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To the Editor,
A systematic  literature review involves a critical appraisal 
of the available literature to answer a well‑formulated 
research question. It follows a clearly defined protocol and 
has specific inclusion and exclusion criteria. A  review is 
termed a meta‑analysis when various statistical tests are 
used to summarize the results of this review. In systematic 
reviews and meta‑analysis, various aspects regarding the 
quality of RCTs are investigated, such as the risk of bias 
within the studies, random sequence generation or allocation 
concealment that led to selection bias, heterogenicity in 
patients involved, methodology, intervention characteristics, 
the variable definition of endpoints of interest, and 
publication bias. Assessment of bias and quality of clinical 
trials is very important when a systematic review is being 
conducted. This is because trials that are not conducted 
with robust methodology can yield flawed results, which can 
interfere with evidence generation on analysis.[1]

The Consolidated  Standards of Reporting Trials  (CONSORT) 
was developed to improve the quality of reporting of a trial 
to facilitate reading and quality assessment of clinical trials 
by incorporating a 25‑item checklist. The checklist provides 
information about the design, analysis, and interpretation of the 
trial. Although many RCTs have a CONSORT flow diagram, the 
article per se does not comply with the CONSORT checklist.[2]

The Jadad score is a  popular scoring system used to assess 
the methodological quality of randomized controlled trials. 
It was described by a Columbian physician Alejandro “Alex” 
Jadad Bechara in 1996. Since then, the Jadad score has been 
used extensively to ascertain the methodological quality of a 
clinical trial that has fulfilled inclusion in a systematic review. 
Studies that fulfill the inclusion criteria are scored according 
to the presence of three key methodological features of 
clinical trials: randomization, blinding, and accountability of 
all patients, that is, withdrawal and dropouts. One point is 
scored for every “yes” answer to each of the first five items, 
and one point is deducted for a “yes” answer to either of 
the last two items, for an overall score of 0–5. If on analysis 
there were more than 4 points, it was considered to be of 
high quality; if the score was 3–4 points, it was considered 
to be of moderate quality; and if the score was less than 3 
points, it was deemed low quality.[3,4]

Verhagen et al.[5]  described the Delphi consensus method 
in 1998 which involves a list of criteria used to evaluate 

clinical trials and formulate recommendations based on 
consensus. It is a systematic process involving several 
rounds of discussion using questionnaires among selected 
panel members, especially in areas where it is difficult to 
arrive at conclusion or evidence is sparse or anecdotal. 
The Delphi process has now become quite popular as it 
has several applications. It can be used to evaluate current 
knowledge and find knowledge gaps, resolve controversies in 
management, formulate guidelines, develop assessment tools 
and indicators, and recommendations.[6] The positive aspects 
include having anonymous panelists, having controlled 
feedback, and interactive discussions involving several 
rounds. The negative aspects are that often the conclusion 
or recommendations are not based on robust evidence, thus 
affecting the reliability and the validity of the conclusions.

Imperfect  methodology, conduct, and analysis introduce bias 
in a study, leading to flawed inferences, which in turn give a 
wrong message. In 2005, Cochrane collaborators introduced 
the risk of a bias assessment tool that assesses selection bias, 
performance bias, detection bias, attrition bias, reporting bias, 
and other biases. The present version of the tool assesses 
random sequence generation, allocation concealment, blinding 
of participants and persons involved, blinding of outcome 
assessment, incomplete outcome data, and other biases. The 
results are given as low risk, high risk, or unclear risk of bias.[7]

Several tools are  available for assessing the quality of RCTs, 
the bias involved, and reporting checklist. However, it will be 
imperative if researchers adhere strictly to the checklist, follow 
a robust methodology, and address bias during study design.
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Ciprofol‑ a game changing intravenous anesthetic or another 
experimental drug!

et  al. The cochrane collaboration’s tool for assessing risk of bias in 
randomised trials. BMJ 2011;343:d5928.

To the Editor,
Propofol  (2,6, diiso‑propoxyphenol) is undoubtedly the 
most popular induction agent used in anesthesia. With 
total intravenous anesthesia (TIVA) getting popular among 
many anesthesiologists, propofol occupies the place as a 
reliable agent for maintenance agent for surgical anesthesia, 
procedural sedation, and intensive care unit (ICU) sedation. 
The other advantages are rapid onset, rapid recovery, and a 
high clearance rate. The commonly encountered issues with 
the use of propofol are pain on injection, hemodynamic issues 
in elderly patients, dose‑dependent respiratory depression in 
pediatric and elderly patients, patients with cardiovascular 
diseases, and hypovolemia. The other undesirable issues with 
the use of propofol are myoclonus and propofol infusion 
syndrome which leads to hyperkalemia and cardiac arrest 
after a prolonged infusion.

Ciprofol  (working name‑  HSK3486) is a γ‑aminobutyric 
acid (GABA) receptor agonist and is a novel 2,6‑disubstituted 
phenol derivative like propofol. It is a recently introduced 
intravenous anesthetic agent which has undergone phase 
I and II trials in Australia and China. It is manufactured by 

Haisco Pharmaceutical Group Co., Ltd.[1] At a dose ranging 
from 0.4 to 0.6 mg/kg, ciprofol has comparable anesthetic 
efficacy, onset, recovery, and clearance rate after an 
infusion (in healthy volunteers) to that of propofol. Studies 
have demonstrated that pain on injection is lesser when 
compared to propofol possibly due to lower concentration 
in the aqueous phase of the emulsion. Ciprofol demonstrated 
favorable anesthetic properties with little residual effects in 
a study involving si healthy volunteers who received a dose 
of 0.4  mg/kg. When studied with 14C‑labeled intravenous 
dose of ciprofol, there were circulating metabolites that were 
identified on analysis and were found to be nonhypnotic and 
nontoxic.[2]

In a phase IIa multi‑center, open‑label, nonrandomized, 
positive control, dose‑escalating study, Teng et al.[3] compared 
0.2–0.5  mg/kg of ciprofol with 2  mg/kg propofol for 
colonoscopy and found both drugs suitable and tolerable. 
In the same study, a phase IIb randomized trial with three 
groups was conducted. Two doses of ciprofol i.e., 0.4 and 
0.5 mg/kg were compared with 2 mg/kg propofol. The authors 
concluded that at doses of 0.4–0.5 mg/kg, ciprofol induced 
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