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THE RATIONAL USE OF DRUGS
MEXICO: A CASE STUDY*
1. The following account of the experience and activity ¢f Mexico up te June 1985

in the field of drugs attempts to describe the control and distriburion of drugs.

BACKGROUND

2, As a developing country in Latin America, Mexico has a pharmaceutical industry
which must be placed in group 5 of those defined by Gerefi, Morrisom, Fefer &
Antezana in varicus documents published by the Pan American Health

Organization,! 1In a few particular respects, however, its situation differs from
that described for the years 1977-1980 in those documents.

3. The present population of Mexico is already almost 80 million, 65% in urban
areas and the remainder scattered throughout the country in communities of less
than 2500 people. The annual population increase, which was 3,23%, has fallen to
2,6% in the decade 1975-1985. WNotwithstanding this fall and optimistic assumptions
concerning family planning, Mexice will have a population of 110 million by the
year 2010. The morbidity and mortality rates are beginning to show the familiar
dual trend of the more advanced developing countries; while mortality rates for
respiratory and gastrointestinal infections and malnutrition contipue to be high,
chronle degenerative diseases and accidents are now among the 10 leading causes of
death in the relevant age groups.

4. Although Mexico 1s at pregent in the fifteenth place in the world economy, the
financial and economic crisis of the last three years has revealed structural ‘
weaknesses in the pharmaceutical industry in the country: a4 serdous dependence on
foreign imports of basic intermediates; control by the multinational industry
extending from parent companies down to national subsidiaries; difficulty in
obtaining approptiate technology for the Mexican industry; lack of coordination in
research and development in the pharmaceutical field; all compounded by an
unreagonably large and chaotic market for pharmaceuticals in the private sector.

3. In December 1982 and the first quarter of 1983 the country suffered severe
shortages of drugs and intermediates, partly because of the chronic gearcity of
foreign exchange. At that point the President, the Treasury and the Ministry of
Health launched an emergency plan for the import or production of vital drugs
during the crisis. Although the shortages no longer exist, the Federal Government
has subsequently undertaken a szeries of measures in the health, aconemic,

financial, and structural flelds as part of a national development programme to
strengthen, stimulate, and regulate the pharmaceutical industry on a rational basis,

6, Fortunately a number of earlier developments helped the country to overcome
the emergency by serving as an infrastructure on the basis of which new systems and
mechaoisms could be created. Briefly, they were as follows.

- From 1958 to 1960, when the Mexican Social Security Institute was rapldly
developing inte an organization able to provide health care of a high
gquality for its beneficiaries and the National Medical Centre was founded,

1 For example, PAHO/AMRO document CD29-DT-4, 1983,
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Dr Bernardo Sepilveda, whose death this year is deeply regretted, and a

group of expert advisers in pharmacclogy and other related fields drew

up

the first list of essential drugs and the first National Drug Formulary.
These two policy instruments were compulsory only for the Mexican Socilal
Security Institute since at that time there was no real health sector in the

sense in which we now understand it and as it operates today.,

- In 1977 the National Formulary {(Cuadro Basice) for Drugs in the Public

Sector, containing 444 generic drugs and 630 presentations or dosage forms,

was drawn up, with the aim of introducing it in all health care

establishments, The same year saw the establishment of the Interministerial

Commission ¢n the Pharmaceutical Industty, which was composed of
representatives of the Minflstries of Trade, Finance, Health, National

Heritage and Industrial Development, and Agriculture, and of the Mexican
Social Security Institute (IMSS) and the State Workers' Institute of Soclal
Security and Services (ISS3TE). This Commission proposed a set of minimum
standards to be met for the facilities and equipment of the pharmaceutical
industxyy, registration or authorization being accorded to the industries

that complied with them.

— Since 1980 consolidated tendering for the procurement of drugs by the health

sector has also become official practice, although this system is still

being strengthened and perfected,

7. The above developments not only paved the way for the emergency to be

surmounted but alse led to the decision to establish and strengthen systems and
machanisms for the present and future development of the Mexlcan pharmaceutical

Industry.

STRUCTURE OF THE MEXICAN NATIONAL HEALTH PROGRAMME

8. The health sector in Mexico is headed by the Ministry of Health and also
comprises the IMBSE, the ISSSTE, the National System for Integrated Family
Development, and the Medical Services of the Federal District.

- The IMSS provides health care and other labour-related bepefits and is
up of three major groups: (i) the Federal Government, {ii) employers,
(iii) industrial workers and other employees in commerce and services.
members and their familles recelve social benefits, which inglude the

preventive, curative, and rehabilitative health care they require. The

made
and
All

IMSS, which has been operational since 1944, covers the health care needs of
about 30 million Mexicans and provides the drugs needed for the preventive

care or treatment of the insured population at no additional cost over

and

above the general contributions paid by workers, employers, and the Federal

Government to finance the Institute's total budget,

- The ISSSTE comprises the Federal Government and the employees who work

in

the various departments and ministries that make up the Federal Government.
Its activities are similar to those of the IMSS and it provides white~collar
workers with health care and the drugs this imvelves. The ISS8TE provides

services to about seven million people,

= The Ministry of Health, financed solely by the Federal Government, is

responsible for the provision of health services for the general population,

i.e., those who have no soclal security cover. To this end hospital

gervices are being decentralized to the States and the Federal District, so
that they will be able to run hospital establishments and provide health
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care for deprived urban and rural populations., The Ministry of Health alse
has authority over the national health institutes, which are high-level
teaching and research institutions. 1L provides health services for about
10 million Mexicans through its decentralized establishments and the
natlonal bealth institutes.

- The other establishments that form part of the health sector cover a
poepulation of about 2-3 million.

3. About 50 million Mexicans thus have some kind of access to institutions that
provide health care services and procure drugs £or rhem, These 50 million Mexicans
represent 653% of the total population of the Mexican republlie, This is the
majority of the population and therefore the main target of the Government's health
programme.

10, The national health programme also includes actlvities in the field of
environmental sanitation that must be cerried out on an intersectoral basis
throughout the country and activities tov prowote primary health care in agcordance
with the Alma-Ata Declaration.

NATIONAL FORMULARY FOR DRUGS IN THE HEALTH SECTOR

tl, When the health sector was formally constituted by virtue of a resolution
published jin the Official Gazette of the Unlted Mexican States on 9 June 1983 the
President of the Republie, taking as a basis the experience of the IMSE and the
offlcial health system with the National Drug Formulary as desgribed above,
established the National Formulary for Drugs and Other Inputs for the Health
Sector. This new Formulary is considerably wider in scope, covering not only drugs
but alse laboratory reagents and medical instruments and equipment, dresgings and
other medical supplies, and relevant scientific information.

12. Under the provisions of the same resolution the Interinstitutional Commission
on the Natlomal Formulary was set up as a working group of the Couneil for Public
Health, a collegiare body under the authority of the President of the Republic and
chaired by the Minister of Health. The resolution entrusted the Commission with
the task of keeping the Narional Formulary under permanent review and making
adjustments as necassary.

13. The Commisslon immediately established its own rules and proceeded in
accordance with its mandate to set up special committess composed of
representatives from the institutions of the health sector to deal with each
gsection of the National Formulary. It also established relations with the various
existing commlttees and internal commissions in each of those insriturions.

14. A procedure was thus set up that would ensure the involvement of the component
instituticens of the secter in successive stages of the work, as well as providing
for participation by experts in the various fields concerned, who were required to
reach consensus on the final form of the various sections of the National Formulaty.

Formalation of the list of essential drugs
15, Doge the procedure described above had been established, the next step was to
select the products that should be ineluded in the list of essential drugs for the

health sector, This was done on the basis of the following criteria:

{1) selection of drugs with the greatest efficacy and the lowest risk
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(2) elimination of drugs superseded by others of better quality, and
inelusion of new products of proven therapeutic value

(3) deletion of duplicate drugs with the same pharmacological action
(4) exclusion of unjustified combinatiaens of drugs.

16. The above criteria are in line with the norms established by WHO and a number
of other internatfonal agencles and follow the precedent established by the
previous National Formulary for the public sector inm that generie drugs and,
whenever possible, single—component drugs are used, in accordance with modern
pharmacological practice. The most authoritative recent publications on the
subject were also consulted and the views of speclalists heard before conmclusions
were reached on a number of points under discussion,

17. A variety of opinions were expressed and, although there were certain
differences, which are only .to be expected In matters of this complexity, consensus
was achieved, This resulted in a list of essential drugs consisting of 329 generic
drugs in 485 presentations or dosage forms. The list included 20 new generic drugs
with 34 codes, while 148 generic drugs from the older National Formulary were
excluded wirthout in any way detracting from the therapeutic efficacy of the new
list, since the drugs exeluded were duplications and sgsoclatlons of drugs for
whieh there was thought to be no justification and which were therefore considered
unnecessary.

Preparation of the National Formulary for Drugs in the health sector

18, After careful selection of the products to be included in the list of
essential drugs, the next step was to draw up the National Formulavy for Drugs,
This process took into account the established condltion that the National
Formulary should be an instrument to give clear, precise, and concise guidance to
doctors in one of thelr most important activities, namely the prescribing of
drugs, Consequently the Formulary was divided into 24 groups, in which drugs were
mostly classified in alphabetical order according to their use in different
gpecialties such as anaesthesiclogy, cardioangiology, and dermatology, or according
to their use for specific diseases such as immuno—allergic, infeectious, or
parasitic conditions. In some cases classification is based on the main
indication, such as analgesia or family planuningj; or on the compesition of the
drug, e.g. eleetrolyte solutions or plasma substitutes) o lastly, on the nature
of biological agents, such as vaccipnes, antitoxins, aund ilmmunoglobulins,

19, Again following the established pattern, each of these groups was in turn
divided into subgroups according to the specific therapeutic action of the drugs,
50 as to ensure Lo the greatest extent possible a systematic presentation of their
pharmacological effects, The number of subgroups in each group obviously varies in
accordance with the particular composition of the different groups,.

The National Formulary as a guide to therapy

20, The new National Formulary has various iImportant features that provide
puidance for treatment. One is the informative text that precedes the subgroups
and summarizes the therapeutic indications, undesirable effects, and
contraindications. This material has been vupdated and arranged in a uniform manner
to serve &5 a useful introduction to each chapter for rapid reference.
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21, Another feature s the summary tables, in which a description is given of cach
individual drug, Generally speaking the format used in the earlier version of the
National Formulary has been followed, so that it contains a series of ¢olumns for
Lhe inftials of the family doctor, general practitioner, or specialist or the
hospital, as required for prescription at different levels. It also ingludes the
generic name of the drug, its code, 1ts dosage form and packaging, the dose and
route of administration, and the indications for adults or children. Some changes
have been made to these columns in order to make them consisteat with the
modificatlons to the National Formulary,

22. The next two columns are of particular interest and contain first of all the
indications, carefully revised, followed by the contraindications and undecsirable
effects. Tn the light of our better understanding of the risks and hazards of the
indiscriminate use of drugs, the contents of this latter column are especially
relevant. In the drafting process the contraindications have been reviewed and
updated and the list of undesirable effects considerably extended; these effects
are enumerated but no attempt is made to rank them according to frequency of
oceurrence, and the list is not exhaustive. Two further items, entitled "Cautions™
and "Pharmacclogical Interactions”, have been added. The "Cautions" point to the
particular care with which the drugs should be used in certain specific
circumstances, while the "Pharmacological Interactiens"” indicate, to the extent
that this is known, the reciprocal effects of drugs within the body, which
sometimes enhance their activity and sometimes do the opposite, with all the
congomitant dangers and drawbacks,

23, In general, the old rule that the wrong dose of the right drug is just as
likely to result in failure as the administration of the wrong drug should be
accepted., The ususl doses for the vast majority of cases have therefore been
indicated, However, in extreme situations and in other special circumstances
doctors must use their judgement and take account of their colleagues' opinion to
determine the appropriate use of drugs for the particular needs of individual cases.

Exclusive packaging for the health sector

24, The institutions that make up the health sector have decided to adoept an
exclusive Form of packaging for all drugs included in the National Formulary. This
is another distinctive feature of the Formulary and a sign of coheslon among the
inatitutions of the sector, In addition to the practical advantages for the
ldentification of drugs and their uge by patients, the intention is to stress the
quality of the products selected for the National Formulary. The institutions of
the health gector have published a Manual of standards for health sector packaging,
which containg all the relevant specifications so as to faecilitate their uniform
appllcation by suppliers.

25. Advances in pharmaceutical science, sclentific innovations leading to the
development of therapeutically significant new drugs, and scope for improvement of
the list of essential drugs as contained in the Natlonal Formulary result in the
need for {ts continuous review and updating. Hence, following the WHO
recommendation that models should be used but adapted to the particular peeds and
requirements of Individual countries, the Council for Public Health in 1985
published a supplement updating the National Formulary for Drugs and incorporating
the amendments and suggestions made by the country's scientific community, doctors,
pharmacists, and chemists, the amalytical quality centrol system of the health
sector, and the pharmaceutical industry. Some 93% of the modifications ¢oncern
points of detail relating to internatiomal nonproprietary names, specific salts and
theie active ingredients and, in some cases, dosapes and dosage forms. Two further
generic drugs have also been included and two excluded on the ground of their
long-term toxicity.
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26, The National Formulary for Drugs is now in use in 90% of the gector's
Institutions.

LEGTSLATION ON DRUGS AND ON THE PHARMACOCHEMICAL AND PHARMACEUTICAL INDUSTRY

27. All the measures described are aimed at obtaining the best, most effactive,
safegt, and least expensive drugs so ag to benefit both the final consumer and the
intermediary, i.e., the physician. It has therefore become very important to
update and adapt the legislation to make it into an adequate and reasonable
framework for activities.

Z8. The right to health protection has been embodied in the Constitution.

29. Two invaluable legislative and scientific/technical documents closely
concerned with drugs were published on 23 February 1984: the Comprehensive
Programme for the Development of the Pharmaceutical Industry 1984-1988, and the
derivative Presidential Decree for the Promotion and Regulation of the
Pharmaceutical Industry,

30, This legislation takes into acecount the history of the industrial
infrastructure up to 1982, the c¢ritical drug shortage that occurred during the
first quarter of 1983, and procedures and mechanisms for emabling Mexico, following
a therough analysis, to produce and regulate its own drugs rationally without
neglecting rhe complex and expensive research and development work on genuine
therapeutic innovations, including the biotechnical pharmacologleal revelution.
Advances resulting from this work will be incorporated into the National Formulary
for Drugs whenever justified, bearing in mind the need to encourage the naticnal
industry financed mainly with Mexican capital, but without discriminating against
international industry insofar as it complies with gemeral industrial, commercial,
and health promotion policies,

31, The General Health Law that came into force on 10 July 1984 contaims
legislative provisions governing both the setting-up of pharmaceutical enterprises
and their products, j.e., drugs as finished products made available to the public,

32, 1In order to make the legislation on the Comprehensive Programme and on the
Pharmaceuticals Decree ¢lear and comprehensible, rules for implementing the
legislative measures were published, following negotiations and hearings, in
October 1984, The Government encountered opposition, as provided for under the
country's democratic system: 38 pharmaceutical companies established within the
country, all of them branches of multinational concerns, challenged the three
legislative measures enacted. It should be pointed out that 38 other multinational
companies and 308 national companies financed mainly with Mexican capital did not
take any legal steps to challenge the measures, The four main polnts in the
legislation that led to the objections were as follows:

(1) An inaccurate interpretation of the Programme and Decree as totally
protectiouist measures favouring the Mexican industry, which is to make
greater efforts to bring about vertical integratiom in the national production
of starting materjals and active intermediates for the preparation of
esgential druge In accordance with the health requirements of the Mexican
people. This measure does not exclude or discrimlinate against multinational
companies in regard to the manufacture of new pharmaceutical products.

(2) The use of generic names without the registered trademarks on all
products on sale to the health sector in accordance with the National
Formulary, and addition of the generic name to the registered trademark of
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products In the private sector that contain the same generic substances,
formulae, and deosage forms as those In the National Formulary. Im such cases
Lhe rules stipulate that the dosage forms of private sector drugs, like those
in the Natilonal Formulary, must be adjusted to contain the same number of
units as stated 1in the National Formulary and include en their labels the code
number for the drug given in the National Formulary.

(3) Following the inclusion of a drug of therapeutic importance in the
National Formulary, the rules provide for a period of three years' grace
before the generi¢ name must be added to the label and the dosage form
ad justed,

(4) The elimination of drugs from the register - the provision that approved
therapeutic noveltries must be genuinely important advances, the refusal to
register a large number of duplicate formulae (there are 68 trade names for
the generiec drug ampicillin, 112 registered trademarks for vitamin
praparations and similar products, ete.), and the ban on irvational
combinations of drugs thar lead to large numbers of toxic reactions and to
dosages that are not appropriate for individual therapeutic needs,

33. All these objections, which led to the challenge by 38 mulrinational
companies, were the subject of negotiations with the Departments of Trade and
Industrial Promotion and the Department of Health. The objections were given a
fall hearing and, after some minor concessions, they were approved in the
Resolution establishing Rules for Implementing the Decree on Promotion and
Ragulation of the Pharmaceutical Industry, which was published on 2 April 1985 and
annulled the previous resolution, The Comprehensive Development Programme and the
Decree on the Promotion and Regulation of the Pharmaceutical Industry remalned
unchanged,

34. The present Resolution on Rules for Tmplementing the Pharmaceutlcals Decree,
which makes new national procedures for vertical in-depth integration ¢conpulsory,
is consistent with the implementation of Mexican and intersational joint
investments and has led to 30 pew tenders for the manufacture of pharmaceutical
preparations and active intermediate substances included ameng the 70 listed as
priorities, so that 40% of these substances are now being manufactured in the
country as compared with 20% in 1982,

15, The practical implementation of the rule that the registered trademark must be
accompanied by the generic or international nonproprietary name produced some
opposltion from the international pharmaceutical industry, which argued that the
genetic substances are not bloequivalent with the national products. Studies of
the bioavailability and dissolution of some of these products have already been
made, and show that some drugs from the international market present serious
problems of absorption, pharmacokinetics, and pharmacodynamics as compared with
similar producte manufactured within the country (IMS53, 1984). Strictly speaking,
this has created greater requirements in regard to the pharmacokinetics of the
drugs, regardless of whether they are manufactured by multinaticnal or by national
companies, and the origin is not taken into account when conducting the analytical
tests. Fortunately the quality control system of the health sector exercises
strict control in this respect, only giving approval to optimum batches.

36. The Resolution also lays down the terms of reference and purpoges of the
semi-State drug companies Vitrium and Proquivemex, the only two semi-State
pharmaccutical companies rum by the Mexican Government, in respect of fundamental
aspects that are also covered by the 1984 Decree on the Promotion and Regulation of
Lite Pharmaceutical Industry. Vitrium manufactures starting materials and priority
intermediates of drugs and active principles which private industry does not
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produce: wvaccilaes, bioleogicals, vligopoly drugs, "orphan™ drugs, and drugs for the
health sector that are chronically in short supply. Progquivemex is responsible for
the manufacture of some finished products on the list of essential drugs given in
the WNational Formulary.

FRESENT STATUS OF THE PHARMACOCHEMICAIL AND FHARMACEUTICAL INDUSTRY

37. B8ales of drugs in Mexico currently amount to approximately US$ 1200 millien,
In 1982 the health sector accounted for 25% and the private gsector for the
remaining 73%., In 1985 sales to the health sector have increased to about 40% of
the total,

38, Consolidated tendering for procurement of drugs and other supplies for the
health sector underwent some changes in 1984, For the first time the total sales
of Mexican companies to the public sector exceeded those of the multinationals, 53%
as agaionst 47X (44% and 564 in 1982), and a Mexican company now accuples first
place in terms of sales to the health sector,

39. In 1982 there were 76 pharmaceutical companies in Mexico f£imanced mainly by
foreign capital, and their sales in that year accounted for 72% of the total
market, The remaining 28% was distributed among the 242 c¢ompanies financed wmaiuly
by Mexican capital. There are at present 380 registered pharmacochemical and
pharmaceutical companies, and the total share of sales of those financed mainly
with Mexican capital, although still lower than that of the multinaticnal
companies, has increased to 38%. In 1981 only 11 Mexdcan companies were among the
50 pharmaceutical companies with the highest production and sales; in 1983 there
were 16 Mexican companies in this group.

40. The pharmaceutical industry established in Mexico is not self-sufficient in
active principles and intermediate materials for drugs. 1In 1982 approximately 80X
of active principles and intermediates had to be imported, entailing an annual
outflow of some US$ 250 million, Thic was the largest item of expenditura on
imports in the sector total of US$ 300 million., Since Ilncome from axports was only
US$ 100 million, there was a deficit of US$ 200 million, At present 407 of
starting materials and basic intermediates are produced within the country and the
aim Is to attaln 657 by 1988. In 1984, the trade deficit was US$ 106 million.

41, 1In contrast to the sector manufacturing finished drugs, the

60 pharmacochemical companies financed mainly by Mexlcan capital accounted for 65%
of total sales in 1984, as against 46X in 1977, and have thus overtaken the
multinational pharmacochemical companies.

42. As is evident throughout this document, the national policy of the
pharmaceutical industry has been formulated and guided by the firm political,
health, and industrial pelicy of the country's highest authorities, who despite the
difficulties that have been encountered remiain determined to achieve the objectives
of the programme,

RESULTS AND CONCLUSIQNS

43. The policy for the registration of new drugs can be seen to have undergone a
substantial change: from July 1983 to June 1984 350 products were registered, 907
of them duplicating already existing formulae, but during the corresponding period
in 1984-1985 only 57 products were registered, of which 8 were important novelties
and the remainder were generic drugs identical with those in the Natiomal Formulary
and single-component drugs.
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44, Similarly, and in compliance with the Rules for Tmplementing the Decree,

1200 products intended for the private market had the number of units in their
dosage Forms adjusted by June 1985, and already display the generic name ox
international nonproprietary name together with the tradewark., These 1200 private
sector products represent 245 generic drugs contained in the National Formulary,
f.e,, progress has been made on about 753% of the process initiated in

February 1985. The 1200 adjusted drugs are manufactured by 122 pharmaceutical
companies, ingluding 16 multinationals that have expressed reservations but have
already complied with this provision under the new Resolution on Rules after
lengthy talks and negotiations with the Departments of Health, Trade, and
Industrial Promotion. It should be pointed out that these multinational companies
explicitly consider that the step they have taken of their own accord will
facilitate settlement of the legal process instituted against the Federal
Government so that the reservations can be withdrawn.

45. The new regulations concerning the General Health Law will enable the national
health suthorities to carry out the process of purging the registers by eliminating
ineffective and obsolete products and, above all, by reformulating the numercus
multi=-component drugs or assoclatioms of drugs (50% of the toral) that have heen a
feature of the irratlonal proliferation of trademarks in the private market.

46, The section of the Narional Formulary dealing with drugs has already been
introduced in 90% of the health sector, and the section dealing with curative and
prosthetic equipment in 100%. This has made it possible to strengthen bulk
putchasing within the health sector by building up a grading system for suppliers,
cutting costs, putting an end te discretionary expenditure and purchases,
rationalizing the procurement of supplies and equipment, facllitating distribution
and transport and, a very important polnt, genuinely promeoting the industries
manufacturing supplies and equipment, for the National Formulary is an instrument
for and a guideline to the priority activities of the health sector.

47, These last three points give greater relevance to the measures taken to ensure
the rational use of drugs in both prescribing and retailing and supply to the
public, Even self-medication is becoming less chaotic. The measures also enable
the trade authorities to fix equal prices for equal products, thus rationalizing
the process and ensuring greater savings for the final consumer.

45. A programme of basic drugs derived from the list of essential drugs has been
initiated. These drugs may be retailed freely at preferential prices on account of
their high level of consumption.

49. Mechanisms for research and technological development in Mexico have since
1984 been effectively integrated and ceordinated under the spongorship of the State
departments invelved, higher education establishments, and groups of research
workers in pharmacology and pharmacy, under the guidance of the Health Department
and the National Council for Science and Technolegy. Industry has joined in this
work, and 30 projects concerning new active pharmaceutical substances are already
in progress. The research and development function within the companies has
likewise been strengthened through a commitment to invest at least 4% of their
galeg of starting materials in this activity.

50, In September 1984 a standing committee for updating the Pharmacopoeia of the
United Mexican States was officially set up. It has completed about 40% of its
work.

* * %

%1. An endeavour has been made to summarize what Mexlco has heen doing to ensure
the rationsl use of drugs. Although much still remains to be done, it is believed
that the steps initiated and now in progress will provide a more rational basis for

the control and distribution of drugs.




