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FaLLa991101 9,176 AL WL 7,665 AL SNEF0e

A19199 1 NssnEnNazdnseliiasnnauenisawanung (prehospital)

Benzodiazepine uugihe (Saeaz)

TR UAZIA S ufvnn aadndande WUN19AYN aautn 3Fauq
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Midazolam, mg
<5 3289 (42.9) 648 (8.5) 559 (7.3) 2061 (26.9) 21(0.3)
5 3809 (49.7) 1677 (21.9) 788 (10.3) 1331 (17.4) 13(0.2)
>5and <10 22 (0.3) 6 (0.1) 3(<0.1) 13(0.2) 0
10 541 (7.1) 310 (4.0) 154 (2.0) 72 (1.0) 5(0.1)
>10 4(0.1) 0 0 4(0.1) 0
Total 7665 2641 1504 3481 39

Lorazepam, mg
<2 331 (26.2) 40 (3.2) 18 (1.4) 268 (21.2) 5(0.4)
2 890 (70.4) 188 (70.4) 47 (3.7) 640 (50.6) 15 (1.2)
>2 and <4 2(0.2) 2(0.2) 0 1(0.1) 0
4 35 (2.8) 35 (2.8) 2(0.2) 18 (1.4) 2(0.2)
>4 6 (0.5) 6 (0.5) 2(0.2) 1(0.1) 0
Total 1264 1264 69 928 22

Diazepam, mg
<6 207 (84.5) 18 (7.4) 25 (10.2) 162 (66.1) 2(0.8)
>6 and <10 38 (15.5) 2(0.8) 2(0.8) 29 (11.8) 5(2.0)
Total 245 20 27 191 7

“7;34’1 : Guterman EL, Burke JF, Sporer KA. Prehospital treatment of status epilepticus in the United States. JAMA 2021;

326:1970-1.
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Variable Lorazepam group (N=66) Diazepam group Placebo group
(N=68) (N=71)
No. of patients (%)
Status epilepticus terminated 39 (59.1) 29 (42.6) 15(21.1)
Ongoing status epilepticus 27 (40.9) 39 (57.4) 56 (78.9)
Lorazepam VS. Placebo Lorazepam VS. Diazepam VS.
Diazepam Placebo
Odds ratio (95 percent Cl)
Unadjusted
Adjustedt 5.4 (2.3-13.2) 1.9 (0.9-4.3) 2.8 (1.2-5.9)
4.8 (1.9-13.0) 1.9 (0.8-4.4) 2.3 (1.0-5.9)

"Cl denotes confidence interval.

TEach odds ratio was adjusted for race or ethnic group, the intervals from the onset of status epilepticus to study treatment

and from study treatment to arrival at the emergency department, and cause of status epilepticus within each prognostic

group.

‘17';34'1 : Alldgredge BK, Gelb AM, Isaacs SM, et al. A comparison of lorazepam, diazepam and placebo for the treatment of

out-of- hospital status epilepticus. N Engl J Med 2001;345: 631-7.
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NAMSSNE Lorazepam group Diazepam group Placebo group P value
(N=66) (N=68) (N=71)
No. of patients (%)

WRANANIIAUUEBANAINLNWNANIEW" 0.26

theliinuseile @ ¢ 37 (56.9) 32 (47.8) 45 (63.4)

dheluinusafivedilag 19 (29.2) 18 (26.9) 17 (23.9)

NAUTINY 9(13.8) 17 (25.4) 8 (11.3)

Redam 0 0 1(1.4)
mm?m\iizuuﬂizmwLﬁ'@fni’wvlmm 0.25

Tiwauuuas 49 (75.4) 52 (77.6) 49 (70.0)

daUnAnieszuulszam 11 (16.9) 12 (17.9) 10 (14.3)

\ReTim 5(7.7) 3(4.5) 11 (15.7)
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17;34’1 : Alldgredge BK, Gelb AM, Isaacs SM, et al. A comparison of lorazepam, diazepam and placebo for the treatment of

out-of- hospital status epilepticus. N Engl J Med 2001;345: 631-7.
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Reference Study design Population Comparison Conclusion
(a) Adult
De Haan et al. (2010) Crossover study Adults PR diazepam vs IN IN midazolam is equally
midazolam effective as PR diazepam in a
residential setting.
Fitzgerald et al. (2003) Retrospective Adults |V lorazepam vs PR PR diazepam can be adminis-
review diazepam tered more quickly and reliably
than 1V lorazepam reducing
seizure duration.
Lowenstein et al. (2001) Randomised Adults IV diazepam vs IV IV diazepam and lorazepam
and Alldredge et al. controlled trial lorazepam vs Placebo  are safe and effective for
(2001)* (PHTSE) treating out-of-hospital SE in
adults.
Navarro et al. (2016) Randomised Adults IV levetiracetam + |V The addition of levetiracetam to
controlled trial clonazepam vs IV clonazepam treatment
clonazepam presented no advantage over
clonazepam treatment alone in
the control of GCSE before
admission to hospital
(b) Children
Alldredge et al. (1995) Retrospective Children IV or PR diazepam vs  Diazepam therapy (IV or PR) is
review no treatment safe and shortens the duration

of SE in children.
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Reference

Study design

Population

Comparison

Conclusion

Bassan et al. (2013)

Chin et al. (2008)

Diekmann (1994)

Galustyan et al. (2003)

Holsti et al. (2010)

Mclntyre et al. (2005)

Mpimbaza et al. (2008)

O'Dell et al. (2005)

Prospective
observational

multicentre study

Prospective
population-based

study

Retrospective

review

Retrospective

review

Randomised

controlled trial

Randomised

controlled trial

Randomised

controlled trial

Prospective
observational

study

Children

Children

Children

Children

Children

Children

>6 months

Children (3
months- 12

years)

Children

Demographics, past
medical history, family
history, pre-hospital
management, ED
management, seizure
termination rates prior

to ED arrival.

Demographics,
pre-hospital manage-
ment, ED manage-
ment, seizure termina-
tion, drug dosage,
seizure classification,
rates of respiratory

depression

IV vs PR diazepam

IV (0.2 mg/kg) or PR
(0.5 mg/kg) diazepam
vs IV (0.05 mg/kg) or
PR (0.1 mg/kg)

diazepam.

IN midazolam vs PR

diazepam.

Buccal midazolam vs

PR diazepam

Buccal midazolam vs

PR diazepam.

Demographics,
number of seizures,
seizure type use of PR
diazepam, ED visits,
Quality of life, Parental

stress.

Shorter seizure duration for
children receiving pre-hospital
treatment. Higher seizure
termination rates with IV
diazepam/midazolam com-

pared with PR diazepam.

Adequate doses of rectal
diazepam were recommended,
a third of children were not
given any pre-hospital treat-

ment.

Rectal diazepam is easier and
equally effective compared to
V.

Reduced dose of diazepam is
effective and does not increase

risk of adverse events.

IN midazolam and PR diaz-
epam are equally effective but
IN midazolam is easier to

administer.

Buccal midazolam is more
effective than PR diazepam in
ED.

Buccal midazolam is more
effective than PR diazepam in
ED.

Rectal diazepam may reduce
ED visits and levels of parental

stress.
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Reference Study design Population Comparison Conclusion
Rainbow et al. (2002) Retrospective Children PR (0.5 mg/kg) or IV Midazolam is as effective at
review (0.1 mg/kg) diazepam  controlling seizures as
vs IM (0.15 mg/kg) or  diazepam outside hospital.
IV (0.1 (mg/kg)
midazolam.
Scott et al. (1999) Randomised Young Buccal midazolam vs No significant difference in
controlled trial people PR diazepam. efficacy between treatment or
aged 5-22 in time from administration to
end of seizure.
Silbergleit et al. (2012) Randomised Children  IM midazolam vs IV IM midazolam is at least as
(RAMPART) controlled trial and adults lorazepam. safe and effective as IV
lorazepam for pre-hospital
seizure cessation.
Vilke et al. (2002) Restrospective Children IV midazolam vs IM |V midazolam is more effective
review midazolam. than IM midazolam.
Warden and Frederick Retrospective Children IV (0.25 mg/kg) or PR Midazolam is more likely than
(2006) review (0.50 mg/kg) diazepam diazepam to be given via

vs IV (0.1 mg/kg) or IM
(0.2 mg/kg) mida-

non-1V routes (IM midazolam vs

PR diazepam). Similar rates of

zolam. termination of seizures before
ED arrival or recurrence of

seizures in ED.

Abbreviations: ED, Emergency Department; IV, Intravenous; PR; IN, Intranasal; min, minutes.

*Results and methods of this study reported in two separate papers.

9131 : Osborne A, Taylor L, Reuber M, et al. Pre-hospital care after a seizure: Evidence base and United Kingdom management

guidelines. Seizure 2015; 24: 82-7.
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