Jawatankuasa Etika Penyelidikan Manusia, 
Universiti Sains Malaysia (JEPeM-USM)
Kampus Kesihatan,
16150, Kubang Kerian, Kelantan.
Tel: 09-7672352								07/02/2020

								Your Ref : USM/JEPeM/19110788


Dear Ethics Board,

I refer to your letter dated 5th February describing the decision of the committee for modification recommendation after the meeting held on the 21st of January 2020 (Meeting No. 449) for study protocol code 19110788.

Herewith attached is the summarized revision of the study protocol as requested by your side. For your convenience, the revision requested are bolded, and underlined, to assist your review.
[bookmark: _GoBack]For conclusion 1-13, refer the revised proposal and for 13, refer the included patient information sheet and consent form.


	Conclusion Number
	JEPem-USM Recommendation
	Action Taken
	Page 

	1a&b
	1. Objectives/Specific objectives – a. To amend the objectives as per suggestion made by the committee members during the meeting.
b. Suggested to reword the objectives. Maybe only General and Specific objective. For the outcome, PI may put primary and secondary outcome.

	As recommended, there has been a revision of the objective section.

Specific objective now mentions  that the study will now compare the blood sugar levels of patients receiving Kelulut Honey and Carborie, in the pre, intra, and post operative period for 24 hours. The residual gastric volume objective is also reworded towards the preoperative period after induction of anaesthesia, prior to initiation of surgery
	3

	2
	2. Literature review – The title of the study is not reflective of the study. The surgery is not mentioned.

	The title of the study has been revised to
“Kelulut Honey as an alternate source of carbo-loading in abdominal surgery involving the digestive system – a randomized blinded comparative study”
	1

	3
	3. Research design – Single centre randomised double blind control trial. Suggested to register the trial in the international trial registration for example, www.clinicaltrials.gov.

	Research design has been changed to “Single Centre Randomised Double-Blind Control Trial”

The study has been registered in the following sites:

1: www.clinicaltrials.gov ID : USMKK
2: www.nmrr.gov.my ID : 51816

The status at clinicaltrials.gov is awaiting ethics approval and will be submitted once ethics approval is obtained.
Nnmr status is currently as notified and awaiting their feedback.
	N/A

	4
	4. Sampling design, sample size – Suggested to do the stratify sampling according to the types of surgery.

	All patients who would undergo elective abdominal surgery with gastrointestinal system involvement will be invited to participate if the patients fulfilled the eligibility criteria.

Sampling stratification is now done based on the target organ involvement. Data collected is identified towards target organ and specific location.

It is not possible to stratify according to type of surgery, because there are far too many options for surgery in one specific area. As an example, sigmoid colon can undergo sigmoid colectomy, hartmann procedure, or just defunctioning, thereby making data collection rather large. Therefore data is tabulated according to the specific organ and it’s location instead.
	5,6,14

	5
	5. Inclusion criteria, exclusion criteria, withdrawal criteria – Withdrawal criteria – Not stated. Please add.

	Withdrawal criteria added
	5

	6a
	6. Subject recruitment/Specimen collection and processing – 
a. Randomization, matching, blinding:
-Need to clarify further.

	In order to avoid guessing of randomization sequence by researchers, the method of random sequence generation was changed from block randomization with a block size of 4 to Permuted Block Randomization with Multiple Random Block Size method. The random sequence will be generated by a statistician, and it will be then concealed using opaque envelopes. Each concealed envelope will be open during consecutive recruitment of the participants.

In this study, no matching will be applied.

The blinding procedure is performed by preparing the beverage in an Amber Coloured Unlabelled Bottle containing either mixed Carborie with water, or Kelulut Honey with water to the appropriate amount. Surgeons, Anaesthetist, Patients and outcome assessors will be blinded to the treatment allocation. The accessors are masked as they evaluate patients postoperatively during daily rounds without details regarding the liquid taken.

The bottles will be prepared and stored by Dr. Zulkifli and his team. They will be collected from his office the day before surgery prior to dispensing to the patient. Dr. Zulkifli is the only one who would know the content of each bottles as he is preparing them. However, Dr. Zulkifli and his team are not part of the clinical management of the patient, and therefore shall remain masked to which patient receives the intervention.

In the ward, the bottles will be distributed to the patient by the managing clinician, be it the house officer, medical officer, or specialist. The clinicians will all remain masked to the content of each bottle.
	6-7

	6bi
	b. Method of intervention:
i) Please explained clearly how do PI standardized the mixture of the Kelulut honey. Amount of honey to water for dilution. Since in the nutritional label of Kelulut, the calories are almost similar to the standard.

	For the purpose of this study, Carborie® Load from Valens® that will be used in the standard arm comes prepackaged in powder form in sachets of 50g. For the initial dose on the evening prior to surgery, 2 sachets will be used. The standard mixing instruction involves mixing 800ml of water to these two sachets. This will provide 94.5 g of carbohydrate with 380 kcal. The next dose would be the morning dose 2 hours prior to anaesthesia, which will require mixing of 400ml of water to 1 sachet of carborie. This will provide 47.3g of carbohydrate and 190 kcals.

For the honey group, in 100g of kelulut honey provides 75.2g of carbohydrate. As such, a total of 126g of honey will be required to provide 94.7g of carbohydrate and 385 kcals for the initial dose in the evening prior to surgery. The subsequent dose in the morning, 2 hours prior to anaesthesia, will require 63 grams of kelulut honey, which will provide 47.4g of carbohydrate and 193  calories. The composition of honey will be mixed with water, to match 800ml and 400ml according, as with the standard arm.

	9-10

	6bii
	ii) Maltodextrin (94.5g of Carbohydrate in 100 honey versus 47.9g Carbohydrate/400mls Maltodextrin). The dilution can be standardized for comparison which is more valid to meet the main objective. Water contains no nutritional value – therefore may not be suitable to be used as the standard.

	This is no longer a pertinent point as we are no longer using a placebo group. We now only have two arms, the standard arm and the study arm.
	N/A

	6biii
	iii) In page 10, it is mentioned that post-operatively, only enteral feeding is allowed but later the statement mentioned that both enteral and parenteral are not allowed. Please rephrase this.

	Artificial nutrition, in the form of both enteral and parenteral feeding is not allowed.

This has been reworded to clarify accordingly.
	11

	6biv
	iv) This is an RCT, therefore kindly mentioned clearly in the protocol that the reporting will based on the CONSORT statement of RCT. It is noticed in page 13, there is a CONSORT flow diagram. PI just need to mention and label the diagram clearly.

	Statement regarding how this study will be reported “reporting according to CONSORT statement of RCT” has been included. 

CONSORT flow diagram was labelled as suggested.
	13-14

	6bv
	v) Please justify the reason of 4 times a day for 4 days or until discharge CBS monitoring in a non-diabetic patient. This is not the standard test monitoring for the patient. Kindly justify who will be responsible for the cost involved. If it is the standard care monitoring, please mentioned clearly in the protocol.

	Insulin resistance is best reviewed and assessed 6 hourly in the post operative period in view of the catabolic state response the patient will undergo due to surgery.
	7

	6bvi
	vi) What is the gold standard?

	ERAS is still in the period of research and implementation. Whilst the benefits have been overwhelming and it is fast becoming the standard of care, it’s implementation as gold standard in clinical practice guidelines have yet to take place. As such, ERAS utilization is to improve patients outcome based on available evidence despite it not being characterized as Gold standard.
	N/A

	6bvii
	vii) Is placebo group taking ‘enteral carbohydrate polymer’? 

	As per our meeting, placebo group has been removed and we are now conducting a comparative study between study arm and standard arm.
	N/A

	6bviii
	viii) Capillary blood taking one hour after incision – what happens if the surgery is longer than an hour? – Is blood drawn during operation?

	There are fixed intervals in which blood glucose levels are monitored. They are;
Hospital Admission
Upon arrival into OT (Preoperative)
1 Hour after incision (Intraoperative)
At end of surgery (Post Operative)
24 hour Post Operative Period (Ward)

There are no other fixed intervals for blood gluclose monitoring. 
	10-11

	6bix
	ix) Page 9/24 – what PI means by ‘blood sugar > 10.0mmol… should be neglected’?

	The sentence means, if blood sugar is left to be >10 without medical intervention, it will be hazardous, so therefore, insulin should be administered.
	10-11

	6bx
	x) How much of blood (total) will be drawn from each patient?

	There is no blood that will be drawn specifically for the purpose of this study. Preoperative blood drawing is as per management protocol and are not affected by this study. Only miniscule amounts of capillary blood will be required for the monitoring of blood sugar, and the total would be miniscule droplets not amounting to any tangible amount.
	N/A

	6bxi
	xi) Is PI taking blood for liver/renal profile too?

	No. As above.
	N/A

	6ci,ii,&iii

	c. Control group
i) This is a study to see the benefit of honey. Please justify why water is used rather than the usual recommendation by ERAS – Maltodextrin for the control group.
ii) The study design is a double blinded but the taste would be distinct because the control group is water and the interventional group is honey.
iii) The study based on the ERAS as proposed of using carbohydrate loading. Please justify the reason the reason water is used as the control. Why not the standard Maltodextrin drinks?

	As per our meeting with the ethics committee, we are no longer having a placebo group, so therefore this point is no longer pertinent.
	N/A

	6d
	d. Duration of participant involvement – Please add clearly the duration of the participant involvement – until next follow-up or their involvement until day 4 or discharge, whichsoever come first.

	The duration of patient involvement in this study is until day 4 after surgery or on the day of discharge, whichever comes later. Should the patient return back to the hospital after discharge but within 4 days from surgery, any complication that arises, will be included in the monitoring of this study.

	11

	6e
	e. To justify the sources of Kelulut Honey in the research proposal. From where, etc.

	As medical grade kelulut honey is not currently commercially available, the alternative is acquiring the required sample from Dr. Mohd Zulkifli.

	17-18

	7
	7. PI qualifications – Only the PI GCP certificates are present. Please add the rest of the GCP certificate.

	The GCP certificates of all the other participants will be included together with the resubmission of the revised protocol. Dr. Zulkifli is not a clinician, and therefore does not possess a GCP certificate.
	N/A

	8
	8. Suitability and choice of site – Not stated in the research proposal.
	Surgical Department of Hospital Universiti Sains Malaysia
	5

	9
	9. Conflict of Interest – PI to declare the conflict of interest of the honey providers.

	The honey is provided by Dr. Mohd Zulkifli Mustafa, produced from his GMP-Certified factory in Puchong. Dr. Zulkifli’s area of research is with this honey
	16

	10
	10. Vulnerability – Please justify this as the researcher team and the treating team is the same team. How PI reassures non-compromise if the patient refused to participate? Please justify this vulnerability issue.

	There will be no compromise of patient safety in the event of non-participation as the study aims to provide an avenue to improve the outcome of surgery without deviation from the practiced standard of routine care in HUSM.
	18

	11
	11. Risks – Please justify clearly as it requires regular blood samplings. Finger pricks for capillary sugar monitoring.

	The study involves the consumption of preoperative beverage 2 hours before the induction of anaesthesia. Studies have shown good gastric clearance of both these solutions. However, there is a miniscule risk of aspiration in the event there is impaired emptying of the gastric content, in cases of intestinal obstruction. However, given the nature of the study only involving elective cases, this risk is attenuated. The study also involves finger pricking for Capillary Blood Sugar monitoring. This comes with the small risk of acquiring puncture site haematomas and rarely, infection. However, the aforementioned risks are very miniscule.

	18

	12
	12. Community sensitivities and benefits – Not mentioned in the research proposal.

	This is mentioned in the proposal at page 17.
	18

	13a
	13. Patient/Participant Information Sheet and Consent Form (PIS and CF) (including translation) – a. Research title – Not clear – need to include abdominal surgery.

	Research title has been changed to address the concern - 
Kelulut Honey as an alternate source of carbo-loading in abdominal surgery involving the digestive system – a randomized blinded comparative study
	1

	13b
	b. Statement that the study involves experimental or interventional research – Please add this as it is not documented about experimental or interventional in the text.

	Experimental Status of Research stated-

To that end, you will be randomized in either the experimental group or the conventional group. However, despite randomization, you will still undergo the surgical intervention that has been discussed and planned for you.
	1

	13c
	c. Statement that the participation may be terminated if certain circumstances and reasons occur – Not mentioned clearly.

	Termination clause included –

It is important that you read and understand this research information before agreeing to participate in this study. You will receive a copy of this form to keep for your records if you agree to participate. It is imperative you read and understand this document completely because it contains important details regarding the study procedures that will be done, and your responsibilities as a participant. Failure to adhere may result in the termination your participation in this study.


	1

	13d
	d. Study procedures that will be done and responsibilities of subjects/participants – To be stated clearly.

	Clear information stated in the patient information sheet.
	2

	13e
	e. Expected duration of participation – Information is not available. Please add this.

	Clear information stated in the patient information sheet.
	1

	13f
	f. Foreseeable or potential risks to subject/participant including control group subject/ participant and risks to immediate family members e.g. psychological distress – Not mentioned.

	Risks detailed in the patient information sheet.
	2

	13g
	g. Compensation or insurance or treatment entitlements of the participant in case of study-related injury – Please add this.

	No compensation will be given. No insurance will be given. In the extremely unlikely event of any adverse reaction that may arise from participating in this study, they will be rendered the relevant medical treatment.
	2-3

	13h
	h. Compensation for the participant or the participant’s family or dependents in case of disability or death resulting from study-related injuries – Please add this.

	It is reinforced that there will be no compensation for the patient, or family members or their dependents in the unlikely event of any disability or death resulting from participation in this study.
	2-3

	13i
	i. Anticipated payment, to the participant (monetary or non monetary) – Not stated. Please add this.

	Possible benefits of study included.
There will be no additional cost to the patient for participation in the study.
	3

	13j
	Anticipated expenses, if any, to the participant in the course of the study – Not stated. Please add this. If none, please indicate none.
	Clarified the patient will not face any additional expenses.
	3



	13k
	k. Specimen/data handling including storage and destruction of specimen/data at the end of the study – Not stated. Please add this.

	Confidentiality section added.
	3

	13l
	l. Statement of possible future use, affirming participant’s right to refuse future storage and use of collected specimen/data – Not stated. Please add this.

	Confidentiality section added.
	3

	13m
	m. Plans to develop commercial products and whether the participant will receive monetary or other benefit from such development – Please add this as it was mentioned that in the community benefit, it may uplift the economic status for production of honey. Indicate clearly that the participant will not receive monetary or other benefit from such development.

	Details regarding no monetary benefits included for participation in this study is mentioned.
	3-4

	13n
	n. Statement describing feedback of study finding - Not stated. Please add this.

	Question and Feedback contacts given
	3

	13o &13p
	o. Description of post-study access to the study product or intervention after proven safe and effective – Not stated. Please add this.
p. Appropriate language versions:
-Could be improved using laymen terminology.
-Explain what PI means by ‘Carbo-loading’ to the subject.
	There will be no post-study access accorded to participants, and any product development that may arise from data use. This is stated here in the confidentiality section.

The Malay version has now worded Carbo-loading with Penyerap Karbohidrat.
	4




Should you wish any further clarification, please do not hesitate to contact me at 016-3770251 or doctorkarthik@gmail.com.


Warm Regards,
Karthik
P-UM0080/18
0163770251
MMed Surgery HUSM 

