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BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

 

ARTICLE DETAILS 
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Soertidewi, Lyna; Abu Bakar, Azizi; Laik, Carine; Gan, Robert 

 

VERSION 1 - REVIEW 

REVIEWER Dr Shazia Jamshed 
International Islamic University Malaysia  
Malaysia 

REVIEW RETURNED 30-Sep-2015 

 

GENERAL COMMENTS I am concerned about the ethical requirements from the company 
Moleac. I know it is the product of Moleac but the ethical permission 
is from two countries only. What about Raffle Hospital Singapore?  

 

REVIEWER Ming Liu 
Dpartment of Neurology,West China Hospital,Sichuan 
University,China 

REVIEW RETURNED 08-Oct-2015 

 

GENERAL COMMENTS he NeuroAiD Safe Treatment (NeST) Registry is felt to be an 
interesting study to assess the use and safety of NeuroAiD in the 
real world. The protocol of the NeST Registry has been clearly 
elaborated. 
 
The NeuroAiD Safe Treatment (NeST) Registry is felt to be an 

interesting study to assess the use and safety of NeuroAiD in the 

real world. The protocol of the NeST Registry has been clearly 

elaborated. On the protocol of the study, I have some suggestions. 

Abstract 

Methods 

1、 In the methods, please clarify the inclusion criteria, the primary 
outcome (eg.SAE) and the secondary outcome.  

2、 Please explain the follow-up time of the subjects and the way 
you collecting the data at the follow-up time (by telephone or 
interview)? 

3、 Please add the keywords in your abstract. 

4、 In the “study registration”, you should elaborate the time of 
registering your study under “ClinicalTrials.gov”, and the full 
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name of the study  
Introduction 

5、 Please reference the sentences “MLC601 (NeuroAiD, Nu-rAiD) 
is a combination of 14 natural ingredient…….” and “MLC901 
(NeuroAid II, NurAiD II), consisting of nine herbal components is 
available……….” 

6、 Can you give the detail explanation of the sentence “Toxicity 
studies have confirmed the absence of significant toxic effects in 
animals (data on file in Moleac).”, or any literature about it. 

7、 The word "TBI" should be spelled out when it first appears. 

8、 Lastly, the NeuroAiD Safe Treatment (NeST) Registry is not a 
randomized trail, and you should elaborate the limitation of this 
study (eg. The bias is uncontrollable). In the manuscript, you 
only explained the strengths of the study. 

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1: Dr Shazia Jamshed, International Islamic University Malaysia Malaysia  

1. I am concerned about the ethical requirements from the company Moleac. I know it is the product 

of Moleac but the ethical permission is from two countries only. What about Raffle Hospital 

Singapore?  

 

Response:  

Raffles Hospital in Singapore is the affiliation of the chair of the scientific advisory group (NV), but the 

registry is not yet implemented there. Prior to implementation, the necessary approvals will be 

obtained. Similarly, for other countries, hospitals, and clinics of participating doctors, the requirements 

will be ascertained and complied with before conducting the registry.  

Moleac acts as central coordinator for the registry and this is specified in the protocol when it is 

submitted for approvals. No specific ethical approval is required from within Moleac since no subject 

will be identified or included through Moleac.  

 

Reviewer 2: Prof. Ming Liu, Department of Neurology, West China Hospital, Sichuan University, China  

 

Abstract  

1. In the methods, please clarify the inclusion criteria, the primary outcome (eg.SAE) and the 

secondary outcome.  

 

Response:  

We have now added “…Patients who are taking or has been prescribed NeuroAiD may be 

included…” and “…Primary outcome assessed is safety (i.e. non-serious and serious adverse event) 

while compliance and neurological status over time are secondary outcomes…” in page 1.  

 

2. Please explain the follow-up time of the subjects and the way you collecting the data at the follow-

up time (by telephone or interview)?  

 

Response:  

We have now indicated “…in-person follow up assessments…” in page 1  

 

3. Please add the keywords in your abstract.  

 

Response:  

This has now been added after the abstract in page 2.  
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4. In the “study registration”, you should elaborate the time of registering your study under 

“ClinicalTrials.gov”, and the full name of the study  

 

Response:  

We have now done so in page 2  

 

Introduction  

5. Please reference the sentences “MLC601 (NeuroAiD, Nu-rAiD) is a combination of 14 natural 

ingredient…….” and “MLC901 (NeuroAid II, NurAiD II), consisting of nine herbal components is 

available……….”  

 

Response:  

We have now referenced the sentences in page 4.  

 

6. Can you give the detail explanation of the sentence “Toxicity studies have confirmed the absence 

of significant toxic effects in animals (data on file in Moleac).”, or any literature about it?  

 

Response:  

We have now reference this statement to publications that have reported some toxicity studies. 

However, data on LD50 and other toxicity studies were not published and only kept on file:  

a. The median lethal dose (LD50) of the sample, administered orally to female ICR mice is 56.1565 ± 

1.3966 g/kg. Toxidrome ranged from grooming, piloerection, ptosis, hyperemia, loss of pinna reflex, 

defecation, circling motion, ataxia, decreased motor activity, increase respiratory rate and death of 

mice.  

b. After 7 consecutive days of observation, no death happened in another high-dose toxicity study. 

Animals were reported to move less after NEUROAID administration but they soon restored to normal 

behavior. The dose was over 800 times (for mice) and 300 times (for rats) of the standard clinical 

dose which is four capsules three times a day (for individual weighting an average of 50kg).  

c. In another long-term toxicity study, there was no evident effect to the appearance, behavior, 

activities and weight of the rats. There was no obvious influence on hemostasis or hematological 

factors. Renal and hepatic biochemical factors were assessed and no toxicity of any kind was 

observed. No obvious pathological changes were observed on histopathological examinations.  

 

7. The word "TBI" should be spelled out when it first appears.  

 

Response:  

We have now done so in page 4.  

 

8. Lastly, the NeuroAiD Safe Treatment (NeST) Registry is not a randomized trail, and you should 

elaborate the limitation of this study (eg. The bias is uncontrollable). In the manuscript, you only 

explained the strengths of the study.  

 

Response:  

We have now added “Biases may be difficult to control, no concurrent control arm for comparison” 

under Strengths and Limitations, page 3.  

In addition, we have now mentioned “…On the other hand, biases in registries are difficult to control. 

Often there is no concurrent control arm for comparison, subjects are less homogeneous in 

characteristic, some data may be unavailable, and concomitant therapies can be widely variable” in 

the Introduction, page 6. 
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