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[bookmark: _Toc181290001][bookmark: _Toc181290109]Standard Operating Procedure for
[bookmark: _Toc181290002][bookmark: _Toc181290110]Investigational Product Storage
1. [bookmark: _Toc181290111]PURPOSE
The purpose of this standard operating procedure (SOP) is to ensure appropriate storage of Investigational Products (IP) and applicable ancillary drugs in all storage facilities involved in the endTB Clinical Trials. These might include the Central Medical Store (CMS), the dispensary pharmacy, the institution pharmacy, the hospital ward(s), the Directly Observed Treatment (DOT) corner and any other IP storage and distribution area(s) outsides the pharmacies.

2. [bookmark: _Toc181290112]SCOPE
This procedure applies to all locations where IPs are stored, particularly to the CMS, dispensary and institution pharmacies.
The procedures described in this SOP are valid for both the 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. endTB and endTB-Q stocks will be kept separately.

3. [bookmark: _Toc181290113]RESPONSIBLE FUNCTIONS
	Function
	Activities

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

	Delegated Site Pharmacist 
	· Ensure that all requirements for the study drug storage in the CMS, in the dispensary pharmacy and institution pharmacy are fulfilled.
· Ensure that IP storage irregularities management procedure is followed


	Delegated Responsible nurses or study personnel in the ward and/or the DOT corners
	· Ensure that all requirements for the study drug storage in hospital ward(s), DOT corner(s) and any other IP(s) storage and distribution area (s) outsides pharmacies are fulfilled.

	Clinical Trial Pharmacist 
	· Review of excursion report


4. [bookmark: _Toc181290114]DEFINITIONS AND ABBREVIATIONS
See endTB Pharmacy Manual, paragraph 1 definitions and abbreviations.
5. [bookmark: _Toc181290115]PROCEDURE
[bookmark: _Toc181290116]Delegation of Responsibilities
The maintenance of IPs and ancillary drugs storage conditions at the pharmacies: CMS, dispensary and institution pharmacies are under the sole responsibility of the delegated Site Pharmacist.
The maintenance of IPs and ancillary drugs storage at the storage and distribution area(s) outside the pharmacies and at ward/DOT corner is under the responsibility of the delegated Study personnel.
The Site Principal Investigator must assign the following tasks to responsible team members at each IP storage location:
· IP ordering to MSF Logistique and reception at CMS.
· IP ordering to CMS/dispensary pharmacy or institution pharmacy.
· IP receiving from CMS/dispensary pharmacy or institution pharmacy.
· IP storage and monitoring of storage conditions.
· IP dispensing to patients or distribution to patients the IP previously dispensed at the pharmacy (blister packs or kits).
· IP accountability and records.
· IP return to CMS in designated area pending for destruction and IP return accountability.

All Site Staff members involved in study drug management at all levels must be appropriately delegated on the “endTB Site Delegation and Signature Log”.
The delegated Site Pharmacist must ensure that any visitor who is not on the site delegation list should complete and sign the “endTB Site Visit Log”.
[bookmark: _Toc181290117]IP Storage Conditions
This SOP applies to study drug storage in the CMS, dispensary pharmacy and the institution pharmacy(ies) under the responsibility of the delegated Site Pharmacist.
Wherever the storage conditions described below cannot be met, i.e. at hospital wards, DOT corners, peripheral storage/distribution point, or patients’ home, the delegated Site Pharmacist must ensure the quantity stored at these locations are kept at a minimal level and must not exceed 1 month of consumption needs for IPs and 6 months consumption needs for ancillary drugs.
Delegated Site Pharmacist must ensure that there is an appropriate storage environment for IPs and ancillary drugs that has:
· Restricted access: authorized staff must be listed on the “endTB Site Delegation and Signature Log” and visitors must sign the “endTB Site Visit Log”.
· Dedicated space for endTB Clinical Trials IPs and ancillary drugs and separate stocks for each trial. 
· Dedicated space to store returned drugs pending for destruction.
· Adequate equipment in place (A/C, heater, curtains) to ensure a temperature 15°C ≤ T° ≤25°C, a relative humidity RH≤60%, and no direct sunlight.
· Vestfrost fridge (PCOLREFEVG2) in place or on order from MSF Logistique or equivalent fridge in place or on order (locally).
· [bookmark: _Hlk515543281]LogTag readers (PCOLMONITL0) on site or on order from MSF Logistique to be able to read the logtag records of each device placed in each parcel sent from MSF Logistique to the country (see Appendix A1 of SOP IP-003-CT IP Replenishment and Reception).
· Data loggers on order from MSF Logistique (or locally upon Clinical Trial Pharmacist approval) for each drug storage location (PCOLMONIHL2) and temperature and relative humidity logs in place in each drug storage location (see Appendix A1 and A2).

[bookmark: _Hlk515544464]In the storage room, temperature (15°C ≤ T° ≤25°C) and relative humidity (RH≤60%) must be maintained on a 24-hour basis. Temperature must be maintained on a 24-hour basis in the fridge (2°C ≤ T ≤ 8°C).

Delegated Site Pharmacist must record the storage temperature (room and fridge) and the relative humidity within the storage room twice daily, except for non-working days, on the temperature and humidity logs, respectively, for room or for fridge (see Appendix A1 and A2). The record logs must be archived by the site in the Pharmacy Section of the Investigator Site File (ISF) once completed. If IPs and ancillary drugs for several trials are stored in the same room, it is acceptable to retain originals in the ISF of one trial and copies in the other, providing that the location of the originals is documented on a note-to-file. 

Delegated Site Pharmacist should refer to Appendix A3 for data logger settings and usage.
[bookmark: _Toc181290118]IP Storage Irregularity
Delegated Site Pharmacist or designee should follow the procedures below in case of an alarm (data logger recording an out of range value for temperature and/or relative humidity):
1. Read the data logger immediately
2. Stop the recording
3. Print the pdf file of the record and file it in the Pharmacy section of the ISF, Pharmacy Site File
4. Save the pdf file of the record on the electronic repository for CIF
5. Reset the data logger, start it and put it back to its location (room or fridge)
6. Notify the Clinical Trial Pharmacist immediately of the incident if excursion is considered significant and complete the temperature/relative humidity excursion report (see Appendix A4) that must be send to the Clinical Trial Pharmacist with:
a. A list of concerned stored items : designation, batch number and quantities;
b. An attachment of data pdf file generated from the data logger
7. Put all concerned stored items in quarantine. These items cannot be distributed or dispensed until a confirmation is received from the sponsor on whether these items can be used or not
8. Save the Temperature and RH excursion report with the sponsor feedback in the ISF and CIF together with any relevant communication

[bookmark: _Hlk515873172]The delegated Site Pharmacist is responsible for assessing the significance of the excursion and initiating the report to the Clinical Trial Pharmacist if deemed necessary.  
For the purpose of this document the following definitions regarding the non-significance of temperature and humidity excursions apply. These non-significant excursions will not trigger a report to the Clinical Trial Pharmacist but should be identified and investigated at site level. 

Non-significant excursion definition is based on the stability study storage conditions described in World Health Organization WHO Technical Report Series, No. 953, 2009 Annex 2 Stability testing of active pharmaceutical ingredients and ﬁnished pharmaceutical products.
These excursions have no significant impact on the quality and stability of the medicines. 

· Room Temperature: 
· Temperature excursion 5°C ≤ T ≤ 15°C is considered as non-significant and should not trigger a report to the Clinical Trial Pharmacist
· Temperature excursion 25°C ≤ T ≤ 27°C is considered as non-significant and should not trigger a report to the Clinical Trial Pharmacist
· [bookmark: _Hlk43103363]Humidity 60% ≤ RH ≤ 65% is considered as non-significant and should not trigger a report to the Clinical Trial Pharmacist
· If excursions of humidity above 65% have not exceeded 24 hours at one time and if average relative humidity as indicated on the summary of data logger records is below 65% then it is also considered as non-significant excursions and excursion report to sponsor is not required. If RH excursions above 65% and for less than 24h at once are still present for 3 consecutive days or if average RH is above 65% then sponsor should be informed and excursion report must be completed. 
Outside of these non-significant excursions all the temperature and RH excursions are considered significant and must be reported to the Clinical Trial Pharmacist and should trigger a temperature, RH excursion report. In addition, any absence of temperature and Relative Humidity monitoring data for more than 24hours should be reported to the Clinical Trial Pharmacist. 
It is important for the site to identify the cause of the temperature and/or humidity excursion and take immediate remedial actions for non-significant and significant excursions.
[bookmark: _Toc181290119]Filing of Data Logger Records
[bookmark: _Hlk515874473]Once per week, delegated site personnel assigned to the designated storage space must upload the data logger records to an electronic device. Ideally, this could be done by bringing a laptop or mobile device into the storage room rather than bringing the data logger to an external computer or device. Out of range records may occur if the data logger leaves the storage room. 
The uploaded files can be kept in the electronic repository for CIF and must be printed on paper and retained in the Pharmacy Site File.
If IPs and ancillary drugs for several trials are stored in the same room, it is acceptable to retain originals in the ISF of one trial and copies in the other, providing that the location of the originals is documented on a note-to-file.
[bookmark: _Toc181290120]Data Logger calibration and maintenance
MSF Logistique is providing data logger EasyLog EL-21CFR-2-LCD Data Logger (PCOLMONIHL2, supplier Lascar Electronics).
A calibration certificate is provided with each device and have to be retained in the Pharmacy Site File.
According to manufacturer specifications, deviations of measurement of the data logger on the long term are negligible: temperature <0.02°C/year and humidity <0.25% RH/year. Therefore the data logger can be used during the entire battery life (about 2 years) without recalibration. 
The sites should ensure they have spare data logger(s) in time to replace devices for which the battery has run out.  The sites should also regularly check the residual battery life.
6. [bookmark: _Toc181290121]REFERENCES
· World Health Organization WHO Technical Report Series, No. 953, 2009 Annex 2 Stability testing of active pharmaceutical ingredients and ﬁnished pharmaceutical products 
· https://www.lascarelectronics.com/easylog-data-logger-el-21cfr-2-lcd/ (accessed on 01 Jun 2020)
7. [bookmark: _Toc181290122]SUPPORTING DOCUMENTS
· endTB Pharmacy Manual (endTB Site Study Documents)
· endTB Site Delegation and Signature Log (endTB Site Study Documents)
· endTB Site Visit Log (endTB Site Study Documents)
· SOP IP-003-CT IP Replenishment and Reception (endTB Site Study Documents)
8. [bookmark: _Toc181290123]APPENDIX
	Number
	Title

	A1
	IP-001-CT_A1- Temperature and Humidity Log for room

	A2
	IP-001-CT_A2- Temperature Log for fridge

	A3
	IP-001-CT_A3- Settings and use of the data logger (PCOLMONIHL2)	[image: ]

	A4
	IP-001-CT_A4- Temperature and Relative Humidity Excursion report	



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.

Page 6 of 6
image1.jpeg




