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ABSTRACT

Background: US-Food and Drug Administration has defined off-label drug as “use of drugs for the indication, dosage form, regimen, patient or
other use constraint not mentioned in the approved labeling.” Oft-label prescription is common in Psychiatry. The aim of this study is to evaluate
such off-label drug use in psychiatry department of a tertiary care teaching hospital. Methods: An observational, cross sectional study was
conducted among 150 patients attending Psychiatry outpatient department for the period of 3 months. Data related to demographic parameters,
diagnosis and prescription details were collected directly from the patient's medical records and entered in Case Record Form (CRF).The off-label
drugs were categorized as per National Formulary of India and CDSCO list of approved drug use. Results: Total 150 patients were included in this
study with mean age of 43.6 years. Most of the patients were diagnosed with Schizophrenia [N=36, 24%]. Out of 150, 90 patients [60%] received at
least 1 off label drug. Total 478 drugs were prescribed, out of which 144 [30.12%] were off label according to CDSCO and 145 [30.33%)] were off
label according to NFI. The drugs most frequently prescribed as off label drug according to CDSCO were Vitamins & Minerals [13.59%],
Clonazepam [2.92%)], Trihexyphenidyl HCL [2.09%], Diazepam [1.88%)]. The drugs most frequently prescribed as off label according to NFI were
Vitamins & Minerals [12.76%], Aripiprazole [2.09%], and Trihexyphenidyl HCL [2.09%]. Conclusion: Off label drugs used among psychiatry
patients was 30.12%. The most frequently used off-label drugs were Vitamins & Minerals followed by Clonazepam & Trihexyphenidyl HCL. The
use of off-label drugs in psychiatric patients has been reportedly increasing which warrant national drug regulatory authorities to review and revise

safe administration such drugs.
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INTRODUCTION

The exorbitant growth and use of pharmaceuticals are managed in
most of the nations by a regulatory system which sharply divides use
into licensed and unlicensed categories. Drug use confirming to the
marketing label is known as labeled use. Off-label use is the use of
pharmaceutical drugs for an unapproved indication, age group,
dosage, or unapproved form of administration. "’

All medications are good and beneficial in treating disease, but it's
important to understand what medications are intended for and how to
use them appropriately. Drugs have to undergo rigorous scrutiny
before marketing approval in the form of in vitro studies, animal
studies and clinical trials. These data provide labeling information like
approved indications, appropriate dosing and the specific populations
foritsuse. "

Since last few years, there is increased number of patients taking
psychiatric medications. This use of off-label drugs was supported by
strong scientific evidence in only 4% of cases. Most common mode of
off-label prescribing in Psychiatry Department is unapproved
indication, dose, and altered population. Off-label drug is not illegal
provided the judgment is based on scientific evidence that has been
accepted by professional bodies and is commonly seen in the fields of
pediatrics, oncology and psychiatry. “*1

Whereas, in India only two studies reported that the prevalence of
prescribing off label drugs were 39.5% and 42.34% as per British
National Formulary.”™ Through extensive literature review it was
revealed that till date only one study is conducted in India as per
National Formulary of India (NFI). Hence, aim of this study was to
evaluate the use of off-label drugs as per National Formulary of India
(NFI) - 2016, 5th edition and also according to central drugs standard
control organization [CDSCO] given indication for use of a particular
drug.”"So, by this study we can evaluate proportion of off label drug
use in various psychiatric diseases in psychiatry department of our
hospital setup.

MATERIAL & METHODS

A cross sectional observational study was conducted among 150
psychiatric patient attending outpatients and Inpatient Department at
Pandit Dindayal Upadhyay Medical College, Rajkot, Gujarat. The
study was conducted for 3 months. Before conducting the study
approval was obtained from Institutional Ethics Committee, PDUMC,
Rajkot, Gujarat. 100 Patients attending the psychiatric outpatient

department and 50 indoor patients were included in the study. The
purpose of the study was explained to the patients and the informed
consent was obtained from those who are willing to participate in the
study.

Data related to demographic parameters (age, gender, locality),
diagnosis of psychiatry conditions and drugs details (dose, route,
frequency and duration of administration) were collected directly from
the patient's medical records. Assessment of indication of prescribed
drugs (label or off label) according to diagnosis will be done using
central drugs standard control organization [CDSCO] — online
database and NFI (National Formulary of India) — 5" edition.
Assessment will also be done according to treating consultant's
reference for use of that particular drug in that specific condition.

RESULTS
Total 150 prescriptions of patients [55% Male, 45% Female] were
included in this study with mean age 0f43.6 + 12.52 years.

As per shown in Figure no. 1, most frequent diagnosis in psychiatry
department was schizophrenia [24%] followed by major depressive
disorder [23%]. Other psychiatric diseases seen were bipolar 1
disorder, alcohol withdrawal syndrome, other specified anxiety
disorder, other specified schizophrenia spectrum, generalized anxiety
disorder, persistent depressive disorder, cannabis withdrawal, brief
psychotic disorder etc.

In figure no. 2, drug prescribing frequency is shown. Total 478 drugs
were prescribed in 150 prescriptions. Figure 2. indicates clonazepam,
olanzapine and multivitamin B complex were most frequently
prescribed drugs. Followed by fluoxetine, escitalopram, sodium
valproate, folic acid, diazepam, Aripiprazole etc.

In figure 3, drug use is displayed as label or off-label according to
National formulary of India [NFI]. In which labeled and off label use is
shown. Total 478 drugs were prescribed in 150 prescriptions among
which 145 [30.33%] drugs are from off label prescription according to
NFI. The drugs most frequently prescribed as off label according to
NFI were Vitamins & Minerals [12.76%], Aripiprazole [2.09%],
Trihexyphenidyl HCL [2.09%], Clonazepam [2.0%].

In figure 4, drug use is displayed as label or off-label according to
central drugs standard control organization [CDSCO]. Total 478 drugs
were prescribed in 150 prescriptions among which 144 [30.12%] drugs
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are from off label prescription according to CDSCO. The drugs most
frequently prescribed as off label according to CDSCO were Vitamins
& Minerals [13.59%], Clonazepam [2.92%], Trihexyphenidyl HCL
[2.09%], Diazepam [1.88%].

Figure 1. Disease distribution
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DISCUSSION

Many psychiatrists believe that off-label prescribing is sometimes
necessary when attempting to treat certain patients, for example the
patients whose symptoms have proven resistant to a range of treatment
approaches. The extent of off-label prescribing in psychiatric practice
is not fully known, but survey findings and research studies suggest
that it is common across psychiatric prescriptions.

In our study, we have assessed prescription according to national
formulary of India and CDSCO drugs database. But if we assess
clinically, by taking opinion of prescribing psychiatrists, then there

will be labeled prescriptions only. As In conditions where most
prescribing is for unlicensed indications (for example, in many aspects
of practice in old age psychiatry) it is simply not possible to fully
document the reasons for every prescribing decision in every patient.

In our study, most commonly diagnosed psychiatric disorder was
schizophrenia followed by major depressive disorder which was also
seen in previous studies. “!'"" In present study clonazepam, olanzapine
and multivitamin B complex were most frequently prescribed drugs.
While in a study done by Vadher MD et al. lorazepam, fluoxetine &
trihexyphenidyl were most frequently prescribed. "

We assessed off-label drug use according to CDSCO & NFI both.
There were few studies which have assessed drug use according to NFI
and also British national formulary whereas studies analyzing drug use
according to CDSCO were not found. In our study, 30.33% drugs are
from off label prescription according to NFI. Whereas in previous
studies off-label prescription percentage was 19.85%", 39.5%" and
46.41%".

In present study, the drugs most frequently prescribed as off label
according to NFI were Vitamins & Minerals [12.76%)], Aripiprazole
[2.09%], Trihexyphenidyl HCL [2.09%], and Clonazepam [2.0%)].
Whereas in a study done by Vadher MD et al. trihexyphenidyl HCL
[10.2%], clozapine [8.1%], clonazepam and sodium valproate [4.6%]
each were there in off-label prescription.

The limitation is that the present study was conducted only in single
tertiary care hospital. Hence, it is advisable that further studies should
be conducted at various clinical setups to make the result more
generalized and justifiable. Though, few drugs, that are prescribed by
clinicians very frequently but they are not included in NFI for that
diagnosis which make them off-label as per our study. Hence, It is also
recommended that the revision should be made in National Formulary
ofIndia to include these drugs as labeled.

CONCLUSION:

Off label drugs used among psychiatry patients was 30.12%. The most
frequently used off-label drugs were Vitamins & Minerals followed by
Clonazepam & Trihexyphenidyl HCL. The use of off-label drugs in
psychiatric patients has been reportedly increasing which warrant
national drug regulatory authorities to review and revise formulary &
enhance safe administration of such drugs.
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