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Response to Reviewer A:

Comment 1: The title and aim indicates that the review is about CRP's ability to guide
antibiotic prescription. However, the study is about CRP's ability to reduce antibiotics
prescription. I think that "reduce" is the right word. Furthermore it should be stated "in
adults" since the focus on adults is an important feature of the study. This is of course easy to
change - but also important.

Reply 1: Thank you for your suggestion. According to your suggestion, the title of the
manuscript has been rephrased into "C-reactive protein testing to reduce antibiotic
prescribing for acute respiratory infections in adults: a systematic review and meta-analysis",
and we have also made amendments to other expressions in the manuscript as appropriate

(see Page 1, line 2-3).

Comment 2: ARI is to me an uncommon abbreviation. I am used to "acute RTI".

Reply 2: Thank you very much for your suggestion, I have retrieved articles related to
acute respiratory infections and found that the abbreviation of "ARI" is more commonly used
in most articles compared with "acute RTI"(1-4), and we think that the abbreviation of "ARI"

1s more suitable for our manuscript, so we use the "ARI" in our manuscript.
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Comment 3: I do not understand what is meant by "CRP dose on enrolment" line 77 and

135.



Reply 3: Thank you again, we are sorry for the inaccurate use of "CRP dose on
enrolment". We have modified "CRP dose on enrolment" to "CRP level as the recommended

threshold of antibiotic prescribing" (see Page4, line 88; Page6, line148,151).

Response to Reviewer B:

Comment 1: Could you elaborate further on the type of upper (you pointed two groups of
upper ARIs in the text) and lower ARIs (which ones, e.g. acute bronchitis, pneumonia, acute
exacerbation of COPD, and so on) were included in the reviewed studies?

Reply 1: Thank you very much for your suggestion. According to your suggestion, we
have elaborated further on the type of upper and lower ARI as follows: Patients in three
studies were low ARI, included only acute exacerbation of chronic obstructive pulmonary
disease (AECOPD), while in four studies were upper ARI, included rhinosinusitis, rhinitis,
pharyngitis and acute cough. (see Page5, line114-116). You have mentioned that two groups
of upper ARI were pointed in our text. We apologize for our inaccurate presentation. We
wanted to express the two groups are CRP testing group and routine care group in the

manuscript, the inappropriate expression has been revised.

Comment 2: Please decipher the abbreviations inside the text and under table 1 (e.g. T, C).
What do you mean under “CRP dose” (CRP level as the recommended threshold of
antibiotic)?

Reply 2: Thank you very much for your suggestion. we have modified the "T, C" to "CRP
testing, Routine care" (see Pagel9). We have modified the "CRP dose" to "CRP level as the

recommended threshold of antibiotic prescribing" (see Page4, line 88; Page6, line148,151).

Comment 3: Some English correction is needed.

Reply 3: Thank you a lot for your reminder. We are so sorry for the inaccurate and
improper content in manuscript. We have modified the inaccurate content in manuscript and
marked in red. Some major revisions are listed as follows.

3.1 We made the subgroup analyses of antibiotic prescribing rate at the index consultation.

The subgroup analyses was conduced by different type of ARI and different CRP level as



recommended of antibiotic prescribing. It is showed that CRP testing significantly reduce the
antibiotic prescribing rate compared with the routine care in low ARI [RR=0.71, 95%CI
(0.65,0.78), P<0.00001], but not in upper ARI [RR=0.83, 95%CI (0.66, 1.03), P =0.09].
Subgroup analyses by different CRP level as recommended threshold showed that using of
40mg/L as the recommended threshold was the most obvious to reduce the antibiotic
prescribing compared with the routine care. However, there were not significantly different
between CRP testing and routine care using 50mg/L as the recommended

(AppendixIll).(Page6, line147-154).

3.2 CRP testing can reduce the antibiotic prescribing in adult patients with ARI, which is safe
and will not affect clinical recovery. However, the CRP level as the recommended threshold
of antibiotic prescribing is not consistent. Considering the individual difference of patients,
physicians should make clinical decisions combined with patient's preferences, best available

evidence and experience of professionals. ( Page9, line229—Pagel0, line 232).

Comment 4: In the COVID-19 era, CRP testing is being used not as a guide to antibiotic
prescribing, but as an inflammatory marker. Could you elaborate on it a little bit more in the

discussion section?

Reply 4: Thanks a lot for your suggestion. We have added the content about CRP and
COVID-19 as follows: COVID-19 is the highly pathogenic SARS coronavirus pneumonia
that infects human. Inflammatory reaction plays a critical role in COVID-19. Inflammatory
storm can increase the severity of COVID-19 and lead to serious complications and death
(1-3). CRP is a biomarker of inflammatory response, which can predict the severity and
prognosis of COVID-19(4-5). A retrospective study conducted in China found that patients
with CRP level> 41.8 mg/L in COVID-19 were more likely to develop severe disease(6). A
study of COVID-19 patients who need mechanical ventilation shows that CRP level can be
used to guide escalation of treatment in patients with COVID-19—related hyperinflammatory
syndrome(7). However, the pathogen of infection in COVID-19 is coronavirus, and
antibiotics are aimed at bacterial infection, so CRP testing cannot be used as a guide to
antibiotic prescribing for patients with COVID-19.For patients with overactivated

inflammatory response in COVID-19, the recent research recommended glucocorticoid for



anti-inflammatory treatment (8-9).(see Page8; line196—Page9; line 207).
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