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DISCLAIMER
For Informational Purposes Only: The information and contents offered in or in connection with the Children’s Oncology
Group Supportive Care Endorsed Guidelines (the “Guidelines”) is provided only for informational purposes to children
affected by cancer, their families and their health care providers. The Guidelines are not intended to substitute for medical
advice, medical care, diagnosis or treatment obtained from doctors or other healthcare providers.
While the Children’s Oncology Group tries to provide accurate and up-to-date information, the information in the
Guidelines may be or may become out of date or incomplete. The information and guidelines may not conform to current
standard of care, state-of-the art, or best practices for a particular disease, condition, or treatment. Some information in the
Guidelines may be intended to be used by clinical researchers in special clinical settings or situations that may not apply to
you, your child or your patient.
Special Notice to cancer patients and their parents and legal guardians: The Children’s Oncology Group is a research
organization and does not provide individualized medical care or treatment.
The Guidelines are not intended to replace the independent clinical judgment, medical advice, screening, health counseling,
or other intervention performed by your or your child’s doctor or other healthcare provider. Please do not rely on this
information exclusively and seek the care of a doctor or other medical professional if you have any questions regarding the
Guidelines or a specific medical condition, disease, diagnosis or symptom.
Please contact “911” or your emergency services for any health emergency!
Special Notice to physicians and other healthcare providers: This document is aimed specifically at members of the
Children’s Oncology Group or Member affiliates who have agreed to collaborate with the Children’s Oncology Group in
accordance with the relevant procedures and policies for study conduct and membership participation. Requirements and
restrictions applicable to recipients of U.S. governmental funds or restrictions governing certain private donations may apply
to the use and distribution of the Guidelines and the information contained herein.
The Guidelines are not intended to replace your independent clinical judgment, medical advice, or to exclude other legitimate
criteria for screening, health counseling, or intervention for specific complications of childhood cancer treatment. The
Guidelines provided are not intended as a sole source of guidance in the evaluation of childhood cancer patients. Nor are
the Guidelines intended to exclude other reasonable alternative care. Specific patient care decisions are the prerogative of
the patient, family and healthcare provider.
Warranty or Liability Assumed by Children’s Oncology Group and Related Parties: While the Children's Oncology
Group has tried to assure that the Guidelines are accurate and complete as of the date of publication, no warranty or
representation, express or implied, is intended to be made in or with the Guidelines. No liability is assumed by the Children's
Oncology Group or any affiliated party or member thereof for damage resulting from the use, review, or access of the
Guidelines.
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The “Guideline for Antibacterial Prophylaxis Administration in Pediatric Cancer and Hematopoietic Stem
Cell Transplantation” developed by the Pediatric Oncology Group of Ontario was endorsed by the COG
Supportive Care Guideline Committee in June 2020.
The source clinical practice guideline is published (Lehrnbecher T, Fisher BT, Phillips B, et al. Guideline
for antibacterial prophylaxis administration in pediatric cancer and hematopoietic stem cell
transplantation. Clinical Infectious Diseases 2020; 71 (1): 226-36.) and is available at:
https://doi.org/10.1093/cid/ciz1082.
The purpose of the source clinical practice guideline is to provide recommendations for systemic
antibacterial prophylaxis administration in pediatric patients with cancer and recipients of
hematopoietic stem cell transplant. These recommendations are presented in the table below.

Summary of Recommendations for Antibacterial Prophylaxis Administration in
Pediatric Cancer and Hematopoietic Stem Cell Transplantation
Strength of
Recommendation
and
Quality of Evidence*
Which pediatric patients with cancer and HSCT recipients (if any) should routinely receive systemic
antibacterial prophylaxis?
1. Consider systemic antibacterial prophylaxis administration in
Weak recommendation
children with AML and relapsed ALL receiving intensive
High-quality evidence
chemotherapy expected to result in severe neutropenia (absolute
neutrophil count <500/μL) for at least 7 days.
RECOMMENDATIONS

Remarks: This is a weak recommendation because the benefits of
prophylaxis were closely balanced against its known and potential
impacts on resistance. The panel valued what is known about efficacy
and resistance outcomes of prophylaxis administered within the
finite time frame of a clinical trial among enrolled participants but
also considered the less certain impacts of a universal prophylaxis
strategy at both the patient and institutional level. Limiting
prophylaxis to patient populations at highest risk of fever and
neutropenia, bacteremia, and infection-related mortality could limit
antibiotic utilization to those most likely to benefit from prophylaxis.
Careful discussion with patients and families about the potential risks
and benefits of prophylaxis is important. Understanding local
resistance epidemiology is critical to the decision of whether to
implement prophylaxis.
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RECOMMENDATIONS

2. We suggest that systemic antibacterial prophylaxis not be used
routinely for children receiving induction chemotherapy for newly
diagnosed ALL.
Remarks: The panel acknowledged the paucity of direct
contemporary randomized data applicable to children living in highincome countries. A recommendation to provide universal systemic
prophylaxis to this group could have a substantial impact on
institutions, given that ALL is the most common cancer diagnosis in
children. There is great variability in duration of neutropenia and risk
of bacteremia based on treatment protocol and patient-level
characteristics. Further data are required to identify subgroups of
pediatric patients with ALL who might particularly benefit from
prophylaxis.
3. Do not use systemic antibacterial prophylaxis for children whose
therapy is not expected to result in severe neutropenia (absolute
neutrophil count severe neutropenia (absolute neutrophil count
<500/μL) for at least 7 days.

Strength of
Recommendation
and
Quality of Evidence*
Weak recommendation
Low-quality evidence

Strong recommendation
Moderate-quality evidence

Remarks: This strong recommendation was based on reduced chance
of benefit combined with continued risk of harm associated with
systemic antibacterial prophylaxis.
4. We suggest that systemic antibacterial prophylaxis not be used
routinely for children undergoing autologous HSCT.

Weak recommendation
Moderate-quality evidence

Remarks: This weak recommendation against routine use of
antibacterial prophylaxis in autologous HSCT recipients
acknowledged the risk reduction of bacteremia among this cohort.
However, the panel believed that the lower baseline risk of
bacteremia resulted in the impact on resistance (known and
potential) outweighing the benefits. The moderate quality of
evidence reflected the lack of granular data specifically in autologous
HSCT recipients rather than HSCT patients as a group.
5. We suggest that systemic antibacterial prophylaxis not be used
routinely for children undergoing allogeneic HSCT.

Weak recommendation
Moderate-quality evidence

Remarks: The panel acknowledged that the granularity of available
data did not allow a different recommendation for allogeneic
compared with autologous HSCT recipients. However, the panel
noted that allogeneic HSCT recipients often have preceding
conditions that could be associated with prophylaxis (eg, AML or
relapsed ALL) and have prolonged neutropenia during the HSCT
process, which could influence the effectiveness and adverse effects
associated with prophylaxis.
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Strength of
RECOMMENDATIONS
Recommendation
and
Quality of Evidence*
Which agents should be used for systemic antibacterial prophylaxis in children with cancer and
HSCT recipients?
6.Levofloxacin is the preferred agent if systemic antibacterial
Strong recommendation
prophylaxis is planned.
Moderate-quality evidence
Remarks: The strong recommendation to use levofloxacin is related
to direct contemporary data in children and its microbiological
spectrum of activity. If levofloxacin is not available or not able to be
used, ciprofloxacin is an alternative, although lack of activity against
gram-positive bacteria including viridans group streptococci may
reduce the benefits of prophylaxis. Patients and families should be
informed about potential short- and long-term fluoroquinolonerelated adverse effects. Understanding local resistance epidemiology
is critical to the decision of whether to implement fluoroquinolone
prophylaxis. If fluoroquinolones are not available or cannot be used,
providing no systemic antibacterial prophylaxis is an important
option to consider.
When should systemic antibacterial prophylaxis be started and stopped?
7.If systemic antibacterial prophylaxis is planned, we suggest that
Weak recommendation
administration be restricted to the expected period of
Low-quality evidence
severe neutropenia (absolute neutrophil count <500/μL).
Remarks: This is a weak recommendation based on low-quality
evidence because there are no trials that compared different start
and stop criteria. In general, trials administered prophylaxis during
severe neutropenia and thus this recommendation reflects the
available evidence and the panel’s desire to minimize duration of
prophylaxis administration.
*see Appendix 1
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Appendix 1: GRADE
Strength of Recommendations:
Strong
Recommendation

When using GRADE, panels make strong recommendations when they are confident
that the desirable effects of adherence to a recommendation outweigh the
undesirable effects.

Weak or
Conditional
Recommendation

Weak or conditional recommendations indicate that the desirable effects of adherence to a recommendation probably outweigh the undesirable effects, but the panel
is less confident.

Strength of Recommendation Determinants:
Factor
Balance between desirable and
undesirable effects

Certainty in evidence
Values and preferences

Costs (resource allocation)

Comment
The larger the difference between the desirable and undesirable
effects, the higher the likelihood that a strong recommendation is
warranted. The narrower the gradient, the higher the likelihood that a
weak recommendation is warranted
The higher the quality of evidence, the higher the likelihood that a
strong recommendation is warranted
The more values and preferences vary, or the greater the uncertainty
in values and preferences, the higher the likelihood that a weak
recommendation is warranted
The higher the costs of an intervention—that is, the greater the
resources consumed—the lower the likelihood that a strong
recommendation is warranted

Certainty in Evidence or Quality of Evidence
High
Certainty/Quality

Further research is very unlikely to change our confidence in the estimate of effect

Moderate
Certainty/Quality

Further research is likely to have an important impact on our confidence in the
estimate of effect and may change the estimate

Low
Certainty/Quality

Further research is very likely to have an important impact on our confidence in the
estimate of effect and is likely to change the estimate

Very Low
Certainty/Quality

Any estimate of effect is very uncertain

Guyatt, G.H., et al., GRADE: an emerging consensus on rating quality of evidence and strength of
recommendations. BMJ, 2008; 336: 924-926.
Guyatt, G.H., et al., GRADE: going from evidence to recommendations. BMJ, 2008; 336: 1049-1051.
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