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[bookmark: _Toc181292725]PURPOSE 
	The purpose of this standard operating procedure (SOP) is to describe the procedure for replenishing and receiving Investigational Products (IPs) and ancillary drugs at the Central Medical Store (CMS) of each participating country/site (as applicable) of the endTB Clinical Trials.


[bookmark: _Toc181292726]SCOPE
	This SOP applies to all the Central Medical Stores involved in the endTB Clinical Trials.
The procedures described in this SOP are valid for both endTB and endTB-Q trials. However, trial specific forms and logs (see appendices listed in section 8) have to be completed separately for each trial. 


[bookmark: _Toc181292727]RESPONSIBLE FUNCTIONS
	Function
	Activities

	Site Principal Investigator
	· Accountable for the overall IP Management at the Site  

	Delegated Site Pharmacist 
	· Ensure that all steps listed below are completed for replenishment and at drugs reception

	Clinical Trial Pharmacist 
	· Vavcsvcsqlidation of drug forecasts/orders
· Validation of Acknowledgement of Drug Receipt
· Validation of local clinical trial labelling


[bookmark: _Toc181292728]DEFINITIONS and ABBREVIATIONS
See endTB Pharmacy Manual, paragraph 1 definitions and abbreviations.
[bookmark: _Toc181292729]PROCEDURE
The replenishment and reception of IPs and ancillary drugs at the Central Medical Store is under the sole responsibility of the delegated Site Pharmacist. The delegated Site Pharmacist will be responsible, at country level, for all drug replenishment, reception, labelling, storage, distribution, dispensing, global accountability and destruction through the end of the trial.
[bookmark: _Toc181292730]IPs Replenishment
The delegated Site Pharmacist (s) is/are responsible for maintaining adequate stock level of IPs and ancillary drugs in the Central Medical Store of the country/site (as applicable).
Through the duration of the trial, the delegated Site Pharmacist must collaborate closely with the Clinical Trial Pharmacist from the central coordinating team and MSF-Logistique. The replenishment process is country-dependent. Each participating country in the endTB Clinical Trials must follow its own country-specific IP replenishment procedures as established and agreed by the local and central procurement parties prior to the site initiation.
The delegated Site Pharmacist must prepare forecasts on the quantities of IPs, using QuanTB, and ancillary drugs for each shipment. The delegated Site Pharmacist can prepare forecasts for shipments based on the actual number of randomized patients currently on treatment and the expected number of new patients to be randomized in the country/site (the latter number will be regularly updated and communicated to the Site by the Clinical Trial Pharmacist based on the number of patients randomized at the other Sites). The delegated Site Pharmacist must submit the drug forecasts to the Clinical Trial Pharmacist via email. Upon the Clinical Trial Pharmacist’s validation, the delegated Site Pharmacist should complete and submit the MSF Logistique Order Form (see Appendix A1) to the Clinical Trial Pharmacist for final checking. 
The Clinical Trial Pharmacist for the initial order or the delegated Site Pharmacist for the following orders should forward the completed MSF Logistique Order Form to the responsible personnel at MSF Logistique to confirm the order. The order can also be directly completed in the MSF Logistique portal https://espacecommande.msflogistique.org/portail/fdc/index.php. The frequency of the replenishment orders should be three times per year or semi-annually for the first year of trial implementation, and semi-annually for the subsequent years. This frequency can be adapted according to needs.
In case of local purchase for Bedaquiline, the delegated Site Pharmacist must prepare the forecast as for the international purchase and submit the order to the Clinical Trial pharmacist. 
[bookmark: _Toc181292731]Receipt of IPs and Ancillary Drugs
The delegated Site Pharmacist (s) is/are responsible for the receipt of IPs and ancillary drugs from the shipment point of entry in the country to the Central Medical Store.
IPs and ancillary drugs will be shipped from MSF Logistique in Bordeaux, and the following documents are enclosed in the parcels containing the drugs:
· Airway bill
· Cargo manifest
· Free gift certificate
· Goods invoice
· Packing List
· And under request, endTB Clinical Trial stickers to be affixed on each IP box at reception before storage in the CMS (see section 5.4. for details)

Note: Bedaquiline (for few countries) and ancillary drugs when they cannot be supplied by MSF Logistique are procured locally upon CT Pharmacist approval. In this case the minimum documentation to be received are:
· Goods invoice
· Packing list
Upon receipt of the IPs and ancillary drugs in the country, the delegated Site Pharmacist must first check that the number of received parcels matches with that on the cargo manifest/packing list. 
Once each parcel is opened, the delegated Site Pharmacist should immediately find the logtag placed in each parcel of IPs and follow the procedures below:
[image: ]
1. Stop the recording
2. Check that there is no alarm of temperature excursion
3. Download the records*
4. Print the pdf file
5. Retain the logtag records and all shipment documents in the Pharmacy Site File (specific section in the Investigator Site File)
6. Save the pdf file in the Central Investigator File
* records can only be downloaded through the logtag reader: 
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Description automatically generated] 
(see Appendix A2 for instructions on how to install logtag reader on a computer device.)
Note: For Bedaquiline procured locally other temperature trackers may be used. The delegated Site Pharmacist should check the alarm status at reception and file the records in the Pharmacy Site File (specific section in the Investigator Site File) and in the Central Investigator File.
The delegated Site Pharmacist must check the content of each parcel against that listed on the packing list. The following information must match:
· Item description (name, dosage, form)
· Unit pack and total quantity
· Batch number
· Expiry date
· Manufacturer of the IP (that should also correspond to the manufacturers indicated in the Pharmacy Manual)
Any discrepancy (quantity, batch, temperature excursions etc.) identified must be immediately reported to the Clinical Trial Pharmacist and to MSF Logistique using the complaint form on line (see 5.3. for more details). The shipment must be put in quarantine until a feedback is received from the Sponsor.
The delegated Site Pharmacist must acknowledge each receipt of drug shipment using the “Acknowledgement of Drug Receipt” form (see Appendix A3). A scanned copy of the completed “Acknowledgement of Drug Receipt” form shall be emailed to the Clinical Trial Pharmacist who will sign it and return it to the site. The document must be retained in the Pharmacy Site File with the other shipment documentation.
The delegated Site Pharmacist must record shipment inventories as per SOP IP-004-CT IP Distributing, Dispensing, and Accountability on the “Drugs Global Accountability LOG” (IN column) or Web based software print out.
[bookmark: _Toc181292732]Complaint form
If there is a need to complete a complaint form, the shipment must be put in quarantine until feedback is received from the Sponsor.
Delegated Site Pharmacist should immediately fill out a complaint form on the MSF Logistique website in case of any discrepancy, damage, temperature excursions, as detected on the logtag or other tracker. The procedure to follow for online submission of the complaint form is as follows:
Go to: https://recliext.msflogistique.org/nc_creat_visu_ext.php?lang=en&amp%3borigine=0
1. Fill in the form. Be as precise as possible and give details. Feel free to attach pictures or files.
2. Validate the entry. The complaint form will be automatically transmitted to MSF-Logistique.
[bookmark: _Toc181292733]Labelling
MSF Logistique will enclose endTB clinical trial stickers to put on each IP box (secondary packaging of the TB drugs) in each shipment parcel. Once a shipment parcel is unsealed, these stickers must be affixed on each IP box, before storing the IPs in the CMS. In any case, the sticker must not be affixed over essential manufacturing information: designation, dosage, form, batch number, and expiry date. The sticker must be kept on the boxes for the duration of the clinical trial. The sticker will contain the following information: MSF and endTB logos plus the statement of “for clinical trial only” in local language. The artwork of the English sticker is as below:
· for endTB:
[image: ]

· for endTB-Q: 
[image: ]
Stickers can be procured locally but the delegated Site Pharmacist must send a request to the Clinical Trial Pharmacist together with the artwork of the label. The Clinical Trial Pharmacist must validate the artwork before confirmation of the local order/printing of the stickers. 
[bookmark: _Toc181292734]REFERENCES
· https://espacecommande.msflogistique.org/portail/fdc/index.php
· www.msflogistique.org
[bookmark: _Toc181292735]SUPPORTING DOCUMENTS
· endTB Pharmacy Manual (endTB Site Study Documents) 
· Drugs Global Accountability Log - Appendix A2 to SOP IP-004-CT IP Distributing, Dispensing, and Accountability  (endTB Site Study Documents)
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	Number
	Title

	A1
	IP-003-CT_A1- MSF Logistique order form

	A2
	IP-003-CT_A2- Installation guide for Logtag

	endTB A3
endTB-Q A3
	IP-003-CT_endTB A3- Acknowledgment of drug receipt
IP-003-CT_endTB-Q A3- Acknowledgment of drug receipt



NOTE: This work is licensed under the Creative Commons CC BY-SA by the endTB Research Partners. To view a copy of this license, visit: https://creativecommons.org/licenses/by-sa/4.0/. More information about this copyright is available in the endTB website: https://endtb.org/ in the “Toolkit” section. 
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