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1. Purpose/scope
Patients with a recurrence of their parasitaemia may be at increased risk of severe malaria and death. Such a recurrence may be due to a recrudescence (return) of the original infection or a new infection, which can only be differentiated by laboratory tests (PCR). Routine case management and field studies will not have immediate access to PCR results. Thus, late treatment failure diagnosis is based on microscopy of thick and thin smears performed as soon as possible by a qualified microscopist, and patients need to be re-treated as soon as possible after a late treatment failure is detected and monitored more closely. This procedure describes the process for case management of patients with uncomplicated malaria who fail first line treatment in antimalarial field trials and applies to all staff who are involved in the management of participants in clinical trials. The roles of staff will depend on the trial and site set-up.
2. Abbreviations

AE

Adverse Event
G6PD 

Glucose-6-phosphate dehydrogenase

IP

Investigational Product

ISF

Investigator Site File
PCR

Polymerase Chain Reaction
PI

Principal Investigator
SAE

Serious Adverse Event

3. Definitions

	Late clinical failure
	Danger signs or severe malaria with parasites any day from 4 to 42, or
Parasites any day from day 4 to 42 with fever or history of fever

	Late parasitological failure
	Parasites any day from day 7 to day 42 and no fever

	Recrudescence
	Recurrence (between days 4 and 42 following antimalarial treatment) of asexual parasitaemia that is shown by PCR to comprise the same genotype/s that caused the original illness.  

	Reinfection
	Recurrence (between days 4 and 42 following antimalarial treatment) of asexual parasitaemia that is shown by PCR to comprise different genotype/s to those that caused the original illness.  


4. Associated forms
None
5. Procedure
5.1 Communication when late treatment failure is detected
· The microscopist should inform the investigator (or designee) as soon as any smear is found to have any asexual parasites between day 4 and day 42. 
· The investigator (or designee) should contact the patient (or guardian) immediately to explain that the blood test is positive again for a malaria infection, and that s/he needs to return to the clinic urgently to be reassessed and treated again. 

5.2 Trial visit process
As soon as the patient returns the staff should explain that the patient’s blood test is again positive for a malaria infection, which could be because s/he has had another infected mosquito bite or because the original has returned. Either way, s/he will again need to be treated for malaria, and we will need to monitor his/her response to treatment more closely. 

The designated staff member should perform an extra thorough and careful clinical assessment to ensure no malaria complications are missed, with reference to danger signs and clinical features of severe malaria (as per guidelines provided to the site). 

· If the patient has any features of severe malaria s/he should be transferred urgently to the nearest hospital, and given the first dose of the recommended treatment (as per protocol) if able to take oral treatment
· If the patient is asymptomatic or only has features of uncomplicated malaria, 

· Try and identify any factors that may have contributed to the treatment failure, including:

· How many doses do they remember taking of their last treatment with the investigational product (IP) (if taken at home)?

· Did they take biscuits, other food or milk with those treatments (if indicated)?

· Are there any other medicines that they have been taking since they started the study, including anything prescribed, bought from a shop or traditional healer?

· Have they spent nights anywhere away from home since they started on the study?

· Explain to the patient that it is very important that the s/he follows the usual study schedule again, and receive the usual reimbursements:

· The treatment of the recurring malaria will be according to the protocol or other trial-specific instructions 
· The patient should return for follow up visits on the following days (when the clinic is open): 1, 2, 3, 7, 14, 21, 28, 35, 42.

· Documents and samples should be labelled with the suffix “B” added after the usual identity number to identity this as the second follow-up schedule for a participant already included in the trial
· Explain to the patient that it is very important that s/he:

· Takes all doses of the treatment given exactly as prescribed, (and with a biscuit or some other food/milk where indicated). Where relevant, each daytime dose should be taken at the clinic under observation by the study staff. The time of each dose and any food / drink taken with tablets taken at home should ideally be recorded on a diary card
· Let the clinic know immediately if they are unwell in anyway
5.3 After the visit
· The microscopist should make every effort to have all follow up smears of late treatment failure patients stained and read on the same day.
· The reference laboratory technician should make every effort to have microscopy and PCR results available of late treatment failure patients as soon as possible
· The PI will be kept informed of the status of all patients with late treatment failure throughout the above process and of results from subsequent follow-up visits (parasitological and clinical) so that appropriate steps are taken as regards how the participant is managed medically and as regards the trial
5.4 Documentation
A detailed record of attempts to follow up the above patients, including communications by phone or via the case investigators, or information recorded at visits, will be kept in the medical notes. Any decisions taken by the team should also be documented for the ISF. The microscopist(s) will keep accurate records of smear results in the trial-specific log as per training provided.
6. References
None
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