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INTRODUCTION

a This Code of Practice for the Pharmaceutical Industry
has been drawn up after consultation with the British
Medical Association and the Department of Health and
Social Security.

b The Code owes its origin to the determination of the
Association of the British Pharmaceutical Industry to
secure the acceptance and adoption of high standards
of conduct in the marketing of medical products designed
for use under medical supervision.

¢ Medical products usually owe their existence to
research carried out by their manufacturers or to the
development by them of results of academic research.
Before a medical product is placed on the market the
manufacturer will have accumulated considerable toxi-
cological, pharmacological and clinical evidence and
wull'have met all the statutory requirements for the
testing, manufacture and marketing of that product.
Comprehensive legislation has been introduced to safe-
guard the public by ensuring that all products meet
standards of quality, efficacy and safety which are

acceptable in the state of present k
Soae, p nowledge and

d It is necessary, howev

| . h er, for the manufacturer
op:raung as he dogs in a keenly competitive industry;
and serving professions Afor which freedom of choice is
e;ssennal. to draw attention to the existence and nature
gmam ;?;tr:ta:rlar product; for example, by appropriate

measures and the dissemination
: of fu

knowledge and experience gained in widespread usr;her

e While it is possible to legi i
\ gislate satisfactoril
:ﬁzuxg, manufacturg and control of medical pyrczgztl:r:
sociation believes that appropriate standards of'
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8 and has been regularly revised to take
s. A revised sixth edition was introduced in
Itation with the British Medical Association and
The Code embodies the basic principles
i utical industry
i onrien e thet?vr;figz‘:\z for the maintenance of standards which are in
he medical and allied professions and the industry.

has been made that members of the medical profession
of the Code and, consequently, that the Code had
herwise have been the case. To ensure that these
sed sixth edition of the Code has been

f a medical speciality product has fallen below
Code may write, if they so wish, to the

The Association of the British Pharmaceutical 1
W1A 2DY, and ask that the matter be investigated. r

n of the British Pharmaceutical Industry |
ples set out in a Code of Practice for the

standards of conduct to be

believes to be essential for the

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 professions
with accurate, fair and objective information on medical
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 by
ways and means which conform not only to |°9°:
requirements but also to ethical standards and canonso
good taste.

The industry recognise
information about medical products t
ical profession and the principles set
therefore, apply equally to communic -
to that professyion(.‘ However, there may be '“5‘“(':‘:3:
where compliance with every provision of the o with
would be inappropriate; for example, in connectio i
promotional material the purpose of which is 10 Ci‘;[s o
information of a commercial nature t0 pharmac
pharmaceutical distributors.

g The Code, therefore,d regresenr:ie
iscipline. Acceptance and observa :an of
are a condition of membership of the Assocméfgpa
British Pharmaceutical Industry. Membel o eqin
also acknowledge that the Code itself is 10
the spirit, as well as in the letter.
Pharmaceutical companies 0u
are invited to accept and observe th
considered that high ethical standarc it is tom@
lowed throughout the whole industry i serves-
the confidence of all the interests which it

s its obligations 10 provide
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CODE OF PRACTICE FOR THE PHARMACEUTICAL INDUSTRY

h TheCodeis 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 independ-
ent members who are medically qualified persons not
engaged in the industry, and twelve members who are
drawn from the senior management of member com-
panies, 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.

j 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 it is
keptunder 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.

| Thisedition of the Code supersedes all previous issues
and is the sixth 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 {'talics, 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
andmarketing activities, undertaken by a pharmaceu}ical
company or with its authority, the purpose of which is to
induce the prescribing, supply or administration of its
medical products.

Itincludes the activities of representatives and all other
aspects of sales promotion in whatever form, such as
journal and direct mail advertising; participation in
exhibitions; the use of audio-cassettes, films, records,
tapes and video recordings; the use of viewdata systems
and data storage devices such as memory discs accessed
and reproduced on television apparatus, visual display
units and the like; the provision of samples, gifts and
hospitality.

The term ‘promotion’ does not extend to:

(i) Replies made in response to enquiries from part.ic-
ular doctors or to replies in response to a specxﬁc
communication, whether of enquiry or comment, includ-
ing letters published in a medical journal.

(ii) Announcementsof 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 Grant of product licence

A medical product must not be promoted prior to the
grant of the productlicence authorisingits sale or supply.
This prohibition does not apply to any product which is
exempt from the need to be the subject of a product
licence.

4 Nature and availability of information

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

4.2 Information about medical products should accu-
rately reflect current knowledge or responsible opinion.
4.3 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 meaning-
less and best avoided unless they can be linked with
some practical advantage, e.g. reduction in side-effects
or cost of effective dosage.

4.4 |nformation must be capable of substantiation,
such substantiation being provided without delay at the
request of members of the medical profession.

5 Claims and comparisons

5.1 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.

v
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CODE OF PRACTICE FOR TH

.2 Exaggerated or all-embracing claims must not be
?nade andgsguperlatives must not be used. Cla!ms shpuld
notimply thata medical product, or an active ingredient,
has some special merit, quality or property unless this
can be substantiated.
5.3 Any statement about side-effects §hould bg spe-
cific and based on data submitted with the licence
application or notified to the licensing aythonty, or on
published data to which references are given. It shou!d
not be stated that a product has no side-effects, toxic
hazards or risks of addiction. The word ‘safe’ must not be
used without qualification.
5.4 The word ‘new’ should
product or presentation W
available, or any therapeutic i
generally promoted, for more t
United Kingdom.

5.5 Comparisons of products must be factual, fair,‘ and
capable of substantiation. In presenting a 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, must not be used.
5.6 Brand names of products of other companies must
not be used unless the prior consent of the proprietors
has been obtained.

not be used to describe any
hich has been generally
ndication which has been
han twelve months in the

6 Disparaging references

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

7 Printed promotional material

7.1 The Medicines Act 1968 requiresa pharmaceutical
company to provide a practitioner with a data sheet
before promoting a product directly to him. The content
of such data sheets is determined by Regulations made
under the Medicines Act.

Data Sheets formany prescription productsare published
in the ABPI Data Sheet Compendium which is issued at
regular intervals. Copies of the Compendium are supplied
to members of the medical and pharmaceutical profes-
sions.

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

The requirements of Clause 7.3 or 7.4, as appropriate,
must be complied with in any advertising directed
towards the medical profession even if it is of a general
nature, e.g. prestige advertisements listing a company's
products.

Aq advertisement which would not otherwise conform
with the Code should not be regarded as doing so by
reason only of the fact that the content of the data sheet
is reproduced as part of the advertisement or because a
data sheet is sent with the advertisement.

vi

7.3(i) Except for ‘abbrevia B

fined in Clause 7.4, the fougsﬂn";‘i':fmse onts, o
given clearly and concisely on \OMmation de.
material: Printed D'Omol?l be
a The number of the relevant produyct |; Ong|
name and address of the holder of tl(-:\t lng:en
business name and address of the pa e lice
responsible for the sale of the produgt st

b A quantitative list of the active in
apprqved names where such exist
proprietary names; alternatively, the :’ Other no?
name of the product if it is the subject ‘;"'Dropriena
monograph. of an accepterg

Attention is drawn to the fact
(Advertising to Medical and Denta/”l’frfact(he
ulations 1978 (SI 1978 No. 1020) im
requirements which relate to the positiop
of this information.

¢ At least one authorised indication f
! o
with the data sheet. .G

d A succinct statement of the information i
A ati
sheet relating to the dosage and method c?fnu'sr;thf data
to the indications quoted in the advertisemere vor
where not otherwise obvious, the route of adminis'::ag:d.
n.

e A succinct statement of the side-effects i

. . - 4 r
and contra-indications relevant to the indicaﬁigﬁ:l;r??:s
advertisement, giving, in an abbreviated form the
substance of the relevant information in the data sh'eeLe

f Any warning issued by the Medicines Commission
committee appointed under Section 4 of the Medicin'ez
Act 1968 or the licensing authority, which is required t
be included in advertisements. °

g The cost of a product, except in the case of
advertisements in journals which have an appreciable
zroportion of their circulation outside the United King-
om.
The cost of a product is the cost (excluding value added
tax) of either a specified package of the product, or a
specified quantity or recommended daily dose, calculated
by reference to any specified package of the product.
Attention is drawn to the fact that the Medicines
(Advertising to Medical and Dental Practitioners) Reg-
ulations 1978 (S! 1978 No. 1020) impose a specific
requirement to that proportion of the circulation of a
journal which has to be outside the United Kingdom in
order to qualify for the exception to this requirement.

ce an
ne d the

.'Ce, or
his bUSin::;:

Qrediems' usin

'€ Medicjp

"tioners) Ree.

nOSe addiliOna’
and type sjye

Onsistent

7.3(ii) The information required by Clause 7.3 (i) (d).
(e) and (f) must be printed in such type and in sucha
position that its relationship to the claims and indications
is readily appreciated by the reader.

7.4(i) The requirements of Clause 7.3 do not apply in
the case of an ‘abbreviated advertisement’. An abbrevi-
ated advertisement’ is one, the text of which contain$ in
relation to the product no more than:

a The brand name of the product.
b The approved names of the active ingredients. Whi‘:
such names exist, or other non-proprietary "g::;t if
alternatively, the non-proprietary name of the pro

itis the subject of an accepted monograph.
Attention is drawn to the fact that the Reg-
(Advertising to Medical and Dental P(actmoners

ulations 1978 (SI 1978 No. 1 020). impose ‘; type of
requirements which relate to the position an
this information.
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ress of the product T,

g name and Z‘,j:e and address of the part of his
ine! sible for the sale of the product.

spor r more than one indication

ysiness =7 . o for.use, O t 2
z one inh nt:e::g;‘efa,e elated, consistent with the data
ided tha

prov!
nt with the data sheet,

sheet ent, consistent
e A concise stat;";‘y the product is recommended for

or indications. -

~ing the
gvi"d yication ;
quch indic ords which indi

cates clearly that further

p form of WOT-2 e on request to the licence holder
infpnnano{‘o :fn%v;: the data sheet relating to the product.
°”5.(.0 beA 'abbreviated advertisement’ must ajways
4(i) A mation required by Clause 7.4(i) (a),
contain ! nd (f). The information required by Clause
(b)._(CL aand (e)is optional. An 'abbrevnaged _adyertnse-
7'4('“ ) not include any illustration which is likely to

ment’ MUS information about the product or imply
‘s which aré additional to those provided in accord-
clan:with Clause 7.4(i) (a) to (e) inclusive.
] :(iii) An ‘abbreviated advertisemer_n' direg:ted to-
7. ds a doctor is permissible only when it constitutes an
w;vemsement appearing in a publication sent or deliv-
2 ed wholly or mainly to doctors. A loose insert included
ﬁ: such a publication cannot be an ‘abbreviated adver-

isement .

,t:wenlion /s drawn to the fact that the Medicines
(Advertising 10 Medical and Dental Practitioners) Reg-
Jlations 1978 (S! 1978 No. 1020) impose additional
requirements which relate to the maximum permitted
size of an ‘abbreviated advertisement..

74(iv) An ‘abbreviated advertiseme_nt' is not permis-
sible where the Medicines Commission, a committee
sppointed 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.

75 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.
ca/’:7 ;; Zd"”sa'b/e to use first class mail only for important
notiﬁca?,',lfa”ons of a non-pmmquonal nature such as
5 ns of warnings or cautions or the withdrawal

‘r‘ecall of a product.

o '::'e’t’semems_ in journals should not be designed so
esemble edjtorial matter.

76 p : ;

and illl:gtm,pona' material should conform, both in text

"écognise th on, to canons of good taste and should
e professional standing of the recipients.

Epresentat;,

;ilhaumfngns of the nude female form (even in
in promalion;arf/y clothed figures should not be used
Visual op gy "M0CENIl in such a way as to arouse a

oti 4
10 the feyy tional response in order to attract attention

E OF PRACTICE FOR THE PHARMACEUTICAL INDUSTRY

D_/splays of part of the naked body which are necessary
to ///qs(rate pictorially the message of the text are
permissible provided that they conform to the dictates of
decency and good taste.

7.7 Doqtors' names or photographs must not be used
in a prominent manner in promotional material or in any
othe_r way that is contrary to the ethical code of the
medical profession.

7:8 Promotional material should not imitate the de-
vices, copy, slogans or general layout adopted by other
companies in a way that s likely to mislead or confuse.

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

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

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

7.11 Postcards, other exposed mailings, envelopes or
wrappers should not carry matter which might be
regardeq 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.

7.12 ‘Telemessages’ and ‘Telex” must not be used for
promotional purposes.

7.13 In a multi-page press advertisement only one
page need include the information required by Clause
7.3 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. ) ] y
By ‘multi-page press advertisement IS meant an

advertisement in a journal in which the pages follow on
from one another without interruption. It does not
include, for example, promotional material whichappears

on a series of successive right-hand pages. Where the

pages of an advertisement do not follow on without
interruption each individual page, or uninterrupted group
of pages. is to be regarded as a separate advertisement.
7.14 In a multi-page advertisement other than a press
advertisement, the information required by Clause 7.3 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.

8 Referencesto 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.

9 References to the National Health Service

9.1 Where reference is made to the pyescribing of a
product under the National Health Service, the phrase

vii
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official documents, such as
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I e ,epm%lllzzotaken to simulate the document in
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10 Artwork, graphs, illustrations, etc. f
10.1 [lllustrations must not mislead as to t::a :sat‘u.:)re: I?e
thé claims or comparisons being made, N

i i d: nor should

for which the pro@uct is use ¢ o, S
fm?::;ns detract from warnings or contra-indications.
10.2 Arntwork and graphs must conform to the Izn:r
& he spirit of the Code. Graphs and tableg; should be
i ear, fair, balanced

i way asto give acl
presented in stﬁ:\e‘r’s wiy;h which they deal, and should

only be included if they are strictly relevant to the claims
or comparisons being made. :

10.3 Graphs and tables must not be usgd' in any way
wh'ich might mislead; for example, by their incomplete-
ness or by the use of suppressed zeros or unusual scales.

11 Reprints, abstracts and quotations
; iy r . / the
his clause is included to accord WI{h the views of th
tr' rl;ical Committee of the British Medical _Assoc/at/on; its
object is to avoid the risk of contravention of the BMA
Code of Ethics.

11.1 Reprints of articles by members of the medical

profession must not be included in mailings but may be
supplied to individual doctors on request. Itispermissible
to include in promotional material reasonably brief
abstracts of, or quotations from, articles by members of
the medical profession and to include in such material
reference to doctors’ names in a bibliography of pub-
lished works. In no case, however, should doctors  names
be used in a prominent manner in promotional material.
Quotations from public broadcasts, e.g. radio and
television, may not be used in promotional material. It is
permissible to use quotations from private occasions,
e.g. medical conferences or symposia, with the written
permission of the speaker.

11.2 Quotations from medical literature, or from per-
sonal communications received from doctors, -must
accurately reflect the meaning of the author and the
significance of the study.

11.3 The utmost care must be taken to avoid ascribing
claims or views to medical authors when such claims or
views no longer represent, or may not represent, the
current views of the author concerned.

12 Distribution of printed promotional material

12.1 Promotional material
2.1 should only be sent or
distributed to those categories of persons whose need

IOI or interest in, “le palllculal I“iollll tion can reason-
’ g
a C

viii

HE PHARMACEUTICAL INpyg,.
Y

12.2 Any information gg.;
H A .BSI n
of medicel roGUSIS in lini, nd (0 ang,
medical officer € addressgg 4, v Stial o, fagg
orto Medica| AL} o ‘lhe Me ane' lhau

12.3 Restraint should pe . x|I!ary sta§'°al a'(}“: CIus‘
of distribution and on the v Xerciseq - Vlge’h!
distributed. Ume of Droon the ("

The style of mailings js re Jovis Otiong
t

doctors and criticism of the; 0 the, B
arise where their info,,t,:s'lg ,’;el ehclyr che”fab |
re th al ¢, il
oot Hom eyt e ok '
highe il C;; 1ate Will be agog., 2N o "hipely'o
new’products than for others~ Pted fo, ,,’:"Psi,,: o
12.4 dMaahng lists must be kep aill, ~°4
from doctors to be removeg fro up to day n
lists must be complied with pro romoy; e, Req
be restored except at the doc MPtly ang ponal m:i?-“‘
{

0

permission. for's ’GQuesntoo':ame mgg
. . Wit Y
13 Audio-visual materia| 't hig

13.1 Aufiio-visual material mygt
vant requirements of the Codg, yy:o P Wit
Clause 7.3. * With the gy g
Lo Plioy .
13.2 When audio-visual Materia| j lion ¢
product, copies of the relevant datg S used 1, pr
with the same content, must e n?heet, ora doomotaa
persons present or to whom the ade ayailablcumem
delivered. Materig) i < 04
The expre;sion 'augﬁo- visual materiay i et
as /nc/ud(ng matenal_ which consists e s eime,,J
or of projected moving or still pictyy e/ther of Soyp Teteq
sound recordings, cinematograph f,‘,ms only. ft jn oM
entations, video-recordings and gy 2Pe-Slide
broadca:s{lny. It doesnotinc/udeinfonl,l,nq " '
on (elews:on apparatus, visual display uatl_On eprog,
which comes within the scope of Clau.w_an;t,}s ki

13.3 Audio-visual promotio
1O nal ial i
the certification requirements of Clr:s;:"fé 'S Subjecy 1,

14 Material reproduced on t, isi
visual display units and the Iil?;e\"sIo

14 (i) Promotional material which i ,
hospitals, doctors, pharmacists efg,lsbrczdztava"ab"’.m
enable the material to be accessed and ,ep’;o;ms Which
television apparatus, visual display units ang*: on
must comply with all relevant requirements of tht oy
with the exception of Clauses 7.3 and 7.14. b

Such material includes viewdata s

k | ystems,

discs and the like, but not video-tapes, whicrem
within the scope of Clause 13.

14 (ii) The obligatory information required b
7.3(i)(g)—(f) must be available thro?:gh theyfy':tl;s:\
conveying the promotional material and instructions for
accessing that information must be displayed with the
promotional material

14(i_ii) Promotional material made available in this
\;vsay is subject to the certification requirements of Clause

M apparatys,

Copies of promotional information made available in thi
way must be made in permanent form and retained for

not less than three years.

15 Certification of printed promotional material

15.1 No promotional material shall be issued unless
the final text and layout have been certified by tWo
persons on behalf of the company inthe mannerprovi

-
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ificates, together
152 " <hall preserve all certt
':5 4 anlﬁ:h‘f‘ epform certified, for not 1ess thﬁn
- 1 o materid roduce them upon request from t 7
hree Y& horitg' or the Association at the instance 0
aut

icensingd ice Committee. :
: ode of Practi cedure shall apply, with the

e f°’°9°'ng(gr:udio-visual material prepared
panies in accordance with Clause
ol material provided by or with the
: mpanies for reproduction on television
authorty O ° -1 display units and the like in accordance
apparatus: '14 andtobriefing material for representatives
"mhf,f; is:accordance with Clause 17.12.

ra -

:5 P guspension of advertlse'ments . y
|nthe event of the Code of Practice Committee requiring
e erth: :he use of an advertisement pending its
(i) tosuspend o plaint by the licensing authorily
i tonthe safe or proper use of the product, in
roleva‘;ltn:e with paragraph 8 of the ‘Constitution and
p°§c°£diw for the Code of Practice Committee,, Or,

(i’i) to discontinue 8 practice or suspend the use ?jf an
dvertisement until a review has been completed, |2
:ocordance with paragraph 13 of the Constitution an
procedure for the Code of Practice Committee,,

the company shall at once make every possible en-
deavour to comply.

17 Medical representatives

174 Medical representatives must be adequately
. yained and possess sufficient medical and technical

knowledge to present information on the company’s

products in an accurate and responsible manner.

17.2 Medical representatives should at all times main-

tain a high standard of ethical conduct in the discharge

of their duties.

17.3 The requirements of the Code which aim at

accuracy, faimess, balance, and good taste apply to oral

representations as well as printed material.

174 Unfair or misleading comparisons or comparisons

mplying a therapeutic advantage which is not in fact

justified ""_’5' be avoided by medical representatives.

:37,5 Claims made for products by medical represen-

lives must be limited to the indications permitted by
the product licence,

on d
by of ,Dmotlon

CE FOR THE PHARMACEUTICAL INDUSTRY

17.6 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.

17.7 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.

17.8 Medical representatives must take adequate pre-

cautions to ensure the security of medical products in
their possession.

17.9 Medical representatives must not use the tele-

phone to promote products to the medical profession

unless prior arrangement has been made with individual
doctors.

17.10 Medical 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.

17.11 When discussion about a product is initiated by

a medical representative, he should place before the

ix
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A company may make available to a doctor a pre-  of the product. responsible for the g,

printed request form or card; such a form or card may  (jii) The address of the ;

bear no more than the doctor's name, the company’s  address of the part of hi pl;°d.“°‘ licence hoj

name and address and an identifying reference, together  sale of the product S business responsiplg e

with guidance as to the further information which the (iv) An indicati ’

doctorhimself must add. This limitation as to the provision ’ N indication that the

of information on a pre-printed request form or card does b s

not apply, however, in the case of a product controlled  /f @ promotional aid consists of a note pad in whigy

under the Misuse of Drugs Act 1971. individual pages bear advertising materia ther;cis‘h' I
If such a pre-printed form or card is presented by a  17€ed for the individual pages to comply with Clause";

representative, then the doctor himself must complete ~ Provided that the information required by the clusi

the form by inserting the requisite information. given elsewhere in the pad. for example, on the cove.

Whereverpracticable,anindividualsampleshould not 20 Hospitality ‘

represent more than four days’ treatment for a single
patient.

Product name is 5 rads

Entertainment or other hospitality offered to membersd *
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18.2 A signed request is not required when samples promotion should alw‘;ys Ba second%ryplo the mait
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must be packed so ag to b
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. itations to such medical
om/n;ufc; ;1’;:,?; extended to wives or
rou) - sthey emse/vgs.;repract/smgmembers
mdbﬂ’” dsl’,”ﬁo’ allied ”2'2’,7;;";7 which hospitality will
: i e taken into account Is the
S 'l/ pe created in the minds of the
w”o hear about it. Hospitality va{/ch
n pure entertainment has limited

es he provision of information ;n&:l
bec? in terms 4 hgspitalily can only be regaraea.

antand wasteful.

esearch .
p is the collection and analysis of
4 eda,cusr pe unbiased and non’-prc')mouona[,
e h the statistics OF information is put may
o hlf The two phases should be kept distinct.
o or marketing research must ndever
i i i to reduce
4 in discredit upon. or
be such 85 L hebrhgrmaceutical industry. The fpllow-
ly whether the research is campd out
VIs“tJhe company concerned or by an organisation
direC h;,n the company’s behglf. .
. following information must be made available
Thimant at first approach 3

wre of the survey. y O .
me and address of the organisation carrying

i) The identity of the interviewe.r. '

(! ) Thenature and length of the interview.

L : i ii) does not mean that
s ’eq%::;/;’g lg’aﬂzlgglézjgg)reveal the identity of

3l

,-,:5%1. This must depend upon the contract between
ihe client and the organisation. ;

13 Questions intended to solicit disparaging refer-
fnées 1o competing products or companies must be
o | statement given or made to an

Any written or oral sta /
izr:f:rmantyiln order to obtain co-operation must be both
tactually correct and honoured. .
215 Any incentives offered to the informants _should
be kept to @ minimum and be commensurate with the
work involved. ,
216 Marketingresearch must notin anycnrqumstances
be used as a disguised form of sales promothn apd the
research per se must not have as a direct objective the
influencing of the opinions of the informant.
217 The identity of an informant must be treated as
being confidential, unless he has specifically agreed
otherwise.
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
forthe purpose of sales promotion.
21-: Precautions should be taken to ensure that no
embarrassment results for informants following on from

zn interview, or from any subsequent communication
oncerning the research project.

2 Relations with i
: the general public and la
tommunication media ’ P Y

2, b [
for ?n,‘::;q".ests from individual members of the public
ation or advice on personal medical matters

‘.;

must always be refused and the enquirer recommended
to consult his or her own doctor.

22.2 Medicines which cannot legally be sold or
suppheq to the public otherwise than in accordance with
a prescription, or which are legally limited to promotion
for sal_e or supply only on prescription, must not be
advertised to the general public.

Posters 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.

22.3 Statements must never be designed or made for
the purpose of encouraging members of the public to
ask their doctor to prescribe a product.

22.4 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 responsi-
bly and not concerned to exaggerate or even sensation-
alise its significance.

225 The importance of such information and the
existence of legitimate public interestin acquiring itmay
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
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
correspondents 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, informationmay alsobe releasedinaninformal
manner.
22.6 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 sharehold-
ers, financial advisers, employees and creditors.

When releasing information, it is essential to bear in

mind the provisions of Clause 5.3 and, in particular, the
extreme caution requiredinany referenceto side-effects;
it should also be emphasised that the treatment of a
particular individual is solely a matter for decision by his

medical practitioner.

22.7 Onall 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.
22.8 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.

23 Operative date

This Revised Sixth Edition of the Code shall take effect
on 1 January 1986.

xi
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cortamil HYAOC one face and on the other
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)g;fﬁqu' 8":":;%;:“"1“ Hydrochloride BP pertablet.

ntalnlﬂ94 . Yellow, biconvex, film-coated

o mg: Y ox, I ‘
(,‘o/dilax,'ablefjsrod;:‘r’llogd Tablets BP_i printed with
verap*’““,I A on one face and on the other

CordiloX 88"0 mgverapamil Hydrochloride BP pertablet.
containin ots 120 Yellow, biconvex, fjlm-coatpd
erochloride Tablets BP_imprinted with

iox tab
cordiloX 14
Verap2 o ny(',120' on one faqe,and on the other
'Cord'.lnoi),(,gauo mg Verapamil Hydrochloride BP per
contal

blet i film-coated Verapamil

7 . vellow, biconvex, film=coa| erap
c"’d'/0x|,§gé¥::>?ets BP imprinted with Cordilox’ qnd
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11:(? m;r:l:rapamil Hydrochloride BP per tablet.

x Ve Colourless

glass 2 ml ampoules with break-
mg Verapami

Cordiﬁ’ntaining 5 | Hydrochloride BP per
fine €

ampoule.

565
gordi/ox tablets:

1) The treatment of mi
andrenal hypertension,
tion with other antihype

2) The treatment apd prophyl
and variantangina. ; .

3 Thexreatmentand prophylaxusof suqraventncular
tachycardia (paroxysmal (achycau?na, gre(natpre
supraventricular contractions, atrial fibrillation
and flutter) and paroxysmgl supravemn_cular
tachycardia of the reciprocating type associated
with the Wolff-Parkinson-White syndrome.

Cordilox IV: The treatment of supraventricular arrhyth-

mias.

Mode of Action: Cordilox is a calcium channel blocker
which inhibits the inward movement of calcium in
smoothmuscle cells of the systemic and coronary arteries
and in the cells of cardiac muscle and the intracardiac
conduction system.

Cordilox lowers peripheral vascular resistance with
little or no reflex tachycardia. Its efficacy in reducing
both raised systolic and diastolic blood pressure is
thought to be primarily due to this mode of action.

The decrease in systemic and coronary vascular
resistance and the sparing effect on intracellular oxygen
consumption appear to explain the anti-anginal proper-
ties of the product.
thsﬁ:::use of its effect on the movement of calcium in

acardiac conduction system, it reduces automat-

mild to moderate hypertension
used alone or in conjunc-
rtensive therapy.

axis of angina pectoris,

icity, decreasgs conduction velocity and increases the
refractory period.

Dosage and administration
Hypertension (oral administration)

Adults: The usual dosage is 160 mg twice a day.
However, a minority of patients may be successfully
controlled on 120 mg b.d. while others may require up
to 480 mg daily given in divided doses. A further
reduction in blood pressure may be obtained by combin-
ing Cordilox with other antihypertensive agents, e.g.
thiazide diuretics. For concomitant administration of
beta-blockers, see ‘Precautions’.

Children: Up to 10 mg/kg/day orally in divided doses
according to the severity of disease.

Angina (oral administration)

Adults: The usual dosage is 120 mg three times a day.
80 mg t.d.s. can be completely satisfactory in some
patients with angina of effort. Less than 120 mg t.d.s. is
not'likely to be effective in angina at rest and variant
angina.

Children: No data available.

Supraventricular arrhythmias
Non-acute (oral administration)

Adults: 40-120 mg t.d.s. according to the severity of
the condition.

Children: Up to 2 years: 3 40 mg tablet 2-3 times a
day. 2 years and above: 1-3 40 mg tablets 2-3 times a
day according to age.

Acute (1V injection)

Adults: For the treatment of tachyarrhythmias, 5-
10 mg (1-2 ampoules) should be injected intravenously
over a period of 30 seconds with continuous observation
of the patient and, preferably, with simultaneous ECG
monitoring.

In cases of paroxysmal tachyarrhythmias a further
5 mg may, if necessary, be injected 5-10 minutes after
the first injection with the same precautions being
observed.

Higher doses are not usually necessary.

Children: Newborn: 0.75-1mg (0.3-0.4 ml)
Infants: 0.75-2 mg (0.3-0.8 ml)
1-5years: 2-3mg (0.8-1.2ml)

6-15 years: 2.5-5 mg (1.0-2.0 ml).

In many cases smaller doses than those mentioned
above are sufficient. The injection should be stopped at
the onset of the desired effect.

For concomitant administration with beta-blockers
see ‘Precautions’.

Elderly: No special dosage recommendat_ions except in
those patients with impaired liver function or cardiac
conduction disturbances (see ‘Precautions’).

Contra-indications, warnings, etc

Contra-indications: Hypotension, marked bradycardia
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mse!"’"é’ tered doses.

: me aalsy
ovidind =4 dose contains:
P gach metere 1.5 mg

pent0c@in® e 0.0413 Mg,

u
cw““:,nrlt flavoured propellant.
nan i ore throats caused by cold, post-

Treatment of § tants, and minor infections of the

Ust:? grip and other irri
nssulh ﬂnd throat

P d administration Shake can before use.
Dosage 2 o very two to three hours if required (not
Adu/lSB 2:h1°5 shots in 24 houts or as directed by. the
more 1@

cian)- :
physicior _72: 1 shot every two to three hours if
Chilqleg(‘:g‘{nirl than 8 shotsin 24 hoursor as directed

uire e
Leyqthe phySICIan ).

. dications, warnings, etc )
ontl'a.ml:ilcat y tivity reactions to benzocaine

Side-effects: Hypersensi
have been reported. N e
ions. Avoid spraying | i
Precaullgfssunder pressure — do not puncture.
Conte m heat and flames - do not throw

eg) away'fro_
ﬁn’i(she%contamer into fire. " |
Contra-indications: Known hypersensitivity to Benzo-

caine.
i i Store in a cool place.
rmaceutical precautions
g:ealf-life 3 years. Shake can before use.

Legal category P. ,
iti i ini .5 g with
kage quantities Single can containing 7
: ::Iv:gpro?liding 60 x 100 mg metered doses (shots).

Further information Published clinical studie; ha\{e
demonstrated antibacterial activity L}y the reduction in
the population of pathogenic organisms of the buccpl
mucosa. Together with the spray’s local anaesthetic
activity, this has been found of value in the treatment of
pain and infection following tonsillectomy.

Product licence number 0231/5026.

ACTHAR* GEL

Presentation Corticotrophin Gelatin Injection BP in
vials containing 20, 40 and 80 i.u./ml for subcutaneous
Orintramuscular use only.

Uses Rheumatic and Collagen diseases. Asthma. Dis-
“st of the Gl tract (e.g. ulcerative colitis). Nephrotic
Shdrome. Diseases of the CNS (e.g. Bell's Palsy,

Retrobulbar Neuritis and Multiple Sclerosis). Adrenal
function tests. Chronic skin and allergic conditions
responsive to corticosteroids (e.g. psoriasis and certain
eczemas and refractory hay fever unresponsive to
conventional treatment). 3

Dosage and administration General information on
dosage for therapeutic use. The aim of treatment with
Acthar Gel is to obtain a satisfactory therapeutic effect
with minimal dosage, the clinical response being the sole
measure of adequate dosage. Therapeutic effects may
appear within hours, although with some chronic
diseases improvement may not show for several days.

Because patients’ adrenal glands vary in their sensitiv-
ity to ACTH and because disease conditions vary in their
response to corticosteroids, no specific uniform dose can
be equally effective for all individuals. Some conditions,
e.g. acute exacerbations of asthma and multiple sclerosis
may require high doses initially to obtain a remission.
Once the disease is under control the total daily dosage
should be decreased as rapidly as possible. Dosage
reduction should be consistent with maintaining clinical
improvement. Some conditions, e.g. rheumatoid arthritis,
nephrotic syndrome and chronic asthma may need long-
term maintenance therapy. Again, the aim is to obtain
satisfactory therapeutic effect with minimal dosage. If
the treatment regimen is started on a daily basis once the
smallest daily maintenance dose has been established
(e.g. 20 i.u.), attempts should be made to lengthen the
dosage intervals. If at any step of dosage reduction
symptoms reappear, a return to the previous effective
schedule is necessary before a further attempt at dosage
reduction is made. On occasions Acthar Gel can be
completely withdrawn as the patient experiences a
remission.

Instead of starting with daily injections, it may be more
convenient to commence with an initial higher fixed unit
dosage (say 40 i.u. per injection) twice or thrice weekly.

Suggested practical regimens for specific conditions
are given below. These are guidelines only, the dosage
should be titrated to the patient’s response.

Conditions needing maintenance therapy
Rheumatoid arthritis: Initially a dose of 40 i.u. should be
given daily. Review the dosage at intervals of three days
and adjust according to the clinical response. The dosage
should be increased or decreased bearing in mind that
the ideal dosage is the minimum necessary to relieve
symptoms.

Chronic asthma: Initially a dose of 40-80 i.u. should be
given daily for a period of five days. Reduce by steps of
10 i.u. until symptoms are satisfactorily contrglled. On
remission of symptoms, treatment may be withdrawn

ABPI0000024_0012
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ing: 0209 more rather than less gp, ubt aboyy 4, OVerp, knqn‘he
Sodium Chloride BP 0309 Contra-indio. o= 1 be fhy,tthe xag g
Potassium Chloride B P 0309 Known coneioations, warn;, d%g:
Sodium Bicarbonate B 8.00g OWn contra-indicationg to D_QS, ete | ,
Glucose BP ' may be a number of congjgioyralvte, 1y Nere

J id and electrolyte loss in Dior§lyte will be ina A
Uses Oral correction of fluid requiring surgical int‘e)':"c.pmite

§ ©Q intggy: . atmg,” the
. i and adults. . e ] . vention, 8Sting, Meny ¥
mf‘l?rr::frﬁ:'rln‘tjffnwmery diarrhoea of varying aetiologies, Precautions: For ora| administray; ! °bs‘rugﬁ"h !
including gastroenterits, in all age 970UP. h Dioralyte should not be recozgap only, : |
d administration Reconstitution: The ¢ E" “t"a‘eﬂh Uted iy, dilyq
OMR o h sachet should be dissolved in 200 ml ach sachet should alway,g Mg

: be ‘
contents of eacl C0t  unces) of drinking water. Use  Water. A weaker solution than retl:s:olv"d in |

i ly 7 flui L , ; % 2
f(;‘;ﬁrgmfr:; Zmater for adults and children. For mfantl‘.:j fig'r:t:r':jtah;r%?\ug‘fl g|lug:ose and elecyyq, ndedo‘,?il'lhlm
d here drinking water is unavailable, the water shou Ao otk gersolution thap, ret:ornc.yte COnggy
gg f::shly boiled and cooled. The solution shom:’ld :e Fthe ;gf;zg;e l(r’nbalance. m "dedm?v""t
i i efore use. If refrigerated, the adoes not impy, Qivg
3"3733;,%33?3 ‘imfﬁr up to 24 hours, otherwise any  Should be reassessed. Prove prompy,, e
solution remaining an hour after reconstitution should  Warning: Cow’s milk and artificia| m; -
be discarded. The solution must not be bo.lled. ) should be stopped for 24 hour a milk feeds inj
The actual volume of reconstituted Dioralyte which duced when the diarrhoea has IesSe"d Qraduyay, re’!fanu
should be taken should be decided by the clinician,  feeding should be continued. ned‘H°Weve,, l')?:;

ing into consideration the weight of the patie.nt gnd 5
:::l:t%ge and severity of the condition. A basic principle Ptha"g!aceuncal Precautions T,
of treatment of diarrhoea is to replace lost fluid and then ~ Storedina cool, dry place. Shelf-Jife 3
to maintain sufficient fluid intake to replace fluid loss Legal category P.

from stools. N
Daily intake may be based on a volume of 150 ml/kg Package quantities Packs of 20 sachets |

body weight for infants and 20-40 mi/kg body weight Further information ik

Sachet s
Years, houldbe |

for adults and children. A reasonable approximation is: based on the observation . POsition of Digyg X
Infants - One to one and a half times the usual feed  isotonic solution of glucoss a:snad °°f:;?ctly balan
volume. . intestinal water absorption. Sodium - stimyjge

Children - One sachet after every loose motion. A litre of made up solution

(5 sachets, 5 200n

Adults - One or two sachets after every loose motion.  quantities) contains: 35 mmol Sodium (Na*); 20
+ 20mmgl

More may be required initially to ensure early and full ~ Potassium (K*): 37 mmol Chlori -):
volume repletion. Bi:_irbona:e (HCO,); 200 mmol (I))ne?::rogg Vit
e total osmolarity is 310 i
Day  Volume of Volume of  Total volume Each sachet of Diotryalyte corr'::;:sls %er :;tfreiuc which
Dioralyte solution  artificial in 24 hours is equivalent to 30.5 kcal L g
(ml) milkfeed  (mi) 3 %5 oman:
(ml) Pfoduct licence numbers
: Dioralyte 0231/0043.
; 150 x wt 0 150 x wt D!oralyte Cherry 0231/0067
£ 138 : x :638 xwt 150 x wt Dioralyte Pineapple 0231/0068
xwt 150 x wt
g gg xwt 90xwt 150 x wt
X
- : wt 120xwt 150 x wt FACTORATE* HEAT TREATED Y
150xwt 150 x wt . ' : ilic Fraction
o Presentation Dried Human Antihaemophilic wi
eight in kilograms. Factorate Heat Treated is a stable lyophilised c?n::,umm
In the initial stages of treatment of diarrhoea all food °|f Factor VIl (AHF, AHG) prepared from poolé
including cow's o b g 00ds, plasma. ihaemo
However, breast m;Ika:;r:g?:ngk' should be stopped. Each vial contains the labelled amount ofl :tr;trlna o
infants it is suggested that the i:f w'".'e'd: Inbreastfed philic activity in International Units (one : FactorVl
volume of Dioralyte ag the norma|afm ': given the same  Unit is the activity equivalent to the aVer;fg fresh nom?
eedand thenputto  content of 1 ml aliquots of 167 samples |aborati®

the breast untj| satisfied. Expressig

| col
the breasts may be necessary dy .

n of residual milk from plasma, as determined in an internati i

ring this period. After study). Each vial also contains sufficien

T — ,J
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i i imately iso-

uted solution approxima

g the rec,,‘;"&',';te, for Injections BP is added as
U

0 M8 on ster

O v:ihen
ot
|

een heated at 60°C for 30 hours.

hssintwd”ced in order to reduce the risk
h ; ious agents. : :
1his ﬁﬁﬁ,issioﬂ ‘Lfrg'efe?:sma are tested for antibodies to
o umt(s: ;If fy?n photropic Virus type 111 (HTLV I11) and
e be negative:
| ‘ouns for use in theraP
|
‘ g::hilia A)- dm;nistration Factorate Heat Treated
aus administration only. As_ a general rule
for intra¥ wor VIl activity per kg will increase by 2%
it of Fac Factor VIII level, and although dosage
e Circy X d according to the needs of the patient
! ad| Us}e of haemorrhage, presence of inhibitors)
eneral dosages aré suggested.
- Initially 20 units per khg ':af bofdy
1. 10 units per kg every eight hours for

ig tfollor‘:zi‘:::nd the same dose every 12 hours for
he first : 4 days. For massive wounds, give until
penext3 O T aintain with 20 units per kg 8-

ging stops aN° . Vil level of 40%

blee chieve @ minimum Factor evel O 7
pourly 10 2 rrhages: (a) Minor haemorrhages in

aemo :
2 M;i’g‘/’ig, non-vital areas: 10 units per kg once a day
e

fof(émla:g\% haemorrhages in non-vital areas: 10

: infusion at 12 hour intervals for 2 days
un:;s(h%‘::r?c?; day for 2 more days.
an Haemorrhages near vital organs (neck, throat,
bc)eritoneal): 20 units per kg, initially; then 10 units
w,ig every 8 hours. After 2 days the dose may be
%uc,ed by one-half. )
3 Joint haemorrhages: 10 units per kg every‘8 I.lou;s
fora day; then twice daily for 1 or 2 days. If aspiration is
camied out, 10 units per kg just prior to aspiration with
sdditional infusions of 10 units per kg 8 hours later and
again on the following day. .
4 Surgery: Dosages of 30 to 40 units per kg body
weight prior to surgery are recommended. After surgery
20 units per kg every 8 hours should be administered.
. Close laboratory control to maintain the blood level of

y of classic haemophilia (Hae-

Factor VIl above 40% of normal for at least 10 days

post-operatively is suggested.

5 Dental extractions: For simple extractions a pre-
operative dose of 20-25 units per kg sufficient to raise
the Factor V11 level to' 50% should be given, followed by
intravenous administration of tranexamic acid. For mul-
tple extractions further doses of Factor VIil may be
advisable 24 or 36 hours after the operation.

Recommended reconstitution: Reconstitute Factorate
Heat Treated using the appropriate quantity of Water for

Injectiops BP as shown below using standard aseptic
precautions,

Nominal amount of Q i
. ur uantity of Water for
’;’”hﬂemgph/hc activity Injections BP.
(Internationay Units) (ml)
\\
%5
o0 20(10t)
1000 40 (20t)
e 60 (30t)
o
pme:a‘;)'l";:l::lstances‘, Wwhere a small volume is required, it may
limg gy, feconstitute Factorate Heat Treated with a lower

. terforinjections BP, however the content of sodium

11318 ions wijl| ot :
i compl
GVenin braey, 13 the tale ply vv:th the BP. These volumes are
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Warm both diluent and Factorate Heat Trea i
b:twqen 20°C and 25°C. Direct diluent down ‘tehc:s\;li?iles :)C;
L.e vllal and g‘ently rotate the vial until contents are

issolved. DO NOT SHAKE VIAL. Vigorous shaking will
E::ause frothlng. and prolong the reconstitution time.

ompletg solution usually takes less than 5 minutes. The
solutloq IS now ready for administration. If a gel forms on
reconstitution, the preparation should not be used.

Administration: Standard a i i
: septic techniques sh
used at all times. 4 T e ao

Intravenous injections: Plastic disposable syringes are
recommended with Factor VIl solution. The ground
g|ass. surfaces of all-glass syringes tend to stick with
solutions of this type.

i1k AFtach afilter needle to a sterile disposable syringe.
Iqsert flltgr needle into stopper of Factor VIII 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 equipment used
should comply with that described in sections 3 or 4 of
British Standard 2463:1962, Transfusion Equipment for
Medical Use.

1. Prepare solution of Factorate Heat Treated as
recommended under ‘Reconstitution’.

2. Attach suitable infusion set.

3. If more than one vial is to be administered to the
same patient the infusion set may be transferred to a
second vial. .

4. When infusion of Factorate Heat Treated is com-
plete, the infusion set may be flushed with sterile isotonic
saline to avoid loss of any of the reconstituted solution.

5. After use, discard infusion set, needles and vials
‘together with any unused solution.

Contra-indications, warnings, etc

Warning: Factor VIl is prepared from human plasma,
each donation of which has been found negative for
hepatitis B surface antigen (HBsAg) by the radio-

‘immunoassay (RIA) method. In addition, each batch,

after reconstitution as recommended, has been tested
and found negative by the RIA method. However, since
no completely reliable laboratory test is yet available to
detect all potentially infectious plasma donations, the
risk of transmitting viral hepatitis is still present.

Side-effects: Products of this type are known to cause
mild chills, nausea or stinging at the infusion site.

Contra-indications: There are no known contra-indica-
tions to antihaemophilic fraction.

Precautions: Factor VII| 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 haemolysis should -be considered: Such

-patients should be monitored by means of a haematocrit

and direct Coombs test for signs of progressive anaemia.

Pharmaceutical precautions Factorate Heat Treated
is to be stored at refrigerator temperature (2°C-6°C).
When stored as directed, it will maintain its labelled
potency for the dating period indicated on the label but
within this period may be stored at room temperature
(not exceeding 30°C or 86°F) for up to six months.

Legal category POM.

Package quantities Factorate Heat Treatedis supplied
in single dose vials (potency is stated on each vial label).

ABPI0000024_0014



———

ARMOU

90
mophilia A a hereditary

courring almost explu-

se bleeding in joints,
s a result of minor trauma.
o a deficiency of a

¢ factor, Factor
porary replace-

Further information ‘
lood coagulatio

i n
disorder of

sively in males results 1IN profu

muscles of internal organsea

to )

antihaemophllu

ific plasm f
f/rl’ﬁ?Facz)rate Heat reaged provides tem
ment of the missing clotting

Affected individuals fre
ing minor trauma. Surgery when
individuals must be prpcedgd by temp!
the clotting abnormahgy_wutp fresh pla
cryoprecipitate or by injec
trates. Obvious advantages ©
Factor VI he avoidance

overloadin e e
dysfunction resu ting from large
ySeveral different concentrations of Factor V!II have
ssfully. These range from Fraction 1 of
i tions. Drie

peen used succe

Cohn to highly purified potent prepara

Human Antihaemophilic Fraction - Fact_orate Hpat

Treated is in an intermediate category: being purified
s of the BP.

cryoglobulin complying with the standard
icence number 0231/0038.

centrates of
oteinaemia,
ble kidney

f the use of con
of hyper-pr
m and possi

ume transfusions.

Product|

HIGH POTENCY FACTORATE’
HEAT TREATED ¥
Presentation Dried Human Antihaemophilic Fractic_)n
High Potency Factorate Heat Treatedis @ stable lyophil-
ised concentrate of Factor VIl (AHF, AHG) prepared
from pooled human plasma. It conforms to the mono-
graph for Dried Human Antihaemophilic Factor BP.

Each vial contains the labelled amount of antihaemo-
national Units (one International

philic activity in Inter
Unit is the activity equivalent to the average Factor Vil
f 167 samples of fresh normal
plasma, as determined in an international collaborative
study). Each vial also contains sufficient sodium chloride
to make the reconstituted solution approximately iso-
tonic when Water for Injections BP is added as directed.
This product has been heated at 60°C for 30 hours.
This step has been introduced in order to reduce the risk
of transmission of infectious agents.
All units of source plasma are tested for antibodies to
human T cell lymphotropic virus type 11 (HTLV 1II) and

found to be negative.

Uses For use in therap
mophilia A).

Dosage and administration High Potency Factorate
Heat Treated is for intravenous administration only. As @
general rule one unit of Factor VIII activity per kg will
increase by 2% the circulating Factor VIII level, and
although dosage must be adjusted according to the
needs of the 'patient (weight, severity of haemorrhage,
presence of inhibitors) the following general dosages

are suggested.
1. Overt bleeding: Initially 20 units per kg of b
weight followed by 10 units per kg evers eigh% hoursof%yr
the first 24 hours and the same dose every 12 hours for
lt)he next 3 or 4 days. For massive wounds, give until
leeding stops and maintain with 20 units per kg 8-
hourly to achieve a minimum Factor VIII level of 40%

2. Muscle haemorrhages: i
s hages: (a) Minor haemorrha i
extremities or non-vital areas: 10 units per kg oncegaetsja";'

for 2 or 3 days.

y of classic haemophilia (Hae-

R PHAR MACEUTIC

AL COMPANY LIMITED

(b) Massive haem
. . O
units per kg by mfusio,:rgta 1es i ng
and then once a day for 2 2 hoyy Vit
suI(JC)eril’t{(?:m?"hages Near 0vrie: days, "
perpl:g eveera )é %\0 units per kg, jpipons
y ours. After g, Nitia)| ,(n%
reduced by one-half, 2 days tgl ; ‘henk’ th
. X
3. Joint haemorrhages: ® dogg g )
f d . 2 S. 10 Un’ 'h Th
or a day; then twice dail S per Wy
carried out, 10 units pe Yfortorg g 9 g
additional infusions of 1rok3 iUSt prioy Fagy e
again on the following day Nits per kg g 2spi’atli:;a"°n:
. ou'” Ny,
ale’a

4. Surgery: Dosages of 3
h ; 0t
\ZN(? 'Srr:ittg r;'farr tl? oo '“3"37(\) IS pg
Close Iaboratog avery 8 hours shoSlnded' Aftr X bog
Factor VIl abov control (o maintin et
above 40% of norma g 1 boog
post-operatively is suggested al for o Ieg:d I%:M
’ t 10, o
oy

5. Dental extractions: For sj

otf)e'r:atwe dose of 20-25 “"itss":z'rek EXtractigy,

the Factor VIl level to 50% should b, " s‘ufﬁciens 3 g,

intravenous administration of tran © given, foul Oy

tiple extractions further doses ofexamlca i ?"&dby

advisable 24 or 36 hours after the o:eactor vy ;;;‘""
ration, by

Recommended reconstitution: Recong;
Stitute

tency Factorate He :
at Treated using the ap":)'gh Po.
I

qu.antity of Water for Injecti ;
using standard aseptic precat:(t)igf,sap as showp ﬁ’g.";w"
%%Z%Z'::/fll;c"a?:,ﬁ vity 2:{3” tity of Wate,
(International Units) (,,l,f)cno"‘ Bp
250
500 ;8
1000 30
2000 60

Warm both diluent and Hi
Treated vials to between 20%1 a:(:;ezrirf)é':aocim'a“’. Hea
down the side of the vial and gently rotate tlrnem'dlluem
contgnts are dissolved. DO NOT SHAKE VIAI_(’\‘;'al !
s_hakupg will cause frothing and prolong the réc:;gm
tion time. Complete solution usually takes approxi:)s:m .
10 minutes. The solution is now ready for adminisuati';arv
If a gel forms on reconstitution, the preparation shou
not be used. The solution should be used within 3 hous

of reconstitution.
Administration: Standard aseptic tec
used at all times.

Intravenous injec
recommended wit
glass surfaces of a

solutions of this type.

1. Attach afilter needletoa sterile dis e
Insert filter needle into stopPer of Factor VIll vial; infe!
air and withdraw the reconstituted solution from:‘jie mbk

2. Discard the filter needle and attach @

intravenous needle.
3. Administer solu
at a rate comfortable to t

2 ml per minute.
Intravenous. infusion: The iqfusiqﬂ s tions 3

should comply with that described in $€°C_; it
British Standard 2463:1962, Transfusion

Medical Use.

hniques shouldb

¢ disposable syringes &
ution. The gmupd
d to stick

tions: Plasti
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tion by slow int
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oy | Gontr® JFacto ¥ ich has been found negative for

ey | W"”’”g ation of -qen (HBsAg) by the radio-
e | ﬂ‘"ﬁ:gn surfaceé ;‘J‘et:ﬁod, In addition, each batch,
o | o y(BIA)as r.,c(,mmended, has been te§ted
N lﬂ‘;‘r ansﬂwi'isg by the RIA method. However, since
o pund nege liable laboratory test is yet available to

w | 8 gty rolab ¥ nfectious plasma donations, the
ise 0 Pofg?nlg viral hepatitis i still present.
b,' rb‘onraﬂsm' ycts of this type are known to cause
w | SEd :auseao" stinging at the infusion site.

| n‘ﬁ“h',s"i. stions: There are no known contra-indica-
» [ 0 '”:,égaemophilic fraction.
g Lo -factor VIII contains low levels of group A
N | ons: 2~ | utinins. When large volumes are given
| pipisoheema99TT A, B or AB, the possibility of

ndd! ou
\ mpauentsof::’:‘g(ﬂ;sispshould be considered. Such
i ular 188 nonitored by means of a haematocrit
:‘f’f}';j;h&ombs test for signs of progressive anaemia.
tions High Potency Facto-

) ical precau !

‘ ”“L’"ﬁﬁ:ﬁz iz? to be stored at refrigerator tempera-
e%_s'C). When stored as directed, it will maintain
he period indicated on the label

s» g tency for t

- ﬂaﬁﬂpﬁm zariod it may be s’tored at room
- nperature (not exceeding 30°C or 86 F) for up to six
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I l Legal category POM.

' | package quantities High Potency Factorate is sup-
'~ pledinsingle dose vials (potency is stated on each vial

[ebel).

Further information Haemophilia A, a hereditary
dsorder of blood coagulation occurring almost exclu-
~ siely in males, results in profuse bleeding in joints,
- Muscles or internal organs as a result of minor trauma.
| The discase appears to be due to a deficiency of a
W!ﬁq plasma protein, antihaemophilic factor, Factor
! High Potency Factorate Heat Treated provides
Ag“’afy replacement of the missing clotting factor.
s r:'cr:od individuals frequently require therapy follow-
idi du:; trauma. Surgery, when required in such
of the clos"‘itf:‘;;‘| satbbe preceded by temporary correction
005, crvopree: normality with fresh plasma transfu-
oncamg [eDsrexgmate or by injections of Factor VIII
X00r VII| gre ::: tages of the use of concentrates of
Weﬂoading the circ IBVOIdance of hypemrqteunapmla,
Unction reyltin "fam"V system and possible kidney
al differgny 20[1""‘ large volume transfusions.
dsuccessfy|| C%?Uanons of Factor VIII have
o 10 highly ¥ ese range from Fraction 1 of
Man “haem: u':! ied potent preparations. Dried
Wty Hear Tremdp' v F'a};non - High Potency Fac-
18 a purified preparation with lower
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Ievels of ﬁblillo ther F protein per
. . gen and o) he non'AH i P
l“tel"atlona' uni[ tha” 1 ||te|l||ed.8te F Ul.ty' AHF ;)I'e‘)a-
latiOIls. I I :

Product licence number 023 1/0044.

KALSPARE* Vv

Presentation Orange fi

: } ge film coated tablet marked ‘A’
one sn_de and with a breakline on the reverse. Ea?:h t:\btl)er;
contains 50 mg Chlorthalidone BP and 50 mg Triamter-
ene BP. Presented in calendar packs.

Uses Kalspare is a lon i i
) ’ i g acting potassium sparin
g:,unr:'t;_c andhantlhypertensive of particular vaspliw ig
litions where potassium conservationisani
consideration. ERVRSETR
Management of mild to m i

t I oderate hypertension,
oedema associated with congestive cardiac failure,
nep_hrosns, corticosteroid or oestrogen therapy and
ascites associated with hepatic cirrhosis.

Dosage apd administration
Hypertension: Usually one tablet daily taken after
breakfast. If necessary the dose may be increased to two
tablets taken once daily.
Oedema: The usual dose is one tablet daily taken after
breakfast. If oedema persists after seven to ten days the
dose may be increased to two tablets daily.

Dosage in children has not been established and
Kalspare is recommended for the treatment of adults

only.

Contra-indications, warnings, etc
Contra-indications: Hypersensitivity to the individual
components or to other sulphonamide-derived drugs.

Progressive renal failure (see also Precautions).

Concomitant lithium therapy.

Kalspare should not be used in the presence of
hyperkalaemia (plasma potassium above 5.0 mmol/litre)
or in patients receiving other potassium-sparing agents,
such as spironolactone or amiloride.

Warnings: Caution should be exercised in patients with
severe kidney disease, impaired liver function or progres-
sive liver disease.

As with thiazide diuretics and chlorthalidone, treat-
ment with Kalspare may result in hyperuricaemia or the
precipitation of acute gout in certain patients.

Potassium supplements should not be given with
Kalspare except in the presence of hypokalaemia.

Chlorthalidone has, in common with other sulphon-
amide diuretics, occasionally aggravated or precipitated
Diabetes mellitus. This effect is usually reversible on

cessation of therapy.
Chlorthalidone and related drugs may Qecrease serum
protein bound iodine levels without signs of thyroid

disturbance. ) .
Triamterene may cause a decreasing alkali reserve,

with the possibility of metabolic acidosis.
clinically significant hyperka-

Precautions: Although no cli )
laemia has occurred in studies with Kalspare, all potas-

sium conserving diuretic combinations can cause an

/ ; . S
al elevation of plasma potassium. It is rec
e ssium are made at

d that measurements of pota _
mgm:i?ne of dosage adjustments gnd at apprqpnage
intervals during therapy, particularly in elderly or diabetic
patients with confirmed or suspected r_en_al insufficiency.

Signs or symptoms of hyperkalaemia |qclude par.aes-f
thesia, muscular weakness, fatigue, flaccid paralysis O
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ADAtﬁ;'s dalat 5: Orange, soft gelatin
alat 9. ekt

aoA jon ,Adala;//:/eﬂow, viscous liquid. Adalat

- n 'r_'grinted with ‘ADALAT" and contain

08" g are OVer |at 5 Capsules are over-printed

I = da s are.
fgpns;g "ﬂq-lg?};:d contain 5 mg nifedipine.
D

/ pecific am? potent Icalciur:
i joni rterial smoot

ode 0 'smain actionistorelax arte '
aMmBg°"'St' A'datlrz:;st‘:oronary and peripheral circulation.
quscleboth Ir‘ectoris, Adalat capsules relax peripheral

In angmari:9 ducing the load of the left ventricle.
areries sﬁ Adalat dilates submaximally both clear and
Additiond ytic Coronary arteries, thus protecting the
athero-':(il;’i’:"st coronary artery spasm and improving
heart _8?1 to the ischaemic myocardium. "
ok sulesreducethefrequen_cyofpalrifulattac s
Ada'atci;[:haemic ECG changes irrespective of the
an|gtig:;ecomribution from coronary artery spasm or
re d

rosis. -

athe‘;o;lzauses a reduction in blood pressure such that

A ntage lowering of blood pressure is directly
mftﬂed'fg its?nitial height. In normotensive individuals

d
fdalat has little or no effect on blood pressure, :
Indications: For the treatment and prophylaxns of angina
pectoris, and the treatment of Raynaud’s phenomenon

andall grades of hypertension.

Dosage and administration 'For qral adn_'iinistr_ation,
the capsules should be taken with a little fluid during or
sftermeals. The recommended dose isone 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
inthe 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.
re::' the treatment of Raynaud's phenomenon the
& ""T'l:"dad dose is one 10 mg capsule three times a
’°Sypovr:|se ::gsfnwgnt titration of dose according to
ﬁmésaday_ aximum of two 10 mg capsules three

Treatment may be continued indefinitely.

c°ntra.

Uses act"on_' As a S

indications, warnings, etc

Ontra-indications - ;
of Child.begc:r:giﬂs. Must notbe given to women capable

arnings a y
95.and precautions: Adalat is not a beta-blocker

and therefore gives no protection again

abrupt beta-blocker withdrawal: a?iy sst:é:evsii:ﬂg::vg:
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
di'qgs and othe‘r antihypertensive agents, but the possi-
b.lllty of an additive effect resulting in postural hypoten-
sion _should be borne in mind. Adalat will not prevent
possible rebound effects after cessation of antihyperten-
sive therapy.

Acialat should be used with caution in patients whose
cardiac reserve is poor.

Ischpemic pain has been reported in a small proportion
of patients within 30 minutes of the introduction of
Adalat therapy. Patients experiencing this effect should
discontinue Adalat.

Rare cases of hypersensitivity-type jaundice have
been reported.

The use of Adalat in diabetic patients may require
adjustment of their control.

The antihypertensive effect of Adalat can be poten-
tiated by simultaneous administration with cimetidine.
When used in combination with nifedipine, serum
quinidine levels have been shown to be suppressed
regardless of dosage of quinidine.

Side-effects: Adalat is well tolerated. Minor side-effects,
usually associated with vasodilatation are mainly head-
ache, flushing and lethargy. Gravitational oedema asso-
ciated with increased capillary filtration capacity has
been reported. These effects 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 combined with metaraminol.

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. Hospital
packs containing 500 Adalat 10 mg capsules are avail-

able.

Further information Adalat has no therapeutig an-
tiarrhythmic effect. Since Adalat does not cause a rise In
intraocular pressure, it can be used in patients with

laucoma. .
- treatment, none of these formulations

In long-term > t
have been shown to cause serious adverse reactions.

N
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oreP '.°m‘he gritish Pharmacopoeia 1980 Vol. II

ibed 1N 7"\ ose donations are shown by RIA to
m'?;'sAg. Pooled plasma andthe final product
pefreef" d for freedom from HBsAg.

e Feiba Immuno IS heated for 10

puring g(')?gutc:or:duce the risk of transmission of
at

urs
!:'o“cﬁous agetr::in vials each containing 500 or 1000
Itis Prest 1" Feibaunitbeing defined as the Feib activity
Felbaun's:  “the activated partial thromboplastin time
!:?: Factor VIII Inhibitor Reference Plasma to

b high tf
of8 olfglhe blank value.

4 inin
rate vial co_ma.mu
i onstitution.

provided for rec

i uno is mainly used to control bleeding
Uses Fel:)na m?mophilia A patients with Factor VIII
I ;’ﬁggfs and also in patients with acquired Factor VIl
nhil

Jnhibitors-

g Water for Injections BP is

nd administration Feiba Immuno should
tered intravenously. .

f available clinical trial results obtaupqd
of Factor VIII inhibitor patients it is
ba's effectiveness may vary between
be due to varying inhibitor titres and
own; factors. As a result larger doses
or titres are high, but this

i Dosage and
only be admin’s!

0On the basis 0
in the treatment
 possible that Fei

patients, this may
other; as yat‘unkn. factor
- may be necessary if the inhibit:

isnota general rule. y y
IsThe c?etermination of the whole blood clotting time

BCT) according to Lee White and/or the calculation
o(rl the?value in the thromboelastogram (TEG) help to
determine the most effective dose and to check-the

success of therapy. 13 Boh
Care must be taken to distinguish between the

following indications.

Spontaneous bleeding episodes: A dosage of 50 to 100
units per kg bodyweight administered in 8- to 12-hourly
intervals is recommended and should be continued until
clear signs of therapeutic improvement appear. This
means, in the case of exterior bleeding, healing of the
hleednpg site, or in the case of internal bleeding, a
lessening of pain, reduction in swelling or mobilisation
- o the joint. If there are no signs of therapeutic
gtel?govemem despite the administration of 100 units of

i unit: per:g given 8-hourly, combined therapy with 40
‘ aclofe\’/ g of a Factor VIIl concentrate (Kryobulin® or
Il Concentrate Human Immuno) is recom-

mended. The Factor VIl must be administered after each
individual dose of Feiba Immuno.

In home treatment of bleeding complications up to
150 u/kg bodyweight have been administered, the
effective dose very likely depending on the extent of
bleeding. In some cases a kind of maintenance prophy-
laxis was successfully undertaken in home treatment
with three applications weekly of approximately 30 units
of Feiba Immuno per kg bodyweight followed by
approximately 60 units of Factor VIII concentrate perkg.

Minorsurgery. Basically, the same kind of therapy should
be followed as in the case of spontaneous bleeding
episodes. It is, however, necessary to check the substi-
tution effect before the operation and, if necessary,
increase the dose or give consideration to combined
treatment with Factor VIII concentrate (40 units per kg).

For checking effectiveness, the following tests should
be carried out: whole blood clotting time (WBCT)
according to Lee White; r-value of the thromboelasto-
gram (TEG).

When combination therapy with Factor VIII concen-
trate is used the activated partial thromboplastin time
(APTT) may be shortened to normal values.

Since disseminated intravascular coagulation (DIC)
cannotbe totally excluded in the course of this treatment,
it is advisable to carry out repeated tests on platelets,
fibrinogen and FDP.

Use in the elderly: No specific precautions have to be
taken into account when using the drug in the elderly,
attention is, however, drawn to the fact that in patients
with a tentative or definitive diagnosis of coronary heart
disease the use of Feiba Immuno is only indicated in life-
threatening bleeding events.

Use in pregnancy. Animal reproduction studies have not
been conducted with Feiba Immuno. Itis also notknown,
whether Feiba Immuno can cause fetal harm when
administered to a pregnant woman or can affect repro-
duction capacity. Feiba Immuno should only be given to
a pregnant woman if clearly needed.

Contra-indications, warnings, etc ;
Contra-indications: Presence of disseminated intravas-
cular coagulation (DIC).

Precautions and warnings:

1. Before eachindividual application of Feibalmmuno
with Factor Vllliinhibitor patients it is advisable to count
the patient’s platelets, since some investigators have
foundthatFeiba's effectiveness depends on the presence
of a normal number of platelets. If the number of platelets
is below 100,000/mm? this should be normalised by
giving platelet-concentrate before administering Feiba
Immuno. In this connection special attention must be
drawn to the platelet drop which follows the use of
animal AHG, which may render Feiba Immuno ineffec-

tive.

ABP10000024_0018



IMMUNO LTD
650 donorst whose donati
* ti
. slso necessary if the APTT of "’f,’}hég{sa from HBsAg. Pooled g,gz € Showy, :
2 Caution is 3ls fer the administration also tested for freedom f Ma ang Y R
bin time i PrO) :goani und, it is essemée;: c:&gat:z Gammebulin liguid is af(::r'n HBsaq ® ﬁ“alﬁ‘%
|mmuno If pro ong: ntioned above- from pale yellow to i ear sq| ‘: roq !a,na
tory € -hrinogen decrease, ! ight broy, io gy
out the 3 Obhga latelel drop. flbr!n g st Of 16% of which at Ieas vn. |t ha Va'y‘ . A
results D::s‘e')o 1he5dministration of Feiba Immuno mu % bt bt 4 Strengtagg%zls gammsaa F'Otr;? n‘ ; 4
sy te : . ing from mild Merthiolate at a strength of -25% asg°bu|in cgnt%,
" ,merrufp rms of allergic reaction ranging shock are  Gammabulin lyophilised ig 01%ag 4 2 Stab: Iy
o rticarial rashes to a"?’phylac"c n plasma powder or solid friable ma 2 White () p-reserv"'%r ng
short ter = ing the administration of human P! nof for Injections BP o complete|sl'9huy Ay, g
possible fo"l‘;‘:ucg reactions occur, the admmtl.snaetéo s When the ophilised 5 y s°'Ub|g°"0;~-
jvatives. : - iscontinued. A" 0 : i [
derivati be immediately disc axnuntal Witer for |njecti\gger in 8

i must ] il Yo
Felbg 1:;?!1:2:5 should be treated with antihistamines
lse;gle s treateg[i:st:]:k:zutz:)l :;Z\(Ijlce the risk, the
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uatsrgizzan of viral hepatitis Of other viral infections
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cagnqr(ht:aeoccurrence of an anamnestic reaction giving @

inhibitor ti be totally excluded after
i inhibitor titré cannot :

rz:ilse'd'stration of Feiba Immuno. Ex_penepce shows,
i i ted with Feiba Immuno

ver, that som: N 2d W Imn
:::/“e, Jowered inhibitor titres whilst In the majority of

patients, the titre remains unchanged. W
Treatment of overdosage: Extremely hlgh d.osfs.o:‘ fs:ealn :
mmuno may cause laboratory and/or clinica s:gtion d
symptoms of disseminateq mtra-yascular coaguha i .be
these cases treatment with Feiba Immuno shou

discontinued promptly.

autions Feibalmmuno mustbe

i rec
Pharmaceuticalp d +8°C when it will have a shelf

stored between +2°an
life of 2 years.

Legal category POM.

ntities Feibalmmunoissuppliedinp_acks
containing 500 and 1000 Feiba units together with a
separate vial containing 20 ml Water for Injections BP
as solvent. All packs contain sufficient equipment for
reconstitution and administration.

Packagequa

Further information

(1) Effect on laboratory tests: Inherent in its mecha-
nism of action Feiba Immuno causes a shortening of the
following clotting times: activated partial thromboplastin
time (APTT), whole blood clotting time (WBCT),
activated clotting time (ACT), thromboelastogram
(TEG).

Coagulation tests measuring the extrinsic coagulation
system such as the prothrombin time, which is usually
normal in haemophiliacs, remained unchanged after
treatmentwith FeibaImmuno. Overdosage of the product
may resultin laboratory signs of DIC; as are the presence
of fibrinopeptide A, fibrin/fibrinogen degradation prod-
ucts, a fall in fibrinogen, a prolonged APTT, thrombin
time and prothrombin time.

(2) Feiba Immuno is only available to Haemophilia
Treatment Centres.

Product licence number 0215/0021-22.

GAMMABULIN®
Normal Immunoglobulin Injection BP.

Presentatipn Gammabulinisa concentrate of antibod-
ies present in the IgG fraction of human plasma and is
available in liquid or lyophilised forms. It is produced
frompooled human plasmaobtained fromsuitable human

is

. ; s Bpfe ONstiy, Ay

it has a protein content of 16% fmd'Cateq teq Wi

gamma globulin. Glycine is add:d Which at ?n ‘heﬁh‘ha
e,

a stabiliser and Merthiola as ast o, 8]
preservative. teata strengtti:e:fgs s;tgé)% i
Uses Gammabulin is used in the 1y a::

Antibody deficiency syndrome. \eatm
" iyl rom ent of.
infections in dys-, hypo- and ag: rflnd fecu,,i?"-
Hepatitis A prophylaxis, Maglotyy; 3 bacyy,
Prevention or modification of me "aemia. .
Treatment of susceptible pre ohe natsles i"'ectio
w .

Rubella infection in whom i
_ ¢ : e
the fetus at risk. tinding Dreg.?azx""sed to
Y pl
Dosage and administrati ;
administered by the intramuscy|ay rout abulip
€. st

All recommendations a
i nd doses q;
the 16% solution and are e > Siven b
Xpr. 9 elo:
Pressedinm, " fefery,

Antibody deficiency syndr,
; h ome |
agammaglobulinaemia: By intramé’;c ‘Ty S~ hypo.
of Gammabulin antibody concentrate " 29 'nisqa;:d
n

severity of recurring bacterial i te the fre
infectio Uen

For treatment of gamma globulinnsdca‘n.bef ed"Zand

necessary to achieve and maintain efuc.e,,cy :M

Ie\fe'l of approximately 200 mg per 108 ,?,?m"‘a gl'oll;uli'rsl
lq/l/a/ dosagg: 1.8 ml per kg bodywei Serum,
single administrations of 0.6 ml/kq b 9t e.g, ip g
intervals of 24 hours. 9 bodywe

o I
Ight eachre;t
Maintenance dose: 0.6 ml per kg bodywei
I

Hepatitis A: Gammabulin i i

: abulin is an effici
prevention or modification of hepactlifir;t
po!nteq out that after gamma globulin ad
a?ut:‘t.enc chJrse of hepatitis has been obs
of this, regular monitoring of transami
warranted. s 0 D vy

Dosage for children:0.02-0.04 mi

n: 0. p kab ;
If exposure ¢ P! 19 bodyweight
montas. ontinues, repeat the dose after 48
Dosage for adults:

(a) forashort period of exposure of less th
a g
0.02t0 0.04 ml per kg bodyweight. iy
(b) for longer p_erlods of exposure 0.08 to 0.12 ml per
kg bodyweight. If exposure continues, repeat the
dose after 4 to 6 months

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

Measles: Gammabulin should be given as soon a
possible at a dose of 0.25 mi/kg to prevent or modiy
measles in a susceptible person exposed less than six
days previously. Gammabulin may be especially indi-
cated for susceptible household contacts of measles

on Gamm

ght, monthjy,
agent for
A_. It musttha
Ministration zq
erved. Beca
se levels may be

t Human donors as described in the British Pharmacopoeid 1960
Vol. Il under Albumin.
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8¢, mthe

ﬂu,dfra

po'’, OUI- f
o o B
gpock It "perwee?

; d volume following severe
o ation 2 ”’Z’:é féoglood loss shogld'be treated
ﬁ”‘fﬂass: shock in 20% BP ‘Immuno diluted with
Bl Albug‘ «trose or fructose solutions.
” ok |eHuman Albumin 20% BP ‘Immuno’
1 Odm1 -4 with electrolyte and/or dextrose
g) dilute nding to 200-800 ml of a 5% solution.
(! ion cof’esp?m Human Albumin 20% BP ‘Immuno
Children ™ o podyweight diluted 1:4 correspond-
(0.2—0-4 9 [/ekg bodyweight of 8 5% solution.

tood-8m an initial dose of 400 ml of the
mg‘ﬂh severehtngddtl,:s?nfused rapidly and repeated if

d. : .
hock S "°9';::;22ciated hypoalbuminaemia the return
s wit the extravascular compartment to the

must be ensured. i
; i tocrit due to loss o

.red with a high haematocr
t ac;it;,,vascular compartment: In these cases
fuid o the id to the circulation is essential and Human
ok p ‘Immuno’ should be infused undiluted.

Albla"‘:gzso_zoo ml Human Albumin 20% BP ‘Immuno’
Adu

(10-409)- _2ml Human Albumin 20% BP ‘lmmuno’

i bodyweight. .
(U%fi':i%p:;:f should be infused over a period of 5-
{pminutes. .
; hase of extensive and severe burns
5«:;;"";{,‘;?;:’,'82%% BP ‘Immuno’ is diluted with
U

dextrose, fructose O electrolyte solutions to provide a

s’ Adults 200-400 ml Human
initial doses: Adults _ u

f;,',,‘:;"iﬁ”%%" Bp ‘Immuno’ (40-80g) diluted 1:4
comesponding to 800-1600 ml of a 5% solutlop. ,

Children 4 ml Human Albumin 20% BP ‘Immuno
(08g) perkg bodyweight diluted 1:4 corresponding to

5% solution. .

1ﬁTr;:Lo:oatal dose in the first 24 hours sh'ould' be in
acordance with the formula 2 ml x bodyweight in kg X
percentage of surface burned + 1500 ml. After the acute
phase has passed, any subsequent hypoalbuminaemia
canbe corrected by the following dosage: )

Adults 50 ml Human Albumin 20% BP ‘Immuno
(10g) twice a day. :

Children 1m! Human Albumin 20% BP ‘Immuno
(02 ) per kg bodyweight twice a day.

Use in the elderly: In elderly patients careful haemo-
dynamic and respiratory monitoring is essential through-
o the administration of Human Albumin 20% BP
Inmuno’ as a circulatory overload may lead to
decompensation of the haemodynamic system.

In dehydrated patients only low concentrated protein
:::;'0"5 (up to 5% protein content) should be adminis-

Use . ; Mg
d:ié" Pregnancy: As some patients show renal insuffi-

shou:;g“’ing pregnancy concentrated human albumin
andwi(he admlnlste(ed only when absolutely indicated
.1 umost caution. Based on a persisting hyperten-

Son ¢ s ol :
#eful haemodynamic monitoring is essential to

IMMUNO LTD

653

avoid an overloading syndrome which may lead to
cardiac decompensation.

Contra-[ndications, warnings, etc Human Albumin
20% BP ‘Immuno’ must only be used if the solution is
clear. Once the cap has been pierced by a needle, the
contents must be used within 4 hours.

Caut.uon is indicated in the administration of Human
Albumin 20% BP ‘Immuno’ to patients suffering from
_hyper}epsmn or in cases of latent or manifest cardiac
msufﬁcrency. The single doses should be reduced to
relatively small amounts and the infusion given slowly. A
careful watch must be kept for the possible development
pf pu.lmonary oedema. If pulmonary oedema occurs the
infusion must be stopped immediately.

In all cases of considerable blood loss, whole blood or
packed_ red cells must be given in addition to Human
Albumin 20% BP ‘Immuno’. Careful selection and testing
of donors and donations and the inclusion of filtration
and heating at 60°C for 10 hours in the preparation of
the prpduct have virtually eliminated the risk of serum
hepatitis. As with all blood products, however, this risk
cannotbe absolutely excluded. Intolerance reactions are
extremely rare with Human Albumin 20% BP Immuno.

Treatment of overdosage: Interrupt infusion immediately
and carefully watch the patient’s haemodynamic param-
eters.

The half life of human albumin in the tissue is
approximately 16-18 days. The disappearance rate of
intravascular albumin depends on the permeability of the
vascular system and on the catabolic rate.

Pharmaceutical precautions Human Albumin 20%
BP Immuno should be stored between +2°C and
+25°C. It must be protected from light. The shelf life
is 3 years.

Legal category POM.

Package quantities Human Albumin 20% BP
‘Immuno’ is supplied in rubber capped vials of 10 ml,
50 ml and 100 ml.

Further information Human Albumin 20% BP
‘Immuno’ is processed in such a way that removal of all
antibodies, particularly isoagglutinins, is achieved. It can
therefore be given to patients regardless of their blood
group or rhesus factor. It will not interfere with subse-
quent blood investigations.

Effect on laboratory tests: As a consequence of haemo-
dilution patients’ blood samples taken during or shortly
after infusion show lower laboratory test results (e.g.
haematocrit) corresponding to the amount of Human
Albumin 20% BP ‘Immuno’ administered to the patient
(calculation based on isotonic solutions).

Human Albumin 20% BP ‘Immuno’ does not interfere
with the determination of patients’ Rh-factors nor is
there any adverse effect on thrombocyte function or
blood coagulation.

Product licence number 0215/00089.

KRYOBULIN®* HEAT TREATED ¥

Presentation Dried Factor VIl 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
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used inﬁi%olt:::;n‘;%’l’of pleeding due 10 such deficiency

n: '
' Haemuphlhal:j -
|lebrand’s dise Ui
m‘;mphilia complicated by Factor Viilinhibitors:
ini .on Frequent tests of the
and administration
;?a‘:;:\?: plasma level of Factor Vil must_b_et:gtaigz :';
allow correction of the deficiency by‘l_ adr:fn:rn‘se L
: ! -
bulin, but for guidance an estimatio ere
zg;:ge can be made by the following calculation: :
To achieve an increase of Factor vill concentyatlon :
1%t is necessary 10 administer 11.U. of Kryobulin per kg

bodyweight, both for adults and children.
In\i':izl geatmem requires doses 10 be given at shorter

i i i to provide an
intervals than In maintenance therapy.
initial high level of activityand to replenish the extravas-

cular compartment.

Bleeding from skin, nose and oral mucous membrane:
Initial dose should be 10i.u./kg at intervals of 6 to 12
hours.
Haemarthrosis: The initial dose should be app{oximately
10 i.u./kg and the maintenance dose 5 to 10 i.u. per kg
atintervals 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 3 single dose of 10 i.u./kg is
sufficient. For widespread bruising, repeated administra-
tion of 5 to 10i.u./kg at intervals of 6 to 12 hours may
be required.

Heavy bleeding into muscles: Immediate treatment is
required 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.

Haematuria: The initial dose should be 15 to 20
: 0 20 i.u./kg,
:t;tl!"lshe maintenance dose 10i.u./kg at intervals of/ 192

Major surgery on haemophilic pati initi
philic patients: The initial
Zt;c;:kzi&eoa;(l)epst/is to 50i.u./kg, and the maintenggts::
i.u./kg atintervals of 4 hours f i
to the fourth day, of 8 hours fr it to th o
; he fifth to the ei
day, and of 12 hours until all s g
wounds are healed.
Vlﬁh:c‘taif\:ﬁ?s?: JLT:t:;t:rg ml;lst be checked daily. Factor
: e allowed to fall belo
e normal 100% average value. It is impo:aﬁggtshg:

tHuman donors as describe:
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extracted from a patient with gg Wo te'ea"d
initial dose of 1010 20 i.u./kg shou‘iere hag m’h
Maintenance treatment with th; dbe 9iven°
of 6 hours from the first to 'hethirdlg dosagq -
the fourth to the eighth day after eay, ang 81‘ i
given. If more than two teeth are Xtrag Ourgy,
patients with severe hae’"ophi/iaa'o- e exy,hou d(:,";
of 20 to 30 i.u./kg should be giy, Minimyp, : “d f,
Gose of 1010 20 1.u./kg at intervgly 21 @ mapnl W
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effectiveness of treatment, as partia| tz? © mopy
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Kryobulin are being used. arge q“ant!'p timg
Solutions of Kryobulin must be agny: - tigg o
venously, at a rate not exceeding 10 ml'!llnu tereq
n nlra_
Uteg,

s
Use in the elderly: No specific 3 min
: precauti tes
have to be taken into account i 'ons or g
tin the elderjy, ide effegy

Use .in pregnancy: The use of K
restricted during pregnancy.
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"Yobulin neeq . 5
Contra-indications, warni
" nings,
danger of volume overload issma%l wi?r:f( AlthoUQh th
major surgery monitoring of the patient’ ob 'n,du,ine
pressure and blood pressure, and seri:|ce:‘ral venoug.
Chest

may be advisable. x.rays
In disseminated intravascul i
| ar ¢ ;

with low Factor VIIl levels, Hepar('::ilf,lgf},‘;" 2530Ciateg

interrupt intravascular coagulati be gi
tir : ven
K”;\°bulm is started. Guiption befors therapy wi:g
low incidence of adve i
J ( rse rea i
with Kryobulin, but the following n?f,';’?,i;s Sxperienced
1. Allforms of allergic reaction from m'|¢;J .
urticaria to severe anaphylactic shock ar; ot enint
human plasma derivatives are administposs'ble ey
reactions occur, treatment with Kryobe|r'ed' If such
mterrupteq at once. Allergic reactions shu o
trolled with antihistamines and corti e
routine treatment given f e
Haty g or anaphylactic shock
onitoringof pulse rate and bloodpressure i - i
If the pplse rate increases and/or blood p?;sessenual,
transfusion of 5% Dextrose should be started gt Ly
] 2. D.es.plte the measures taken to reduce t'he risk, the
ransmission of viral hepatitis or other viral infect'i
cagnot be ruled out. i
. The appearance of a circulati inhibi
y ! ating Factor Vlllinhibitor
:sor;oss;lble. Its appearance cannot be predicted as it does
o r:: afte to the amount p( Kryobulin administered, nor
the frequency of.admlmstranon. As far as is known
qenher cortlg:ostermds nor immunosuppressive agents
significantly influence the formation of inhibitors.

tIrea!ment of overdosage: No specific side effects have
een reported with the overdosage of Kryobulin (Factor
Vl'll‘act'lwty above 120%). The half life of about 12 hours
will rapidly normalise Factor VIIi-activity in the patient

Pharmaceutical precautions Kryobulin must be

|
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Bq:h pack also contains a filter needle and venting
]

needle: n Kryobulin is especially suitable

purther | ant. Packs contain all requirements and
for Home T;zai,',"; domestic refrigerator for two years and
can l”)al(s,t:irx  onths at room temperatures not exceeding
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e ts influenced in

ratory tests: Lab_oratory testsi

Efect "”tfﬁgfed wri);h Kryobulin are: Factor VIII assays;
pg;-':::d oTT: fibrinogen determination according to
: ;
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' ROTEIN FRACTION BP 4.3:%
Wm) (PHuman Albumin Fraction Saline)
Presentation Plasma Protein Fraction BP 4.3%
‘immuno’ is a clear amber liquid, presented as a solutnqn
for intravenous administration to human beings. It is
from the plasma of suitable human donorst
whose donations are shown by RIA to be free from
HBsAg. Pooled plasma and the final product are also
ested by RIA for freedom from HBsAg. ;
Plasma Protein Fraction BP 4.3% ‘Immuno’ contains
43% protein of which at least 96% is albumin, the rest
being heat stable alpha — and beta — globulins. As
stabilisers sodium caprylate and sodium acetyltrypto-
phanate have been added, both at a concentration of

344 mmol/L.

Uses Plasma Protein Fraction BP 4.3% ‘Immuno’ is
indicated for volume replacement in hypovolaemic shock
(eg.following crush injury, severe trauma, surgery, burns
and abt_iominal emergency) and for use whenever a
predominant loss of plasma fluid has occurred.

E{?gs;nd_administration Adult dosage of Plasma
shocek"" raction BP 4.3% ‘Immuno’ for hypovolaemic
to 161:1|m the range of 250 to 500 ml. A flow rate of up
adults Tr{mm (1litre/hr) has been well tolerated in
t!rmarg'ence rate of infusion, which can be increased in
einaemia \;’t]reatmem' depends on response. In hypopro-
iy foqup USul dosage range is 1,500 to 2,000 mi

unts caa ;nt 1065 t0 85 g plasma protein), but larger

N be given in severe hypoproteinaemia with

tHuman
0nors as described i iti ;
VolllundorNbumin‘ bed in the British Pharmacopoeia

r
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gorglt}r:il:g loss. The flow rate should not exceed 5to
Dosage forinfantsand youngchi i
: ; gchildrenin whomPlasma
zlr:;t?ngrzctlon .BP 4.3?6 ‘Immuno’is indicated for shock
- 200 ehydration or infection, should be in the range
A to 30 mi/kg bodyweight, infused at a rate of
ml/min. The infusion rate should be adjusted in
acc_ordance wutlj the clinical response. Administration is
by intravenous infusion. A site should be chosen away
from the area of injury or infection.

Use in the e/der/y: In elderly patients careful haemo-
dynamic and respiratory monitoring is essential through-
out th'e admm[stration of Plasma Protein Fraction BP
4.3% Immunp as a circulatory overload may lead to
decompensation of the haemodynamic system.

In dehydrated patients only low concentrated protein
solutions (up to 5% protein content) should be adminis-
tered.
l{se /n pregnancy: As some patients show renal insuffi-
ciency during pregnancy concentrated human albumin
shoulq be administered only when absolutely indicated
apd with utmost caution. Based on a persisting hyperten-
sion careful haemodynamic monitoring is essential to
avoid an overloading syndrome which may lead to
cardiac decompensation.

Contra-indications, warnings, etc Careful monitor-
ing 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 adminis-
tered within 4 hours.

Treatment of overdosage: Interrupt infusion immediately
and carefully watch the patient’s haemodynamic param-
eters.

The half life of human albumin in the tissue is
approximately 16-18 days. The disappearance rate of
intravascular albumin depends on the permeability of the
vascular system and on the catabolic rate.

Pharmaceutical precautions Plasma Protein Frac-
tion BP 4.3% ‘Immuno’ should be stored at +2°C to
+25°C. It must 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 ml infusion bottles.

Furtherinformation 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.

Effects on laboratory tests: As a consequence of
haemodilution patients’ blood samples taken during or
shortly after infusion show lower laboratory test results
(e.g. haematocrit) corresponding to the amount of
Plasma Protein Fraction BP 4.3% ‘lmmuno’ administered
to the patient (calculation based on isotonic solutions).
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raction BP 4.3% ‘Immuno’ does not

i ination of patients” Rh-factors
ith the determination O .
r;re::e‘r:e\:: any adverse effect on thrombocyte function

or blood coagulation.

Plasma Protein F

Product licence number 0215/0002.

PROTHROMPLEX® Partial Prothrombin Complex
(Human) he=3ey

ation Prothromplex contains coagulation Fac-
:r;sile'nl; and X and is a white, amorphous f(eqze-drled
powder or friable solid without any charaptpnsuc odogr.
It is packed in rubber-capped vials containing 200 units
or 500 units each of Factor II, IX& X. :

It is prepared from the plasma of suitable human
donorst whose donations are shown by RIA to be free
from HB,Ag. Pooled plasma and the final product are
alsotestedby RIA forfreedom fromHB Ag. Prothromp'lex
is also tested to discount the likelihood of causing
disseminated intravascular coagulation.

Uses Treatment of cases of Factor IX deficiency
(Haemophilia B).

By administering an appropriate dose of Pro}hron}plex,
it is possible to achieve a prompt and sufficient rise of
Factor IX in the patient’s plasma.

The 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 mlusing the disposable syringe and one of the needles
provided. Next sterilise the cap of the Prothromplex
bottle and introduce the solvent using the second
disposable needle. Reconstitute by gently shaking to
and fro, thus avoiding frothing. Withdraw the reconsti-
tuted 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.

tHuman donors as des

cribed in the British Ph, i
1980 Vol I under Albumin. * i aa

Prothromplex dosage table (F . "
or IX )

Clinical — Minimum his
Mani- Factor 1X Jeyey :o’ 24
festation  required i nf:e n
S Facty, Y0se ,."an,
ZX Perkg " Vals ingg®

Surface haemorrha

Superficial or dee

Haemarthroses

Slightbleeding followin

Uncomplicated denta] e

Severe muscle hae
5-

ge from the
P haemammaSk

g injurieg
Xtraction
matoma oy

15y

7~15
Moderate bleeding followine ;. v
Bone fractures ages

Cerebral bleeding
Haematuria
Complicated denta

Minor surgery
15-30% 20-30y

. 15-3¢ u
Major more than 75U
Msior  morg 50-75,
Itis suggested that a high initia| dosage p,
e

ensure a rapid and sufficient in Osg
il : Crea .
achieving a reliable cessation of bles::jic,’1 F;Ctor IX th!‘xg
e

| extractiong

as with the subsequent mai : .
short half-life of the c?:;nl}&?;r:.ci;he'ap i
consud_ereq. Depending on the in-vivg ; t?frs. 0 be
IX, which is approx 12-30 hoyrs a succa e of Facty
be'achueved by repeated adminis'tration g?spf by wil
atintervals of 6-12 hours. To assure absol o nrompley
treatment, determination of the PTT s.hculdl;;te gl
where possible, quantitative assays of Facto?&ade.a!‘ '
Treatment should be maintained up to the re i
the tissue haemorrhage or until the wounds hZ?/rp::on .
complgtely, thus ensuring a complication-freee oo
operative course. The special advantage of Prothroneor:
lies in the fact that by application of small volumeg o’;
fluid and a low amount of protein a high concentration
of circulating coagulation Factor IX is achieved. The
danger of volume or protein overloading of the patientis
avoided even with the administration of high doses.

Use in the elderly: No specific precautions or side effects
have to be taken into account in the elderly.

Use in pregnancy: The use of Prothromplex need notbe
restricted during pregnancy.

Contra-indications, warnings, etc With patients
suffering from disseminated intravascular coagulation,
(DIC), Prothromplex should not be given uniess cz;:'
sumption of the coagulation factors has been previousiy
interrupted by Heparin. .
Side-effects are rarely observed during treatna\er:c"c"u’:
Prothromplex though the following reactionsm Yy

- tions
1. Allergic reactions: All forms of a"erglct;ea:e
from mild and temporary urticarial ras::;an pl
anaphylactic shock are possible when ur, treatmer
derivatives are administered. If these oﬁmée.
with Prothromplex must be interrupted a'histami
reactions should be controlled with ant!

|
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routine shock-treatment given for

icoids and ul and frequent recording of

gluo hy?:::(ic Shﬂg’;dC::sfSure is essential. If the pulse

,:fs% o ansdalr: d/or the blood prr(:scs’ure falls a transfu-
putl . rease! be started.

rate n(;lfcg’% Dexuosi::,‘;’f,'t'f,ns taken in the checking of

i 5|ozn gspite th sand the final product, the transmission

" don.o’s' d?"at'?:,ot be entirely excluded following the

‘_ i hep"“"ts cnﬂ of coagulation factors. This should be

inistratio using Prothromplex to control
ad,:g:linto 80","”";: ﬁ:gr:avinggsituations in liver disease
:\aaa‘“" ft;,'l,ge undergoing anticoagulant therapy.
atients 80 very type of therapy involving blood or
3, During fector concentrates, the occurrence of a
squlation o‘; gulation factor inhibitor is a possibility.
which such an inhibitor is produced cannot
The time at nd depends neither on the amount of the
redicted raation administered nor on t_he frequc_ancy of
pla aP"?paaﬁon, As far as is known neither corticoste-
the admm.lsfrfnunosuppressive agents significantly influ-
0ids ';f’;g:maﬁon of inhibitors.
ence the f overdosage: Overdosage of Prothromplex
Treatment 0 ided, since even so-called non activated
must be 3Y°'C°m'plex Concentrates (PCC) may in high
Prtfrombin thromboembolic complications. In case
T DIC (Disseminated lntravasculgr Coagu-
thrombosis 3: specific therapy with Heparin and/or
aiot) roin il should be iniiated.

pharmaceutical precautions Prothromplex has a
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she[f life of two years when stored between +2°C and
+6°C, and should be protected from light.

Legal category POM.

Package quantities 200 units or 500 units of Factors
I, 1Xand X in each contairmer,

: 1rubber-capped vialcontaining lyophilised Prothrom-
plex.

.1 rpbber-capped vial containing 10 ml Water for
Injections BP.

* 110 ml disposable syringe.
3 disposable needles,

Further information Prothromplex can be stored in a
domestic refrigerator, and can therefore be kept available
for home treatment.
Prothromplex can be given in small volume injections,
and is therefore suitable for home treatment.
Prothromplex can be moved iminsulated containers to
a refrigerator at some other location, giving a patient a
greater degree of mobility.
Effect on laboratory tests: Laboratory tests influenced in
patients treated with Prothromplex are: clotting assays

for Factors Il, IX, X; activated.PTT; prothrombin time
(PT).

Product licence numbers 021 5/0006 - 200 U
0215/0007-500 U

*Trade Mark

ABP10000024_0024



