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1. Preface

In accordance with the recommendation No. 2 of the First Consultation
on the Pharmaceutical Industry held in Lisbon (December 1980), UNIDO has
been requested to prepare documents on the various contractual conditionms,
and variations thereof including background notes, related to ccntractual

arrangements for the transfer of technclogy in the pharmaceuticel industry.

The Morocco Round Table on the Pharmaceutical Industry (December 1981)
further recommended that UAIDO prepare a document on contractual arrange-
ments regarding the transfer of technology for formulations, taking the
already large experience of developing countries in the matter into

account (*).

In line with such recommendations, this paper provides general guide-
lines and concrete drafting proposals for the negotiation and conclusion of
licensing arrsagements reiated to the formuiation of pharmaceutical forms.

The preparation of this document has been premised on the assumption that

the Licensee already operates a plant for formulations, or that the cons- )
truction thereof is undertaken independently from the licensing sgreement \
dealt with here.

2. Purpose, scope and content of this document

This document is primarily addressed to parties negotiating arrangements
for formulaticns, and particularly to enterprises operating in developing
countries. In its preparation, a number of principles have been taken into
account, as described in a previous UNIDO document (**) and recommended ac
the Morocco Round Table:

(a) The transfer of technology should contribute to the identification and
solution of sconomic and social problems related to the production and use
of pharmaceuticals in developing countries, with an aim at substantially
improving, at adequate coets and quality, the availability of essential drugs

in developing countries;

(%) See UNIDO PC/33, 21 January 1982.

(%®) "Background paper for discussion on the relevant issues to be taken

into account vhen negotiating transfer of technology agreements and the various
terms, conditions and variations thereof that could be included in contractual
agrcements: possible scope, structure and content” PC.19, 17 October 1581.




(b} The parties to a transfer of technology agreement should be responsive
to the health and other relevant policies of the receiving country, including
import substitution, development of technical skills, promotion of local

innovation, etc.;

{¢) Licensing agreements shiould contain fair and reasonable terms and
conditions, including paymentz, and be no less favourable for the recipient
than the terms and conditions usually applied by the supplier or other

reliable sources for similar technologies under similar circumstances:
(d) The sgreement should, in particular,
(i) ensure the absorption of technology transferred by local personnel;

(ii) allovw the use, as far as possible, of locally available materials

and services:

(iii) facilitate and, in any case, do not restrict the adaptation and

further development of technology received;

(iv) include adequate guarantees for the performance of the parties'

obligations;

(v) provide full information on the characteristies of the tecnnology
and drugs to be manufactured, specially in respect of possible

hazards and side effects;

{vi) do not contain unjustified restraints on the recipient's nse

of the technology.

The document deals with the nein items to be negotiated when concluding

licensing agreements of the type referred to. Whare appropriate it includes:

i) Elements to te taken i.ato account in the negotiation and drafting of

the clauses;

ii) technical aspects, and particularly difficulties that may be faced a‘
the negotiating phase and implementation of the agreement;

iii) concrete exanples, wherever possible, indicating the technical impli-
cations of different pharmaceutical forms (injectables, tablets,

capsules, etc.);
iv} recommendations as to how to desl with the particular issue;

v) possible clauses and variations thereof.




Tt is obv ous th." the recormendations made in the document as vell as
the clauses and variati:na ;'roposed, can not cover all the possible alterna-
tives available for deeli.; +ith each particular item. The document only
includes thnss alternatives which are deemed more important or appropriate
in view of ths vrineiplces ard objectives that preside its preparation. The
importance and appropriaieness of pocrible solutions have been assessed on

the basis of four main criteria:

i) the likely acceptability of proposed soiutions for both contracting
parties;

ii) the compatibility of proposed solutions with existing regulatiors
and positions on the matter, as desecribed-for a number of issues-

in an earlier UNIDO document (*®);

iii) the practices vhich are generally accepted in international

licensing and trade;

iv) the recommendnrinns and suggestions of available model clauses/

contracts, or guid2lines, as listed in document UNIDO PC.19.

As already indicated {“*®', the technology for for ulation of final
products is well-known and r.-irly well diffused. The transfer of techniques
on formulation is likely t- :ive a very limited impact as regards the improve-
ment of the technological cemwzbility in the receiving country, without pre-
Judice to its exteraxzl effect: as regards to the establishment cf test labora-
tories and other facilities, In general, such technologies comprise of very
little or no sSecret information, in contrast vith technologies for the

manuvfacture of bulk drugs.

For these recasons, and given the very limited technological contribution
(wvith regard to production techniques) that such arrangements usually involve,
arrangements on this matter might be limited (provided that the license of

industrial property rights is not required) to the supply of technical assistance

for a short period, or other type of agreements which do not imply for the
recipient the obligation t5 effect continuous payments or observe restrictive
conditions.

(®) See "Preparation of Guide. ' :e:, Background paper", ID/WG.331/3,
23 September 1980.

(#*®) Ibidem.




In practice, however, arrangements for the formulation of pharmaceutical
forms are very often framed as licensing agreements, involving the provision
of active ingredients, the communication of medical and other scientific
information needed for the registration of the products, the license of
trademarks of the -~ -vlier, and eventually, vhe license of patents for

covering imports tive ingredients from t.ne supplier.

Folloving that practice, and in order to assist enterprises in developing
countries, particularly in less developed countries among them, to improve
the negotiation of that kind of arrangements, this document presents clauses
and commentaries relsted to issues typically dealt with in licensing agree-

nents for formulations.

For the purpose of collecting information on developing countries’
experience in arrangements for formulations, UNIDO Secretariat has
circulated a questionnaire,the reply of which by a number of pharmaceutical

enterprises has been considered in the preparation of this document.




2. Licensing for production of dosage forms

After food and shelter, healih care gets the top priority in any
society. In the developing countries due to poverty and mal-nutrition,
health-cere assumes greater impor-tance. Drugs and medicine plays a critical
role without which health caras becomes meaningless. Formulations are the
products in the definite form ready to be taken or to be applied for treat-
ment, mitigation, prevention or disgnosis of disease, an abnormal physical
state or the symptom there of irn man or animal or the restoration, correction

or mitigation of arganic functions in man or animal.

Formulations are made in various physical forms like tablets, capsules,
liquid preparations, ointments and infusions. Similiarly, packaging is also
done in various forms. The tablet or capsules may be packed in bottles, tins
or strips whereas ointments for commercial use is available in tubes and for
hospitals etc. it is packed in glass jars. The infusions are put in ampules

and antibiotic powder in vials.

Unlike other products, formulations being used for human conswumption,
are life saving, have to be produced under great care, proper mixing and
dispersion is very essential. In case of antibiotics, infusions and
injectables it is necessary to maintain sterile conditions to aveid con-
tamination. Even all the ingredients including water must be pyrogen
free. Very strict standards for manufacturing formulations have been
established and it requires good manufacturing practices, The technology
involved in the production of formulation is simpler as compared to thr
technology in case of bulk drugs and intermediates. Moreover, it is
also repetitive because the formulation is the conversion of bulk drugs
or mixture of bulk drugs into various physical forms, which can be easily
taken or applied. Thus the same technology of preparation of tablets with
minor adjustments of suxilliary materials and operations could be applied
for production of tablets of any other drug. This also applies for pre-
paration of infusion, ointments, capsules or any other form of formulations
(see Annex I).

Formulations could be labelled under generic name or conforming to
national formulary or unde- brand name. In a large number of developing

countries, health care is being looked after by the State. Under such




circumstances, sometimes the State also takes the responsibility of pro-
duction of drugs and medicines which is required for dispensaries,
hospitals etc. These drugs are produced under generic neme or conform to

national formulary.

The licensing arrangements for know-how may be linked to the setting-
up of the newv plants. The know-how is given by the agency or firm which
is already producing these products. The licensee takes care of sub-
contracting the civil construction and purchase of eaquipments and machinery
under the expert guidance of the Licensor. Tonday, there are quite a few
developing countries having well established modern formulationr units
vhich can offer know-how for setting-up of such units in other developing
countries. This will give added advantage to such licensees in avoiding
the initial mistake generally taking place wnile transfering technology

from developed to developing countries.

It is observed that most of the State units continue for a longer
period with the production of generic drugs, which are cheaper as compaced
to branded or specialities. Moreover, due to late payment by the Goverr.-
mental institutions, these units are often put to heavy strain and some
times their economic viability becomes a problem. It will be advisable
that such urnits start production of generic drugs from the initial
inception along with specialities for the market. Thus improving their
economic viability and at the suie time serving the State by supplying

the generic drugs at cheaper prices.,

The branded/speciality product licence agreement confine in some
cases the Licenzee mainly to the production role under the expertise,
know-how and supervision of the licensor and the licensor mostly takes
care the function of promotion and distribution, that is marketing. As
marketing is the key to the succesc of pharmaceutical industry, most of
the developing countries are deprived of this aspect, thereby these brand
and speciality licences are getting extended. The manufacturer in a
developing country gets only a marginal benefit out of such transactions.
As continued dependence of marketing promotion remains in the hands of the
licensor for years together, it would be fair both for the licensor and the
licensee to get the equal benefit out of such contractual agreements by

passing the marketing know-how ag a part and parcel of such agreements.




Chemical and bulk drug production units are located invariably
depending upor the source of raw materials, intermediate and energy
vhereas formulation units are generally located in big cities ani towns
which are consuming centres and also hzve facilities for getting auxiliary
and packaging materials produced in those places. Moreover, formulation
units do not pose any environmental problem, both affluents and air
pollution. Most of the equipments and machinery required in case of
formulations are stendard one and can be placed as soon as civil builders
are ready. The piping network is also simple. However, for maintaining
good manufacturing practices, lay-outs, air-conditioning, ventilation,
designing of sterile area, flooring, movement of rawv meterials and storing
assume greatest importance. It is for these factors that some of the
countries which have pharmaceutical production require expertise even in
civil designing. Therefore, .he basic design data and information has to

be supplied by the Licensor in a precise manner.

In case of basic drugs, most of the developingz countries venture for
well-known established drugs which have been in use in developed countries
for long times whe~~as in case of formulations, even the latest formulations
used in developed countries find its way in the developing countries. Though
the technology of production of formulation is simpler as compared to the
basic drug industry, yet stability studies, especially in case of combination
drugs are very important. The compatibility ot various drugs in ccmbination
could have interaction and effectiveness has to be determined by cliniecal
trials. Similarly besides the stability, economical data, the storage conditions
ete. are part of technological data experiences which have to be transferred
to the Licensee, In case of specialities, it is the manufacturing aspect,
which plays an important role and therefore the promotional and medical
literature including any adverse observations ard the precautions, which have
been taken, should also be intimated to the Licensee so that he could take
precautions whenever such eveniu:slilies arigse. Both in case of nev drugs as
well as formulations, every country has their own laws for registration. In
case of well-known drugs, the clinical date produced in the Licensor's country
have to be submitted to the drug authority before permission for marketing of
such products are given and in case of completely new drugs/formulations in

some countries it is necessary that the clinical trizls be also carried out




after wvhich the permission for manufacturing/marketing of such drugs is given
by the Government. For the successful operation of the agreement, it is
necessary tnat bcth Licensor and Licensee exchange complete information

pertaining to procedures and rules existing in their respective countriecs.

k. Major and Special Equipment Required

Some of the developing countries are ar present self-sufficient in
production of various equipment and machineries for the production of
Formulations in dosages form in a batchway overation. Efforts are being
made in such countries to produce continuous and automatic production line

for liquid filling antibiotic filling stations.

Annex II gives the list of major equipment and machinery required for
a formuletion unit having the following capacities based upon twvo shifts

working, whereas the packaging will be in the general shift.

Formulation Unit capacity per annum

a., Tablets and Coated Tablets : 350 Million
b. Capsules : 30 Milliou
c. Liquid Orals : 100 ML
d. Injectables (Ampoules) : 4.5 Million
e. Ointments : Lk,hoMT

The Anncx also gives the detail specifications, materiul of construction,
numbers of equipments required and probable ruling prices in 1981 and early
1982 in India.

5. Raw Materials Required

According to the type of formulations to be manufactured, & number
of rav materials and auxiliary materials are required. An illustration on

this point ias presented in Annex III.




6. Quality and Process Control

Drugs and medicines cre organic and inorganic chemicals, biological
products, plant products, as single or in combination. With the acdvent of
Organic Chemistry, large mmmber of organic compounds could be synthesised
and tested for drug activities., It is done with the co-operation and parti-
cipction of scientists from meny disciplines, such as Pharmacy, Medicine,
Chemistry, Pharmacology, Microbiology etc. The interactions of these chemical
compounds are studied with & wide variety of living organisms to find out
the therapeutic actions. Once proved promising, the biological effects of
these nev medicines must be tested on the human beirgs commonly known as
"Clinical Trials”. Thus, the doses, the side effects etc. are determined
and ultimately the specifications, chemical array and physical characteristies
are laid down. Being a sensitive and a lifesaving item, many countries have
framed their rules, regulations and acts, regarding preparation, use, standard
and specifications of drugs. These informations are compiled in the form of
pharmacopoeia, which lays down the monographs on most of the drugs detailing
their descriptions, solubility, identification, melting range, reactions,
on drawing of preparation. The pharmacopoeia also lays down the standards
regarding reagents used for testing these drugs, indicators, methods of

analysis, limiters for various harmful metals, salts, e%ec,

Many countries have their own pharmacopoeia. These pharmacopoeias
are prepared by eminent persons in the profession and have legal sanction.
Similar standards have been prepared by the World Health Crganization in

the Internal Pharmacopoeia, to ensure the quality of the products.

a. Qualily Control

Quality control requires two elements:
i. Personnel

Personnel must be well-traired in Chemistry, Biology, Micro-
biology, Toxicology, Pharmacy, etc. In some of the develoning
countries wvhere nev plants are being set-up, it is essential that

the above personnels are given training by the Licensor.
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ii. Laboratory

Laboratory is the place where the scientists perform the tests
as prescribed in tne pharmacopoeia or by a drug development group of
the producer under the conditions approved by the local drug autho-
r'ties. The analytical laborstory mus® be equipped with all the instru-
ment3, apparatuses and chemicals prescribed or required for carrying
out these tests. Many of the equipments and instruments used are cuite
sophisticated, e.g. micro-processors, HYPLC, MV, IR etc. The laboratory
carries out chemical analysis, instrumental analysis, micro-biological

testing, package testing, pharmacclogical and toxicological tests.

Functions of Quiality Control

The main function of quality control is to ensure that every
product manufactured in the company is the quality it has designed to
be., Some of the companies have drawn in-house standards, which are
higher than even the pharmacopoeial a<andards for purity, ete. In
order to ach’eve this, it is essential that the quality control laboratory
perform the following functions from the ztage of receipt of raw

material to the release of finished products:

1. Testing of finished products according to the standards and

specifications.

2. Testing of raw materials, auxiliary materials, packaging materials,

according to standards and specifications.

3, Preparation, updating, improvement of standards and specifications,

wvhich are most stringent than even pharmacopoeisa.

L, Procedures for testing, including those for manufacturing and

allied departments for process control.
5. Proper documentation for tracing manufacturing history.

6. Inspection and control in the manufacturing section for main-

taining good manufacturing practices and standards.

Quality Control personnel draw a representative sample from
in-coming lots and test the same, If it complies with the tstandard and
specifications, test report is submitted. In fact, once the material is
under test, the quality control persoanel puts the matetrial under

quarantine and sometimes the label is pasted indicating that the material




)

is under test. If the material passes, the label mentioning "Passed"

is put on the container and seat to the warehouse. If it is rejected,
again different label indication "Rejection” is put on the contziner

and sent back to the production unit for reprocessing, if possible.

These three labels are made of three different colours to identify

whether the (i) "material is under Test" (ii) "Passed” or (iii) "Rejected”.
A similar prrcedure is adopted in case of rawv materials, packing

materials etc.

b. Process Control

In order to achieve the desired quality, it is necessary that the qualiity
of the product be tested and controlled at each and every stage of manufacture.
In a well-established pharmaceutical manufacturing unit, there is the practice
to have a separate laboratory, known as "Process Control Laboratory" to perform
the above functions. Thus, from incoming raw-material up to the end-onroduct
are being tested by the Process Control Laboratory and once they get satisfied
the product is submitted to the quality control laboratory. In case of
tableting, various tests are carried out at the stage of mixing, granulation
and after compression. Most of the earlier tests are physical ones; only
at the end the chemical assays are &lso carried out. The double checking

system ensures the best quality of the products.

c. Organization of the Quality Control Department

Given the crucial role of a Quality Control (Q.C.) Department, it should
be independent from the production unit and should only report to the general

manager of the Licensee.

It should alsc be free to exchange information without restriction with
the Licensor's Q.C. Dept. Thus both Q.C. Dept. should be able to speak the
same technical language. The function of the 0.C. Dept. is very important
since its approval may be required for the implementation of the trans€erred

technology, including Licensee's payments in some cases.

Although it-is an obvious security for both parties and patients that
the Licensee's Q.C. Dept. exists, operates correctly and is able to control
tne required specifications, and the technology implementation, there is a

tendency in some developing countries to underestimate its importance and goals.




To some extent, it also exists a temptation among certain licensors to
put aside the key role of the licensee’'s Q.C. Dept. in order to possibly

minimize the vigilance of such Dept.

In the interest of all parties involved, a license agreement for the
manufacture of z=edical products should contain specific provisions for the
creation or adaptation of an efficient Q.C. Dept. The methods used and the
operations performed by the licensee's 0.C. Dept., as long as records and
samples are kept, are the only way to eventually detect the responsibility

of the Licensor in case of production problem.

For cases where the Licensee does not possess, at the time of signing
the lirensing agreement, a Q.C. Dept. a number of specimen clauses are pre-

sented in Annex IV.

7. Packaging

1 .ckaging of the pharmaceutical products, owing to its inherent importance
deserves special mention. From the very beginning of the civilisation,
packaging in some form or the other was in practice. It has become more and
more scientific and sophisticated@ and has gained status of a technological
entity. This applies as much to the pharmaceutical industry as to any other.
Because of its relation to health, packaging in pharmaceutical industry is
emphasised, though more upon functional efficiency, vet it should have a
consumer appeal. Besides, this packaging is essential to impart longer shelf
life of the product by protecting it from environmental deterioration. The

primary objects of packaging are: -

i) Protection from water, moisture, light and heat, aerial oxidation etc.
ii) Prevention of contumination and mixing.

iii) Prevention of breakage, material losses and loss of potency.

iv) Protection from deterioration and even formation of toxic and antagenic

substance which are hazardous to health.
v) Identific:tion of the product.
vi) Convenience of transport.

vii) Presentation to the Consumer.




During the last decade, tremendvus progress has taken place in the field
of packaging materials as well as types and modes of vacking. Various types

of packaging materials available today are given below: -
a. Glass - neutrel, sulphated, amber

b. Metals - stainless steel, mild steel, tin-nlates, aluminium in the

form of containers, foils, collapsible tubes etc.

c. Plastics - polythylene, polyprosvlene, PVC, polvmethvlnentene,
saran, nylon, polycarbonate, polystyrene, polyuretheane, cellulose

and cellulose derivatives, gelatin, urea formaldehydersin etc.
d. Paper and Cardboards.

The aveilability of suitable packaging material may adversely affect
the type of formulation or even the productivity. Packsging development
may therefore proceed parallel with the stability, shelf life of the product.
It may some times even be expendient to modify the formulstion to suit the
container or packaging medium provided it does not adversely affect the
product. If plastic containers are to be used, it is necessary to avoid the
use of bacteriostatic preservative which is absoibed by the plastic materials.
A metal container may necessitate the addition of a corrosion inhibitor or
a screening agent or application of a suitable inert coating. The choice
of packaging material and also the type of rackaging depend uvon the

following factors:
1. Physical nature of the product - solid, liquid, paste etc.

2. Chemical nature - corrosiveness, sensitivity of the product to water,

mojisture, light and heat, oxidation, putrefication, reactiveness.

3. Possibility of deterioration, decomposition, formation of toxie

substances.

L, Mechanical strengh cf the package and product during transportation and
storage.

5. Ultimate use.

6. Degree of protection required.
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7. Compatibility

8. Customers convenience - size, weight, opening and reclosing,

legibility of printing.

9. Presentation - particularly for those products which may be the
subject of impulse buying.

10. Filling method
11. Cost.

Based upon the physical nature of the product various medicinal pre-

parations may be categorized as below: -

The list of packaging materials for these products is given in Annex V.

8. Marketing

Marketing is the kingpin of the Drug and Pharmaceutical Industry. It
is their function to see that the Drugs are made available vhere they are
needed and wvhen they ere needed and also meke the profit to plough back
them for expansion dividends and research and development which are the

basic features of the industry.

Formulations are of three categories, namely (i) Generic, (ii) Specialities,

(iii) Over the countrer products.
i)  Generic

The Generic products are named after the official pharmacopoeial name or
some of the countries have their own national formularice which also include
mostly the pharmacopoeial name and in case of certain combination, the name
given also become generic. Most of the formulations required by the insti-
tutions are generic and packed in bulk. These are cheaper as compared to
specialities. Besides, the Government, such practising doctors who also

dispense the medicine to the patients, purchase generic formulations in bulk.
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ii) Specialities

Unlike other consumer products, formulations marketing is more sophisticated
and unique in its character. <there is very little contact between the consumer
and producers, as formulations are PRESCRIPTION orcduct end hence has to be
prescribed or recommended by the medical professionals. Moreover, same
product is being marketed by large number of companizs,thus it involves
system of conviction and promotion of product by each company, vhich ecould
be achieved easily by identifying the product by giving it & branded or
proprietory name called "Speciality”. Thus the marketing of specialities
require a very large network of medical representatives backed by promotional
and medical literature, samples, gifts, participation in seminars, inviting
meGical professionals to visit their production centres, research and development
and quality control units. Most of the rale of formulations in the trade is of

specialities whereas generic product constitute very small percentage. Reverse

happens in case of institutions, hospitals and general practitioners requirements.

Initial sale of the specialities denends upon the reputation of the firm.

iii) (OTPC) Over the Counter Product - Household Remedies

(OTC) or household remedies are such products, the efficacies of which
are well known and is advertised through newspapers, periodicals, radio and
television. Thus marketing of OTC product is almost similar to any consumer

produet.

Marketing Organization Structure and Functions

Marketing Organization is headed by the Marketing Director su vorted

by various functional departments below: -

1. Marketing Research: (a) Market Demands/Potential studies (b} Retail
Chemist Survey; (c) Stockist survey; (d) Study of
competitors sale; (e) Sale analysus; (f) Region and
country-vise, productvise sale: (g) Incentive
gscheme; (h) Sale forecasting. {i) Fixation of
targets and performance evaluation of stockists,

retailers.
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2. “arket Planning: This department discharges a steff function, which

includes planning, co-ordination and monitorirng activities.

Preparation »f Sale Programme based upon optimum utilization of
Production capacities, growth rate of the industry. Preraration of sale trdget
and its month to month monitoring, inventory control, monthly revievs, co-

ordination with production.

3. Distribution: The distribution department discharges a wide range of
activities which include: (i) Stock requisition, allocation, suoply position;
(ii) Inventory management through weekly stock statements: (iii) Pursuance

of transport bottlenecks, (iv) Monitoring of short dated products; (v) Review
of stockist performance; (vi) Legal and administrative proceedings of depots:
(vii) Depots inspection; (viii) Formula*ion of vrice-lists: (ix) Complaints on

aon-availability and sub-standard quality.

L. Supplies to Hospitals: The Government is always the biggest single buyer
and distributor of drugs. These are supplied in mostly in generic form in bulk
in special packagings, with special markings or credit and at highly competitive
rates. Most of the supplies are made direct by the manufacturers without
middleman agency. Either central agency after calling the tender fixes the

rate and various institution or Government department can directly put the
indents Airectly to the manufacturers, or the central agency fixes the rate

and assumes the function of purchase and distribution.

S. Trade Sale: It is done through the wvholesale dealers or distributors
particular territory, vho supplies the material to the retailers as well as

to the practising doctors, clinics and small hospitals.

6. Sales Promotion/ Sales promotion is done by the sales representatives,
who details his product to the medical professional. To achieve this

efficiency, the department has to prepare: -

1. Latest technical information from a promotional dimension rather
than restrict the interpretation of same to the therapeutic and

clinical aspects.

2. Regular procurement and supply of Promotional literature to the

Representatives.

3. Training of Sales Representatives and refresher courses and

training programme.

L. Co-ordination with medical and distribution department.




T. Medical Depar*ment:(i) s.oply of latest therapentic informstion to

the field force; (ii) conduct .raining programme; (iii) collection of
scientific data - national, inti-nial; (iv) to attend and take-up company
view point in medical conferences .nd seminars; (v) to eststlish good
contacts with the health an? Arug co. rol authorities; (vi) preparation
of medical literainre with & -icjgk%sve to therapentic and commercial

aspects; (vii) timely investieeti.c:n = zomplaints; (viii) development of

infrastructure for clinical tiis s sn- other scientific activities.

8. Finance: Besides liiking %.- er :ral aspects of financing salaries,
realisation, inventory control, fir=vicn of targets, evaluation of ner-
formance and profitability, it shoula et remunerative orices fixed from the

authorities.

9. Personnel and Administration: Manpower planning recruitment promotional

policy on which the success of the organization depends.

Registration of new drugs

In order to enable the Licensee to obtain the registration of the

products, the Licensor should provide a set of informations, such as:

1. Chemical descriziion of the drug/drugs, declaration of the internationally
or nationally accepted generic name or the name under which it is proposed to

be sold:

description
b. full chemical ccmposition, if not known, such other details are known.
c. description of pharmaceutical form/forms in which it is proposed to

be marketed and the root of administration, the proposed doses and

the claims to be made for such a drug.
2. Composition of the drug giving the amount of each ingredient.
3. Details of the method of production.

k. Analytical specification, chemical as well as physical, taste fcr vproper
identity, purity and quality. The methods of issay including analy“ical methods

for determination of active ingredients.

5. Details of stability studies.
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6. D:teils of investigations regarding safety and effectiveness for use.
a. efficacy invitro and invive studies.

b. pharmacclogical and pharmacogynemic studies on laboratory animals
pertaining to physiological systems such as cardio vas:ular
system, respiration system, central nervous system, urinary

nervous system, and enotomic nervous system.

c. bio-chemical studies showing detailed observations, distribution,

metabolism and excretion of the drug.

d. depending upon the type cf drug to acute toxcity, toxicological
studies, sub acute and chronic toxcity. corserogenecity and

drug dependence and teratogenic studies,
T. Details regarding clinical trials.

Data to be Supplied for Marketing Promotion

1. Besides the data referred to collected by the Licensor in the country
of origin or in other countries, it is ohligatory in some countries to
carry the clinical trials .or latest and new drug and in case of well-
established drug and combination, published dats is to be submitted to the

drug authority before obtaining marketing vermission.

2, Copies of published or unpublished reports of clinical trials per-

taining to and evaluation of the safety and effectiveness of the drug.

3. Certificate of approval or free sale certificate issued by the Health
Authorities in the country of manufacture and the names of the countries

where this drug is being marketed.

L, Drafts or specimen of lable, adopted literature etc. proposed to

be adopted for marketing.

The full insert should have correct information about the contents,

food therapatic as well as toxic or communication of the drug.

5. Literature for medical profession giving factual data, general

specimen, supported by acceptable scientific evidence.

6. Whether the drug is approved by Food and Drug Authority Aministration
USA or any drug Authority in other countries, if so, whether any restrictions
are imposed on sale, way of labelling etc. (a copy of the literature
ineluding, if any, side effects, contra communication, precaution, warning

etc. as approved by these authorities.)
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Medical Information

As part of promotional strategy for specislities, it is necessary

that the manufacturer educate or elaborate various scientific and medical

information given below to the medical professionals: -

I.
II.

III.

Iv.

History
Structural Formula

Pharmacological acpects.

i) Serum levels; ii) Kinetics; iii) Distribution of drug in the body:

iv) Mode of Anti-microbialaction; v) Therapentic uses of the product.
Comparison with known drugs and its advantages.

Toxicity and side effects.
a) Hypersensitivity; b) Nephrotoxicity; c) CMA toxicity; d) Hae
matological toxieity.

Recitals

The inclusion of "recitals" or a "preamble" to the contract, is a

quite common practice and may be useful for stating the premises of the

contract and the objectives of the parties.

These clauses may include, for instance, reference to the business

background of the parties, the willingness and intention thereof to enter

into and execute the agreement, and t.<ir desire to observe the health and

other relevant policies of the country of the Licensee.

It should be noted that in case of discrepancy between the recitals and

the substantive provisions of the agreement, the latter prevail.
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Specimen clauses

1. Recitals

WHEREAS the Licensor ....... Cesessesseseeresesssstecrrosetannae ceesennans

(Alternative a: has manufactured and scld the Products defined below for

several years).

(Alternative b: is in the possession of technology for the manufacture and
sale of the Products defined below).....eeverevennoeonannnnnnaans chenaees .

and owns patents ia the Licensee's country related to the Products:

AND WHEREAS the Licensee has facilities for the manufacture, oackaging and

marketing of pharmaceutical products;

AND WHEREAS the Licensor is able to transfer technical information and to

provide, if requested, basic drugs for the manufacture of the Products:

AND WHEREAS the Licensee desires to obtain a license for the manufactur

and sale of the Products;

AND WHEREAS the Licensor and the Licensee intend to conclude and execute
this Contract in a manner trat is beneficial to the development of the
pharmaceutical industry in the country of the Licensee and in conformity

with the health regulations in force in that country:

NOW THEREFORE the Licensor and the Licensee hereby agree as follows:




2. Definitions

While not indispensable, a cluase conteining the definitions of the

main terms and expressions used in the agreement may avoid repetition and

misinterpretation.
Such a cleuse would usually define, in a licensing agree “or
formulations, terms such as "Technical information","Medical . ientific

information", the Products (i.e. the medicines to be formulatec the

"Basic Drugs" (i.e. the required ingredients) etc.
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Specimen clauses

2. Definitions

In this ~greement the following words will have the following

meaning:

2.1, "The Licensor" will mean the party named as such in this Contract,

or its successor or legal assignee;

2.2« "The Licensee" will mean “he party named as such in this Contract,

or its successor or legal ~ssignee,

2,3. "The Contract" will mean this agreement together with all its
annexes and any subsequent amendment made thereto in acco.dence with

the provisions of the Contract.

2.4. "The Licensor's plant" will mean the plant of the Licensor

locxted at 200000090030 8000000060000 0008000000002 000030000000000csededs

2.5. "The Licensee's plant" will mean the plant of the Licensee

established nt S 8P C P00 808 000000 0R00CR0COPPENLBR00R00003000000000000s

2.6. "Technical information" will mean all formulae, process, technical
and scientific knowledge necessary for the manufacture and marketing

of the Produrts, inciuding but not limited to production process, quality
control methods, packaging methods and materials, machinery and equipment
needed, stability data and full specification of the Products, raw

mrterisls comprising bending, flavouring and Jying materials,

2.7+« "Medical and scientific information" will mean all the medical,
sci .utific and r2lated literature and data on pharmacologic~l and
clinical trials on the Products, including information, reports, samples
and documents required for the registration of the Products with the

Health Authority of the Licensce's country.
2.8‘ "me PrOductsn Will meai‘: I EYEEERREEEEEEEEEE NN EEN NN N NN NI RN NN N NN N NN NNEN N

2.9. "The Basic Drugs" will mean the following drugs entering into

the formulation of the Products cceececesvcecsrscaracscssossscccccsosnsves

2.10. "Improvements'" will mean any technological advance developed or
otherwise acquired by the Licensor or developed by the Licensee related
to the manufacture or packaging of the Products,

2.11, "Effective Date of the Contract"” will mean the date on which this

rontract will come into torce in accordance with provision ....... thereof.




3, Medicel and scientific informstion. Registration of Productls,

The communication of medicrl »nd scientific informetior rel-ted
to the Products to ve licensed ° on the main objecis of agreements
for formulations, It generrlly ermits the Licensec to obtzin most
of the information required for the spproval or the Products hy the
competent authority in its own country, ~nd s»ve the money »nd time thnt

vould require the gathering of deta and testing of the specirlities.

In addition to such information, the Licensor would be normally ~sked
to provide a sample of the Products, in order to mrke the laborztory

tests #2s required in the country of the Licensee.

In a2 situation where the Licensor itself manufectures and sells
the Products, the communication of medicel 2nd scientific information
will not imply other expenses than the limited costs ¢f reproducing the

pertinent documentation.

On the other side, the obtention of zuch information is for the
Licensee the first step on the basis of wvhich he vill be ~ble to
request the authorization of the Products before the competent autl.ority.
Feiling such an authorization, there would be no further reason to
receive other supplies from the Licensor (technicnrl information »nd

assistance, etc.).

Given these characteristice of the contracts for formul~otions, it
is usual that the Licensee does not effect any payment (or even undertake
to do it) until the authorization of the Products has been obtrined.
Lacking the authorization, the contract remains without object and mey
therefore be declared ferminated without responsibility for any of the
parties.,

If the Licensor does not receive payments, as it is usual, until
the Products have been approved or are on the market {when remuneration
is based upon royalties on sales (*)), he may refuse to provide information
other than that already available to him, except if the Licensee agrees
to bear the costs for obtaining any additional information, Such an
additional information may be necessary to meet requisements imposed

by the competent authority of the Licensee's country.

(*) This is the main form of payments suggeated in the specimen
clauges attached here. See "Remunernation”.
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It is important that the Licensor disclose to the Licensee =all
information known to him on the 2ctual or possible 2dverse or side
effects of the Products, both a2t the iime of signing the e2greement
as wvell as during th2 lifetime thereof, including information on
changes in the registration status of the products in other countries
(for instance, if the authorization for sale has been cancelled or restricted
the therapeutinal uses of the Products, due to new determined or alleged
adverse effects). The due observance of such an obligation is not only
in the interest of the Licensee, but primarily in the interest of the
patients and the health authorities of the Licensee's country, and
will contribute to avoid the situation where producis banned in developed
countries due to their verified or presumed adverse effecis are sold,

without appropriate limitations, in developing countries.

A product may have several medical applications. Some o1 them
may not be suitable at all in the Licensee's country, Besides, many
active ; .nciples have both human and veterinary applications and very
little difference in specifications. The Licensee should be duly informed
by the Licensor, and unde the Licrnsor's responsibility, on the limits

to be cbscrved in the use of the product.

Finally, the Products are normally registered under the Licensee's

name.,

Mevertheless, for the case of termination of the Contract by reasons
attributable to the latter, it may be stipulated the Licensee's obligation
tn transfer the respective certificate to the Licensor or any person

designated by him,
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Specimen clauses

3. Medical and scientific information

3.1. Within sesss days from the Effective Date of the Contract, the
Licensor will supply the Licensee with 211 the Medical end Scientific
Information related to the Products, available to the Yicensor,
including samples thereof, and all detesils known to the Licensor on

adverse or side effects of the Products.

3.2. If during the proceedings before the competent authority of the
Licensee's country for the authorization of sale of the Products, that
authority requires new laboratory, specifications or ~dditional

information, the Licensor will supply them,; ccesoeeccccercesccessscoces

(Alternative a: at the Licensee's cost)

(Alternative b: at its own cost)

3.3, During the lifetime of the Contracts the Licensor will promptly
communicate to the Licensee any new data known to the Licensor concerning
adverse or side effects of the Products, as well as any changes in the
registration status of the Products in the Licensort's country or in

other countries where such Producis are marketed, where such chenges

have been determined by the actual or possible adverse or side effects

of the Products.

3.4. The applications of the Products are the following: eceeesccecccees

3.5, The documentation referred to in this article will be .4seseeeas
(language).

3.6. The Products will be registered under the Licensee's name, However,
if this contract is terminated by reasons for which the Licensee is
responsible, the Licensee will transfer the certificate of registration {

to the Licensor or a person designated by him, subject to the legislation

in force in the Licensee's country.
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4. Technical information

The content of the know-how or technical information to be supplied
for the formulation of pharmaceutical products, strongly depends upon
the technicrl capacity of the Licensee. For some firms in developing
countries, which alresdy possess experience and skills in this field,
the transfer of such information may be unnecessary or required to
a2 very limited extent. In other cases, particulsrly in the less developed
among developing countries, the transfer of such a knowledge may have
considerable importance, at least at the initial stages of development

of » pharmaceutical industry.

The know-how necessary for formul~tion is generally simple, ond
may be hendled without grert difficulty. However, technicel ~ssistence
»nd trrining may be convenient when the Licensee hes # low technicel

capacity.

The expression "know-how" is rather imprecise #nd ambiguous, both
in commercial practice and in legal terms. It is advisable, hence, to avoid
the use of the expression, and replace it (as suggested in the attached

specimen clauses) by "technical information".

The technicel informetion related to formul~rtion may eventually
include some pieces of confidential knowledge. In that case, the
Licensor should identify such pieces and the Licensee observe an obligation

of confidentiaiity (see point 12, "Confidentiality", below).

The Licensee will be interested in receiving technical information
which is the most updated and which has been commercially proven by the
Licensor. Its description should be sufficiently clear and comprehensible,
correct and complete (see also point 14 "Cnarantees”"). The contract should
also determine the fcrm in which it is to be transferred (specifications,

instructions, etc.) and the language in which it should be drawn up.

Technical information generally consists of one formula, some mecruals
and other written documents, or explanations, plus some complementary
informations related to the environment of the production process, such

as input, meintenance, storage and basic design,
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The contract should contain 2 detailed and exhrustive list of
what the technology to be trensferred is precisely composed of. The
content of the list depends on the drug and the p.2cess concerned.
It is highly probable that arv point left aside from such list and l-ter
requested by th= Licensee will be refused by the Licensor. The list

will also be helpful for the itemization of the contract's price.

The components of the technology to be transferred mry include
(depending on the Products and the object of the contresct):

- process (if any)

~ specific know-how developed by the Licensor

~ required raw materials, specifications and consumption of s~me
- equipment and materials and lay-out

- utilities and their specifications

-~ operations to be performed in the course of the process

- basic design and basic engineering

- storage of raw materials, semi-finished and finished products
- quality control techniques

- treatment of effluents (whenever ~pplicable)

- recovery of solvents (whenever applicable)

- requirements of qualified personnel

- safety instructions; protection of the personnel

- strain specifications (whenever applicable)

- sampling; keeping of samples (up to 10 years).

Once the complete list of the components to be transferred has been
established and each component has been defined, the contract should
include the identification of tke support (menuals, drawing, charts,
computerized documents, tapes, training sessiong, demonstration sessions,

etc.,) which shall contain said component of the technology.

The strict definition of components and the corresponding way of
transfer, should prevent the Licensee from receiving unadapted documentation.
In too meny inatances, documentation is mostly composed of internal manuals
for the Licensor's personnel use only. The documantation as well as

training sessions should be a 'product' specific for exportation, adapted




vhenever recessary to the requirements of the Licensee. In too many
opportunities, this aspect of the transfer is unformelly treated
alledgely not to "complicate" the Contrect because the parties have

so many opportunities to meet that these "details" shall be solved
personally by both renresentatives on 2 punctual basis. FExperience has

shown this lack of foresight m»y cnruse mPny problems.
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Specimen clauses

4, Technical information

4.1. (Alternrtive 2: Within ..... deys from the communic-tion of the

Licensee that the authorization for s»le of the Products h-s been

Obtained).oo...--.....--....c.--..-o..oo....--...-.....-..--.--.......

(Alternative t: Vithin ... dzys from the Effective nte of the Contr-ci)

the licensor will provide the Licensee with the lrtest commercially
proven Technicesl Inform~tion, as defined in 1 above ("Definitions")
required for the manufacture, Jurlity control =nd packaging of the
Products, including the following: .eeecescecscscscscccscsscensancsas

00 0000 RS0 0000000000 0000000RRaceroonNitEsstactestotetensstocsorst®ssosscanactsoes

4.2. The aforesaid documentation will be furnished in the form of .....

P S 0GP 00000 000000000 0800000 080060000000 R0000000000600060R0C0N00tsvscssrssnoode

4.3. All documentation referred to in 4.2, will be drevm up in eeceeces
(lengurge) and be presented in » clear m~nner comprehensible for a
normally skilled profession~l in pharmaceuticels, USINE eescscsesssasees

(units system).

4.4. The following documentation will be considered »s confidentirl, in
accordance vith Art..... of this Contract ("Confidenti~lity") seeesarscrs

2000000 8080000000000 000000600000 08 0000060808306 060000006006000ss00cotecdtsosrsas

4.5' The documentation will be ©0 000 000NN 0000000 00000000 IBR0CIRPGISISOEIOSITBRDOLS

(Alternative »: sent by registered air meil to the following 2ddress.

The Licensor will confirm by telex to the Licensee the expedition d~te

of each lot of documentation expedited).

(Alternative b: handed over 0 cececescascecscss 2t cesasesestsscasscess)

4.6. Upon reception the Licensee will issue » "reception certificate”
stating that the documentation has been received, indicrting eventually

the migsing documents.




4.7. The documentation trernsferred will become the property of the
Licensee.ee... d=ys after the issuance date of the "reception certificate”
and wiil remain the property of the licensee even if the Contract is

terminated before tle expiration d~te, whatever the cause is.
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5« Technical assistance

If the Licensee has limited experience .1n the formulation of
pharraceutical products, it may require the ~dvice of the Licensor
by mezns of technical assistance provided for by the latter's personnel.
The Contrsct may determire the number and category of the personnel
to be deputed, 2s well as the time of their work, or leave the Licensee
the possibility to request the supnrly of the -ssistonee, chould it
deem it necesscry, up to a moximum of man-months specified in the

Contr~ct.

The determination of the schedule and progrem for the technicnl
assistance may be left to an agreement between the parties to be made
reasonably in advance from the date where the ~2ssistance is expected

tc start.

The Licensee will normally bear, in addition to a fee, a subsistence
a2llowance for the deputed personnel concisting either in the direct
coverage of accommodation, meals, etc., or in a fixed ~mount of money
(normally payable in local currency) per each day o>f pregence in the

Licensee's country.




Specimen clauses

5. Technici-l :gsistance

5.1. (Alternetive -: The Licensor will m-ke available at the Licensee's

Pl*nt a total of ..... men-months of technic~l ~ssistance, in orde.- to
provide »dvice »nd #ssistnnce to the Licensee in connection with the
monufrcture »nd prckaging of the Products. The personnel to be provided

by the Licensor and *he durntion of their s#ssignment will be as follows:

Category Dur~tion of assignment

000 LSRN S 000 0000000000200 080800000 000806000RPCP0s0R0RD0C0CSREERNRENIECEOIECEOIODOVIOIOIIOETBIBTISYS

(é}igzgptive b: The Licensor will, at the Licensee's request, send
qualified technicisns to the Licensee's Plant, in order to provide
technicrl advice ~nd assistance to the Licensee with respect to the
manuracture ~nd prclaging of the Products. In nccordence with this
provision, the Licensor will provide up to » maXimum Of .ecevovccenccosnee

man-months of technicel assistance).

5.”« The Licensee will pre-psy to Licensor an economy class round trip

air ticket for the personnel deputed to Licensee's Flant.

5¢3. (Alternntive »: The Licensee will provide accommodation, mesls

and transport for official work all free of charge At the Licensee's

country).

(Alternative b: The Licensee will pry a subsisteénce allowance of ..see

esese (locel currency) for each calendar dry of presence in Licensee's

country of Licensor's personnel, on the date of beginning of their duties.

5.4. The schedule and programme for the technical assistance will be
ayreed upon between the Licensor and the Licensee in due time but at

leagt ..se. month before the start of its provision.




6. Training

In some cases, the Licensee may consider convenient to ensure
the learning of the production techniques by mesns of the training
of its personnel. In that hypothesis, there might be substantinl
advantages if ‘he training takes plece »t the Licensor's rremises,
including on-the-job experience in the production, quality control

and packaging of the products.

Preferably, the on-the-job training should ~lso comprise the
manufacture and control of = certain number of batches, or for a

determined time.

The Contract should establish the number and qualifications of
trainees, and refer to the determination, in due time, of the schedule

and specific content of the training progremme.

The costs of travel and subsistence of Licensee's personnel being
trained are normally covered by the Licensee. It may be »lso advisable
to take out an insurance policy covering any injury or damege to
persons or property that mey be caused by the trainees during their

stay at Licensor's plant.
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Specimen clauses

6. Treining

6.1. The Licensor vill provide training to qurlified employers of
the Licensee @t the Licensor's Pl»nt, with respect to the manufazture,
quality control #nd packaging of the Products, including on-the-3iub

training for S 000000000 PB0ROR0NOPPEONINOTOIOOLPRIO0RsCRERIOERIRIORDINOEESS

(Alternative a: the production and control of at least cecececsccence

batches from the beginning to the end)

(Alternative b: no less than seeeeesss. weeks)

T7.2. The number and gqualifications of the itrainees will be as fcllows:

7.3« The schedule 2nd contents of the training programme will be

agreed upon in due time between the Licensor and the Licensee,

T.4. The costs of the trainees! travel as well as food and board

whilst in Licensor's country will be borne by the Licensee.




7. Patents

Patent protection in pharmaceuticals, wherever it is recognized,
concerns the process of manufacture (process patents) of a» drug or the

drug itself (products patents).

In the case of process patents the manufacture of a pharmaceuticsl
form does not imply the use of the patent, which always refers to a
basic drug and not to a formulation. Therefore, the existence of such
patents is, in principle, irrelevant to the licensee in an agreement

concerning only formulation.

Instead, if product patents exist (*) the Licensee will need 2
license to use the patent covering the drug entering into the formulation,
even though the Licensee will not manufacture the drug itself.

(#) A large number of developing countries presently do not recognize

product patents in pharmaceuticals. They are:

Upper Volta Iran
Argentina Irak

Benin Kuwait
Bolivia Lebanon
Brazil Lybia
Cameroon Morocco
Chad Mexico
Chile Nigeria
Colombia Paraguay
Congo Peru
Ivory Coast Central African Republic
Korea Senegal
Ecuador Syria
Egypt Thailand’
Gabon Togo

Ghana Tunisia
Guyana Uruguay
Honduras Venezuela
India Yugoslavia

Indonesia
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A licensing fgreement for formul~tion may, wherever product

prtents ~re involved (*), include the following stipulations:

a specific~tion of the number, and eventurlly d~te of grenting and
H ] B

expir~tion, of the prtents licensed;

(b) Licensor's warrenties regarding its +itle to the patents »nd their

veliditys;

(¢) 'he netion to be uniertaken in cese of infringement of licensed
prtents. Thot nction mey be jointly assumed by both prrties, or left

to only one of them (normelly the licensor);

d) the oblisntion (normally 2t the Licensor's charge) to me~intain in
)

force the licensed prtents, by parying the renewal fees, if required.

The Contr~ct mry ~1lso include in connection with this issue »
"patent immunity" clause, under which the Licensor undertakes not to use
the prtent rights it mPy ovm in countries other than the Licensee's
country to rrevent Licrnsee's exports of the Products to such countries.
The negotintion of such » clause will normally be » prrt of the discussion

on the right to export recognised to the Licensee (see point 19 below),

(*) The same vould apply if the protection conferred by process
prtents, is extended to the products manufectured with that
process, for instance, if the prtent owner is entitled to
prevent importis of such products into the country where the
n~rtent 1s in force,




K
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Specimen clauses

7. Fatents

7+.1. The Licensor herehy rsrents the Licensee, vith effect from thne
¥ffective Date of the Contr-ect, A license ol use under the folloving
p-tents »s registered in (country of the Licensee) veeeeesescecreess

7.2. The Licensor warr nts thnt:

(a) it ovns the listed patents »nd thet it hes the right to srent
licenses for the sele of the Basic Drugs in (country);

(b) to the actual extent known to him, there is no limitrtion, including
any pending official procedure or litigrtion, which :dversely concerns

the validity of the afores~id pertents.

7.3. The parties will promptly inform erch other on any infringement

of prtents listed ~bove which bec~me knovn to théMeseeecssccesocssoses

(Alternative a: The pr .ies shall jointly undertrke the proceedings

2gainst irnfringers, and determine their respective responsibilities

and the distribution of expenses and costs.).

(Alternative b: the Licensor shall undertake ~t its ovm expense the

pertinent proceedings against infringers, snd will enjoy the benefits
of any sum pry~ble by the infringer in concept of royrlties, iicense
fees or dameges. In the event that the Licensor frils to undertake
the proceedings as stipulated, the licensee will be entitled to take
all appropriate legal ~ctions agrinst infringers on the basis of
powers or authaizations provided by the Licensor. In this crse any

sum paysble by infringers will correspond to the Licensee).

7.4. The Licensor will pry any renewal fees necessrry for the main-

tenance of the patents ligted above,

7.5. The Licensor or any person holding rights from it will not use
any patents that it holds under the laws of (country or countries),
and which corresponds to the petents listed above, to prevent the

exports of the Products by the Licensee to s~id countries.
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8. Trademerks

Licensing agreements for formul~tions sometimes comprise the
license of trndemarks owned by the Licensor., Such 2 license does
not creste special problems from 2 legal roint of wview, but gives
rise to = number of cconomic -nd enternreneurial consequerices that

potentinl licensees should :rrefully trke into account.

For the Licensor, the use of its owm trrdemarks on the Products
g0ld under license, permits it to acquire control over the market
devnloped by the Licensee: expired the agreement, the licensor may
~gree to renew it or tc exploit the market himself, or grant a license
to # third prrty. The Licensee on its side, becomes completely
dependent upon the Licensor's decision #nd may be forced, if it wants to
continue in the use of the tr~rdemsrk, to the acceptance of very disadvan-—

tareous terms.

Further, the license of trrdemarks implies ~dditional p~yments by
t¥.. Licensee vhich, in the absence of specific legislation on the
m=tter, m~y continue »s long os the market procduct retains its commercial
v~lue. PFinally, the scceptance of such # license would ~lso lead in general
to gre~tcr controls of the Licensor as regards to the quality of the Pro-
ducts ~nd may be » justification for requiring that the basic drugs that
enter into the formul~rtion be purchased only from thc Licensor or other

source design~ted by it,

In view of the problems referred to, andi except where very special
circumstrnces justify it, it would seem advisrble that the Licensee uses
its ovm tiredemrrks or other trrdemarks determined by it on the Productis
formulrted under license, FEventually, the Licensor may be ~ccorded the

right to question the choice of a given trrdemrrk, on rersonable grounds.

Specimen clauses {

8. Trrdemarks

8.1, The Licensee will be free to choose the trademarks to be used on

the Products, in accordance with the law of the Licensee's country.

(Alternative a: The Licensee will inform the Licensor, in due time,

the trademark the Licensee intends to use on the Products. Within
essssseees davs from receipt of such communication the Licensor may

conmunj zote and substantiate any objection concerning Licensee's choice).




9. Supply of brsic drugs:

The menufrcture of the Products will in most c-eces reaquire the
purchese of the basic drugs that enter into their formul-tion by the
Licensee, In many crses, prrticulcerly in develoning countries, such
drugs are not produced loerlly and hence need to be imported from

externzl sources.,

An oblig~rtion imposed on the Licensee to ~2cauire brsic druss from
the Licensor or other source desigmn~ted by i*, will be regrrded in mory
developed and developing countries #g 7 restrictive business rracticn

and held illepgal,

There is only one situation where the Licensee mry be legally
bound to buy the basic drugs from the Licensor. It is the crse vhere the
latter holds product prtents in force in connection with besic drugs
in the Licensee's country, on the basis of vhich it cen lepgnily prrevent
the importation of the drugs by third psrties. However, even in this
situation, the ~greement should not contain 7 clause strting the Licensee's
obligation to buy from the Licensor, since thst restriction should only

apply to the extent and s long »s imposed by the prtent in force.

In both situations described (either if there rre product prtents
or not) the drugs should be supplied by the Licensor =t » rersounable price
non less farvourable than the price usunlly chrrged, for simil~r suprlies,

by the same Licensor or other altern~tive sources.

In cases where no product protection exists, from the Licensee's
point of view it is ~dvissble to ensure in the Contrrct #s much freedom
to purchase as possible, One of Licensor's interests in grenting a
license for foi ations is usually the possibility to sell the Licensee
the required basic drugs. A reasonable compromise between the psrties
interests may be to grant the Licensor a preference in the =2cquisition
of basic drugs, if the latter offers at least the srme price, qurlity
and delivery conditions ~g the Licensee can secure from other altern~rtive

sources.,
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The use hr the Licensee of Licensor's tr-deanarks should not be
deemed os sufficient ground for imposing the =cquisition of basic drugs
from the Licensor itself or other source design~ted by it. The Licensor's
intersst or public (*) interest in ensuring the quality of products
which berr a licensed trrdenrk may be s~tisfini by requiring that the
basiec drug used by the Licensee strictly correspondsto the specifications
supplied by the Licensor. The latter mcy also be authorized to require
srmples of the products, and the Licensee prevented from selling, with
Licensor's trademarks, Products in respect of which it h~s been proven that

they do not comply with the specifisetions set forth in the Contract.

Bventunlly, the Licensee may agree to purchase exclugively the
reaquired basic drugs from the Licensor. In this hypothesis, some safeguards
snould be provided for »s regards to the prices to be charged, the amounts

to be purchased ~nd the consequences of eny interruption in delivery.

In coges vhere there is one supplier, @ special provision should
crrefully stipulate ~ maXimum percentage of price incresse per year
during the purchessing period »llowed to the licensor. If no agreement
c~n be renr’ on that point »nd if no other firm gurarantees are given to
the Licensee, then 1t would be advissable not to enter into a license &nd

purchase ~greement, which is extremely risky for the latter.

The cortrect may detail the conditions for delivery of the basic
drugs, and the procedures to be followed in cases where differences arise
out as regards to the compliance with the minimum specifications agreed

upon,

As fer as pryments and credit terms are concerned, it is advisrble
to stipulate that pryments ~nd credit terms are linked to the date of the
conformity certificate issued by the Licensee's Quality Control Department,

and not to the drte the basic drugs res.h the delivery point.

As far as prices are concerned, the contract may determine that
prices sre fixed and unrevisnble for a minimum period, for instance,
12 months, and that, once revised, prices are again unrevisable for the
same minimum period. When applicable an indexation clause, if any, it
should not apply if the resulting increase of price is below a certain
percentage. Such » clause must be linked to at least one official or

governmental index.

(*) 1In some countries, the law itself establishes the obligation of
the Liccnsor to ensure the quality of the produnts sold under
a licensed trademark,
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Specimen clauses

9. Supply of basic drugs

9.1. The Licensor will, upon the Licensee's request, supply the Licensee
with the Basic Drugs (as listed in .....) produced by the Licensor ~nd
entering into the formulation of the Products, at @ price non-less
favourable than the price usually charged by the Licensor or other
suppliers for Basic Drugs in conformity with the snecificestions set

out by the Licensor under the Contract.

9.2. (Alternrtive a: i) The Licensee will be free to buy such Basic

Drugs from any sources, provided that if the Licensor is willing and

able to offer the Licensee such Basic Drugs st least at the same price,
and with the same quality and delivery conditions »s the Licensee could
obtain from other sources, in this case the Licensee will gr~nt preference

to the Licensor.

ii) 1If after comparing the offers of various sources, including the
Licensor, the Licensor's offer is less favour~rble thaen other offers, the
Licensee will communicate to the Licensor the terms of the best offer

it has obtained. The Licensor will indicste within ..... days

from the receipt of Licensee's communication whether it will modify its
offer in order to meet the better terms th~t the Licensee could obtain

from the source).

(Alternative b: If the Licensee receives a quotation, under similar

purchasing conditions, from an alternrtive supplier, which is at least
vesscessssse’ below the Licensor's price, the Licensor must then adjust
his price to the level of this quotation, otherwise and for the time of
this quotation, the Licensee may purchase without prejudice from the

alternative supplier).

(Alternative c:

(i) The Licensee accepts, under the conditions stated in the present
article, to exclusively purchase from the Licensor the Basic Drugs, and
the Licensor agrees to supply the Licensee during the lifetime of the
Contract, starting oneesecsseee.s, under the following preferential
conditions he usually grants to his licensees ~nd subsidiaries.

(ii) The minimum yearly quantities of Basic Drugs to be delivered by

the Licensor to the Licensee are:

00000 0000000000000 00T00ssvRe0tes0toes




Quntity

Ye~r 1

Yerr 2

(iii) The ~bove mentioned quantities being the result of forecrsts esteblished
jointly Ly the Licensor ~nd the Licensee at the time of signing the present
license ~ereement, it is ~greed unon by both prrties that ...... month(s)
vefore the beginning of erch crlend~r yenr, s~id forecrssts mey be revised

in order to 2djust them to the real requirements of the Licensee.

(iv) The Licensor gu~rsntees the Licensee he shall take -1l necesscry
me-sures to thst the forec~rsted, eventurlly revised, and =2grccd upen
qu-ntities of Basic Drugs will be timely ~vailable for delivery to the

Licensee.

{v) The Licensor recommends »nd the Licensee ~ccepts to meintain, for e~ch

Basic Drugs considered, » minimum security stock as followSs .eeevesccocscnns

9 00 000000000 P 200000 CENPRCRRIPI 000 TEa00R0000C0000CPsos 0000 0ssc0CR0sOGIIPCGTIRTIIEEES

(vi) The Licensor guar~ntees the Licensee he sh»1l take ~11 necessery
me~rsures in order to be able to immediately replace the eventusl loss of
the Licensee's security stock(s); as well »s the eventuzl loss of ~ny

delivery, whatever the cruse of the loss.

(vii) Within erch year and per erch Basic Drug, the split quantities to

be delivered by the Licensor ~re stated in Annex...... However, upon.e...
month(s) written notice given to the Licensor, the Licensee may request,

and obtain, modificrtions in quaniities to be periodically delivered within
a year, as long as the ye~rly total ~greed upon for that yesr in Annex .....

is not chenged.

(viii) 1In the case the Licensor would not be ~ble to comply with one (or

more) delivery, as stated and ~greed upon in Annex..... the Licensor binds
himaself to immediately inform by telex the Licensee, indicating the reasons
of the interruption; duration, or estimated duration, of the interruption

and the ~2ltern~tive sources of supply he recommends.

(ix) During the interruption, the Licensee shall have the right to purchasge
the missing Basic Drugs from any alternative source of supply recommended
or not by the Licensor. The eventual price increase, under the seme
purchasing conditions, paid by the Licensee ‘o an altermative supplier will

be reimbursed up to a maximum of .....7 per KG for Basic Drugs, upon
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presentation by the Licensee of the corresponding prid invoice -~nd debit note.

(x) In the case there is no possible ~lternative supplier, the Licensor vill
pay to the Licensee » penalty ~mounting to eesesd of the ex-factory value

of the interrupted delivery. The peyment cf this penalty will t=ke plerce,
the cese being, at the date th~ delivery should have taken place. The
meximum zccumulated ~mount of these penalties to be prid by the Licensor

to the Licensee is fixed 2t seeeee.. (#mount »nd currency).

Once this amount reached, the Licensee sh»ll have the right, giving written

notice to the Licensor, to terminate the present Contract.

(xi) Furthermore and at his sole judgement, the Licensee mey take =11
appropriate steps for obtaining indemnities due to the imnossibility tn
carry out his ~ctivities. The rbove mentioned pen~lties and indemnities
do not apply in cese of force majeure, duly ~nd timely notified to the

Licensee by the Licensor.

(xii) The price of the Basic Drugs will be ¢s follows fOr .eeeee.
(period). This price will be revised ..... 2nnually and ~djusted in

accordance With .eeeessss (index nr formula).

(xiii) The increase resulting from the application of the precedent

clause will not be applied if the increrse is below saeeee.

(xiv) ADOVE .eseeesssd Of resulting price incrersed, the Licensee will

not be any longer obligated to exclusively purchase from the Licensor.

9.3, (*) If the Licensee intends to purchase the Basic Drugs from sources
other than the Licensor, within .,... days from the communic~tion of the
Licensee indicating such decision, the Licensor may require that samples
of the Basic Drugs to be purchased be sent to it for anclysis in Licensor's
laboratories to ascertain their conformity with the specifications provided

for by the Licensor.

The samples will be considered approved if the Licensor does not
communicate and duly substantiate its objections within ..... drys from
receipt of the samples. The Licensee will not put on the market products
bearing Licensor's trademarks with respect to which it has been determined
that they do not conform to the specifications set out in the Contract.
Any dispute arising from differemces in analytical results of samples
will be finally decided DY sesecesscocecescoceascsoscossccoascscacreesnscscss

TN € 22

(#) This clause would only apply in cases whers Licensor's trademarks
are used on the Products.

(##*) A neutral drug control institute should be indicated here, preferably
the State laboratory for control of drugs in the country
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3.4. (i) The specificrtions of the B~sic Drugs to be delivered -re
stipulrted in fnnex see.. The Licensor gusrantees that the srecific-tions
0® 211 Brsie ‘rugs delivered br him to the Licensee will, at lerst, mecet

the ninimur s~ecificrtions stipulated in th=t Annex.

(ii) Te Lieensor will repl-ce, free of ch-rge, the Basic Druss vhich vill
not meet these minumum srecific:tions »nd reZected by the Qu-~lity Conirol

Jep~rriment of the Licensece.

(iii) The Licenrcor shr1l for=rd to the licensee, together vith the shirping

documents, one certifics-te of 2an~lysis per batch, or fraction of batch,
composing e~ch delivery. The ~»n~lysis corresponding to such certificstes
sh”1l be performed by the Licensor according to the methods ~»nd oper~tion~l

modes strtied in the present Contract.

(iv) The storrge conditions concernirg the Basic Drugs, recommended by
the Licensor rre stipulated in Annex ....... They take into account the
specific conditions prevailing a2t the Licensee's facilities ~nd in the

licensee's country.

(v) Uithin s.e.ees drys ~fter reception of the Basic Drugs ~t Licensee's
facilities, the Licensee will perform anrlysis of these Basic Drugs

~rccording to the methods #nd operrtion~l modes steted in this Contract.

(vi) The d~te of the conformity certificate issued by the Licensee will

be the drte of fin~l acceptance of the received Basic Drugs.

(vii) 1In crse of rejection by the Licensee's Quality Control Department,
a semple of the rejected Basic Drug will be sent to the Licensor together

with the »n~lysia certificate.

(viii) Any discgreement concerning the results of Licensee's analysis

shall not stop the future deliveries by the Licensor.

(ix) If such a disngreement is not settled within .... d~ys/months, both
parties ~apree they shall accept the finsl decision of the expert (company

or individusl) mutually designated below:

299 000000000000 PPl
06000 e2sevnscseerre
0o 0sscnasvertossses

committed to that effect by the most diligent party. The cost of the
expertise will be paid by the faulty party according to the final decision
of this expert,




(x) All costs, chrrge, taxes, occuring before the delivery point will
ke nt Licensort's expense, »nd those occurring after such noint will be
~t the Licers~e's exprense. However, when such cosis, chrrges, taxes occur
because of a proven feult of the other party, then the l-tter will be

responsible for the payment or reimbursement to the forirer,

(xi) The conditions under which the Licensee orders required Basic Drugs
#nd the conditions under vhich the Licensor confirms, ships ~nd invoices

sre detailed in ANNEX ceeeccccscccoe
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10. Improvements

The ~ccess to improvements made by the Licensor mahy be of interest
for the Licensee, porticulrrly if they imply an increcse in yield

or reduction of casts of production,

Tt is convenient that the Controct defines vhat is meant by
"improvements™ either in » genersl clause on definitions or in the

cl-uses snecifie 11y de-lins with thet issun,

In sener=l, the price for the tronsfer of Licensor's eventunl
improvements is deemed to be comprised in the global price of the
Jontrret, However, if the Licensee rssumes reciprocsl obligations
s rererds to the transfer of improvements rerched by it, the parties
should 7 sree upon the terms for the trensfer, including the price.
3uch » el-use should be of » non-exclusive charrcter, i.e,, the Licensee
should h-vi the jossibility to tr nsfer its improvements to norties other

than the Licensor.
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Specimen clauses

10. Improvements

10.1. The Licensor will promptly inform tke Licenser on ~ny Imnrovements
availerble to the Licensor during the lifetime of the Contr-ct, ~nd vill
provide the lLicensee with full document~tion necessary for the puttines

into nrrctice of such improvements 2t [irensee's T1l=nt,

10.2. The Licensee vill inform the Licensor on ~ny Tmnrovements merde

by the Licensee during the lifetime of the Contrret »nd, uron the terms
and conditions to be ~greed upon, will provide the Licensor, on = non-
exclusive basis, with full documentotion necess2ry for the nutting into

prrctice of such Improvements.
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11. =Zxclusivity

In gener2l, it is in the mutual interest of the parties that the
=greement for the formulation of pharmaceuticrl forms be of an exclusive
n~ture, since the dimension of the national market (particularly in developing
countries) and the competitive prtterns generally prevailing in pherme-

ceuticrls, would mcke it unecononic to gr=nt more than one license.

The exclusivity may be limited to the sole country of the Licensee
or to 2 lrrger territory, for instence, including some neighboring

countries.

The molecule of one active principle is composed of 72 certain number
of ~toms displaid ~ccording to a2 specific structure., Generclly a port only
of this structure is »t the origin of the action of the 2ctive principle.
The remaining atoms have no medicamental effect; they may be replaced and

other ~toms may be sdded without changing the medical ~pplic~tions of the

active principle.

The results of mcdifying the "secondary" part of the molecule reside
in the side effects of the active principle. Considerable investigation is
being presently undertaken to minimize side effects of drugs which sometimes
2lso prevent the use of scid drugs in association with other drugs. The

modified ~ctive principle is more attractive than the initiel one.

Consequently, it is important that the Licensee be protected ~gainst
the granting by the Licensor of licence ~greements related to s~id modified
active principles., Other wise this Licensee would soon have acquired an

obsolete product.
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Specimen cleuses

11. wxclusivity

11.2. The Licensor chall provide the items coaric.? in this 2o dp i

exclusively to the Licensee snd 10 no other 1 1! tieeeecesnccnacsanes

(Alternative ~: in the Licensee's countr:r)

(Alternctive b: in the territorv womr~icire oo 1o o ot cgpni

.

1
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11.2. (i) 1In case the Licensor sh11 hrve the intention, in tre Lie o-eets

country, to grent a licence for the manufrcture of © 7 riety 07 cieeees

(product name), that is a product with the srme loric oslecule - ul +ho J
same medical rpplications but with different side ellecta, then tir

Licensee shall be given a first refuss-1 risht Ly the Licensor,

(ii) The validity of the present irticle is «xtenisd for & veriad af

eesasss yeors ofter the expirrction drte of the Contr-nt.




17 Confidenti-lity

Tf the inor~tion trensferred te the Licensee comprises dnta of

eonfiienti- 1 noture, the Licensor should be bound to indic~te which

copte of the informetion it considers f~1lings under that cntegory, and
the Lirensee chould mndert-ke the »ppropricte mersures in order to 2void

their rmitutlhorized disclosur-.

e nonf T enticlity 9blif - tion should not ~prly to the extent necess-ry
rfar suheantroeiing or nrocurement, or £or comnlying with governmental
reruiction: roauiring the mopproval or resisfrs-tion of the agreement or of

the I'ryducts #31d thereunder,

The confidentislity obligntion shonld norm~lly expire on the d~te
% exnir-tion 2 the Contrct gtipulnted by the prrties., Fxceptionally,
it mry be actzblished thot o3 oblipertion be extended for ~n ~ddition-1l
“nd re-con ble neriod s fter thet drte, 17 the novelty of the product

Justifies it,

Conversely, the confidenti-rlity obliyntion mry expire befcore the
drte of terninsiion of the Contrret, if the secret informa2tion becomes
~ublicly vnowm during the lifetime thereof, Tn this hypothesis, the
Licenses m-y r1s0 vequire the renegoti~tion of the terms (e.g. reduction
af royrlty rotes ~yreed unpon) of the Contr-ct, as far ns the loss of secrecy
hrs deprived the inform-tion from ihe hosic element justifying its

remuner-tion,
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Specimen cl~huses

12. Confidentiality

17.1. The Licensee will, unon the terms set out bLelow, xzeer conTid r+isl
-11 inform~tions trinsferced by +the Liecensor -ne wecifinsllxr irlic: tad
by him 2s being of secret chrrrcter. The licensce vill trke - 11 nraser
steps to comply with this obligrtion #nd, in perticulir, vill resuirn

his employees to give vritten undertokings not to dicclose the infornm tion

referred to in this clause.

12.2. The obligetion of confidentinlity will not ~pnly to disclosure:
(i) by the Licensee to third prrties to the extent necesssry for
subcontracting, procurement or other legitim-te ressons rel-ted to tne

manufacture or sale of the Products;
(ii) +to go/ernmental authorities to the extent recuired for rrrrov-l

or registration of the Contrrct or the Products.

12.3. The obligation of confidentirlity set forth in article 17.1. ~bove

“'ili extendo.ooncc.cool.o.cIaoc...oc..oa.'o.'o.c...l...a0.oot.o-..-oto..o

(Alternative 23 seseeeses until the expir~tion of the ngreement, s

provided for in 2rticle seseececosececsessss ("Dur~tion").

(Alternative b: for a period of ..... 2after the expir~tion of the

~greement ).

12.4. The obligation provided for in this rrticle will cerse -t ~ny
time before the date specified in 12.3, above when the relevent information

has become publicly known independently of the Licensee.




N
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13, Remunerrtion

The remuner~tion to be »nrid by the Licensees is the main contreactunl

oblifFation 2t its chrrge.

n

As - rule, agreements concerning formulations provide for the p~yment
of # royalty ~nplicsble on the s7les of the licensed Products. One of

the ~dvantages of this method in the context of these ~greements, is that
the Licensee only sterts n~yments once the Products have been registered
or approved by the competent herlth authority and production and sales

have begun (*).

In crse royrlties are provided for, the Contract should regulate the
applicrble rete, the basis of calculation, the form and time of payment
and the merns of control at the Licensor's disposal, As regards
calculation, in order to ~void dunlication of payments, it may be advisable
to deduci therefrom, ~mong other things, the price of basic drugs cupplied

by the Licensor or its designee.

Bventunlly, the Contrrct mepy stipulate a lump sum payment in instal-
ments to be mrde, for instance, on the dates at which the medicel,
scientific inform~tian 2nd technicrl information is delivered; and

upon satisfactory completion of the first batches of the Products.

If, ~s assumed in this document, the Contract comprises different
supplies, it mry be ~dvis~ble to itemize the different components and
establish the pert or the price corresponding to each of them, This
procedure would permit to ersily solve situntions that may arise during
the ~greement's lifetime and vwhich would lerd to 2 reduction of the level

of pryments, for instance if a licensed patent is invalidated.

The Contr~ct should establish which of the parties will bear the taxes

~nd levies opplicoble to the remunerrtion provided for.

(*) For other consider~rtions on the relative advantages and disadvantages
of roy~lties vis-A-vis other forms of payments,; see UNIDO, Guidelines
for the evaluntion of tronsfer of technology agreements, Development

and Transfer of Technology Series, No, 12, New York, 1979, p.47.




- 53 -

Cpecimen clauses

13. Remuneration

13.1. 1In consideration for the supply of technicsl information, medical
and scientific data and license as provided for in this Contract, the
Licensee will pay tc the Licensor ........ et esacateaceteteasesaannenn ..

(Alternative a: ..... % of the net ex-factory sales price of the products,

after deduction of allowances, discounts, rebates, taxes and the price of
Basic Drugs supplied by the Licensor or other source indicated by it and
incorporated in the Products.

(i) The royalties will be payable ........ .. {pericd) in ..... e
(currency), acccrding to a statement drawn up by the Licensee and certified
to be correct by a chartered accountant;

(ii) The Licensee will furnish the Licensor with sales reports for .......
(period) containing information on the number of Products sold of each type
manufactured by the Licensee and the respective date and price of sale.

The Licensor may appoint an auditor or delegate at its own expense for
checking the information referred to and the correctness of the statements

menticned in (i) hereinbefore).

(Alternative b: A lump sum of ...... evev... (currency) as follows:

..... % on the date of receipt of medical and scientific data for the
approval of the Products; 4
..... % on the date of receipt of technical information;

..... % on the date of satisfactory completicn of the first ..... batches,
as provided for in .........., but not later than .......... from the

Effective Date of the Contract).

(Alternative c:*) The price estipulated hereinbefore is composed as follows:

«e...% for the supply of mediral and scientific information;

«....% for the supply of technical information and improvements thereof;
ee...% for training »f personnel;

.....% for license of patents;

(....% for license of trademark).)

ery

*) This clause may apply in connection with alternative "a' or "b".
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13.2. 1In addition to the sums referred to above, the Licensee will pay
to the Licensor for each Licensor's expert deputed to the Licensee's Plant
for the supply of technical assistance, the sum of .......... (currency)

per day of absence from the Licensor's Plant.

13.3. All taxes and/or levies under any existing or future law of the
Licensee's country applicable to the sums stipulated in thnis caluse will -
be borne by ...........

(Alternative a: the Licensor. Upon request, the Licensee will provide .

the Licensor with the receipts of payments or deductions made by the

Licensee in concept of such taxes or levies).

(Alternative b: the Licensee.)

14. Guarantees

(a) Suitability for use

Amont the responsibilities of the Licensor, it shculd guarantee that
the patents and technical information transferred, if used in accordance
wit» its specific instructions, is suitable for manufacturing the Products
in conformity with the specifications set forth in the Contract. Though
such a guarantee may be deemed implicit in some countries, its express
stipulation in the agreement may be advisable, particularly if special

performance guarantees are not provided for.

(b) Correctness and completeness of documentstion

Similarly, it is convenient to stipulate in the contract the almost
obvious obligation that the documents supplied by the Licensor be correct
and complete, in order to permit the full transfer and application of the

technology.

(e) Performance guarantees

The provision of performance guarantees in agreements for formulaticns
may have some advantages for the Licensee, particularly those with scarce
experience and skills in the matter. Such a provision may, however,
increase the total price of the Contract, at least as far as the Licensee

will have to bear the costs reuqired for ensuring the presence of Licensor's

personnel during the test run.




If the test run fails and the Licensor is not willing or able tc
rectify deficiencies which are attributable to it, the Licensee may have
the right ot terminate the Contract, except if the results obtained
satisfy certain minimum parameters defined therein. In this situation,

the Licensor may be liable to pay penalties.

The Contract (or an annex thereto) should specify with precision the
guaranteed parameters, the method of evaluation and duration of the test
run. It may also indicate the term within which the altter should be
carried out; however, it may be advisable to keep flexible the Contract
on this point since the registration or approval of Products depend upon
the issuance of an administ: *ive authorization which may be granted

with varying delays outside the control of the rarties.

Specimen clauses

14. Guarantees

Suitability for use

1L.a. The Licensor guarantees that the technical information transferred
if used in accordance with the Licensor's specific instructions, is
suitable for manufacturing and packaging of the Products as stipulated

in this Contract.

Correctness and conpleteness of documentation

1k.b. All the documentation supplied by the Licensor under this Contract
will be correct and complete, and presented in a comprehensible manner

for a normally qualified personnel in the field.

Performance guar ‘tee

1h.c.1, The Licensor guarantees that the Products to be obtained by the
Licensee will meet the unit ratic of raw materials and quality, purity

and stability standards specified in ....... provided that (i) the technical
information is properly used in accordance with Licensor's instructions;

and {ii) intermediates, basic chemicals and other inputs employed meet the

specifications agreed upon as indicated in .......... Within ..... months

from the Effective Date of this Contract or when otherwise agreed upon by
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the parties, tests will be carried out, in the presence of authorized
representatives of the Licensor and the Licensee, in ..... consecutive
batches. The Liceasor will be deemed to have fulfilled this guarantee
if the average of the ..... batches produced meets the guaranteed para-

meters and standards evaluated as specified in ..........

14.¢.2. Should the test run fail tc conform to the guaranteed parameters
by reasons attributable to the Licensor, the Licensor will provide the
additional information and changes necessary to achieve such parameters, .

within ..... from the end of the test run.

14.2.3. If the Licensor does not provide the information referred to or
after the second test run the guaranteed parameters arc not demonstrated,
the Licensee will have the right to terminate this Contract, except if

the reuslts obtained are not less than ..........c.viiieenrinncnnenn. ceen

In this latter case, the price provided for in this Contract will be reduced
as follows:

(Alternative a: The royalty rate will be reduced in % per each ..... % of

deficiency in .v.ovvevn..)

(Alternative b: The lump sum will be reduced in .....% per each ..... % of

deficiency in ....veu... ) .

15. Warranty against infringement

The Licensee may request the Licensor to provide a warranty against

infringement of third party's patents, when using the technology transferred.

One alternative found in some licensing agreements is a full obiigat =n
of the Licensor to indemnify and hold harmless the Licensee against such
claims, including the Licensor's obligation to undertake the defense of
the Licensee., In other cases, Licensors are reluctant to take such a
wide recponsibility, on the ground that it is very difficult to ascertain -
whether in the Licensee's country problems of that nature may arise. In
this hypothesis a limited warranty is generally granted, by means of
Licensor's representation that to the best of his knowledge there are no

third party's patents infring~d by the use of the technology transfe-red

or the importation of the basic drugs.
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15. Warranty against infringement

15.1. (Alternative a: The Licensor warranties that, to the best of his

knowledge, the use of the information transferred and of the importation
of the Basic Drugs do not infringe any patent in .......... (country) on

the date of signing of this Contract.)

(Alternative b: (i) The Licensor will indemnify and hold harmless the

Licensee against any claim or suit for infringement of any patent against
the Licensee which is based upon the use, in accordance with this Contract,
of any patent licensed or of the technical information received from the
Licenscr. (ii) The Licensor will upon receipt of such notice, undertake
at its own expense the defense of any such suit or action. The Licensor
will have sole charge and direction of the defense of any such suit or
action and the Licensee shall have the right to be represented therein by
advisory counsel of its own selection at its own expense. The Licensee
will co-operate to the extent possible in the defense of any such suit or

action and furnish evidence in its control.)

16. Liability
The manufacture of the Produc*ts, or the use thereof by patients, may
eventually derive in damages to property or injury to persons. Who will

be responsible for such events?

The question may be left to the solution applicable in accordance with
the law governing the Contract, or the parties may attempt at establishing

some general clcuses regulating the matter.

The Licnesor may be deemed liable only if the damage or injury has
been produced while using the information it has supplied strictly in
accordance with its instructions. If the event was in connection with
manufacture, the Licensor could only be held liable if the Licensee
consciously followed the Licensor's operative instructions. If injury
derives from the adverse or side effects of the Products, the Licensor
may exclude its liability if they were not sold or advertised with the

precise therapeutical indications and warning timely communicated by the

Licensor.
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Licensors may be reluctant to accept a wide or unlimited liability
emerging from the causes referred to, except perhaps if a higher price is
accepted by the Licensee. A possible compromise may be reached by limiting
the liability of the Licensor either in scope, for instance, if it only
applied in cases of negligence, or in extent, by putting a limit to the
total liability of the Licensor.

Specimen clauses

16. Liability

The Licensor will hold the Licensee free and harmless from any third
party claim for injury to persons or damage to property vresulting from the
proper manufacture or use of the Products and will indemnify the Licensee
for such damage as Licensee may be held legally liable tc pay in respect
thereof and for Licensee's reasonable legal and other expenses made in
connection therewith, provided that the Products have been produced and
packaged strictly in accordance with Licensor's technical information, and
scld and advertised with appropriate indication of the hazards and side
effects timely informed by the Licensor....... crertasavescssssnnssaanes .

(Alternative a: This clause will apply if it is proven that the damage

or injury was a direct consequence of negligence of the Licensor in the

execution of its obligations under the Contract.)

(Alternative b: The total liability of the Licensor under this clause

will amount to .....)

17. Insurances

It is uvp to the parties, according to their evaluation of risks, to
decide what kind of insurance policies should be taken out in connection

with agreements concerning formulations.

As a minimum, the Contract should contemplate coverage regarding acts
of Licensor's personnel at Licensee's plant (if technical assistance is

provided for) and, symmetrically, of Licensee's personnel at Licensor's

plant (if the supply of training has been agreed upon)..
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17. Insurances

17.1. The Licensor will take out and maintain in force an insurance policy
to cover any injury or damage drived to persons or property caused by acts

or ommissions of Licensor's personnel deputed to the Licensee's Plant.

17.2. The Licensee will take out and maintain in force an insurance policy
concerning any injury or damage derived to persons or property caused by
acts or ommissions of the Licensee's personnel trained at the Licensor's

Plant.

18. Duration

The duration of the Contract will depend upon the interest of the
parties. The longer the term thereot, the better are Licensee'’s chances
of having access to improvements, if they are likely to be of nay importance
with respect to the specific Products licensed. Likewise, if royalty
payments are stipulated, the longest duration of the Contract benefits
the Licensor, since the total price of the Contract increases in direct

relationship with its duration.

Though in view of differing circumstances, it is difficult to suggest
a reasonable general duration for this type of Contracts, a duration of up

to five years may be recommended here.

Specimen clauses

18. Duration

This Contract will last for .........., counted frem ..............

(Alternative a: the Effective Date of the Contract.)

(Alternative b: the date on which the first sale of the Products has been ‘

effected.)
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19. Use of the technical information and patents

It has been common, particularly when there is a substantial disparity
in the bargaining power of the parties, that agreements for formulations
include a number of restrictive (business practices, such as non-contest

clauses, field of use restrictions, tying clauses, etec.

Some of such restrictions or modalities thereof have been dealt with
in other sections of this document, in a manner that excludes their

imposition (see, e.g. points 7, 3 and 9 below). .

In general terms, the LIcensor shculd refrain from requiring obligations
or imposing restrictions which unjustifiably limit the entrepreneurial
freedom of the Licensee and the use of the information it receives. Though
it is not appropriate to deal here with all such pract‘ces,*) it may be
advisable that the Contract make reference to some hypotheses which may be

reievant, according to the circumslances of the particular case.

(a) Field of use restrictions

The Licensee may wish to sell the Products for purposes other than

those set forth in the Contract (for instance, for veterinary, when the

Contract refers to use in human medicinc). The Licensee should not be ‘
prevented from doing so, but the Licensor may rightly request the inclusion

of a reservation limiting the applicability of guarantees and warranties

granted by it to the uses specifically stipulated in the Contract.

(b) Restrictions on the use of information and patents after the expiration
of_the agreement

This type of restrictions is one of the most harmful encountered in

transfer of technology agreements.

If the Contract involves patents granted for a term that extends
beyond the date ot termination of the Contract, once expired the latter,
the Licensor might use it exclusive rights against the Licensee, as against
any third party. As incicated before, the license of patents in an
agreement for formulations only means that the Licensee is thereby authorized .
to import the protected drugs and put them on the market incorporated in a

pharmaceutical form.

*) For a comprehensive proposal on a regulation of restrictive practices 1
at the international level, see UNCTAD, Draft International Code of Conduct
on Transfer o Technology, TD/CODE TOT/33.




[

- bl -

Hence, it would be advisable for the Licensee to take the post-
expiration situation into account, and negotiate terms that permit it to
continue in the use of the l..ensed patents until their expiration. While
such an unconditioned right is the best alternative for the Licensee,
other possibilities may be subject to such a right to conditions determined
in the same Contract (e.g. provision of the drugs by the Licensor at inter-
national prices and payment by the Licensee of a reduced rate of royalty)

or tn be negotiated once the Contract comes to an end.

As regards technical information for formulation on the other side,
the Contract should not limit, in any manner, the right of the Licensee
to continue in its use, since it has paid the price required for its

disclosure and there is no exclusive right thereon.

(c¢) Exports

Another delicate question is often that of the treatment of exports
that might be made by the Licensee. The importance of this issue
obviously depends upon the size of the markets at stake and the feasibility

of export.s of the Products to third countries.

Between the complete freedom of the Licensee to export and the complete
prohibition thereof, a wide range of alternatives exist and may be nego-
tiated in accordance with the circumstances. The Contract should not
contain, as a principle, export restrictions,*) but exceptions may be
included, for instance, in the form of a list of countries where exportc
should not be made, or of countries where the Licensor or his licensees

are formulating and selling the Products.

Specimen clauses

19. Use of information and patents

19.1. Nothing in this Contract will be interpreted as d rectly or indirectly:
(a) limiting the field of use by the Licensee of *+4he patents licensed

and the technical, medical and scientific information supplied by

*) 1In many developing countries which have enacted regulations oi
transfer of technolopy such restrictions are deemed objectionable.




the Licensor, being understood, however, that the guarantees and
warranties granted under this Contract by the Licensor are limited
to the use of such information in accordance with the terms and
conditions set out thereunder;

(b) restricting the use of such information after the expiration of
this Contract;

(c) preventing the Licensee from exporting the Products ...............

(Alternative a: to any country or region.)

(Alternative b: except to the following countries .......... )

(Alternative ¢: ..cveeeenn except tc the countries where the

Licensor or his licensees are formulating and selling the Products.
At the date of signing this Contract, such countries include the

£0llowing eveveeeess)

19.2. (Alternative a: The Licensor will not use the licensed patents to

prevent the Licensee from formulating and selling the Products after

expiration of the Contract as provided for in .......... ("Duration").)

(Alternative b: The Licensee will have the right to continue in the use

of the licensed patents until their expiration after the termination of
the Contract as stipulated in .......... ("Duration"), on the terms and

conditions to be agreed upon with the Licensor in due time.)

(Alternative c: After the termination of the Contract as stipulated in

veevesees. ("Duration"), the Licensee will have the right to continue in
the use of the licensed patents until their expiration against payment of
a reduced royalty rate of .....%, and the Licensor will uspply the Basic
Drugs at a price non less favourable than the price usually charged by it

or by other suppliers in the international market.

20. Effective Date of the Contract

In order to avoid misunderstanding and ensure the timely oxecution of
the Contract, it is important that the time for the performance of the
parties cbligations be clearly determined, for instance, counting from
‘he "Effective Date of the Contract”. In countries where the Contruct

needs registration or approval by a competent authority, it s alvisable

to take the date of that event into consideration.
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20. Effective Date of the Contract

20.1. This Contract will become valid upon itz formal signing by duly

authorized representatives of the Licensor and the Licensee.

20.2. (Alternative a: The Effective Date of the Contract will be the

date of signing thereof by Licensor and Licensee.)

(Alternative b: The Effective Date of the Contract will be the date upon

vhich this Contract has been registered or approved by the competent

authority of the Licensee's country.-)

21. Termination

Clauses on anticipated termination of the Contract will normally vary
according to the applicable law, particularly as regards the qualification

and legal consequences of defaults by the parties.

In agrcements related to formulations, an automatic cause of termination
may be the lack of registration or approval of the Products in the Licensee's
country, or a subsequent restriction of sales thereof. Inthese situations,
the main purpose of the Coniract is frustrated and there is no reason for

its continuation.

The Contract may determine the causes that authorize any of the
parties to terminate it (e.g. failure to affect payments, lack of supply
of technical information, etc.) or leave such a determination to the law

applicele to the Contract,

In the case of Licensor's default, the Licensee may be authorized to
continue in the use of all items supplied and of licensed rights until the
date provided for the normal expiration of the Contract. If the Licensee
is responsible for the termination, it should in principle cease in the

sale of ‘he Products.

In any case, the parties should be given a reasonable term, after due

notice by the other, to remedy the alleged default.
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As regards the termination by the Licensor, it may be unfair that he
makes use of such right once the Licensee has effected all payments due
(for instance, if a lump sum has been provided for) or lacking a short
period for the normal termination of the Contract. 1In order to avoid this
situation, the Contract may limit such Licensor's right, without prejudice
to its right to undertake all other legal actions as appropriate according .
to the nature end extent of the default.

Specimen clauses
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2... Termination

21.1. This Contract will automatically terminate if the competent authority
of the Licensee's country does not authorize the sale c¢f the Products or
if, after approval, subsequently revokes or substantially restricts the

sale of the Products in that country.

21.2. (Alternative a: This Contract may be terminated by either party

for any cause sufficient under the proper law of the Contrect, if the party
in default has not remedied its fault within .......... from receipt of the

other party's notice.)

(Alternative b: Without prejudice to any express clause relating to

termination contained herein,

(i) this Contract may be terminated by the Licensor if the LIcensee
fails to effect the payments provided for in this Contract within
.......... from receipt of the Licensor's notice thereon;

(ii) this Contract may be terminated by the Licensee if the Licensor
fails to perform its obligations under clauses ("Technical information",
"Medical and scientific information", "Technical assistance"”,
"Training"), and the default is not remedied within ..... feees

from receipt of the Licensee's notice thereon.;

21.3. Tf the Contract is terminated by the Licensee for reasons for which
the Licensor is responsible, the Licensee will have the right to continue

in the use of all items supplied and rights licensed by the Licensor,

until the date of expiration as stipulated in .......... ("Duration").
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21.4. If the Contract is terminated by the Licensor for reasons for which
the Licensee is responsible, the Licensee will cease the prcduction and

sale of the Products.

21.5. However, the Licensor cannot terminate this Contract ..... cesennn

(Alternative a: if the Licensee has effected all payments provided for.*))

(Alternative b: after ..... years from the Effective Date of the Contract.)

22. Exoneration {force majeure)

According to the traditional conception of force majeure a contracting

party is not deemed to be in default of its obligations if the performance
thereof is prevented by contingencies which are unforeseeable (at the time
of the contract's signing), unavoidable and independent of the parties,

and which render impossible the further execution of contractual obligations.

International contractual practice has generally attenuated the strict
requirements of such conception. The unavoidableness is, thus, substituted
by a reference to events beyond the control (or the reasonable contro) of
the parties. Likewise, instead of the extintive effect traditionally
accorded to force majeure, the practice recommends to suspend the Contract

vntil the disturbing contingencies are overcome.

Provisions on this issue may include:
(a) Definition of exonerating circumstances and erumeration of contingencies
that may be comprised, such as, force of nature (acts of God), acts of war
(whether declared or not), strike, lock-out, governmental order or regu-
lation, etc.;
(b) Notification of the occurrence of such circumstances and proof thereof;
(c) Effects of the force majeure:

(i) exclusion of responsibility for non-performance;

(ii) consultation between the parties in case of continuation of
circumstances.

*) Avpplicable in cases where a lump sum has been established.
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22. Exoneration (Force Majeure)

7.1 Neither the Licensor nor the Licensee will be deerd to be in default
of their contractual obligations whilst performance thereof is prevented
by circumstances which were beyond the control of the party concerned and .
which by the exercise of due diligence and reasonable foresight it could
not have prevented or overcome, including in particular war or hostilities,
riot or civil commotion, natural physical disaster, strike, lock-out or

concerted acts of workmen, accidents, fire or explosion.

22.2. The affected party will give notice as soon as possible to the

other party, with evidence that a contractual obligation is prevented or

delayed, and if the Force Majeure lasts continususly for a period of (
ceteaneens , the Licensor and the Licensee will consult together regarding '

the future execution of the Contract.

23. Sublicensing and assignment

Given the nature and content of agreements concerning formulations,
neither the Licensor nor the Licensee will be normally interested in sub-
licensing. For the latter, sublicensing in its own country would impiy
the emergence of a competitor, while sublicensing in other countries may
be less interesting than direct exports of the Products, if they are

feasible.

However, if the Licensee expects that certain sublicenses in its own
or other countries may be granted, a clause might be negotiated for that

purpose.

Assignment of “he Contract will not normally be permitted (unless with
the prior consent of the other party), since it is usually deemed to be

intuitu personae, i.e. entered into taking the solvency, capacity and

~tntion of the counterpart into account.
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23, Sublicensing and assignment

23.1. This Contract is not assignable, unless with the prior and express consent

of the other party.

23.2. (Alternative a: The Licensee will not grant sublicenses based upon this

Contract).

(AMlternative b: The Licensee may grant sublicenses under this Contract,
with the prior consent of the Licensor, and provided that the licensor will
receive .......% of the price agreed upon with the sublicensee. The Licensor

will have no obligations or responsibility with respect to the sublicensee).

2k,  Applicable law and settlement of disputes

It is advisable that the Contract indicates the law which governs it, and
the authorities that will be competent for solving any disputes arising out between

the parties.

Some developing countries require or favour the position that the law be that
of the licensee's country and that any dispute be submitted to the judicial courts

of that country.

With respect to the applicable law, the parties may choose a different country's
law, which has a close and real connection with the Contract, or stipulate (if

controversies are submitted to arbitration) a judgement "ex accuo et bono". In any

case, decisions should take into account the public policy rules (ordre public) of

the concerned countries,

If arbitration is provided for, the respective clauses should indicate, inter
alia, the seat of the tribunal, the procedure to be applied, the number and methor
of nomination of arbitrators, the language to be used and the character of the final
award. For the sake of simplicity and clearness, the Contract may refer to the

arbitration rules of an international organization, such as to the Rules of

Conciliation and Arbitration of the United Nations Commission on International
Trade Law (UNCITRAL).
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2h. Applicable law and settlement of disputes

2h.1. (Alternative a: This Contract will be construed under and governed by the

law of the Licensee's country).

(Alternative b: This Contract will be construed and governed by the law of
cereseneeann (country) except as to matters relating to public policy of ..eeene..
(Licensor's or Licensee's country) which will be decided in accordance with the

applicable law of the country concerned).

2L.2. All disputes arising out of or in connection with this Contract, which the
parties liereto are not able to solve by negotiations within a reasonable period,
will be finally settled ......c.c.cvnc.. .os

(Alternative a: by the competent courts of the Licensee's country).
(Alternative b: by the competent courts of .u..veeceveescecencnns ).
(Alternative ¢: under the Rules of Conciliation and Arbitration of the United
Nations Commission on International Trade Law by three arbitrators appointed in
accordance with such Rules. The arbitration will take place in .........{city)
and all proceedings wili be in ............(language). The award of the

arbitrators will respect the public policy rules of ..........{Licensor's and

Licensee's country) and will be final on the parties hereto).
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ANNEX I

PROCESS TECHNOLOGY

Tablets

Tablets are used in oral dosage forms end are produced by various degrees
of compression. They can be of various types e.g. plain, chewed, sugar coated,

enteric coated, film coated, layered and sustain release tablets.

The flow-chart in Appendix describes the various steps in the manufacture
of tablets. Following are major unit operations carried out in the manufacture of
tablets.

(a) Milling and shifting

Basic Ingredients are pulverised and sieved.

(b) Mixing
Depending on the batch size, carefully weighed quantities of
various ingredients like active components diluents, binders,

blouring agents etc. are mixed in a mass mixer or planetary mixer
as per the requirement.

(c) Preparations of paste

The solution for granulation is prepared separately.

(d) Dry and wet mixing

The granulation solution is added to the mass and fixed thoroughly.

(e) Wet granulation

The wet mass is granulated in a machine to required mesh size.

(f) Drying

The wet granules are dried in a thermostatically controlled dryer
so that the potency of the drug remains uneffected.

(g) Granulation

The dried or partially dried granules are again passed through a
smaller mesh in a granuletor. Dry granulation is required in case
of single action component comprising the major part of the product.

(h) Blending

The granules are blended with the lubricating and disintegrating
agents,

(i) Tabletting

The lubricated granules are fed to tabletting mchine where tablets
are formed by compression. During tabletting quality control tests
for disintegration, hardest fri
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(3)  Inspection

Tablets are passed through inspection belts for checking of
uniformity, coating etec.

(k) Packing

Depending on the requirements, tablets are packed either in

glass, plastic, PVC or tin containers or strip packed or blister

packed in suitable foils mad of paper, plastics, alumirimu, etc. -
counting is done either manually or by machine.

(1) Labelling

The packed tablets are labelled properly by putting the batch
number, manufacturing and expiry dates - in case of Vitamins,
antibiotics etc. The pack should indicate the composition of
active ingredients and average doses.

COATED TABLETS

There can be sugarcoating, compression coating, or dry coating,
enteric coating, film coating. The tabletting and packing process is the

same as described in case of tablets except -

(a) Sugar coating

The coating is applied in successive layers to the tablets by

deposition from a solution of sucrose. The coating shall be chiefly
of sucroge together with purified talc, starch and shellac,.
(b) Dry coating
The granules of different substances are prepared sepasrately and fed
to ro*ary machine, the core from one rotary machine is being transferred
to the other rotary machine by transfer mechansim, and further |
compressed with the granules of second active drug more stable for
atmospheric conditions or with the granules of irnert auxiliary
material forming the outer layer of the tablet,

(c) Enteric coating

A suitable coating is applied such that the tablets comply with the
disintegration test for enteric coated tablets, i.e. delayed release
in the gastriec Juice.

(d) Film coating
The coating which normally comprises less than 10 per cent by weight
of the finished tablet is applied by deposition from a suitable
solvent., It may consist of any suitable synthetic or nautral filming

form.
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CAPSULES

The cepsules are used for keeping the potency of the drug. It protects
the same from atmosphere and also masks the taste and odour of the drugs.
It is easier to be swallowed. The capsules are of three types - hard

gelatine, soft gelatine and seamless capsules.

As capsules are made out of gelatine, these have to be stored in a
dry and ccol place. The flow charts in Appendix ... describe the various
steps in the manufacture of capsules., The following major operations
are involved in filling the empty hard gelating capsule: (a) sieving and
powdering, (b) blending, (c) sealing, (d) filling, weighing and blending,
(e) packing and (f) labelling.

(a) Milling and sieving

Basic ingredients are powdered and sieved through suitable mesh.

(b) Mixing
As per the batch size, the required ingredients are wighed and mixed
thoroughly in mass mixer or plentary mixer.

(c) pPreparation of solutiorn

If small granules are required the granulation solution is prepared
separately.

(d) Wet mixing
The solution is added t» the mass and mixed thoroughly.

(e) Wet granulation

The wet mass is granulated to required mesh size.

(f) Drying
The wet granules are dried in a thermostatically controlled dryer
without affecting the potency of the drug. Steps (e) and (f) are not
commonly followed unless ogherwiqe required for special type of
prepaations. However, granulation is done in all cases.

(g) Blending
The granules are blended with the lubricants.

(h) Sorting and cleaning of empty capsules

The empty hard gelatine capsules are stored in humidity-controlled air-

conditioned area. They are sorted out and cleaned before filling.




(i)

(3)

(k)

(1)
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Filling of capsules

The empty gelatine capsules are taken in the hopper of automatic

capsule filling and closing machine and after adjusting the weight,

the mass is filleda in the machine. Hand-operated machines are also

used for filling the capsules. These operations require humidity-

rontrolled air-conditioned area. Weight variations are to be eliminated .
by properly adjusting the machine.

Polishing and inspection

The filled and sealed capsules are put in polishing pans and after
that, the capsules are subjected to inspection and quality control
before packing.

Packing

Depending on the requirements the capsules are filled in glass,
plastic, PVC or tin containers or strip-packed in suitable foils made
of aluminium or paper. Counting is done either manually or by machine.
Labelling

The packed capsules are labelled properly oty putting batch number,
manufacturing and expiry dates in case of vitamins and antibiotics.
This also should indicate the composition of active components and
average doses. The finished products after quality control tests are
transferred to commercial stores. Steps (h) ‘o (1) and storing

require a humidity-controlled air-conditioned area.

LIQUID ORALS

The liquie preparations are also oral dosage forms of single or

combinations of drugs. These preparations include syrups, elixirs and

suspensions. /Appendix ..... shows the folow-shart for the manufacture of

liquid orals. The following operations, in principle, are followed in the

manufacture oi liquids.

(a)

Preparation of demineralized water

All the liquid preparations require demineralized water ¢f rarticular -
specifications with respect to ionic corncentraticns, pH and conductivity.

This is prcduced by passing the potable water ilhir~iph a series of

ion-exchange columns and tinally degassing ths water.




(v)

(c)

(d)

(e)

(f)

(g)

(h)

(i)

(J)
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Preparation of solution or suspension

The active ingredients are weighed carefully. The base materials are
measured carefully and demineralized water, if reuqired, added into

the solution preparation tank. The active ingredients are also rut
into the tank fitted with stirrer and mixed thoroughly. In case of
suspensions, the product is passed through colloid-mill or homogenizer.
For preparation of ethical products, percolators or extractors are used.
Depending on the process-permitted preservatives, stabilizers,

colouring and flavouring materials are added during mixing.

Adjustment of parameters

To get the suitable quality of product, the pH, viscosity and volumes

are adjusted as per the requirements.

Filtration

In case of solution - the mixed mass is filtered through suitable
filter media. Suspension do not require filtration., Samples are given
for quality control.

Transferring the mass

The final mass is transferred to the vessles for filling.

Washing and cleaning of bottles

The suitable containers are cleaned aund washed thoroughly with
demineralized water. If required, they are dried in ovens or
continuous driers,

Washing and cleaning of PP caps

The rubber caps are cleaned and washed thoroughly.

Filling

The liquid preparations are filled into bottles or jars to uniform
volume by a suitable filling machine.

Capping

The filled containers are capped properly and sealed. 1In case of
delicate preparations, inert gas sparging is necessary for storage
capacity of the product.

Labelling

The containers are labelled by putting batch number, manufacturing
and expiry dates. The label also should indicate the composition,

average doses, storage conditions etc.
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(k) Packing
For transportation, suitable number of containers are packed in

cartons and transferred to commercial stores after quality controls.

All illustration of .......... Syrup is presented in appendix .....
PARENTERALS (Injectables)

Parenterals preparations are used in internal dosage forms - inter-
muscular, intravenous etc. The flow-chart in appendix ..... describes the

overall operations involved in the manufacture of injectables.

In the case of ampoules or vials, utmost care has to be taken for
preparation of pyrogen-free distilled water as well as perfect sterile
conditions in the manufacturing areas to ensure non-contaminated product.
Air-conditioned and sterile zones are obligatory for the parenteral
preparations. Following operations are followed in the production of

ampoules and vials.

(a) Preparation of pyrogen-free distilled water

Suitable equipment is used for preparation of pyrogen-free distilled water.

(b) Preparation of solution

Carefully weighed quantity of the active ingredient is put into the
solution preparation tank, stirred well in the solvent to ensure the
homogeneous solution.

(¢) Filtration
The solution is then filtered through aseptic filters in case the
produce is thermolabile. For thermophilic products, ordinary filtration
is used. The solution is ready for filling after quality control tests
for sterility, concentration etc. and kept in pressure vessels,

(d) washing and dry heat sterilization of ampoules an vials

The ampoules or vials are cleaned, washed thoroughiy with pyrogen-free
distilled water and flushed with compressed filtered air, if required.

These containers are then sterilized by indirectly heated dry

sterilizaters. The stoppers are also washed and sterilized in autoclaves.
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(e) Fillin
The ampoules or vials are filled with the solution in suitable filling
machine and sealed. The filling room must be sterile and air-
conditioned with the flush of filtered air under positive pressure.
U.V. lamps, laminar flow hoods etc. are used to maintain aseptic
condition in the filling area.

(f) Sterilization by autoclaving

The sealed containers are then sterilized by autocleving with direct
steam at particular steam pressure and time. The heat sterilization
depends on the particular type of products.

(g) Leak testing
The ampoules or vials are tested under vacuum for leak test. Rigorous
quality control tests are carried out for sterility. Visual inspection
is conducted for visible impurities.

(h) Labelling and packing

The containers are labelled by putting batch number, dates of manu-
facture and expiry etc. Isolated area is required for penicillin

group of products.

TRANSFUSION LIQUIDS

These preparations are menat for intravenous use and hence utmost care
is taken for preparation of pyrogen-free distilled water and sterility of
the product. The flow-chart in appendix ..... describes the manufacturing
steps. All the procedures are similar to those for injectables. Strictly

maintained sterile conditions are required in the filling and sealing area.

OINTMENTS

Ointments are meant for external use and hence these are non-sterile
preparations. However, sterile preparations are required for special use,
‘e.g. opthalmic ointments. The flow-chart for the manufacture of ointments

is shown in appendix .....

In broed, the following steps are involved in the manufacture of

ointments.
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(a) Preparation of base

The ointment base is prepared in the jacketted vessels with the
provision of heating and stirring.

(v) Incorporation of ingredients

Carefully weighed quantities of active ingredients (as per the
quantity of base) are added slowly into the base under continuous
stirring and mixed thoroughly. Permitted preservatives, stablizers
are added here. For sterile preparations, the base is sterilized in
dry heat sterilizer in suitable container and the ingredients are
also added under aseptic conditions as described in the paranteral
section,

(¢) Smoothing
The mixture is passed through a colloid mill/triple roller mill and
sampled for quality control tests.

(d) Filling
The ointment is then filled into the collabsible tubes by automatic
filled and crimping machine. For sterile preparations, smoothing
is done under sterile condition and tubes are also sterilized after
filling.

(e) Labelling
Apart from the tubes are printed with the necessary information like
composition, warning etc., these are labelled after filling with

batch number, date of manufacture and expiry.
POWDERS AND GRANULES

Powders and granules are used for oral, external or parenteral use.

The flow chart for the manufacture and filling is shown in appendix .....
The major operations are similar to those for tablet manufacture. After
milling, sieving, granulation, drying, blending, quality control tests are
conducted. The granules are then filled into bottles by automatic filling
machine and capped. Sampling is done for weight variations. The bottles
are then labelled and packed. After quality control tests they are stored.
Depending on the nature of product and final use, steyile and air-

conditioned areas are required for final product and filling.




Raw materials store

N

Raw materials
tablet depot

!

Disintegrator

.-___9tPowder mixer

Lubrication of
granules

S8izing of dry granules

Thermostatically
controlled drying

L

Tablet compression
and de-dusting

-—)[Coating pan

Jacketed kettle for
coating solution

L

Visual inspection

Polishing pan

Polishing solution

1|

- 2

Finished
product store

Packing department

Quality control departmenzké
4

Lable and cartor and
packaging mater.als
tore

Label and carton
printing and checking

Figure I Flow chart for manufacture of tablets

_-ﬂ Strip packing
Tin or bottle packing |

Finder's parte

‘__.____._iJMass mixer

.

| Granulation

Final packed store,
‘ ready for dispatch

_LL-




Raw materiuals store

Past, if required

|l

Raw materials

Disintegrator

Powder mixe#J'-{ Mass mixerr-'

Granulator

3

Thermostatically
controlled drying

Sizing and

lubrication, if needed

Capsule checking

Quality control, physical checking

machine

—

Capsule filling

Capsule sealing,
if nec._ssary

Cleaning end

| 7011 analysis of finished product

7

Quality control department

Capsule storage F__

Humidity controlled air conditioned area

Capsule packing

polishing
Capsule printing
and counting
Strip packing Finished
Bottle and tin product
. store
packing

Dispatch

Figure II Flow chart for the manufacture of capsules

_gL—



Dispatch F

Quality control t— .] Raw material

_——ﬁ{ Mixing tank

T

Filter press pump

Bottles

Washing machine

Filling

1' Caps

| Washing

7 ”

Capping

Sample Chemical testing

| inspection

|

Guarantee F

Labelling and packaging F

Figure III Flow chart for the nanufacture of syrups, elixirs and solutions

-6L-



W

IQUALITY CONTROL |

MEMBRANE FILTRATION

MIXING TANK

RAW MATERIAL

LERE]

| I PHIALS, AMPOULES -——{WASHING MACHI ~ —4 STRRILIZER
- —

ASSAY BULK._|
STERILITY

J

RUBBER STOPPERS \—%l WASHING MACHINE ;—,{STERILIZER
1

FILLING, STOPPERING

|

—

CAPS ——‘ WASHING —%— DRYING

__-*. CAPPING, SEALING

]

L
1

STERILIZER
STERILITY, PYROGEN LEAK TEST

7K CHEMICAL TESTING

SAMPLE L
]

DISPATChH PACKING VISUAL INSPECTION QUARANTINE

Figure IV: Flow chart for parenterals




MIXING TANK

WASHING MACHINE ——3——— STERILIZER =3y

————3p——— WASHING MACHINE=———3p—— STERILIZER =

|

FILTER PRESS
AND PUMP

ASSBAY

FILLING

VISUAL INSPECTION

CAPPING

QUARANTINE }-— STER]itIZER

RAW MATERIALS
BOTTLES g
RUBBER STOPPERS
PACKING——— e CHECi(ING
DISPATCH SAMPLING

CHEMICAL TESTING

Figure V: Flow chart for transfusion fluids

STERILITY, PYROGEN AND



Quality control

P

ﬂ\

Mixing tan&;J

rRaw material

Sterilizer for
sterile products l mill emulsiler

Tube ‘———ﬁ>LCleaning >,

Collolcal mill triplo

|

NP
Filling tubes,
bottles, Jars

Jars and bottles Washing Sterilizer for
| sterile products

b 4

Cap —# Washing —% Drying

——'ﬂi Capping, camping ,

Dispatch ’(

Sterility testing for sterile products

Sample Chemical testing

s

Packing Checking Quarantine

Figure VI Flow chart for the manufacture cT
ointments, emulsions, lotions and suspensions



{ Raw materials

4

Sieving Mixing Granulator Thermostatically
controlled oven

1 Sieving

Mixing

Bottle filling
and capping

Active ingredientus
to be blended

Quality Control l

| Packing I

l Storage

| Dispatch

Figure VII Flow chart for powder filling

Assay

!
=3
w

|



- 84 -

Annex II

DETAILS OF EQUIPMENT FOR FORMULATION

S. No. Description Material Capacity Qty Total cost
(Rs.)
1 2 3 Y 5 6
A. TABLETS
1. Mechanical shifter (portable S.St.AISI 30" dia 1 27,500/-
type), single desk, with 30L

variablie meshes 12-120,
starter, TEFC motor, 1.8 kW,
direct on the line.

2. Tilting pan, flat 1lid on top S.S5t.AISI 63 1lit. 1 10,000/~
(openable), jacketted. 304
3. Planetary mixer, complete S.5t.AISI 380 1it. 1l 1,27,000/-

with bowl, top disc. agitation
assembly, drive mechanism for
both, motorized lifting
arrang=meat with drive, TEFC
motor alongwith a spare bowl.

L, Comminuting mill, 600-L600 S.St.AISI - 1 45,000/~
rpm for wet granulation and 304
powdering, TEFC motor 5.7 kW
variable screen.

5. Fluid bed dryer, steam heated S.St.AIST 100kg/hr 2 2,55,000/-
with steam heater, product
container, flame proof vert-
ical motor and with a spare

container.
6. Air circulation ¢ yer, steam MS.S.St. 24 trays 1 1,05,000/-
heated, fibre glass body, 304

insulated, 2 nos. 12" dia-
meter fans with 0.5 HP EPM,
trays other accesscries, 24
trays of dimensions 32" x 10"
x 1.25". of S.St.AISI 304.

7. Multi-mill with motor on a S.St.304 - 1 30,000/~
shaft having 12 blades with
knifedge and 2 scraper blades
TEFC motor, 2.2 kW, variable
speed 750-3000 rpm direct on
line. The unit should have
6 different perforated screens.
All contact points S.St.AISI
304,
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2

3

k

6

9.
10.

11.

12.

13.

1k.

16.

18.

19.

Oscillating granulator with
1 H.P. TEFC motor.

Drum blender

Rotary Tabletting machine 27
stations with suitable TEFC
mctor, direct on line.

Rotary tabletting macnine 16
stations with suitable TEFC
motor, direct on line.

Coating pan, vibration free,
Manesty CP-4, 36" model with
variable speed 10 to 30 rpm,
drive-EPM 1 H.P. alongwith SW,
hot air blower of 0.5 H.P.,
EPM to provide thermostati-
cally controlled hot air at
T0°C.

Polishing pan with continu-
ously variable speed reducer
12-36 rpm with worm reducing
gear box, with a suitable EPM.

Tablet inspection belt with
S.St. hopper, magnetic vibra-
tor, conveyor, with adjust-
able speed.

Strip packing machine, 4 Track
medel, vibratory feeder, batch
printing attachment, speciel
conveyor bclt of 3M length
with all controls.

Batch counter with au electro-
mechanical system coupled
with electronic unit.

Tin sealing machine, semi-
autometic with 1.5 kWh TEFC
motor.

Seni-automatic roll sealing

machine for bottles of diff-
erent sizes and caps of sizes
ranging from 12 to 70 mu dia.

Conveyor belt, double side,

5 metre length (operating),
variable speed with 1 k¥ TEFC
motor.

S.St.304

S.St.304
SSt.30L

SSt.304

SSt.304

SST-304/
316

50kg/hr
200 1it.
70,000

tabs/hr

17,000
tabs/hr

36" dis

T00 mm

1 lakh
tabs/hr

48000/hr

2000
tabs/hr

1000/hr

2000-2500/
hr

™

19 !500/-

15,000/~
1’95 3000/’

90,000/ -

1,85,000/-

42,000/~

30,000/~

1,95,000/-

45,000/~

22,k00/-

33,000/-

34,000/~
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B.

C.

CAPSULES

1.
2.
3.
L,
5.
6

Multimill

Shif“er

Mixer

Clearing and shorting machine
Capsule filling machine
Strip packing machine

LIQUID ORALS

1.

Tank for solution preparation,
Jacketted, openable 1id,
dished bottom, bottom outlet,
propeller agitator with 0.75
kW TEFC motor.

Tenk for solution preparation,
openable top lid, flat bottom,
propeller agitator with 0.75
kW TEFC motor.

Holding tank, openable flat
1id on top.

Centrifugal pump, complete
SSt-30L4 with 0.75 kW TEFC
motor mounted on base,
covered with SSt-30h.

Filter press, horizontal,
8 plates of 8" dia. Gear
type transfer pump with 0.75
kW TEFC motor with suitable
scarter, mounted on trolley.

Bottle washing machine fitted
with a tank for soaking the
bottles, double ended brushing
unit with a suitable TEFC
motor, rinsing arrangement.

Vacoum filling machine with
automatic "return to source"
device to prevent overflow.
Adjustable device to accom-
modate different zizes of
bottles.

Semi-antomatic roll sealing
macaine.

SST-304
SSt-304
SSt-30%

SSt-30k

SSt-316

SSst-316

Sst-316

SSt-30k4

SSt-30k

36" aia
36" dia
50 1lit.

3600/min
2k00/hr

250 L

560 L

675 L

1m3/hr
H=30m

500 L/hr

1000 btls./
hr

1000 btls./
hr

2500 1it/
hr

[ A I S T \C T B o

35,000/~
27,500/--
50,000, -
75,000/~
36,000/~
62,500/~

2,86,000/-

35 9000/-

38,000/~

78,000/~

16,000/~

30,600/~

22,500/~

22,500/-

33,000/’
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e 2 3 L 5 6
S. Conveyor belt with 1 kW TEFC - - 1 25,500/~
motor.
10. Percolator. SSt-AISI 304 350 1it. 1 18,000/~
11. Damineralized water unit to St.-rubber- 500 lit/hr 1 30,000/~
give 500 lit/hr. DM water lined
with pH 7.0 snd conduciivity
14 micromhos/cm, CO_ free.
12. Storage tank for DM water. ST-RL/HDPE 1500 1it. 1 ) 15,000/~
13. Portable stirrers 170 and 360 SSt-304 63 1lit. each 18,000/~
rpm with 0.5 HP motors.
1L, Movable vessles. SSt-30k 63 1lit. 30,000/~
15. Tenk, jacketted. SSt-316/304 63 1lit. 1 12,500/~
4,18,000/-
INJECTIBLES
1. Distilled water unit to pro- SSt-304 300 1/hr 1 1,00,000/-
duce pyrogen free distilled
water. The unit is complete
with still, condenser, steam
regulator, strainer, safety
valve, pressure gauges etc.
2. Storage tank. SSt-30k 1000 L 32,000/~
3. Centrifugael pump all SSt-304  SSt-30F 1m3/hr 10,000/~
0.75 kW TEFC moinr H=20M
L. Solution preparation tank, SSt-316 630 L 1 60,000/~
Jacketted, openable top 1id,
propeller agitator, 0.75 kW
TEFC motor, 720 rpm.
5. Holding tank, flat openable SSt-316 675 L 1 26,000/~
top lid, flat bottom.
6. Solution preparation tank, Sst-316 63 L 1 15,000/~
completely removable top lid,
agitator.
7. Horizontal plate type filter SSt-30k 500 L/hr 1 30,000/-
press, 8 plates.
8.  Centrifugal pump with 0.75 kW SSt-30k 13 /nr 1 10,000/~
motor. H=20M
9. Pressure vessels for aseptic  SSt-30L 50 L 1 10,000/~
filtrations, complete with all
accessories.
10. Pressure vessels for aseptic SSt-304 100 L 1 16,000/~

filtration. compelte with all
accessories.
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11.

12.

13.

k.

15.

16.

17.

18.

19.

Membrane filter holder with
teflon gaskets to be used with
pressure arrangement along
with air escape valve.

Seitz filter holder for asep-
tic filtration to be used
either for pressure or
vacuum filtration.

Double door leak proof dry
heat electro-sterilizer,

760 x 760 x 1200, with 1.5 kW
TEFC motor.

Horizontal rectangular auto-
clave 600 x 600 x 1200, com-
plete with all accessories
and fittings.

Horizontal rectangular auto-
rlave double door, 1550 x
1200 x 2100, steam heater,
complete with all accessories
and fittings.

High speed rotary automatic
ampoule washing machine com-
plete with 0.5 HP motcr and
all other accessories and
fittings.

Bottle washing machine with
suitable TEPC motor and
accessories,

High speed double stroke auto-
matic ampoule filling machine,
0.5 HP motor, syringes with
SSt drip procf ueedles, no
ampoules, no liquid device to
handle 1 cc to 10 cc and with
spares to handle 10 cc to

25 cc ampoules.

High speed double stroke auto-
matic ampoule filling machine,
0.3 HP motor, syringes with
8St drip proof needles, no
ampoules, no liquid device to
handle 1 cc to 10 cc and with
spares to handle 10 cc to

25 cc amroules.

55t-304

Sst-304

SSt-30kL

SSt-304

SSt-304

SSt-304

SSt-304

SSt-304

3000/hr

1000 btl/
hr

3500/hr

3500/hr

[

24,000/~

15,000/~

1,20,000/-

1,50,000/-

9,00,000/~

42,000/~

22,500/~

38,000/-

38,000/~
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2 3 L 5 6
20. Vacuum filling machine. - 1000btl/hr 1 22,500/-
2. Automatic ampoule labelling - 3000/hr 1 50,000/~
machine.
22. Conveyor belt, 1 kW motor. - - 1 25,500/~
23. Vacuum vesscls for leak test  Steel 100 lit. 1 12,500/~
of ampoules and witk vacuum
gauge.
2h. Semi-sutomatic roll sealing - 2500/hr 1 33,000/~
machine. ——
16,68,500/~
D.  OINTMENTS
Complete series of equipments like
blender-kneader, filling machine,
roll sealing wachine, labelling,
testing etc. (tentative) 2,56,000/-
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Annex ITT

RAW MATERIALS AND AUX1LIARY MATERIALS REQUIRED
FOR FORMULATIONS

Raw materials

Tetracycline hydrochloride, chloroquine phosphate, thiamine hydro-
chloride or mono-nitrate (Vit. Bl), Ampicillin-trihydrate etc. the speci-

fications of the drugs are given in most of the pharmacopoeia.

Diluents

Lectose, sucrose, dextrosemonohydrate, starch, sodium chloride.

Moistening agents

Purified water, alcohol of suitable strength, iso-propyl alcohol,
mucilage of India gum or guar gum or starch, aqueous solution of liquid

glucose or dextrosemonchydrate or sucrose or gelatine or their mixtures.

Lubricants

Stearic acid, sterates, finely powdered talc and liquid paraffin.

Sugar coatings

When tablets are directly to be sugar-coated, coating shall be chiefly
of sucrose together with purified tale, starch or other suitable innocuous

substances.

Enteric coating

Where the drug may be destroyed or inactivated by the gastric Juice or
where it may initiate the gastric mucosa, the use of enteric coating is
indicated. Such coatings are intended to delay the release of the drug

until it passes through the stomach.

Colouring end flavouring agents

The addition of colouring and flavouring agents unless permitted in

the monograph is not official.
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Disintegrating agents

Starch, cellulose derivatives etc.

Em:1sifying agents

Tween 80, Span 20, benzal monium-chloride, glyceryl-mono-stearate,

gum acacia.

. Suspending agents

Gum acacia, gum tragacanth, chemicals like sodium-carbo-osy-methyl,

cellulose, methyl-cellulose, polyacrulic acid, sodium-alaginate etc.

Sweetening agents

Sugar, saccharin, sodium saccharin, dextrose, glucose.

Diluents or base for ointments

Paraffin, larc, oleio or cotton seed oil, absorption base, hydrophilic
substances like wool-fat, linolin, washable base, polyethylene glycols,
emulsion base, sodium lauryl sulphate, hydro-wool-fat, stearic acid, sodium

emulsion, silicon base, bentonite, veegum.

Anti oxidants

Butylated hydroxy toluene, butylated hydroxy anisole, propyl-gallate.

Preservatives

Parahydroxy beazonic acid, methylorpropyl ester, sorlic sacid.

The monographs of the above products are available in most of the pharma-
! copoeia giving specification - essays and other analytical prccedures including

physical properties to identify the product and determine the purity,
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Annex IV

QUALITY CONTROL
’

1. Both parties do hereby recognize that the successful transfer of the
technology concerned by the present Contract cannot be achieved without
the existence at the licensee's facilities of an efficiently operating
Quality Control Department. The licensor shall fully assist the licensee
to constitute such a Quality Control Department or, if already existing,
to adapt and check the efficiency of said Department to meet the specific
requirements of the transferred technology and to achieve the expected

results.

The licensee hereby agrees to implement the recommendations of the

licensor in that respect.

These recommendations shall take into account the financial, technical
and human resources of the licensee as well as the specific conditions

prevailing in the licensee's country.

2. To implement point 1 above, the licensor and the licensee shall
constitute within ..... days after the Effective Date of Contract a "joint
committee for quality control”. The representatives of the licensor belonging
to that committee shall belong to the licensor's Quality Control Department

in charge of controlling at licensor's facilities the production technology

being trainsferred under the licence agreement.

3. Both parties recognize that due to their specific function and
responsibilities each Quality Control Department shall have the largest

possible autonomy.

Consequently, the Quality Control Department shall only report to the
top managerial level and not to the production management. They shall be
free to mutually exchange scientific and technical information related to
the drug(s) production controls referring to the present Contract. The

conclusions they shall jointly recach shall bind both parties,
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L, The information tc be transmitted and the verifications to Dpe operated

by ihe licensor shall concern, but not be limited to:

4.1 Internatl organization, qualification, and responsibil:ties of
licensee's personnel (for example, those in charge of sampling should

be distinct from those in charge of th: analysis).

4.2 Space availability and location at the disposal and under the sole

responsibility of the Quality Control Department (quarantine).

4.3 TIdentification (labelling) of the raw materials, semi-finished
products and finished products according to their respective step

in the prcduction process,

L.} Equipment, materials, chcmicals and reactive agents as well as their

respective maintenance.

k.5 The sequence according to which quality control operations shall be

performed and said operations.
4.6 Records of controls performed and samples to be kept.

4.7 Conformity of the licensor's assistance with the quality control

regulations in force in the licensee's country.

5. During the course of the Contract, the licensorr shall fully assist

the licensee to allow (whenever applicable) the integration of local products

instead of imported products and/or to allow modifications incurring cost

reductions proposed by the licensee's Quality Control Department.

6. It shell be the responsibility of the licensor to certify that the
licensee's Quality Control Depr tment is operational after the provisions
contained in point L have been performed as well as it shall be the
responsibility of the licensee to keep records and samples (whenever
applicable) of all operations undertaken by the licensee's Quality Control

Department, as stated in point b.6.

T. The licensor shall have free access to these records and samples as
well as, when:ver applicable, to the RM/1 supplied by the licensor and
rejected by the licensee's Quality Control Department.
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8. Considering that free exchange of information is profitable to toth
parties and to the users of their product, the licensor and the licensee
hereby agree not to limit to the duration of the present licence agreement

the relations between their respective Quality Control Departments.
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Annex V

PACKAGING MATERIALS

SOLIDS

(i)

(ii)

(iii)

(iv)

(v)

Powders: electrolytes - antibiotics and other biological preparations,

lyphilized powder, have to be protected from moisture.

Effervescent granules: to be protected from moisture.

Tablets: In the case of hospitals, those are packed in containers

of 10C0 to 5000 tablets to avoid excessive breakages, whereas coated
tablets can be packed in large quantities.

Capsules: Hard gelatine: for hospital can be packed in tins or amber
glass bottle., Soft gelatine: are packed in smaller quantities in
amber glass bottles.

Suppositories and pessaries: made out of glyco-gelatine bases with

active ingredients incorporated in a suitable soft base. These are

to be kept at low temperatures and are packeda in PVC cavities.

Strip packing or blistes packaging of tablets and capsules are tecoming more

and more popular due to hygenic storage and handling conditions, as well as

smailer packages unit available for sale.

SEMI-SOLIDS - Ointments and creams:

Collapsine metal tubes are mostly used and give good protection from

oxidation and contamination. For bulk quantities required by the institutions

and hosgitals, these can be safely packed in plastic containers.

LIQUIDS

(a)

Aqueous oral preparations: Infusions, extracts, syrups, alixers,

(b)

linctures are mostly packed in glass bottles whereas for bulk quantities
plastic conteiners have also been commonly used besides large size glass
bottles.

Aqueous non-oral preparations: Eye-lotions, eye-car drops; amber glass

bottles sterilized before filling are fitted with plastic nozzel;
iately single one shot-type rubber packs are coming in the market,

Emulsions: mostly glass bottle, plastic containers are on the trial.
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(d) Injections: are packed in glass ampoules; electrolyte solution as
well as glucose solution is packed in glass bottles, however they are

increasingly being replaced by disposal plastic bags.

NON-ACQUEQUS LIQUIDS

(i) 0ils - vegetable c¢ils, castor oil, olive oil .. packed in glass,
metal or plastic container.

(i1) Essential oils - organic solvenis are packed in glass bottles.

(iii) Inhalers: The active material comes ont of metal, glass or
plastic containers in the form of spray caused by pressure created
by liquified gas known as propellant mostly chloro-fluor-organic
compounds. The valve used is of plastic like dichlorodifluoromethane,

trichloromonofluoromethane.







