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ldentification of new studies via databases and registers

c Records removed before screening:
2 Records identified from: Duplicate records (n = 201)
E Databases (n = 3,478) —= Records marked as ineligible by automation
E Registers (n = 0) tools (n=0)
= Records removed for other reasons (n = 0)
Records screened Records excluded
{n=23277) (n =3,264)
= Reports sought for retrieval Reports not retrieved
= .
E (n=13) {n=1)
’ l
o Reports excluded:
Reports assfess.:g for eligibility Wrong publication type (n = 5)
n=12) Wrong study design (n = 4)
MNew studies intluded in review
b (n=3)
3 Reports of new included studies
£ (h=0)
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("status epilepticus”[MeSH Terms] OR “status
1 epilepticus” [Title/Abstract]) 16,048

“anticonvulsants”[MeSH Terms] OR
“anticonvulsants”[Title/Abstract] OR “diazepam”[MeSH Terms]
2 OR “diazepam”[Title/Abstract] OR “midazolam”[MeSH Terms] OR 148,993
“midazolam”[Title/Abstract] OR “lorazepam”[MeSH Terms] OR
“lorazepam”[Title/Abstract]

(randomized controlled trial[pt] OR controlled clinical trial[pt] OR
randomized[tiab] OR placebo[tiab] OR drug therapy[sh] OR
randomly[tiab] OR trial[tiab] OR groups[tiab] NOT (animals [mh]
NOT humans [mh]))

5,314,975

4 #1 and #2 and #3 3,079
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1 VZ. VN4 YT BT 3 RS LT\ a L 329/448 (73.4%) 282/445 (63.3%) 1.16 (1.06,1.27) 101 more per @@@@ EIVN
- 1,000 o
B (38 more ]
to 171 more)
RIEEF
1| svrate | macne | maone | macme | gEmcma mL SUMB(114%) | 47MAS(106%) | 108(074,157) | Bmore per 1O K
. 1,000
S (27 fewer K&
to 60 more)
SEHE
1 Sy xnll YU b3 R TR JEH T RA o L 63/448 (14.1%) 64/445 (14.4%) 0.98 (0.71,1.35) 3 fewer per @@OO LN
- 1,000
U (42 fewer 39
to 50 more)
NGl
1 58 G 70 Uy TEHI G 70 s EHI G 7o s A E % 6.7+ 10 55+6.4 1,20 (-0.24, 2.64 1 fewer per
I I N L (024,266) | Tiewerp ®a0O0 B
AR (3 fewer K
To0 fewer)

ClI: Confidence interval; RR: Risk ratio

Explanations

a. OIS 7= LT Y (/0 AHf 3201448 (73.4%). *HIEE 282/445 (63.3%). a=0.05, Power=0.8 & LT, ¥ v 744 4 X3&EE 332 4 F), SHEXM 1 2B Tuin

b. OIS %7z L Tk & (/0 AR 51/448 (11.4%). W HREF 47/445 (10.6%). a=0.05, Power=0.8 & L C. ¥ v 7 AH 4 XIIEHF 24011 £5F), S EKREZBEVTw2
c. OIS Ziili7z L T & F (i AE 631448 (14.1%). X HAHE 64/445 (14.4%). a=0.05, Power=0.8 & LT, # ¥ F A+ A4 XIFHHE 213129 263, (SIHEXE 2 HRRIE 2 ¥\ T 2
d. OIS %7z L T 53 (a=0.05, Power=0.8 & LT, # ¥ F A+ A RiF 1718 %), (SHHXM ARG Z B\ c\n 3
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2 AZ PN (4 YT HEA T LT VYl a L 72/103 (69.9%) 54/101 (53.5%) 1.16 (1.06, 1.27) 86 more per @@@O GiON
- 1,000
i (32 more 53l
to 144 more)
T
2 AZ N4 37 N HHITwn WAICRw FEH T HRA o L 5/105 (4.8%) 3/108 (2.8%) 1.08 (0.74, 1.57) 2 more per @@OO FA
- 1,000
i (7 fewer i3
to 16 more)
SEHE
1 aAZPN(4 WAIT HAITR v 3 e JEH T Y o L 7166 (10.6%) 6/68 (8.8%) 1.20 (0.43, 3.39) 18 more per @@OO A
- 1,000
U (50 fewer 39
to 211 more)
TR AR R
1 VAZ.FN(4 b2 37 e b2 37 e BT VEYI| ¢ L 49/65 (75.4%) 52167 (77.6%) 0.97 (0.80, 1.17) 23 fewer per @@@O A
- 1,000
B (155 fewer il
to 132 more)

ClI: Confidence interval; RR: Risk ratio

Explanations

a. OIS i 7= LT\ a7\ 28 (v AT 721103 (69.9%). SRR 54/101 (53.4%). a=0.05, Power=0.8 & LT, ¥ ¥ 7 A4 4 X3&EE 135 4 5), (SHERXMAHEIKRBIEZ B cuvikn
b. OIS %7z L T3 & (/i AR 5105 (4.8%). xTIRTE 31108 (2.8%). a=0.05, Power=0.8 & LT, # v F A4 4 XIZKEE 1433 450), (SHEXFEAHKRBEZ BT w 3

c. OIS Ziili7= L T o F (/o ARE 7/66 (10.6%). RIEHE 6/68 (8.8%). a=0.05, Power=08 & LT, ¥ v 7 A% 4 X 3% 4243 20, (SHEXEAHRBMEZ BTV 2

d. OIS (Zifi 7z L Ty 7Zn W 28(4 AJE 49085 (75.4%). S IARE 52167 (77.6%). a=0.05. Power=0.8 & LT, # ¥ F A4 A X3 5HE 5830 %), (SHXE ARG Z By cuvzn
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Lorazepam Diazepam Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Rand 95% Cl Year M-H, d 95% CI
Leppik 1983 33 37 25 33 70.0% 1.18[0.94, 1.47] 1983 b
Alldredge 2001 39 66 29 68 30.0% 1.39[0.99, 1.95] 2001 =
Total (95% CI) 103 101 100.0% 1.24 [1.03, 1.49] S
Total events 72 54
Heterogeneity: Tau® = 0.00; Chi® = 0.78, df = 1 (P = 0.38); I¥ = 0% f t t | t t
01 o2 05 2 I
Test for overall effect: Z = 2.23 (P = 0.03) Favours Diazapam Favours Lorazepam
Lorazepam  Diazepam Risk Ratio Illsk llatla
Study or Subgroup  Events Total Events Total Weight M-H, d 95% Cl__ Year
Leppik 1983 0 40 ] 41 Mot estimable 1983
Alldredge 2001 5 65 3 67 100.0% 1.72 [0.43, 6.90] 2001
Total (95% CI) 105 108 100.0% 1.72 [0.43, 6.90]
Total events 5 3
Heterogeneity: Not applicable ID o1 I
Test for overall effect: Z = 0.76 (P = 0.45) : F:wours Lorazepam Favours Dlazepam
= SR A
KB
Lorazepam Diazepam Risk Ratio Rlsk llatla
Study or Subgroup  Events Total Events Total Weight M-H, Rand 95% Cl_ Year
Alldredge 2001 7 66 6 B8 100.0% 1.20 [0.43, 3.39] 2001
Total (95% CI 66 68 100.0% 1.20 [0.43, 3.39]
Total events 7 6
Heterogeneity: Not applicable b1 I In
Test for overall effect: Z = 0.35 (P = 0.73) Favnurs LnrazePAm avaurs DlazepAm
$R 2 =y !
PR S R i B 4T
Lorazepam Diazepam Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, d 95% Cl Year 95% CI
Alldredge 2001 49 65 52 &7 100.0% 0.97 [0.80, 1.17] 2001
Total (95% €I 65 67 100.0% 0.97 [0.80, 1.17]
Total events 49 52
Heterogeneity: Not applicable 6 t § t
Test for overall effect: Z = 0.30 (P = 0.76) 1 10
e e Favours Dlazepam Favaurs Lorazepam
= a2’ ,° ~ SN =
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Midazolam Lorazepam Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl  Year M-H, Random, 95% CI
Silbergleit 2012 329 448 282 445 100.0% 1.16 [1.06, 1.27] 2012
Total (95% CI) 448 445 100.0% 1.16 [1.06, 1.27] ‘
Total events 329 282
Heterogeneity: Mot applicable t t t
L7 _ 0.5 0.7 1.5 2
Test for overall effect: Z = 3.21 (P = 0.001) Lorazepam Midazolam
VRS
Midazolam Lorazepam Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% Cl
Silbergleit 2012 51 448 47 445 100.0% 1.08 [0.74, 1.57]1 2012
Total (95% CI) 448 445 100.0% 1.08 [0.74, 1.57]
Total events 51 47
Heterogeneity: Not applicable + + + + +
0.1 D 2 0.5 1 2 5 10
Test for overall effect: Z = 0.39 (P = 0.69) Favours Midazolam Favours Lorazepam
f= [l
KUV R
Lor Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, 95% Cl_ Year [\'A 95% CI
Silbergleit 2012 6.7 10 251 55 6.4 285 100.0% 1.20 [-0.24, 2.64] 2012 T
Total (95% CI) 251 285 100.0% 1.20 [-0.24, 2.64] -
Heterogeneity: Not applicable —Il(l - é IID
Test for overall effect: Z = 1.63 (P = 0.10) Favours Midazolam Favours Lorazepam
Ly = i
N2 39 P et
Midazolam Lorazepam Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% Cl
Silbergleit 2012 63 448 64 445 100.0% 0.98 [0.71, 1.35] 2012
Total (95% CI) 448 445 100.0% 0.98 [0.71, 1.35]
Total events 63 64
Heterogeneity: Not applicable a1 oz o= i 5 t m

Test for overall effect: Z = 0.14 (P = 0.89)

Favours Midazolam Favours Lorazepam
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@ | @ | Bias due to deviations from intended interventions
-~ . Bias in selection of the reported result

@ | @ | Bias arising from the randomization process
@ | @ | Bias in measurement of the outcome

@ | @ | Bias due to missing outcome data
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