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ABSTRACT: Acute convulsive disorders are the most frequent neurological disorders in
children which require emergency drug treatment. Immediate management of a
convulsive episode is must as, delay can lead to status epilepticus, which is a significant
cause of neurological morbidity and mortality among children. Benzodiazepines
especially diazepam is often used as first line and routinely administered intravenously,
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but this is not a practical route in many peripheral health care facilities. Midazolam by
buccal route is another upcoming mode of treatment in view of difficulties associated
with securing an intravenous line in convulsing children with motor activity especially at
peripheries, homes or even at schools. Being a developing country, malnourished group
forms a significant number in our clinical practice so it was worthwhile to examine the
issue of buccal midazolam’s safety and efficacy in this subset of malnourished children.
It was a prospective double blind randomized control trial. Total 80 children who
fulfilled the inclusion criteria were randomly allocated by a computer generated table.
One group received buccal midazolam and the other, intra venous diazepam. Response
was assessed by termination of motor activity [seizures] within 5 minute and non-
recurrence of seizure in next 30min. Any toxic effects of either drug were noted. The
mean time elapsed between drug administration from the point of entry to the emergency
department was found longer with I/V Diazepam than buccal Midazolam (p>0.05), but
not quite statistically significant. The time elapsed between drug administration and
control of seizures is shorter for diazepam than buccal Midazolam (p<0.05) and this
difference is statistically significant. The total time elapsed between point of entry to the
emergency till control of seizures is almost same for Diazepam and buccal Midazolam
(p<.05). The non-response rate and recurrence rate was significantly lower with
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Diazepam  group.

Malnutrition had no

effect on control of seizures.

INTRODUCTION: Acute convulsive disorders
are the most frequent neurological disorders in
children which require emergency drug treatment *
2 These disorders are common in children admitted
to hospitals, with over a fifth of children reporting a
history of convulsions in their presenting illness.
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Peak incidences have been observed during 2"-3"
year of life * * Immediate management of a
convulsive episode is must and it needs to be
terminated promptly and safely. Better outcome
and less sequlae has been observed with rapid
control of seizures > . Delay in treatment can lead
to status epilepticus, which is a significant cause of
neurological morbidity and mortality among
children”®.

To terminate these convulsive episodes the drug
should be easy to administer, have a rapid onset of
action, safe, effective and should also have
prolonged anticonvulsant action * *°. Various drugs
administered through different routes are important

1336



Sharma et al., IJPSR, 2015; Vol. 6(3): 1336-1341.

and have been tried in the management of acute
seizures' 2,

Benzodiazepines are often used as first line for the
treatment of convulsions * ** ' Diazepam is
commonly used as the standard drug in the
developing countries, because it is inexpensive,
rapidly acting and widely available, but routinely
administered intravenously, which is not a practical
route in many peripheral health care facilities.
Intravenous administration of diazepam though
having a rapid onset of action, is rapidly
redistributed in to fatty tissues leading to
recurrence of convulsions. It’s rather quite difficult
to secure an intra-venous line among malnourished
children. An effective treatment that can be easily
administered by a more convenient, socially
acceptable route is therefore needed **.

Another benzodiazepine, Midazolam by buccal
route is another upcoming mode of treatment in
view of difficulties associated with securing an
intravenous line in convulsing children with motor
activity especially at peripheries, homes or even at
schools. Midazolam has several pharmacokinetic
and pharmacological properties that support its use.

It has a rapid onset of action and shorter
elimination half-life. It is therefore less likely than
diazepam to accumulate and cause respiratory
depression on repeated administration. At the same
time it is highly convenient and socially acceptable
than rectal route and better tolerated than intranasal
route. So midazolam by this route of administration
could be quite helpful in difficult settings °. Several
attempts have been made in the past to develop
these alternate routes of administration.

Some of the alternative routes tried are Rectal,
Intranasal, Sublingual and Buccal. Some studies on
safety and efficacy of buccal midazolam in acute
convulsions has proved that it is efficacious in
controlling acute attack of convulsions and it is
safe as well 0 1> 10 1718 Byccal midazolam may
cause respiratory depression but fatal outcome and
respiratory depression are less in number as
compare to other routes and Flumazenil, a
benzodiazepine may be used as an antidote to
buccal midazolam overdose *?°.But there have
been few / no studies focusing on the subset of
malnourished children. These studies have been
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done in countries where nutritional status is not a
big issue. Since this malnourished group forms a
significant number in our clinical practice we
thought it would be worthwhile to examine the
issue of buccalmidazolam in this subset of
malnourished children. This would go a long way
in formulation of guidelines in which buccal route
or other non-intravenous routes may become the
route of choice for prompt control of acute seizure
of any type. So we try to find out whether we can
use buccal midazolam as an alternative for
intravenous diazepam for the treatment of seizures
in malnourished children.

MATERIALS AND METHODS:

It was a prospective double blind randomized
control trial, conducted in the department of
pharmacology and department of pediatrics,
Santosh Medical College and Hospital, Santosh
University, Ghaziabad. We took patients from
pediatrics emergency. Total80 children were
included in the study.

Inclusion criteria:

Children between the age of 6 months to 5 year,
who were malnourished by IAP (Indian academy of
pediatrics) classification and suffering from acute
convulsive episodes, irrespective of type of
seizures and who had not received any drug for the
current acute episode were included in this study.

Exclusion criteria:

The Children who were < 6 months and > 5 years
of age, Who had received any medications in any
form, from anywhere for this current acute episode
of seizure and having weight more than 80% of the
expected (WHO standard) were excluded from this
study.

Children who fulfilled the inclusion criteria were
randomly allocated by a computer generated table
to either of the two groups. One received buccal
midazolam and the other, intravenous diazepam.
Allocation had not been concealed from emergency
staff nurse. To ascertain double blinding the study
group that received buccal midazolam had been
given intravenous normal saline which acted as
placebo and the study group that received
intravenous diazepam had been given normal saline
by buccal route which acted as placebo. The dose
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of midazolam was 0.2 mg/kg via the buccal route.
The usual injectable preparation of midazolam
hydrochloride was used even for buccal
administration'® 2 22, Measured drug was loaded
in a syringe and was squirted in the buccal cavity
by separating both the lips apart. The dose of
diazepam was 0.3 mg/kg and was given
intravenously. Verbal consent was taken from
parents/ guardian before entering patients in to our
study. After the seizure was controlled written
consent was completed by parents. Appropriate
approval was sanctioned by the institutional ethical
committee.

Response was assessed by termination of motor
activity [seizures] within 5min and non-recurrence
of seizure in next 30min. If a seizure persisted
beyond 5min, it was considered as failure / non
response and in both the groups standard treatment
g;guidelines were followed to further control seizure

. Any adverse drug reactions of either drug were
noted.

All the vitals were noted at the time of arrival and
after 30 min. Other general measures in
management of seizure were taken care of like
suctioning, lateral position, Oxygen inhalation,
Maintenance and recording of vitals like pulse,
respiratory rate, blood pressure and temperature,
Securing an intravenous line for further
management if required.

The data was analyzed and comparison between the
covariates of two study groups that is means and
standard deviations for the time needed to control
the seizures, time of drug effect according to grades
of protein energy malnutrition and vitals were
performed by using chi-square test and paired t-test
with the help of SPSS version 17 for windows. We
considered a p-value of <0.05 to be statistically
significant.

RESULT AND OBSERVATIONS:
TABLE 1: DEMOGRAPHIC PROFILE
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TABLE 2: NUTRITIONAL STATUS OF THE STUDY
GROUP

Grades of malnutrition 1/V Diazepam Buccal
N =40 Midazolam
N =40
Grade | 8 o
(71-80% of expected) 22 1A 19 (@)
Grade Il . .
(61-70% of expected) 12 (0 15579 bl
Grade Il1 Q
(51-60% of expected) B gl
Grade IV
(< 50% of expected) g LS
Mean 9.55 +2.8 Kg 8.3+2.44 Kg
TABLE 3: MEAN TIME OF DRUG EFFECT
Mean time  Mean time Mean time
Druas from from from
g TOA'~  TODA*-  TOA-TOSS®
TODA TOSS
. 1'75.i 169 . 3.17+1.39min
Diazepam 0.8min +0.87min (N=38)
(N=40) (N=38) -
143+ 2.34
Midazolam 0.64min +1.13min 3.22+1.84min
(N=40) (N=35) (N=35)
P value 0.079 0.022 0.947
TOA* = Time of arrival, TODA” = Time of drug

administration, TOSS® = Time of seizure stoppage

TABLE 4: EFFECT OF TREATMENT

1/V Diazepam Buccal Midazolam
Response to 38 [95%] 35 [87.5%)]
treatment N=40 N=40
Non-response 2 [5%] 5[12.5%]
to treatment. N=40 N=40
Recurrence of 1 [3.33%] 5 [14.2%)]
seizure N=38 N=35

TABLE 5: RESPONSE OF DRUG ACCORDING TO
MALNUTRITION

Demographic . Buccal
prgfilgJ Y IDTEAET R Midazolam
Mean Age 2.84+1.55 yrs. 2.12+1.4 yrs.
M 23 (57.5%) 26 (65%)
F 17 (42.5%) 14 (35%)
M : F Ratio 135:1 185:1
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Grades of I/V Diazepam Buccal Midazolam
N =40 N =40 Response
PEM
Response
71 - 80% 22 20(90%) 19 16(84.2%)
61 - 70% 12 12 (100%) 15 13(86.6%)
51 - 60% 6 6 (100%) 5 5(100%)
< 50% 0 0 1 1(100%)
Non Responders 2 5
TABLE 6: MEAN TIME OF DRUG EFFECT
ACCORDING TO GRADES OF PEM
Grades of . IV Buccal
PEM Diazepam Midazolam P value
N =38 N=35
Grade | 1.81+0.98 2.43+1.09 0.106
Grade Il 1.50£0.52 2.41+1.24 0.050
Grade Il & IV 2.00£1.26 2.16£1.16 0.809
1338
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DISCUSSION: The importance of undertaking
this study was to access the efficacy of buccal route
of midazolam in malnourished children for
cessation of seizures. Malnutrition, as an
independent variable has never been assessed in
any of the studies so far either in western literature
or in Indian literature. This is surprising because in
the most recent coverage evaluation survey in 2009
— 10 the number of malnourished children in India
was to the tune of 54% %*. Malnutrition was
defined by IAP Classification as Grade I, I, I1l and
IV, with grade | considered as mild, 1l as moderate
and Il and IV as severe malnutrition. This
classification is based on weight for age and the
standard reference value was taken from WHO
charts (2005-06)*°. WHO charts was chosen as they
are truly representative of Indian Children.

Age group:

The age group included in our study was 6 months
to 5 yrs. This age group was chosen because
conventionally malnutrition is defined in this
particular age group glbally. In a study by
Chakrabarty et al the results between < 5 yrs and >
5yrs children do not differ much %. Hence the
results observed in our study can be applied to
older children as well. The maximum cases
(31.2%) belonged to age group of 1-2 yrs. This is in
concordance with epidemiology of seizures where
the peak incidences have been reported in 2" year
of life ®*.

Gender ratio: The male: female ratio in the entire
study group was 1.58: 1, in the Diazepam group it
was 1.35: 1 and in the Midazolam group it was
1.85: 1 (Table 1). The M: F ratio in our study
groups was comparable.

Nutritional status: 55% patients among Diazepam
group were grade | malnutrition v/s 47.5% in
Midazolam group. Grade Il malnutrition in 30%
patients in diazepam group and 37.5% in
midazolam group. Severe malnutrition (Il & IV)
were observed in 15% each of two study groups
(Table 2). Mean weight in diazepam group was
9.55 + 2.8Kg while in midazolam group it was 8.3
+ 2.44kg. Weight in the two groups was matched.
Ours is the only study available which has
considered malnutrition as an independent variable.
Hence the results cannot be compared. However in
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our study the children with severe malnutrition
were relatively less, whereas more than half of the
patient belonged to grade | malnutrition (51.2%).

Assessment of response (efficacy):

In our study we have considered following
parameters to assess response Time of arrival of
patient to control of seizure. Non cessation of
seizure (no response) within 5 min. Recurrence of
seizures within 30 min. Effect of malnutrition on
control of seizure

Time of arrival of patient to control of seizures:
The mean time elapsed from arrival of patient in
acute seizure to drug administration was 1.75 £
0.87 minutes (105 sec) with standard error of 0.14
in diazepam group . On the other hand the mean
time from arrival of patient to drug administration
in midazolam group was 1.43 = 0.64 min. (85.5
sec) with standard error of 0.10 (Table 3). The
difference in time was not quite significant
statistically though apparently there is a difference
in the sense that buccal midazolam takes shorter
time to administer than I/V route.

This has far reaching implication. Non intravenous
routes take shorter time to administer the drug. This
difference is significant because the total duration
of seizure can be shorted by faster administration.
Lahat et al in his study found that mean time from
arrival in hospital to initiation of therapy was
significantly shorter in midazolam group Z'.
However Midazolam in his study was given by
intranasal route.

In our study after drug administration, seizures
were controlled in a mean time interval of 1.69 +
0.87 min. (101 sec) with standard error of 0.15 in
Diazepam group, whereas in midazolam group this
time was 2.34 + 1.13 min. (140.5 sec) with
standard error of 0.19 (Table 3). This statistical
significant difference implies that Diazepam has
faster onset of action than Midazolam. These
findings are in resonance with other studies ** %.
The reason could be the maximum bioavailability
by I/V route.

The total time required for cessation of seizure

from time of arrival in Diazepam group was 3.17 £
1.39 min. while in Midazolam group it was 3.22 +
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1.84min. The difference was not statistically
significant (Table 3). This is a very important
observation since, though there is a significant
difference in the onset of action of the two drugs.
However the faster administration of Midazolam
compensates for this and the total time for cessation
of seizure from the time of arrival of the patient is
practically the same. Hence if we consider the
practical implication of this observation it is logical
to conclude that midazolam by non intravenous
routes (buccal) would effectively control seizure in
almost the same time as intravenous Diazepam.

Non response and Recurrence:

In our study non response was defined as inability
of seizure stoppage within 5min and Recurrence
was reappearance of seizure within 30 minutes. In
our study only 2 patients (5%) of Diazepam group
showed no response as compared to 5 patients
(12.5%) of Midazolam group. Recurrence of
seizure in our study was noted in 1 patient (3.33%)
in Diazepam group and 14.2% in Midazolam group
(5 patients) (Table 4).

Effect of malnutrition on control of seizures:

In our study only 15% patients in each group were
severely malnourished, however all of them
showed response in both groups (100%).There was
no recurrence and Non response was observed in
this severe malnutrition category in both study
groups. However in grade | and 1l there was 90%
and 100% response in Diazepam group as
compared to 84.2% and 86.6% in Midazolam group
.The mean time of drug administration to effect
(cessation of seizure) in grades | in Diazepam
group was 1.81+ 0.98 v/s 2.43 + 1.09 in Midazolam

group.

In grade Il it was 1.50 + 0.52 in Diazepam group
and 2.41+1.24 in Midazolam group. whereas in
severely malnourished category (grade Il + 1V) it
was 2.00£1.26 & 2.16+£1.16 in Diazepam &
Midazolam groups respectively (Table 5 & 6).
There was no statistically significant difference
between the time of administration and time of
seizure stoppage between two groups depending
upon the grades of PEM and hence there is no other
study on malnutrition we can conclude from our
study that Malnutrition does not affect seizure
control.
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CONCLUSION: Hence to conclude, our study
demonstrated that both Intravenous Diazepam and
Buccal Midazolam are equally efficacious for any
grade of malnutrition at these particular doses. The
non-response and recurrence was observed higher
with Buccal Midazolam giving an edge to I/V
Diazepam as a superior drug, However our
suggestion would be to start the treatment with
buccal midazolam specially in situations like
homes, peripheries or in schools where securing an
I/V line could be quite troublesome or not possible,
to give instant control and also to gain time to put
an I/V line for diazepam.

ACKNOWLEDGEMENT: Authors would like to
acknowledge the role of Mr. Nand Kishore and
Sister Shubralata for their help and technical
support.

CONFLICT OF INTEREST: None

REFERENCES:

1. Harrison’s Principles of Internal Medicine by Kasper,
Braunwald ,Fauci, Hauser, lango ; 17th edition ; 2008.

2. Ackers R et al. Mortality rates and causes of death in
children with epilepsy prescribed antiepileptic drugs: a
retrospective cohort study using the UK General Practice
Research Database. Drug Safety 2011; 34(5):403-13.

3. JN Friedman. Emergency management of the paediatric
patient with generalized convulsive status epilepticus.
Paediatr Child Health. 2011 February; 16(2): 91-97.

4. Visser AM, Jaddoe VW, Breteler MM, Hofman A.
Frequent fever episodes & the risk of febrile seizures: the
generation R study. Eur J Paediatr Neurol.2012 Jan; 16(1);
29-34.

5. Lagae L. Clinical practice: the treatment of acute
convulsive seizures in children. Eur J Pediatr.2011 Apr;
170(4):413-8.

6. Raj D, Gulati S, Lodha R. Status epilepticus. Indian J
Pediatr.2011 Feb; 78(2); 219-26.

7. Scott RC, Surtees RA, Neville BG. Status epilepticus; Path
physiology, epidemiology and outcomes. Arch Dis Child,;
1998; 79; 73 - 77.

8. Ying Ying Xu, Jenny KW Lam, lan CK Wang. Benefits of
buccal midazolam in paediatrics patients. Hospital
pharmacy Europe. Nov. 2012.

9. Ashrafi MR, Khosroshahi N. Efficacy and usability of
buccal midazolam in controlling acute prolonge seizures in
children. Eur J PaediatrNeurol, Sep.2010.

10. John Mclintyre, Sue Robertson, Elizabeth Norris, Richard
Appleton, William P Whitehouse, Barbara Phillips. Safety
and efficacy of buccal midazolam versus rectal diazepam
for emergency treatment of seizures in children: a
randomised controlled trial. Lancet 2005; 366; 205 — 210.

11. Madhumita Bhattacharya, Veenakalra, S Gulati. Intra nasal
Midazolam vs Rectal Diazepam in acute childhood
seizures. Pediatric Neurology 2006, 3 (5): 355-3509.

12. Anderson GD, Saneto RP. Current oral and non-oral routes

1340



Sharma et al., IJPSR, 2015; Vol. 6(3): 1336-1341.

13.

14.

15.

16.

17.

18.

19.

of antiepileptic drug delivery. Adv Drug Deliv Rev. 2012
Feb 3.

Appleton R, Choonara I, Martland T, Phillips B, Scott R,
Whitehouse W. The Treatment of convulsive status
epilepticus in children. Arch Dis Child; 2000; 83; 415 —
419.

Amish M. Shah, Anita Vashi and Andy Jagoda. Review
article: Convulsive and non-convulsive status epilepticus:
An emergency medicine perspective. Emergency Medicine
Australasia; 2009:21, 352-366.

Mpimbaza, Grace Ndeezi, Sarah Staedke, Philip J.
Rosenthal, Justus Byarugaba. Comparison of buccal
midazolam with rectal diazepam in the treatment of
prolonged seizures in Ugandan children: A randomized
clinical trial. America Academy of Pediatrics; 2007.
Appleton R, Macleod S, Martland T. Drug management
for acute tonic-clonic convulsions, SE in children.
Chochrane Database Syst Rev: 2008.

Baysun S, Aydin O, Atamaca E, Y G. A comparison of
buccal midazolam and rectal diazepam for the acute
treatment of seizures. Clin. Pediatr 2005, 44:77.

Scott RC, Besag FM, Neville BG. Buccal Midazolam and
rectal diazepam for treatment of prolonged seizures in
childhood and Adoloscence: a randomisedtrial. Lancet
1999: 353: 623-26.

Paul Howard, Robert twycross, John Shuster, Mary
Milhalyo, Andrew Wilcock. Benzodiazepines. Journal of

20.

21.

22.

23.

24.

25.
26.

27.

28.

E-ISSN: 0975-8232; P-ISSN: 2320-5148

pain and symptom management. May 2014, vol.47, issue
5:955-964.

Young Eun Moon et al, Paradoxical reaction to midazolam
in children. Korean J Anesthesiol. 2013 Jul; 65(1):2-3.
Medicines and Health products Regulatory Agency. Drug
safety update. Buccal midazolam (Buccolam): new
authorised medicine for paediatric use — care needed when
transferring  from unlicensed formulations October
2011;5(3):A2.

Tomlin S. Medicines tailored for children - the
introduction of buccal midazolam. Pharm J 2011; 287:161.
Expert committee on pediatric epilepsy, IAP “Guidelines
for Diagnosis and management of childhood epilepsy, Aug
2009.

Government of India — coverage evaluation survey (CES),
National fact sheet, 2009.

WHO child growth standard charts 2006.

B .Talukdar, B Chakrabarty. Efficacy of buccal midazolam
compared to intravenous diazepam in controlling
convulsions in children: A randomized controlled trial.
Brain and development 31(2009) 744-749.

Lahat E, Goldman M, Barr J. Comparison of intranasal
midazolam with intravenous diazepam for treating febrile
seizures in children: Prospective randomized study. BMJ
2000; 320:83-6.

Kutlu NO, Dogrul M, Yakinci C, Soylu H. Buccal
midazolam for treatment of prolonged seizures in children.
Brain Dev 2003 Jun; 25(4):275-8.

How to cite this article:
Sharma J, Agrawal A, Chopra VS, Gaur P and Jhingran S: Buccal Midazolam: Could It Be an Alternative for I/\V Diazepam For Acute
Seizures In Malnourished Children. Int J Pharm Sci Res 2015; 6(3): 1336-41.doi: 10.13040/1JPSR.0975-8232.6 (3).1336-41.

All © 2013 are reserved by International Journal of Pharmaceutical Sciences and Research. This Journal licensed under a Creative Commons Attribution-NonCommercial-ShareAlike 3.0 Unported License.

This article can be downloaded to ANDROID OS based mobile. Scan QR Code using Code/Bar Scanner from your mobile. (Scanners are
available on Google Playstore)

International Journal of Pharmaceutical Sciences and Research

1341



