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Objective

e Antioxidants for preventing preeclampsia and
other maternal and fetal complications in
women
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Databases Research

MEDLINE, Embase, Cochrane Central, mRCT, CRD,
ISI Web of Science, Lilacs, SciELO and Scopus
databases;

No language restriction;
No limits on date of publication;

The references were researched to verify
potential eligible studies;

Grey literature: ProQuest Theses, Banco de Teses
da Capes, FIGO, FEBRASGO.



Study Selection Ellglblllty Criteria

e Screening the titlesand ¢ Randomized Controled

abstracts; trials;
* No authors’ study e Antioxidants X placebo
bliding. or no antioxidants;
 Two reviewers * Low, moderate or high
independently and risk;

consensus * Outcome preeclampsia.



Data Extraction

e Specific form
— Preeclampsia
—Severe preeclampsia
— Preterm birth
—Small-for-gestational-age infants
— Baby death
—Side-effects

* RevMan 5.1.2 & STATA 11



Quality Assessment & Risk of Bias

* Cochrane Handbook (Higgins 2011)
—Random sequence generation

— Allocation concea
—Blinding of partici

ment

nants and personnel

—Blinding of outcome assessment

—Incomplete outcome data

—Selective reporting

— Other bias



articles retrieved in the
database search (n = 1.116)

articles assessed for eligibility
(n=922)

duplicates
(n =124)

articles selected for full text
evaluation (n = 25)

excluded articles
(n =967)

articles included in the review
(n =15)

Figure 1. Flow chart of study selection

excluded articles(n = 10)
did not report primary outcome
(n=3)
intervention not suitable for review
(n=1)
not RCT (n=2)
loss greater than 30% (n=2)
full text not available(n=2)




id year n RR (95% CI)

Pre-eclampsia

Han 1994 100 + 0.10 (0.01, 1.86)
Chappell 1999 283 —— 0.46 (0.24,0.91)
Beazley 2002 100 —_— 0.92(0.40, 2.13)
Steyn 2002 200 —_— 1.00 (0.21, 4.84)
Sharma 2003 251 — 0.48 (0.24, 0.97)
Rumbald 2006 1877 - 1.20(0.82, 1.75)
Poston 2006 2395 S o 0.97 (0.80, 1.17)
Rumiris 2006 60 _— 0.24 (0.06, 1.01)
Banerjee 2009 159 —— 0.99(0.51,1.92)
Villar 2009 1355 - 1.03 (0.85, 1.25)
Spinnato 2009 707 0.88 (0.62, 1.26)
Xu 2010 2363 1.04 (0.75, 1.44)
McCance 2010 749 0.81(0.59,1.12)
Roberts 2010 9969 1.07 (0.93, 1.24)
Vadillo-Ortega 2011 444 0.75(0,54,1.02

Subtotal (I-squared = 37.3%, p =0.072) 0.92 (0.82, 1.04)

Severe pre-eclampsia

Banerjee 2009 159 + 5.32 (0.26, 109.09)
Beazley 2002 100 —L— 1.08 (0.23, 5.11)
Poston 2006 2395 T 1.26 (0.89, 1.79)
Roberts 2010 9969 - 1.04 (0.82, 1.31)
Villar 2009 1355 — 0.75 (0.44, 1.29)
Xu 2010 2363 —— 0.87 (0.55, 1.37)
Subtotal (I-squared = 0.0%, p = 0.508) O <03 (087, 122) >
Side-effects

Banerjee 2009 159 * 5.32 (0.26, 109.09)
Rumbold 2006 1745 —— 1.61(1.11, 2.34)
Spinnato 2009 707 1.16 (0.39, 3.41)
Roberts 2010 9969 1.00 (0.87,1.15
SubtoteT(I-squared = 54.7%, p = 0.085) _> 24 (0.85, 1.80)

NOTE: Weights are from random effects analysis
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id year n RR (95% Cl)
Preterm birth
Banerjee 2009 159 * > 8.52(1.09, 66.54)
Beazley 2002 100 —T— 1.32(0.75, 2.31)
Chappell 1999 283 —_— 1.21(0.38, 3.87)
McCance 2010 749 -+ 0.83 (0.69, 1.00)
Poston 2006 2748 * 1.08 (0.95, 1.21)
Roberts 2010 9969 <+ 0.97 (0.87, 1.09)
Rumbold 2006 1867 -+ 1.02(0.73, 1.43)
Rumiris 2006 60 + 0.36 (0.04, 3.23)
Spinnato 2009 708 T 1.16 (0.90, 1.49)
Steyn 2002 200 —— 1.43 (1.03, 1.99)
Villar 2009 1343 -+ 0.88 (0.74, 1.03)
Vadillo-Ortega 2011 444 - 1.18 (0.83, 1.69)
Xu 2010 2536 * 1.09 (0.91, 1.31)
SubtotatcFsquared = 43.9%, p = 0.045]> 9
Small for gestacional age < 10th centile
Beazley 2002 100 * 0.46 (0.09, 2.41)
Chappell 1999 283 — 0.74 (0.50, 1.08)
Poston 2006 2784 - 1.12(0.99, 1.26)
Rumbold 2006 1853 —r 0.87 (0.66, 1.16)
Sharma 2003 251 S 0.51(0.29, 0.91)
Spinnato 2009 700 —— 0.99 (0.69, 1.44)
Villar 2009 1165 I 0.92 (0.75, 1.12)
Xu 2010 2536 0.93(0 12
Subtotat{T-squared = 49.2%, p = 0.055] > 0}
NOTE: Weights are from random effects analysis
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id year n RR (95% CI)

Miscarriage or stillbirth

Chappell 1999 283 . 0.50 (0.05, 5.49)
Poston 2006 2784 —— 1.59 (0.99, 2.56)
Roberts 2010 761 —_— 1.26 (0.50, 3.16)
Rumbold 2006 1877 — 0.85 (0.38, 1.89)
Rumiris 2006 60 . 0.12 (0.02, 0.88)
Spinnato 2009 708 —_— 0.84 (0.38, 1.84)
Steyn 2002 200 —_—— 1.38 (0.58, 3.27)
Xu 2010 2536 —— 2.38 (0.98, 5.76)

Subtotal (I-squared = 35.6%, p = 0.144) <

Neonatal death

McCance 2010 730 . 0.67 (0.11, 3.99)
Poston 2006 2714 — 0.67 (0.28, 1.64)
Roberts 2010 9969 — 0.74 (0.41, 1.31)
Rumbold 2006 1853 . 0.25 (0.03, 2.24)
Spinnato 2009 708 — 0.99 (0.32, 3.04)
Steyn 2002 181 . 0.69 (0.12, 4.03)
Xu 2010 2536 o 173 (0.42, 7.24)
Vadillo-Ortega 2011 444 . 150 (0.25, 8.89)
Subtotal (I-squared = 0.0%. p = 0.876) <>

NOTE: Weights are from random effects analysis

I I
.016 1 62.4



Quality assessment

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

0% 25%, 50% TE%  100%

.an risk of hias LInclear risk of hias .High risk of hias




Previous Evidence

Six systematic reviews

Similar results in four SR (polyzos 2007, Rumbold 2008,
Basaran 2010, Conde-Agudelo 2011)

Only vitamin C (Rumbold 2005a)
—Higher risk of preterm birth

— Lower risk of preeclampsia
Only vitamin E (Rumbold 2005b)
— Lower risk of preeclampsia



Conclusion

* The evidence does not support the use of
antioxidants

e Additional studies would probably not
alter this result.
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