
INTRODUCTION 

Review question / Objective: To evaluate 
the effect of the influence of the medication 
administration sequence of taxanes and 
anthracyclines on the therapeutic effect 
during neoadjuvant chemotherapy for 
breast cancer. 

Condition being studied: At present, the 
main treatments for breast cancer include 
surgery, chemotherapy, radiotherapy and 
bio-targeted therapy, chemotherapy is the 
most commonly used method and one of 
t h e m o s t eff e c t i v e m e t h o d s . T h e 
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Review question / Objective: To evaluate the effect of the 
influence of the medication administration sequence of 
taxanes and anthracyclines on the therapeutic effect during 
neoadjuvant chemotherapy for breast cancer. 
Condition being studied: At present, the main treatments for 
breast cancer include surgery, chemotherapy, radiotherapy 
and bio-targeted therapy, chemotherapy is the most 
commonly used method and one of the most effective 
m e t h o d s . T h e c h e m o t h e r a p y s c h e m e c o n t a i n i n g 
anthracyclines and taxanes has reduced the 10-year mortality 
rate of breast cancer by about one third.In order to improve 
the therapeutic effect of tumor, a combination chemotherapy 
of two or more drugs is often used in clinic.However, the 
combination of drugs may affect the therapeutic effect and 
toxicity of chemotherapy due to the interaction between 
drugs or the cycle specificity of anticancer drugs.In 
clinic,there is also a phenomenon of neglecting the 
medication order of drug.Therefore, the correct medication 
order is an important part of promoting the rational use of 
tumors. 

INPLASY registration number: This protocol was registered with 
the International Platform of Registered Systematic Review and 
Meta-Analysis Protocols (INPLASY) on 22 April 2020 and was last 
u p d a t e d o n 2 2 A p r i l 2 0 2 0 ( r e g i s t r a t i o n n u m b e r 
INPLASY202040134). 
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chemotherapy scheme conta in ing 
anthracyclines and taxanes has reduced 
the 10-year mortality rate of breast cancer 
by about one third.In order to improve the 
therapeutic effect of tumor, a combination 
chemotherapy of two or more drugs is 
o f ten used in c l in ic .However, the 
combination of drugs may affect the 
therapeut ic effect and tox ic i ty o f 
chemotherapy due to the interaction 
between drugs or the cycle specificity of 
anticancer drugs.In clinic, there is also a 
phenomenon of neglecting the medication 
order of drug.Therefore, the correct 
medication order is an important part of 
promoting the rational use of tumors. 

METHODS 

Participant or population: Breast cancer 
patients receiving neoadjuvant therapy. 

Intervention: Different order of taxanes and 
anthracycl ines on the neoadjuvant 
chemotherapy for breast cancer. 

Comparator: Control group. 

Study designs to be included: Randomized 
controlled trials(RCTs). 

Eligibility criteria: Including all neoadjuvant 
chemotherapy literatures comparing the 
Influence of different order of taxanes and 
anthracycl ines on the neoadjuvant 
chemotherapy for breast cancer. 

Information sources: According to the 
inclusion and exclusion criteria, two 
researchers independently and strictly 
searched and screened the included 
l iterature. The databases (PubMed, 
Cochrane Library, Embase，CNKI，
WanFang) were searched for the related 
studies that met the requirements. 

Main outcome(s): The 5-year Overall 
s u r v i v a l ( O S ) , 5 - y e a r D i s e a s e - f r e e 
survival(DFS),pathological complete 
response (PCR), Breast-conserving 
rate,objective response rate(ORR)、
disease control rate(DCR),treatment 

adherence and toxic side effects rate were 
analyzed as main outcomes. 

Quality assessment / Risk of bias analysis: 
According to the "bias risk assessment 
t o o l " re c o m m e n d e d b y C o c h r a n e 
Handbook for systematic reviews of 
interventions version 5.1.0 to evaluate the 
quality of the included randomized 
controlled studies.The evaluation indexes 
include:random sequence generation, 
allocation concealment, blinding of 
participants and personnel,blinding of 
outcome assessment, incomplete outcome 
data, selective reporting, other bias.Cases 
of disagreement would be resolved by 
discussion and third parties would render 
assistance when necessary. 

Strategy of data synthesis: Use Revman 5.3 
software to analyze the extracted data. 
C o m p a r e O S , D F S , P C R , b r e a s t -
conservation rate, ORR, DCR, treatment 
adherence, and toxic side effects rate in 
d i ff e r e n t o r d e r o f t a x a n e s a n d 
anthracyclines. This meta-analysis is an 
analytical study, using RR and 95% CI as 
the effect analysis statistics.The Q statistic 
test and I2 statistic test in Cochrane were 
used to analyze the heterogeneity of the 
included studies. Firstly, χ2 test was used 
to analyze the heterogeneity between the 
results of each study and the test level was 
set as α=0.100. At the same time, the size 
of heterogeneity was determined by 
combining I2.If P>0.100 and I2≤50%, it 
indicates that the homogeneity between 
the research results is better and the fixed 
effect model is used; if P≤0.100 and/or 
I2>50%, it indicates that the heterogeneity 
between the results is statistically 
significant, then use a random effect model 
and analyze its heterogeneous sources at 
the same time. 

Subgroup analysis: The characteristics of 
subgroup analysis were implemented to 
explain the sources of heterogeneity to the 
greatest extent possible. 

Sensibility analysis: Sensitivity analyses 
were performed by omitting one study at a 
time to assess their influence (leave-one-
out analysis) and to seek the sources of 
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heterogene i ty,when the source o f 
heterogeneity cannot be resolved or 
determined. 

Country(ies) involved: China. 

Keywords: Breast cancer; neoadjuvant 
chemotherapy; taxanes; anthracyclines; 
medication administration sequence; meta-
analysis. 
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