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Inﬂuenza is a major public health problem worldwide. Mutations and resistance development make the use of
antiviral therapy challenging. Chinese patent medicines are often used to treat inﬂuenza in China and well
tolerable. However, the misuse of Chinese patent medicines is common. We therefore aimed to develop an
evidence-based guideline on treating inﬂuenza with Chinese patent medicines in adults to guide clinical practice.
We formed a steering committee, a consensus panel, a consultants’ group and an evidence synthesis team to
guide the development of the guideline. We formulated the clinical questions through two rounds of survey, and
ﬁnally selected ﬁve questions. We then systematically searched the related evidence and conducted meta-analyses, evidence summaries and GRADE decision tables to draft the recommendations, which the consensus panel
then voted on using the Delphi method. Finally, we formulated six recommendations based on the evidence
synthesis and experts’ consensus. For treating mild inﬂuenza, we suggest either Lianhua Qingwen capsule,
Jinhua Qinggan granule, Banlangen granule, Shufeng Jiedu capsule, or Jinfang Baidu pill, depending on the
manifestations. For severe inﬂuenza, or mild inﬂuenza in patients at high risk of developing severe inﬂuenza, we
suggest Lianhua Qingwen capsule in combination with antiviral medications and supportive therapy. The
strength of all recommendations was weak. Traditional Chinese medicine has great potential to help in the ﬁght
against inﬂuenza worldwide, but more high-quality studies are still needed to strengthen the evidence.
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1. Introduction
Inﬂuenza is an acute respiratory infectious disease caused by inﬂuenza A or B virus [1]. An estimated 5 %–10 % of adults and 20 %–30

% of children worldwide get inﬂuenza every year, causing annually
about 290,000–650,000 deaths [1]. In recent years, both the incidence
of inﬂuenza and the associated mortality have been rising. In 2018, the
number of conﬁrmed inﬂuenza cases and inﬂuenza related deaths in

Abbreviations: Acronyms, Glossary; AGREE, Appraisal of Guidelines for Research and Evaluation; AMSTAR, Assessing the Methodological Quality of Systematic
Reviews; BLG, Banlangen; CI, Conﬁdence interval; CPMs, Chinese patent medicines; GRADE, Grades of recommendations, assessment, development, and evaluation;
IPGRP, International Practice Guidelines Registry Platform; IDSA, Infectious Disease Society of America; JHQG, Jinhua Qinggan; JFBD, Jinfang Baidu; LHQW,
Lianhua Qingwen; MD, mean diﬀerence; NOS, Newcastle-Ottawa Scale; NHCPRC, National Health Commission of the People's Republic of China; PICO, Participants,
intervention, comparison, outcome; RCT, Randomized control trial; RIGHT, Reporting Items for Practice Guidelines in Healthcare; RR, Relative risk; SFJD, Shufeng
Jiedu; TCM, traditional Chinese medicines; WHO, World Health Organization
⁎
Corresponding author.
E-mail addresses: dryiminli@vip.163.com (Y. Li), drlinlin620@163.com (L. Lin).
1
The authors contributed equally.
https://doi.org/10.1016/j.phrs.2020.105101
Received 9 May 2020; Received in revised form 24 July 2020; Accepted 24 July 2020
Available online 31 July 2020
1043-6618/ © 2020 The Author(s). Published by Elsevier Ltd. This is an open access article under the CC BY-NC-ND license
(http://creativecommons.org/licenses/by-nc-nd/4.0/).

Pharmacological Research 160 (2020) 105101

L. Wu, et al.

2.4. Group composition and meeting

China were 765,186 and 153, respectively [2]. In 2019, the number of
inﬂuenza patients had reached 608,511 and deaths 143 already by the
end of January [3]. Inﬂuenza can be treated with antiviral medication
[4]. However, antiviral treatment has limitations: oseltamivir, the main
antiviral agent used for inﬂuenza treatment, should be taken within 48
h of symptom onset to be eﬀective [5]; the eﬃcacy and safety of antivirals diﬀer depending on the severity of symptoms and inﬂuenza
strain [6]; and antivirals are challenging to manage as the viruses are
mutating. As the use of antivirals has become more common, resistance
has also increased: for example, in Europe up to 25 % of seasonal inﬂuenza A (H1N1) infections are resistant to oseltamivir [6]. The World
Health Organization (WHO) downgraded oseltamivir on the list of essential medicines from a core drug to a complementary drug after reviewing the evidence [7]. Due to the severe burden of inﬂuenza
worldwide, more treatment approaches and drugs are urgently needed.
In China, traditional Chinese medicine (TCM) has been used against
inﬂuenza for thousands of years. A meta-analysis has reported that
treatment by TCM leads to defervescence faster than antiviral therapy,
and the duration of viral shedding is shorter in patients treated with
integrated Chinese and Western medicine than in patients treated with
antivirals alone [8]. Chinese patent medicines (CPMs) are herbal
medicinal products developed according to the theory of TCM, which
are manufactured in a ready-to-use form such as capsules, granule, pill
or oral liquid.
Many types of CPMs are used to treat inﬂuenza. They are aﬀordable
and thus widely used in China. However, these medications are commonly misused, especially in Western-medicine based general hospitals
[9]. In order to guide the clinical use of CPMs for inﬂuenza, improve
their implementation and application, and promote the production of
high-quality evidence, we developed this evidence-based guideline for
the use of CPMs to treat inﬂuenza in adult patients [10].

The following four groups were formed to guide the development of
this guideline:
(1) Steering committee, consisting of two chief clinical experts and one
chief methodological expert. The chief clinical experts, Lin Lin and
Yimin Li, bore the ultimate responsibility for the development of
the guideline. They made the ﬁnal decisions at each stage of the
guideline development, and led the writing of the ﬁnal draft of the
guideline [15]. The chief methodological expert, Yaolong Chen,
was responsible for the top-level design of the guidelines, providing
methodological guidance and training, and quality control
throughout the entire process of developing the guideline [14].
(2) Consensus panel, consisting of sixteen TCM specialists, two Western
medicine specialists, and one clinical pharmacologist. The panel
was responsible for determining the clinical questions, voting for
recommendations, and building consensus [14]. The panel ﬁrst
conducted two rounds of Delphi survey through e-mail, to reach
consensus on the recommendations to be included. Then they met
in Beijing, China, on 13 November 2019, and voted on the wording
of the recommendations. All members had ﬁlled in conﬂict of interest statement forms before they voted [15].
(3) Consultants’ group, consisting of seven TCM experts and seven
Western medicine experts. They were consulted during the development of the guideline if necessary.
(4) Evidence synthesis team, consisting of six participants. Two of the
participants were evidence-based medicine researchers, two were
clinicians, and two were students who had been trained in evidence-based medicine earlier. The team was responsible for the
retrieval, evaluation, synthesis and grading of evidence, performing
the systematic reviews, and formulating the summary of ﬁnding
tables and recommendation decision tables [14].

2. Guideline development process

2.5. Formulating questions

We developed this guideline following the methodology recommended by the 2014 WHO Handbook for guideline development
[12] and using the AGREE Ⅱ tool [11]. The ﬁnal guideline was drafted
according to Reporting Items for Practice Guidelines in Healthcare
(RIGHT, http://www.right-statement.org) [12]. The whole guideline
development process is shown in Fig. 1.

We conducted two rounds of questionnaire survey to frame the initial clinical questions. First, we sent questionnaires to 17 selected
doctors, including chief physicians, attending doctors and resident
doctors, who were asked to propose ten questions. After removing duplicates, a total of 64 questions were collected from the ﬁrst-round
questionnaire. Twenty-six questions were excluded because they were
not in line with the objective, e.g. questions related to prevention of
inﬂuenza, other diseases (common cold), inﬂuenza in children, and
Tibetan medicine. Finally, 38 questions were included in the secondround questionnaire. The second-round questionnaire were sent to 200
doctors who were asked to rate the included questions and outcomes
according to their importance. We received back the questionnaires
from 106 respondents in 12 provinces or autonomous regions.
The results of the second-round questionnaire were ranked according to the mean importance score (1–5 points) of each question.
After discussion by the steering committee, the four highest-ranking
clinical questions were included: “How to treat mild adult inﬂuenza
with CPMs?”; “How to treat severe adult inﬂuenza with CPMs?”; “How
to use CPMs for pregnant and perinatal women with inﬂuenza?” and
“How to treat elderly inﬂuenza patients with CPMs?” Other questions
were all related to speciﬁc CPMs, so they were integrated into one
question: “what is the eﬀectiveness and safety of CPMs in the treatment
of inﬂuenza in adults?” The evidence search for this question was not
limited to the medications mentioned by the panel in the questionnaires. We also searched the evidence on all CPMs indicated for
treating inﬂuenza in adult patients in the National Basic Medical
Insurance Drug List, National Essential Drug List, and the Chinese
Pharmacopoeia [16], as well as two drug electronic database (http://
ypk.39.net/, https://db.yaozh.com/). The above questions all were
formulated according to the Population, Intervention, Comparison,

2.1. Sponsor and supporters
The China Association of Traditional Chinese Medicine initiated the
development of this guideline. WHO Collaborating Centre for Guideline
Implementation and Knowledge Translation and the Chinese GRADE
Center / Evidence-Based Medicine Center of Lanzhou University provided methodological support.
2.2. Registration and protocol
This guideline has been registered on the International Practice
Guidelines Registry Platform (IPGRP) [13] (registry number: IPGRP2017CN028). The protocol can be obtained from IPGRP on request.
2.3. Scope
The guideline focuses on the use of CPMs to treat adult inﬂuenza
patients. The primary target audience are general practitioners, respiratory medicine and emergency medicine clinicians, clinical pharmacologists, pharmacists in retailed drug stores, and the general population. General internists and other health care professionals and
policy makers involved in the management of inﬂuenza can also beneﬁt
from this guideline.
2
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Fig. 1. Inﬂuenza guideline development process.

SinoMed (CBM), Wanfang and VIP database. We included primarily
systematic reviews, meta-analyses and randomized control trials
(RCTs). Observational studies were also included if reviews or RCTs
were not available. All databases were searched from their inception
until April 30, 2019, and the languages were limited to Chinese and
English. Two researchers independently extracted data and assessed the
quality of studies. The search strategy was also peer reviewed by an
external specialist [18].

Outcomes (PICO) process [17].
2.6. Systematic review and grading
To answer the included clinical questions, we searched evidence
and conducted systematic reviews for each question following the PICO
framework. Three English-language and four Chinese-language databases were searched: MEDLINE, Embase, The Cochrane Library, CNKI,
3
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In the GRADE process of grading evidence quality, ﬁve downgrading factors (study limitations/risk of bias, inconsistency of results,
indirectness of evidence, imprecision, publication bias) and three upgrading factors (large eﬀect, dose response, eﬀect of plausible residual
confounding) are considered [26]. The evidence synthesis team developed evidence summaries and a GRADE decision table to provide a
clear description of beneﬁts and harms. The certainty of the body of
evidence was graded as high (Level A), moderate (Level B), low (Level
C), or very low (Level D). When formulating recommendations, the
consensus panel fully considered the magnitude of beneﬁts and harms
[27], the quality of evidence, resource implications and feasibility, and
underlying patients’ values and preferences. Then, the panel voted on
each recommendation in two rounds of a slightly modiﬁed version of
the Delphi method. Reaching a consensus required 75 % of votes. The
strength of recommendations was graded as strong (Class 1) or weak
(Class 2). We also referred to the syndrome diﬀerentiation and treatment rules according to the TCM principles when formulating the ﬁnal
recommendations.

Notes: Only the main PICO are listed in the table, complete information can be seen in the summary of the evidence in the main text.
* Conﬁdence is based on the quality of the evidence for main outcome.

Adults with mild
inﬂuenza
Adults with severe
inﬂuenza
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LHQW capsule can be used to treat mild inﬂuenza that manifests with
high fever, cough, thirst and bulbar conjunctiva hyperemia in adults
JHQG granule can be used to treat mild inﬂuenza that manifests with
low to moderate fever, sore throat and cough, headache and myalgia
in adults
BLG granule can be used to treat mild inﬂuenza that manifests with
low to moderate fever, obvious throat swelling and pain, and cough,
in adults
SFJD capsule can be used to treat mild inﬂuenza that manifests with
low to moderate fever, obvious cough and nasal obstruction, and sore
throat, in adult patients
JFBD pill can be used to treat mild inﬂuenza that manifests chill,
fever, runny nose and myalgia in adults
Severe inﬂuenza, and mild inﬂuenza in patients with high risk of
progressing to severe inﬂuenza, can be treated with LHQW capsule
combined with antiviral medication and supportive therapy
1

Probability of fever resolution within 3 days,
symptom relief, duration of hospitalization,
adverse events
Overall eﬀectiveness, pneumonia rate,
adverse events

Moderate
Weak recommendation

Time to defervescence, overall eﬀectiveness,
adverse events
Time to defervescence, overall eﬀectiveness,
adverse events
Oseltamivir
LHQW capsule

Recommendation

Adults with mild
inﬂuenza
Adults with mild
inﬂuenza

Strength of
recommendation
Outcomes

The risk of bias in systematic reviews and meta-analyses was assessed by the Assessing the Methodological Quality of Systematic
Reviews (AMSTAR) tool [19,20], the risk of bias in RCTs using the
Cochrane Collaboration tool [21], and the quality of observational
studies by the Newcastle-Ottawa Scale (NOS) [22]. Disagreements were
resolved by discussion or consultation with a third researcher. Metaanalyses of available studies were conducted using RevMan 5.3 (Cochrane Collaboration). The Grading of Recommendations Assessment,
Development, and Evaluation (GRADE) system was applied to evaluate
the quality of evidence and determine the strength of recommendations
[23–25].
2.7. Formulating recommendations

No

Table 1
Clinical recommendations.

Population

Intervention

Comparator

Conﬁdence*

L. Wu, et al.

3. Results
For the question “what is the eﬀectiveness and safety of CPMs in the
treatment of inﬂuenza in adults?”, we searched evidence on all CPMs
that were indicated for treating inﬂuenza in the ﬁve included pharmaceutical sources described in Section 2.5. All CPMs included in this
guideline have inﬂuenza indications in the drug instruction. Ninetyseven CPMs were obtained after removing duplicates. In addition, to
enhance the clinical applicability, four CPMs recommended by a Chinese inﬂuenza guideline [28] (Shufeng Jiedu capsule, Sangju Ganmao
tablet/granule, Yinhuang granule/capsule, Qingkailing oral liquid/
capsule) and one CPM widely used by the public (Banlangen granule)
were also included despite having no inﬂuenza indication in the drug
instruction. Therefore, a total of 102 potentially eligible CPMs were
assessed for eﬀectiveness and safety. Three medications to treat pediatric inﬂuenza, 15 medications including Western medicine components and 10 Tibetan medicines were excluded. Among the remaining
74 medications, products consisting of the same ingredients but with
diﬀerent dosages or forms were combined. Finally, 37 CPMs were included in the search for evidence. We found relevant clinical studies
only for 15 of these CPMs. For 10 CPMs we found either no statistically
signiﬁcant results when compared with the control group, or the eﬀects
were worse than in the control group (evidence proﬁle can be shown in
Appendix 3). Therefore, after weighing the advantages and disadvantages, the consensus panel did not make any recommendations
for these 10 CPMs due to the insuﬃcient clinical evidence. Finally, the
consensus panel formed recommendations on the remaining ﬁve CPMs
(the whole screening process of CPMs can be shown in Appendix 1). At
the same time, after reviewing the composition of each type of CPMs
and conducting meta-analyses on the eﬃcacy and safety of each medicine on diﬀerent TCM syndromes, we determined the most suited
syndrome type for each included CPM.
For the remaining four clinical questions, only two questions (how
4
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Fig. 2. Flow chart of treating inﬂuenza in adult patients with CPMs.
*High risk factors of severe inﬂuenza [28]: 1) Adults aged ≥65 years;2) Persons with chronic pulmonary, cardiovascular (except for hypertension), renal, hepatic,
hematologic, neurologic and neuromuscular, metabolic disorders, tumor, immunosuppression; 3) Persons with obesity (body mass index ≥30 kg/m2); 4) Pregnant
and perinatal women.

treatment was initiated within 48 h of symptom onset in 20 studies, and
within 3–7 days in four studies. Fourteen studies did not report the
timing. One of the studies included three groups: LHQW, oseltamivir
and antipyretic analgesics [29], and we considered the results as two
separate studies to facilitate the analysis. Therefore, we included a total
of 39 studies. Eight RCTs [29–36] compared LHQW capsule versus
oseltamivir for treating inﬂuenza in adults. LHQW capsule performed
better than oseltamivir in terms of time to defervescence from treatment initiation (mean diﬀerence [MD] -2.54 h, 95 % conﬁdence interval [CI] -5.02 to -0.07 h), and time from treatment initiation to end
of each symptom, i.e. sore throat (MD -9.12 h, 95 %CI -12.01 to -6.23 h,
cough (MD -10.23 h, 95 %CI -16.13 to -4.34 h and myalgia (MD -18.37
h, 95 %CI -35.11 to -1.63 h). There were no diﬀerences in overall effectiveness (deﬁned as the proportion of patients who achieved at least
30 % reduction in symptom score after treatment [37]), the risk of
headache or stuﬀy nose, or the duration of viral shedding between two
groups.
Five RCTs [38–42] compared LHQW capsule combined with oseltamivir versus oseltamivir alone. The results showed that the time to
defervescence was shorter with LHQW together with oseltamivir than
with oseltamivir alone (MD -23.54 h, 95 %CI -45.05 to -2.03 h), but no
diﬀerence was seen in overall eﬀectiveness.
Twenty-six RCTs [29,43–67] compared LHQW capsule with ribavirin, antipyretic and analgesic drugs, or other CPMs. LHQW capsule
showed superiority in the outcomes of overall eﬀectiveness, duration of
headache, duration of sore throat, duration of myalgia and time to
defervescence (see Appendix 2).

to treat mild inﬂuenza in adult patients; and how to treat severe inﬂuenza in adult patients) could be answered with the existing evidence.
The results for these two questions were integrated with those for the
question “what is the eﬀectiveness and safety of CPMs in the treatment
of inﬂuenza in adults”. We found no evidence to answer the remaining
two questions (how to use CPMs for pregnant and perinatal women
with inﬂuenza; and how to treat elderly inﬂuenza patients with CPMs)
we found no evidence to answer, so they cannot make recommendations. We ﬁnally made six recommendations for the eﬀectiveness and
safety of speciﬁc CPMs, including both mild and severe inﬂuenza
(Table 1). The ﬂow chart of treating inﬂuenza in adults with CPMs is
shown in Fig. 2.
3.1. How to treat mild inﬂuenza in adults with CPMs?
Recommendation 1: Lianhua Qingwen (LHQW) capsule can be used
to treat mild inﬂuenza that manifests with high fever, cough, thirst and
bulbar conjunctiva hyperemia in adults (2B).
A relatively severe form of mild inﬂuenza, manifested by high fever,
cough, thirst and bulbar conjunctiva hyperemia [28], is called a heat
toxin attacking lung syndrome in TCM terminology. We suggest to treat
adult patients with this syndrome with LHQW capsule.
3.1.1. Summary of the evidence
We identiﬁed a total of 38 studies comparing LHQW capsule (either
alone, or in combination with other treatment) with antivirals or other
types of Chinese medicine. The course of treatment was 3–5 days. The
5
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signiﬁcant diﬀerence in the fever duration or symptom relief. All above
studies treated the patients for 3–5 days, but did not report the timing
of treatment initiation.
One trial [73] reported that two patients experienced nausea and
vomiting, one patient diarrhea, one patient dizziness, and one patient
rash after taking BLG granule together with oseltamivir. However, there
was no diﬀerence in the risk of adverse events when compared with
oseltamivir alone.
Recommendation 4: Shufeng Jiedu (SFJD) capsule can be used to
treat mild inﬂuenza that manifests with low to moderate fever, obvious
cough and nasal obstruction, and sore throat, in adult patients (2C).
For adult patients with mild inﬂuenza, manifesting low to moderate
fever, obvious cough and nasal obstruction, and sore throat (one type of
wind heat syndrome in TCM terms), we recommend SFJD capsule.

Twenty-six of the above-mentioned 38 RCTs reported the risk of
adverse events. Seven studies reported the rate of adverse events per
group, which was lower in patients treated with LHQW capsule than
oseltamivir (relative risk [RR] 0.29, 95 %CI 0.11 to 0.80) [29–32] [36],
or ribavirin (RR 0.29, 95 %CI 0.11 to 0.80) [44,48]. Thirteen studies
[30,43–45,57–60,62–66] reported no adverse events in the group receiving LHQW capsule. Six studies reported on a total of 13 cases of
mild diarrhea, nausea or vomiting [31,35,38,46–48]; three studies
[29,49,50] on 11 cases with tonsillitis, sinusitis or pneumonia; and one
[36] study on one participant with dizziness in the groups receiving
LHQW capsule. Three studies [32,39,51] did not describe the adverse
events in detail.
Recommendation 2: Jinhua Qinggan (JHQG) granule can be used to
treat mild inﬂuenza that manifests with low to moderate fever, sore
throat and cough, headache and myalgia in adults (2C).
Mild inﬂuenza that is characterized with an early onset of symptoms, low to moderate fever, sore throat and cough, headache and
myalgia, is one type of wind heat syndrome in TCM terminology. We
suggest JHQG granule for adult patients with inﬂuenza with this type of
manifestations.

3.1.4. Summary of the evidence
Two trials [77,78] included inﬂuenza patients within 48 h of the
onset of symptoms. They reported no diﬀerences in the overall eﬀectiveness, or the risk of pneumonia, score of fever, chill, headache, body
pain, running nose, sore throat, or cough between SFJD capsule and
oseltamivir. The duration of treatment was 3 or 5 days. One trial79
showed that SFJD capsule combined acyclovir had higher probability of
fever resolution than acyclovir alone after three days treatment (RR
1.51, 95 %CI 1.21–1.90). There was no diﬀerence in the overall eﬀectiveness or the probability of fever resolution within three days of
treatment between SFJD capsule and acyclovir [79].
One trial [78] reported one patient experienced rash and two patients pneumonia after taking SFJD capsule. There was no diﬀerence in
the risk of adverse events compared with oseltamivir.
Recommendation 5: Jinfang Baidu (JFBD) pill can be used to treat
mild inﬂuenza that manifests chill, fever, runny nose and myalgia in
adults (2D).
Some inﬂuenza patients manifest with serious chills, relatively mild
fever, myalgia, and clear nasal discharge. This type of inﬂuenza is
called wind cold syndrome in TCM terms. There exist only few CPMs
that can be used against this type of inﬂuenza. We found only one case
report about JFBD formula, which is the basis of the JFBD pill. We
recommend JFBD pill in the treatment of the wind cold syndrome despite the very low quality of the supporting evidence.

3.1.2. Summary of the evidence
We conducted a meta-analysis of three RCTs [68–70] comparing
JHQG granule versus placebo. Patients treated with JHQG granule had
shorter time to defervescence (MD -15.11 h, 95 %CI -18.74 to -11.47 h)
and higher overall eﬀectiveness (deﬁned in the same way as for LHQW;
RR 1.09, 95 %CI 1.03–1.14) than patients in the placebo group. There
was no diﬀerence between JHQG granule and placebo in the rate of
viral shedding at end of treatment. JHQG granule originate from the
Maxingshigan-Yinqiaosan (MY) TCM formula, and we therefore also
considered evidence from studies on MY to treat inﬂuenza. Results of
one trial [71] showed that fever resolved in patients taking MY together
with oseltamivir sooner than in patients taking oseltamivir alone (MD
-5.00 h, 95 %CI -9.61 to -0.39 h), and in patients treated with MY
sooner than in untreated patients (MD -10.00 h, 95 %CI -14.74 to -5.26
h). There was however no diﬀerence between the arms with MY alone
and oseltamivir alone. One trial [72] showed the time until fever resolution was longer when treated with JHQG granule than if treated
with another CPMs, Ganmaoqingre Yin (MD -17.28 h, 95 %CI -25.29 to
-9.27 h). The course of treatment was 3–5 days. In two studies treatment was started within 24 h, in two studies within 48 h, and in one
study within 72 h of onset of inﬂuenza.
Three studies [68,69,71] reported on 13 participants taking JHQG
granule or MY who experienced nausea, vomiting or diarrhea.
Recommendation 3: Banlangen (BLG) granule can be used to treat
mild inﬂuenza that manifests with low to moderate fever, obvious
throat swelling and pain, and cough, in adults (2C).
For patients with mild inﬂuenza manifesting with low to moderate
fever, obvious throat swelling and pain, and cough (a type of wind heat
syndrome in TCM terms), we also recommend BLG granule as a treatment.

3.1.5. Summary of the evidence
We found only one relevant case report with eight patients for this
question. The study [80] included inﬂuenza patients who manifested
fever and were treated by JFBD after 1–4 days of the onset of symptoms
for a duration of 2–3 days. Results showed that the main symptoms
disappeared and HlN1 virus nucleic acid turned negative after taking
JFBD decoction for three days. No adverse events were reported.
3.2. How to treat severe inﬂuenza in adults with CPMs?
Recommendation 6: Severe inﬂuenza, and mild inﬂuenza in patients
with high risk of progressing to severe inﬂuenza, can be treated with
LHQW capsule combined with antiviral medication and supportive
therapy (2C).
Severe inﬂuenza is deﬁned as an inﬂuenza infection meeting any of
the following conditions: 1. Persistent high fever for more than three
days, accompanied by severe cough, blood sputum, or chest pain; 2.
Rapid respiratory rate, dyspnea or cyanosis of the lips; 3. Mental abnormality: slow response, lethargy, restlessness; 4. Dehydration due to
severe vomiting and diarrhea; 5. Pneumonia; 6. Obvious aggravation of
the underlying diseases; 7. Other clinical conditions requiring hospitalization [28]. We suggest a combination of LHQW capsule with antiviral medication and supportive therapy to treat severe inﬂuenza.
Although we found only limited evidence and the strength of the recommendation is weak, the prognosis of severe inﬂuenza is poor and
thus this option should be considered.

3.1.3. Summary of the evidence
One trial [73] reported that BLG granule together with oseltamivir
resulted in a lower risk of cough (RR 0.61, 95 %CI 0.43 to 0.87) and
sore throat (RR 0.62, 95 %CI 0.42 to 0.91) and a shorter duration of
hospitalization (MD -2.68 days, 95 %CI -3.74 to -1.62 days) than
oseltamivir alone. However, there was no diﬀerence in the probability
of fever resolution within three days of treatment initiation between the
two groups. Another trial [74] showed the time to defervescence was
shorter in patients treated with BLG granule than in patients treated
with Bingduqing oral liquid, another CPMs (MD -5.30 days, 95 %CI
-8.41 to -2.19 days). One trial [75] however showed BLG granule had a
lower overall eﬀectiveness than ribavirin injection (RR 0.68, 95 %CI
0.55 to 0.85). Another trial [76], comparing BLG granule and LHQW
capsule treatment, both in combination with oseltamivir, found no
6
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CPMs are clearly a safe and eﬀective alternative for inﬂuenza treatment, and the promotion of their use worldwide has great potential to
help in the ﬁght against inﬂuenza.

3.2.1. Summary of the evidence
We found one study (n = 30) [81] that compared LHQW capsule
combined with oseltamivir versus oseltamivir alone for 5–7 days in
patients with severe inﬂuenza. The study did not report the timing of
treatment initiation. The combination therapy performed better than
oseltamivir alone in terms of mortality (RR 0.20, 95 %CI 0.01–3.85)
and overall eﬀectiveness (RR 1.63, 95 %CI 0.97–2.72), but because of
the small sample size the diﬀerences were not statistically signiﬁcant.
No adverse events were reported in the combination treatment group,
while in the oseltamivir only group one patient experienced nausea and
vomiting.

Development groups
Steering committee: Lin Lin (clinical expert in TCM), Yimin Li
(clinical expert in western medicine), Yaolong Chen (methodological
expert).
Consensus panel: Lin Lin, Yimin Li, Hongchun Zhang, Zengtao Sun,
Zhengping Bo, Suyun Li, Zegeng Li, Fengsen Li, Shanping Jiang,
Bangjiang Fang, Yanping Zhang, Cuiling Feng, Shunan Zhang, Huiyong
Zhang, Liangji Liu, Zhen Wang, Zhibin Chen, Yun Lu, Yini Luo.
Consultants group: TCM: Qing Miao, Yongjun Bian, Suofang Shi, Jia
Zhu, Xiaoyan Gong, Yinji Xu, Hanrong Xue. Western medicine: Jiangtao
Lin, Shaoxi Cai, Zifeng Yang, Huapeng Yu, Yubiao Guo, Ziwen Zhao,
Jian Wang.
Evidence synthesis team: Lei Wu, Yanfang Ma, Yuanbin Chen, Nan
Yang, Wenze Deng, Xufei Luo.

4. Discussion
WHO and the Infectious Disease Society of America (IDSA) have
both published guidelines for the management of inﬂuenza [82,83], but
neither of these included recommendations about Chinese medicine.
National Health Commission of the People's Republic of China
(NHCPRC) publishes the Guidelines of Inﬂuenza Diagnosis and Treatment every year. It currently recommends eight CPMs to treat mild
inﬂuenza in adults [28]. Three of them were same as recommended by
our guidelines: LHQW capsule, JHQG granule and SFJD capsule.
NHCPRC guidelines include both Western medicine and TCM therapy.
Their guidelines are based on authoritative experts’ experience, and
they have played an important role in the past attempts to ﬁght against
inﬂuenza in China. Our guideline is the ﬁrst guideline of CPMs for inﬂuenza based on evidence from systematic reviews and applying the
GRADE system to evaluate the quality of evidence. We believe our
guideline will help to guide the future direction of research and treatment with CPMs for inﬂuenza. In addition, the cost of CPMs is likely to
be low. A pharmaceutical economical study reported that the cost of
SFJD capsule was lower than oseltamivir [84]．Another study compared the cost-eﬀectiveness of four CPMs [85]. The results showed
LHQW capsule is the most cost-eﬀective treating plan for inﬂuenza.
This guideline is based on evidence from systematic reviews.
However, the evidence was insuﬃcient to answer some clinical questions formulated during the development process, such as how to use
CPMs for pregnant and perinatal women or elderly people with inﬂuenza, and the eﬀectiveness and safety of some speciﬁc CPMs for inﬂuenza. In addition, the quality of included studies was generally low. For
wind cold syndrome of inﬂuenza, only one case report could be included. Meanwhile, some CPMs that are commonly used against inﬂuenza in clinic practice, such as Kangbingdu granule/oral liquid,
Shuanghuanglian oral liquid and Chaihu oral liquid, are not included in
the recommendations. This is because the instructions of some CPMs do
not contain inﬂuenza indications despite being commonly used, or
because of lacking or insuﬃcient evidence to support the recommendation. It reﬂects the gap between current research and practice. Therefore, further high-quality studies are needed in the above
ﬁelds. Another limitation of this guideline is that we did not search
ongoing clinical trials. Potential publication bias may inﬂuence the
results of the study.
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