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ABSTRACT

Background

Among pediatric patients, newborns are at highest risk of developing thromboembolism. Neonatal thromboembolic (TE) events may
consist of both venous and arterial thromboses and often iatrogenic complications (eg, central catheterization). Treatment guidelines for
pediatric patients with TE events most often are extrapolated from the literature regarding adults. Options for the management of neonatal
TE events include expectant management; nitroglycerin ointment; thrombolytic therapy or anticoagulant therapy, or a combination of
the two; and surgery. Since the 1990s, low molecular weight heparin (LMWH) has become the neonatal anticoagulant of choice. Reasons
for its appeal include predictable dose response, no need for venous access, and limited monitoring requirements. The overall major
complication rate is around 5%. Whether preterm infants are at increased risk is unclear. No data are available on the frequency of
osteoporosis, heparin-induced thrombocytopenia (HIT), or other hypersensitivity reactions in children and neonates exposed to LMWH.

Objectives

To assess whether heparin treatment (both unfractionated heparin [UFH] and LMWH) reduces mortality and morbidity rates in preterm
and term newborn infants with diagnosed thrombosis. The intervention is compared with placebo or no treatment. Also, to assess the
safety of heparin therapy (both UFH and LMWH) for potential harms.

Subgroup analyses were planned to examine gestational age, birth weight, mode of thrombus diagnosis, presence of a central line, positive
family history for genetic disorders (thrombophilia, deficiency of protein S and protein C, methylenetetrahydrofolate reductase [MTHFR]
mutation), route of heparin administration, type of heparin used, and location of thrombus (see "Subgroup analysis and investigation of
heterogeneity").

Search methods

We used the standard search strategy of the Cochrane Neonatal Review Group to search the Cochrane Central Register of Controlled Trials
(CENTRAL; 2016, Issue 4), MEDLINE via PubMed (1966 to May 9, 2016), Embase (1980 to May 9, 2016), and the Cumulative Index to Nursing
and Allied Health Literature (CINAHL; 1982 to May 9, 2016). We searched clinical trials databases, conference proceedings, and the reference
lists of retrieved articles for randomized controlled trials and quasi-randomized trials.

Selection criteria

Randomized, quasi-randomized, and cluster-randomized controlled trials comparing heparin versus placebo or no treatment in preterm
and term neonates with a diagnosis of thrombosis.
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Data collection and analysis

We used the standard methods of the Cochrane Neonatal Review Group. Two review authors independently assessed studies identified
by the search strategy for inclusion.

Main results

Our search strategy yielded 1160 references. Two review authors independently assessed all references for inclusion. We found no
completed studies and no ongoing trials for inclusion.

Authors' conclusions

We found no studies that met our inclusion criteria and no evidence from randomized controlled trials to recommend or refute the use of
heparin for treatment of neonates with thrombosis.

PLAIN LANGUAGE SUMMARY

Heparin for treatment of the neonate with thrombosis (blood clot formation)

Review question: In newborn infants with evidence of thrombosis (blood clot formation), does administration of heparin improve survival
and other important outcomes?

Background: Among pediatric patients, newborns are at highest risk of thrombosis owing to differences in the neonatal hemostatic
system (the system that helps bleeding to stop). Abnormal blood clot formation might start in an artery (blood going away from the
heart) or in a vein (blood going toward the heart). Different management strategies have been described, ranging from "wait and see"
to active management aimed at dissolving clots (fibrinolytic) and preventing clot formation (anticoagulant). Possible side effects of
active management include secondary bleeding. However, in some cases, thrombosis can be a life-threatening event requiring active
management. Despite limited evidence on anticoagulant treatment in neonates, heparin has become a standard therapy. Current
recommendations and dosing regimens for anticoagulative treatment are based on uncontrolled studies and have been adapted from
data derived from reports on adult and pediatric patients. The evidence is current to May 2016.

Study characteristics and results: We included no studies in this review, and we identified no ongoing studies.
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BACKGROUND

Description of the condition

Owing to unique peculiarities in development of the neonatal
hemostatic system, newborns are at highest risk of developing
thromboembolism among pediatric patients (Andrew 1995;
Chalmers 2006; Stein 2004). The incidence of neonatal
thromboembolic (TE) events is variable, ranging from 2.4 to 6.8
events per 1000 neonatal intensive care unit (NICU) admissions
(Schmidt 1995; van Elteren 2011a). Other studies report a similar
incidence of 5.1 events per 100,000 live births (Nowak-Gottl 1997).

Thromboembolic events may consist of both venous and arterial
thromboses. Arterial thromboses (AT) account for nearly 50% of all
TE episodes. With few exceptions, AT are iatrogenic complications
that occur secondary to catheterization of the umbilical artery, the
femoral artery, and peripheral arteries (Monagle 2012). The other
form of arterial thrombosis is perinatal arterial ischemic stroke,
which occurs at an incidence of between 1 in 1600 and 1 in 5000
live births (Laugesaar 2007; Raju 2007). It has been suggested
that perinatal arterial ischemic stroke is more frequent among
preterm infants, but this might merely reflect the routine use of
cranial ultrasonography in these newborns (Benders 2007). The
wide range of reported incidences may be explained by differences
in the definition and diagnosis of perinatal arterial ischemic stroke.
Both short-term and long-term outcomes depend mainly on the
extent and location of the stroke. Mortality rates are low among
infants who have sustained perinatal arterial ischemic stroke. The
most frequently observed sequelae - in up to 50% of all infants
with perinatal arterial ischemic stroke - include unilateral spastic
cerebral palsy (USCP) and recurrence of seizures after the neonatal
period (Rutherford 2012; van der Aa 2014).

Venous thromboses make up the remaining 50% of TE events,
especially deep vein thrombosis (DVT) arising as a complication
of central line positioning. When diagnosed clinically, DVT is
estimated to occur as a complication in 1% of catheters used for
total parenteral nutrition; rate rises to 35% when the condition is
diagnosed by echocardiography, and to 75% when it is detected
by venography (Thornburg 2006). Venous thromboses may involve
different parts of the venous system. Renal venous thromboses
account for approximately 20% of neonatal TE episodes and have
been associated with males and with preterm birth (Schmidt
1995). Acute complications of renal venous thromboses consist of
adrenal hemorrhage, extension of the clot into the inferior vena
cava, renal failure, hypertension, and death (Lau 2007). Chronic
complications include cortical or segmental infarction of the
affected kidney(s), hypertension, or both. Portal vein thrombosis
tends to be asymptomatic during the neonatal period (30% to 70%
of the time) (Williams 2011). Nevertheless, long-term outcomes
at five years might include asymptomatic left lobar atrophy of
the liver, progressive hepatomegaly, or portacaval shunting due
to portal hypertension (Morag 2011). Right atrial thrombosis is
common among newborns with central catheters and can present
as a new cardiac murmur, persistent sepsis, or cardiac failure
(Cartwright 2004). The presence of patent foramen ovale may
cause cerebral embolism through passage of venous thrombi into
the systemic circulation (Mas 2001). Although it is a rare fatal
complication, pulmonary embolism can occur. Incidence rates
for neonatal cerebral sinovenous thrombosis vary greatly - from
0.6 to 12 cases per 100,000 live births (Berfelo 2010; deVeber
2001; Ramenghi 2009) - implying that the disorder often remains

undiagnosed as the result of lack of awareness among clinicians
to the nonspecific clinical presentation, or to the difficulty of
radiologic diagnosis. Cerebral sinovenous thrombosis is a serious
condition with a mortality rate of 2% to 12% and an adverse
outcome in approximately 50% of cases (Raets 2013; Ramenghi
2009; Wasay 2008). Survivors often experience motor and cognitive
impairments as well as epilepsy (Fitzgerald 2006; Kersbergen
2011; Ramenghi 2009; Roach 2008; Wasay 2008). Several studies
have demonstrated that cerebral sinovenous thrombosis is the
most frequently recognized cause of symptomatic intraventricular
hemorrhage (IVH) and is associated with basal ganglia and thalamic
hemorrhage in term neonates. Deep venous thrombosis can be
accompanied by hemorrhage into the ventricles as a result of
blockage and hypertension in the deep venous drainage system,
leading to hydrocephalus (Kersbergen 2009; Wu 2002; Wu 2003).

Description of the intervention

Treatment guidelines for TE events in pediatric patients most
often are extrapolated from literature on and experiences of
adults. The goal of treatment is to prevent life-threatening
consequences, thrombus extension and recurrence, and long-
term complications, without significantly increasing the risk of
bleeding. Options for the management of neonatal TE events
include expectant management (observation only); nitroglycerin
ointment (vasospasm); thrombolytic or anticoagulant therapy, or
a combination of the two; and surgery. Expectant management is
a reasonable alternative, given that recommendations and dosing
regimens for anticoagulant/thrombolytic therapy in neonates are
based on findings of uncontrolled studies, extrapolations from
adult and pediatric data, small case series, cohort studies, or
expert opinion (Monagle 2012). However, in severe cases, limb,
organ, and possibly life may be threatened and antithrombotic
treatment warranted after potential benefits and risks for serious
complications, such as intracranial hemorrhage, have been
weighed.

How the intervention might work

Treatment with unfractionated heparin (UFH) should be provided
with the goal of preventing clot expansion or embolism and
should be limited to patients with clinically significant thromboses.
Therapy is usually continued for five to 30 days (Monagle 2012),
but data are not available to support this as a recommendation.
Owing to low levels of antithrombin and an increased rate of
heparin clearance, neonates tend to require higher doses to achieve
therapeutic levels (Male 1999). Bleeding is the major complication
of UFH therapy in neonates; one study reported a 2% rate of
major hemorrhage (Nowak-Gottl 1997). A common cause of fatal
heparin-induced bleeding is accidental overdose most often due
to erroneous selection of vial concentration. No data have been
gathered so far regarding the potential risk of osteoporosis due
to heparin treatment in neonates, and few cases of pediatric
UFH-induced thrombosis have been reported in the literature
(Murphy 1992; Sackler 1973). Heparin-induced thrombocytopenia
(HIT), described in a pediatric population at rates of almost
zero in unselected heparinized children to 2.3% among those in
the pediatric intensive care unit (Schmugge 2002), has not been
reported in neonatal newborns.

Despite limited evidence on the safety and efficacy of anticoagulant
treatment in neonates, low molecular weight heparin (LMWH)
(specifically enoxaparin) has since the 1990s become the neonatal
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anticoagulant of choice (Malowany 2008; van Elteren 2011a).
Reasons for its appeal include predictable dose response, no
need for venous access, and limited monitoring requirements
(Thornburg 2006). Low molecular weight heparin predominantly
exerts an anti-factor Xa action with little anti-factor lla (thrombin)
activity. Although adverse effects of LMWH are considered rare,
several major complications have been described (Malowany
2007; Obaid 2004; Saxonhouse 2012; van Elteren 2011b). Minor
bleeding events including bruising and minor leaking at the
injection site have been documented in up to 56% of cohorts
(Malowany 2008). Major adverse outcomes of bleeding have
included major bleeding and hematoma at the administration site;
gastrointestinal bleeding; intracranial hemorrhage (one case; Streif
2003); hemorrhagic infarction (one case; Streif 2003); hemorrhagic
pericardial effusion (one case; Bontadelli 2007); and compartment
syndrome (one case; Obaid 2004). In each case, the plasma anti-
factor Xa level was in the therapeutic range (0.5 to 1.0 units/mL).
The overall major complication rate has been reported at around
5% (Malowany 2008). Whether preterm infants are at increased risk
is unclear. No available data show the frequency of osteoporosis,
HIT, or other hypersensitivity reactions in children and neonates
exposed to LMWH. Overall, LMWH therapy has been effective in
the NICU setting, and centers have reported partial or complete
resolution of TE events in 59% to 100% of cases (Saxonhouse 2012).

Why it is important to do this review

One published Cochrane review examined treatment of the
neonate with thrombosis (John 2005). Another Cochrane review
addressed the topic of prevention of catheter-related thrombosis
in children, including term and preterm neonates (Shah 2006). In
contrast, the present review includes studies on the use of heparin
for treatment of neonates with thrombosis because heparin is now
widely used in NICUs to treat patients with this condition.

OBJECTIVES

To assess whether heparin treatment (both UFH and LMWH)
reduces mortality and morbidity rates in preterm and term
newborn infants with diagnosed thrombosis. The intervention is
compared with placebo or no treatment. Also, to assess the safety
of heparin therapy (both UFH and LMWH) for potential harms.

Subgroup analyses were planned to examine gestational age,
birth weight, mode of thrombus diagnosis, presence of a central
line, positive family history for genetic disorders (thrombophilia,
deficiency of protein S and protein C, methylenetetrahydrofolate
reductase [MTHFR] mutation), route of heparin administration,
type of heparin used, and location of thrombus (see Subgroup
analysis and investigation of heterogeneity).

METHODS

Criteria for considering studies for this review
Types of studies

We included prospective randomized controlled clinical trials
(RCTs) and quasi-randomized trials. We included cluster-RCTs if
definitions of participants and clusters were sufficiently clear.

We did not include cross-over trials.

Types of participants

Participants were newborns of any gestational age and any
birth weight with arterial or venous thrombosis, including
any localization and perinatal arterial ischemic stroke. Imaging
modalities for the detection of thrombosis included Doppler
ultrasonography, computed tomography (CT), magnetic resonance
imaging (MRI) with or without magnetic resonance angiography
or venography, and venography. CT and MRI are likely to provide
information similar to that obtained by ultrasonography, and
no additional clinical benefit is derived from the increased
anesthetic risks associated with these procedures. Recommended
imaging generally varies by institution and by patient and is
based on availability and the clinical condition of the infant. The
incidence of symptomatic cases is estimated to be only 1% to 3%,
and symptoms include catheter dysfunction, hypertension, limb
ischemia, mesenteric ischemia, renal dysfunction, and congestive
heart failure. Signs and symptoms suggestive of a central line
thrombus include persistent infection of the line, persistent
thrombocytopenia, and dysfunction of the line. Therefore, we
planned to include studies of newborns with a clinical or imaging
diagnosis of TE (see Subgroup analysis and investigation of
heterogeneity).

Types of interventions

We looked for studies comparing heparin (both UFH and LMWH)
versus placebo or no treatment.

We did not include in this review studies comparing heparin with
thrombolytic agents, as these comparisons have been reported
elsewhere (John 2005).

We included in this review any dose, mode of administration, and
duration of heparin therapy.

Types of outcome measures
Primary outcomes

« Neonatal death (during first 28 days of life)

+ Failure of resolution of the thrombus on imaging within 30 days
after treatment initiation

« Failure of reperfusion of an affected limb clinically (ie, failure of
capillary refill time to return within two seconds, determined by
Doppler ultrasonography)

Secondary outcomes

« Death during initial hospitalization (all-cause mortality)

« Cranial abnormalities seen on ultrasound: any intraventricular
hemorrhage (IVH) of grade 3 or 4 according to the
Papile classification (Papile 1978) with cystic periventricular
leukomalacia; any intracranial bleeding (in any cerebral and
cerebellar regions)

« Clinically apparent bleeding during treatment

+ Failure of normalization of kidney or liver function, defined
as persistent thrombocytopenia, alterations on coagulation
tests, alterations in transaminase level, elevation of creatinine,
microalbuminuria, proteinuria, hematuria, and electrolyte
alterations. All newborns with renal or hepatic TE would
be included, regardless of laboratory findings at treatment
initiation
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« Chronic renal failure due to renal venous thrombosis, defined
by glomerular filtration rate (GFR) according to the Schwartz
formula (Schwartz 1976): chronic renal insufficiency (GFR 20
to 40 mL/min/1.73 m?), chronic renal failure (GFR 10 to 20
mL/min/1.73 m?), and end-stage renal disease (GFR < 10 mL/
min/1.73 m?) (Kher 2002)

« Portal hypertension due to portal TE in normotensive infants
at initiation of heparin treatment, defined as splenomegaly
without liver disease, without reversal of portal vein flow, and
without gastric/esophageal varices (Vos 1974)

« Hypertension in normotensive infants at initiation of heparin
treatment, defined as blood pressure higher than the 95th
centile for age, sex, and height (Task Force 1987); or as
requirement for antihypertensive medication

« Hypotension in normotensive infants at initiation of heparin
treatment, defined as blood pressure lower than the 5th centile
for age, sex, and height (Task Force 1987)

« Discrepancy in length of limbs (mm) after TE due to umbilical
catheter or central line positioning among infants with a limb
thrombus at 18 months and at 36 months of age

« Duration of hospital stay (days)

« Retinopathy of prematurity: any and severe (stage 3 or greater;
ICROP 1984)

« Necrotizing enterocolitis: any grade, requiring surgery, classified
according to Bell (Bell 1978)

« Need for blood transfusions during initial hospitalization

« Central catheter (umbilical line or peripherally inserted central
catheter) occlusion: failure to resolve an occlusion by treatment

« Central catheter (umbilical line or peripherally inserted central
catheter) occlusion: after therapy in any enrolled participant

« Hydrocephalus due to cerebral sinovenous thrombosis

« Hydrocephalus due to major bleeding as an adverse effect of
heparin treatment

« Major neurodevelopmental disability, that is, (1) cerebral
palsy on physician assessment (yes/no); (2) developmental
delay or intellectual impairment: Bayley or Griffith assessment
more than two standard deviations (SD) below the mean,
or intellectual impairment (IQ more than two SD below the
mean); neuromotor development (Bayley Scales of Infant
Development - Psychomotor Development Index (BSID PDI))
assessed in survivors; mental development (Bayley Scales of
Infant Development - Mental Development Index (BSID MDI))
assessed in survivors; (3) blindness vision (< 6/60 in both eyes);
or (4) sensorineural deafness requiring amplification. We will
report these components of this long-term outcome for all trials
that have assessed children after 18 months' chronological age.
We will perform separate analyses for children aged 18 to 24
months and for those aged three to five years

Search methods for identification of studies
Electronic searches

We used criteria and standard methods of Cochrane and the
Cochrane Neonatal Review Group (see the Cochrane Neonatal
Group search strategy for specialized register).

We conducted a comprehensive search that included the Cochrane
Central Register of Controlled Trials (CENTRAL; 2016, Issue 4)
in the Cochrane Library; MEDLINE via PubMed (1996 to May 9,
2016); Embase (1980 to May 9, 2016); and the Cumulative Index to

Nursing and Allied Health Literature (CINAHL; 1982 to May 9, 2016),
using the following search terms: (heparin AND (thrombosisOR
thromb*)), plus database-specific limiters for RCTs and neonates
(see Appendix 1 for the full search strategies for each database). We
applied no language restrictions.

We searched clinical trials registries for ongoing or recently
completed trials (clinicaltrials.gov; the International Trials Registry
and Platform of the World Health Organization [www.whoint/ictrp/
search/en/]; the ISRCTN Registry).

Searching other resources

We searched clinical trials registries for ongoing or recently
completed trials (clinicaltrials.gov; www.whoint/ictrp/search/en/;
controlled-trials.com).

Data collection and analysis

We used standard methods of the Cochrane Neonatal Review
Group. Each review authorindependently conducted trial searches,
assessed methods, and extracted data while comparing and
resolving any differences found at each stage. We assessed
methods regarding blinding of randomization, interventions, and
outcome measurements as well as completeness of follow-up (ie,
> 80%). We planned to request additional data from the authors
of each study when data on important outcomes were missing or
required clarification. We planned to use standardized Cochrane
statistical methods. For categorical data, we planned to calculate
risk ratio (RR), absolute risk difference (RD), number needed to treat
for an additional beneficial outcome (NNTB), and number needed
to treat for an additional harmful outcome (NNTH). For continuous
data, we planned to calculate mean difference (MD) and the 95%
confidence interval (CI).

Selection of studies

Two review authors (OR, MB) independently searched for eligible
trials that met the inclusion criteria. Review authors screened
titles and abstracts to identify potentially relevant citations. We
planned to retrieve the full texts of all potentially relevant articles
and to independently assess the eligibility of studies by filling
out eligibility forms designed in accordance with the specified
inclusion criteria. We planned to review studies for relevance on the
basis of study design, types of participants, interventions provided,
and outcomes measured. We planned to resolve disagreements
by discussion and, if necessary, by consultation with a third
review author (MGC). We planned to list studies excluded from the
review in the "Characteristics of excluded studies" table along with
reasons for exclusion. We planned to contact trial authors if the
details of primary trials were not clear.

Data extraction and management

Two review authors (MB, OR) undertook data abstraction
independently using a data extraction form developed ad hoc
and integrated with a modified version of the Cochrane Effective
Practice and Organisation of Care Group (EPOC) data collection
checklist.

We planned to extract the following characteristics from each
included study.

Heparin for the treatment of thrombosis in neonates (Review)

Copyright © 2016 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


http://neonatal.cochrane.org/resources-review-authors
http://neonatal.cochrane.org/resources-review-authors
https://www.clinicaltrials.gov/
http://www.whoint/ictrp/search/en/
http://www.whoint/ictrp/search/en/
http://www.isrctn.com/
http://clinicaltrials.gov/
http://www.whoint/ictrp/search/en/
http://controlled-trials.com/

Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

o Administrative details: study author(s); published or
unpublished; year of publication; year in which study was
conducted; details of other relevant papers cited.

o Details of the study: study design; type, duration, and
completeness of follow-up (ie, > 80%); country and location of
study; informed consent and ethics approval.

« Details of participants: sex, birth weight, gestational age, and
number of participants.

« Details of the intervention: any type of heparin, dose, duration
of therapy, and mode of administration.

« Details of outcomes: as listed above.

We planned to resolve disagreements by discussion between
review authors. We planned to describe ongoing trials, when
available, by detailing primary authors, research question(s),
methods, and outcome measures, together with an estimated
reporting date.

When any queries arose, or when we required additional data,
we planned to contact trial authors. MGC planned to use Review
Manager 5 software (RevMan 2014) to enter all study data.

Assessment of risk of bias in included studies

Two review authors (SZ, MB) planned to independently assess
the methodological quality of all included studies. We planned to
assesstherisk of bias using the Cochrane "Risk of bias" tool (Higgins
2011).

We planned to appraise the following items.

« Selection bias: random sequence generation and selection bias,
thatis,
* random sequence generation (biased allocation to
interventions) due to inadequate generation of a randomized
sequence; and

* allocation concealment: selection bias (biased allocation to
interventions) due to inadequate concealment of allocations
before assignment.

« Blinding of participants and personnel: performance bias due
to knowledge of allocated interventions by participants and
personnel during the study.

« Blinding of outcome assessment: detection bias due to
knowledge of allocated interventions by outcome assessors.

« Incomplete outcome data: attrition bias due to quantity, nature,
or handling of incomplete outcome data.

« Selective reporting: reporting bias due to selective outcome
reporting.

« Other bias: bias due to problems not covered elsewhere in the
table.

See Appendix 2 for the complete "Risk of bias" tool.

Measures of treatment effect

We followed standard methods of the Cochrane Neonatal Review
Group when performing data synthesis. We planned to extract
categorical data for each intervention group and to calculate risk
ratios (RRs) and absolute risk differences (RDs). We planned to
obtain means and standard deviations for continuous data and
to perform analyses using weighted mean differences (WMDs). For
each measure of effect, we planned to provide 95% confidence

intervals (Cls) and to present numbers needed to treat for an
additional beneficial outcome and numbers needed to treat for an
additional harmful outcome (NNTB/NNTH), as appropriate.

Unit of analysis issues

We planned to describe, for each included study, observations
of participants at selected time points until hospital discharge.
In cluster trials, groups of individuals are randomly allocated to
study arms, then outcomes are measured for individual cluster
members. Under such circumstances, it is necessary to adjust
results to account for the fact that individuals rather than clusters
were randomized. As many cluster-randomized trials fail to report
appropriate analyses, corrections for clustering are needed before
they can be included in a meta-analysis.

To calculate adjusted (inflated) Cls that account for clustering,
we planned to proceed to an approximate analysis as suggested
by the Cochrane Handbook for Systematic Reviews of Interventions
(Higgins 2011). We planned to multiply the standard error of the
effect estimate (from an analysis ignoring clustering) by the square
root of the design effect. We calculated the design effect from
the average cluster size and the intracluster correlation coefficient
and planned to borrow intracluster correlation coefficient(s) from
similar studies. If this correction was not possible, we planned to
include cluster trials in the review but not in the meta-analysis.

Dealing with missing data

We planned to obtain a drop-out rate for each included study and to
consider as significant a drop-out rate that was equal to or greater
than the event rate of the control group. If we found a significant
drop-out rate, we planned to contact study author(s) to request
additional data. We planned to perform a sensitivity analysis to
evaluate overall results with and without inclusion of studies with
a significant drop-out rate. If a study reported outcomes only
for participants completing the trial or only for participants who
followed the protocol, we planned to contact study author(s) to
ask them to provide additional information that would facilitate an
intention-to-treat analysis; when this was not possible, we planned
to perform a complete case analysis.

Assessment of heterogeneity

We planned to assess clinical heterogeneity by comparing the
distribution of important participant factors (eg, age) and trial
factors (eg, randomization concealment, blinding of outcome
assessment, losses to follow-up, treatment type, co-interventions)
across trials. We planned to assess statistical heterogeneity by
examining the |2 statistic (Higgins 2011), a quantity that describes
the proportion of variation in point estimates that is due to
variability across studies rather than to sampling error. We planned
to interpret the |2 statistic as described by Higgins 2003.

« <25% - no heterogeneity.

o 25% to 49% - low heterogeneity.

« 50% to 74% - moderate heterogeneity.
« =75% - high heterogeneity.

In addition, we planned to employ a Chi? test of homogeneity to
determinethe strength of evidence showing that heterogeneity was
genuine.
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Assessment of reporting biases

We planned to test publication bias by using funnel plots if 10 or
more clinical trials were included in the systematic review (Egger
1997; Higgins 2011).

Data synthesis

We planned to summarize all eligible studies in Review Manager
5 (RevMan 2014) and to use standard methods of the Cochrane
Neonatal Review Group to synthesize data by using RRs, RDs,
NNTBs, NNTHs, WMDs, and 95% Cls. We planned to perform a meta-
analysis of the data from included trials by using a fixed-effect
model.

Quality of evidence

We planned to use the Grading of Recommendations Assessment,
Development and Evaluation (GRADE) approach, as outlined in
the GRADE Handbook (Schiinemann 2013), to assess the quality of
evidence for the following (clinically relevant) outcomes: neonatal
death, failure of resolution of the thrombus on imaging within 30
days after treatment initiation, failure of reperfusion of an affected
limb clinically, cranial ultrasound abnormalities, clinically apparent
bleeding during treatment, and failure of normalization of kidney
or liver function.

Two review authors planned to independently assess the quality of
evidence for each of the outcomes above. We planned to consider
evidence from RCTs as high quality but to downgrade the evidence
one level for serious (or two levels for very serious) limitations
on the basis of the following: design (risk of bias), consistency
across studies, directness of evidence, precision of estimates and
presence of publication bias. We planned to use the GRADEpro 2008
Guideline Development Tool to create a "Summary of findings"
table to report the quality of the evidence.

The GRADE approach results in an assessment of the quality of a
body of evidence according to one of four grades.

« High: We are very confident that the true effect lies close to that
of the estimate of effect.

+ Moderate: We are moderately confident in the effect estimate:
The true effect is likely to be close to the estimate of effect but
may be substantially different.

« Low: Our confidence in the effect estimate is limited: The true
effect may be substantially different from the estimate of effect.

« Very low: We have very little confidence in the effect estimate:
The true effect is likely to be substantially different from the
estimate of effect.

Subgroup analysis and investigation of heterogeneity

« Gestational age (< 37 weeks vs = 37 weeks)

« Birth weight (<2500 grams vs = 2500 grams)

« Mode of thrombus diagnosis: imaging studies versus clinical
diagnosis

« Presence of central line versus no central line placement

« Positive family history for genetic disorders (thrombophilia,
deficiency of protein S and protein C, MTHFR mutation)

« Route of heparin administration (eg,
subcutaneous)

» UFH versus LMWH
+ Location of thrombus (perinatal arterial ischemic stroke, portal

venous thrombosis, renal venous thrombosis, atrial thrombosis,
cerebral sinovenous thrombosis)

intravenous vs

Sensitivity analysis

We planned to conduct sensitivity analyses to explore the effect
of the methodologic quality of trials, while checking to ascertain
whether studies at high risk of bias overestimated the effects of
treatment.

RESULTS

Description of studies
Results of the search

The literature search run in May 2016 revealed 1160 references (see
Figure 1). Upon screening, we considered no trials as potentially
eligible.
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Figure 1. Study flow diagram.
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Included studies

Weidentified no trials that matched ourinclusion criteria and found
no relevant studies on the clinical trials registries for ongoing or
recently completed trials.

Excluded studies

We considered no trials as potentially eligible.

Risk of bias in included studies

No study met the eligibility criteria of this review.

Effects of interventions

No study met the eligibility criteria of this review.
DISCUSSION

Summary of main results

We identified for inclusion no eligible randomized controlled trials
that examined use of heparin for the treatment of neonates with
thrombosis. We found no relevant studies on the clinical trials
registries for ongoing or recently completed trials.

Overall completeness and applicability of evidence

We identified no eligible trials for inclusion.

Quality of the evidence

We identified no eligible trials for inclusion.

Potential biases in the review process

We used the standard methods of the Cochrane Neonatal Review
Group in conducting this systematic review. Our inclusive search
strategy theoretically would have included all relevant studies.
We minimized potential biases through selection of criteria for
inclusion of studies in this review (see Types of interventions).

Agreements and disagreements with other studies or
reviews

We have no applicable findings to report.
AUTHORS' CONCLUSIONS

Implications for practice

We found no studies that met our inclusion criteria, and hence
obtained no evidence from randomized controlled trials to
recommend or refute the use of heparin for treatment of neonates
with thrombosis. Guidelines on antithrombotic therapy in neonates
and in children published in 2012 include treatment regimen
recommendations (Monagle 2012). These recommendations are
based on data extrapolated from adult and pediatric patients.
Authors of the guidelines raised questions regarding the weakness
of existing evidence and advocated the need for a randomized
controlled trial. We agree with Monagle and colleagues that
randomized controlled trials are needed to evaluate the efficacy,
safety, and dosage regimen of treatments. We cannot recommend
or refute the use of heparin for treatment of neonates with
thrombosis.

Implications for research

Randomized controlled trials are needed to evaluate the efficacy,
safety, and dosage regimen of heparin for treatment of preterm
and term neonates with thrombosis. Although performing an
interventional study on heparin for treatment of patients with
neonatal thrombosis might be challenging, ways of overcoming
these difficulties have been described (Massicotte 2006), including
involvement of multicenter networks of pediatric researchers and
local committees that provide support such as protected time,
space, resources, and recognition.

ACKNOWLEDGEMENTS

We thank Roger Soll for his valuable advice, and Yolanda Brosseau
and Colleen Ovelman for their kind and efficient support.

Heparin for the treatment of thrombosis in neonates (Review)

Copyright © 2016 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

REFERENCES

Additional references

Andrew 1995

Andrew M. Developmental hemostasis: relevance to hemostatic
problems during childhood. Seminars in Thrombosis and
Hemostasis 1995;21(4):341-56. [PUBMED: 8747697]

Bell 1978

Bell MJ, Ternberg JL, Feigin RD, Keating JP, Marshall R, Barton L,
et al. Neonatal necrotizing enterocolitis. Therapeutic decisions
based upon clinical staging. Annals of Surgery 1978;187(1):1-7.

Benders 2007

Benders MJ, Groenendaal F, Uiterwaal CS, Nikkels PG,

Bruinse HW, Nievelstein RA, et al. Maternal and infant
characteristics associated with perinatal arterial stroke in the
preterm infant. Stroke 2007;38(6):1759-65. [PUBMED: 17495219]

Berfelo 2010

Berfelo FJ, Kersbergen KJ, van Ommen CH, Govaert P,

van Straaten HL, Poll-The BT, et al. Neonatal cerebral
sinovenous thrombosis from symptom to outcome. Stroke
2010;41(7):1382-8. [PUBMED: 20522810]

Bontadelli 2007

Bontadelli J, Moeller A, Schmugge M, Schraner T, Kretschmar O,
Bauersfeld U, et al. Enoxaparin therapy for arterial thrombosis
in infants with congenital heart disease. Intensive Care Medicine
2007;33(11):1978-84.

Cartwright 2004
Cartwright DW. Central venous lines in neonates: a study of
2186 catheters. Archives of Disease in Childhood - Fetal and
Neonatal Edition 2004;89(6):F504-8. [PUBMED: 15499142]

Chalmers 2006
Chalmers EA. Epidemiology of venous thromboembolism in

neonates and children. Thrombosis Research 2006;118(1):3-12.
[PUBMED: 16709473]

deVeber 2001
deVeber G, Andrew M, Adams C, Bjornson B, Booth F,
Buckley DJ, et al. Canadian Pediatric Ischemic Stroke Study
Group. Cerebral sinovenous thrombosis in children. New
England Journal of Medicine 2001;345(6):417-23. [PUBMED:
11496852]

Egger 1997

Egger M, Davey Smith G, Schneider M, Minder C. Bias in
meta-analysis detected by a simple, graphical test. BMJ
1997;315(7109):629-34. [PUBMED: 9310563]

Fitzgerald 2006

Fitzgerald KC, Williams LS, Garg BP, Carvalho KS, Golomb MR.
Cerebral sinovenous thrombosis in the neonate. Archives of
Neurology 2006;63(3):405-9.

GRADEpro 2008 [Computer program]

Brozek J, Oxman A, Schiinemann H. GRADEpro. Version 3.2 for
Windows. The GRADE Working Group, 2008.

Higgins 2003

Higgins JP, Thompson SG, Deeks JJ, Altman DG. Measuring
inconsistency in meta-analyses. BMJ 2003;327(7414):557-60.
[PUBMED: 12958120]

Higgins 2011

Higgins JPT, Green S (editors). Cochrane Handbook for
Systematic Reviews of Interventions Version 5.1.0 [updated
March 2011]. The Cochrane Collaboration, 2011. www.cochrane-
handbook.org.

ICROP 1984

ICROP. An International Classification of Retinopathy of
Prematurity. Pediatrics 1984;74(1):127-33. [PUBMED: 6547526]

John 2005

John CM, Harkensee C. Thrombolytic agents for
arterial and venous thromboses in neonates. Cochrane
Database of Systematic Reviews 2005, Issue 1. [DOI:
10.1002/14651858.CD004342.pub2]

Kersbergen 2009

Kersbergen KJ, de Vries LS, van Straaten HL, Benders MJ,
Nievelstein RA, Groenendaal F. Anticoagulation therapy and
imaging in neonates with a unilateral thalamic hemorrhage due
to cerebral sinovenous thrombosis. Stroke 2009;40(8):2754-60.

Kersbergen 2011

Kersbergen KJ, Groenendaal F, Benders MJ, van Straaten HL,
Niwa T, Nievelstein RA. The spectrum of associated brain lesions
in cerebral sinovenous thrombosis: relation to gestational

age and outcome. Archives of Disease in Childhood - Fetal and
Neonatal Edition 2011;96(6):F404-9.

Kher 2002

Kher K. Chronic renal failure. Clinical Pediatric Nephrology.
Philadelphia: Lippincott, 1992:501-41.

Lau 2007

Lau KK, Stoffman JM, Williams S, McCusker P, Brandao L,

Patel S, et al. Canadian Pediatric Thrombosis and Hemostasis
Network. Neonatal renal vein thrombosis: review of the
English-language literature between 1992 and 2006. Pediatrics
2007;120(5):e1278-84. [PUBMED: 17974721]

Laugesaar 2007

Laugesaar R, Kolk A, Tomberg T, Metsvaht T, Lintrop M,

Varendi H, et al. Acutely and retrospectively diagnosed perinatal
stroke: a population-based study. Stroke 2007;38(8):2234-40.
[PUBMED: 17585082]

Male 1999

Male C, Johnston M, Sparling C, Brooker L, Andrew M,
Massicotte P. The influence of developmental haemostasis on
the laboratory diagnosis and management of haemostatic

Heparin for the treatment of thrombosis in neonates (Review)

10

Copyright © 2016 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


https://doi.org/10.1002%2F14651858.CD004342.pub2

Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

disorders during infancy and childhood. Clinics in Laboratory
Medlicine 1999;19(1):39-69. [PUBMED: 10403074]

Malowany 2007

Malowany JI, Knoppert DC, Chan AK, Pepelassis D, Lee DS.
Enoxaparin use in the neonatal intensive care unit: experience
over 8 years. Pharmacotherapy 2007;27(9):1263-71. [PUBMED:
17723080]

Malowany 2008

Malowany JI, Monagle P, Knoppert DC, Lee DS, Wu J,
McCusker P, et al. Canadian Paediatric Thrombosis and
Hemostasis Network. Enoxaparin for neonatal thrombosis:
a call for a higher dose for neonates. Thrombosis Research
2008;122(6):826-30. [PUBMED: 18207492]

Mas 2001

Mas JL, Arquizan C, Lamy C, Zuber M, Cabanes L, Derumeaux G,
et al. Patent Foramen Ovale and Atrial Septal Aneurysm Study
Group. Recurrent cerebrovascular events associated with
patent foramen ovale, atrial septal aneurysm, or both. New
England Journal of Medicine 2001;345(24):1740-6. [PUBMED:
11742048]

Massicotte 2006

Massicotte MP, Sofronas M, deVeber G. Difficulties in performing
clinical trials of antithrombotic therapy in neonates and
children. Thrombosis Research 2006;118(1):153-63.

Monagle 2012

Monagle P, Chan AK, Goldenberg NA, Ichord RN,

Journeycake JM, Nowak-Gottl U, et al. Antithrombotic therapy
in neonates and children: antithrombotic therapy and
prevention of thrombosis, 9th edition; American College of
Chest Physicians evidence-based clinical practice guidelines.
Chest 2012;141(2 Suppl):e737S-801S. [PUBMED: 22315277]

Morag 2011

Morag |, Shah PS, Epelman M, Daneman A, Strauss T, Moore AM.
Childhood outcomes of neonates diagnosed with portal

vein thrombosis. Journal of Paediatrics and Child Health
2011;47(6):356-60. [PUBMED: 21309882]

Murphy 1992

Murphy MS, John PR, Mayer AD, Buckels JA, Kelly DA. Heparin
therapy and bone fractures. Lancet 1992;340(8827):1098.

Nowak-Gottl 1997

Nowak-Gottl U, von Kries R, Gobel U. Neonatal symptomatic
thromboembolism in Germany: two year survey. Archives

of Disease in Childhood - Fetal and Neonatal Edition
1997;76(3):F163-7. [PUBMED: 9175945]

Obaid 2004

Obaid L, Byrne PJ, Cheung PY. Compartment syndrome in an
ELBW infant receiving low-molecular-weight heparins. Journal
of Pediatrics 2004;144(4):549. [PUBMED: 15069410]

Papile 1978

Papile LA, Burstein J, Burstein R, Koffler H. Incidence and
evolution of subependymal and intraventricular hemorrhage: a

study of infants with birth weights less than 1,500 gm. Journal of
Pediatrics 1978;92(4):529-34. [PUBMED: 305471]

Raets 2013

Raets MM, Sol JJ, Govaert P, Lequin MH, Reiss IK, Kroon AA,
et al. Serial cranial US for detection of cerebral sinovenous
thrombosis in preterm infants. Radiology 2013;269(3):879-86.
[PUBMED: 23985276]

Raju 2007

Raju TN, Nelson KB, Ferriero D, Lynch JK, NICHD-NINDS
Perinatal Stroke Workshop Participants. Ischemic perinatal
stroke: summary of a workshop sponsored by the National
Institute of Child Health and Human Development and the
National Institute of Neurological Disorders and Stroke.
Pediatrics 2007;120(3):609-16. [PUBMED: 17766535]

Ramenghi 2009

Ramenghi LA, Govaert P, Fumagalli M, Bassi L, Mosca F.
Neonatal cerebral sinovenous thrombosis. Seminars in Fetal and
Neonatal Medicine 2009;14(5):278-83. [PUBMED: 19699161]

RevMan 2014 [Computer program]

The Nordic Cochrane Centre, The Cochrane Collaboration.
Review Manager (RevMan). Version 5.3. Copenhagen: The
Nordic Cochrane Centre, The Cochrane Collaboration, 2014.

Roach 2008

Roach ES, Golomb MR, Adams R, Biller J, Daniels S, Deveber G,
et al. American Heart Association Stroke Council, Council on
Cardiovascular Disease in the Young. Management of stroke

in infants and children: a scientific statement from a Special
Writing Group of the American Heart Association Stroke Council
and the Council on Cardiovascular Disease in the Young. Stroke
2008;39(9):2644-91.

Rutherford 2012
Rutherford MA, Ramenghi LA, Cowan FM. Neonatal stroke.
Archives of Disease in Childhood - Fetal and Neonatal Edition
2012;97(5):F377-84.

Sackler 1973

Sackler JP, Liu L. Heparin-induced osteoporosis. British Journal
of Radiology 1973;46(547):548-50.

Saxonhouse 2012

Saxonhouse MA. Management of neonatal thrombosis. Clinics in
Perinatology 2012;39(1):191-208. [PUBMED: 22341546]

Schmidt 1995

Schmidt B, Andrew M. Neonatal thrombosis: report of a
prospective Canadian and international registry. Pediatrics
1995;96(5 Pt 1):939-43. [PUBMED: 7478839]

Schmugge 2002

Schmugge M, Risch L, Huber AR, Benn A, Fischer JE. Heparin-
induced thrombocytopenia-associated thrombosis in pediatric
intensive care patients. Pediatrics 2002;109(1):E10.

Heparin for the treatment of thrombosis in neonates (Review)

11

Copyright © 2016 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.



Trusted evidence.
Informed decisions.
Better health.

= 3 Cochrane
st g Library

Cochrane Database of Systematic Reviews

Schwartz 1976

Schwartz GJ, Haycock GB, Edelmann CM Jr, Spitzer A. A
simple estimate of glomerular filtration rate in children
derived from body length and plasma creatinine. Pediatrics
1976;58(2):259-63.

Schiinemann 2013

Schiinemann H, Brozek J, Guyatt G, Oxman A, editors. GWG.
GRADE Handbook for Grading Quality of Evidence and Strength
of Recommendations. www.guidelinedevelopment.org/
handbook. Updated October 2013.

Shah 2006

Shah PS, Shah N. Low molecular weight heparin for prevention
of central venous catheterization-related thrombosis in
children. Cochrane Database of Systematic Reviews 2006, Issue
2.[DOI: 10.1002/14651858.CD005982]

Stein 2004

Stein PD, Kayali F, Olson RE. Incidence of venous
thromboembolism in infants and children: data from the
National Hospital Discharge Survey. Journal of Pediatrics
2004;145(4):563-5. [PUBMED: 15480387]

Streif 2003

Streif W, Goebel G, Chan AK, Massicotte MP. Use of low
molecular mass heparin (enoxaparin) in newborn infants: a
prospective cohort study of 62 patients. Archives of Disease in
Childhood - Fetal and Neonatal Edition 2003;88(5):F365-70.

Task Force 1987

Task Force on Blood Pressure Control in Children, National
Heart, Lung, and Blood Institute. Report of the Second Task
Force on Blood Pressure Control in Children - 1987. Pediatrics
1987;79(1):1-25.

Thornburg 2006

Thornburg C, Pipe S. Neonatal thromboembolic emergencies.
Seminars in Fetal and Neonatal Medicine 2006;11(3):198-206.
[PUBMED: 16520103]

APPENDICES

Appendix 1. Standard search methods

van der Aa 2014
van der Aa NE, Benders MJ, Groenendaal F, de Vries LS.
Neonatal stroke: a review of the current evidence on
epidemiology, pathogenesis, diagnostics and therapeutic
options. Acta Paediatrica 2014;103(4):356-64.

van Elteren 2011a
van Elteren HA, Veldt HS, Te Pas AB, Roest AA, Smiers FJ,
Kollen WJ, et al. Management and outcome in 32 neonates
with thrombotic events. International Journal of Pediatrics
2011;2011:217564. [PUBMED: 21876707]

van Elteren 2011b
van Elteren HA, Te Pas AB, Kollen WJ, Walther FJ, Lopriore E.
Severe hemorrhage after low-molecular-weight heparin

treatment in a preterm neonate. Neonatology 2011;99(4):247-9.
[PUBMED: 21063129]

Vos 1974
Vos LJ, Potocky V, Broker FH, de Vries JA, Postma L, Edens E.
Splenic vein thrombosis with oesophageal varices: a late

complication of umbilical vein catheterization. Annals of Surgery
1974;180(2):152-6.

Wasay 2008

Wasay M, Dai Al, Ansari M, Shaikh Z, Roach ES. Cerebral venous
sinus thrombosis in children: a multicenter cohort from the
United States. Journal of Child Neurology 2008;23(1):26-31.
[PUBMED: 18184940]

Williams 2011

Williams S, Chan AK. Neonatal portal vein thrombosis: diagnosis
and management. Seminars in Fetal & Neonatal Medicine
2011;16(6):329-39. [PUBMED: 21925985]

Wu 2002

Wu YW, Miller SP, Chin K, Collins AE, Lomeli SC, Chuang NA, et
al. Multiple risk factors in neonatal sinovenous thrombosis.
Neurology 2002;59(3):438-40.

Wu 2003

Wu YW, Hamrick SE, Miller SP, Haward MF, Lai MC, Callen PW,
et al. Intraventricular hemorrhage in term neonates caused by
sinovenous thrombosis. Annals of Neurology 2003;54(1):123-6.

PubMed: ((infant, newborn[MeSH] OR newborn OR neonate OR neonatal OR premature OR low birth weight OR VLBW OR LBW or infan*
or neonat*) AND (randomized controlled trial [pt] OR controlled clinical trial [pt] OR Clinical Trial[ptyp] OR randomized [tiab] OR placebo
[tiab] OR clinical trials as topic [mesh: noexp] OR randomly [tiab] OR trial [ti]) NOT (animals [mh] NOT humans [mh]))

Embase: (infant, newborn or newborn or neonate or neonatal or premature or very low birth weight or low birth weight or VLBW or LBW
or Newborn or infan* or neonat*) AND (human not animal) AND (randomized controlled trial or controlled clinical trial or randomized or
placebo or clinical trials as topic or randomly or trial or clinical trial)

CINAHL: (infant, newborn OR newborn OR neonate OR neonatal OR premature OR low birth weight OR VLBW OR LBW or Newborn orinfan*
or neonat*) AND (randomized controlled trial OR controlled clinical trial OR randomized OR placebo OR clinical trials as topic OR randomly
ORtrial OR PT clinical trial)

Cochrane Library: (infant or newborn or neonate or neonatal or premature or very low birth weight or low birth weight or VLBW or LBW)

Heparin for the treatment of thrombosis in neonates (Review) 12
Copyright © 2016 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.


https://doi.org/10.1002%2F14651858.CD005982

: Cochrane Trusted evidence.
= L- b Informed decisions.
1 iprary Better health. Cochrane Database of Systematic Reviews

Appendix 2. Risk of bias tool

1. Selection bias (random sequence generation and allocation concealment)
For each included study, we planned to categorize the risk of selection bias as follows.
1a. Random sequence generation

« Low risk: Investigators describe a random component in the sequence generation process such as referring to a random number table,
using a computer random number generator, tossing a coin, shuffling cards or envelopes, throwing dice, drawing lots, and minimizing
risk.

« Highrisk: Investigators describe a nonrandom componentin the sequence generation process (sequence generated by odd or even date
of birth, by some rule based on date or day of admission, by some rule based on hospital or clinic record number; allocation by judgment
of the clinician, by preference of the participant; allocation based on results of a laboratory test or series of tests, by availability of the
intervention).

« Unclear risk: No or unclear information was provided.
1b. Allocation concealment
For each included study, we planned to categorize the risk of bias regarding allocation concealment as follows.

« Low risk: Participants and investigators enrolling participants could not foresee assignment because one of the following, or an
equivalent method, was used to conceal allocation: central allocation (including telephone, web-based and pharmacy-controlled
randomization), sequentially numbered drug containers of identical appearance, sequentially numbered sealed opaque envelopes.

« High risk: Participants and investigators enrolling participants could possibly foresee assignments and thus introduce selection bias,
such as allocation based on open random allocation schedule (eg, list of random numbers), unsealed or nonopaque envelopes,
alternation or rotation, date of birth, case record number.

« Unclear risk: No or unclear information was provided.
2. Blinding (performance bias)

For each included study, we planned to categorize the methods used to blind study personnel from knowledge of which intervention a
participant received.

« Criteria for a judgment of "low risk of bias": No blinding or incomplete blinding occurred, but review authors judged that the outcome
was not likely to be influenced by lack of blinding; blinding of participants and of key study personnel was ensured, and it was unlikely
that the blinding could have been broken.

« Criteria for a judgment of "high risk of bias": No blinding or incomplete blinding occurred, and the outcome was likely to be influenced
by lack of blinding; blinding of key study participants and personnel was attempted, but it was likely that blinding could have been
broken, and that the outcome measurement was likely to be influenced by lack of blinding.

« Unclear risk: No or unclear information was provided.
3. Blinding (detection bias)

For each included study, we planned to categorize the methods used to blind outcome assessors from knowledge of which intervention
a participant received.

« Criteria for a judgment of "low risk of bias": No blinding or incomplete blinding occurred, but review authors judged that the outcome
was not likely to be influenced by lack of blinding; blinding of participants and of key study personnel was ensured, and it was unlikely
that the blinding could have been broken.

« Criteria for a judgment of "high risk of bias": No blinding of outcome assessment occurred, and outcome measurement was likely to be
influenced by lack of blinding; blinding of outcome assessment occurred, but it was likely that the blinding could have been broken,
and that the outcome measurement was likely to be influenced by lack of blinding.

« Unclear risk: No or unclear information was provided.
4. Incomplete outcome data (attrition bias)

For each included study and for each outcome, we planned to describe completeness of data by including attrition and exclusions from
the analysis.

« Criteria for a judgment of "low risk of bias."
« No missing outcome data.
« Reasons for missing outcome data unlikely to be related to true outcome (for survival data, censoring unlikely to introduce bias).
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« Missingoutcome data balanced in numbers across intervention groups, with similar reasons provided for missing data across groups.

« Fordichotomous outcome data, proportion of missing outcomes compared with observed event risk not enough to have a clinically
relevant impact on the intervention effect estimate.

« For continuous outcome data, plausible effect size (difference in means or standardized difference in means) among missing
outcomes not enough to have a clinically relevant impact on observed effect size.

« Missing data imputed by appropriate methods.
« Criteria for a judgment of "high risk of bias."

« Reasons for missing outcome data likely to be related to true outcome, with imbalance in numbers or reasons for missing data across
intervention groups.

« For dichotomous outcome data, proportion of missing outcomes compared with observed event risk enough to induce clinically
relevant bias in intervention effect estimate.

« For continuous outcome data, plausible effect size (difference in means or standardized difference in means) among missing
outcomes enough to induce clinically relevant bias in observed effect size.

« "As-treated" analysis done with substantial departure of the intervention received from that assigned at randomization.
« Potentially inappropriate application of simple imputation.
« Unclear risk: no or unclear information provided.

5. Selective reporting (reporting bias),For each included study, we planned to describe how we investigated the risk of selective
outcome reporting bias and what we found. We planned to try to access all protocols of included studies through clinical trials registries
(clinicaltrials.gov; controlled-trials.com; who.int/ictrp) and through direct contact with study authors.

We planned to assess the methods as follows.

o Low risk: Study protocol is available and all of the study's prespecified (primary and secondary) outcomes of interest in the review
have been reported in the prespecified way; or study protocol is not available but it is clear that published reports include all expected
outcomes, including those that were prespecified (convincing text of this nature may be uncommon).

« High risk: Not all of the study’s prespecified primary outcomes have been reported; one or more primary outcomes were reported via
measurements, analysis methods, or subsets of data (eg, subscales) that were not prespecified; one or more reported primary outcomes
were not prespecified (unless clear justification for their reporting is provided, such as an unexpected adverse effect); one or more
outcomes of interest in the review were reported incompletely, so that they could not be entered into meta-analysis; the study report
failed to include results for a key outcome that would be expected to be reported for such a study.

« Unclear risk: No or unclear information was provided (the study protocol was not available).
6. Other potential sources of bias (other bias)

For each included study, we planned to describe any important concerns that we had about other possible sources of bias (eg, whether a
potential source of bias was related to the specific study design used).

We planned to assess whether each study was free of other problems that could put it at risk of bias as follows.

« Low risk: The study appears to be free of other sources of bias.

« High risk: The study had at least one important risk of bias (eg, the study had a potential source of bias related to the specific study
design used or was claimed to have been fraudulent or to have some other problem).

« Unclear risk: Risk of bias may be present, but information is insufficient to assess whether an important risk of bias exists; or rationale
or evidence is insufficient to show that an identified problem will introduce bias.

We planned to use a "Risk of bias" graph to illustrate risk across studies.

We planned to resolve disagreements by consensus and, if necessary, by adjudication with a third review author (MGC).
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