Effekter av buprenorfin sammenliknet med metadon hos gravide

RCTer
Utfall hos fosteret
Fosterdad
Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Figcher 2008 0 9 1 9 100.0% 0.33[0.02,7.24 * .
Total (95% CI) 9 9 100.0% 0.33[0.02, 7.24] EEEEE—
Total events 0 1
Heterageneity: Mot applicable I f f f t |
Testfor averall effect Z=0.70(F = 0.48) o1 oz 05 : 5 1
Figur x. Fosterdod
Nyfadtutfall
Fortidlig fodsel
Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Jones 2005 0 g 1 11 10.5% 040[0.02 878 ¢
MOTHER 4 =B 14 73 mes% 038013107 —F—
Total (95% CI) 67 84 100.0% 0.36 [0.13, 0.99] ——en
Total events 4 18
Heterageneity: Tau®= 0.00; Chi®= 0.00, df=1 (P = 0.95) F=0% f t f t f |
Test for overall effect; £=1.98 (P = 0.09) 0102 05 2 5 o
Figur x. For tidlig fadsel
Gestasjonsalder
Buprenorfin Metadon Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Fischer 2006 385 214 8 3rs 13 [ 2.0% 1.00 [1.50, 3.50]
Jones 2005 388 076 9 388 056 11 31.9% 0.00 [F0.60, 0.60]
MCOTHER 391 0.3 8 386 089 21 B6.2% 0.50[0.11,0.89] -
Total (95% Cl) 75 38 100.0%  0.35[-0.00,0.70]
Heterogeneity: Tau®= 0.01; Chif= 214, df= 2 (P = 0.34) P=7% 54 52 3 é j‘
Testfor overall effect Z2=1.95 (P=0.05)
Figur x. Gestasjonsalder (uker)
Vekt
Buprenorfin Metadon Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Fischer 2006 282288 70695 8 2,6088.44 57051 6 56% 23444 [476.73, 845.61]
Jones 2005 3,530.4 4881 9 30018 4003 11 18.0% 528.60[131.55 925.65] e
MOTHER 30937 6529 AR 28785 AREA 73 TE4%  215.20(22.50, 407.90] ——
Total (95% Cl) 75 90 100.0% 272.68 [104.24,441.11] -
Heterogeneity: Tau®=0.00; Chif= 195 df=2 (P=0.38), F=0% |_1 oo -5'E|U o Sﬁltl 1EIDEII

Testfor overall effect: Z= 317 (P = 0.002)

Figur x. Vekt (gram)



Lengde

Buprenorfin Metadon Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Figcher 2006 48,63 4.24 8 4817 248 6 10.6% 0.46 [-3.09, 4.01]
Jones 2005 528 315 9 486 252 11 20.6% 3.20[0.6B, 5.74] e —
MCOTHER 498 38 58 478 43 T3 B8.8% 2.00[0.61,3.39] —i—
Total (95% CI) 75 90 100.0% 2.08 [0.93, 3.24] —al-
Heterogeneity: Tau®= 0.00; Chif= 156, df = 2 (P = 0.46); F= 0% 14 12 p é j‘

Testfor overall effect 2= 3.54 (P = 0.0004)

Figur x. Lengde (cm)

Hodeomkrets
Buprenorfin Metadon Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Fischer 2006 3313 1.73 8 3217 232 [ 9.9% 0.96 [1.28, 3.17] u
Jones 2005 348 192 4 332 1484 11 19.7% 1.70[0.13,3.27] _—
MOTHER 338 228 58 33 2588 73 O70.3% 0.80 [-0.03,1.63] —
Total (95% Cl) 75 90 100.0% 0.99 [0.30, 1.69] ~ai
Heterogeneity: Tau?= 0.00; Chi*=0.99, df= 2 (P=0.61); F=0% 52 _I1 s 1! é

Testfor overall effect 2= 2.80 (P = 0.005)

Figur x. Hodeomkrets (cm)

Sykehusopphold
Buprenorfin Metadon Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean S50 Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Jones 2005 6.8 272 10 g1 249 11 53.0% -1.30 [-3.58, 0.99] ——
MOTHER 10 914 58 175 1282 73 470% -FAO[11.27-273 +— @ —
Total {95% CI) 68 84 100.0% -4.21([-10.28,1.85] “‘*-—
Heterogeneity: Tau®= 16.70; Chi*= 7.62, df=1 (P = 0.008); F= 87% o * 5 t pr
Testfor overall effect Z=1.36 (P =017}
Figur x. Sykehusopphold (dager)
Neonatalt abstinenssyndrom (NAS)
Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Fischer 2006 3} a 3 6 10.6% 1.25[0.48, 3.29] I —
Jones 2005 2 10 g 11 5.0% 0.44 [0.11,1.78]
MOTHER 27 58 41 T3 B4.3% 0.83[0.98,1.17] —-
Total (95% CI) 76 90 100.0% 0.84 [0.61,1.15] <
Total events 34 19
Heterageneity: Tau®=0.00; Chi*=1.48 df=2 (P= 048}, F=0% R o' 1 t o

Test for averall effect Z=110{F=0.27)

Figur x. Neonatalt abstinenssyndrom (NAS)

NAS-behandlingsvarighet

Buprenorfin Metadon Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Fischer 2006 48 28 5 5.3 15 3 520%  -0.50[3.56, 2.56]
MOTHER 41 T.62 58 9.9 1367 73 48.0% -580F9.50,-2100 ——— @ ——
Total (95% CI) 63 76 100.0%  -3.04[-8.23,2.15]
. P ARiE= _ _ e \ . : ,
Heterogeneity: Tau*=11.05, Chi¥= 469 df=1 (P =0.03); F=79% o = b i e

Testfor overall effect £=1.15({F = 0.25)

Figur x. NAS-behandlingsvarighet (dager)



Utfall hos kvinnen: rusmiddelbruk under svangerskapet

Opiatbruk (urin)
Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
MOTHER 4] a8 4 73 100.0% 1.89[0.56, 6.38]
Total (95% CI) 58 73 100.0%  1.89 [0.56, 6.38] ——e g —
Total events G 4
Heterogeneity: Mot applicable I f f f 1 |
Testfor overall effect Z=1.02 (P =031} 01 0z 0.5 ? 5 10
Figur x. Opiatbruk (urin)
Benzodiazepinbruk (urin)
Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
MOTHER 3 a8 1 T3 100.0% 378040, 35.39] ¥
Total (95% CI) 58 73 100.0%  3.78 [0.40, 35.35] e
Tatal events 3 1
Heterageneity: Mot applicable I f f f t |
Testfor overall effect =116 (P =024} 01 02 05 ? 5 10
Figur x. Benzodiazepinbruk (urin)
Kokainbruk (urin)
Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
MOTHER 5 a8 4 73 100.0% 1.487 [0.44, 5.60]
Total {95% CI) 58 73 100.0% 1.57 [0.44, 5.60] ——e R —
Total events i 4
Heterogeneity: Mat applicable '0.1 D:2 D:S ﬁ é 1|J.

Testfor overall effect Z=070 (P =0.43)

Figur x. Kokainbruk (urin)




Observasjonsstudier

Utfall hos fosteret
Fosterdgd
Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 > 50 % i LAR hele svangerskapet
Kakko 2008 2 47 0 35 18.49% 375018, 74.73) »
Lacraix 2011 2 80 1 90 28.1% 2.001[0.18, 21.67] & *
YWhitham 2010 3 52 ] 39 197% 528 [0.28, 99.40] +
Subtotal (95% CI) 189 164 66.7%  3.14 [0.65,15.20] e —
Total events T 1
Heterogeneity; Tau® = 0.00; Chi*= 027, df= 2 (P = 0.87), F=0%
Testfor overall effect Z=143{F=015)
1.1.2 Andel av svangerskapet i LAR ikke spesifisert
Lerman 2018 1 an 5 4B 33.3% 0.27[0.03,2.28] +
Subtotal (95% CI) 311 416 33.3% 0.27 [0.03, 2.28] =——
Total events 1 3
Heterogeneity: Mot applicable
Testfor ovarall effect Z=1.21 (P =0.23)
Total (95% Cl) 500 580 100.0% 1.40 [0.35, 5.64] ——e———
Total events 8 3
Heterageneity: Tau®=0.33; Chi*= 3.57, df= 3 (P = 0.31) F=16% f t f t f |
Test for overall effect: Z= 047 (P = 0.64) 0102 05 Z 5 o
Testfor subgroup differences: Chi*=3.30, df=1{F=0.07), F= 63.7%
Figur x. Fosterdagd
Intrauterin veksthemming
Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup Events Tofal Events Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.3.1 Alle i LAR > 50 % av svangerskapet
Wavrinkava 2007 4 38 3 32 B.O0% 112 0,27, 4.649]
Subtotal (95% CI) 38 32 6.0% 1.12 [0.27, 4.65] ——e——
Total events 4 3
Heterogeneity: Mot applicable
Testfor overall effect Z= 016 (P =0.87)
1.3.2 = 50 % i LAR hele svangerskapet
Bier hele 2015 9 a5 18 165 207% 1.50[0.72,314] T
Lejeure 2001 49 159 | 101 734% 0.82 [0.58,1.15] —-
Subtotal (95% CI) 214 266 94.0% 1.01 [0.57,1.78] "*'
Total events 58 56
Heterogeneity: Tau®= 0.10; Chi®= 212, df=1 (P = 0.18); F= 53%
Testfor overall effect: Z= 004 (P =0.97)
Total (95% Cl) 252 298 100.0% 0.95 [0.67, 1.34] -‘-
Total events G2 59
Heterogeneity: Tau®= 0.01; Chi®= 2.20, df= 2 (P = 0.33); F= 9% TR s 3 R

Testfor overall effect: 2= 0.31 (P = 0.76)

Testfor subgroup differences: Chi*=0.02, df=1{F = 0.84), F= 0%

Figur x. Intrauterin veksthemming




Dgdfodsel

Buprenorfin
Study or Subgroup Events Total

Metadon Risk Ratio
Events Total Weight IV, Random, 95% Cl

Risk Ratio
IV, Random, 95% CI

1.2.1 Alle i LAR > 50 % av svangerskapet

hleyer 2016 2 363
Subtotal (95% CI) 363
Total events 2

Heterageneity: Mot applicable
Testfor owerall effect: Z=153(FP=013)

1.2.2 > 50 % i LAR hele svangerskapet

Kelty 2017 2 124
Lacroix 2011 1 90
Subtotal (95% CI) 214
Total events 3

5 253 38.3%  0.28[0.05, 1.43)
253 38.3%  0.28[0.05, 1.43]

5

1199 225% 321 (0.29, 35.03)

245 228%  0.25[0.02, 2.68]
244 453%  0.89 [0.07, 10.88]

3

Heterogeneity: Tau®=1.78; Chi*=2.21, df=1 (P =014}, F= 55%

Testfor overall effect: Z=0.09 (P =083

1.2.3 Andel av svangerskapet i LAR ikke spesifisert

Mechanska 2018 Tsjekkia 0 152
Subtotal (95% CI) 152
Total events 0

Heterogeneity: Mot applicable
Testfor overall effect: Z=148 (P=0.14)

Total (95% CI) 729
Tatal events ]

4 152 164% 0.11 [0.01, 2.08]
152 16.4% 0.11 [0.01, 2.05]

4
649 100.0% 0.41[0.11, 1.48]

12

Heterogeneity: Tau®= 0.44, Chi®= 4.00, df=3 (P = 0.26), F= 25%

4 =
e—

+*

4 -

“-—

—e N —

Testfor overall effect: Z=1.37 (P=017) 0102 05 2 10
Testfor subaroup differences: Chi*=1.18, df= 2 (P = 0.55), F= 0%
Figur x. Dgdfadsel
Nyfodtutfall
Fortidlig fadsel
Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.4.1 Alle i LAR > 50 % av svangerskapet
Metz 2014 1 26 B 51 0.5% 0.33[0.04, 287 *
Mever 2016 36 361 43 248 11.4% 0.58 [0.38, 0.87] I —
Wavrinkova 2007 10 38 7 32 31% 1.20[0.52, 2.80] — ]
Subtotal (95% CI) 425 331 14.9% 0.69 [0.40, 1.20] e
Total events 47 a6
Heterogeneity: Tau®= 0.08; Chi*=2.81, df=2 (P = 0.29), F=29%
Testfor overall effect: Z=1.32 (P=019)
1.4.2 > 50 % i LAR hele svangerskapet
Bakstad 2009 1 12 1 26 0.3% 217015, 31.79] +
Lacroix 2011 16 a5 4 40 21% 1.88 [0.67, 5.27] —
Lejeuna 2001 16 159 16 101 5.1% 0.64 [0.33, 1.21] —
Subtotal (95% CI) 256 167 7.4% 1.06 [0.45, 2.51] ———
Total events 33 al
Heterogeneity: Tau®= 0.25; Chi*= 3.50, df=2 (P =017}, F= 43%
Testfor owerall effect: Z=0.13 {F = 0.84)
1.4.3 Andel av svangerskapet i LAR ikke spesifisert
Basselin 2011 15 a2 10 24 449% 0.44[0.23, 0.85] e —
Brandt 2014 1 29 4 39 05% 0.34[0.04, 2.85) +
Brogly 2018 (1) 99 543 195 477 29.2% 0.56 [0.45, 0.70] ——
Brogly 2018 (2) 10 58 11 55 3E6% 0.86 [0.40, 1.87] -1
Lernaon 2018 43 309 103 407 16.9% 0.55 [0.40, 0.76] —
Mechanska 2018 Morge ] 97 9 49 2.0% 0.57 [0.20, 1.63] —
MNechanska 2018 Tsjekkia 25 182 25 152 74% 1.00 [0.60, 1.66) [ —
MNorgaard 2015 25 167 41193 87% 0.70[0.45,1.11] T
Wrst 2016 14 176 7 52 30% 0.59 [0.25, 1.39] —
Subtotal (95% CI) 1613 1498  77.6% 0.60 [0.52, 0.70] L 3
Total events 237 365
Heterogeneity: Tau®= 0.00; Chi*=7¥.02, df=8 (P=053); F= 0%
Test for averall effect: Z= 6.68 (P < 0.00001)
Total {95% CI) 2294 1996 100.0% 0.64 [0.55, 0.74] L 2
Total events v 442
Heterogeneity: Tau®= 0.01; Chi*=15.33, df=14 (P = 0.36); F= 9% T1 02 05 3 0

Testfor owerall effect: £=5.89 (P = 0.00001)

Testfar subgroup differences: Chi®=1.76, df= 2 {P =041}, F=0%

Figur x. For tidlig fadsel




Liten forgestasjonsalder

Risk Ratio
Weight IV, Random, 95% CI

Risk Ratio
IV, Random, 95% CI

Buprenorfin Metadon

Study or Subgroup Events Total Events Total
1.5.1 Andel av svangerskapet i LAR ikke spesifisert

Brogly 2018 (1) 54 543 B1 477
Manda 2015 3 27 g 21
Mechanska 2018 Morge il 97 10 99
Mechanska 2018 Tsjekkia 21 152 19 152
Morgaard 2015 4 167 7193
Pritham 2009 i 16 14 138
Tolia 2018 158 1162 400 2202
Wigrst 2016 161 176 51 52
Subtotal (95% CI) 2340 3332
Total events 406 867

124%  0.78[0.55,1.10]
11%  047[013,1.73
17%  0.511[0.18,1.44]
52%  1.11[0.62,1.97]
13%  066(0.20,2.27]
02%  0.29[0.02 4.45]

296%  0.75[0.63,0.89]

484%  0.93[0.88,0.99)

100.0%  0.84[0.73,0.97]

Heterogeneity: Tau®=0.01; Chi*=1011, df =7 (F=018); F=31%

Testfor overall effect: 2= 246 (P =0.01)

4
+

[

n

01 02 0.4 10
Figur x. Liten for gestasjonsalder
Gestasjonsalder

Buprenorfin Metadon Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Random, 85% CI IV, Random, 95% Cl
1.6.1 Alle i LAR > 50 % av svangerskapet
Metz 2014 39.65 1.62 26 3858 192 a1 B.1% 1.06[0.24,1.88]
Meyer 2016 392 #1.8 361 382 3937 148 0D1% 1.00[-5.53, 763 ¢ »
Wavrinkova 2007 386 37 38 373 36 32 14% 1.30 [-0.41,3.01] —
Subtotal (95% CI) 425 in 7.6% 1.10 [0.37,1.83] -‘-
Heterogeneity: Tau®= 0.00; Chi*=0.06, df=2 (P =097), F=0%
Testfor overall effect: Z=295{P=0.003)
1.6.2 > 50 % i LAR hele svangerskapet
Bakstad 2009 392 21 12 393 1.6 25 23%  -D10[1.44,1.24] I E—
Bierhele 2015 38 3 55 3744 3 165 4.9% 081 [-0.41,1.43] e
Kakko 2008 394 2 47 386 1.4 B/BOTI% 0.90[0.15, 1.648] —
Kelty 2017 381 26 124 3ITT 3189 10.3% 0.40[-0.22,1.02] T
Whitharn 2010 3873 1.95 30 3808 1495 22 3E6% 0.64 [-0.43,1.71] -
Subtotal (95% CI) 268 447 28.1% 0.54 [0.16, 0.91] &>
Heterogeneity: Tau®= 0.00; Chi*=1.98, df=4 (F=074), F=0%
Testfor overall effect: 2= 2.77 (P = 0.008)
1.6.3 Andel av svangerskapet i LAR ikke spesifisert
Brandt 2015 39.24 203 29 389 22 38 40% 0.34 [-0.67,1.38] [ I
Lernon 2018 385 25 309 374 29 407 228% 1.10[0.70,1.50] —
Pritham 2004 383 18 15 377 21 133 43% 0.60 [-0.38, 1.58] I —
Serra 2017 393 1.3 86 384 1.3 268 331% 0.40[0.08,0.72] .-
Subtotal {95% CI) 439 847 64.2% 0.66 [0.21,1.11] <
Heterogeneity: Tau®=012; Chi*=7.73, df =3 (F=0.08); F=61%
Testfor overall effect: £=2.86 (F=0.004)
Total (95% CI) 1132 1625 100.0% 0.66 [0.45, 0.86] [
Heterogeneity: Tauf= 0.01; Chif= 11.60, df=11 (P = 0.39); F= 5% 14 12 B ) jl

Testfor overall effect: £=6.27 {F = 0.0000

1

Testfor subaroup differences: Chi®=1.82, df=2 (P =040}, F= 0%

Figur x. Gestasjonsalder (u

ker)



Vekt

Testfor overall effect 2= 3.34 (P =0.0009)

Testfor subaroup differences: Chi*= 258, df=2 (P=0.28), F=225%

Figur x. Lengde (cm)

Buprenorfin Metadon Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.7.1 Alle i LAR > 50 % av svangerskapet
Metz 2014 3151.08 54164 26 2729068 51048 a1 4.3%  422.02[171.07, 672.97]
Meyer 2016 3,143.3 5789 381 28997 5831 248 16.8% 243.60[149.62 337.58] —
Wavtinkowa 2007 3,050 485 38 2,900 GAE 32 37% 15000 [-124.66, 424 66] I
Subtotal (95% CI) 25 331  24.8% 259.12 [154.81, 363.43] <
Heteragenelty: Tau®= 16687.33; ChF= 2.32,df= 2 (P = 0.313; F=14%
Test for overall effect: 2= 4.87 (P = 0.00001})
1.7.2 > 50 % i LAR hele svangerskapet
Bakstad 2009 3,130 416 12 3,140 528 26 3.0% -20.00 [330.79, 290.749] I E—
Eierhele 2015 2,895 a69 A5 275186 46245 165 8.4% 14344 2267, 308.55] T
Lacrai 2011 2,892 506 85 2,713 634 40 53% 179.00[-44.99, 402.99] T
Whitharn 2010 308552 511.65 30 2,749.09 48432 22 37% 306.43 [33.52,579.34] -
Subtotal (95% CI) 182 253  20.4% 158.51 [46.68, 270.35] <
Heterogeneity: Tau®= 0.00; ChF = 2.46, df= 3 (P = 0.48); F= 0%
Testfor overall effect 7= 278 (P = 0.005)
1.7.3 Andel av svangerskapet i LAR ikke spesifisert
Brandt 2015 305597 47229 29 290585 51454 38 4.8% 150.02 [65.83, 385.87] —_
Lemon 2018 2,999 &892 309 2,734 B193 407 1TE%  265.00[175.75, 354.25] —
Manda 2015 3,039 559 27 2,901 526 1 3.0% 138.00[170.33, 446.33] I —
Ptitham 2009 3,196.5 5086 15 31327 26951 133 1.1% B3.80 [461.60, 589.20]
Tolia 2018 3,135 477 1162 3,000 467 2202 28.3% 135.00[101.35, 168.65] =
Subtotal (95% CI) 1542 2802 54.8%  177.29 [97.18, 257.41] <
Heterogeneity: Tau® = 3065.35; Chi*=7.25, df=4 (P = 012); F= 45%
Testfor overall effect Z=4.34 (P <= 0.0001)
Total (95% Cl) 2149 3386 100.0% 193.92 [137.64, 250.19] &
Heterogeneity: Tau®= 2618.21; Chif= 17 24, df= 11 (P = 0.10); F= 36% k - t |
Testfor overall effect 2= 6.75 (P = 0.00001}) 1000 500 o 500 1000
Testfor subaroup differences: Chi*= 2.05, df= 2 (P = 0.36), F=2.3%

Figur x. Vekt (gram)
Lengde

Buprenorfin Metadon Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.8.1 Alle i LAR > 50 % av svangerskapet
Metz 2014 50,23 3.28 26 4826 33 a1 10.8% 1.97[0.42, 3.52] -
Subtotal (95% CI) 26 51 10.5% 1.97 [0.42, 3.52] ——e
Heterogeneity: Mot applicable
Testfor overall effect £=2.49 (P=0.01)
1.8.2 > 50 % i LAR hele svangerskapet
Bakstad 2009 485 1.4 12 478 26 26 15.6% 0.70 [-0.58,1.98] I e
kakka 2008 484 24 47 476 22 36 247% 0.80[0.21,1.81] I
Lacroix 2011 476 24 88 471 3 40 221% 0.50 [[0.57,1.57] I
Whitham 2010 4793 2454 30 4652 252 22 131% 1.41[0.02, 2.80] —
Subtotal (95% CI) 174 124  75.5% 0.80[0.22,1.38] e
Heterogeneity: Tau®= 0.00; Chi*=1.06, df= 3 (P=0.79; F=0%
Testfor overall effect £=2.70 (P = 0.007)
1.8.3 Andel av svangerskapet i LAR ikke spesifisert
Brandt 2014 4934 27H 29 49 287 39 13.8% 0.34 [-1.01,1.649] I
Subtotal (95% CI) 29 39 13.9% 0.34 [-1.01,1.69] —aii——
Heterogeneity: Mot applicable
Testfor overall effect Z=049 (F=062)
Total (95% CI) 229 214 100.0% 0.86 [0.35, 1.36] S =
Heterogeneity: Tau® = 0.00; Chi®= 3.64, df= 5 (P = 0.60), F= 0% 1_4 12 p é 4!



Hodeombkrets

Buprenorfin Metadon
Study or Subgroup Mean SD Total Mean SD Total Weight

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

1.9.1 Alle i LAR > 50 % av svangerskapet

Metz 2014 3386 174 26 3283 172 a1 16.1%
Subtotal (95% CI) 26 51 16.1%

Heterogeneity: Mot applicable
Testfor overall effect Z=150 (F=013)

1.9.2 > 50 % i LAR hele svangerskapet

Bakstad 2009 43 17 12 3349 1 26 10.1%
Kakko 20082 414 47 338 145 I/ 27I%
Whitharm 2010 337 1 a0 3265 1.34 22 148%
Subtotal (95% CI) 89 84  52.1%

Heterogeneity: Tau*= 0.04; Chi*=2.48 df= 2 (P =024} F=19%
Testfor averall effect Z2=1.89 (P = 0.06)

1.9.3 Andel av svangerskapet i LAR ikke spesifisert

Brandt 2015 3378 143 29 3344 235 |\ 127%
Pritham 2009 338 12 15 329 26 129 191%
Subtotal (95% CI) 44 168 31.8%

Heterogeneity: Tau® = 0.00; Chi*=0.85, df =1 (P =0.36);, F=0%
Testfor overall effect Z2=2.27 (P=0.02)

Total {95% CI) 159 303 100.0%
Heterogeneity: Tau®= 0.00; Chi*= 362, df =5 P =0.61); F=0%
Testfor overall effect 2= 3.37 (P = 0.0008)

Testfor subgroup differences: Chif=10.21, df= 2 (P=0.90), F= 0%

Figur x. Hodeomkrets (cm)

Medfgdte misdannelser

Buprenorfin Metadon

063 [-0.19,1.45]
0.63 [-0.19, 1.45]

0.40 F0.64,1.44]
0.20 [0.43,0.83]
1.05[0.18,1.91]
0.50 [0.02, 1.02]

0.34 [0.58,1.26]
0.90[0.14, 1.66]
0.68 [0.09, 1.26]

0.57 [0.24, 0.90]

Risk Ratio

Study or Subgroup Events Tofal Events Total Weight IV, Random, 95% Cl

N
—e——
_—
e —
R
el
-
22 -1 0 ' 2
Risk Ratio

IV, Random, 95% CI

1.10.1 Alle i LAR = 50 % av svangerskapet

Meyer 2016 1 261 1243 1.4% 0.
0

69 [0
.69 [0.04,10.93] = —
——e——

Subtotal (95% CI) 361 248 1.4%
Total events 1 1

Heterageneity: Mot applicahle

Testfor overall effect Z= 027 (P =0.79)

1.10.2 = 50 % i LAR hele svangerskapet

Lacraix 2011 g 90 2 5 41%
Subtotal (95% CI) 90 45 4.1%
Total events g 2

Heterogeneity: Mot applicahle
Testfar owerall effect Z=0.27 (P =0.78)

1.10.3 Andel av svangerskapet i LAR ikke spesifisert

Easselin 2011 4 a2 1 24 23%
Huang 2010 0 43 3 19  1.2%
Lermaon 2018 27 309 50 407 52.9%
Morgaard 2014 14 167 20 183 24.6%
Wiurst 2016 1 176 ] 52 13.6%
Subtotal (95% CI) T 695 94.6%
Total events 55 82

Heterogeneity: Tau®=0.04; Chi®= 4.87 df=4 (P= 030}, F=18%
Testfor overall effect Z= 215 {F =0.03)

Total (95% Cl) 1228 988 100.0%
Total events 1 85

Heterogeneity: Tau® = 0.00; Chi*= 547 df=6 (P = 0.449) F=0%
Testfor overall effect 2= 239 {F =0.02)

Testfar subgroup differences: Chif= 064, df= 2 (PF=073), F=0%

Figur x. Medfodte misdannelser

04,1083 +

[\
i

a.
0.

5, 6.19]
5,6.19]

—_.—
[

1
1.

117 [0.14,9.89]

0.06 [0.00, 1.20]
0.71 [0.4,1.11]
0.81 [0.42,1.55]

0.37 [0.15, 0.59]
0.64 [0.42, 0.96]

0.67 [0.49, 0.93]
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Sykehusopphold

Buprenorfin Metadon
Study or Subgroup  Mean SD Total Mean SD Total Weight

Mean Difference
IV, Random, 95% CI

Mean Difference
IV, Random, 95% Cl

1.11.1 Alle i LAR > 50 % av svangerskapet

Metz 2014 13492 733 26 2936 17.94 81 206%
Subtotal (95% CI) 26 51 20.6%
Heterogeneity: Mot applicahle

Test for averall effect £2=5.33 (P = 0.00001)

1.11.2 > 50 % i LAR hele svangerskapet

Eier hele 20145 21 13 85 3983 192 165 224%
Kakko 2008 9.4 8.4 47 197 188 36 19.0%
Subtotal (95% CI) 102 201 41.4%
Heterageneity: Tau®= 28.93; Chi*=4.48, df=1 (P=0.03); F=78%

Test for overall effect 2= 3.48 (P =0.0005)

1.11.3 Andel av svangerskapet i LAR ikke spesifisert

Brandt 2015 19.23 1303 21 2343 116 28 18.3%
Pritham 2009 137 1148 16 213 128 134 197%
Subtotal (95% CI) 37 162 38.0%
Heterageneity: Tau®=0.00; Chi®= 080, df=1 (P =0.48); F=0%

Test for averall effect 2= 257 (P =0.01)

Total (95% Cl) 165 414 100.0%

Heterogeneity: Tau®=28.95, Chi*=16.89, df= 4 (P =0.002); F=76%
Test for overall effect: 2= 4.20 (F = 0.0001)
Test for subgroup differences: Chi*= 7.38,df=2(P=002), F=73.0%

Figur x. Sykehusopphold (dager)

Neonatalt abstinenssyndrom (NAS)

S5 44 -21.11,-9.77]
-15.44 [-21.11, -9.77]

-18.93 [-23.45,-14.41]

-10.30 [-16.89,-3.71]
-14.96 [-23.39, -6.53]

420 [11.24, 2.84]
-7.60 [F13.81,-1.39]
6.11 [10.77, -1.46]

-11.64 [-17.07, -6.21]

[ —

-~

Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.12.1 > 50 % i LAR hele svangerskapet
Bakstad 2009 3 12 14 26 3.8% 1.16[0.69, 1.84] I —
Bier hele 2015 45 ili] 145 165  BE% 0.493[0.81,1.07] -7
Kakko 2008 7 47 19 36 23% 0.28[0.13, 0.60]
Lacraix 2011 35 84 25 40 5E% 0.66 [0.46, 0.83] —
Lejeune 2001 83 148 43 10 7.0% 1.08[0.84,1.38] T
Whitham 2010 14 30 11 22 34% 0.493[0.53, 1.64] I —
Subtotal {95% Cl) 388 390  30.7% 0.84 [0.66, 1.08] &
Total events 1492 264
Heterogeneity: Tau®= 0.05, Chif=15.30, df=5 (P =0.008), = 67%
Testfor overall effect: Z=1.34 (P=0.18)
1.12.2 Andel av svangerskapet i LAR ikke spesifisert
Basselin 2011 49 a2 14 24 52% 1.02[0.70,1.50] -t
Erandt 2015 21 29 28 39 63% 1.01 [0.75, 1.36] 1
Coulson hele 2018 45 73 70 97 T.8% 0.85[0.69, 1.08] -
Huang 2010 2 43 & 19  07% 015003, 066 ———
Lappen 2018 71 138 195 344 T4H% 0.91[0.75,1.09] T
Lemon 2018 152 309 263 407 BE% 0.76[0.67, 0.87] -
Maragan 2017 1 ] g 16 0.45% 0.40([0.06, 2.47] *
MNanhda 2015 7 27 17 21 2.7% 0.32[0.16, 0.63]
MNechanska 2018 Morge 51 ar a2 99 6.8% 1.00[0.77,1.31] -
MNaorgaard 2015 11 167 106 193 33% 012[0.07,022 —
Pritham 2009 11 16 115 136 58% 0.81[0.58,1.14] T
Talia 2018 1018 1162 1985 2202 94% 0.97 [0.94, 0.89] b
Wurst 2016 41 176 20 52 4E6% 0.61 [0.39, 0.94] —_—
Subtotal {95% CI) 2324 3649 69.3% 0.74 [0.62, 0.88] &>
Tatal events 1480 2889
Heterogeneity: Tau®= 0.06; Chi*= 83.70, df=12 (F < 0.00001); IF= 86%
Testfor overall effect: Z=3.43 (P = 0.00086)
Total (95% CI) 2712 4039 100.0% 0.78 [0.68, 0.89] L 3
Total events 1672 343
Heterogeneity: Tau®= 0.05; Chi*= 9954, df=18 (P = 0.00001}; *F=82% T 0z 0 5 5 10

Test for overall effect: Z=3.71 (P =0.0002)
Testfor subgroup differences: Chi*=0.78, df=1 (P =0.38), F= 0%

Figur x. Neonatalt abstinenssyndrom (NAS)




NAS-behandlingsvarighet

Buprenorfin Metadon
Study or Subgroup Mean SD Total Mean SD Total Weight

Mean Difference
IV, Random, 95% CI|

Mean Difference
IV, Random, 95% CI

1.13.1 Alle i LAR > 50 % av svangerskapet
Metz 2014 6.62 B8.07 26 21.25 21.22 51 311%  -14.63[21.23,-8.03] —a—
Meyer 2016 83 B0 T 133 83 106 17.2% -50.00[7061,-2038) ——
Subtotal {95% Cl) 105 157 48.3%  -30.91 [-65.47, 3.64] I —
Heterogeneity Tau®= 564.57; Chi*=10.26, df= 1 (P = 0.001); F= 0%
Testfor overall effect: Z=1.75 (P = 0.08)
1.13.2 > 50 % i LAR hele svangerskapet
Bakstad 2009 ¥ 23T 12 428 287 26 19.9%  -580[-23.41,11.81] — 1
Subtotal (95% CI) 12 26 19.9%  -5.80 [-23.41, 11.81] -*-—
Heterogeneity: Mot applicahle
Testfor overall effect: Z= 065 (P = 0.62)
1.13.3 Andel av svangerskapet i LAR ikke spesifisert
Brandt 2015 12.38 4956 21 18.86 11.06 28 31.8% -6.48 [12.27,-0.649] —
Subtotal (95% CI) 1 28  31.8% -6.48 [-12.27, -0.69] -
Heterogeneity: Mot applicahle
Testfor overall effect: Z= 218 (P =0.03)
Total (95% CI) 138 211 100.0% -16.38 [-28.52, 4.24] -‘-—
Heterogeneity: Taw®=112.04; Chi*=17.96, df = 3 (P = 0.0005); F=83% t ) t |
Testfor overall effect Z = 2. 64 (P = 0.008) -50 5 b 5 50
Testfor subaroup differences: Chif=1.89, df=2 (P =039, F=0%

Figur x. NAS-behandlingsvarighet (dager)

Utfall hos kvinnen: rusmiddelbruk under svangerskapet

Royking

Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.14.1 Alle i LAR = 50 % av svangerskapet
Meyer 2016 292 363 184 292 129% 1.28[1.18, 1.41] -
Subtotal (95% CI) 363 292 12.9% 1.28 [1.15, 1.41] L
Total events 292 184
Heterogeneity: Mot applicable
Testfor overall effect: 2= 472 (P = 0.00001)
1.14.2 > 50 % i LAR hele svangerskapet
Kelty 2017 96 126 181 188 12.3% 1.001[0.88,1.13] -+
Lacroix 2011 75 90 34 45 11.7% 0.96[0.83,1.11] -
Whitham 2010 27 30 21 22 116% 0.94 [0.81,1.10] -
Subtotal (95% CI) 246 265 35.6% 0.97 [0.90, 1.05] 4
Tatal events 198 211
Heterogeneity: Tau®= 0.00; Chi®= 0.36, df=2 (P =083}, F= 0%
Testfor overall effect: Z=0.71 (P =0.48)
1.14.3 Andel av svangerskapet i LAR ikke spesifisert
Lermon 2018 250 I 336 416 13E6% 1.00[0.93,1.07] +
Mechanska 2018 Morge 76 aa 64 93 11.3% 1.25[1.07,1.47] -
Mechanska 2018 Tsjekkia 60 154 64 1458 81% 0.96 [0.73, 1.26] T
Morgaard 2015 a3 167 148 197 11.0% 0.68 [0.57, 0.80] -
Pritharm 2009 12 16 109 1368 T.A% 0.94 [0.70, 1.26] T
Subtotal (95% CI) T36 1000 51.5% 0.95 [0.78, 1.16] ’-
Total events 483 721
Heterogeneity: Tau®= 0.04; Chi*= 27.72, df=4 (P = 0.0001); I* = 86%
Testfor owerall effect: =052 (F=0.61)
Total {95% CI) 1345 1557 100.0% 0.99 [0.88, 1.12] L 3
Tatal events 973 1116
it = — . i — — SR = Il 1 1 ]

Heterogeneity: Tau®= 0.03; Chi*=50.38, df=8 (P = 0.00001); F=84% 01 D!S é é 1D'

Testfor overall effect: Z= 010 {P =082}

Testfor subaroup differences: Chi®= 1858, df= 2 (P =0.0001), F= 89.2%

Figur x. Rayking
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Alkoholbruk (selvrapportert)

Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.15.1> 50 % i LAR hele svangerskapet
Bakstad 2009 1 12 1 2B 27% 217015, 31.79]
Lacroix 2011 15 a0 6 45 255% 1.25 [0.52, 2.00] —_—
Wihithar 2010 15 a0 1212 T1T% 0,92 [0.54, 1.55] t
Subtotal {95% CI) 132 93 100.0% 1.02 [0.65, 1.58]
Tatal events 3 19

Heterogeneity: Tau*=0.00; Chif=0.72, df=2 (P =0.70); F= 0%
Testfor overall effect Z=0.07 {P=0.54)

Total (95% CI) 132 93 100.0% 1.02 [0.65, 1.58] -~
Tatal events 3 19

Heterogeneity: Tau®= 0.00; Chi*=0.72, df=2 (P=0.70);, F= 0% ' T T

Testfor overall effect Z=0.07 {F = 0.94) o102 u.s :
Test for subaroup differences: Mot applicable
Figur x. Alkoholbruk (selvrapportert)
Opiatbruk (urin)
Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.16.1 Alle i LAR = 50 % av svangerskapet
Metz 2014 17 56 51107 34.4% 0.64 [0.41,0.99] —&—
Subtotal (95% CI) 56 107 34.4% 0.64 [0.41, 0.99] ~—
Total events 17 51
Heterogeneity: Mot applicahle
Testfor owerall effect Z=1.99 (P = 0.05)
1.16.2 > 50 % i LAR hele svangerskapet
Gordan 2012 11 5 T 25 19.89% 1.87 [0.73,3.39] N B —
Subtotal (95% CI) 25 25 19.9% 1.57 [0.73, 3.39] ———
Total events 11 ¥
Heterogeneity: Mot applicable
Testfor overall effect Z=115{F =0.29)
1.16.3 Andel av svangerskapet i LAR ikke spesifisert
Brandt 2015 2 24 8 39 T4% 0.34 [0.08,1.47] #
krans 2016 a7 183 181 608 38.4% 0.59 [0.41, 0.86] —a—
Subtotal (95% CI) 212 64T  45.8% 0.57 [0.40, 0.83] -
Total events 24 159
Heterogeneity: Tau®= 0.00; Chi®= 0.54, df=1 (P = 0.46), F=0%
Test for overall effect 2= 3.00(F = 0.003)
Total (95% CI) 293 779 100.0% 0.71 [0.46, 1.09] i
Total events a7 217
Heterageneity: Tau®=0.09; Chi*= 6.01, df= 3 (P = 0.11); F= 50% =D1 052 D=5 é :=5
Testfor overall effect Z=1.407 (F=012) ’ . ’
Testfar subgroup differences: Chi*= 547, df= 2 (P =0.08), F=63.5%
Figur x. Opiatbruk (urin)
Opiatbruk (selvrapportert)
Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.17.1 > 50 % i LAR hele svangerskapet
Gaordon 2012 11 24 11 18 318% 1.00[0.54,1.87]
Lacroix 2011 14 qn 20 45 34.2% 0.38[0.21, 0.66] —
Withitharn 2010 15 il ] 22 330% 1.22 [0.66, 2.26] —
Subtotal {95% CI) 145 92 100.0% 0.76 [0.36, 1.60] —i
Total events 41 40
Heterogeneity: Tau?=0.33; Chi*=9.06, df=2 (P=0.01); *=78%
Testfor averall effect Z= 071 (P = 0.48)
Total (95% CI) 145 92 100.0% 0.76 [0.36, 1.60] ——ell—
Total events 41 40
Heterogeneity: Tau®= 0.33; Chi®= 9.06, df=2 (P =0.01}); *= 78% b1 0z o' 3 g

Testfor overall effect: Z=0.71 (P = 0.48)
Testfor subaroup differences: Mot applicable

Figur x. Opiatbruk (selvrapportert)



Benzodiazepinbruk (urin)

Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.18.1 Alle i LAR > 50 % av svangerskapet
Metz 2014 10 58 44 106 445% 042023 0.76] ——
Subtotal (95% CI) 58 106 44.5% 0.42 [0.23, 0.76] ——
Total events 10 44
Heterogeneity: Mot applicable
Test for overall effect 2= 2.83 (F=0.009)
1.18.2 Andel av svangerskapet i LAR ikke spesifisert
Brandt 2014 2 24 4 39 BI% 067 (013, 3.47]
krans 2016 10 183 T8 BO0E 40.4% 0.43[0.23 0.81] —
Pritham 2008 2 16 21 136 B84% 081 021,314
Subtotal (95% CI) 228 783 55.5% 0.50 [0.29, 0.86] .
Total events 14 103
Heterogeneity; Tau® = 0.00; Chi*= 086, df= 2 (P = 0.65), F=0%
Test for overall effect £= 2,52 (F = 0.01)
Total (95% CI) 286 889 100.0% 0.46 [0.31, 0.69] -
Total events 24 147
Heterogeneity: Taw® = 0.00; Chi*=1.04, df= 3 (P = 0.78), F= 0% f t f 1 ! |
Test for averall effect Z= 377 (P =0.0002) 0.1 0.2 0.5 z 5 o
Testfor suboroup diferences: Chif= 019, df=1{(F=067), F=0%
Figur x. Benzodiazepinbruk (urin)
Benzodiazepinbruk (selvrapportert)
Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.19.1 =50 % i LAR hele svangerskapet
Lacraix 2011 15 90 25 15 TE3% 0.80 [0.65, 1.26]
Withitharm 2010 12 30 10 22 MT% 0.58 [0.47,1.66]
Subtotal (95% CI) 120 67 100.0% 0.90 [0.67, 1.20]
Total events a7 34
Heterogeneity: Tau®=0.00; Chi*=0.00, df=1 (P = 0.95); F=0%
Testfar owerall effect 7= 0.73 (P = 0.46)
Total (95% CI) 120 67 100.0% 0.90 [0.67, 1.20]
Total events a7 34
Heterogeneity: Tau®= 0.00; Chi*=0.00, df=1 (P = 0.95); F= 0% I 1 t T 1 ! |
Testfor owerall effect 7= 0.73 (P = 0.46) o1 02 05 ! : 5 10
Testfor subgroup differences: Mot applicable
Figur x. Benzodiazepinbruk (selvrapportert)
Cannabisbruk (urin)
Buprenorfin Metadon Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Cl IV, Random, 95% CI
1.20.1 50 % i LAR hele svangerskapet
Gordan 2012 16 5 13 25 40.8% 1.23[0.76,1.98] —
Subtotal (95% CI) 25 25  40.9% 1.23[0.76, 1.98] -l
Total events 16 13
Heterogeneity: Mot applicable
Test for overall effect Z= 085 {F = 0.39)
1.20.2 Andel av svangerskapet i LAR ikke spesifisert
Krans 2016 25183 123 608 44.8% 0.68 [0.45 1.00] ——
Fritham 2009 2 16 50 136 14.2% 0.34[0.09,1.27] +
Subtotal (95% CI) 199 744  59.1% 0.64 [0.44, 0.93] -
Total events T 173
Heterogeneity: Tau®= 0.00; Chi®= 0.96, df=1 (P=0.33); F=0%
Testfor overall effect 2= 232 (P =0.02)
Total (95% CI) 224 769 100.0% 0.78 [0.44, 1.39] ~l—
Total events 43 186
Heterogeneity Tau==0.15; Chi*=45.42 df=2 (P=007), F=63% b o o' 1 L o

Testfor overall effect 2= 084 (P = 0.40)

Testfor subgroup differences: Chi*=4.46, df=1{F=0.03), F=77.6%

Figur x. Cannabisbruk (urin)
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Cannabisbruk (selvrapportert)

Buprenorfin Metadon
Study or Subgroup  Events Total Events Total

Risk Ratio

Weight IV, Random, 95% CI

Risk Ratio

IV, Random, 95% CI

1.21.1 =50 % i LAR hele svangerskapet

Gordan 2012 17 25 16 25 281%
Lacraix 2011 38 90 26 15 34.3%
Withitharm 2010 23 30 16 22 3TT%
Subtotal (95% CI) 145 92 100.0%
Total events T8 58

Heterogeneity: Tau®=0.01; Chi®= 2.86, df= 2 (P = 0.24), F=30%

Testfor overall effect: 2= 0.96 (P = 0.57)

1,06 [0.71,1.58]
0.73[0.52,1.03]
1.05 [0.76, 1.46]
0.93 [0.73, 1.19]

—
—

>

Foat

-

01 0.2 0.5 10

Testfor subdroup differences: Mot applicable

Figur x. Cannabisbruk (selvrapportert)

Kokainbruk (urin)

Buprenorfin Metadon Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.22.1 Alle i LAR > 50 % av svangerskapet
Metz 2014 2 a8 22107 29.8% 0.66 [0.31,1.349] .
Subtotal (95% CI) 59 107 29.8% 0.66 [0.31, 1.39] —enlliiin-—
Total events 8 22
Heterogeneity: Mot applicable
Testfar averall effect Z=1.10({P =0.27)
1.22.2 >50 % i LAR hele svangerskapet
Lacroix 2011 3 90 f 15 8.6% 0.30[0.08,1.200 +
Subtotal (95% CI) 90 45 8.6% 0.30 [0.08, 1.20] = —
Total events 3 i
Heterogeneity: Mot applicable
Test for averall effect: Z=1.70 (P = 0.09)
1.22.3 Andel av svangerskapet i LAR ikke spesifisert
Krans 2016 15 183 100 BOS B1.7% 0.50[0.30, 0.84] —i—
Subtotal (95% CI) 183 608 61.7% 0.50 [0.30, 0.84] el
Total events 15 100
Heterogeneity: Mot applicable
Test for overall effect 2= 2 64 (P = 0.008)
Total (95% Cl) 332 760 100.0% 0.52 [0.35, 0.78] B
Total events 26 127
Heterogeneity: Tau®= 0.00; Chi®=1.02, df= 2 (P = 0.60); F=0% TR oz ¥ 0

Testfor overall effect 2= 317 (P =0.002)

Testfor subgroup differences: Chi*=1.02, df= 2 {F = 0.60), F= 0%

Figur x. Kokainbruk (urin)
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