Was fur Erwachsene gut ist, kann fur Kinder doch nicht schlecht sein...
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Pragung des kindlichen Mikrobioms
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UKT Antibiotika-Behandlung in der SS

Universitatsklinikum Tiibingen

Cochrane-Review von Mc Donald et al. (2007)
= Effekt von Antibiotika auf Bakterielle Vaginose

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio
n/M n/N Peto,Fixed,95% CI PetoFixed 25% Cl
Duff 1991 2339 3442 - 1.7 % 035[0.14.091]
Guaschino 2003 8/33 I1/37 T |4 % 076027, 217]
Hauth 1995 53/176 71187 - 57% 0.13[ 008 021]
Joesoef 1995 49/340 1517341 - 138% 024[0.17,033]
Kekki 1999 62181 1197181 - 89 % 028019043 ]
McDonald 1997 39/197 881202 - 8.5 % 034[022,051]
Morales 1994 5/44 31/36 - 1.9 % 0.05[002,012]
NICHD MFMU 2000 188/845 538/859 L] 40.7 % 0.19[0.16,023]
Odendaal 2002 39/128 90127 - 62% 020[0.12,033)
Ugwumadu 2003 22231 214/231 - 11.3% 0.04[003,005]
Total (95% CI) 2214 2143 + 100.0 % 0.17 [ 0.15, 0.20 ]
Total events: 488 (Treatment), 1347 (Control)
Heterogeneity: Chi® = 109.60, df = @ (P<0.00001); I* =92%
Test for overall effect: Z = 27.93 (P < 000001 )
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- Bakterielle Vaginose wird durch Antibiotika beseitigt

O( : ,Nach dem ersten Trimenon Metronidaziol 2x500
</ mg oral oder intravaginal, alternativ Clindamycin
Deutsche Gesellschaft fiir Gyniikologie und Geburtshilfe e.V. 2)(300 mg Ora/ Ode/‘ 100 mg /nt/‘avagina/ f[j/‘ 7

Leitlinien, Empfehlungen, Stellungnahmen

Stand August 2010 7'age
Mc Donald HM 2007, AWMF 015/028
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Antibiotika-Behandlung in der SS

Study or subgroup Treatment Control Peto Odds Ratio Weight Peto Odds Ratio
/sl n/N Peto,Fixed 95% Cl Peto,Fixed 95% CI|
I General population
Guaschino 2003 6149 8/51 I 1.9 24 075 [ 024, 2.32]
Joesoef 1995 51/340 46/341 e 13.0% 1LIZ[074 1.74 ]
Kelda 1999 /187 /7188 -1 24 % 1.30 [ 048, 3.55 ]
Kiss 2004 &/T7 10/179 T 2.4 9 060 [ 022, 1.63]
McDonald 1997 16/242 18/238 - 5.0 % 087 [043, 1.74]
NICHD MFMU 2000 I 16/953 121/966 b 325 % 097 [0.74, 1.27 ]
NICHD MFMU 2001 3171019 16/113 = 5.9 % 208[ 1.10 394 ]
Odendaal 2002 | 2/66 13/82 -1 32% 118 [ 0.50, 279 ]
Subtotal (95% CI) 2133 2158 g 66.4 % 1.06 [ 0.87, 1.28 ]
Total events: 247 (Treatment), 239 (Control)
Heterogeneity: Chi? = .94, df = 7 (P = 0.44); |12 =0.0%
Test for overall effect: Z = 0.55 (P = 0.58)
2 High-risk population
Hauth 1995 S54/172 42/86 = 8.4 % 048 [0.28 081 ]
McDanald 1997 1117 &/17 R — 09 % 017 [0.03, 090]
Morales 1994 8/44 16/36 I 2.6 % 029 [0.11,076]
MNICHD MFMU 2000 30/101 26/109 1 6.5 % 1.35[0.73, 248 ]
Odendaal 2002 30770 12/51 — 4.2 % 233110, 4926 ]
Subtotal (95% CI) 404 299 - 22.6 % 0.78 [ 0.56, 1.08 ]
Total events: 123 (Treatment), 102 (Control)
Heterogeneity: Chi? = 21,75, df = 4 (P = 0.00022); I* =82%
Test for overall effect: Z = 1.49 (P = 0.14)
3 Intermediate flora and bacterial vaginosis
Lamont 2003 8/208 19/201 i 4.0 % 040[0.19, 088 ]
Ugwumadu 2003 19/244 317241 - 7.0 % 058 [ 032, 1.04]
Subtotal (95% CI) 452 442 - 11.0 % 0.51 [ 0.32, 0.81 ]
Total events: 27 (Treatment), 50 (Control)
Heterogeneity: Chi2 = 0.52, df = | (P = 0.47); 12 =0.0%
Test for overall effect: 7 = 2.84 (P = 0.0046)
Total (95% CI) 2989 2899 1 100.0 % 0.91 [ 0.78, 1.06 ]
Total events: 397 (Treatment), 39| (Control)
Heterogeneity: Chi? = 3834, df = 14 (P = 0.00046); > =63%
Test for overall effect: Z = 1.20 (P = 0.23)
Test for subgroup differences: Chi? = 9.13, df = 2 (P = 0.01), I =78%
" L s L
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- Frithgeburtlichkeit wird durch Metronidazol nicht verhindert.
Mc Donald HM 2011
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Antibiotika-Behandlung in der SS

Cochrane-Review von King et al. (2011)
= Effekt von Antibiotika auf vorzeitige Wehentatigkeit

Study or subgroup Control Risk Ratio Risk Ratic

n/N n/N M-H Fixed,95% Cl M-H,Fixed,95% Cl

Cox 1996 1/40 0/42 315[0.13, 7505 ]
McGregor 1991 2/53 0/50 472[023,9601 ]
Newton 1991 2147 0/45 479[024,97.14 ]
Norman 1994 2/43 2/38 0.88[0.13,597]
ORACLE Il 2001 128/4685 39/1556 : 5 109077, 1.55]
Ovyarzun 1998 2/78 1/90 231 [021,2497 ]
Romero 1993 2/131 /144 549 [027, 11336 ]
Svare 1997 0/59 /51 00[00,00]
Watts 1994 1/30 0126 261 L0011, 61.51]
Total (95% CI) 5166 2042 - 1.22[0.88,1.70 ]

Total events: 140 (), 42 (Control)

Heterogeneity: Chi* = 3.86, df = 7 (P = 0.80); I* =0.0%

Test for overall effect: Z = 1.19 (P = 0.24)
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King JF 2011



Intrapartale Antibiotikagabe

= 30% aller Mtter erfillen die Indikation fur GBS-Prophylaxe
= 35-65% aller Mitter erhalten pra-/ intrapartal Antibiotika

Universitatsklinikum Tiibingen

Grunde flr intrapartale Antibiotikagaben

= AIS 46%

= VBS 40%

= GBS 25%

-2 nur 16% erhielten intrapartal Antibiotika nur fir GBS-Prophylaxe

Zunahme der Geburten mit Antibiotikagabe
seit 1992 von 20% auf 40%

Van Dyke MK 2009 NEJM
Puopolo KM 2010 Pediatrics
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Zusammenhang frithe Antibiotikatherapie und NEC?

= retrospektiv (1998 — 2001), multizentrisch, 4039 ELBW

= Start ABT in den ersten 3 Tagen

= negative Kulturergebnisse

= Dauer ABT kleiner (,,short™) oder groBer (,prolonged™) 5 Tage

TABLES5 Multivariate Logistic Regression Analysis of Antibiotic Duration and NEC or Death

Qutcome Duration of Initial Empirical Prolonged Initial Empirical
Antibiotic Treatment Antibiotic Treatment
(Odds per Day)
OR (95% Cl) P OR (95% Cl) P
NEC or death (total, N = 3883; with 1.04 (1.02-1.06) <.01 1.30(1.10-1.54) <.01
outcome, n = 884)
NEC (total, N = 3899; with outcome, 1.07 (1.04-1.10) <001 1.21(098-1.51) 08
n =427)
Death (total, N = 3882; with outcome, 1.16 (1.08-1.24) <.001 146 (1.19-1.78) <001
n =631)

ORs were adjusted for study center, gestational age, small-for-gestational age status, gender, black race, 5-minute Apgar score of <<5, rupture of
membranes for =24 hours, outborn, prenatal steroid treatment, intraparturm antibiotic treatment, maternal hypertension, maternal hemorrhage,
and multiple birth. The tatal numbers of infants shawn represent the numbers of infants with nonmissing outcome and covariate data who were
included in each model.

Cotten CM, Pediatrics 2009



Antibiotika-Therapie postpartal

Zusammenhang frithe Antibiotikatherapie und
Darmbesiedelung

sMicroarray Analyse der meisten bekannten Species und taxonmischen
Gruppen

= 10.500 Proben
= 5938 taxonomische Gruppen
= 3183 Species

Universitatsklinikum Tiibingen

=14 gesunde Neugeborene

=26 Stuhlproben im Laufe des ersten Lebensjahres

Palmer C 2007 PLoS Biology
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Zusammenhang frithe Antibiotikatherapie und
Darmbesiedelung
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Palmer C 2007 PLoS Biology



Universitatsklinikum Tiibingen

Zusammenfassung III

=Die Antibiotikatherapie wahrend der Schwangerschaft hat
Auswirkungen auf den klinischen Verlauf des Neugeborenen.

=Die unkontrolliert lange postpartale Antibiotikatherapie kann negative
Folgen fur Frilhgeborene haben.

=Das sich entwickelnde intestinale Mikrobiom ist anfallig fir
Antibiotikatherapie.
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e 4\ Vielen Dank!

“...was fir Erwachsene gut ist, kann fdr Kinder gegebenentialls schlecht sein.”

Kmder Klinik

FoR/CHUNG ®

christian.gille@med.uni-tuebingen.de



