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W dnesday'@June 1988
The Right Hon. Nigel Lawson M.P. ¥
Chancellor of the Exchequer &v
H.M.Treasury

arliament Street

London SW1 - AT \f\' ) ,¢”r
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Dear Chancellor,

REORGANISATION OF MEDICINES DIVISION OF DHSS

This is a follow up to the short discussion we had last week during
the buffet reception organised by John Redwood for members of the
Portcullis Club on the evening of the 24th May.

The pharmaceutical industry has two manufacturing associations,
the ABPI with which you are already familiar and the PAGB standing for
the Proprietary Association of Great Britain. The latter is the manu-
facturing association concerned with all aspects of medicines bought
by the general public without the need for a doctor's prescription.
These nrnducts make a very substantial contribution to the foreiyn
exchange earnings of the pharmaceutical industry. In my own company
approx. 56% of our turnover is in exports.

The reason for my approach to you is that we in the industry
believe the Treasury is blocking a move to recruit the right calibre
of managerial staff to undertake a fundamental reorganisation of the
Medicines Division of the DHSS. The inability of this section of the
DHSS to deal with its current workload nf applications for pharmaceul-
1cal product licences is delaying the Taunch of new producls by between
one and two years. Lack of such Ticences not only affects business
in the UK, it has a knock-on effect in export markets where the
possession of a UK Product Licence is frequently a passport to
acceptance by the local Ministry of Health. Moreover if matters
continue as they are, there is a risk that British pharmaceutical
companies will not be able to exploit their most recent developments
in the EEC when the inevitable free-for-all takes place with the
establishment of the Single Market in 1997.

To explain the problem in more detail, no medicine, whether it
needs a prescription or not, can be offered for sale in the UK unless
it has first been granted a Product Licence by the Medicines Division
of the DHSS. It is the job of Medicines Division to assess the
scientific data provided by companies to ensure the product's safety,
quality and efficacy before being licensed for sale to the public.

Over, please/.....

Proprietary Association of Great Britain is a Company Limited by Guarantee and Registered in England, Registration No. 375216



The Right Hon. Nigel Lawson MP Tuesday 31 May 1988

Growing concern over the wholly unacceptable processing times for
licence applications led to the Minister of Health requesting that an
independent study of the work of Medicines Division be carried out.
This was undertaken by Peter Cunliffe, CBE who had just retired as
Chairman of ICI Pharmaceuticals and Dr N. Evans CB who had likewise
just retired as a Deputy Chief Medical Officer.

In due course the Cunliffe, Evans report was issued and I enclose
a copy with my letter. It highlighted several problem areas but, if
one looks behind how the problems show themselves, the core difficulties
are inadequate use of information technology and the impossibility of
recruiting and keeping professional staff because Civil Service salaries
are uncompetitive with those of industry.

The report recommendations are entirely in line with the above
conclusions. There is an urgent need for the introduction of modern
office technology and the re-deployment of staff of all disciplines
into effectively organised teams under the overall control of a high
calibre Director with appropriate managerial and organisational
expertise.

More realistic salaries are proposed outside the normal Civil
Service guidelines to attract the right quality of manager. The
Cunliffe, Evans Report indicates these would be permissible under the
Public Expenditure survey rules, providing certain conditions were met.

The Industry's concern is that we believe these proposals have
not been accepted by government and that, specifically, the difficulty
1ies within the Treasury where there is resistance to the suggestion
that the proposed new Directorate should have certain exemptions from
normal Civil Service salary structures.

Bearing in mind the negative effects of an ineffective Medicines
Division on an important part of the UK's wealth-generating industry
I would 1ike to emphasise that we believe the Cunliffe Evans conclusions
are sound. Moreover the pharmaceutical sector is willing to accept
the full burden of costs in the form of Ticensing fees for operating
the new Directorate. The net cost to the Exchequer of the improvements
would thus be zero. Our only proviso is that the industry be represented
on the Directorate's 'Budget Committee' to ensure cost-efficient manage-
ment. The industry sees its participation in the work of this committee
as an essential way in which industry managerial expertise can be input
to the Directorate without in any way influencing the decision-making
process on individual Ticence applications.

We have been disappointed by the DHSS only accepting a much more
limited role for this Committee than evisaged by the Cunliffe Evans
study and are currently in discussion with them. Our objective is
to assist constructively in bringing about change and to avoid paying
more for an essentially unchanged system.

In conclusion, may I say "Thank you" for expressing an interest
in the points I endeavoured to put to you on the 24th. The question
is of considerable importance, especially to those of us with export
interests. I would be only too prepared to pursue the matter further
with officials at the Treasury if requested to do so.

Yours sincerely,

— 1«7///}»"( 0. _

K.M.Henderson
President - PAGB
KMH/BMA/Enc
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REORGANISATION OF MEDICINES DIVISION OF DHSS hv~1)\pj

I attach a letter sent to the Chancellor by Dr K M Henderson,‘?lf
President of the Proprietary Association of Great Britain. The A
Chancellor would be most grateful if you could let him have a short

note on the background, and a draft reply. :

’/\/\10\/\)

MOIRA WALLACE
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Vernon House, Sicilian Avenue,
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Telephone: 01-242 8331-4
Telegrams: Ambritprop. London WC1
Fax No:01-4057719

Wednesday T June 1988
The Right Hon. Nigel Lawson M.P.
Chancellor of the Exchequer
H.M.Treasury
Pa-liament Street
Lonson L SW

“2ar Chancellor,

REORGANISATION OF MEDICINES DIVISION OF DHSS

This is a follow up to the short discussion we had last week during
the buffet reception organised by John Redwood for members of the
Portcullis Club on the evening of the 24th May.

The pharmaceutical industry has two manufacturing associations,
the ABPI with which you are already familiar and the PAGB standing for
the Pronrietary Association of Great Britain. The latter is the manu-
facturing association concerned with all aspects of medicines bought
by tnz general public without the need for a doctor's prescription.
These nr~ducts make a very substantial contribution to the foreign
exchange earrings of the pharmaceutical industry. In my own company
approx. 56% of our turnover is in exports.

The reason for my approach to you is that we in the industry
believe the Treasury is blocking a move to recruit the right calibre
of managerial staff to undertake a fundamental reorganisation of the
Medicines Division of the DHSS. The inability of this section of the
DHSS to deal with its current workload of applications for pharmaceut-
ical product licences is delaying the launch of new products by between
one and two years. Lack of such licences not only affects business
in the UK, it has a knock-on effect in export markets where the
possession of a UK Product Licence is frequently a passport to
acceptance by the lancal Ministry of Health. Moreover if matters
continue as they are, there is a risk that British pharmaceutical
companies will not be able to exploit their most recent developments
in the EEC when the inevitable free-for-all takes place with the
establishment of the Single Market in 1992.

To explain the problem in more detail, no medicine, whether it
needs a prescription or not, can be offered for sale in the UK unless
it has first been granted a Product Licence by the Medicines Division
of the DHSS. It is the job of Medicines Division to assess the
scientific data provided by companies to ensure the product's safety,
quality and efficacy before being licensed for sale to the public.

Over, please/.....

Proprietary Association of Great Britain 1s 8 Company Limited by Guarantee and Registered in England. Registrauon No 375216



The Right Hon. Nigel Lawson MP Tuesday 31 May 1988

Growing concern over the wholly unacceptable processing times for
licence applications led to the Minister of Health requesting that an
independent study of the work of Medicines Division be carried out.
This was undertaken by Peter Cunliffe, CBE who had just retired as
Chairman of ICI Pharmaceuticals and Dr N. Evans CB who had likewise
just retired as a Deputy Chief Medical Officer.

In due course the Cunliffe, Evans report was issued and I enclose
a copy with my letter. It highlighted several problem areas but, if
one looks behind how the problems show themselves, the core difficulties
are inadequate use of information technology and the impossibility of
recruiting and keeping professional staff because Civil Service salaries
are uncompetitive with those of industry.

The report recommendations are entirely in line with the above
conclusions. There is an urgent need for the introduction of modern
office technology and the re-deployment of staff of all disciplines
into effectively organised teams under the overall control of a high
calibre Director with appropriate managerial and organisational
expertise.

More realistic salaries are proposed outside the normal Civil
Service guidelines to attract the right quality of manager. The
Cunliffe, Evans Report indicates these would be permissible under the
Public Expenditure survey rules, providing certain conditions were met.

The Industry's concern is that we believe these proposals have
not been accepted by government and that, specifically, the difficulty
lies within the Treasury where there is resistance to the suggestion
that the proposed new Directorate should have certain exemptions from
normal Civil Service salary structures.

Bearing in mind the neydlive effects of an ineffective Medicines
Division on an important part of the UK's wealth-generating industry
I would Tike to emphasise that we believe the Cunliffe Evans conclusions
are sound. Moreover the pharmaceutical sector is willing to accept
the full burden of costs in the form of licensing fees for operating
the new Directorate. The net cost to the Exchequer of the improvements
would thus be zero. Our only proviso is that the industry be represented
on the Directorate's 'Budget Committee' to ensure cost-efficient manage-
ment. The industry sees its participation in the work of this committee
as an essential way in which industry managerial expertise can be input
to the Directorate without in any way influencing the decision-making
process on individual licence applications.

We have been disappointed by the DHSS only accepting a much more
limited role for this Committee than evisaged by the Cunliffe Evans
study and are currently in discussion with them. Qur objective is
to assist constructively in bringing about change and to avoid paying
more for an essentially unchanged system.

In conclusion, may I say "Thank you" for expressing an interest
in the points I endeavoured to put to you on the 24th. The question
is of considerable importance, especially to those of us with export
interests. I would be only too prepared to pursue the matter further
with officials at the Treasury if requested to do so.

Yours sincerely,

o (//7///1“120% e

K.M.Henderson
President - PAGB
KMH/BMA/Enc
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REORGANISATION OF MEDICINES DIVISION OF DHSS )

Dr K M Henderson, President of the Proprietary Association of
Great Britain (PAGB) wrote to you on 1 June about the
reorganisation of Medicines Division, DHSS. I apologise for the
delay in providing the background note and draft reply which you
requested: Dr Henderson met the Minister of State (Health) late
last week and it seemed sensible to delay the submission until the
outcome of that meeting was known.

2. I understand from DHSS that the meeting between Mr Newton and
the PAGB was constructive. In the circumstances there secms no
need for you to do more than note that the issues had been

discussed with Mr Newton. I attach a draft reply together with a
short note on the background to the two issues raised.
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BACKGROUND NOTE

REORGANISATION OF MEDICINES DIVISION OF DHSS

The Medicines Division of DHSS licenses drugs manufacturers and
their products, and charges the pharmaceutical industry for doing
so; it also carries out other tasks associated with the regulation
of the industry. Because the Division was failing to cope with
continued increases in licence applications and other work,
Dr Evans and Mr Cunliffe were commissioned to examine the problem.
They reported to DHSS in December 1987. DHSS and Treasury
officials are in the midst of discussions about the Report's
recommendations, two of which are referred to in Dr Henderson's
letter, and discussed below.

The Director of the Division

2 At present the Division has three heads: one a doctor; one an
administrator; and one a pharmacist. The recommendation of Evans/
Cunliffe that there should be a single Director has our support.
The point at issue between the DHSS and Treasury, referred to by
Mr Henderson, is the terms and conditions of the appointment,
including the starting salary; DHSS are inclined to think only in
terms of applicants from the pharmaceutical industry itself where
salaries are high (quite apart from the wundesirability of
appointing a representative of the drugs industry - probably on a
short-term contract - to consider licence applications from that
industry). We are now, we hope, close to agreement on the terms
of the advertisement (Mr Newton did assure Dr Henderson that an
advertisement would shortly be placed).

A budget committee to determine funding and monitor cost-
effectiveness

3. Evans/Cunliffe recommended that the drugs industry should pay
not only the direct costs of licensing new drugs but also the
costs of the other work of the Division; this was to meet their
desire that the Division should be exempt from gross running costs
control. We are discussing with DHSS both these points.
Evans/Cunliffe believed that the industry would agreg to pay the
increased costs, in the interests of a better service; but they
also recommended that a budget committee on which the industry
would be represented should set the budget for the Division and
monitor performance.

4. There are constitutional and management objections to the
idea of a joint committee determining budgets and priorities and
DHSS have announced rejection of this recommendation. We
understand that, in discussion with Mr Newton, the PAGB accepted
these objections. Mr Newton agreed in principle however that
there should be formal consultations; and PAGB accepted that DHSS
officials should produce proposals outlining the form such

consultations might take. (The reason for going even that far is
that there 1is a statutory requirement on DHSS to consult the
industry on the level of fees charged for licensing. We shall

ensure that we agree the proposals in draft before they go to
PAGB.)
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DR K M HENDERSON
President
Proprietary Association of Great Britain

Thank you for your letter of 1 June setting out your concerns
about the reorganisation of the Medicines Division of DHSS.

I am pleased that you have now had the opportunity to discuss your
concerns with Tony Newton, [a o J
atN an advertisement for a Director for the
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I attach a “fet'te?r sent to the Chancellor by Dr K M Henderson,

President of the Proprietary

Association of Great Britain.

The

Chancellor would be most grateful if you could let him have a short

note on the background, and a draft

reply.

AV\JI}\/\)

MOIRA WALLACE
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PROPRIETARY
ASSOCIATION OF
GREAT BRITAIN

Vernon Hause, Sicilian Avenue,
London, WC1A 2QH
Telephone: 01-242 8331-4
: Telegrams: Ambritprop. London WC1
= £ _ Fax,Ne:01-4057719

Wednesday ¥ June 1988
The Right Hon. Nigel Lawson M.P.
Chancallor of the Excheguer
H.M.Treasury
Ps~1liament Street
=50 SWl

“aspe. Chancellor,

REORGANISATION OF MEDICINES DIVISION OF DHSS

This is a follow up to the short discussion we had last week during
e buffet reception organised by John Redwood for members of the
cullis Club on the evening of the 24th May.

The pharmaceuticeal indusfrv has two manufacturing associations,
the ABPI with which you are already familiar and the PAGB standing for
the Pranrietary Associatio of Great Britain. The latter is the manu-
facturing association FJPCGYWHG with all aspects of medicines bought
by thz general public without the need for a doctor's prescription.
These nr-diicts make a very sithbstantial contribution to the foreign
exchange arvripgs rf che nharmaceutinal industry, In my own company
approx. 56% of ‘our turnover is in exnorts.

L‘ )

The reason for my approach to you is that we in the industry

believe the Treasury is blocking a move to recruit the right caiibre

of managerial staff to undertake a fundamental reorganisation of the
Medicines Division of the DHSS. The inability of this section of the
DHSS to deal with its current workload of applications for pharmaceut-
ical product licences is delaying the Taunch of new products by between
one and two years. Lack of such i icences not only affects business

in the UK, it has a knock-on effect in export markets where the

(.

-'~3'\

possession of a UK Product Licence is frequently a passport to
acceptance by the lacal Ministry of Health. Moreover if matters =~
continue as they are, there is a risk that British pharmaceutical
companies will not be able to exploit their most recent developments
in the EEC when the inevitable free-for-all takes place with the
establishment of the Single Market in 1992.

5 explain the problem in more detail, no medicine, whether it
needs a prescription or not, can be offered for sale in the UK unless
it has First been granted a Product Licence by the Medicines Division
£ <

1
of the DHSS. [t is the job of Medicines Division to assess the
scientific data provided by cumpanwﬂs to ensure the product's safety,
quality and efficacy before being licensed for sale to the public.

Over, please/.....

Proprietary Association of Great Britain 1s a Company Limited by Guarantee and Registered in Engiand. Registration No 375216



The Right Hon. Nigel Lawson MP Tuesday 31 May 1988

Growing concern over the wholly unacceptable processing times for
Ticence applications led to the Minister of Health requesting that an
independent study of the work of Medicines Division be carried out.
This was undertaken by Peter Cunliffe, CBE who had just retired as
Chairman of ICI Pharmaceuticals and Dr N. Evans CB who had likewise
just retired as a Deputy Chief Medical Officer.

— - -
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In due course the Cunliffe, Evans report was issued and I enclose
a copy with my letter. It highlighted several problem areas but, if
one looks behind how ne problems show themselves, the core difficulties
are 1nadequate use of information technolugy dand Lhe impussibility of
recruiting and keeping professional staff because Civil Service salaries
are uncompetitive with those of industry.

The report recommendations are entirely in line with the above
conclusions. There is an urgent need for the introduction of modern
office technology and the re-deployment of staff of all disciplines
into effectively organised teams under the overall control of a high
calibre Director with appropriate managerial and organisational
expertise.

More realistic salaries are prooosed outside the normal Civil
Service guidelines to attract the right quality of manager. The
Cunliffe, Evans Report 1nd1cates these would be permissible under the
Public Expend ture survey rules, providing certain conditions were met.

The Industry's concern is that we believe these proposals have
not been accepted by government and that, specifically, the difficulty
lies within the Treasury where there is resistance to the suggestion
that the proposed new Directorate should have certain exemptions from
normal Civil Service salary structures.

Bearing in mind the negative effects of an ineffective Medicines
Division on an important part of the UK's wealth-generating industry
I would 1ike to emphasise that we believe the Cunliffe Evans conclusions
are sound. Moreover the pharmaceutical sector is willing to accept
the full burden of costs in the form of licensing fees for operating
the new Directorate. The net cost to the Exchequer of the improvements
would thus be zero. Our only proviso is that the industry be represented
on the Directorate's 'Budget Committee' to ensure cost-efficient manage-
ment. The industry sees its participation in the work of this committee
as an essential way in which industry managerial expertise can be input
to the Directorate without in any way influencing the decision-making
process on individual licence appiications.

We nave been *159ppownted by the DHSS only accepting a much more
limited role for this Commi ttee than evisaged by the Cunliffe Evans
study and are currently in discussion with them. Our objective is
to assist constructively in bringing about change and to avoid paying
more for an essentially unchanged system.

in conclusion, may I say "Thank you" for expressing an interest
in the points I endeavoured to put to you on the 24th. The question
is of considerable importance, especially to those of us with export
interests. I would be only too prepared to pursue the matter further
with officials at the Treasury if requested to do so.

Yours sincerely,

(7//L Aton.

K.M.Henderson
President - PAGB
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Treasury Chambers, Parliament Street, SW1P 3AG
01-270 3000

Dr K M Henderson f
President (|
Proprietary Association of Great Britain |
Vernon House \
Sicilian Avenue
London WC1lA 2AH

& Lidoa

Thank you for your letter of 1 June setting out your concerns about
the re-organisation of the Medicines Division of DHSS.

6 July 1988

I am pleased that you have now had the opportunity to discuss your
- concerns with Tony Newton. Of course both my officials and his
have to consider carefully what kind of candidate is needed for an
important post of this kind. But I can assure you there is no
question of the Treasury "blocking" a suitable appointment. As I
expect Tony Newton will have told you, an advertisement for a
Director for the re-organised Division will be placed shortly.

I am copying this letter to Tony Newton.

NIGEL LAWSON
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Treasury Chambers, Parliament Street, SWIP 3AG
O1-270 3000

Dr K M Henderson
President
Proprietary Association of Great Britain

4 July 1988

Thank you for your letter of 1 June setting out your concerns about
the re-organisation of the Medicines Division of DHSS.

I am pleased that you have now had the opportunity to discuss your
concerns with Tony Newton. Of course both my officials and his
have to consider carefully what kind of candidate is needed for an
important poifit of this kind. But I can assure you there is no
question of the Treasury "blocklng“ a su1table appointment. As I

am—sdee Tony Newton will have an advertisement

for a Director for the re-organised Division will be placed
shortly.

I am copying this letter to Tony Newton.

NIGEL LAWSON
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HOUSE OF COMMONS
LONDON SWI1A 0AA

[ {L July 1988

Deas per,

I enclose the correspondence which
I have received from David Curry, M.P.

I would be most grateful for your
guidance as to whether or not it would be
possible for Ministers and/or officials to
consider the enclosed self-explanatory rep-—
resentations from Mercury Asset Management,
which has been passed on to me by my colleague,
David Curry,.

Perhaps we can have a word about this

in due course.
}/
; W‘ b

-
>

A.C.S. Allan, Esq.

Principal Private Secretary

The Chancellor of the Exchequer
H.M. Treasury

Whitehall

London S.W.1.
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PS/INLAND REVENUE

TAXATION OF OVERSEAS CLIENTS OF UK INVESTMENT MANAGERS

..+ We spoke about the attached papers, which David Curry MP passed to
Nigel Forman, the Chancellor's PPS. The most recent letter is from
Mr Barby, of Mercury Asset Management, but he also encloses a
submission from the City Markets Committee, which was sent to the
Chancellor in December 1last vyear, and treated as a Budget

representation.

Ze As the approach is rather an informal one, there is no need
for a Ministerial reply. But we would be most grateful if someone
could take a quick look at this, and let us know whether there is

anythingsin i€,

P

MOTIRA WALLACE
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MERCURY ASSET MANAGEMENT

33 KING WILLIAM STREET
LONDON EC4R 9AS

TELEPHONE: 01-280 2800

27th June, 1988

Dear Mr. Curry,

At our meeting last week we discussed certain problems
faced by United Kingdom investment managers relative to foreign
competitors, and I now write with further information on the
jssues involved. The position is particularly well summarized in
a letter from the City Capital Markets Committee which was earlier
sent to the Chancellor of the Exchequer, and a copy of which I now
enclose. The submissions contained in it document the potential
tax disadvantages faced by foreign clients of United Kingdom
investment managers.

The practical effect is that we advise non-United
Kingdom resident clients that if we manage their assets on a
discretionary basis from the United Kingdom this may give rise to
a liability to direct assessment to tax in this country. This
applies equally to non-United Kingdom resident institutional and
jndividual clients as well as to offshore funds - even though the
latter may have no United Kingdom resident shareholders. The
potential liability arises because the investor may be deemed to
be carrying on business in the United Kingdom through a United
Kingdom agent.

The problem is magnified in the case of portfolios which
are actively managed as there is additional uncertainty as to the
dividing line between simple investment transactions on the one
hand and the 'trade' of dealing in securities on the other. There
is a risk that an actively managed portfolio may be treated as
trading in the United Kingdom through a United Kingdom agent and
therefore subject to United Kingdom taxation. This could bring
even tax-exempt foreign entities within the United Kingdom tax
net. This latter point presents a particular dilemma for
investment managers such as Warburg Asset Management as our
services are marketed internationally on the basis that we are
successful 'active' managers in global equity and fixed interest
markets. Finally in the case of individuals there may be a
liability to inheritance tax on death and long delays in freeing
assets held within the jurisdiction.

In view of your particular interest in developments in
Europe I also enclose an Ernst & Whinney opinion which sets out
the comparable tax position for a non-resident investor who places
funds under management with an investment manager in Paris and
Frankfurt as well as in New York and Tokyo. The European
comparison is of particular relevance as we seek to identify the
disadvantages that United Kingdom resident investment managers
bear in relation to their continental European counterparts in the
run-up to 1992.

P

TELEX: 8953927 WIMLON G FAX: GP3 01-280 2820

REGISTERED OFFICE: 33 KING WILLIAM STREET LONDON EC4R 9AS REGISTERED IN ENGLAND NO 2020394
A DivisSiON OF MERCURY ASSET MANAGEMENT LTD.
MEMBER OF IMRO



MERCURY ASSET MANAGEMENT

As you will gather from the foregoing, the ambiguity of
the present situation impedes the provision of discretionary
investment management services to non-United Kingdom based
discretionary fund managers. The practical result is that
non-United Kingdom resident clients have to be advised that their
accounts should be managed offshore, normally through Switzerland
and Jersey to the advantage of employment and tax receipts in
these jurisdictions and at the expense of the United Kingdom.
This represents a real loss to the United Kingdom economy as it is
almost inconceivable that this reduction in business will be
balanced by any tax actually received from non-resident investors
placing funds for management in London.

I hope that this material gives you an adequate picture
of the background to this unsatisfactory situation. We are very
grateful for your interest in helping us resolve the problem.

Please do not hesitate to contact me, or my colleague,
John Parsloe, should you require additional information.

Yours sincerely,
/
/z&w~:§ﬁ#14
— e

I.C.S. Barby

David M. Curry Esq., M.P., M.E.P.,
Newland End,

Arkesden,

Essex,

CB11 4HF.

MAM/ICSB/sh
Encs
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T63/JDF/BM S November 1987

John Parsloe Esgq

Mercury Asset Management Group plc
33 King William Street

London

EC4R 9AS

Dear John
TAXATION OF INVESTMENT TRANSACTIONS

You spoke to Neil Bowman the other day about the position in the UK
following the changes made in 1987 to Section 78, Taxes Management Act
1970, in relation to a non resident investor who places funds on a
discretionary basis with MAM. You indicated that it would be helpful
to know what the tax position would be for a non resident investor who
placed funds with a bank undertaking investment management services
located in one of the other major financial centres which, for present
purposes, would include Paris, Tokyo, Frankfurt and New York.

In discussing the tax issues with my colleagues in the relevant financial
centres, I have asked them to make the following assumptions:-

l. The local -investment bank is carrying on a business of providing
investment management services to a number of clients of whom the
non resident person is one.

2. The investment transacrions concerned are cariied out in the ordinary
course of that business.

3. The remuneration which the local company receives for the provision
of investment management services to the non resident person is
. fixed at a rate which is not less than that which is customary for
that class of business. 3

4. The non resident person for whom the services are provided could
either be a company or an individual, but in no circumstances would
the person be resident in the local territory nor operate there
through a local branch or permanent establishment.

You will of course appreciate that the legal and tax provisions in
respect of investment management activities are somewhat complex and
that, for present purposes, I have merely attempted to establish the

A list of pantners’ names is available for
inspection at the principal place of business
of the UK Partnership:

Becket House, 1 Lambeth Palace Road
London SEI 7EU
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general position applying in the various jurisdictions. However, on
the basis of the comments received, it would appear that the position
is more favourable in the other major financial centres.

Whilst it is true to say that in each jurisdiction mentioned the investor
would normally be liable to tax in relation to any income received upon
the investment - normally withholding tax on dividends and interest
paid - it is also generally true to say that it is most unlikely thact
the transactious would represent a taxable trade or business of the
investor. 1In the United States, for example, a non resident will not
normally be considered to be engaged in a US trade or business if the
investor's activities are limited to trading in stocks, securities or
commodities in the United States, either through an independent agent,
or for the taxpayer's own account. Similar considerations apply in the
other juridisctions. (The position is summarised in greater detail in
the attached note).

I would, of course, be happy to explore the position in greater detail
if that would be helpful. 1In the meantime, if I can be of any further

assistance, please let me know.

¢incerely
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TAXATION OF INVESTMENT TRANSACTIONS

1. UNITED STATES

In the United States, the taxation of a non resident investor can be
divided into three categories of income:-

a) 1income effectively connected with a US trade or business;
b) income not effectively connected with a US trade or business; and
c) certain capital gains transactions.

A. Income effectively connected with a US trade or business

When a non resident is engaged in a trade or business in the United
States, all business income earned in the US and certain income earned
outside of the US which is considered to be effectively connected with
the trade or business in the US, is subject to US tax at graduated rates.
If the non resident is a resident of a country which has an income tax
treaty with the United States, generally only income attributable to a
permanent establishment of the non resident in the United States will

be subject to regular US tax.

The determination as to whether a non resident is engaged in a trade or
business in the United States (or whether a non resident has a permanent
establishment in the US) is primarily a question of fact. However, a
non resident will generally not be considered to be engaged in a US
trade or business (or have a permanent establishment in the US) if the
non resident's acrivities are limited to trading in stocks, securities,
or commodities (as to commodities, the commodity traded must be listed
on an established exchange) in the United States:

i) through an independent agent (for example through a resident broker,
commission agent or custodian); and/or

ii) for the non resident's own account (whether by the non resident himself,
his employee or through an independent agent).

B. Investment income not effectively connected with a US trade or business

In general, a 30% US withholding tax is imposed on certain classes of

US source income (for example dividend and interest income) which is

not effectively connected with the conduct of a trade or business in

the United States. Generally speaking, capital gains, income which is
"effectively conducted" with a trade or business and interest qualifying
as "portfolio interest" are exempt from the 30% withholding tax.

A non resident who is resident in a country which has an income tax treaty
with the United States may qualify for treaty benefits under which the

rate of withholding tax on items such as dividends, interest and royalties,
is reduced, often to nil. An investor resident in a country which does

not have an income tax treaty with the United States generally cannot
qualify for treaty benefits merely by interposing an agent (eg a fund
manager), whether independent or not, located in a tax treaty country.
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C. Capital gains

Investment capital gains include, for example, gains from the sale of
shares or commodities traded on one of the securities exchanges. As a
general rule, capital gains of a non tesident are not subject to US
tax. However, if a non resident is engaged in a US trade or business,
capital gains effectively connected with that business are taxed in the
same manner as those of a resident. In addition, there are special
rules applying to the disposal of real property interests located in
the United States.

2. FRANCE

Generally speaking, the same principles apply as in relation to the
United States. The following additional points should, however, be
borne in mind:

a) Under French internal law, a person may be considered as a resident
of France if his "centre of economic interest" lies in France.
This might arise, for example, in the case of a person who has his
major investments located in France or derives his principal Source
of income from France. 1In these circumstances, the individual
principal is regarded as resident in France and subject to the
French progressive tax rates on his worldwide income. However, if
the individual is resident in a country which has a Lax treaty with
France then, generally speaking, the individual will not be regarded
as a resident in France if he has his “permanent home" in the other
territory.

b) On the basis of the assumptions made in the covering letter, it is
most unlikely that the French tax authorities will take the view
that the non resident principal is engaged in a taxable trade in
France. In these circumstances, French income tax liability will
be limited to withholding tax payable on the dividends and interest
paid on the French investments.

c) A non resident principal will not normally be liable to French
capital gains tax on the sale of Lhe underlying investments. However,
in the case of a non resident individual investor who is resident
in a country that has not concluded a tax treaty with France, there
is a risk that the capital gain may be subject to taxation.
Liability would arise if the tax authorities took the view that the
non resident individual investor was considered to be dealing on a
regular basis on the stock exchange. 1In practice, this rule is
rarely applied and the risks associated with the liability may
therefore be considered somewhat remote.
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3. FEDERAL REPUBLIC OF GERMANY

The comments made in relation to the United States would also apply in
relation to the Federal Republic of Germany, subject to the following
additional comments:

a) Special legal and tax provisions apply to investment management
companies and the position is somewhat complex. For example, a special
licence is required to operate as an investment management company
which prohibits the entity from performing any other financial activity.

b) An investor is liable to German tax not only in relation to any
interest and dividends received from the investment management
company but also upon the profit made by the company after taking
into account all the expenses. (In effect, the German authorities
apply a "look through" principal). However, capital gains made on
the sale of investments held by the investment management company
are tax free to the investor. At present, there is no withholding
tax mechanism for accounting for the German tax so that the non
resident investor is required to file an income tax return.

c) 1In those cases where the non resident investor is entitled to a
reduced rate of withholding tax under the terms of a tax treaty,
the relevant assessment made on him by the German tax authorities
will take this fact into account.

4. JAPAN

The position is broadly the same as the United States and there do not
appear to be any special rules that distinguish the position in Japan
from that in the United States.



CITY CAPITAL MARKETS COMMITTEE

8 Bishopsgate, London ecznaAe
Telephone: 01-283 8833. Telex: 883622.

11th December, 1987.

Kb éZMu 4;,

Investment Management

Possible U.K. Tax Exposure for Overseas Clients

1. I am writing on behalf of the City Capital
Markets Committee to draw your attention to a serious
problem encountered by United Kingdom investment
managers in their efforts to win fund management
business from non-resident clients, and to ask that
urgent consideration be given to providing a remedy to
the problem through a change in the law.

2. The problem is that a non-U.K. resident who
entrusts his funds to a U.K. fund manager for
management, particularly management on a full
discretionary basis, remains liable in certain
circumstances to United Kingdom tax, notwithstanding
the enactment by Section 50 Finance Act 1985 (Agents
acting for non-residents) of Section 78(2) Taxes

Management Act 1970. This potential 1liability to
United Kingdom taxation is a major deterrent to non-
U.K. residents who might otherwise place their

portfolios with U.K. fund managers, and the United
Kingdom compares unfavourably in this respect with
other major international financial centres such as New

York and Tokyo. In other cases where a non-resident
investor still wishes to have the benefit of the U.K.
manager's expertise, cumbersome (and expensive)

arrangements have to be set up to add an advisory role
to the function of management carried out elsewhere.
U.K. fund managers are thus at a major competitive
disadvantage in relation to their competitors in other
jurisdictions, and fund management business which might
otherwise come to the United Kingdom goes elsewhere.
Similarly in the case of foreign companies which might
otherwise wish to establish a global, eastern
hemisphere or European '"money management' or "treasury"
function in the United Kingdom.

3. I am enclosing a note which explains the
problem in greater detail. Paragraph 2, which
summarises the major uncertainties under current U.K.
law, in particular refers.



4. By contrast, in the United States, for
example, a foreign corporation's gains from the
purchase and sale of securities are not subject to US
federal tax if it is not engaged in trade or business
within the US; and by Section 864(b)(2)(A)(1ii) of the
Internal Revenue Code a foreign coporation is not
considered to be so engaged by reason of trading in
securities for its own account, whether or not such
trading is carried out in the United States by an agent
with discretionary authority or even by an employee of
the corporation itself, so long as its principal office
is. .not. .. in.. the sl Nor is such a non-resident
chargeable to US tax on US bank interest and other US
source interest paid to him gross. The same principles
apply in the case of a non-US resident alien (i.e.
non-US citizen) individual. It is understood that the
position in Japan is similar and that there is in such
circumstances no tax liability upon non-residents.

S The City Capital Markets Committee therefore
suggests that the law be changed to make it clear that
non-residents who place funds for management, whether
discretionary or otherwise, with fund managers in the
United Kingdom will not :-

£1) be treated as carrying on a trade of dealing
in securities in the United Kingdom;

(2) be liable in any way to U.K. taxation with
respect to the income, profits and gains of
the funds and portfolios under such
management (apart from U.K. withholding tax);
nor

(3) be treated as resident in the United Kingdom
for U.K. tax purposes by reason alone of the
fact that they have funds under management in
the United Kingdom. :

B:s Concerns that such a measure would lead to
UK, residents establishing non-U.K. resident
investment companies, partnerships, trusts or other
entities in an effort to roll up funds tax free, could
be met by appropriate extensions of the Controlled
Foreign Companies legislation (or, more simply by a
condition that it did not apply to a company controlled
(within s. 302 TA 1970) directly or indirectly by U.K.
residents), and of s. 478 ICTA L9087 415 CCTA 1979
and other anti-avoidance legislation. ;

ls In Standing Committee on the 1985 Finance
Bill the Minister concerned, Mr. Peter Rees said in
comment upon Clause 48 of the Bill (enacted as Section
50 Finance Act 1985) :-
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""Many reputable sources have said to us that
the existing provisions for charging a
non-resident in the name of his agent in the
United Kingdom excludes from the United
Kingdom a range of profitable businesses
dealing with investment, management of
portfolios and so on. The reason is that the
non-resident concerned is not prepared to
risk a charge to United Kingdom tax on either
the income or, in the case of a company, the
chargeable gains."

"On reflection we do not see why the
financial community in the United Kingdom
should be prevented from competing fairly
with other people who are prepared to offer
advice and service across the world. That is
the purpose of Clause 48... It must be to
our advantage that a range of financial
services can be proffered from this country."
(Hansard, 6th Jute 1983, col. 376}

For the reasons summarized above and
amplified in the enclosed note the objective of which
Mr. Rees spoke has not been realised, to the detriment
of both the U.K. fund management industry and the
United Kingdom as a location for the money management
function of non-U.K. groups of Companies. Valuable
opportunities to win new business and attract new
corporate functions, and therefore employment, to the
United kingdom, are being lost to other international
centres. The City Capital Markets Committee strongly
believes that the U.K. tax position with respect to
these activities should be placed on a footing at least
as favourable as that which applies in major financial
centres elsewhere in the world. The present position
in the U.K. is a major impediment to the realisation of
the objective that the United Kingdom should be one of
the dominant financial centres of the world. The
Committee very much hopes that the suggestions made in
this letter will be implemented in the Finance Act

T ok
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Nicholas Baring

The Rt. Hon. Nigel Lawson, M.P.,
Chancellor of the Exchequer.

HM Treasury,

Parliament Street,

London, SW1P 3AG.
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THE U.K. INVESTMENT MANAGEMENT INDUSTRY

DIFFICULTY IN ATTRACTING OVERSEAS CLIENTS DUE TO
THEIR POSSIBLE U.K. TAX EXPOSURE

3 1S The Investment Management Industry in the City of
London desires to attract the funds of non U.K. residents.
But its ability so to do is significantly impeded by
uncertainty about the U.K. tax position of non-residents
with funds under management in the United Kingdom, and the
extent to which income and gains arising upon funds under
such management are subject to U.K. tax (both Income and
Corporation Tax). This amounts not only to a missed
opportunity, but also puts the City of London at a
competitive disadvantage in relation to other major
financial centres, such as New York and Tokyo.

2. The uncertainty arises in the following manner:-

2l The Fund Manager is the agent of the Overseas
Client.

2 The Overseas Client who engages a U.K. Fund
Manager is, at least in the case of corporations, and
possibly (depending on the facts) in the case of
individuals, carrying on business in the United
Kingdom through a U.K. agent, particularly where the
Manager is managing on a full discretionary basis and
executing transactions without the prior approval of
the Client.

235 Section 78(2) Taxes Management Act 1970
(enacted by the Finance Act 1985) only precludes the
assessment (under Section 78(1)) of a non-U.K.
resident Client in the name of its U.K. agent. It
still leaves open the possibility of a direct
assessment upon the overseas Client (and an assessment
may be raised by the Revenue by mailing it to the
overseas address of the Client) in respect of U.K.
source income,

2.3.1. In any case Section 78(2) does not apply
where the overseas Client is connected with the
Fund Manager (as in the case of a London based
European or International "Treasury" function
of, say, a U.S. multinational group), or is an
offshore fund (within Chapter VII (Offshore
Funds) Finance Act 1984). Many potential
clients in the form of overseas mutual funds
will be offshore funds for this purpose, even
where they have no U.K. resident shareholders
whatsoever,



2.3.2. Section 79 TMA, which seems to repeat

s. 78(1), and which is not qualified by the

s. 78(2) exception, is still on the Statute
Book and its practical scope and application in
light of s. 78(2) is most uncertain.

2.4. An example of an important type of U.K. source
income is bank deposit interest, which is paid gross.
Extra Statutory Concession Bl3 in many cases applies
to exempt such interest from direct assessment to
Income Tax in the hands of a non-U.K. resident.
However, the Concession does not apply where the
non-resident is chargeable under Section 78 TMA 1970
in the name of a U.K. agent or branch (i.e. where the
Client is connected with the Fund Manager (as in the
example of the Treasury Function), or is an offshore
fund) having management or control of the interest.
It is very probable that a Fund Manager managing a
portfolio of a non-U.K. resident on a full
discretionary basis will place funds on bank deposit
in London pending investment or reinvestment. A full
discretionary manager will have the management or
control of the interest on this deposit because he is
able to invest it as he may think fit without the
prior approval of the Client. 1In these circumstances
the Concession will not apply and the Overseas Client
has a potential exposure to U.K. taxation. Similarly
wilh respect to other U.K. source interest which is
payable gross, such as interest on Exempt Gilts and
Quoted Eurobonds.

2.9% Nor will an Overseas Client resident in a
country with which the U.K. has a Double Tax Treaty
necessarily be protected by any exemption from U.K.
tax for U.K. source interest given by the Treaty.
This is because Treaties invariably contain a
provision which excludes the application of the
exemption where the debt claim giving rise to the
interest is effectively connected with a U.K.
permanent establishment of the non-resident. It is
arguable that a U.K. discretionary investment manager
will be a permanent establishment of the Overseas
Client, at least in the case of a Corporate client,*
and that a U.K. bank deposit placed by such a Manager
is effectively connected with that permanent
establishment. If so the Client will be denied the
Treaty interest exemption.

203 Another most, perhaps the most, important area
of uncertainty is the dividing line between investment
transactions on the one hand and the trade of dealing
in securities on the other. There is a risk that an
activecly managed portfoulio may be treated as trading



in which case the income arising upon the investments
and the gains realised upon their disposal will be
treated as the profits of a dealing trade and subject
to Income Tax at the basic and higher rates where
applicable in the case of individuals and to
Corporation Tax in the case of corporations. If so,
the U.K. discretionary investment manager will be a
U.K. branch or agent of the Overseas Client such as to
found liability, in the case of corporations, to
Corporation Tax under Section 246 ICTA 1970, and in
the case of individuals under paragraph 1(a)(iii) of
Section 108 ICTA 1970 (Schedule D). Again, while
Section 78(2) will relieve the Fund Manager from being
assessed with the Overseas Client's liability to
taxation, the Section will not protect the Client from
direct assessment to Corporation Tax.

257 There is one other potential for uncertainty
which is an important deterrent to non-U.K. resident
investment companies placing their investment
portfolios for full discretionary fund management with
U.K. Fund Managers. This is the possibility that in
appropriate circumstances, the overseas investment
company may be treated as a U.K. resident corporation
on the ground that at least a part of its central
management and control is exercised from within the
United Kingdom by the U.K. Fund Manager. This is
because the business of an investment company is the
making and managing of investments. Decisions with
respect to investment policy, or even the purchase or
sale of particular investments, may therefore
constitute major policy decisions with respect to the
business and constitute the exercise of central
management and control. Where these decisions are
taken by a full discretionary fund manager in the
United Kingdom without reference to the overseas
client, it is therefore at least arguable that the
overseas client is resident in the United Kingdom for
U.K. tax purposes. If this were to be the case the
whole of the world-wide income and gains of the
Overseas Client would be subject to U.K. taxation.

* This is because the manager will be a general agent
with authority, habitually exercised, to contract on behalf
of the Client, so that at least in the case of corporate
clients, the Client will be carrying on business in the EEReS
through a permanent establishment. He may also constitute a
branch or management of the Client. As such he will not be
a broker or a general commission agent, and may not be
(because, inter alia, of the "ejusdem generis" principle)
"any other agent of independent status"™ within e.g. Article
5(5) of the 1975 UK/US Double Tax Treaty.



33 This paper has listed some of the uncertainties with
respect to U.K. taxation which in practice deter overseas
clients from pPlacing their funds with U.K. Fund Managers.
Because of these uncertainties, U.K. advisers to potential

from placing funds with U.K. Managers. It is also
understood that the tax law and practice of certain major

management there, than in the case of current U.K. law*,
This is a further disincentive to the eéngagement of U.K.
Fund Managers.

ll1th December, 1987

* For example, it is understood that with respect to the
United States a foreign corporation, the principal office of
which is outside the United States, is not considered to be
engaged in trade or business in the United states by reason
of trading in stocks or Securities for its own account,
Further, that this rule applies whether the trades are by
the corporation or its employees (including employees
prcsent in the U.S.) or through a u.s, resident broker,
commission agent, custodian or other agent and whether or
not such employee or agent has full discretionary authority
to make decisions in effecting the transactions,
Consequently investment income profits and gains accruing to
such a non US resident on funds and securities managed by a
US Fund Manager are not Subject to U.S. tax (except for any
applicable withholding tax on y.s. source investment income)
while U.S. Bank Deposit Interest is also paid gross to such
non US residents and its not subject to any other us tax in
their hands. The same Principles apply in the case of a non
U.S. resident alien (non u.s. citizen) individual. The
position in Japan is also understood to be similar.

v e
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Treasury Chambers, Parliament Street, SWIP 3AG
0O1-270 3000

21 July 1988

Nigel Forman Esg MP
House of Commons
London SW1lA 0AA

Dew Nigel.

This is just to report progress on a couple of representations you
have passed to us recently.

First, your correspondence from Mr Curry, and enclosures from
Mercury Assct Management. The collection of papers you sent us
included a letter sent to the Chancellor in December last year. We
checked up to see if anyone had looked at this in any detail, but,
given the timing, it was treated simply as a Budget representation,

and received a brief acknowledgement. I have asked the Revenue to
have a look at the papers now, and they will report back to me in a
few weeks. I shall keep you posted.

Secondly, Dr K M Henderson of Mentholatum (and the Proprietary
Association of Great Britain). Dr Henderson has independently
written to the Chancellor, who has replied (copy attached). I have
checked up on progress in this case and officials tell me that in
fact the post in question has not yet been advertised - DHSS and
HMT are agreed, but the advertisement now has to be cleared with
the CS Commission. This should not take much longer. If you would
like us to acknowledge your letter too, perhaps it might be best to
wait a little longer until we can report a successful conclusion.

Do you agree?
Youss

st

f‘ MOIRA WALLACE
Private Secretary
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Dame A Mueller
Mr Phillips

Mr Kelly

Mr Luce

Miss Peirson
Mr Saunders
Mr Willis

Treasury Chambers. Parliament Street. SW1P 3AG
O1-270 3000

Dr K M Henderson

President

Proprietary Association of Great Britain
Vernon House

Sicilian Avenue

London WC1lA 2AH

i Lo

Thank you for your letter of 1 June setting out your concerns about
the re-organisation of the Medicines Division of DHSS.

6 July 1988

I am pleased that you have now had the opportunity to discuss your
concerns with Tony Newton. Of course both my officials and his
have to consider carefully what kind of candidate is needed for an
important post of this kind. But I can assure you there is no
question of the Treasury “blocking™ a suitable appointment. As I
expect Tony Newton will have told you, an advertisement for a
Director for the re-organised Division will be placed shortly.

I am copying this letter to Tony Newton.

/ f
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NIGEL LAWSON



Nigel Forman, M.P.

A

HOUSE OF COMMONS
LONDON SWIA 0AA

2/ suly 1988

) ean Alox

I do apologise for not having sent
you the enclosed before this time. I regret
that it got +tucked away at the bottom of
one of my In—trays!

I wonder if there 1is anything you
could do to acknowledge receipt of these
representations, and perhaps to respond in
some substance in due course?

Josier,

v A

-

Alex Allan, Esq.,
PrincipaliPrivate Secretary
Chancellor of the Exchequer
H.M. Treasury

Whitehall

London S.W.1.
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Mentholatum

The Mentholatum Company Limited

Longfield Road, Twyford,
Berkshire, RG10 9AT
Telephone: Twyford (0734) 340117
Telex: 847513

Wednesday 1 June 1988

Mr Nigel Forman MP

PPS to Rt.Hon. Nigel Lawson 2 JUN 1988
House of Commons

SW1A OAA

Dear Mr Forman,

You may recall approximately a week ago at an evening buffet
reception for the Chancellor and yourself organised by John Redwood
that I broached the subject of the Treasury and its connections with
a review of the function of the Medicines Division.

I broached the subject because I am currently serving as President
of one of the two UK pharmaceutical manufacturing associations. In
a parallel conversation with the Chancellor he was kind enough to ask
me to put the industry's concern on paper and write to him. This I
have duly done and a copy of the letter is enclosed as I promised to
keep you informed. I have also included a copy of the Cunliffe Evans
report which I referred to in our conversation.

Again I would apologise for 'bending your ear' while you were a
guest of the Portcullis Club. The matter is however an important one
and is presenting considerable frustration to an industry only too aware
of the need to put its best foot forward when the Single Market comes
round in 1992.

Any help you can give to assist in breaking the current impasse
would be very much appreciated.

Yours sincerely,

4 K77L&»Xw~~

Dr K.M.Henderson
Managing Director
KMH/BMA
Enc

Registered in England No. 197071
Directors: G.H. Hyde (U.S.A.) R.M. Crandall (U.S.A.)
R.F. Dorsey (U.S.A.)
K.M. Henderson B.Sc. Ph.D. C. Chem F.R.S.C. (Managing)
H. Oglesby F.C.A.
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PROPRIETARY
ASSOCIATION OF
GREAT BRITAIN

Vernon House, Sicilian Avenue,
London, WC1A 2QH

Telephone: 01-242 8331-4
Telegrams: Ambritprop. London WC1
Fax No:01-4057719

2 JUN 1988

Wednesday 1 June 1988
The Right Hon. Nigel Lawson M.P.
Chancellor of the Exchequer
H.M.Treasury
Parliament Street
London SW1

Dear Chancellor,

REORGANISATION OF MEDICINES DIVISION OF DHSS

This is a follow up to the short discussion we had last week during
the buffet reception organised by John Redwood for members of the
Portcullis Club on the evening of the 24th May.

The pharmaceutical industry has two manufacturing associations,
the ABPI with which you are already familiar and the PAGB standing for
the Proprietary Association of Great Britain. The latter is the manu-
facturing association concerned with all aspects of medicines bought
by the general public without the need for a doctor's prescription.
These products make a very substanlial contribution to the foreign
exchange earnings of the pharmaceutical industry. In my own company
approx. 56% of our turnover is in exports.

The reason for my approach to you is that we in the industry
believe the Treasury is blocking a move to recruit the right calibre
of managerial staff to undertake a fundamental reorganisation of the
Medicines Division of the DHSS. The inability of this section of the
DHSS to deal with its current workload of applications for pharmaceut-
ical product Ticences is delaying the launch of new products by between
one and two years. Lack of such licences not only affects business
in the UK, it has a knock-on effect in export markets where the
possession of a UK Product Licence is frequently a passport to
acceptance by the local Ministry of Health. Moreover if matters
continue as they are, there is a risk that British pharmaceutical
companies will not be able to exploit their most recent developments
in the EEC when the inevitable free-for-all takes place with the
establishment of the Single Market in 1992.

To explain the problem in more detail, no medicine, whether it
needs a prescription or not, can be offered for sale in the UK unless
it has first been granted a Product Licence by the Medicines Division
of the DHSS. It is the job of Medicines Division to assess the
scientific data provided by companies to ensure the product's safety,
quality and efficacy before being licensed for sale to the public.

Over, please/.....

Proprietary Association of Great Britain is a Company Limited by Guarantee and Registered in England. Registration No. 375216



The Right Hon. Nigel Lawson MP Tuesday 31 May 1988

Growing concern over the wholly unacceptable processing times for
licence applications led to the Minister of Health requesting that an
independent study of the work of Medicines Division be carried out.
This was undertaken by Peter Cunliffe, CBE who had just retired as
Chairman of ICI Pharmaceuticals and Dr N. Evans CB who had likewise
just retired as a Deputy Chief Medical Officer.

In due course the Cunliffe, Evans report was issued and I enclose
a copy with my Tetter. It highlighted several problem areas but, if
one looks behind how the problems show themselves, the core difficulties
are inadequate use of information technology and the impossibility of
recruiting and keeping professional staff because Civil Service salaries
are uncompetitive with those of industry.

The report recommendations are entirely in line with the above
conclusions. There is an urgent need for the introduction of modern
office technology and the re-deployment of staff of all disciplines
into effectively organised teams under the overall control of a high
calibre Director with appropriate managerial and organisational
expertise.

More realistic salaries are proposed outside the normal Civil
Service guidelines to attract the right quality of manager. The
Cunliffe, Evans Report indicates these would be permissible under the
Public Expenditure survey rules, providing certain conditions were met.

The Industry's concern is that we believe these proposals have
not been accepted by government and that, specifically, the difficulty
lies within the Treasury where there is resistance to the suggestion
that the proposed new Directorate should have certain exemptions from
normal Civil Service salary structures.

Bearing in mind the negative effects of an ineffective Medicines
Division on an important part of the UK's wealth-generating industry
I would Tike to emphasise that we believe the Cunliffe Evans conclusions
are sound. Moreover the pharmaceutical sector is willing to accept
the full burden of costs in the form of licensing fees for operating
the new Directorate. The net cost to the Exchequer of the improvements
would thus be zero. Our only proviso is that the industry be represented
on the Directorate's 'Budget Committee' to ensure cost-efficient manage-
ment. The industry sees its participation in the work of this committee
as an essential way in which industry managerial expertise can be input
to the Directorate without in any way influencing the decision-making
process on individual licence applications.

We have been disappointed by the DHSS only accepting a much more
limited role for this Committee than evisaged by the Cunliffe Evans
study and are currently in discussion with them. Our objective is
to assist constructively in bringing about change and to avoid paying
more for an essentially unchanged system.

In conclusion, may I say "Thank you" for expressing an interest
in the points I endeavoured to put to you on the 24th. The question
is of considerable importance, especially to those of us with export
interests. I would be only too prepared to pursue the matter further
with officials at the Treasury if requested to do so.

Yours sincerely,

x /(7%4%_ i

K.M.Henderson
President - PAGB
KMH/RMA /Fnce
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SUMMARY OF CONCLUSIONS AND RECOMMENDATIONS.

1. We have no doubt that it is still appropriate, in the public
interest, to scrutinise the quality, safety and efficacy of
medicines before they are put on sale, and to supervise their
manufacture and promotion. Such arrangements for the control of
medicines are best kept separate, as now, from considerations of
price and prescribing practice. But the process of scrutiny
should not be more burdensome than is necessary to protect the
public: longer delays than are needed to evaluate the medicines
thoroughly keep useful new medicines out of patients' hands, and
damage the industry - partly because the effective patent life of
new medicines is so short.

2 The Medicines Act 19268 has stood the test of time well, as has
the general principle whereby a licensing office takes advice
from independent expert bodies and reports to Ministers. The high
reputation which the UK deservedly holds for medicines control
depends upon the excellence of the professional judgements made
by staff and those advisory bodies, on the balance of benefit and
risk from medicines.

3 The workload from licence applications received by Medicines
Division of DHSS has gone up steadily and is still rising. On the
whole, the office has coped suprisingly well with this increase
and without proportionate increase in staff, but it is now
showing signs of overload. Licences for New Active Substances
(ie, the important new drugs) are currently held up on average
for as much as two years, compared with the European Community
(EC) specified figure of 210 days, and many minor applications
are held up almost as long, compared with the EC figure of 120
days; also, companies report growing numbers of minor errors in
documentation. These delays are not attributable to extra
thorough care in assessment (for which the EC recommended periods
are sufficient), but to problems in the office which we describe
below. Although these delays are smaller than those reported from
several other countries, we consider they warrant urgent
attention now, especially as we expect the total number of
licence applications received to go on growing over the next 5
years, perhaps by 10% per year. It is quite likely that towards
the end of that time developments in medicines control in the EC
may begin to supplement or replace national licensing controls,
but in our view it would be unwise to postponc action on that
account.

4 Substantially the whole of Medicines Division, some 300
people, is engaged on the control of medicines, predominantly the
processing of licence applications and the assessing of
voluminous supporting data. Computing and information technology
support is seriously deficient, and the database is almost
unusable because erroneous and out of date. Consequently there is
heavy reliance on labour intensive clerical operations and on
traditional paper files, but without an effective system for
keeping track of the files or of the transit of work through the
office. The organisational structure of the Division reflects its
historic origins as a headquarters policy division and is
inappropriate for the present task; in particular the diffusion
of managerial responsibility means that there is no effective



overall control of the flow of work, and it is frustratingly hard
to bring about change.

5 The other principal area of difficulty relates to staff:
because civil service salaries for pharmacists and doctors are
uncompetitive and there is too little secretarial and other
support, it is difficult to recruit experienced professional
staff for this highly specialised work and - once trained and
experienced - they leave for posts in industry. Other rigidities
compound the problem, for example the control of staff numbers by
arbitrary headcount, and the dilatory procedures for filling
vacancies. The Association of the British Pharmaceutical Industry
told us that their members would be prepared to pay higher fees
if it led to the engagement of more senior and experienced
professionals, because such staff would greatly expedite the
assessment of applications.

6. The heart of our recommendations is our proposal to organise
the staff, of all disciplines, into functional teams each related
to an identifiable 'business' and each with a team leader
managerially responsible for the quality and quantity of its
work. For example, there will be one team for New Active
Substance applications, another for Adverse Drug Reaction
monitoring, and so on. Team leaders will be accountable to
functional managers headed by the Director of Medicines Control,
whose task will be to control the work and promote the identity
of the Directorate, as we propose to call it. Managerial staff
will be selected for their personal gualities regardless of the
discipline from which they come, though it is probable the
Director will be a doctor. We suggest the Director's post, and
some of the other senior posts, should be advertised.

7. We considered carefully whether the Medicines Directorate
should be transferred from the Department of Health and Social
Security (DHSS), as has been suggested, into a Special Health
Authority or other independent body, but we decided that the
balance of advantage lies in keeping the Directorate within DHSS
under special financial and managerial arrangements to promote a
considerable degree of autonomy and flexibility, for example over
pay for specialised posts. These arrangements (technically called
"exemption from gross running cost controls") are permissable
under Public Expenditure Survey rules providing certain
conditions are met, notably that the full cost of gross
expenditure is recouped from receipts. We think it reasonable, if
exemption is granted from gross running cost control, to ask the
industry to carry the full cost of the Directorate (which we
propose should not include the British Pharmacopoeia) and suggest
their representatives should join DHSS and H.M.Treasury
representatives on a Budget Committee to ensure cost-efficient
management.

8. Other recommendations provide for the urgent introduction of
modern technology, simplification of office procedures and
removal of unnecessary work, and flexible pay arrangements for
specialised posts. None of our recommendations will require
primary legislation. One recommendation, to provide for the
appointment of temporary members to the Medicines Commission to
facilitate the hearing of appeals, will require secondary




legislation by Statutory Order under the Medicines Act. The
remainder can be achieved by political resolve and administrative
action. We are confident that if they are put into effect
wholeheartedly, they will improve the arrangements for the
control of medicines and help to sustain the UK reputation in
this field.

9 Our detailed recommendations are, in summary, as follows (the
numbers in brackets refer to the paragraphs in which the full
text of the recommendations can be found):

Organisation

1 The control of medicines should remain a Ministerial
responsibility (6.4.1)

2 Medicines Division should become the Medicines Directorate
(5.25) within DHSS (6.7)

3 Its Director should be accountable to a Deputy Secretary for
all the work of the Directorate (6.7 )

4 The staff should be organised into multidisciplinary
functional teams, each responsible to a leader (5.22)

5 The managerial structure above the teams and responsible to
the Director should be functional not divided by professional
discipline (5.24)

6 DHSS should consider transferring responsibility for the
British Pharmacopoeia to the Pharmaceutical Society of Greatl
Britain (PSGB) (7.3)

7 DHSS should study the costs and benefits of moving the
Directorate out of London (4.18)

8 The Director should seek advice on the management of change
(5. 28) .,

9 Steps should be taken to improve public understanding of the
Medicines Directorate and the licensing system (3.9)

New Technology

10 Completion of the file-tracking system should have high
priority (5.2)

11 Modern information technology should be introduced urgently
for processing of applications and adverse drug reaction data
(5:3)

12 But computerisation of data input for assessment has low
priority (5.4)

Staffing and Personnel

13 Job-satisfaction should be increased by 'whole-job' and team
working (5.18)



14 Much more flexibility is required in personnel matters (4:.7)

15 Action is needed to improve the numbers and calibre of
professional staff (4.5)

16 Better clerical and secretarial support is required for
professional staff (5.18)

17 There should be a modest increase in numbers of professional
staff and some over-complementing (5.18)

18 Recruitment should be simplified and speeded up (5.18)

19 External assessors should be tried out to relieve
bottlenecks (5.18)

20 There should be more use of individual or merit promotion
{:5%.1:9.)

21 The pay of pharmacists and doctors in the Directorate should
be determined flexibly to allow recruitment of experienced
staff at market rates (5.19 & 6.5)

22 Administrative and clerical staff should be moved around
less often (5.18)

23 More flexibility is needed to take on temporary staff (5.18)

24 There should be more emphasis on training, including joint
training with industry (5.18).

Improved Procedures

25 Companies should ensure, by supervision and training, that
their applications are satisfactory (5.6)

26 DHSS should rewrite its guidance notes MAL 2 (5.5)

27 Newcomers to the UK control system should be encouraged to
get consultancy advice (5.5)

28 The licensing authority should define the criteria for
notification and variation respectively (5.8)

29 There should be triage of abridged applications and
variations, in which a senior pharmacist deals with minor
matters on receipt and in other cases determines their

subsequent handling (5.9)

30 To facilitate triage, companies should submit a simple
statement specifying what they are seeking and certifying the
data is complete (5.10)

31 Seriously deficient applications should be sent back at or
before triage (5.7)

32 The licensing authority should publish Statements of




Acceptable Specification to simplify the approval process for
wcll-established medicines (5.12)

33 Officially-certified copies of documents should be supplied
where it would simplify the scrutiny of data (5.13)

34 DHSS and applicants should each nominate a contact point
for enquiries (5.15)

35 Informal communication should be encouraged (5.14),

36 When a subcommittee of the Committee on Safety of Medicines
(CSM) advises against acceptance of an application there should
be an interval for discussion before the CSM meets (5.15)

37 Product licencing is not appropriate for the control of
homeopathic and similar alternative medicines (7.5)

38 The management of the Directorate should review procedures
periodically, in search of further simplification (5.16)

Adverse Drug Reaction Monitoring

39 Adverse drug reaction (ADR) monitoring should be developed,
and should remain the responsibility of the Directorate even

though many or all of the studies may be carried out by others
{ 7:4)

40 Anonymised ADR data, including copies of yellow cards should
be available to those with a bona fide interest (7.4)

41 The Directorate should pursue measures for the international
collation and exchange of ADR data (7.4)

The expert advisory committees

42 Ministers should take powers to enable the appointment of
temporary members of the Medicines Commission (4.12)

43 The Medicines Commission should help the Section 4
Committees to concentrate on essentials (4.11)

44 The Committee on the Review of Medicines should be wound up
in 1990 14.10Q)

Appeals

45 When appealing to the CSM or the Medicines Commission,
companies should have the choice, whether or not to have the
data reassessed (4.15)

46 The Committee on Safety of Medicines should decline to take
account of new evidence without the opportunity to consider it
beforehand (4.16)

47 I1f presented with new data relating to an appeal, the
Medicines Commission should normally seek the views of the CSM
before reaching a conclusion (4.16)



48 The Medicines Commission and the Committee on Safety of
Medicines should revise the manner in which they hear appeals,
to encourage a less stilted discussion (4.17)

Finance

49 DHSS should apply for the Medicines Directorate to be
exempted from gross running cost controls (6.8)

50 The full cost of the Medicines Directorate should be charged
to the pharmaceutical industry (6.10)

51 The emphasis should shift somewhat from the levy on
turnover towards fees, which should relate to the cost of
carrying out that category of work. (6.11).

52 There should be fees for appeals, which should reflect the
extra cost of reassessment when companies choose to have this
done (4.15)

53 A Budget Committee should determine the funding of the
Directorate and monitor the cost-effectiveness of its
management (6.12)

54 The Directorate should monitor performance (3.14, 3.15) and
use management yardsticks to cut out wasted time but preserve
full and thorough scrutiny of medicines (6.13).

10 Finally, we add our thanks to all those who have helped us
conduct this review, but especially to the present and past
members of the Medicines Commission and the expert advisory
committees on whose diligence and judgement the quality, safety
and efficacy of our medicines depends.




Chapter 1 INTRODUCTION

In the Spring of 1987, the Medicines Act 1968 was almost twenty
years old, and the Medicines Division of DHSS (which is the
government department charged with implementation of licensing of
medicines under the Act) was showing signs of overload. We were
asked by Ministers to study the arrangements for the control of
medicines, with the following terms of reference

"To examine the issues for DHSS arising from the
continued increases in licence applications and other
work under the Medicines Act and to recommend ways of
dealing expeditiously with this work, while maintaining
adequate standards for the safety, efficacy and quality
of human medicines in the United Kingdom."

We have had considerable help from a number of individuals and
from professional and other bodies with knowledge of and interest
in the control of medicines. We have also examined the working of
Medicines Division in some detail and have heard the views of
many of its staff. At Annex 1 we reprint the letter sent out to
solicit views from interested parties and given wider circulation
through the trade press, while Annex 2 lists those who gave us
their views orally or in writing.

In this report, we concentrate our attention - as our terms of
reference require - on those issues bearing directly on the
workload of Medicines Division of DHSS.

We are greatly indebted to all those who have helped us, but
especially to Julian Oliver of DHSS who throughout has been an
admirable sSecretary to the study despite having a multitude of
other responsibilities.



Chapter 2 BACKGROUND

2.1 The control of medicines is achieved primarily through the
system of licensing specified in the Medicines Act 1968, by which
licences to market medicinal products are granted by Ministers
(called "the Licensing Authority" in the Act) when they are
satisfied by evidence supplied by the applicant company about the
quality, safety and efficacy of the product. There are controls
too on clinical trials; on the claims which may be made in
advertising and other promotion; on wholesaling; and on
manufacturers' premises. Annex 3 which is taken from the
out-of-print DHSS publication MAL 99 itemises these and other

controls in more detail.

2.2 1In all these activities, the greater part of the work in
assessing applications and in issuing licences on behalf of

Ministers is done in Medicines Division of DHSS, assisted by the
Medicines Commission and a number of expert statutory committees

("the Section 4 Committees") of which the Committee on Safety of
Medicines is probably the best known. Medicines Division

comprises some 300 civil servants including 165 administrators,

97 pharmaceutical staff (mainly pharmacists) and 24 doctors, the i
most senior being two Grade 3 officers namely a Senior Principal ]
Medical Officer and the administrative Under-Secretary. Not all

of these staff work on licensing as such: a small proportion is
engaged on other matters related to control (on enforcement, for
example), to the study of adverse drug reactions, and to the

British Pharmacopoeia. Most of the Division is located in Market
Towers, Vauxhall, but there are small offices of the Medicines
Inspectorate in several regions, laboratories of the British
Pharmacopoeia at Cannons Park and the main computer and its staff

are in premises in Reading.

2.3 The costs of the Division (some £9.2 million per year

excluding the British Pharmacopoeia) are met from the DHSS ‘
administration vote but in effect about 62% of this expenditure

is recouped from the pharmaceutical industry in licence fees,

which include an item proportional to companies' turnover.

Technically the receipts from the industry are classed as

negative public expenditure, and they are not netted against the

gross cost. Table 1 sets out the figures for the latest available

year.

2.4 There has been a progressive increase in the number of
applications. Analysis is complicated by several factors, viz:

i) different kinds of application impose quite different
burdens upon the Division. The assessment of a novel kind of
medicine (a "New Active Substance") usually requires much
more work than does that of the simpler ("Abridged")
application for a medicine based on a familiar active
ingredient; Clinical Trials Certificates and Exemption
certificates, Variations and Notifications are different

again.

ii) when licensing began, some 39,000 products already on the
market were given Licences of Right. Progressively, these
have been and are being reviewed by the Division and the




Committee on the Review of Medicines. Some products have
been withdrawn from the market by the manufacturers, some
have had licences refused on review, and others satisfying
the assessors have been given ordinary product licences. The
tempo of work on the review has varied considerably in
different years.

iii) even within one category - say, Abridged applications -
there are marked differences in the complexity of the
professional work needed in the Division. Such differences
are hard to quantify, but the industry and DHSS staff agree
that both New Active Substance and major Abridged
applications are steadily becoming more complex. For
example, medicines produced by recombinant DNA techniques
present the assessors with quite new kinds of problem to
solve.

Table 2 shows DHSS figures for the numbers of applications
received each year from 1976 to 1987, without attempting any
correction for this increase in complexity. The growth overall
approximates to 5% per year. Table 3 shows how the Division's
staff has increased over the same period, with a commendable
increase in efficiency.

2.5 The growing workload has brought problems. In particular,
the time taken to deal with an application, measured from its
receipt to the grant of licence, has grown to embarrassing
dimensions (Table 4). These times currently considerably exceed
the periods stipulated in EC directives yet they are not
necessary for the careful scrutiny of the data submitted nor do
they contribute to its rigorous assessment; indeed, the public is
the loser because new medicines take so long to get into
patients' hands. The delays are also commercially detrimental to
the applicant companies; when it is remembered that a fairly run-
of-the-mill new medicine might earn 1million a year, and a very

successful new active substance perhaps 50 million per year
during its short patent life, it can be seen that each additional

month's delay in issuing licences is costing companies thousands,
even millions, of pounds annually. And, of course, the tax-payer
has an interest in a thriving UK pharmaceutical industry.

2.6 Delays of this order are not confined to the UK but are found
in other licensing authorities including those elsewhere in the
European Community and in the USA. The EC is taking an
increasing interest in the licensing of medicines in preparation
for the introduction of a common market in all products including
pharmaceuticals which is scheduled for 1992. EC directives
already control many aspects of licensing, and in an endeavour to
promote harmonisation in member countries, the Community has
introduced procedures for multi-state assessment and for the
handling of applications relating to novel biotechnical products.
The difficulties being encountered with these European
initiatives, and the conjectural routes by which the difficulties
may in future be overcome, form an important backdrop to our
study, to which we return in Chapter 6.



Chapter 3 COMPLAINTS & FINDINGS

3.1 In this and the following chapter we summarise the current
problems in relation to the control of medicines as perceived by
those we consulted, and discuss our own findings and conclusions
about the strengths and weaknesses of the existing arrangements.
Many of these conclusions are critical. Necessarily, we give the
criticisms full weight and space, for they are the foundation on
which we have built our recommendations for improvement: but it
is important to remember when reading them that the overall
record of medicines control in the UK is a good cne, and its
reputation stands deservedly high. All countries have problems
with delays and bureaucracy, and not withstanding their
complaints the consensus of those we consulted was that the UK
system is still one of the best in the world - it is by no means
the slowest, and its record in protecting the public without
inhibiting therapeutic innovation and progress is second to none.
What follows, then, is intended as constructive criticism to help
make a good system better.

3.2 The principal complaints and difficulties made known to us
were: -

3.2.1 - by senior management of DHSS

increasing workload is causing overload and delays

too many applications are incomplete, slovenly or premature

imposed constraints (eg the Treasury headcount) forbid taking

on nececessary staff

: difficulty in recruiting suitably experienced professional
assessors

: appeals against licence refusals are very time-consuming

2.2 - by "consumer interests"

legislation more favourable to health of the pharmaceutical
industry than to health of the consumer
more medicines are approved than are needed

: undue secrecy about the nature and working of the medicines
control process
undue secrecy about the grounds on which licensing decisions
are taken

: flaccid enforcement of the legal powers re promotion and
advertising

3:253 - by the industry
delays
over-formalised procedures with too little informal
communication
over-zealous pursuit of unnecessary detail ('nit-picking')
: professional assessors lack experience
frequent errors in documentation

3.2.4 - by the staff of Medicines Division
: poor quality of many applications
lack of secretarial and other support for professional staff
: inadequate computing and unreliable database
structure of the division impedes good working and effective
management




3.2.5 - by others
: the scope of the legislation should be extended to bring
additional items under control.

3.3 It was noteworthy that several of those who helped us,
including the Association of the British Pharmaceutical Industry
and the Pharmaceutical Society of Great Britain outside, and many
staff inside Medicines Division (mainly but not exclusively
professional staff) told us firmly that the persisting
combination of

- staff shortages

- difficulty in recruiting and retaining professional staff,

because of uncompetitive salary levels, and

- inappropriate and ineffective management
could not or would not be remedied within the civil service. They
advised that the licensing function should be hived off into an
independent agency such as a Special Health Authority. Certain
points of principle were adduced by others to support the
suggestion that responsibility for licensing should preferably
not rest within DHSS:-

the licensing function should be kept separate from
sponsorship of the pharmaceutical industry,

the licensing function should be kept separate from NHS
purchasing considerations such as influence the limited list.

3.4 Rather to our surprise there were two signficant omissions
from the list of criticisms. Even though we gave ample
opportunity for the issue to be raised, those we consulted did
not particularly condemn the amounts of data required in support
of licence applications for new drugs. And we found that although
many of those we consulted would like to see the Medicines Act
1968 changed in one respect or another (some favouring tightening
its provisions, others the reverse) there was almost universal
reluctance to seek its amendment lest more be lost than was
gained by disturbing the present balance of conflicting
interests.

The principles of control.

3.5 Present day controls on the manufacture and marketing of
medicinal products were brought in to protect the public because
of the growing power, for good and ill, of modern medicines. In
the UK and other countries it was accepted that however
principled most commercial manufacturers may be, it was no longer
sufficient to leave decisions on the introduction and promotion
of medicines to their judgement alone; some kind of oversight of
their activities was necessary in the public interest. Even
though understanding of the scientific issues underlying the
assessment of safety and efficacy has progressed since then, and
the discipline of marshalling all relevant evidence is fairly
well established, it is inconceivable that the principle of the
public control of medicines could be abandoned.

3.6 The most fundamental questioning of the nature and purpose of
present-day controls on medicine came from the spokesmen for
Social Audit when they argued that the arrangements for control
are insufficiently stringent because they allow onto the market

- 11 -



many more medicines than are '"needed"; the profusion of drugs
available is exploited by the industry to the confusion of
doctors, the detriment of patients and the impoverishment of the
National Health Service. It would be better, they said, to
licence many fewer drugs - only the best, that is, of all those
becoming available - and to see that they are wisely used.

3.7 While we certainly favour measures to promote the informed
and judicious use of medicines by doctors and patients, we do not
accept the view that this objective is best approached via
medicines licensing. Medicines have to be assessed for licensing
at the very outset of their therapeutic life, when (despite
voluminous data about their chemistry and their effect on
animals) there is relatively little experience of their action in
man. Time, experience in real-life medical practice, and careful
comparison with other medicines, are all needed before the
relative merits and demerits of the newcomer can be seen in
proper perspective. We therefore favour continuing the present
approach, whereby any medicine which satisfies the licensing
authority on grounds of quality, safety and efficacy should be
licensed even if there appear to be similar medicines extant.

3.8 In the UK, every single medicinal product is controlled
separately even though there may be many similar products already
on the market. There is therefore a separate licence for every
brand of tetracycline, every brand of aspirin, and so on. Indeed,
there are individual liceneces for every tablet-strength and
formulation of each brand. Hence there are many more licences
(and licence applications) than there are active ingredients.

The requirement for product licensing in this degree of detail
follows from the terms of the Medicines Act, in which quality is
given equal place to safety and efficacy. Some doctors told us
they consider the emphasis on quality to be overstated - a view
not shared by pharmacists. We accept that the quality of a
medicinal product is equally as important as its safety and
efficacy: indeed, only quality contreol can ensure that safety and
efficacy are continued through the shelf life and manufacturing
history of the product. But we believe an effort should be made
to simplify the licensing of well-established products ,
especially as it seems to us unlikely that future European
Community controls can be exercised product-by-product.

Confidentiality or secrecy?

3.9 Rightly, the law sets out to protect the commercial
confidentiality of information supplied by applicants to the
licensing authority, and rightly this obligation is taken very
seriously. Perhaps for this reason, some have the impression that
the control of medicines is shrouded in mystery (para 3.2.2
refers) and that the veil of secrecy is in some way sinister.
Although we do not believe there is deliberate obscurity, we
accept that currently available literature is not very
informative and that, for example, the annual reports of the
Medicines Commission and major committees are uncommunicative.
There is no reason why the structure and methods of working of
the licensing system should not be better known, and we RECOMMEND
that steps should be taken to improve public understanding of
these matters.
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3.10 However, advocates of more openness seek more than
information about the system: they ask also for publication of
the grounds upon which individual licensing decisions are made.
Specifically, they suggested that companies should be required to
make public a summary of the evidence and argument supporting
their application, and that the licensing authority should
similarly make available a summary statement showing why the
application was or was not approved. They referred us to practice
in the USA, but did not offer any convincing example nor
explanation of the advantages which they believe have accrued
there. We are not convinced that the claimed advantages of
greater public accountability for the licensing system would
nearly outweigh the considerable extra effort and expense of
preparing and publishing such statements as a routine. Rather, we
believe that the need for public accountability on licensing
decisions (which need we endorse) is best met by having the best
experts available to advise Ministers who themselves are
answerable to Parliament. Very occasionally, it may be
appropriate to publish the evidence on which particular decisions
are taken, but experience suggests (cf the controversy some years
ago about pertussis vaccine) that in these rare instances a full
account must be given rather than a summary statement.

The Licensing Operation

3.11 The general outline of the UK system for giving effect to
the control of medicines, ie a licensing office taking advice
from independent expert bodies and reporting to Ministers, seems
to be correct. The present arrangments allow, and must continue
to allow, licensing decisions to be made on science-based and
defensible judgemenls about the balance of risk and benefits,
without undue pressure from industry, politicians, DHSS or
Treasury. But our examination of the workings of Medicines
Division suggested that within that outline there is room for
improvement.

3.12 The delays brought to our notice both by the industry and
the DHSS certainly occur and appear to be getting worse, though
convincing figures are hard to find. It is fair to say we heard
some scepticism expressed about the figures published by DHSS,
which are believed by some observers to understate the full
impact of current delays. The Association of the British
Pharmaceutical Industry told us that the time taken to grant a
product licence for a new active substance has increased from
some 9.6 months (the mean figure) in 1974 to some 2 years, while
the Proprietary Association of Great Britain commented "Over the
past two years processing times for abridged applications have
been growing longer and it is not unusual for companies to wait 9
to 12 months for even the simplest product licence and some of
the simplest applications involve no more than the transfer of a
licence from one company to another." It must be remembered, of
course, that the growth in processing times coincides with
greatly increased workload, and that processing times in several
other countries are believed to be even less satisfactory.
Moreover, these times are gross, ie they include time taken by
applicants to reply to enquiries etc.



3.13 Despite uncertainty about the exact figures, it is clear
that relatively few applications (eg less than one-quarter of
abridged applications) are currently being processed within the
time limits specified in EEC Directives, viz 120 days unless the
application is referred to an advisory committee in which case
another 90 days is permitted; that is a total of 210 days.
Following an enquiry in 1982 under the aegis of Sir Derek Rayner,
(now Lord Rayner) DHSS accepted (as we too accept) that it was
reasonable to expect applications to be processed within the EC
periods. The EC periods of 120 and 210 days respectively, do not
include time taken to reply to enquiries and are fully adequate
for rigorous assessment of quality, safety and efficacy. There
is no suggestion that longer processing times than these are
desirable in the public interest.

3.14 Although concern about processing delays is almost endemic,
there is no regular information to show where these delays are
incurred. Nor is there information to support the claim that
delays are often attributable to companies' failure to respond
gquickly to enquiries. To judge from a pilot investigation carried
out at our request, substantially the greatest time is spent in a
bottleneck, queueing for professional assessment. The assessment
itself may (in the case of new active substances) take several
weeks, but a similar period is spent in clerical work before and
after assessment. It is unsatisfactory that there is so little
information on such a fundamental aspect of the work, and we
RECOMMEND that the managers of the licensing operation should at
once take steps to monitor the transit of applications.

3.15 Similarly, there is no systematic guality control
information available about the incidence of errors in internal
documentation and in correspondence, but it appears that minor
mistakes at least are common. One small survey suggested that 10%
of the files relating to individual licences ("gold files")
carried mistakes relevant to the working of the licence. The
Association of the British Pharmaceutical Industry also quoted
several examples, drawn from their members' experience, of
documentary confusion and error. We accept that there is
sufficient though unquantified evidence of relatively frequent
documentary errors; though none of them is particularly serious
in itself, as far as we know, we believe their prevalence should
be taken seriously as indicating one or more of

- slipshod working

- overload

- poor morale

and - ineffective management.

We RECOMMEND that the managers of the licensing operation should
monitor prevelance of errors in correspondence and internal
documents. Also,licences are the legal basis on which companies
operate, so their detail is important; there is at present some
confusion as to which document or documents comprise the licence.
Clearly, the licence should be a single document, of which the
licensing authority and the company each have a copy, specifying
the material points.

3.16 The central core of Medicines Division is the licensing
operation, which deals each year with several thousand licence
applications of different kinds. The determination of each



application involves a processing component, by which for
example, the application is received and registered, a file is
opened and its movements logged in and out, and (usually) a
judgemental component in which professional staff and/or expert
committees take a decision eg on the balance of benefit and risk.

3.17 The processing component is largely but not entirely an
"administrative" responsibility, ie it is carried out in the main
by clerical staff. Essentially the work comprises repeated
operations and lends itself to well-structured procedures,
computerisation, and a "conveyor-belt" approach. Most of the
present arrangements are manual, labour-intensive and almost
Dickensian, and job satisfaction and morale are low.
Computerisation is insufficient and unsatisfactory and the
database inaccurate and out of date. Repeated transcription of
complicated data gives ample opportunity for errors to creep in.
We judged the processing of licence applications to be
inefficient and crumbling under pressure of workload. Moreover,
while some sub-units are attempting to increase their
effectiveness, there is little effective management and no
evidence of satisfactory overall control.

3.18 1In contrast, we are satisfied that the judgemental
decisions are generally soundly made. All the evidence, and our
own experience and observation, indicate that the quality of the
professional and expert judgements made by Medicines Division
staff and by the members of the expert advisory committees is
very high. This expert competence is in fact the great strength
of the UK system, and when recommending change in the present
arrangments we have been especially concerned not to weaken its
excellence, which has served the public well. There are however
sometimes substantial delays in reaching the decisions - delays
which are in part attributable to shortage of professional staff
though they may also in part reflect the lack of effective
management.

3.19 Delays and errors are classic indicators of overload. Our
scrutiny of Medicines Division showed that it is indeed
overloaded and will require some more recsources - Some more
staff, and computing equipment. But we are convinced from what we
have seen and heard that resources alone will not be enough:
major changes are required in the way the licensing work is done.

3.20 We were also struck by the lack of sensitivity to the
impact of the licensing operation on the commercial fortunes of
applicant companies. There seemed to be no consistent attempt to
relate the demands of the licensing process to what is needed to
safeguard the public, and sometimes the bureaucracy seemed quite
disproportionate: it is one thing to hold up introduction of a
new active substance to ensure it is rigorously tested and
assessed, but quite another to delay a company for many months
when it simply wishes to market its established "Brand A" under
the additional name "Brand B". Also, the internal procedures
within the office - for photocopying, for instance, or for typing
letters - seemed designed to save the Division pennies, heedless
that the resulting delays might be costing applicants pounds.
Both these aspects of the running of Medicines Division
reinforced our view that it lacks effective oversight of its



work.

3.21 Our finding that management is unsatisfactory and
ineffective does not mean that the managers are of poor quality
or not trying: the contrary is generally the case. Rather we

believe there are at present several major impediments to truly
effective management, for example:

a) computerisation is insufficient and unsatisfactory
and the database inaccurate and out of date

b) until the new file-tracking system is properly
operational, finding files will remain a
nightmare

c) too frequent staff movements

d) there are no relevant performance indicators, nor the
ability to judge performance against target

e) divided responsibility, which makes for
complexity, delay and inaction.

3.22 All these difficulties can be traced back to three
fundamental weaknesses which, in our view, handicap Medicines
Division in the exercise of its very specialised
responsibilities:

i) as is usual in the policy areas in DHSS headquarters,
the staff are structured in separate hierarchies
representing the professional disciplines making up
the workforce - in this case hierarchies of
administrators, doctors and pharmacists respectively.
As the structure and subdivisions of the different
hierarchies differ from each other, with no common
relationship to the several "businesses" into which
the work of the Division can be divided, it is
difficult to design simple operaticnal policies and
almost impossible to engender any feeling that staff
are working together to a common purpose.

ii) for the same reason, there is no unified management
of the Division as a whole nor of its several
"businesses". Thus there is no one person in control
of the applications for New Active Substances,
for example, nor of adverse drug reaction work. It
follows that no one manager is accountable for
the delays complained of, nor (without
complex and often unproductive liason) is he able
to put into effect measures to correct the
situation.

iii) also in common with other parts of DHSS
headgquarters, the senior staff tend to value
"policy" matters more highly than routine
management such as the design and monitoring of
procedures for processing licence applications.
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3.23 Whatever the historical origins of Medicines Division, we
believe it is a mistake nowadays to regard it as a policy
division in any way similar to those elsewhere in DHSS
headquarters. The dominant activity is the control of medicines
within the framework of existing legislation, and the greater
part of this is the processing of licence applications along set
lines. The analogue should be the factory, with a number of
production lines, rather than a think-tank. The organisational
characteristics i) to iii) above may well have countervailing
merits in other circumstances, but they are inappropriate to the
running of the licensing factory and its produetion lines.

3.24 In opposition to this view, some officers put forward the
claim that we had underestimated the importance of policy issues
and that the latter rightly dominate the time and energies of
senior staff. We looked into the case made, but cannot accept it.
It seems to us that most of the so-called policy issues handled
in Medicines Division would be seen in commercial circles as
natural and inevitable consequences of the business: spin-offs
which need to be dealt with but which should not monopolise
attention. Examples quoted to us, which we would put into this
category, include:

advising on membership of committees; consideration of
extensions to the scope of UK or EC legislation;
deciding how to move forward on the monitoring of
adverse drug reactions.

Another argument referred us to the intensity of
"top-of-the-office" and, sometimes, Ministerial interest in
events likely to attract Parliamentary attention or that of the
media or national bodies. An example might be the decision to
withdraw a product licence because of reports of serious adverse
reactions. We recognise that knowledge of any such event will be
of concern eg to the Chief Medical Officer, who may have to field
questions from medical organisations and the media, and to
Ministers.... just as they may have to answer for the operational
activities of a district health authority.

Questions of handling and presentation are important and have to
be dealt with sensitively, but they are essentially secondary to
the principal responsibility, which is the control of medicines
via such routine work as processing of licence applications, the
Medicines Inspectorate, and enforcement. In chapter 5 we make
recommendations designed to improve the discharge of this primary
responsibility.
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Chapter Four: STAFFING & EXPERT ADVICE.

4.1 Responsibility for the control of medicines rests on the
Licensing Authority, ie on the UK Health and Agriculture
Ministers, but necessarily in practice the staff of Medicines
Division carry the major load. They are civil servants, being
members of the DHSS headquarters staff. Alongside them, and
crucially important to their work on the assessment of licence
applications, are the Medicines Commission, the expert advisory
Committees set up under Section 4 of the Medicines Act, and their
subcommittees. The chairmen and members of these bodies are not
part of the staff of Medicines Division but are drawn from
outside the civil service - mostly from universities. This
chapter reports our findings on staffing and personnel matters
and on the advisory bodies.

4.2 In general, it is difficult to recruit staff to Medicines
Division. For clerical and secretarial staff the work is
specialised and unremitting; job satisfaction is impaired because
of the highly fragmented subdivision of labour, and the Market
Towers offices (though pleasant as DHSS accommodation goes) are
set in a windswept wasteland. All these factors accentuate the
problem the civil service has of competing for labour in central
London. In consequence, most of these staff are drafted in from
elesewhere in DHSS headquarters, and hurry away as soon as they
can.

4.3 The more senior administrative staff are accustomed to being
moved around during their civil service careers (some two or
three years in each post being the norm) and they can afford to
be stoical about a move to Market Towers. We were told that
usually they try to resist being posted to Medicines Division but
come to like it when they get there. However, the frequent
changes are disconcerting to pharmaceutical companies and their
associations, and irritating to members of the advisory bodies.
As we note elsewhere, the administrative ethic traditionally
favours 'policy' to the detriment of good management. We feel
that the control of medicines requires fewer generalist
administrative staff who should stay in post for longer periods.

4.4 Inevitably, from the nature of the work, doctors and
pharmacists are the heart of Medicines Division: only they (with
the assistance of similar professionals on the advisory bodies)
can assess the factors relating to quality, safety and efficacy
of medicines around which all control measures revolve. Hence
their number and their calibre are crucial. Yet two very senior
officers told us that their dominant memory of medicines control
work since its inception is of persisting anxiety about the
numbers of doctors and/or pharmacists and their quality.

4.5 Shortage of professional staff has an obvious effect: it
causes formidable bottlenecks (as now) in the assessment of
licence applications. There is quite close correlation over many
years between problem periods (with mounting delays) and
professional staff vacancies. The influence of the calibre or
quality of these professionals is more difficult to recognise but
perhaps even more important. All those we consulted agreed that
top-class staff (by which they meant senior doctors and
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pharmacists, adequately trained in an appropriate specialty, with
good experience relevant to the control of medicines and personal
qualities of judgement and balance) could significantly cut the
time and labour required for assessments compared with less
excellent staff. The latter -

toil more slowly

take refuge in formal procedures as they lack the

confidence to disuss matters informally with companies

: pursue unnecessary detail obsessively, for lack of
confidence to put them on one side as unimportant

: do not see as quickly to the heart of a case.

Members of the advisory bodies agreed that the calibre of the
assessors is all-important. DHSS management told us that for
several years it has been increasingly difficult to recruit and
retain top-class professional staff for work on medicines;
sometimes the worse problems have been with doctors, sometimes
with pharmacists. And the Association of the British
Pharmaceutical Industry told us that in their opinion the
excellence of DHSS professional staff had declined in recent
yvears, and that they were confident their member companies would
agree to pay higher fees for the licensing authority to employ
top-class professionals. We RECOMMEND that steps be taken to
increase the numbers and more especially the calibre of
professional staff engaged in the control of medicines.

4.6 The problems with professional staffing detract from the
operations of medicines control. The causes appear to be:

a) restraint on staff numbers such as the Trcasury headcount
b) difficulty in recruiting because of -
: small pool of expertise outside to draw upon
: unpopularity of the civil service to professionals
salaries too low relative to the market
protracted procedures for advertising and filling
vacancies via the Civil Service Commission
: ignorance of the work of Medicines Division and absence of
a clear 'image'
c) dissatisfaction of those in post, because of -
: uncompetitive salaries
absent or inadequate secretarial etc support
: frustration at the inability to bring about change,
because of the organisational and managerial obstacles
(see para 3.22)
d) loss of staff in post due to-
move to better paid employment outside, usually with a
pharmaceutical company
: transfer (with or without promotion) elsewhere in DHSS
(rarely applies to pharmacists).

Many of the recommendations in chapters 5 and 6 are directed
towards alleviation of these factors.

4.7 A common factor underlying many of the above is the rigidity
of civil service rules and practice compared with competing
employers outside the public sector:-



. central restraint on numbers (though the headcount rules
have recently been relaxed for Medicines Division, and
will in any case shortly be subsumed into budgetary
control)

: uncompetitive salaries, held down by public sector pay
policy and the need to keep in step eg with other grades
and departments.
irritating restrictions on support staff and collaborative
working because of work patterns common to other parts of
the service.

We encountered several other instances where the size and
rigidity of the present arrangements operate to the disadvantage
of medicines work-

: slowness in anticipating and filling vacancies

: obstacles to taking on temporary staff, such as computer
keyboard operators, to help with bottlenecks

: rules allegedly related to the completion of annual
reports on staff, such as that a clerical assistant cannot
report to a clerical officer (the next senior grade).

Overall we were given the impression of an overcomplex
organisation (Medicines Division within DHSS within the Ciwvil
Service) hog-tied by personnel rules . We strongly RECOMMEND
introducing much more flexibility in personnel matters,
especially by relating pay to the nature of work and the market.

The Section 4 Committees

4.8 We examined the work of all the Section 4 Committees

(except the Veterinary Products Committee, which lay outside our
terms of reference) and their subcommittees, and judge them to be
well-run and highly expert bodies. Their chairmen and members
carry considerable responsibility and a heavy burden of
paper-work in preparation for meetings, and the country is much
indebted to them for their labours.

4.9 The Committee on Safety of Medicines (CSM) is in a pivotal
position in that no licence can be refused by the Licensing
Authority on grounds of quality, safety or efficacy, without
reference to the Committee. There is also an appellate function
which we discuss later. We commend the activities of the CSM and
its subcommittees (on Safety, Efficacy and Adverse Reactions, on
Chemistry, Pharmacy and Standards and on Biologicals
respectively) and the sub-sub-committee, the Adverse Reactions
Group of SEAR.

4.10 The Committee on the Review of Medicines (CRM) appears to
be well on course to complete its remit by the European
Commission deadline in 1990. We RECOMMEND that it should continue
in being with full vigour until that year, when it should be
wound up. (There may be some residual activity thereafter, but we
believe the task can be subsumed by the CSM and its
subcommittees.)

4.11 1In all these committees, the chairmen and members have to
ke vigilant to avoid spending time and effort over interesting
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but inessential details. We RECOMMEND that the Medicines
Commission, should give advice from time to time to help all
concerned to concentrate on points of substance.

The Medicines Commission.

4.12 The Commission has a rather different task, being broader
and less technically specialised than the Section 4 committees.
wWhilst its terms of reference are very wide (easily encompassing
our own, for instance) it must inevitably have difficulty in
pursuing many matters in any depth because of practical
limitations on the time of its members and secretariat. Moreover,
the membership of the Commission has steadily been expanded to an
unwieldy degree in the endeavour to strengthen its competence as
an appellate body. We RECOMMEND that Ministers should
progressively reduce the permanent membership of the Commission
and take powers (by secondary legislation) to enable the
appointment of sufficient temporary members for the satisfactory
hearing of appeals.

4.13 If our recommendations are implemented, we expect them to
lead to a vigorous Medicines Directorate (see para 5.25) under
tighter and more effective management: the expert decisions
however will still be made, as now, by assessors and advisory
committees working in close partnership. It is always possible,
in such a situation, for the standards of quality, safety or
efficacy demanded to creep up to unreasonable levels beyond what
is justified to protect the public interest. Conversely, it is
possible (though we believe less likely) for complaisant experts
unduly to relax standards . The contribution which the Commission
is uniquely able to make, by virtue of its statutory pre-eminence
and broad composition, is that of overseeing the whole system -
assessors and committees together - to ensure that a fair balance
is held between the interests of industry and the public, and
between the benefits and dangers of new medicines.

Appeals

4.14 The Act is generous in its provision for appeals by
companies against refusal of a licence (though as we were
reminded, there is no reciprocal provision for public interest
groups to appeal against decisions to grant a licence). Appeals
are quite frequent as Table 5 shows, and this puts a considerable
strain upon the Medicines Division, the Committee on Safety of
Medicines, and the Medicines Commission. Several witnesses
suggested that the right of appeal should be curtailed,
especially appeal to the Medicines Commission which they saw as a
less expert body which ought not be allowed to override
judgements reached by the Committee on Safety of Medicines. The
industry, of course, saw the rights of appeal as a necessary
safeguard against error, misunderstanding, and the possibility of
encountering a committee member with a bee in his bonnet. We sat
through several appeals and are satisfied that the present rights
of appeal are fully justified and should remain, but we believe
it is possible and desirable to modify their impact as the
following paragraphs show.

4.15 When matters go to appeal it is customary to have the data



re-assessed by fresh medical and pharmacist assessors; if there
is further appeal to the Medicines Commission, two new assessors
are brought in, making six in all. This is done in the interests
of natural justice, but is very expensive in professional staff
time and it delays the other work the new assessors would
otherwise have been doing. We RECOMMEND that companies should be
charged a fee for appealing. We further RECOMMEND that at each
appeal stage companies should be offerred the choice whether or
not to have the data reassessed by new assessors, and that where
appropriate the fee charged should reflect the extra cost of

reassessment.

4.16 Companies often produce new evidence for the appeal, which
was not available earlier or which expands upon those points
which caused difficulty. (Some observers believe that some
companies quite cynically put forward inadequate or premature
licence applications in the expectation that they can be
amplified later on appeal. If this is true, the practice while
reprehensible is probably a consequence of the current long
delays in processing licence applications: companies try to stake
a place in the queue, as it were, with a premature application.
In para 5.7 we recommend the weeding-out of grossly inadequate
applications.) Provided the new evidence can be assessed properly
and considered by members beforehand, the Committee on Safety of
Medicines can assimilate such new data without difficulty: but it
is not satisfactory for the CSM to be presented with new oral or
written data at the hearing. If this happens, we suggest the
hearing should be adjourned and reconvened at a later date. We
RECOMMEND that when hearing appeals the Committee on Safety of
Medicines should decline to take account of any new evidence
without having the opportunity for members and assessors to
consider it adequately beforehand. The same point applies more
forcibly to hearings by the Medicines Commission. In our view it
is not sensible to allow companies to adduce new evidence before
the Commission without giving the Commission and if necessary the
CSM the opportunity to study it beforehand. We RECOMMEND that the
Medicines Commission, if presented with new data relating to an
appeal, should normally seek the views of the Committee on Safety
of Medicines upon that data before the Commission reaches a
conclusion on the appeal.

4.17 When hearing appeals, the Committee on Safety of Medicines
and the Medicines Commission are acting in a quasi-judicial as
well as a professional and scientific capacity, but even so we
were suprised to find their proceedings on these occasions so
stilted. Apparently they have adopted certain formal procedures
so as to make it demonstrably apparent that their actions are
governed by the principles of natural justice. We fully accept
the absolute need for natural justice, which in a professional
context such as this could, we suggest, be defined as fair play
with the opportunity for all relevant considerations to be looked
at openly and fully. In the event, we suspect that the present
procedures inhibit proper professional discussion. We were told
that on at least one occasion an appelant company put forward
arguments at a hearing which one of the assessors knew to be
contradicted by the company's own written data; yet the assessor
felt precluded from drawing the committee's attention to the
discrepancy. Clearly, procedures have to be fair, but they must
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not inhibit exploration of all relevant issues. We understand
there is authority for the proposition that " the general
requirements of fairness" as applied to hearings such as these,
"are likely to fall at the very lowest end of the scale in terms
of the degree of formality...... required". This encourages us to
believe that these hearings could be conducted in a more
medical/scientific vein. We RECOMMEND the Medicines Commission
and Committee on Safety of Medicines should review the manner in
which they hear appeals, so as to encourage full professional
discussion whilst abiding by the tenets of natural justice.
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4.18 At the beginning of this chapter we mentioned the
difficulties which the location of Market Towers poses for staff
recruitment. So far as the staff are concerned, we see every
reason for relocating this work somewhere well outside London and
SE England. To move the office in this way would however pose
major problems for Lhe work of the advisory committees, whose
numerous members come from all parts of the UK. There seem to us
to be only three ways of reconciling these conflicting interests,
and none of them is entirely satisfactory -

stay in London near the airport and main termini (good for

committee members but poor for recruitment, at least of

junior staff, and for quality of life).
: move somewhere else with an airport and road/railway
links. (Lhe Birmingham area comes to mind.)
move without regard to transport, and arrange to hold the
committee meetings in London. This would probably be the
best solution for recruitment both to staff and the
committees, but would entail substantial and continued
expenditure on moving the assessors and other staff to the
meetings. It would not be satisfactory greatly to curtail
the attendance of staff at the committee meetings as so
much depends on the close mutually -instructive
relationship of staff and outside experts.

We RECOMMEND DHSS to examine the costs and benefits of relocating
the Medicines Directorate, having regard particulary to-

a) the recruitment of staff

b) the work of the expert advisory committees

c) the opportunity which re-location would give to create a
strong new image for the Directorate.



Chapter 5: WAYS OF IMPROVING.

5.1 Our study suggests that the UK approach to the control of
medicines is sound, and the legislative framework satisfactory.
Thanks to the contribution of assessors and advisory committees,
its intellectual and judgemental qualities stand high. Medicines
Division of DHSS has coped quite well with rising workload over a
number of years, but is now showing signs of overload with
increasing delays and minor documentary errors. There is chronic
difficulty in recruiting the best professional staff, and
computing support is antedeluvian. The complex organisational
structure prevents effective management, and overall the Division
is unduly constrained from without and lacks resilience within.
In this chapter we detail a number of ways by which we believe
the situation can be improved, and in the next chapter we discuss
the financial and constitutional changes needed to secure these

improvements.

Modern Technology

5.2 The thousands of current and previous licence applications
are moved around the office in cardboard folders, the so-called
gold files. It is astonishing that there is no reliable way of
finding files within the building. Some months ago, DHSS
introduced a file-tracking system in which staff read-off bar
codes into a central computer, but it is not yet comprehensive
nor fully operational. File-tracking is an essential tool not
only for finding and linking files but also for monitoring the
transit of work through the organisation. We RECOMMEND that a
high priority be given to completing and developing the
file-tracking system.

5.3 There is urgent need for more and better computerisation of
the office processes relating to licence applications, and to the
monitoring of adverse drug reactions. DHSS is at present
considering recommendations of a study they commissioned by
Arthur Young Management Consultants into an information
technology strategy for the next 5 - 10 years. Their
recommendations seem sensible to us but we have no expertise in
this field. Our study convinces us however that there are lessons
to be learned from previous experience. For example we were

told 4=

a) the usefulness of the present system was impaired and
quality control broke down because the users of the
system had insufficient oversight of its design and
operation

b) it is not enough to put in new technology to assist
unsatisfactory patterns of working. First the working
practices need to be reorganised on rational lines.

c) some of the faults in the present system are due to
unwise pruning of the initial budget for software.

Conceptually, the processing of licence applications is a simple
task and well suited to the use of information technology, with
very considerable potential for increased efficiency and
reliability and for saving of staff. We RECOMMEND that modern
information technology be introduced as a priority to assist in
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the processing of licence applications and adverse drug reaction
data, providing always there are earlier or concomitant
improvements in working practice.

5.4 The same does not apply to what we have called the
judgemental component of medicines work (para 3.16 refers). We
believe it would be premature to attempt widespread application
of Information Technology to the task of the professional
assessment of data for quality, safety and efficacy. Huge amounts
of data are submitted for study and assessors differ in the way
they prefer to go about their work; some of them find it easier
to work with paper-based data than with visual display screens.
In time, it may be appropriate to accept or require the
submission of data in electronic form, on computer tape etc, and
possibly assessors may be allowed to interrogate company-held
data : but we RECOMMEND only limited experimentation along these
lines, and low priority.

Simplification of Procedures & Removal of Unnecessary Work

5.5 Smooth and speedy processing of licence applications must
depend in part on the intelligibility and completeness of the
application, yet it is generally acknowledged that many
applications are muddled or incomplete. Sometimes this may result
from ignorance of the requirements. The DHSS handbook "Guidance
Notes on Applications for Product Licences" (MAL 2) is out of
date and obscure. We RECOMMEND it be rcwritten. Newcomers to the
UK system of control, especially small companies, can be helped
by consultancy firms, and we RECOMMEND that they are encouraged
to seek such help.

5.6 None of the recommendations we have made can compensate for
poor quality applications. The fact that 10% of applications are
sent back as inadequate even by the present rather perfunctory
validation process, and that many others are judged to be
unsatisfactory later, is a telling criticism of the industry.

Too many applications are premature or are 'fishing expeditions',
hoping the expert committees will identify the salient points for
them; others are rambling and repetitious, or have sections which
are illegible or not translated into English. Under our
recommendations, good applications should be dealt with
expeditiously; those of poor quality will get shorter shrift. We
RECOMMEND companies to ensure, by supervision and training (in
which the industry associations can play a useful part) that
their applications are satisfactory.

5.7 Applications for product licences are examined by DHSS for
prima facie completeness, a step called 'validation'. It is at
present a very crude filter,but even so about 10 % of
applications are now being returned to companies as too
incomplete to warrant assessment. Clearly it is foolish to waste
professional time, still less that of the expert committees, on
seriously deficient applications; they should be sent back, and
quickly. We are introducing a new step called triage (see para
5.9 below) at which a senior pharmacist reviews the applications
and can reject any which are seriously unsatisfactory. This more
effective professional filtering means that "validation" as a
separate step can be reduced to a quick check by clerical staff



that all categories of information required have been supplied.
We therefore RECOMMEND that seriously deficient applications
should be returned at or before triage.

5.8 In theory, companies seeking some minor change in an
existing product licence might do so via a Notification to the
licensing authority. More significant changes have to be pursued
by applying for a Variation. In practice, companies rarely
procede via notification, apparently because there is no clear
guidance on the distinction between changes requiring a variation
and those for which a notification will suffice. We RECOMMEND the
licensing authority to define the criteria for Notifications and
Variations, making clear the distinction between them.

5.9 The category of Abridged applications covers a wide range of
complexity. At one extreme the applicant may wish only to change
the name of his branded product; at the other he may wish to
begin promoting its use for some new medical indications, thus
exposing many more patients to its effects. It is unsatisfactory
to have all these caught in the same queue so that trifling
matters are held up for months. What is required is a way of
sorting out applications on receipt, so that each can be given
appropriate treatment thereafter. We RECOMMEND triage of all
Abridged and New Active Substance applications, and Variations,
in which a senior pharmacist assessor should review applications
on receipt, to determine their subsequent handling. (The name
triage is taken from the analogous procedure for sorting
casualties after major accidents and the like.) Often, the
officer carrying out triage will himself be able to complete all
the professional assessment that is needed. The aim should be to
deal then and there with all simple applications, and to specify
clearly what further action is needed on the more complex
applications - for example those needing medical assessment or
more prolonged pharmaceutical assessment. To achieve this aim it
is essential that senior and experienced staff are used for
triage duties: they alone have the competence and self-confidence
to work quickly and reliably, and to carry the responsibility.

5.10 To assist the officer carrying out triage, we RECOMMEND
that companies should be required to submit with each product
licence application a very simple statement (not exceeding one
page in length) signed by a responsible individual such as the
registration manager, specifying what is sought and certifying
that the necessary data accompanies the application. For
example :

"We seek to market under the brand name BRAND-B our
effervescent analgesic tablets which are already licensed
(Product Licence No.....) under the name BRAND-A. The

active ingredient is Aspirin 300mg. Apart from the change of
name and packaging, the application is identical to PL No...."
"I certify that in my belief all necessary data accompany this
application."

5.11 Though we believe triage should greatly speed up handling
of the simpler applications, there would still - under present
arrangements - be large amounts of data for scrutiny. We believe
it should be possible greatly to simplify the process where

SN, T



well-established ingredients are concerned. Formerly, it was
sufficient for the applicant applying for a licence for his brand
of, say, soluble aspirin to answer many of the questions with a
simple " conforms to the British Pharmacopoeia'", without more.
This is no longer possible because of the terms of EC directives
which require all applications to be accompanied by full
supporting data. And so we were told of the pharmaceutical
assessor who had to check line-by-line an application transcribed
from the Pharmacopoeia against the official text. We RECOMMEND
the licensing authority should look for and adopt administrative
devices which remain within the directives but simplify their
application. We have discussed two possible approaches, as
outlined in the following paragraphs.

5.12 The Statement of Acceptable Specification. In this approach,
the licensing authority would publish a Statement of Acceptable
Specification (SAS), for instance for ibuprofen tablets. The
statement would incorporate all or almost all the data judged to
be required; a prototype for such a SAS would be the documents on
analgesics issued in 1978 by the Committee on the Review of
Medicines. Applicants wishing to market a product conforming to
the SAS would have to submit only a copy of the SAS itself, to
abide by the directives, together with such limited extra data as
the SAS states is necessary. (For example, data on stability of
the product may be appropriate, as stability depends on the
packaging to be used.). This approach could readily be applied to
the simpler and best-established products, the over-the-counter
medicines. It is possible it might be applied later to other
products, such as generic prescription medicines, but it may
prove difficult to draw up a useful statement of Acceptable
Specification early in the therapeutic life of a drug, not least
because of commercial confidentiality relating to the synthetic
route, which is relevant to the impurity profile and so to
safety. Also bioavailability data , which relate to efficacy,
will probably continue to be needed for these medicines. We
RECOMMEND that the licensing authority should publish Statements
of Acceptable Specification beginning with over-the-counter
medicines and possibly extending to others later.

5.13 At the very least it must be possible to obviate
line-by-line checking of standard texts. The licensing authority
could if necessary supply official copies of pharmacopoeial
monographs, Statements of Acceptable Specification, existing
product licences (to their holders) and the like. Such official
copies (stamped, as are official copies of probate documents)
would be acceptable without further scrutiny. This alone would
simplify assessment and enable more applications to be determined
at triage stage. We so RECOMMEND.

Better communications

5.14 DHSS and the pharmaceutical industry agree that
communication between officials and applicant companies has
become more formal in recent years, with more reliance on written
notices referring to terms of the Medicines Act. All parties
agree that informal communication, by telephone, letter and
meetings, help to remove misunderstanding and aid the smooth
despatch of business. Various reasons are put forward for the



drift towards formality : inexperience of professional assessors;
shortage of staff; defensiveness in an age of increasing
litigation. Although some formal communication must continue eg
under S.21 of the Act when a licence is to be refused, we
RECOMMEND that both parties should take steps to encourage
informal communication. Such steps should include those taken to

improve the capability of staff - a point to which we return
later.

5.15 Specifically, we RECOMMEND

a) The applicant and the DHSS should each nominate a contact
point for enquiries, eg as to the progress of the
application

b) Enquiries for further data in support of an application
should usually be passed informally as well as by
"Section 44 letter".

c) In those cases where one or more of the subcommittees of
the Committee on Safety of Medicines decide to advise
the CSM against approval of an application in the terms
sought, there should be an interval of, say, 4 weeks to
allow informal discussion with the company before the
application is considered by the CSM.

5.16 In paragraphs 5.5-5.15 we have suggested some ways in which
working practices and procedures might usefully be modified. More
generally, we RECOMMEND that the management of the Medicines
Directorate should explicitly review its procedures periodically
to see what further simplification can be made. Unless this is
done, it is almost inevitable that the consideration of

applications will ossify and unnecessarily elaborate procedures
persist.

Staffing and Personnel Matters

5.17 As will be clear from earlier chapters, we regard the
staffing and personnel arrangements as major determinants of the
standard of work on medicines control. We believe there is need
to free them from some of the constraints inherent in the present
rules and practice of the larger organisational groupings of
which Medicines Division is a part, ie the constraints currently
associated with the civil service and the DHSS.

5.18 Specifically, we RECOMMEND :-

a) the frequency of movement of administrative, executive
and clerical staff between Medicines Division and other
parts of DHSS should be reduced. The aim should be to
leave many staff for 5 years or more, and to encourage
some officers to stay even longer

b) more flexibility for managers to take on temporary staff
without lengthy consultation with trades unions or
outside personnel management

c) fostering of job-satisfaction by promoting 'whole-job'
and team working, and reducing organisational frustration

d) modest increase in numbers of professional staff

e) modest overcomplementing of pharmacists and doctors, to
help reduce delays arising while posts are vacant



f) simplification and speeding-up of professional
recruitment. Advertising, short-listing, and setting up
the arrangements for interviewing selected candidates
should all be undertaken in-house rather than through the
Civil Service Commission

g) exceptionally, and as an experiment, external assessors
to be employed to help cope with bottlenecks

h) better clerical and secretarial support for professional
staff, preferably by introducing team working (see below)

i) increased emphasis on training, especially for
professional staff, in specialised aspects of medicines
control work. The aim should be, over time, to give all
relevant staff the opportunity to train for the Diploma
in Pharmaceutical Medicine.

j) increased opportunity for learning about industry eg by
visits and temporary placements. Reluctantly, we accept
that secondment -in and -out is likely to be possible
only rarely, but we recommend discussion with the
industry about provision of some joint training.

5.19 Important though the above recommendations are, we consider
it even more relevant to improve the attractiveness of medicines
control work to senior experienced professionals. The changes we
recommend below in working methods and management should help in
this respect, but will not be sufficient in themselves. There is
urgent need for more flexibility in pay and grading, so that
certain posts can be made significantly more attractive.
Measures to this end should include -

greater use of individual or merit promotion

flexible pay arrangements so that an individual's pay is
related to the prevailing market rate for the work
undertaken and responsibility carried

5.20 Taken together, these recommendations point to the
desirability of having special personnel arrangements for staff
engaged on the control of medicines. Essentially, we seek greater
flexibility for those managing medicines control to decide upon
and then implement pay and staffing matters in ways most
appropriate to the problems facing them, with a minimum of
external constraint.

Improved organisation

5.21 It is useful to consider work on the control of medicines as
being made up of a number of distinct "businesses". (This way of
thinking about the work of a department is now customary in the
civil service and can be applied very straightforwardly to
Medicines Division because of the overwhelming preponderance of
repetitive processing activities. Thus for example-

- the New Active Substances business,
- the Abridged Application business, and
- the Adverse Drug Reaction business,

can readily be identified. Yet these 'businesses', conceptually

easy to recognise, are not reflected in the existing organisation
and management structure of the Division. To take one example,
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the monitoring of adverse drug reactions is an obvious and
coherent 'business' and an important and continuing task. The
work is carried out by administrative/clerical staff, pharmacists
and doctors scattered amongst 11 rooms over 3 floors of the
office; their computing support is 40 miles away, in Reading.
Even though efforts have been made to create a sense of identity
and common purpose (much more than in other parts of the
Division), it is uphill work. While some of the 30-odd staff
have close working contacts, and senior administrators,
pharmacists and doctors engaged in this work meet every
fortnight, responsibility is diffused between three separate
lines of command with no overall coincidence of responsibility
below the Permanent Secretary. Working procedures are complex and
difficult to change; there is elaborate demarcation of simple
tasks but no possibility of effective responsibility for the

whole, and indeed no possibility of managing the 'business' in a
business-1like way.

5.22 All these inappropriate working practices should be swept
aside. We RECOMMEND that the staff of all disciplines should be
organised into functional teams, each related to a specific
"business" or sub-set of a business. We further RECOMMEND that
one member of each team , the Team Leader, should carry
unambiguous responsibility for the quantity and quality of the
work of the team. Thus to take the previous example, the
clerical, pharmacist and medical staff concerned would be
restructured as members of the Adverse Drug Reaction Team
responsible to the ADR team leader. So far as possible members
of the team should be grouped into adjacent rooms.

5.23 We see the reorganisation of work into functional teams as
the key to better working practices and effective management. The
main lines of the new structure are easy to define but further
work will be needed on the details. In defining the teams, we
believe the main criteria should be:

teams to relate to a function which it is sensible to run,
supervise and plan as a unity

: most teams will be multidisciplinary

: regard should be had to the use of information technology
the teams to be small enough to be managed by the team
leader, preferably without single-discipline sub-managers.

Thus, we tentatively suggest (subject to further study by the
Director) there should be teams for -

: New Active Substance applications

: Abridged applications (see below)

: Variations & Notifications

: ADR monitoring

: Clinical Trial certificates & Clinical Trial Exemption
certificates

: Review of Medicines
Medicines Inspectorate & Enforcement

: Export certificates & other licences

: central functions eg finance (including fees) and management
of the Directorate.



At present about 29 people work on Abridged applications, so it
is possible that more than one team will be needed. In our view,
it would not be appropriate to subdivide the handling of each
individual application between a number of teams each responsible
for a portion of the process. Rather, it is preferable to
apportion the various applications between teams, so that each
application is the responsibility of one team from start to
finish. This might for example be done by therapeutic group,
putting cardiovascular drugs to one team, central nervous system
drugs to another and so on. Or, it could be done by companies,
putting applications from companies 1,2 and 7 to one team, 3,4
and 5 to another, etc. Subject to further detailed consideration
by management, we conclude that the latter, allocation by
company, is probably the method of choice because we are told it
simplifies the information technology requirements.

5.24 We RECOMMEND that the managerial superstructure above the
teams should be light and, again functional. It will be
necessary to ensure consistency of standards between teams, but
there should not be parallel management hierarchies, nor even
"dotted lines" of unidisciplinary relationships. For example the
multidisciplinary teams engaged on Abridged applications should
be accountable to a single manager. There should however be
provision for staff to seek counsel from a senior member of their
own discipline, to obtain advice about their career, ethical
dilemmas and the like. There is also need to keep staff fresh and
to promote their training and career experience by giving them
the opportunity to change teams periodically.

5.25 We RECOMMEND that a single Director be appointed to head
all the work relating to the control of medicines. He or she
should control the work, head up the staff, and promote the
identity and self-esteem of Medicines Division which we rename
the Medicines Directorate. This senior and important post,
Director of Medicines Control, would carry greater responsibility
than either of the Grade 3 posts at present heading up the
Division, and the first holder in particular would face a most
challenging task in carrying through the reshaping of working
practices and the introduction of modern information technology.
Clearly, the Director must understand the problems and
requirements of medicines control work; the crux of the task lies
in preserving the highest standards of professional and
scientific judgement while dealing expeditiously with routine
processing of applications. Leadership qualities and the ability
to guide an organisation through a period of change would also be
requisite. It is probable that the Director will be medically
qualified. We RECOMMEND that the post should be advertised,
perhaps initially with a 5-year contract. The team leaders and
other managers should be selected for their managerial and
leadership abilities and relevant experience, and not primarily
for their specialist qualifications or professional discipline;
some of these posts should also be advertised.

5.26 Rearrangement of the organisation into functional teams
with a unified management structure will open the way to many
improvements in management. Firstly, we RECOMMEND that team
lecaders should



: use staff flexibly within their teams, on 'whole-job'
principles

: develop streamlined procedures and ensure they are followed
within the team
apply performance indicators relating to quality as well as
quantity of work done.

Secondly, we RECOMMEND that the Director and his senior staff
should audit the working of teams and the performance of the
whole Directorate using performance indicators and other measures
(such as transit times for the handling of applications)
developed for the purpose. It is their responsibility too to see
that thought is given from time to time to innovation, so that
new ways are found for coping with the workload. Thirdly, we
RECOMMEND that the Director himself should be accountable for all
aspects of the performance of the Directorate. This would include
accountability for its budget, and for reaching operational
targets set. Overall, the emphasis should be on the development
of explicit quantified management illuminated by relevant
information. Managers at all levels should be given maximum
flexibility, within budgets, for carrying out the work reliably
and efficiently.

Management of Change

5.27 Taken together, our recommendations for new information
technology, organisational change and managerial reform amount to
a revolution in the working practices of the staff engaged on
control of medicines. The whole culture of Medicines Division
will be altered. This amount of change is considerable and its
introduction needs firstly to be planned and secondly to be
implemented. We RECOMMEND that the Director should seek advice on
the management of change (which is available through DHSS and the
NHS, and from central departments). In the next chapter we
examine what other constitutional and financial steps are needed
to make these changes happen.



Chapter 6 THE ORGANISATIONAL FRAMEWORK

6.1 In previous chapters we have examined the strengths and
weakness of current arrangements for the control of medicines in
the UK, and have proposed a number of recommendations for
improvement. Four major questions arise, which we address briefly
before setting out our further recommendations -

- will EC developments make changes here unnecessary?

- does the future workload warrant this degree of disruption?

- given the inertia of large organisations, how can change of
this nature be accomplished? (Should there be a Special
Health Authority, for instance?)

- what will the changes cost, and how should they be paid
for?

How can the necessary changes be achieved?

6.2 The overall framework of control of medicines in the UK is
now determined by European Community legislation, though
decisions on individual products are still taken nationally. The
necessity for industry to seek so many authorisations to market
their products across Europe, and the occasional contradictions
in the various national decisions, pose a major impediment to the
EC goal of achieving a common market in pharmaceuticals by 1992,
the more so as attempts to move towards harmonisation of
decision-taking have not been very successful. Many observers
feel that Lhe pursuit of harmonisation between 12 largely
autonomous regulatory authorities will continue to be
unproductive, and that the Commission and the EC will be forced
to move towards some kind of centralisation of decision-taking,
perhaps in a supranational regulatory authority. We believe that
some such developments in the EC will quite probably supplement
and then possibly supplant national licensing systems, but we
expect the changes to be introduced gradually over the next 5 to
10 years. While attempts to predict what form a future European
system would take must largely be guesswork, we were impressed
with the suggestion made by the Proprietary Association of Great
Britain. In their view, progress is most likely to be made via
European monographs similar to the Statements of Acceptable
Specification we propose in paragraph 5.12 above. This would
entail decisions in principle at EC level, with follow up action
in member states to licence products conforming to the monographs
or S.A.S..Whether this prediction proves to be correct or not, we
anticipate that a UK licensing operation will be needed for at
least 10 to 15 years, and perhaps much longer. We see it as
important to keep that national operation strong and effective,
not only to do its job properly but also to influence the
eventual European system.

Future trends in workload

6.3 Whilst the introduction of New Active Substances may slacken
off a little (though this is uncertain), activity on generic
medicines is expected to continue at least at the present rate.
The nature of the licensing system, by which every new product
licence generates a flow of notifications, variations and
renewals, means that the number of applications will in any case



continue to grow. If - as seems likely - the growth in
applications continues at much its present rate, the total to be
dealt with may easily be 50% greater than now, and perhaps even
double, before any future EC authority could have much impact.
Many of these extra applications will be relatively minor, which
serves to emphasise the value of triage and the need to
streamline procedures; however, the complexity of major Abridged
applications and those for New Active Substances is rising
steadily as new delivery systems are introduced for example, and
new products based on biotechnology. There are also other factors
tending to increase the workload, not all of which are
resistable. As we note elsewhere, the field of adverse drug
reaction monitoring seems poised to develop; there are pressures
too to extend medicines controls in other ways, for example in
relation to blood products, homeopathic medicines, and certain
dental and surgical materials. We conclude that the workload
relating to medicines control seems likely to continue to grow,
and that action along the lines we have indicated will indeed be
needed.

6.4 As we mentioned in paragraph 3.3, we met powerful support
for the proposal that control of medicines should be removed from
DHSS and vested instead in a Special Health Authority. The
suggestion rested on four arguments, as follows -

a) public sector pay policy is too tight to allow civil
service salaries to be raised to compete with the market
rate

b) central controls on public expenditure and civil service
numbers would preclude expansion to the extent thought
necessary

c) the changes sought in organisation and structure (ie
functional team working and unified management) are too
far different from those elsewhere in the civil service or
in DHSS to be accepted

d) the degree of management flexibility sought for the
Director and his senior managers exceeds that attainable
in large organisations such as the DHSS.

We examined these propositions carefully in relation to the four
main options we identified for our proposed Medicines
Directorate, viz:
: privatisation

a quango, more properly referred to as a non-departmental

public body, or NDPB

a new Government department,

to remain within DHSS but with considerably more

flexibility of action.

Privatisation

6.4.1 In our view, the control of medicines is too important to
the public health, and of too great an interest to Parliament, to
be taken out of the public sector. We RECOMMEND the control of
medicines should remain under Parliamentary scrutiny and
Ministerial responsibility.
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Non-Departmental Public Body

6.4.2 There is a wide variety of non-departmental public bodies,
and a similarly wide variety in their freedom of action. Certain
NDPBs enjoy substantial autonomy because they are exempt from
gross running cost controls; however the advantage of such
exemption is not confined to NDPBs, and forms an important aspect
of our own proposals, below. In general though, NDPBs enjoy much
less autonomy in pay and personnel matters than their advocates
apparently believe. In particular, Special Health Authorities
(SHAs) are just as constrained by public sector pay policy,
public expenditure controls and public sector manpower controls
as is DHSS itself, and they operate undr close supervision from
that Department. SHAs are expected to apply NHS terms and
conditions, which would mean in practice that if the Medicines
Directorate were a SHA, some medical staff might be eligible for
higher pay (but only via the Distinction Award system), but
pharmacists would not. On this analysis, the only advantages to
be gained from reconstituting the Medicines Directorate as a NDPB
would flow from a measure of greater organisational and
management freedom, but this would still have to be exercised
within the framework of public sector policy generally.

6.4.3 On the debit side, we were influenced by the fears
expressed by experienced chairmen and members of somec of the
advisory committees, that distinguished experts would be less
willing to spend their time and efforts advising a quango. In
their view, to distance medicines control from Ministers and the
DHSS would risk imperilling the excellence of the Section 4
Committees and the Medicines Commission. There were two other
practical points militating against reconstitution as a NDPB.
Firstly, we were advised that the change would almost certainly
require primary legislation. Secondly, it is by no means certain
that approval would be given since the published guide-lines do
not allow bodies to be constituted as NDPBs just to escape civil
service pay etc constraints. (The legitimate reason for seeking
NDPB status is to distance the organisation from Ministers, which
in our view is not a desideratum.)

6.4.4 On balance we concluded that there is not sufficient
advantage to be gained from removing the control of medicines
into a Special Health Authority or other NDPB.

A smaller Department

6.4.5 We also considered whether it might be advantageous to
reconstitute the Medicines Directorate as a separate small
Government department, responsible directly to the Secretary of
State for Social Services but not being part of DHSS. (We took as
analogue the Office of Population Censuses and Surveys.)
Certainly, the smaller organisation offers some advantages,
notably flexibility, freedom of action and speed of response, but
the Medicines Directorate is really too small to be credible in
this form and would have problems over the grading of its senior
staff, for example.



Autonomy within DHSS

6.5 While the arguments for moving medicines control into a
Special Health Authority or separate Department did not stand up
well to scrutiny, we were encouraged to be told that the
prospects for attaining satisfactory flexibility and freedom of
action within DHSS and the civil service are much more promising
than critics had supposed, for the following reasons -

new developments in pay policy allow much more flexibility
of pay in relation to grading. We RECOMMEND that the pay of
pharmacists and doctors in the Medicines Directorate should
be determined flexibly so as to allow recruitment and
employment of senior experienced staff at market rates

: simplistic controls on civil service numbers (eg the
headcount) are giving way to control via the budget
following the principles of the Financial Management
Initiative, much progress has been made towards freeing up
management

: most importantly: if, as we believe, the Medicines
Directorate can be made to qualify for exemption from gross
running cost controls under Treasury and Public Expenditure
Survey rules, it will be much easier to allow substantial
organisational change and managerial autonomy and
flexibility within DHSS.

6.6 There are of course substantial benefits for keeping the
control of medicines within DHSS, to set against the contrary
arguments reported in paragraph 3.3.

- it facilitates easy access to DHSS expertise and to the NHS

- senior DHSS staff help to 1link with the professions,
especially the medical organisations. These links are
especially important when licences have to be withdrawn on
grounds of safety

- the control of medicines by licensing etc is only one aspect

of DHSS concern with the use and pricing of medicines, and
with the pharmaceutical industry. There is advantage in
considering broad policy in these matters together

- similarly, there are many aspects of common policy relating
to the EC, to medical and surgical appliances etc etc.

6.7 For these reasons, we RECOMMEND that the Medicines
Directorate should remain within DHSS. We assume that the
Director will be accountable to a Grade 2 officer, and for
reasons given earlier we believe it is preferable to avoid dual
lines of accountability within parallel hierarchies. We therefore
RECOMMEND the Director of Medicines Control should be
managerially accountable to the appropriate Deputy Secretary (ie,
the chairman of the Budget Committee (see below) and of the
Medicines Policy Committee). However, the Chief Medical Officer
and his relevant Deputy will need to be involved in many issues
especially those arising from the Medicines Commission and the
Section 4 Committees, and the latter officer will presumably act
as the professional career adviser to senior medical staff of the
Directorate (para 5.24 refers). The Chief Pharmaceutical Officer
will have a similar role in respect of pharmaceutical staff.



Exemption from Gross Running Cost Controls

6.8 Without going too far into the arcane details of Public
Expenditure Survey rules, we can say that we believe the key to
satisfactory progress in the control of medicines is to achieve
exemption from gross running cost controls status for the
Medicines Directorate. As explained earlier, the receipts from
fees for licensing are at present classed as negative public
expenditure and not netted against the expenditure on Medicines
Division. Providing certain conditions are satisfied, it is
possible for the Medicines Directorate to be exempted from gross
running cost controls, whereby the receipts are netted against
expenditure. On such a footing, there is appreciable relaxation
from the rigidities of public expenditure controls. The principal
conditions, over and above those already met, are that i ) the
receipts should cover the whole of the gross revenue expenditure,
and 1ii) especially in a monopoly situation such as obtains in
medicines licensing, there should be some mechanism for
satisfying those who pay (in this case, the pharmaceutical
industry) that the scale of expenditure proposed is reasonable.
Both these conditions will be met if our report is implemented,
and we RECOMMEND that DHSS should apply for the Medicines
Directorate to be exempted from gross running cost controls, to
take effect as soon as possible.

Financing the changcs

6.9 Under our proposals, the cost of medicines control will go
up in the short term because of -

modest increase of staff, say +10% at most
more pay for a few selected posts
: capital expenditure on information technology.

In the longer run, when the managerial and information technology
changes we have recommended come into effect, we expect the real
cost to fall to present levels or below.

6.10 The receipts from industry currently cover only about 62%
of the revenue expenditure on Medicines Division, seemingly
because industry has not been charged the cost of certain
so-called 'policy' work. Leaving aside the work associated with
the British Pharmacopoeia, which is discussed further in the next
chapter, we consider that all the work of Medicines Division
(including the so-called policy work) can reasonably be regarded
as relating to the control of medicines. We RECOMMEND that the
full cost of the Medicines Directorate (ie, of Medicines Division
as strengthened by our recommendations, but less the British
Pharmacopoiea) should be charged to the pharmaceutical industry.

6.11 Charges are levied both on licence applications and on
company turnover, the latter currently accounting for some 89%
of receipts. We RECOMMEND that the balance should shift from
turnover towards fees for processing licence applications and
appeals, so far as this is consistent with year on year
stability. We RECOMMEND too that fees for the different



categories of work (NASs, Abridged, CTXs, appeals etc) should
relate to the approximate proportionate cost of carrying out that

category of work.

6.12 We are confident that the changes we have recommended should
reduce the burden of delays and bureaucracy that the licensing
system places upon the pharmaceutical industry, without in any
way impairing the protection of the public. We believe that
industry will be willing to pay the increased cost, in the
interests of a better service. To ensure cost-effective
management of the Medicines Directorate, we RECOMMEND that a
Budget Committee (comprising representatives of the Association
of the British Pharmaceutical Industry, DHSS, H.M. Treasury, and
the Proprietary Association of Great Britain, under the
chairmanship of DHSS) -should meet say twice each year to monitor
the cost and efficiency of the Directorate, to set the budget for
the succeeding year, to set operational targets, and to review
performance against those targets. The terms of reference of the
Budget Committee must specifically preclude its having any
influence over the licensing etc decisions of the Directorate,
for the reputation of the UK Licensing Authority depends upon
remaining free from the influence of industry.

6.13 To begin with, the performance yardsticks and operational
targets will need to relate to such measures as -

: proportion of New Active Substance applications determined
within the European Community defined periods,

: ditto Abridged applications, etc etc

: arithmetic mean times for determination of licence
applications, by category,
median times, ditto.

Information is available now to compile any of the above. Some
targets will also relate to internal management goals, such as
achieving a fully-functioning file tracking service and
developing systems for internal quality control. Performance
vardsticks such as these are requisite for the Director's use and
that of the Budget Committee but quantitative measures alone do
not give the whole picture; the excellence of the judgemental
decisions taken to protect the public must continue to be the
first consideration. So much time is being wasted now while files
wait for attention, and in clerical operations, that significant
speeding-up is attainable without in any way impairing the
thoroughness of assessment and expert consideration. As
performance improves towards the figures specified in EC
directives, more sophisticated measures will be needed to
guarantee that fully adequate time remains available for
professional and committee assessment; only time wasted in
gueuing or in clerical operations is superfluous. The Budget
Committee will be concerned to see that the Director develops
management tools appropriate to the task.

6.14 It is relevant to point out that the ability and willingness
of industry to carry the considerable costs of the licensing and
other arrangements for the control of the quality, safety and

efficacy of medicines must depend in the end on the returns from
their trade; and the flow of new, safe and efficacious medicines



depends upon research. The restoration of the patent life of
medicines would help to improve the rewards for pharmaceutical
innovation; it would also reduce the pressure for quick

licensing, which is partly responsible for premature and
incomplete applications.
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Chapter 7: OTHER ISSUES

7.1 In this chapter we discuss a number of issues related to our
main theme, but without attempting to comment on all the points
raised with us during the review.

The British Pharmacopoeia

7.2 Despite its distinguished history, we felt that the British
Pharmacopoeia (BP) is in some respects an anachronism. Sooner oOr
later it is due to be replaced by the European Pharmacopoeia, to
which the BP makes a considerable input. Even if an official UK
compendium of pharmaceutical monographs is still needed (which
some commentators doubted, given that the licensing authority
draws up similar monographs on many products, currently
unpublished and sometimes differing from the BP monographs), it
seems doubtful if it is necessary to print it in several volumes,
handsomely bound and handsomely subsidised. We note that at least
one other national pharmacopoeia, that of the United States of
America, operates as an independent business and we believe it
would Dbe preferable to put the British Pharmacopoeia too on a
more commercial basis, recouping substantially the whole of its
costs from publications.

7.3 That opinion is strengthened by the evidence from several
sources that the BP does not greatly benefit from its apparent
closeness to the licensing operation. Unlike the other expert
advisory committees, the British Pharmacopoeia Commission has,
and needs to have, members drawn from the pharmaceutical
industry, who clearly cannot be party to licensing information;
this necessarily inhibits what might otherwise have seemed an
opportunity for useful interchange. Certainly, the pharmacopoeial
work does not sit easily alongside the licensing operations which
will dominate the Medicines Directorate; by contrast we note that
the Pharmaceutical Society of Great Britain already undertakes
some statutory responsibilities for pharmaceuticals and is
engaged in publishing, eg the British National Formulary. We
RECOMMEND that the DHSS should consider transferring
responsibility for the British Pharmacopoeia to the
Pharmaceutical Society of Great Britain; there should then be
opportunity to rationalise laboratories. The British
Pharmacopoeia Commission should remain a statutory committee
under Section 4 of the Medicines Act.

Adverse Drug Reaction Monitoring

7.4 As is well known, no amount of laboratory testing of
medicines, nor controlled clinical trials of their use, can
suffice to reveal all possible adverse reactions. In the UK and
elsewhere much thought is being given to ways of developing the
monitoring of adverse reactions occurring in ordinary clinical
practice, more especially in the early months and years after
release onto the market. The 'yellow-card' scheme, foundation of
UK information on adverse reactions, remains important but is not
in itself enough. Various schemes of post-marketing surveillance
have begun or are under discussion. We are not competent to



suggest in detail what should be done, but we RECOMMEND -

a) proportionately more effort should be devoted to work on
adverse drug reaction (ADR) monitoring. (This is an aspect
the Medicines Commission might take an interest in.)

b) ADR monitoring, and oversight of the arrangements for
post-marketing surveillance should remain the
responsibility of the Medicines Directorate and the
Committee on Safety of Medicines, for the information so
obtained is crucial to the continuing assessment of
safety. In our view it would not be appropriate to devolve
the central responsibility to an outside body, though many
or all of the studies can be carried out by others.

c¢) information on adverse drug reactions should be made
available (without identifying particulars) to bona-fide
researchers and to relevant pharmaceutical companies. For
example, the Medicines Directorate should send an
anonymised copy of each yellow-card report to the company
or companies concerned.

d) The Medicines Directorate should continue and improve upon
the arrangements for exchange of information with
authorities overseas, and should encourage international
initiatives for retrieval of library and other ADR data.

Al g 1ici

7.5 We understand that various parties are considering whether
the arrangements currently made for controlling orthodox
medicines would also be appropriate for controlling homeopathic
and similar alternative medicines. The essence of product
licensing, as applied to orthodox medicines, is the assessment of
quality, safety and efficacy using various science-based.
procedures such as controlled clinical trials. We consider it is
fruitless to require product licences for products whose gquality,
safety or efficacy cannot be judged by the standard science-based
criteria, and we RECOMMEND that insofar as control is needed,
other methods should be used, eg perhaps inspection of
manufacture.

The Medicines Inspectorate

7.6 We were impressed by the evidence of the regard in which the
Medicines Inspectorate's work is held, and agree that it is
appropriate to sustain and reinforce this well-run organisation.
There may be opportunity, in the new structure of the Medicines
Directorate, to aggregate other responsibilities (eg enforcement,
perhaps) with the Inspectorate, and to devolve them to the
regional offices. (We are not suggesting that enforcement is only
a matter of inspection or prosecution; control of advertising,
for example, is best pursued via codes of practice)

The Future in Europe

7.7 It will be clear from previous chapters that in the longer
term the future pattern of public control of the manufacture and
marketing of medicines is likely to be determined within the
European Community, in concert with other member states and the
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Commission. Britain has much to contribute to the European
consideration of these issues, as witness the initiatives on
control of biological materials made by the Director and staff of
the National Biological Standards Board. We believe the
development of EC policy should remain a priority for officers of
the Medicines Directorate.

7.8 Looking ahead, we are confident that the invigoration of
medicines control work when our recommendations are implemented,
the improving efficiency of the Medicines Directorate, and the
already high opinion in which UK assessments are held, will put
the Directorate in a strong position to share in the licensing
work for Europe.
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ANNEX 1
STUDY OF CONTROL OF MEDICINES
N.J. B. EVANS CB c/o Department of Health and Social Security
CUNLIFFE CBE Room 1029

Market Towers
1 Nine Elms Lane
London SW8 5NQ

Tel: 01 720 2188 ext 3312/3322

STUDY OF CONTROL OF MEDICINES

You may have heard that we have been asked by Ministers to examine issues relating to
the control of medicinal products. Our terms of reference are:

"To examine the issues for DHSS arising from the continued increases in licence
applications and other work under the Medicines Act and to recommend ways of
dealing expeditiously with this work, while maintaining adequate standards for
the safety, efficacy and quality of human medicines in the United Kingdom".

I enclose a copy of an extract from Hansard for 11 March with the relevant
Parliamentary Question and answer.

We would be grateful if you would kindly let us have any observations the
[name of organisation] may wish to give relating to the subject of our study.

It is difficult at this stage, the outset of our study, to specify what topics we
would particularly wish you to cover. We anticipate that the areas will include:

a. the strengths and weaknesses of the present licensing and other control
arrangements;
B. ways of improving throughput by improving efficiency, eg. by minor or major

procedural or organisational changes;

(¥ whether the volume of evidence asked for and its assessment, are appropriate
to the various kinds of applications received;

ds workload and other issues arising from the organisation of the licensing
authority and its staff and their relationship with the Medicines Commission and
the Section 4 Committees relating to human medicines, the Committee on Safety of
Medicines, the Committee on Dental and Surgical Materials, the Committee on the
Review of Medicines and the British Pharmacopoeia Commission;
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e. international comparisons

£ mutual recognition and other opportunities for collaboration.

These headings are not intended to be exhaustive; we would welcome observations on
any or all of them, and on any other matters you consider relevant.

Please indicate
clearly any material which you wish to remain in confidence.

It would be helpful to have your reply (3 copies, please) by the end of May.

We are
writing in similar terms to those listed on the attached sheet.

N J B EVANS P W CUNLIFFE
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Proprietary Association of Great Britain

Professor A Richens

Roussel Laboratories Ltd
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Dr R J Walden
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EXTRACEED FROM MAL 99 (JUNE 1981 EDITION)

Vi LICENSING OF MEDICINAL PRODUCTS

The Scope of Control

20. The Medicines Act controls medicinal products. These are defined as
substances or articles (not being instruments, apparatus or appliances) which are
used for administration to human beings or animals for the purpose of treating or
preventing disease, of diagnosis, of inducing anaesthesia, of contraception or of
preventing or interfering with the normal operation of a physiologicsl function.
Ingredients to be used in the preparation of medicines for dispensing in hospitals or
pharmacies or by practitioners are aiso medicinal products, Ingredients are however
exempt from detailed licensing control by an Order made in 1973.

21. There are also powers under the Act to extend control to articles and
substances which are not medicinal products but which are used for medicinal
purposes, or as ingredients in the manufacture of medicinal products, or which
might constitute a potential hesith hazard. Under thess powers, control has alreedy
been extended to cover surgical sutures and certain other surgical materials; certain
substances which are used as active ingredients in medicinal products and which
cannot be fully assayed chemically; antibiotics when used for both medicinal and
non-medicinal purposes; and intra-uterine contraceptive devices. Control hes aiso
been extended to contact lens fluids; and preparstions are being made for the
licensing of contact lenses. Provisions of the Act have aiso been applied to dental
filling substances.

Typesnr Lreocs,
22. Licencess or certificates are required in the following circumstances:

a. Medicines may not be imported, marketed or manufactured except in
accordance with a Product Licence. The licence is normally heid by the
person responsible for the composition of the product (this is usuaslly the
manufacturer or, in case of contract manufacture, the person or company to
whose order the product is manufactured) or by the importer of the
product.

b. A Clinical Trial Certificate is necessary in order to authoriss the
supply of a medicinal product for the purposs of a clinical trial in human
beings uniess a Clinicsl Trial Exemption is granted.

c. Manufacturers Licences authorise the holder to manufacture or to
assemble medicinal products. (Assembly meens enclosing the product in
a container, and labclling it after manufacture).

d. Wholesale Dealers | snces are required for the sale of medicinal
products to anyone other t = 1 the ultimate users.

X CONTROLS ON THE RETAIL SALE OF MEDICINAL PRODUCTS

45. 'Tho retail sale or supply of medicines is controlled under Part |11 of the
Medicines Act 1968 which was brought into operation on 1 February 1978. The
underlying principle of the controls is that medicines should normally be sold
through pharmacies, though the Act does empower Ministers to make Statutory
Instruments modifying this principle in relation to particular products or
nubnan.cu. In general, the legislation divides medicines for human use into three
categories for the purpose of retail ssle or supply: ‘General Sale List’, ‘Pharmacy’
and ‘Prescription Only’. There are special provisions for herbal and
homoeopathic medicines.

General Sale List

46. The purpose of the Genersi Sale List (GSL), which was drawn up on the
advice of the Medicines Commission, is to specify the medicinal products which can
be sold, with reasonable safety, otherwise than by, or under the supervision of, a
pharmacist. Such sales must be made from places which can be closed so as to
exclude the public; this prohibits sales from stails in street markets or from vehicles.
There is a separate list of those GSL medicines which are allowed to be sold by
means.of automatic machines.

- 47 -

ANNEX 3



Pharmacr

47 Pharmacy medicines may be sold or supplied only in a registered pharmacy
by or under the supervision of a pharmacist. All medicines fall automatically
into the pharmacy category unless expressly included in one of the other 2
categories.

Prescription Only
e Y

48.  Prescription only medicines (POM) may be sold or supplied only from a
registered pharmacy, by or under the supervision of a pharmacist, and in accord-
ance with a prescription issued by a doctor or dentist. The substances which the
Medicines Commission has advised should be so restricted are those whose use in
treatment needs to be supervised by a practitioner because they may produce either
a toxic reaction or physical or psychological dependence, or may endanger the
health of the community.

Drugs Liable to Misuse

49, Medicines liable to misuse and to produce dependence are subject to
complex legislation in addition to that applying to medicines in general. The
Misuse of Drugs Act 1971 is the main legislation governing dangerous and addictive
drugs, and this is administered by the Home Office. The United Kingdom is party
to a number of United Nations agreements on the control of narcotic drugs, and
this Act was prepared in the light of these.

Registration of Pharmacies

50. The Medicines Act requires the registration with the Pharmaceutical Society
of Great Britain (PSGB) of all premises from which retail sales of medicines not on
the General Sale List are made. The Society employs Inspectors who visit all
registered pharmacies in Great Britain. The Act empowers Ministers to lay down
requirements as to the suitability, construction, maintenance, cleanliness, of any
premises where medicinal products are to be sold, and to certify that premises
whose registration as a pharmacy has been applied for are unsuitable for registration
by reason of failing to satisfy those requirements.

Compliance with Standards

65. Pharmacopoeial standards were given statutory force in the United Kingdom
by the Medicines Act which made it an offence to sell or supply medicines which
are ordered or prescribed by reference to a name which is at the head of a mono-
graph, unless the medicine complies with the standards in that monograph. It
should be noted that although specifications for the phsrmaceutical quality of
medicinal products are included in licences, these are specifications for the quality
of the product when it is sold by the manufacturer. They are additiona! to and do
not replace those of the Pharmacopoeia since the latter provides requirements that
should be met at any time during the lifetime of the product.

X1 LABELLING, LEAFLETS AND PACKAGING

Labelling Regulations

58. It is an offence under the Medicines Act to sell or supply in the course of a
business any medicinal product in a container or package which is labelled in such a
way as to describe the product falsely, or to be likely to mislead as to its nature,
quality, usesdr effects.

Leaflets

64. As with labelling, the Medicines Act makes it an offence to supply a Ic.nflot
with a medicinal product where that leaflet falsely describes the product or is likely
to mislead as to its nature, quality, uses or effects. Ministers are also ompomrod.to
make regulations. The Medicines (Leaflets) Regulations which became operative
on 15July 1977 apply only to leaflets supplied with proprietary mv:‘hcmol
products, a limitation reflecting their origin as part of UK implementation of
Council Directorate 75/319/EEC.

Packaging

66. Regulations have been made under the Medicines Act for
a. fluted bottles. These supersede Rule 26 of the Poison Rules. Thev
impose a prohibition on the sale or supply of certain liquid medicinal

products for external use unless contained in bottles which are recognisable
by touch; and

b. child safety. These relate to the sale or supply of aspirin and
paracetomol in child-resistant containers.
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General Advertising Controls

67. Under the Medicines Act it is an offence to issue false or misleading
advertissments relating to medicinal products, or to make false or misleading oral
repressntations. Advertissments Or representations involving a recommendation for
the use of a product not specified in the product licence are also forbidden.
Advertisements must only be issued with the consent of the product licence holder
The Licensing Authority may ask to ses all advertissments which have been issued
in the previous 12 months.

68. Standard provisions for product licences enable the Licensing Authority
to exercise controls over advertisements for particular products, either by requiring
all advertissments to be submitted in advance or by requiring that certain
particulars should be included, or by requiring that an individual advertissment be
amended or withdrawn.

69. In addition to thess general controls, regulations directed at advertising to
the public and at advertising to medical and dental practitioners have an important
role (sse 71 below).

Advertising to the Public

70. Regulations made under the Medicines Act control the advertising to the
public of medicinal products and provide that:

a. it is an offence to advertisse any medicinal product for the treatment
of certain serious dissases such as venereal disease or cancer;

b. the advertising of medicinal products which are available only on
prescription from a doctor or dentist is prohibited;

c. representations and advertisements in respect of certain specified
diseases or conditions which are considered unsuitable for self-treatment
are prohibited. Limited exemptions are provided for herbal, homeopathic,
and other “‘traditional’’ medicines.

Advertising to Practitioners

71. In addition to the general controls mentioned above, any advertisement
sent or repressntation made to a medical or dental practitioner concerning a
medicinal product must be accompanied by a data sheet, or preceded by one
sent not more than 15 months before the issue of the advertissment or representa-
tion. A data sheet is a statement in a sat format about the product and its uses, and
any information in it must be in accordence with the product licence. Most data
sheets are published in an snnual compendium published by the Association of the
British Pharmaceutical Industry (ABPI).

72. Regulatory controls on advertising to practitioners stipulste that product
information consistent with that provided in the data sheet must appesr as part of
most written repressntations ie journal advertisements, advertisements addressed
personally to doctors, etc. The information that must be given includes the name
and address of the product licence holder and the product licence number; sn
indication of the active ingredients; one or more of the authorised indications for
use; side effects, precautions and contra-indications (summarised): dossge and
method of use (summarised); the basic cost. The unqualified uss of the word
“safe’’ is prohibited, as are misieading graphs and tables.

73. The reguistions permit abbrevisted advertissments in certain circumstances.
They must not exceed 420cm?2 in size, and may only include a minimum of
information sbout the product. An sbbreviated advertisement is primarily a
reminder that the product is available.

Xl ENFORCEMENT OF THE ACT

75. The Act creates a number of criminal offences, some of which relate to th’
marketing, production and wholesaling of medicinal products and others to their
retail sale, which the appropriste Ministers in England, Scotland, Wales and
Northern Ireland respectively, are under a duty to enforce. This can ofuﬂ}t
problems, the Act thersfore aiso imposes duties of enforcement, congurreml_y with
the appropriate Minister, upon other bodies, such as the Pharmaceutical Society or

local authorities. The appropriate Minister may also require such bodies to share
the duties of enforcement with him.

Medicines Inspectorate

76. The activities of the Medicines Inspectorate are concentrated on the
inspection of manufacturing establishments at home and sbroed of wholesaling
establishments in the United Kingdom. Inspections are necesssry (0 ensure that
the licence holder continues to comply with the conditions of the licence and with
the relevant provisions of the Act; to ascertain whether conditions of manufacture,
storage and so forth are in accord with the licence as granted and to assess the
suitability of manufacturing and wholesale arrangements generally for the purpose
of considering applications. Thus their visits are carried out on behalf of the
licensing and enforcement authorities.

- 49 -



77. Ouring visits to manufacturers’, wholesalers’ and other premises Medicines
Inspectors may take samples for analysis. Normally these are analysed by the
Pharmaceutical Society’'s Laboratory in Edinburgh or by the Laboratory of the
Government Chemist.

78. An experienced member of the Medicines Inspectorate is engaged full-time
in the important task of examining the menufacturing methods and in-process
controls for biological products. In this he works in close sssocistion with the
National Institute for Biological Standards and Control and with the professional
staff assessing applications for licences for such products. He may be assisted in his
inspection work by personnel from both these areas as well as by others of the
Medicines Inspectorate and thus plays a part in assessing both manufacturers and
Product Licence applications,

79. When an inspection results in the discovery of the manufacture or imports-
tion of unlicensed products or unsatisfactory arrangements at the manufacturers’
or wholesalers’ premises, the report will be submitted to the responsible group in
Medicines Division, who will decide on the further action to be taken. This may
include revocation, suspension or variation of licences or prosecution.
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TABLE 1

MEDICINES DIVISION BALANCE SHEET

STATEMENT OF INCOME AND ESTIMATED EXPENDITURE FOR MEDICINES
DIVISION (EXCLUDING THE BRITISH PHARMACOPOEIA - SEE OVER) -
1289:86 ~ 31.8-81

ESTIMATED EXPENDITURE

£,000 £,000
Staff costs (Administrative, 3,589
and clerical)*
Staff costs (Pharmacisté* 1,863
Staff costs (Medical)* 1314
Other costs (including payments 1,960
to PSGB labs, S.4 Committees
and library etc)
P COSES 149

8,875 8,875
ESTIMATED EXPENDITURE - Legal costs
staff* 224
Prosecutions g5

OES T 319
TOTAL ESTIMATED EXPENDITURE (EXCLUDING BPC) 9,194
INCOME FROM FEES 5,728
Shortfall of Income over Expenditure 3,466

(Income covers 62% of estimated expenditure)

* Including overheads.
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TABLE 1 (cont'd)

STATEMENT OF INCOME AND EXPENDITURE FOR THE BRITISH PHAMACOPOEIA

COMMISSION
ESTIMATED EXPENDITURE gggg é@gg
Staff cost* T
Laboratory consumables 67
Fees, travel, subsistance 50
Other costs 70
964
TOTAL ESTIMATED EXPENDITURE 964
INCOME
Gross Income pa from sale of BP 350
Gross Income pa from sale of BP 88
chem. ref substances e
TOTAL INCOME 438 438
Shortfall of Income over Expenditure 526
(Income covers 45% of estimated expenditure)

Notes * - 1Including overheads.

1 - Excludes printing and publishing césts at present

incurred by HMSO
2 - Averaged over the approximately seven year cycle

and received currently by HMSO
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TABLE 2

LICENSING STATISTICS 1976 1977 1978 1979 1980 1981 1982 13883 1984 1985 1986 1987
APPLICATIONS RECEIVED
New Product Licenses 762 660 335 922 1180 1043 1282 1158 922 1365 1217 1073
Product Licence Renewals 480 256 252 216 243 606 465 499 419 830 1294
Variations, Product 4788 3968 3945 5130 7007 7297 7384 5940 6421 7887* 8534* | 10564*
Licences, Product Licences
of Right and Clinical Trial
Certificates
Clinical Trial Certificates 123 224 260 214 295 177 211 155 121 107 94 97
and CTC renewal
Clinical Trial Exemption 208 232 252 263 233 249 217
Certificates
Clinical Trial Exemption 978 1500 2833
Certificates: Variations

and renewals
Manufacturers' Licences, 211 777 91 124 118 290 780 4381 609 683 739 939
Renewals and Variations
Wholesalers Dealers Licences, 62 847 146 3815 832 264 816 507 462 829 592 829
Renewals and Variations
Product Licence Parallel 1624 665 939 113
Imports
Export Certificates 7921 7656 11181 11157 1094¢ 12439 11389 11956 10903 12330 13380 12373

* - includes PFLPIs
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MEDICINES DIVISION STAFFING

Staff in Post at 31 March

1977 1978 1979 1980 1981 1982 1983 1984 1985 1986 1987
Administrative Staff 127 125 120 120 117 134 128 142 145 154 165%
Professional Staff 92 93 94 95 98 95 93.5| 107.5| 117.5| 119 125%

TOTALS 219 218 214 215 215 229 221.5 | 249.5| 262.5 | 273 290%

* at 1 December 1987

TABLE
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TABIE 4P

TABLE 4A TABLE 4B
MEDIAN TIME TAKEN TO GRANT LICENCES GIVEN IN MONTHS! MEAN TIME TAKEN TO GRANT LICENCES GIVEN IN MONTHS1
Column 1 Column 2 Column 3 Column 1 Column 2 Column 3
Established Drug Established Drug Established Drug Established Drug
Year Substance Applications | Substance Applications Year Substance Applications | Substance Applications
(L.A. only) seen by S.4 Committee (L.A. only) seen by S.4 Committee
19822 5 12 19822 7 14
19833 4 16 19833 4 21
19842 4 16 19842 5 16
19852 5 16 19852 6 18
19862 8 17 19862 8 19
19874 11 25 19874 11 23
note 1. Months are equivalent to periods of 30.5 days. note 1. Months are equivalent to periods of 30.5 days.
note 2. Figures published in MAIL. note 2. Figures published in MAIL.
note 3. Calculated for this table. note 3. Calculated for this table.
note 4. figures are nol yet available — interim note 4. figures are not yet available — interim
calculations for the period 1st Januarv to calculations for the period 1st .January to
30th June, 30th June,
NB Licensing times for NAS's not included as the

numbers are small and the variables too great
to make the results reliable.



TABLE 5

APPEALS

1982 1983 1984 1985 1986 1987

Medicines Commission

Hearings 10 13 10 5 11 13

Written - 2 1 7 9 15

Committee on Safety
of Medicines

Hearings 25 22 14 11 15 12

Written 23 39 39 30 24 24

Committee on the
Review of Medicines

Hearings 4 4 5 13 8 13

Written 5 36 25 26 34 22

Committee on Dental
and Surgical Materials

Hearings and written 25 17 20 19 9 30
representations
TOTALS 92 193 114 11 107 124
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