17.1 Subject to Clause 17.2 no gift or financial
inducement shall be offered or given to members of the
medical profession for purposes of sales promotion.

Schemes designed to test the extent to which mailings
are opened and read and which involve a reward, eg.a
rewardfor the return of a voucher included in the mailing,

are unacceptable if the gift is one which would not come
within Clause 17.2.

17.2  Gifts in the form of articles desi
) ' gned as promo-
tional aids, whether related to a particular product or of
general utility, may be distributed to members of the
m': ’i::d a;lw?e professions provided the gift is
and rel i ici
pr ) vant to the practice of medicine or
Amongst other items, nail brushes, bo.
4 . book matches and
pens have been held to be reasonable gifts. Gifts of table
mats have been held to be in contravention of the Code

as being irrelevant to the practice of medicine or

pharmacy.
17.3 The requirements of Cla
_ _ use 6.3 or Clause 6.4
g?; &p?’dza t;)er:mouonal aid of the type memioned‘zz
. S N0 more than
lolonng i one or more of the
(i) The name of the product.

( ) Tlle name 0' “le Odu lice" e |l0|d0l or "'e
!he D'OdUC'

(iii) The address of

the
address of the part of o
sale of the product.

(iv) Ani [
e indication that the product name is a trade

: uct licence holder or the
his business responsible for the

Z’ ‘0, Ie:gm?uonal aid consists of
ot ’g,ll If:)a‘:;‘b'“' advertising material, there is no
provided that y o 1dual pages to comply with Clause 6
aiven elsowherg fy 110N required by the clause is
4@ In the pad, for example, on the cover.

a note pad in which the

8 Hospitality

NeNain
the m.du':': 2:.%' Other hospitality offered to members of
promotion shoul.d".::’ P easions for purposes of sales
x Ways be secondary to the main

PRACTICE FOR THE PHARMACEUTICAL INDUSTRY

purpose of the meeting. It should not extend pe
members of the professions. The level of hospital
should be appropriate and not out of proportion 1,
occasion; its cost should not exceed that level whicp, the

recipients might normally adopt when paying o |

themselves.

Medical and group meetings are desirable and are to p, I

encouraged. Both the British Medical Association ang
the Association share the opinion that such meetings
should only take place if the advertising content s
supported by a clear educational content. If hospitality
is offered at meetings attendance should be restricted to
members of the medical and allied professions.

It follows, therefore, that invitations to such medical
and group meetings should not be extended to wives or
husbands unless they themselves are practising members
of the medical or allied professions.

When organising a meeting at which hospitality will

be offered, a factor to be taken into account is the
impression which will be created in the minds of the
recipients or those who hear about it. Hospitality which
becomes little more than pure entertainment has limited
value in terms of the provision of information and
promotion; such hospitality can only be regarded,
therefore, as irrelevant and wasteful.

19 Marketing research

Marketing research is the collection and ana/ys_i-’ of
information and must be unbiased and non -promol/onal.
The use to which the statistics or information is put may
well be promotional. The two phases should be kept
distinct.

19.1 Methods used for marketing research must never
be such as to bring discredit upon, or to reduce
confidence in, the pharmaceutical industry. The follow-
ing provisions apply whether the research is campd out
directly by the company concerned or by an organisation
acting on the company’s behalf.

19.2 Thefollowing information must be made available
to the informant at first approach:

(i) The nature of the survey.

(i) The name and address of the organisation carrying
out the work.

(iii) The identity of the interviewer.
(iv) The nature and length of the interview.

The requirement in Clause 19.2(ii) does not mean that
the organisation is also obliged to reveal the identity
its client. This must depend upon the contract betw!
the client and the organisation.

19.3 Questions intended to solicit disparaging refer
ences to competing products or companies must
avoided.

19.4 Any written or oral statement given or made to 3"
informant in order to obtain co-operation must be both
factually correct and honoured.

19.5 Any incentives offered to the informants should
be kept to a minimum and be commensurate with the
work involved.

19.6 Marketingresearchmustnotinany circumstances
be used as a disquised form of sales promotign and the
research per se must not have as a direct objective the
influencing of the opinions of the informan,

19.7 The identity of an informant must be treat
being confidential, unless he has specificayy a::;::
otherwise.
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In the absence of this agreement it follows that the
information provided (as distinct from the overall results
of the research) must not be used as the basis upon
which a subsequent approach is made to that informant
for the purpose of sales promotion.

19.8 Precautions should be taken to ensure that no
embarrassment results for informants following on from
an interview, or from any subsequent communication
concerning the research project.

20 Rela}ions with the general public and lay
communication media

20.1 Requests from individual members of the public
for information or advice on personal medical matters
must always be refused and the enquirer recommended
to consult his or her own doctor.
20.2 Medicines which cannot legally be sold or
supplied to the public otherwise than in accordance with
a prescription, or which are legally limited to promotion
for sale or supply only on prescription, must not be
advertised to the general public.
Pasters or notices issued for display in doctor's surgeries,
pharmacies or anywhere to which the public have access
must not include any message likely to arouse a demand
for any particular product.
20.3 Statements must never be designed or made for
the purpose of encouraging members of the public to ask
their doctor to prescribe a product.
20.4 Information about medical products or matters
related thereto, including scientific discoveries or ad-
vances in treatment, should not in general be made
available to the general public either directly or through
any lay medium,
The intention is to ensure that arrangements made for a
press conference, or the extent of a press release, are
such as to confine the disclosure of information about
medical products or matters relating thereto to persons
who are capable of evaluating the information respon-
sibly and not concerned to exaggerate or even sensa-
tionalise its significance.
20.5 The importance of such information and the
existence of legitimate public interestin acquiring it may
exceptionally justify holding a press conference or the
issue of a press release.

Invitations to attend such a conference, or the
distribution of such a press release, should be confined

PHARMACEUTICAL INDUSTRY

to persons who are either medically qualified or estab-
lished as the representatives of the medical, pharma-
ceutical or scientific press, or as the medical correspond-
ents of a responsible medium.

In the circumstances set out above as to the signifi-
cance of the information, and in response to an
unsolicited enquiry from a person of the standing
described, information may also be released in an
informal manner.

20.6 A further exception may arise when there exists
a genuine mutual interest of a financial or commercial
nature justifying the disclosure of information about
medical products or related matters privately or to a
restricted public. Examples are the interests of share-
holders, financial advisers, employees and creditors.
When releasing information, it is essential to bear in
mind the provisions of Clause 4.3 and, in particular, the
extreme caution required in any reference (o side-
effects; it should also be emphasised that the treatment
of a particular individual is solely a matter for decision by
his medical practitioner.

20.7 On all occasions the information whether written,
or communicated by other means, must be presented in
a balanced way so as to avoid the risk of raising
unfounded hopes of successful treatment or stimulating
the demand for prescription of the particular product.
20.8 An announcement of the introduction of a new
medical product must not be made by press conference
or formal press release until the appropriate steps have
been taken to inform the medical profession of its
availability.

21 Transitional provisions

21.1 This Revised Fifth Edition of the Code shall not
take effect:

(i) Until 1 October 1982, in relation to any advertise-
ment consisting of four or more pages or advertising on
a promotional aid, printed before 1 December 1978 and
sent through the post or otherwise delivered to a doctor
or a dentist.

(ii) Until 1 April 1982, in relation to any other adver-
tisement and any other matter.

21.2 Until this Code takes effect in relation to any
advertisement 10 which Clause 21.1 (i) applies, the
requirements of the Fourth Edition of the Code shall
continue to apply to that advertisement.

xi
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Abbott Laboratories Limited

Queenborough
Kent ME11 BEL

ABBOCIN®

Presentation Each yellow, sugar-coated tablet con-
tains 250 mg Oxytetracycline Dihydrate BP.

Uses Organisms sensitive to oxytetracycline include a
large number of Gram-negative and Gram-positive
pathogenic bacteria. Those organisms that are sensitive
to tetracycline in the concentrations usually achieved in
the body during treatment are Bacillus anthracis. bor-
detella spp., brucella spp., Escherichia coli. haemophilus
spp.. klebsiella spp., Proteus vulgaris, staphylococci,
streptococci, mycoplasma, Entamoeba histolytica, Tri-
chomonas vaginalis, certain rickettsias and larger viruses.
Pseudomonas aeruginosa, salmonella spp., and Myco-
bacterium tuberculosis are less susceptible.

Dosage and administration For adults and older
children the dose is 250 mg four times daily taken orally.
In severe infections this dose may be doubled or trebled.

Contra-indications, warnings, etc
Contra-indications: Hypersensitivity to the tetracyclines.

Precautions and side-effects: As with other tetracyclines,
Abbocin should be administered with great care to
individuals with renal or hepatic dysfunction. Because
of the staining of teeth and effects on bone development,
tetracyclines should not be given in pregnancy or 1o
children under 12 years of age. Tetracyclines should not
be administered simultaneously with milk, antacids or
preparations containing iron, calcium or magnesium.

Side-effects include nausea, diarrhoea and symptoms
resulting from the overgrowth of non-susceptible orga-
nisms. Overgrowth of Candida albicans in the mouth
may cause glossitis and stomatitis which may extend
into the trachea and bronchi; overgrowth of C albicans
in the bowel results in pruritis ani; overgrowth of resistant
coliform organisms such as pseudomonas and proteus
may also cause diarrhoea. Occasionally resistant staphy-
lococci may give rise to a fulminating enterocolitis.
Allergic reactions and skin rashes are rare.

Treatment of overdosage: Gastric lavage. Intensive
supportive therapy. In cases of overdosage, allergic
reactions such as drug fever, anaphylactic shock and
rash may occur. For treatment of anaphylaxis immediate
administration of adrenaline, oxygen and artificial respi-
ration is necessary.

Adrenaline is given subcutaneously as 0.5-1 ml adren-
aline Injection BP 0.1%. For dyspnoea, aminophylline,
calcium and antihistamines may be given. General
measures, such as administration of plasma, blood,
vasopressor drugs or hydrocortisone (100 mg IV) may
be necessary.

Incompatible with alkalis and chloramphenicol.

Pharmaceutical precautions Store below 25°C.
Keep container tightly closed.

Legal category POM.

Package quantities Abbocinis supplied in containers
of 1,000 sugar-coated tablets.

Further information Metabolisable carbohydrate
content approx 0.29 g per tablet.

Product licence number 0037/0095.

ABBOKINASE® ¥

Presentation Abbokinase is a highly purified sterile
lyophilised formulation of urokinase obtained from
cultures of human kidney cells. Urokinase is a plasmin-
ogen activator excreted in the urine of normal healthy
individuals. Each vial of Abbokinase contains in excess
of 250,000iu so that, following reconstitution with
5.2 ml sterile water for injection, each ml of the 5mi
which can be withdrawn will contain 50,000 iu uroki-
nase, 5 mg mannitol and 5 mg sodium chloride.

Uses Abbokinase in-vive and in-vitro produces the
release of plasmin by an enzymatic action on human
plasminogen.

Abbokinase has only minimal activity in reducing
fibrinogen levels but blood plasminogen levels are
reduced, the effect being dose-dependent.

Abbokinase is virtually non-antigenic to humans and,
in therapeutic doses, is thromboplastin-free.

Thrombolytic therapy is indicated in the treatment of
vascular occlusions caused by forming or recently
formed fibrin clots. Theoretically the best results will be
obtained with thrombi less than 24 hours old.

Abbokinase is indicated as a thrombolytic agent in
pulmonary embolism.

Dosage and administration Abbokinase is admin-
istered intravenously by continuous infusion, usually for
a period of 12 hours.

It is recommended that Abbokinase be given in a
solution of normal saline by constant infusion. An initial
loading dose to be given during the first ten minutes of
therapy is advocated.

This loading dose should be equal to the amount
which it is planned to administer over each succeeding
period of one hour. ldeally, an infusion pump should be
used to maintain a constant rate of infusion.

Abbokinase is reconstituted with 5.2 ml sterile water
for injection, without preservatives.

For administration the reconstituted solution should
be further diluted with normal saline. It is strongly
recommended that the total volume after dilution should
be 195 ml, irrespective of the number of vials used, since
this provides for a bolus dose of 15 ml followed by the
infusion of 15 ml per hour over 12 hours. However,
choice of another volume is possible, the physician being
guided by considerations of possible effect on the patient
of larger volumes and physical difficulties of measure-
ment with smaller volumes. A chart is available detailing
volumes of reconstitution and further dilution for use (on
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rmaceutical Company Limited

Armour Pha
St. Leonards House
St. Leonards Road

Eastbourne
East Sussex BN21 3YG

AAA® MOUTH AND THROAT SPRAY
Presentation The can contains 7.5g with a valve
providing 60 x 100 mg metered doses.

Each metered dose contains:
Benzocaine PhEur 15mg
Cetalkonium Chloride  0.0413 mg.
in an inert flavoured propellant.
Uses Treatment of sore throats caused by t;old, post-
nasal drip and other irritants, and minor infections of the
mouth and throat.

Dosage and administration Shake can before use.
Adults. 2 shots every two to three hours if required (not
more than 16 shots in 24 hours or as directed by the
physician).

Children aged 6-12: 1 shot every two to three hours if
required (not more than 8 shots in 24 hours or as directed
by the physician).

Contra-indications, warnings, etc
Side-effects: Hypersensitivity reactions to benzocaine
have been reported
Precautions: Avoid spraying into eyes.

Contents under pressure - do not puncture.

Keep away from heat and flames - do not throw
fiished container into fire.
Contra-indications:  Known

hypersensitivity  to
Benzocaine.

Pharmaceutical precautions Store in a
cool place.
Shelf-life 5 years. Shake can before use, place

Legal category P

Package quantities Single can containing 7.5 q wi
Sgw
a valve providing 60 » 100 mg metered dosegz (shgls)"m

Further information Published clin

demonstrated antibacterial activity by 'lc':’; :2:1(::::12: \:z
the population of pathogenic organisms of the buccal
mucosa. Together with the spray's local anaesthet
activity, this has been found of valye in the treatment “;
pain and infection following tonsillectomy o

Product licence number 0231/5026

ACTHAR" GEL

Presentation ¢
orticolrop
vials containing 20, 40 nm‘ e Injoction B in

ot intramuscular use only 18010 /mi for subcutaneous

Uses Rhoumanic Auth
sthma,

Disooses of 1he G

ilract (e.g ulge
:{':dumm Disansoy of l'ho ngw;;nh":) NOD'"O“C
SUohulbar Neyriig ond Muluple ‘i(‘l‘, oy Ao

and Collagon disonsoy

function | A o
o5t 084
195D0NKIYY 'a:'a, Chionic skinang ollorgic ():""A(g:mml
Ceremos and "'";::"""lmmd., (0.0 prorinsis ang rot';:::l:
‘ 'l
Conventio wtory hoy fever unresponsive 1o

nal uammmll)

ini i tion on
ministration General informa
B on The aim of treatment with

dosage for therapeutic use.

Acthgr Gel is to obtain a sahs!alctory tnhszrgz?:;::h:ﬁm
i ini e, the clinical response

e oyl i Therapeutic effects may

measure of adequate dosage. . e
appear within hours, although with some CiCe
diseases improvement may not show for ”;e-" sensiliv-
Because patients  adrenal glands vary In : vary in their
ity to ACTH and because disease co‘nvdltlo.r;(sJ o osecan
response to corticosteroids, N0 spele'CSU“r'ne conditions.
be equally effective for all individuals. S0 Hiole scleross
e.g. acute exacerbations of asthma and mvn o remission.
may require high doses initially to obtai | daily
Once the disease is under control the tota b
should be decreased as rapidly as ppsiinir;g clinical
reduction should be consistent with malnlawid arthrits.
improvement. Some conditions, €.9. rhe“:ay " -
nephrotic syndrome and chromc.asthma im is 10 obtain
term maintenance therapy. Again, the’;?i'mal It
satisfactory therapeutic effect with mldaily basi
the treatment regimen is started on 3 CE established
lhesmallestdailvmaintenancedosehz: o lengt
(say 20 i.u.), attempts should be ma "y
dosage intervals. If at any step O rovioUS offectivé
symptoms reappear, a return to the pnem ot at dosag®
schedule is necessary before a further a
reduction is made. On occasions ! -
completely withdrawn as the patie pomo?
remission, - it may :
Instead of starting with daily lnl"_c?'f";?;i'gtha, ixed "‘Sv“
convenient to commence with an |nl}l: or thi
dosage (say 40 i.u. per injection) M‘Zpe cific
Suggested practical regimens for s only. the
are given below. These are .guu.ielme b
should be titrated to the patient’s résP

Conditions needing maintenance o ., ¥
Rheumatoid arthritis: Initially 8 d°”|::v‘:?s of thre® o
given daily. Review the dosage at In Sponse: The € that
and adjust according to the clinical r@ g in m"‘wwo
should be increased or decreased be ry 10

the ideal dosage is the minimum N® b
symptoms. 40-801V: shot:p, of
Chronic asthma: Initially a dose of oduce Y I’Md' on
given daily for a period of five days. ily con ro hdgaW“
10 1.0, until symptoms are samfd(;'o' gnlm od
remission of symptoms, "‘?"'m’nhowov"'

complotely. In some patients. dnﬁ

therapy may be necessary.
Still's disease: 40 i.u. A(;"“"M'
roducing to 20 iu. on altern c
S‘vmplomnloloov without the appeard
81908 s the aim of therapy.
The administration of ACTH :gx!
confined to early morning (aPP wrfo
reduce the incidence of ‘growth I

. meditt
Conditions requiring short 2004
tharapy Acute exacerbation o asthim
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\nfantile diarrhoea based on body weight in kilograms is

given below
Volume of Volume of f otal volume

o Dioralyte solution  milk in 24 hours
(mi) (mi) (ml)

1 150 x wtt 0 150 x wt

2 120 x wt 30xwt 150 xwt

3 90 x wt 60xwt 150 xwt

4 60 x wt 90xwt 150 x wt

5 30 xwt 120xwt 150 xwt

6 0 150xwt 150 xwt

1 Weight in kilograms.

Simplified dosage scheme: Alternatively, for milder
cases, the following simplified regimen may be adopted.
During the first 24-28 hours, the infant is offered
Dioralyte in the same quantities as are used for the usual
feeds. When the vomiting and diarrhoea have subsided,
the Dioralyte solution is substituted with half strength
milk feeds. Normal feeding may be resumed as the
appetite returns. For toddlers and older children, Dioral-
vxgr may be given freely until the thirst is satisfied.
i hese dosage schemes are only a general guide and
mtero?m: Of,D'?;aMe per feed and the speed of re-
1on of milk or oth I I
the phyaer er feeds is at the discretion of
In those pat i
o 't?n aregls who are vomiting at the start of
idtialy e y be advisable tooffer very small volumes
and dl:"""";;a"g;"éwg s under control. If the vomiting
should be reaW"O sign of moderating the patient
Dlanhoemuncommo' ;
i vestment Wi, 0.0,37;;?&33”“'"'“‘& However,
ruggested that for each feed the choser - Y.c "\ '
followed, such that the infany is ' chosen regimen is
volume of Dioral given the appropriate
b alyte for that feed and
t)reast until satisfied. Expression Ofve:'d lhlen ﬁ(”yt to the
reasts ma O residual milk from
¥ be necessary during this periog. e

in milk solutions). A
eg will fail 1o DfO\)lidQ
g _ astron i
"SA'Y ’guve nse to hypema?gem:"on
ution must ot beboiled.

:nown contra-indica-

~ May be a number
Obwnh Dioralyte will :e'
Struction fequiring syr-

Wheré
mapp,op" ate
gical interven

Cartong .
cont,
Ipackage "™ 20 sachets

Insert and two leaf:

Chets wirh
Patieny instrues:
i uction |
N Digra| eafler,

Y08 Org) p, Compoyng 118 (Glycogq El
YW, Sodiy, %@ Electrolyie
: ' BP M Chloride and D:,:.

up
$olutign (5 Sachets, & 200 m)

- —

ARMOUR PHARMACEUTICAL COMPANY LIMITED

quantities) contains: 35 mmol Sodium (Na*); 0mng
Potassium (K*). 37 mmol Chloride (CI); 18 mmg
Bicarbonate (HCO, ); 200 mmol Dextrose. The 1oy
osmolarity is 310 mmol per litre.

Product licence number 0231/0043.

FACTORATE"

Presentation Dried Human Antihaemophilic Fraction

Factorate is a stable lyophilised concentrate of Factor

VIII (AHF, AHG) prepared from pooled human plasma
Each vial contains the labelled amount of antihaemo-

philic activity in International Units (one Imematm\;\'ﬂ

Unit is the activity equivalent to the average Factor

of 167 samples of fresh normé!
e ou e nternational collaboratv®

plasma, as determined in an i : : -
study). Each vial also contains sufficient sodlitrlnrr;t i?y‘oiﬂw
to make the reconstituted solution appéc;tis dded s
tonic when sterile Water for Injections

directed. —

Uses For use in therapy of classic haemophilia

mophilia A). _
ophilia A) orate is 10r intr2

tration Fact

ly. As a general rule one un

Dosage and adminis
by

venous administration on
Factor VIII activity per
circulating Factor VIII leve
be adjusted according to the nee

(weight, severity of haemorrhage. P':;e ges

|, and although

nceof in
ted.

3 gé 2% e
kg will mma“dosa 90"?“::

ds O L ibitors

the following general dosages aré s'[s oer ko o 0

1. Overt bleeding: Initially 2

weight followed by 10 units per g

the first 24 hours and the same dosé

the next 3 or 4 days. For massive

bleeding stops and maintain wit

hourly to achieve a minimum F c!_ o

2. Muscle haemorrhages: (3) M'",fs’ perkgo

extremities or non-vital areas: 10un!

for 2 or 3 days. I
(b) Massive haemorrhages N  interv

units per kg by infusion at 12 hou .

and then once a day for 2 more da¥s. - (nec
(c) Haemorrhages near vital -O:gally; then

subperitoneal): 20 units per kg d':ys the

per kg every 8 hmf:rs. After 2

reduced by one-half. ' "

3. Joint haemorrhages: 10 untS %63';3& If 8?:('&0"

a day; then twice daily for 10 ior 10 asp'ﬁ 18

carried out, 10 units per kg just ';' g hov

additional infusions of 10 units P

again on the following day-

4. Surgery: Dosages of 30 tom
weight prior to surgery are rec® h

20 units per kg every 8 hours =i, ¢
Close laboratory control to Ma! al for
Factor VIII above 40% of no™
Post-operatively is su99°5‘°d', le XV,
5. Dental extractions: FOr ’sm;l;’ o follo?
operative dose of 20-25 units e
the Factor VIl level to 50% S13_5n am'c
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For multiple extractions fu
be advisable 24 or 36 hours 2"
Recommended mconslillll"‘"-" ¢
using 20 mi sterile Water for "/
aseptic precautions.
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ARMOUR PHARMACEUTICAL COMPANY LIMITED

warm both diluent and Factorate vials to between
20°C and 25°C. Direct diluent down the side of the vial
and gently rotate the vial until contents are dissolved.
pO NOT SHAKE VIAL. Vigorous shaklng will cause
#rothing and prolong the reconstitution time. Complgte
solution usually takes less lhan_ 5 minutes. The solution
i now ready for administration. If a gel forms on
reconstitution, the preparation should not be used,

Administration: Standard aseptic techniques should be
used at all times

Intravenous injection: Plastic disposable syringes are
recommended with Factor VIII solution. The ground
glass surfaces of all-glass syringes tend to stick with
solutions of this type.

1. Attach a filter needle to a sterile disposable syringe.
Insert filter needle into stopper of Factor VII| vial; inject
airand withdraw the reconstituted solution from the vial.

2. Discard the filter needle and attach a suitable
intravenous needle.

3. Administer solution by slow intravenous injection
(20 ml in about five minutes)

Intravenous infusion: The infusion
should comply with
British Standard 24
edical Use.
1. Prepare solution of Factor
under ‘Reconstitution'.
- Attach suitable infusion set.
If more than one vial is to
Same patient the infusion set
second vial.
lr“t.s[When infusion of Factorate is complete, the
mm,c;n set may be flushed with sterile isotonic saline to
s A?ss of any of the reconstituted solution.
.. ter use, discard infusion set, needles and vials
ogether with any unused solution.
?v?,\:a-ulndlcations,‘wamings, etc
h/gg Factor vii| 'S prepared from human plasma,
hepatne a'C" Of which has been found negative for
!mrnun:)s B surface antigen (HBsAg) by the radio-
ther o 35say (RIA) method. In addition, each batch,
'Ouc%nsmuuon as recommended, has been tested
-y COmnl Negative by the RIA method. However, since
e ;J"elely reliable laboratory test is yet available to
fiskof ¢ Potentially infectious plasma donations, the
"8nsmitting viral hepatitis is still present.
ide-effoc,

s Pr i
Mild chijle s oducts of this

‘COMI“ indje.

equipment used
that described in sections 3ordof

63:1962, Transfusion Equipment for

ate as recommended

be administered to the
may be transferred 10 a

OF this type are known to cause
S€a or stinging at the infusion site.
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antihaemophili
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Possi Patients of blood
wed 1y of Nravascular ha
uch Patients shoyld

l0crit and ¢
ire
Naemig ct Cool

tains low levels of group A
When large volumes are
groups A, B or AB, the
emolysis should be consid-

be monitored by means of a

mbs test for signs of progres-

hag,
Sive a

stog 2Ceutical
oy 4 at rg Ngera
the qdas "ected, i
Danmjlmg beriod |
30 Mayb

e Or B 0 Stor

l.g
P

Precautions Factorate is 1o be
or temperature (2°C-6°C). When
twill maintain its labelled potency for
ndicated on the label but within this

. edauoomlempmu!ute(nmoxcoudmg
Of up 10 six months

al c“‘QQOry POM

Quantities Facior

ate 1s supphed in single
otency is srated 0

n each vial label)

87

Further information Haemophilia A, a hereditary
disorder of blood coagulation occurring almost exclu-
sively in males results in profuse bleeding in joints,
muscles or internal organs as a result of minor trauma.
The disease appears to be due to a deficiency of a
specific plasma protein, antihaemophilic factor, Factor
VIII: Factorate provides temporary replacement of the
missing clotting factor.

Affected individuals frequently require therapy follow-
Ing minor trauma. Surgery, when required in such
individuals must be preceded by temporary correction of
the clotting abnormality with fresh plasma transfusions,
cryoprecipitate or by injections of Factor VIl concen-
trates. Obvious advantages of the use of concentrates of
Factor VIl are the avoidance of hyper-proteinaemia,
overloading the circulatory system and possible kidney
dysfunction resulting from large volume transfusions,

Several different concentrations of Factor Vil have
been used successfully. These range from Fraction 1 of
Cohn to highly purified potent preparations. Dried
Human Antihaemophilic Fraction - Factorate is in an

intermediate category, being purified cryoglobulin com-
plying with the standards of the BP.

Product licence number 0231/0038.

HIGH POTENCY FACTORATE®

Presentation Dried Human Antihaemophilic Fraction
High Potency Factorate is a stable lyophilised concen-
trate of Factor VIl (AHF, AHG) prepared from pooled
human plasma. It conforms to the monograph for Dried
Human Antihaemophilic Factor BP

Each vial contains the labelled amount of antihaemo-
philic activity in International Units (one International
Unit is the activity equivalent to the average Factor VIII
content of 1 ml aliquots of 167 samples of fresh normal
plasma, as determined in an international collaborative
study). Each vial also contains sufficient sodium chiloride
to make the reconstituted solution approximately iso-
tonic when Water for Injections BP is added as directed
Uses For use in therapy of classic haemophilia (Hae-
mophilia A).
Dosage and administration
is for intravenous administratio
one unit of Factor VIII activity
the circulating Factor VII| le
must be adjusted according
(weight, severity of haemorrhage, presence of inhibitors)
the following general dosages are suggested.
1. Overt bleeding: Initially 20 units per kq of
weight followed by 10 units per kg every elgf?! :ou?sof(:’\:
the first 24 hours and the same dose every 12 hours for
the next 3 or 4 days. For Mmassive wounds, give until
bleeding stops and maintain with 20 units per kg 8-
hourly to achieve a minimum Factor Vil level of 40%
2. Muscle haemorrhages: (a) Minor haemorrhages in
extremities or non-vital areas: 10 units perkg once a day

High Potency Factorate
n only. As a general rule
per kg will increase by 2%
vel, and although dosage
to the needs of the patient

for 2 or 3 days
(b) Massive haemonhages N non-vital areas
units per kg by infusion at

12 hour Intervals for 2
and then once a day for 2 more days

(c) Haemorrhages near vit
subperitoneal), 20 units per k
per kg every 8 hours. After
reduced by one- half
3. Joint haemorrhages
a day; then wwice daily

10
days

al organs (ne:
Q. nmitially;
2 days the

ck. throat
then 10 units
dose may be

10 units per k
for Y or 2

Qevery 8 hours for
days. It aspiration is
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of to aspiration with
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15 per kG just D”hga hours |ater an

:amed out 10 ud of 10 uynits per

' nal infusions =
:ga‘:%n the following day 40 units per kg body
4 Surgery: Dos? é‘f'eS'(;;O nded. After surgery

sght prior 10 SUrgery hould be administere
20 units per kg every 8| P:Ot:”fsa * tain the blood level of
Close laboratory contro "’no,ma. for at least 10 days
Factor VIl above mgg:md

P [} w .

m.oom(n-elv Som — extractions @ pre-
5 Dental extmlfm_ 26 units per kg sufficient to raise
ope;a:::; mﬂ I::el 1o 50% should be given, followed b'v
the Fac! H
ravenous dministaton of vanexamc Gﬁ;ﬂ-l Fr?\’a oy
iple extractions further doses of Factor
advisable 24 or 36 hours after the operation.
Recommended reconstitution: Reconstitute High Po-
tency Factorate using 30 mi sterile Water for Injections
8P using standard aseptic precautions. )

Warm both diluent and High Potency Factorate vials
1o between 20°C and 30°C. Direct diluent down the side
of the vial and gently rotate the vial until contents are
dissolved DO NOT SHAKE VIAL. Vigorous shaking will
cause frothing and prolong the reconstitution time.
Comlete solution usually takes approximately 10 min-
utes. The solution s now ready for administration. If a gel
":f:;s (;: reconstitution, the preparation should not be
u e solution should be used within 3 hours of
reconstitution.

Administration; Stan ;
used at all times dard aseptic techniques should be

Intravenous injection Plast Inges
Uc disposable sy
recommendeqd wvl:;' F:w VIl solution, 'the grouar::
soiunons oty 91355 syringes tend 1o stick with
Attach 3 filter needle ile disposab)
L. 103 sterile g I
e st oo Soaper of Facor v :mjeci
o Nstituted solutign from the vial

t
niravengys n”“;hhlm Needle and attach 4 Sikable

Nister s0lutioy
32 12l6 Comforngpie o0 SIOW intry .
| veno g
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shoy 00 The inf
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Comg infy erred 1g 5

Y Factoratg

i Oten
¢ ] Cy F
$0lyy % 10 avo May aClor,
'y V0 logg g b flusheq With aslt:t;:
8 1 "

use Gige
th any u:é'd | "Shlu[ed

MACEUTICAL co

MPANY LIMITED

' lasma donation:
| potentially infectious p 5, the
de:e:ft :;ImSmmmq viral hepatitis is still present
ni$ . y

type are known to cay
effects: Products of this "
&fjﬁ.’.’ﬁs nausea or stinging at the infusion site.

mi )

Contra-indications There are no known contra-indica-

tions 10 antihaemophilic fraction.

Precautions: Factor VIl contains low levels of group A
and B isohaemagglutinins. When large volumes are
given to patients of blood groups A, B or AB, the
possibility of intravascular haemolygls should be consid-
ered. Such patients should be monitored by means of a
haematocrit and direct Coombs test for signs of progres-

sive anaemia. , .
eutical precautions High otency Facto-
5?::?& stored a‘: refrigerator temperature (2'C-6°C).
When stored as directed, it will maintain its labqllgd
potency for the period indicated on the label but within
this period it may be stored at room temperature (not
exceeding 30°C or 86°F) for up to six months.

Legal category POM.

Package quantities High Potency Factorate is sup°
plied in single dose vials (potency is stated on each via
label).

Further information Haemophilia A, @ o
disorder of blood coagulation occurring almost ‘i".m
sively in males results in profuse bleeding In 'Olma
muscles or internal organs as a result of minor UaUEe
The disease appears to be due to @ .deﬁcleﬂcY
specific plasma protein, antihaemophilic factor, Fe&
VIII; High Potency Factorate provides temporry
placement of the missing clotting factor. fallow-
. Affected individuals frequently require thgfaﬂ"
ing minor trauma. Surgery, when required "~y
individuals must be preceded by temporary sions.
the clotting abnormality with fresh plasma trans! concen”
Cryoprecipitate or by injections of Factor vil f Factor
lrates. Advantages of the use of concentrates :doading
Villare the avoidance of hyperproteinaemia. OVe'e' o
the Circulatory system and possible kidney dYSf‘I’ differ-
esulting from large volume transfusions. S€ver? © cog
Nt concentrations of Factor VIII have bn;‘ ohn 10
:t_wcessfully. These range from Fraction 1 © 2 Antic
'9hly purified potent preparations. Dri “mam s 8
aemophilic Fraction - High Potency Facto® sad
g;:hnhed Preparation with lower levels of firi" gnit tha"
IntarrO"-AHF  protein per internationd!
"Mmediate Purity’ AHF preparations.

Product licence number 0231/0044.

hereditary

SYRTUSSAR- il
g;oumation A red syrupy liquid. Each ° ml(;:r;
Phanemethorphan Hydrobromide BP '3 5 mg
; firamine Maleate USNF XII |

ses Coughs. 5
! 0
$ ?12?1?; and administration Adults: 01" "
Chilctrg S three to four times a day. four Ll
a day, ! 0ver 6: Half the adult dose three '

Chitg, o M
day 61 2-6 years: Half a 5 ml spoonful thre!

ND(Q- | "h V'u
Bp. ! "equire, Syrtussar may be diluted ¥
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Bayer UK Limited

Pharmaceutical Division
Burrell Road, Haywards Heath
West Sussex RH16 1TP

ADALAT"

Presentation Adalat/Adalat 5: Orange, soft gelatin
capsules containing a yellow viscous liquid. Adalat
capsules contain 10 mg nifedipine. Adalat 5 capsules
contain 5 mg nifedipine

Adalat Retard: Pink-grey lacquered tablets one side
marked 1U, the reverse side with the Bayer Cross each
containing 20 mg nifedipine

Uses Mode of action: Adalat is a potent calcium
antagonist. Its most important effect is to protect the
heartagainst excessive oxygen utilisation during physical
activity. There is a reduction in cardiac work and in
myocardial oxygen demand. Adalat also causes periph-
eral vasodilatation and thus reduces peripheral resistance
and heart work load. Adalat has no therapeutic anti-
arrhythmic effect. Since Adalat does not cause a rise in
intraocular pressure, it can be used in patients with
glaucoma.

Indications: For the treatment and prophylaxis of angina
pectoris and for the treatment of hypertension,

Dosage and administration For oral administration,
the capsules should be taken with a little fluid during or
after meals. The recommended dose is one 10 mg
capsule three times daily. If necessary, up to two capsules
three times daily may be taken.

If an immediate effect is required, the capsule should
be bitten open and the liquid contents allowed to remain
in the mouth.

Adalat 5 capsules permit titration of initial dosage in
the elderly and those patients on concomitant medica-
tion. The recommended dose is one Adalat 5 capsule
three times daily

In the treatment of hypertension the recommended
dose of Adalat Retard is one 20 mg tablet twice daily
swallowed after food with a little fluid. If necessary the
dose may be increased to 40 mg twice daily.

Treatment may be continued indefinitely,

Contra-indications, warnings, etc
Contra-indications: Must notbe given to women capable
of child-bearing

Warnings and precautions: Adalat is not a beta-blocker
and therefore gives no protection against the dangers of
abrupt beta-blocker withdrawal; any such withdrawal
should be by gradual reduction of the dose of beta-
blocker, preferably over 8-10 days

Adalat may be used in combination with beta-blocking
drugs and other antihypertensive agents, but the possi-
bility of an additive effect resulting in postural hypoten-
sion should be borne in mind. Adalat will not prevent
possible rebound effects after cessation of anti-hyper-
tensive therapy

Adalat should be used with caution i patients whose
cardiac reserve is poor

Ischaemic pain has been reported in some patients,
commonly within 30 minutes of the introduction of

Adalat therapy. Patients experiencing this effect should
discontinue Adalat.

The use of Adalat in diabetic patients may require

adjustment of their control. There is no known drug
incompatibility.
Side-effects: Adalat is well tolerated. Minor sit_ﬁe-effects.
usually associated with vasodilatation are maun_lv head-
ache, flushing and lethargy. These are transient and
invariably disappear with continued treatment.

Overdosage: Standard measures such as atropine and
noradrenaline may be used for resultant bradycardia and
hypotension. Intravenous calcium gluconate may be of
benefit.

Pharmaceutical precautions The capsules §hould
be protected from strong light and stored in the
manufacturer's original container.

Legal category POM.

Package quantities Adalat and Adalat 5 capsules are
available in foil strips of 10 in packs of 100.

Adalat Retard tablets are also available in foil strips of
10 in packs of 100.

Furtherinformation Asaspecific calcium antagonist,
Adalat’s main action is to relax arterial smooth muscle
both in the coronary and peripheral circulation.

In angina pectoris Adalat capsules relax peripheral
arteries so reducing the load of the left ventricle.
Additionally Adalat dilates submaximally both clear and
atherosclerotic coronary arteries, thus protecting the
heart against coronary artery spasm and improving
perfusion to the ischaemic myocardium.

Adalat capsules reduce the frequency of painful
attacks and the ischaemic ECG changes irrespective of
the relative contribution from coronary artery spasm or
atherosclerosis. In normotensive individuals Adalat has
little or no effect on blood pressure.

In hypertension Adalat Retard twice daily provides
smooth 24 hour control of raised blood pressure. Adalat
Retard causes a reduction in blood pressure such that
the percentage lowering of blood pressure is directly
related to its initial height.

In long-term treatment, none of these formulations
have been shown to cause serious adverse reactions.
Metabolic disturbance, failure of ejaculation, increased
incidence of Baynaud's phenomenon and bronchospasm
associated with other anti-anginal and anti-hypertensive
agents have not been observed.

Product licence numbers

Adalat PLO010/0021
Adalat 5 PL0010/0079
Adalat Retard PLO010/0078
ALRHEUMAT*

Presentation Opaque ‘off -white' hard gelatin capsules
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|;1muno Ltd
Arctic House, Rye Lane

punton Green, Nr. Sevenoaks,
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GAMMABULIN®
Normal Immunoglobulin Injection BP.

presentation Gammabulin is a concentrate of anti-
bodies present in the 1gG fraction of human plasma and
is available in liquid or lyophilised forms. It is produced
from pooled human plasma obtained from suitable
human donorst whose donations are shown by RIA to
be free from HB Ag. Pooled plasma and the final product
are also tested for freedom from HB.Ag.

Gammabulin liquid is a clear solution varying in colour
from pale yellow to light brown, it contains:

Protein 16.5+1.5%
Gamma Globulin >90%

Glycine 2.25%
Merthiolate 0.01%

Gammabulin lyophilised is a white to slightly yellowish
powder or solid friable mass completely soluble in Water
for Injections BP.
When the lyophilised powder is dissolved with the
:mog:;\at‘of Water for Injections BP indicated on the label,
ins:

Protein

16.5 + 1.5%
Gamma Globulin ~ >90%
Glycine 6.0%
Merthiolate 0.01%

Us:s‘ Gammabulin is used in the treatment of:

inf ntibody deficiency syndrome and recurring bacterial
ections in dys-, hypo- and agammaglobulinaemia.
Hepatitis A prophylaxis.

revention or modification of measles infection.

R g:a““f’"‘ of susceptible pregnant women exposed to
ubella infection who will not consider therapeutic

abortion,

a:,::,ge and administration Gammabulin must be
Al "Stered by the intramuscular route.

the 1 ecommendations and doses given below refer to

solution and are expressed in ml.

fg:ﬁﬁf’,,d’ de'i‘?i‘-'"cy syndrome in dys-, hypo- qnd
of Gam'g"’b‘{"ﬂaemia: By intramuscular administration
s"'ﬂﬂtyma,b""" antibody concentrate the frequency and
For xre:: recurring bacterial infections can be reduced.
Necessy, ment of gamma globulin deficiency, it is
leve| of 'y 1o achieve and maintain a gamma globulin

Initiay approximately 200 mg per 100 ml serum.
single :8:;?‘9.- 1.8 ml per kg bodyweight e.g. in lh':ee

Istrations ight each in
"Mervals of 24 ho:ns_s of 0.6 ml/kg bodyweigh

ain
Hep,:j:-m"ce dose: 0.6 mi per kg bodyweight, monthly.
°’°Ven|'x:): ! Ga"‘m‘a'buli‘n is an efficient agent for the
Pointed omo:, modification of hepatitis A. It must be
Micterie ¢, that after gamma globulin administration an
of this, g ?J""“ of hepatitis has been observed. Because
Wa’lanlog ar monitoring of transaminase levels may be

Uman
Vol. 1y uﬂd:vo :?t'):.:.?scnbod in the British Pharmacopoeia 1980

Dosage for children:0.02-0.04 ml per kg bodyweight.
If exposure continues, repeat the dose after 4-6
months.

Dosage for adults: 0.08-0.12 mi per kg bodyweight.

If exposure continues, repeat the dose after 4-6
months.

Note: No benefit may be expected if administered after
the onset of clinical symptoms.

Measles: Gammabulin should be given as soon as
possible at a dose of 0.25 mi/kg to prevent or modify
measles in a susceptible person exposed less than six
days previously. Gammabulin may be especially indi-
cated for susceptible household contacts of measles
patients, particularly with children under one year of age
or children who are immunosuppressed or have an
immune deficiency disease and should not receive
measles vaccine or any other live viral vaccine.

Prophylaxis: 0.2 ml per kg bodyweight with continued
or repeated exposure repeat after 3 weeks.

Mitigation without influence on the immunising effect:
0.04 ml per kg bodyweight.

Rubella: (German Measles) The routine use of Gam-
mabulin prophylaxis of Rubella in early pregnancy is of
dubious value and cannot be justified. Some studies
suggest that the use of Gammabulin in exposed.
susceptible women can lessen the likelihood of infection
and foetal damage, therefore, 20 ml of Gammabulin may
benefit those women who will not consider a therapeutic
abortion.

Contra-indications, warnings, etc Gammabulin is
generally well tolerated without reactions. On very rare
occasions (e.g. in special forms of a- or hypogamma-
globulinaemia) anaphylactoid reactions may occur in
patients who have antibodies against Immune Globulin
A (IgA) or who have shown atypical reaction after blood
transfusion or following administration of blood
derivatives.
Gammabulin must not be administered intravenously

Pharmaceutical precautions Gammabulin liquid
should be stored between + 2* and + 10°C when it will
have a shelf life of 3 years.

Gammabulin lyophilised should be stored at room
temperature (+2°to + 25°C) when it will have a shelf
life of 5 years.

Both preparations should be protected from the light

Legal category POM.

Package quantities Gammabulin liquid: Rubber
capped vials containing 2 ml, 5mlor 10 ml
Gammabulin lyophilised: Rubber capped vial containing
320 mg lyophilised powder. A 2 ml ampoule of Water for
Injections BP is also enclosed

Further information Nil
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IMMUNO LTD

20% BP Immuno to ensure the return of fluid into the
circulation

Dosage: adults 50 to 200 ml Human Albumin 20% BP
immuno. Children 1 to 2ml HumaplAIbumm 20% BP
immuno per kg bodyweight. The initial dose should be
nfused over a period of 5 to 15 minutes.

gurms: In the acute phase of extensive and severe burns
Human Albumin 20% BP Immuno is diluted with
dextrose, fructose or electrolyte solutions to provide a
5% solution.

Dosage: Adults 800 to 1600 ml Human Albumin 5%.
Children 16 ml Human Albumin 5% per kg bodyweight.
The total dosage over the first 24 hours should be in
accordance with the formula 2 ml times bodyweight in
kg umes percentage of surface burned plus 1500 ml.
Any resulting hypoproteinaemia can be corrected by the
following dosage. Adults 50 ml Human Albumin 20%
8P Immuno twice daily. Children 1 ml Human Albumin
20% BP Immuno per kg bodyweight twice daily.

Haemorrhagic shock: Shock due to blood loss should be
treated with blood, if available, or with Human Albumin
20% BP Immuno diluted to 5%. Dosage: adults 200 to
800 ml Human Albumin 5%. Children 4 to 8 ml Human
Albumin 5% per kg of bodyweight. An initial dose of

400ml of 5% solution should be infused rapidly and
repeated if shock is not controlled.

Contra-indications, warnings, etc Human Albumin
20% BP Immuno must only be used if the solution is
tlear. Once the cap has been pierced by a needle, the
Contents must be used within 4 hours.
Caution is indicated in the administration of Human
min 20% BP Immuno to patients suffering from
fYpertension or in cases of latent or manifest cardiac
"nsufficiency. The single doses should be reduced to
:,fia""e'v small amounts and the infusion given slowly.
careful watch must be kept for the possible develop-
mmem of pulmonary oedema. If pulmonary oedema occurs
® nfusion must be stopped immediately.
In all cases of considerable blood loss, whole blood or
"otyle concentrate must be given in addition to
xeima" Albumin 20% BP Immuno. Careful selection and
fil Ung of donors and donations and the inclusion of
'"3lon and heating at 60°C for 10 hours in the
?.'s:pa'a""" of the product have virtually eliminated the
howOf serum hepatitis. As with all blood products,
mo‘:ver, this risk cannot be absolutely excluded.
Al "ance reactions are extremely rare with Human
umin 20% BP Immuno.
I”';arl“M:‘“"i‘:“' precautions Human Albumin 20%
‘25"2mun° should be stored between +2'C and
53y ! Must be protected from light. The shelf life

L
*94l category poM.

a
Py i‘h‘l“ Quantities Human Albumin 20% BP Immuno
100 "4 In rubber capped vials of 10 mi, 50 mi and

FUr 3
Ur::l‘?; information Human Albumin 20% BP Im-
WNlibge,. 0Ce55ed in such a way that removal of all
""Glefor:s{,pa"'c“'aﬂv 1sSoagglutinins, 1S achieved. Itcan
9roup g © given 1o patients regardless of their blood
Queny ) Thesus factor. It will not interfere with subse-
00d investigations.

ro =
duct licence number 0215/0009.
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KRYOBULIN® - DRIED HUMAN ANTI-
HAEMOPHILIC FRACTION BP

Pre;entation Dried Human Antihaemophilic Fraction
BP is a white to yellowish amorphous powder or friable
solid without any characteristic odour.

It is prepared from the plasma of suitable human
donorst whose transaminase levels are constantly
checked and whose donations are shown by RIA to be
free from HB Ag. Pooled plasma and the final product
are also tested for freedom from HB Ag.

It is packed in vials each containing approximately
250, 500 or 1,000 International Units of Factor VIIL
Separate vials of solvent are also provided, these being
Water for Injections BP.

1 International Unit is the amount of Factor VIl activity
contained in 12.745 mg of the 2nd International Stand-
ard for Blood Coagulation Factor VIII Human. It is
approximately equivalent to the Factor VIII activity in
1 ml of average normal plasma.

Uses Kryobulin corrects Factor VI deficiency, and is
used in the treatment of bleeding due to such deficiency
in:

Haemophilia A

von Willebrand's disease o

Haemophilia complicated by Factor VIl inhibitors.

Dosage and administration Frequent tests of the
patient’s plasma level of Factor VIIl must be made to
allow correction of the deficiency by administration of
Kryobulin, but for guidance an estimation of the required
dosage can be made by the following calculation:

To achieve an increase of Factor VIlI concentration of
1% it is necessary to administer 1i.u. of Kryobulin per kg
bodyweight, both for adults and children.

Initial treatment requires doses to be given at shorter
intervals than in maintenance therapy, 10 provide an
initial high level of activity and to replenish the extravas-
cular compartment.

Bleeding from skin, nose and oral mucous membrane:
Initial dose should be 10 i.u./kg at intervals of 6 10 12
hours. .
Haemarthrosis: The initial dose should be approximately
10 i.u./kg and the maintenance dose 5 to 10 i.u. per kg
at intervals of 6 to 12 hours. Combined with immobilis-
ation of the affected joint for several days, the treatment
should be sufficient to restore function.

Bruising: In most cases a single dose of 10i.u./kg is
sufficient. For widespread bruising, repeated administra-
tion of 5 to 10 i.u./kg atintervals of 6 to 12 hours may be
required. | .

avy bleeding into muscles: Immediate treatment is
:;:u‘;rod to prevent permanent deformity and loss of
function, and initial immobilisation of the affected area
is important. An initial dose of 15 to 20 i.u./kg should be
given, the maintenance dose to be 10 i.u./kg at intervals
of 6 hours from the first to the second day, and at
intervals of 12 hours from the third to the fifth day.

maturia: The initial dose should be 15 to 20 iu./kg,

z‘ag the maintenance dose 10 Lu./kg at intervals of 12
hours. ‘
Major surgery on haemophilic patients. The inital dose
should be at least 25 10 50 Lu./ kg, and the maintenance

1t Human donors as described in the Botsh Pharmacopocia
1980 Vol Il under Albumin
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dose 2010 40 iu./kg at inte

rvals of 4 hours from the first

1o the fourth day. of 8 hours from the fifth lollr:ie eighth
day, and of 12 hours until all wounds are Zeg gl T
The effect of treatment must be checke Ian V'SO% o
VIl activity should not be allowed to fall below i
the normal 100% average value. It 1s mportar;‘ e
treatment be continued until all wounds have"i y
completely, as the risk of haemorrhage persists ull t ef "
In addition to monitoring Factor VIII activity, tests tor
the development of Factor VIl inhibitors should also be

made.
Dental extractions: The required dosage depends on the
h to be extracted, and on the

number and type of teet
severity of the haemophilia, If one or two teeth are 1o be
extracted from a pauent with severe haemophilia, an

initial dose of 10 to 20 i.u./kg should be given.

Maintenance treatment with this dosage at intervals
of 6 hours from the first to the third day, and 8 hours from
the fourth to the eighth day after extraction, should be
given. If more than two teeth are to be extracted from
patients with severe haemophilia a minimum imtial dose
of 20 to 30 1u./kg should be given, and a maintenance
dose of 10 to 20 i.u./kg at intervals of 6 hours from the
first to the third day, and of 8 hours for twelve more days.
The plasma concentration of Factor VIII should not be
allowed to fall below 10% of the normal 100% average
value

Factor VIII assays should be used to monitor the
effectiveness of treatment, as partial thromboplastin time
gives a less accurate value when large quantities of
Kryobulin are being used.

Solutions of Kryobulin must be administered intra-
venously, at a rate not exceeding 10 mlin 3 minutes.

Contra-indications, warnings, etc Although the
danger of volume overload i1s small with Kryobulin,
during major surgery monitoring of the patient’s central
venous pressure and blood pressure, and serial chest X-
rays, may be advisable

In disseminated intravascular coagulation associated
vrv‘;lh low Factor VIII levels Heparin should be given to
nterrupt intravascular i
Krvobelin & vasct ar coagulation before therapy with

A low incidence of adverse reactions 15 expenenced
with Kryobulin, but the following may occur:

1. Allergic reactions: All forms of allergic reaction
from mild and wansient urticania 1o severe anaphylactic
shock are possible when human plasma derivatives are
administered. If such reactions occur, treatment with

IMMUNO LTD

It then has a shelf-life of two years. When stored
:;g:‘:veen + 20°C and +30°C it has a life of six months

Legal category POM.

Package quantities
Kryobu?in Home Treatment Pack ( Standard)

Each pack contains: o A
1 rupbber capped vial containing 250 or 500 i.u.

d Human Antihaemophilic Fraction BP
tl)rrljbber capped vial containing Water for Injections

BP )
| [ V needles, winged

This pack also contains a syringe I/

adaptor needle, filter needle, venting negdle and swabs

Kryobulin Home Treatment Pack ( Multipack):

Each pack contains: -
5 rubber capped vials conlan'mngB %50 or 500 i.u. Dried
Human Antihaemophilic Fraction BF.
5 rubber capped vials containing Water for Injections
BP
i i i te box
The equipment is packed in a separa
consists of: Syringes, I/V needles, wuzgeda :sdaﬂw‘
needles, filter needles, venting needles an SW R sacd
There is sufficient equipment for reconstituting
of Kryobulin (1 multipack).

Kryobulin Hospital Pack

Each pack contains: - . Dried
1 rubber capped vial containing 1,000 iu. D

Human Antihaemophilic Fraction BP 1ions
1 rubber capped vial containing Water for Injec

BP. ting
The pack also contains a filter needle and ven

needle.

Further information Kryobulin is &
for Home Treatment. Packs contain all
can be stored in a domestic refrigerator
g%' lép to six months at room temperatures

Product licence number 0215/0003.

and

specially 5“"32:3

requir
for two years 3"

not exceedind

PLASMA PROTEIN FRACTION B.P 4.33’ jine) BP
IMMUNO (Human Albumin Fraction (52

4.3%) 3% Im-
Presentation Plasma Protein Fraction Bio|dnon fo
muno is a clear amber liquid, presented s 2 s It is P&
Intravenous administration to human bec;g?\&sf whos®

Kryobulin must
shoidbe col:; ,gﬁ é;‘:!'l't':‘l;le? :t once. Allergic reactions  pared from the plasma of suitable human whose
r0ids and routine treatment areen o - o0 COTliCOste-  ransaminase levels are constantly checked 309 g ag
Moniioring (;' o S:n'tag'wen for anaphylactic shock. donations are shown by RIA to be free from . ed by
essental If the puiss s 10, DI0od pressure i Pooled plasma and the final product are alS0 €
pressure falls tronglus € Increases and/or blood  RIA for freedom from HB.A ains
siated on of 5% Dextrose should be Plassna Pmlein“:'racuoh %P 4.3% Immuno c::’h'e ‘ot
4.3% protein of which at least 97% 15 albumi™ s. AS

2. Hepatitis- Despn
selection and lesnn;‘:)lu:z:sp ;:;a
transmitting hepatitis cannoy be en
3 Factor VI Inhibitors The
lating Factor Vi nhibitor 1 .
cannot be predicled as doos‘:m
of Kryobuhn administered n()l

utions taken in the
donations, the rik of
tirely excluded

Ppearance of g cirgy-
ssible. Iis ppearance

being heat stable alpha - and betd ~ 970, pto-
stabilisers sodium cagrylale and sodium a:::yanoﬂ of
phanate have been added, both at @ coN‘

4.3 mEq/litre.

, ZWwno 5
Uses Plasma Protein Fraction BP 43"‘; :::::c ock
indicated for volume replacement in hypovo 8a surge’y:
(e.g. lollowmg crush injury, severe lwu'"e-whenevol
burns and abdominal emergency) and for U A
a predominant loss of plasma fluid has 0cCU!

)l’"‘"
rish Pharma®

l;ul IMMunosuppressive dgent
the formation of inhibitors

Pharmaceutic
al pr 2
stored between 4 2%:?““0“5 Kryobulin must pe

4+ 6°C, and protecteqd from the [Human donors as described in the B

1980 Vol Il under Albumin
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Dosage and administration Adult dosage of Plasma
protein Fraction BP 4.3% Immuno for hypovolaemic
shock is in the range of 250 to 500 ml. A flow rate of up
1o 16 mi/min (1htre/hr) has been well tolerated in
adults. The rate of infusion, which can be increased in
emergency treatment, depends on response. In hypopro-
reinaemia the usual dosage range is 1,000 to 1,600 ml
daily (equivalentto 43 to 70 gplasma protein), but larger
amounts can be given in severe hypoproteinaemia with
continuing loss. The flow rate should not exceed 5 to
g mi/min.

Dosage for infants and young children in whom
Plasma Protein Fraction BP 4.3% Immuno is indicated
for shock due to dehydration or infection, should be in
the range of 20 to 30 mi/kg bodyweight, infused at a
rate of 10 ml/min. The infusion rate should be adjusted
in accordance with the clinical response, Administration

isby intravenous infusion. A site should be chosen away
from the area of injury or infection.

Contra-indications, warnings, etc Careful moni-
toring of the patient’s clinical condition is necessary so
that hypervolaemia is not caused. Signs to be watched
for are dyspnoea, pulmonary oedema, rise of blood
pressure and central venous pressure.

Careful selection of donors and the inclusion of
filtration and heating at 60°C for 10 hours in the
preparation of the product have virtually eliminated the
risk of Serum Hepatitis. As with all blood products,
however, this risk cannot be absolutely excluded.

A turbid solution must not be given. Once set up, the

entire contents of the infusion bottle should be admin-
1stered within 4 hours.

Pharmaceutical precautions Plasma Protein Frac-
tion BP 4.3% Immuno can be stored at +2°C to +25°C.
Itmust be protected from light. The shelf life is 5 years.

Legal category POM.

Package quantities Plasma Protein Fraction BP 4.3%

Immuno is supplied in 50 ml, 100 ml, 250 ml, and 400 mi
infusion bottles.

Further information Plasma Protein Fraction BP
4'3.% Immuno is processed in such a way that removal of
all isoagglutinins and other antibodies is achieved. It can
therefore be given without restriction to patients, regard-

less of blood group. It will not interfere with subsequent
blood investigations.

Product licence number 0215/0002.

PROTHROMPLEX" Partial Prothrombin Complex
(Human)

Presentation Prothromplexcomainscoagulalion Fac-
tors 11, 1X and X and is a white, amorphous freo_ze-dned
?owdev or friable solid without any characterisuc odour.
115 packed in rubber-capped vials containing 200 units
0r 500 units each of Factor I, IX & X.

tis prepared from the plasma of suitable human
dg"ms' whose transaminase levels are constantly
;: ecked and whose donations are shown by RIA to be
a"ee from HB Ag. Pooled plasma and the final product
Pe also tested by RIA for freedom from "HB.Ag.
c'o‘ﬁ'om"‘ﬁl is also tested to discount the likelihood of
8using disseminated intravascular coagulation.

: ;uum,n donors as described in the British Pharmacopoeid
B0 Vol Il under Albumin

509

Uses Treatment of cases of Factor IX deficiency
(Haemophilia B).
_ By administering an appropriate dose of Prothromplex,
it is possible to achieve a prompt and sufficient rise of
Factor IX in the patient’s plasma.

4The effectiveness of treatment can be checked by
simple laboratory tests. The activity of Factor IX is
assayed through determination of the Partial Thrombo-
plastin Time (PTT), however the most reliable results are

obtained by quantitative activity assays of Factor IX.

Dosage and administration |Immediately before use
Prothromplex must be dissolved in 10 ml of the solvent
provided.

After sterilising the cap of the solvent bottle remove
10 ml using the disposable syringe and one of the
needles provided. Next sterilise the cap of the Prothrom-
plex bottle and introduce the solvent using the second
disposable needle. Reconstitute by gently shaking to and
fro, thus avoiding frothing. Withdraw the reconstituted
Prothromplex, then remove the syringe from the needle
and attach the third disposable needle.

Prothromplex is now ready for slow intravenous
injection taking about ten minutes.

Only general directions can be given for the dosage of
Prothromplex. It is dependent upon the severity of the
coagulation defect and the degree of the traumatic and
haemorrhagic tissue damage. The suggested dosage for
the treatment of Factor IX deficiency is given in the guide
below.

Dosage guide for the treatment of severe and semi-
severe cases of Factor IX deficiency: Formula for the
calculation of the necessary quantity of Factor IX:

One unit of Factor IX/kg bodyweight= 1% increase of
Factor IX in the patient’s plasma.

Prothromplex dosage table (Factor 1X)

Chinical Thera- Initial Maintenance
Mani- peutically  dose in dose at
festation wanted units per intervals
minimum kg of6to12(24)
level bodyweight hours
in units per
kg bodyweight
Surface bleeding from the skin and mucosae
Superficial or deep haematoma
Haemarthoses

Slight bleeding following injuries
Uncomplicated dental extractions
Severe muscle haematoma

5-10% 15U 7-15U

Moderate bleeding following injuries
Gastric and intestinal haemorrhages
Bone fractures
Cerebral bleeding
Haematuna
Complicated dental extractions
Minor surgery

15-30% 20-30U 15-30U
Major more than 75U 50-75U

surgery 50%

It is suggested that a high initial dosage be chosen to
ensure a rapid and sufficient increase of Factor IX thus
achieving a reliable cessation of bleeding. Here, as well
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as with the subsequent maintenance therapy the imual
short hall-IMe of the coagulavon factors has o be
considered Depending on the in-vivo half-Iife of Factor
IX. which s approx 12-30 hours, & successful result will
be achieved by repeated administration of Prothromplex
atintervals of 6-12 hours. To assure absolute control of
freatment. determination of the PTT should be made and,
where possible. quantitative assays of Factor 1X activity.
Treatment should be maintained up to the resorption of
the tissue haemorrhage or until the wounds have healed
completely, thus ensunng a complication-free post-
operative course The special advantage of Prothromplex
lies in the fact that by application of small volumes of
fluid and a low amount of protein a high concentration
of circulating coagulation Factor (X 15 achieved. The
danger of volume or protein overloading of the patient is
avowded even with the administration of high doses

Comu.indicnions. warnings, etc With patients
sutfering from disseminated intravascular coagulation,
(DIC), Prothrompiex should not be given unless con-
sumption of the coagulation factors has been previousiy
interrupted by Hepann

Side-effects are rarely observed during treatment with
Prothromplex though the following reactions may occur:

s1on of 5% Dextrose should be started.
2 Despite the precautions taken in the checking of

donors, donations and the final product, the transmission
of hepattis cannot be entirely excluded following the

administration of coagulation factors, This should be

taken into account before using Prothrompie, w
haemorrhage in non Ife SVING STUBNONS in jiyer 4
patents and those undergoing anuicoagulam therag,

3. Dunng every type of therapy 1VONING bingg g
coagulation factor concentrates, the OCCurente g 5
circulating coagulation factor nhibitor 15 3 DOSSIbijny
The time a1t which such an nhibitor 15 prodyce canng
be predicted and depends neither on the amoym of te
plasma preparation administered nor on the frequency o
the administration. As far as is known neither

roids nor Immunosuppressive agents significantly mily-
ence the formation of inhibitors.

Pharmaceutical precautions Prothromplex has 2
shelf Meofoneandahaﬂvearswhonsxoredbnm
+2'Cand +6°C, and should be protecied from ight

Legal category POM.

Package quantities 200 units or 500 units of Factors
IL1X and X in each container.

1 rubber-capped vial containing  lyophiksed
Prothromplex.

1 rubber-capped vial containing 10 mi Water for
Injections BP.

110 m! disposable syringe.

3 disposable needles.

Further information Prothromplex can be siored m
3 domestic refrigerator, and can therefore be kept
available for home treatment. e

Prothromplex can be given in small volume injections.
and is therefore suitable for home treatment. -

Prothromplex can be moved in insulsted contanes
a refrigerator at some other location, giving 2 patent
greater degree of mobility.

Product licence number
0215/0006 - 200 U
0215/0007 - 500 U

“Trade Mark
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