Appendix 1: Database search strategy from Medline (1946 to Mar-22).
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1 | exp Breast Neoplasms/ 324067

2 breast cancer*.mp. [mp=title, abstract, original title, name of substance word, subject heading word, floating sub-heading word, keyword heading word, organism supplementary concept word, protocol supplementary concept word, rare disease 315001
supplementary concept word, unique identifier, synonyms]

3 breast carcinoma*.mp. [mp=title, abstract, original title, name of substance word, subject heading word, floating sub-heading word, keyword heading word, organism supplementary concept word, protocol supplementary concept word, rare 30067
disease supplementary concept word, unique identifier, synonyms]

4 breast malignanc*.mp. [mp=title, abstract, original title, name of substance word, subject heading word, floating sub-heading word, keyword heading word, organism supplementary concept word, protocol supplementary concept word, rare 1404
disease supplementary concept word, unique identifier, synonyms]

5 |1or2or3or4 419489

6 metronomic chemotherapy.mp. [mp=title, abstract, original title, name of substance word, subject heading word, floating sub-heading word, keyword heading word, organism supplementary concept word, protocol supplementary concept word, 793
rare disease supplementary concept word, unique identifier, synonyms]

7 low dose chemotherapy.mp. [mp=title, abstract, original title, name of substance word, subject heading word, floating sub-heading word, keyword heading word, organism supplementary concept word, protocol supplementary concept word, 515
rare disease supplementary concept word, unique identifier, synonyms]

s reduced dose chemotherapy.mp. [mp-=title, abstract, original title, name of substance word, subject heading word, floating sub-heading word, keyword heading word, organism supplementary concept word, protocol supplementary concept 2%
word, rare disease supplementary concept word, unique identifier, synonyms]

9 modified dose chemotherapy.mp. [mp-=title, abstract, original title, name of substance word, subject heading word, floating sub-heading word, keyword heading word, organism supplementary concept word, protocol supplementary concept 2
word, rare disease supplementary concept word, unique identifier, synonyms]

10|(6or7or8or9 1220

1 overall response rate.mp. [mp=title, abstract, original title, name of substance word, subject heading word, floating sub-heading word, keyword heading word, organism supplementary concept word, protocol supplementary concept word, rare 16503
disease supplementary concept word, unique identifier, synonyms]

12 response rate.mp. [mp=title, abstract, original title, name of substance word, subject heading word, floating sub-heading word, keyword heading word, organism supplementary concept word, protocol supplementary concept word, rare disease 103940
supplementary concept word, unique identifier, synonyms]

13 objective response rate.mp. [mp=title, abstract, original title, name of substance word, subject heading word, floating sub-heading word, keyword heading word, organism supplementary concept word, protocol supplementary concept word, rare 8150
disease supplementary concept word, unique identifier, synonyms]

14 ORR.mp. [mp=title, abstract, original title, name of substance word, subject heading word, floating sub-heading word, keyword heading word, organism supplementary concept word, protocol supplementary concept word, rare disease 10058
supplementary concept word, unique identifier, synonyms]

15|11 or12or 13 or 14 109091

16 | 5and 10 and 15 34





Appendix 2: NICE checklist for critical appraisal of individual studies.
	Study identification
Include author, title, reference, year of publication
	Wildiers H, Tryfonidis K, Dal Lago L, Vuylsteke P, Curigliano G, Waters S, Brouwers B, Altintas S, Touati N, Cardoso F, Brain E. Pertuzumab and trastuzumab with or without metronomic chemotherapy for older patients with HER2-positive metastatic breast cancer (EORTC 75111-10114): an open-label, randomised, phase 2 trial from the Elderly Task Force/Breast Cancer Group. Lancet Oncol. 2018 Mar;19(3):323-336. doi: 10.1016/S1470-2045(18)30083-4

	Guidance topic:
	Review question no:

	Checklist completed by:
	Bhushan Jain

	
	Circle or highlight 1 option for each question

	A. Selection bias (systematic differences between the comparison groups)

	A1
	An appropriate method of randomisation was used to allocate participants to intervention groups (which would have balanced any confounding factors equally across groups)
	Yes
	No
	Unclear
	N/A

	A2
	There was adequate concealment of allocation (such that investigators, social care practitioners, healthcare professionals and participants cannot influence enrolment or allocation to groups)
	Yes
	No
	Unclear
	N/A

	A3
	The groups were comparable at baseline, including all major confounding factors
	Yes
	No
	Unclear
	N/A

	Based on your answers to the above, in your opinion was selection bias present? If so, what is the likely direction of its effect?

	Low risk of bias
	Unclear/unknown risk
	High risk of bias

	Likely direction of effect:The randomization seems pretty good with centrally generated randomization procedure with minimization method. Patients can be allocated to treatment groups that best maintains the balance between prognostic factors with the help of minimization (Taves, 1974). However, the authors could have shed light on allocation concealment. No information regarding allocation concealment do raise questions about credibility. The participant characteristics at baseline in intervention as well as comparator were fairly uniform. Important characteristics like median age, hormone receptor positivity, WHO functional assessment status were more or less uniform. Thus overall, there is low risk of selection bias.


	B. Performance bias (systematic differences between groups in the care provided, apart from the intervention under investigation)

	B1
	The comparison groups received the same care and support apart from the intervention(s) studied
	Yes
	No
	Unclear
	N/A

	B2
	Participants receiving care and support were kept 'blind' to intervention allocation
	Yes
	No
	Unclear
	N/A

	B3
	Individuals administering care and support were kept 'blind' to intervention allocation
	Yes
	No
	Unclear
	N/A

	Based on your answers to the above, in your opinion was performance bias present? If so, what is the likely direction of its effect?

	Low risk of bias
	Unclear/unknown risk
	High risk of bias

	Likely direction of effect:

The study was open label meaning neither patients nor investigators were blinded to treatment allocation. This could potentially lead to biased results. However, since the patients in the intervention arm were given daily cyclophosphamide in addition to comparator arm, it was impossible to mask the participants. Moreover, it is noteworthy that even if the participants were unblinded, the nature of the outcome (overall response rate) would not allow them to influence the outcome despite being aware of the treatment allocation. Hence unmasked patients would not really increase the bias of the results as such.Blinding of researcher helps to decrease information bias by reducing differential assessment of outcomes(Schulz & Grimes, 2002). Since investigators are unblinded as well, they might further increase the risk of bias.


	C. Attrition bias (systematic differences between the comparison groups with respect to loss of participants)

	C1
	All groups were followed up for an equal length of time (or analysis was adjusted to allow for differences in length of follow-up)
	Yes
	No
	Unclear
	N/A

	C2
	a. How many participants did not complete the intervention in each group? All 80 participants started the treatments but at the time of outcome measurement, 5 from intervention group while 3 from comparator group did not report outcome due to non-measurable disease.

	
	b. The groups were comparable for intervention completion (that is, there were no important or systematic differences between groups in terms of those who did not complete the intervention)
	Yes
	No
	Unclear
	N/A

	C3
	a. For how many participants in each group were no outcome data available? 5 participants in the intervention while 3 in the comparator had no outcome data.

	
	b. The groups were comparable with respect to the availability of outcome data (that is, there were no important or systematic differences between groups in terms of those for whom outcome data were not available).
	Yes
	No
	Unclear
	N/A

	Based on your answers to the above, in your opinion was attrition bias present? If so, what is the likely direction of its effect?



	Low risk of bias
	Unclear/unknown risk
	High risk of bias

	Likely direction of effect: In this study all the participants in intervention as well as comparator group were followed up after every 9 weeks to evaluate tumor response. Outcome measurement of patients in both arms after certain fixed interval would certainly reduce the bias and attribute any effect to given treatment. Even though outcome measurement was not reported for all the participants that started the treatment, both the arms had equal number of patients for reporting outcomes. Hence there was no important or systematic difference between the groups.

	D. Detection bias (bias in how outcomes are ascertained, diagnosed or verified)

	D1
	The study had an appropriate length of follow-up
	Yes
	No
	Unclear
	N/A

	D2
	The study used a precise definition of outcome
	Yes
	No
	Unclear
	N/A

	D3
	A valid and reliable method was used to determine the outcome
	Yes
	No
	Unclear
	N/A

	D4
	Investigators were kept 'blind' to participants' exposure to the intervention
	Yes
	No
	Unclear
	N/A

	D5
	Investigators were kept 'blind' to other important confounding factors
	Yes
	No
	Unclear
	N/A

	Based on your answers to the above, in your opinion was detection bias present? If so, what is the likely direction of its effect?

	Low risk of bias
	Unclear/unknown risk
	High risk of bias

	Likely direction of effect: The participants in the study were followed up for tumor evaluation every 9 weeks. Since patients from both the groups are followed up at certain fixed interval, it will ensure uniformity and reduce risk of bias. The authors also have clearly stated definitions of outcomes supposed to be measured. The RECIST version 1.1 guidelines for measurement of tumor response increase the strength of the study as it is considered as one of the standard of measurement. Investigators were not kept blind to participants’ exposure to intervention. This might increase the risk of bias as the investigators can potentially give extra care to the intervention arm.

	E. Overall assessment of internal validity. Are the study results internally valid?
Rate the study for internal validity below (for further information see notes on using the methodology checklist)

	++
	+
	−

	Comments:

	F. Overall assessment of external validity – Are the study results externally valid (i.e., generalisable to the whole source population)? Consider participants, interventions, settings, comparisons and outcomes.
Rate the study for external validity below (for further information see notes on use of the methodology checklist)

	++
	+
	−


	Study identification
Include author, title, reference, year of publication
	Zhang, J., Wang, L., Wang, Z., Wang, B., Cao, J., Lv, F., Zhang, S., Shao, Z., & Hu, X. (2017). Whether low-dose metronomic oral cyclophosphamide improves the response to docetaxel in first-line treatment of non-triple-negative metastatic breast cancer. Oncotarget, 8(45), 79527–79536. https://doi.org/10.18632/oncotarget.18539

	Guidance topic:
	Review question no:

	Checklist completed by:
	Bhushan Jain

	
	Circle or highlight 1 option for each question

	A. Selection bias (systematic differences between the comparison groups)

	A1
	An appropriate method of randomisation was used to allocate participants to intervention groups (which would have balanced any confounding factors equally across groups)
	Yes
	No
	Unclear
	N/A

	A2
	There was adequate concealment of allocation (such that investigators, social care practitioners, healthcare professionals and participants cannot influence enrolment or allocation to groups)
	Yes
	No
	Unclear
	N/A

	A3
	The groups were comparable at baseline, including all major confounding factors
	Yes
	No
	Unclear
	N/A

	Based on your answers to the above, in your opinion was selection bias present? If so, what is the likely direction of its effect?

	Low risk of bias
	Unclear/unknown risk
	High risk of bias

	Likely direction of effect: The authors have not clearly addressed the randomization technique in detail. A simple web-based randomization technique without any stratification was adopted. Since there were many subtypes of breast cancers, lack of stratification might have affected the balance post randomization. Allocation concealment focuses on preventing selection and confounding biases and safeguards the assignment sequence before and until allocation (Schulz, 1995). The authors haven’t talked about allocation concealment which might put it as risk of bias.

	B. Performance bias (systematic differences between groups in the care provided, apart from the intervention under investigation)

	B1
	The comparison groups received the same care and support apart from the intervention(s) studied
	Yes
	No
	Unclear
	N/A

	B2
	Participants receiving care and support were kept 'blind' to intervention allocation
	Yes
	No
	Unclear
	N/A

	B3
	Individuals administering care and support were kept 'blind' to intervention allocation
	Yes
	No
	Unclear
	N/A

	Based on your answers to the above, in your opinion was performance bias present? If so, what is the likely direction of its effect?



	Low risk of bias
	Unclear/unknown risk
	High risk of bias

	Likely direction of effect: The authors haven’t discussed about the care and support apart from intervention that was available to participants in both arms. Neither participants nor caregivers were kept blind to intervention allocation. Since the outcome did not involve subjectivity, participant or researcher has very little to no influence on measurement of outcome. So even though double blind trials are often recommended, it doesn’t make much difference if the outcome is not subjective (Day & Altman, n.d.).



	C. Attrition bias (systematic differences between the comparison groups with respect to loss of participants)

	C1
	All groups were followed up for an equal length of time (or analysis was adjusted to allow for differences in length of follow-up)
	Yes
	No
	Unclear
	N/A

	C2
	a. How many participants did not complete the intervention in each group? None

	
	b. The groups were comparable for intervention completion (that is, there were no important or systematic differences between groups in terms of those who did not complete the intervention)
	Yes
	No
	Unclear
	N/A

	C3
	a. For how many participants in each group were no outcome data available? None

	
	b. The groups were comparable with respect to the availability of outcome data (that is, there were no important or systematic differences between groups in terms of those for whom outcome data were not available).
	Yes
	No
	Unclear
	N/A

	Based on your answers to the above, in your opinion was attrition bias present? If so, what is the likely direction of its effect?

	Low risk of bias
	Unclear/unknown risk
	High risk of bias

	Likely direction of effect:

In this study all the participants in intervention as well as comparator group were followed up after 2 treatment cycles to evaluate tumor response. Outcome measurement was reported for all the participants that started the treatment, ensuring both the arms had almost equal number of patients for reporting outcomes. Hence there was no important or systematic difference between the groups.

	D. Detection bias (bias in how outcomes are ascertained, diagnosed or verified)

	D1
	The study had an appropriate length of follow-up
	Yes
	No
	Unclear
	N/A

	D2
	The study used a precise definition of outcome
	Yes
	No
	Unclear
	N/A

	D3
	A valid and reliable method was used to determine the outcome
	Yes
	No
	Unclear
	N/A

	D4
	Investigators were kept 'blind' to participants' exposure to the intervention
	Yes
	No
	Unclear
	N/A

	D5
	Investigators were kept 'blind' to other important confounding factors
	Yes
	No
	Unclear
	N/A

	Based on your answers to the above, in your opinion was detection bias present? If so, what is the likely direction of its effect?

	Low risk of bias
	Unclear/unknown risk
	High risk of bias

	Likely direction of effect: The authors have clearly defined length of follow ups. Radiographic and CT scans was performed for tumor evaluation after every 2 treatment cycles. Since patients from both the groups are followed up at certain fixed interval, it will ensure uniformity and reduce risk of bias. The RECIST version 1.1 guidelines for measurement of tumor responsewas followed to measure outcome .Investigators were not kept blind to participants’ exposure to intervention. This might increase the risk of bias as the investigators can potentially give extra care to the intervention arm.

	E. Overall assessment of internal validity. Are the study results internally valid?
Rate the study for internal validity below (for further information see notes on using the methodology checklist)

	++
	+
	−

	Comments:


	F. Overall assessment of external validity – Are the study results externally valid (i.e., generalisable to the whole source population)? Consider participants, interventions, settings, comparisons and outcomes.
Rate the study for external validity below (for further information see notes on use of the methodology checklist)

	++
	+
	−


