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Regulatory Overview on Irrational Use of Fixed Dose
Combination in India Comparison with USA and EU

Abstract

The objective of the current study is to
understand the irrational use of fixed
dose combinations which are bought
in the market and distributed to
patients, causing ill-effects, adverse
events and adverse drug reactions in
India, the USA and the EU.

The aim of the study is to show
what are the regulatory aspects
and requirements for bringing and
marketing the fixed dose combi-
nations to the Indian, US and EU
markets, thus leading to adverse drug
reactions. Irrational use of drugs has
been a consistent and ever growing
problem. The discussion has explained
how many fixed dose combinations
have been banned by the CDSCO and
WHO to protect irrational drug use by
patients, and another purpose of this
study is to bring awareness among
healthcare professionals to prescribe
the rational use of drugs, especially
antibiotics, which are most commonly
prescribed and distributed in India.

The study offers a comparison
between three countries/regions
(India, USA and EU) for fixed dose
combinations, and concludes by
providing the preventive measures,
giving the impact of irrational use
of fixed dose combinations bans
in India, preventive steps taken by
the pharmaceutical industry, and
controlling strategies for irrational use
of fixed dose combinations.

KEY WORDS: Fixed dose combinations,
irrational use, bans, WHO & impact.

Introduction

The road towards product development
and regulatory approval is long,
arduous, and costly. Thus, to overcome
investment in the drugs and gain
profits, drug manufacturers combine
the drugs (more than one drug) and
make fixed dose combinations to enter
into the NDA list, giving them huge
profit and demand and allowing them
to stay in the market for the long run
at the cost of the health and safety of
the patients.
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S No. | Country Regulatory Agency
1 India Central Drug Standards Control Organization (CDSCO)
2 US US Food and Drug Administration (USFDA)
3 EU European Medicine Agency (EMA)

Irrational drug use occurs when
there is over-prescribing, extravagant
prescribing, incorrect prescribing,
under-prescribing, and multiple
prescribing. Multiple prescribing is
often referred to as “Polypharmacy”.

» lIrrational prescribing is unethical
and has greatly reduced the
standard of drug therapy, leading
to widespread health hazards
such as increased incidence of
adverse effects, drug interactions
and emergence of drug resistance,
especially in antimicrobial therapy.

* The incidence of adverse effects
increases, e.g., nimesulide +
paracetamol.

*  Oneofthe drugsinthe combination
may be superfluous or wasteful,
e.g., vitamins + iron.

This thesis provides some infor-
mation for stopping the usage of
irrational drug combinations, thus
bringing safety and avoiding the
adverse events and other unsafe use
of irrational drug combinations by
patients’.

Objectives

The literature was obtained from:

e Agency Regulated Guidelines/
regulations

* Review articles.

In India, the manufacture / import
and marketing approval of FDCs as a
finished pharmaceutical product is
considered a new drug as per Rule
122(E) of the Drugs and Cosmetics
Act & Rules. Appendix VI of Schedule
Y (Drugs & Cosmetics Rules 1945)
specifies the requirements for approval
for marketing of various types of FDCs?.

In the US, although more than
20 unique antiretroviral drugs are
approved in the United States under
section 505 of the Federal Food, Drug,

and Cosmetic Act (the Act) (21 U.S.C.
section 355), only a few are approved
for use as FDC products®.

At the same time, in the EU (EMA),
in accordance with Article 10b of
Directive 2001/83/EC: "In the case of
medicinal products containing active
substances used in the composition
of authorised medicinal products but
not hitherto used in combination for
therapeutic purposes, the results of
new pre-clinical tests or new clinical
trials relating to that combination shall
be provided in accordance with Article
8(3)(i), but it shall not be necessary to
provide scientific references relating
to each individual active substance.”

Chapter 1, section 5.5 of the Notice
To Applicants provides clarification
on the legal dossier requirements
for applications for so-called ‘fixed
combination’ medicinal products.
Applications for fixed-combination
medicinal products submitted under
Art 10b of Directive 2001/83/EC should
concern individual substances which
have been authorised in the EEAvia a
community or national procedure. In
case of fixed-combination medicinal
products containing one or more
substances which have not been
authorised in the EEA, an application
according to art 8.3 of Directive
2001/83/EC should be made*.

DPCO Act 2013

In India, if any of the API used in the
FDC is new in the country, then it
comes under the category of a new
drug product and can be patentable in
India. This gives it new pricing to that
FDC in the market.

Thus, according to the DPCO Act
2013, the latest amended act for drug
pricing in the Indian market, the FDC
price is calculated according to the
formula given in the DPCO act issued
in 2013. Thus the FDC are used in
an irrational manner to gain profits
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in India, which is a major reason for
the greater production of irrelevant
FDCs in the market which are used
by the Indian patients and which are
approved by the regulatory agencies in
the country, and making profits.

Maximum Retail Price

The maximum retail price of scheduled
formulations shall be fixed by the
manufacturers on the basis of the
ceiling price notified by the Government
plus local taxes wherever applicable,
as under:

Maximum retail price =
ceiling price + local taxes as applicable.

Types of Irrational Use of Drugs

The following are some of the irrational
prescribing practices seen in our
health facilities:

1. Under-prescribing;

2. Over-prescribing

3. Incorrect prescribing or dispensing
4. Extravagant prescribing &

5. Multiple prescribing.

Let us look at each type in turn.
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1) Under-prescribing
Occurs when:

Needed medications are not
prescribed

+  The dosage prescribed is
inadequate

2) Over-prescribing
Occurs when:

The prescribed drug is not
needed by the patient

The quantity of drug dispensed is
too much for the current course
of treatment

3) Incorrect prescribing or dispensing
Occurs when:

Prescribing the wrong drug
Dispensing the wrong drug
due to the prescription being
prepared improperly
Adjustments are not made
for existing medical, genetic,
environmental or other
conditions

4) Extravagant prescribing
Occurs when:

Prescribing a more expensive
branded drug when there is a
less expensive generic drug of
good quality available

Treating the patient
symptomatically instead of
treating the serious iliness,
hence making the patient use a
lot of his funds

5) Multiple prescribing
Occurs when:

Two or more medications are
prescribed when fewer would
achieve the same effect’

Process of Banning

Incidentally, there is no common
regulation available to date forcing
the banning of drugs simultaneously
in all countries. The Drug Technical
Advisory Board (DTAB) in India is the
final authority on imposing a ban. An
executive committee examines the
harmful effects of the drugs and reports
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the results to the DTAB. If any drug is
found to have harmful side-effects,
the Government issues the ban order
and all manufacturers and wholesalers
are asked not to stock the particular
medicine. The DCGI notifies all
state drug authorities, pharmacists
associations and manufacturers about
the ban of the drug. Authorities are
instructed to carry out inspections.
Licences of pharmacists stocking
banned drugs can be revoked under
the Drug and Cosmetics Act®.

Flow chart of process of banning

Executive committee examines
harmful effects of the drug

+

The results are reported to the drugs
technical advisory board

4

The government issues the ban order
+

DCGI notifies all state drug
authorities

+

Authorities are instructed to carry
out inspections.

Factors Influencing Irrational Drug Use
Many interrelated factors influence
drug use and can all contribute to
irrational use. The health system,
prescriber, dispenser, patient, and
community are all involved in the
therapeutic process. Let us look at
the factors affecting each of these
players.

Health System

Factors affecting the health system
include unreliable supply, drug
shortages, expired drugs, and
availability of inappropriate drugs.
Such inefficiencies in the system lead
to a lack of confidence in the system
by the prescriber and the patient. The
patient demands treatment and the
prescriber feels obliged to give what
is available, even if the drug is not the
correct one to treat the condition.

Prescriber

The prescriber can be affected by
internal and external factors. He or
she may have received inadequate
training, or may be using outdated
prescribing practices due to a lack of
continuing education. There may be
a lack of objective drug information,
and the information provided by drug
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representatives may be unreliable.
The prescriber may be tempted to
generalise inappropriately about the
effectiveness or side-effects of drugs
on the basis of limited personal
experience. Finally, profit may affect a
prescriber’s choice if the prescriber’s
income is dependent on drug
sales.

Dispenser

The dispenser plays a crucial role in
the therapeutic process. The quality
of dispensing may be affected by the
training and supervision the dispenser
has received and the drug information
available to the dispenser. A shortage
of dispensing materials and short
dispensing time due to heavy patient
load may also have an adverse impact
on dispensing. Finally, the low status
of dispensers affects the quality of
dispensing.

Patient and Community

The individual’s adherence to treat-
ment is influenced by many factors,
including:

« cultural beliefs,

e the communication skills and
attitudes of the prescriber and
dispenser,

e the limited time available for
consulting,

* the shortage of printed
information, and

* community beliefs about the
efficacy of certain drugs or
routes of administration.

For example, there may be a belief
that injections are more powerful than
capsules, or that capsules are more
effective than tablets.

Strategies for Promoting

Rational Drug Use

Developing a strategy to promote
rational drug use:

Step 1: Identify the problem and
recognise the need for action
Identify underlying causes
and motivating factors
Step 3: List possible interventions
Step 4: Assess resources available
for action

Choose an intervention or
interventions

Monitor the impact and
restructure the intervention

Step 2:

Step &:

Step 6:

Preventive Measures
Strategies for Promoting Rational Drug
Use

Educational Strategies
Training of prescribers through:

*  Formal education (pre-service)

e Continuing education (in-service)

e Supervisory visits

e Group lectures, seminars, and
workshops

Printed Materials

*  Clinical literature and
newsletters

*  Treatment guidelines and drug
formularies

* Illustrated materials (flyers,
leaflets)

Approach Based on Face-to-face
Contact

*  Educational outreach

«  Patient education

* Influencing opinion leaders

Managerial Strategies
Selection, procurement and
distribution.

»  Limited procurement lists

e Drug utilisation review and
feedback

*  Hospital and regional drug
committees

*  Cost information

Prescribing and dispensing approaches.

e Structured drug order forms

e Standard diagnostic and
treatment guidelines

+  Course-of-therapy packaging

Financing
e Price setting
+ Capitation-based budgeting

Regulatory Strategies
*  Drug registration
*  Limited drug lists
e Prescribing restrictions
» Dispensing restrictions

The Need for Public Education about
Appropriate Drug Use

Although the prescriber’s role in
promoting rational drug use is
important, the patient and the
cultural context in which therapy
is selected cannot be ignored. The
knowledge, attitudes, and education
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of the public in relation to disease
etiology and treatment are critical
determinants in the decision to seek
healthcare, the choice of provider, the
use of medicines, and the success of
treatment.

Patients are actively involved in their
treatment in the following ways:
1) People who are ill have to believe
that their health status has deviated
from the norm, that there is something
wrong with them. To some extent, this
perception is culturally defined. In the
case of children, the knowledge and
experience of the mother are critical
determinants.

2) People or care-givers of children
have to decide whether this alteration
of health status is significant enough
for them to seek help or whether
the symptoms will go away without
treatment.

3) Once they decide that help is
needed, people choose where to seek
help: a hospital, primary health facility,
private physician, pharmacist, market
vendor, traditional healer, relative, or
some other member of the community.
They may decide, erroneously or not,
that the symptoms are minor or that
they have sufficient familiarity with
the required treatment to take care
of themselves, with either a modern
pharmaceutical or a traditional remedy.

4) Once they have a prescription or
have received a recommendation for
products from a pharmacy, patients
decide whether to buy the drugs,
whether they are going to buy all or
some of the items recommended, and
which drugs to buy. Cost considerations
may require a choice of which items to
buy and which to ignore.

5) Patients decide whether and when
to take the medicines, how to take
the medicines, whether to continue
if side-effects occur or symptoms
disappear, and what to do with
medicines that remain unused.

6) Without public education in the
appropriate use of drugs, people lack
the skills and knowledge either to
make informed decisions about how
to use drugs (including when not to
use them) or to understand the role
of drugs in healthcare.
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Skno. | Contents India USA EU
1 Regulating MINISTRY OF US DEPARTMENT | SCIENCE
Ministry HEALTH AND OF HEALTH & MEDICINES
FAMILY HUMAN SERVICES | HEALTH
WELFARE
2 Regulating CDSCO & SLA USFDA EMA
Agency
3 Acts, Rules & Appendix VI of CFR 312 and 314 2001/83/EC
Regulations Schedule Y,
Rule 122(E) of
Drugs and
Cosmetics Act &
Rules.
4 Forms Applying From 44 | FDA form 356h MAA or generics
& issued in Form | and/or 1571. application issued
45 on request
Form 29
5 Fees Rs15,000 — $2038,100 - $70,480 | €278,300
Rs50,000.
6 Timelines 45 days — 210 days | 180 days MRP-210 working
days
DCP-234 working
days
CP-246 working
days
7 Approval Validity | 3 years S years 5 years
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Table no. 1: Comparison table for India, USA & EU for fixed dose combinations based on regulatory aspects.




Inappropriate drug use has serious
health and economic consequences for
both individuals and the community.
Appropriate drug use by patients
and consumers is an integral part of
successful national drug policies.

The Alma Ata declaration states that:
“People have the right and duty to
participate individually and collectively
in the planning and implementation of
their healthcare®”.

Conclusion

Fixed drug combination has varied
advantages and disadvantages. It is
important to consider the patient
safety as the first preferred choice
and it outweighs all other factors.
Hence, while formulating the FDCs it is
necessary to evaluate the importance

www.ipimediaworld.com

of the FDC in terms of safety, efficacy
and quality. Comparison of various
regulations of the world indicates that
safety is a key factor for selection of
FDC.
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