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1. [bookmark: 1._Introduction][bookmark: _Toc187759057]INTRODUCTION
1.1. [bookmark: 1.1._Purpose_of_Investigation][bookmark: _Toc187759058]Purpose of Investigation
From study protocol

1.2. [bookmark: 1.2._Sponsor_and_IND_#][bookmark: _Toc187759059]Sponsor and IND Number
Sponsor name, address, contact information and include IND # if available. 

2. [bookmark: 2._Contact_Information][bookmark: _Toc187759060]CONTACT INFORMATION
2.1. [bookmark: 2.1._Principle_Investigator_and_Institut][bookmark: _Toc187759061]Principle Investigator and Institute
PI name, address, email, phone, and study site name and address.

2.2. [bookmark: 2.2._Drug_Administration/Performance_Sit][bookmark: _Toc187759062]Drug Administration/Performance Site
Name and address if different than study site.

3. [bookmark: 3._Information_on_Agent][bookmark: _Toc187759063]INVESTIGATIONAL PRODUCT INFORMATION
3.1. [bookmark: 3.1._Vial/Package_Labeling][bookmark: _Toc187759064]Vial/Package Labeling
Sample label provided here.

3.2. [bookmark: 3.2._Other_Names,_Manufacturer][bookmark: _Toc187759065]Contract Manufacturer
Provide name and address if IP Contract manufacturer.

3.3. [bookmark: 3.3._Description_and_Use][bookmark: _Toc187759066]Description and Use
Brief description of the IP, the dosage, formulation/composition, container and size, route of administration 

3.4. [bookmark: 3.4._MELPIDA_(lot_#_T-GEMINIS-029,_Date_][bookmark: 3.5._Dilution_Buffer][bookmark: _Toc187759067]Dilution Buffer
If dilution required, provide instructions.

3.5. [bookmark: 3.6._Storage][bookmark: _Toc187759068]Storage
Provide details on facility storage conditions including temperature limitations, maximum durations of storage at temperature limits. Typically, this information is obtained from stability studies.

3.6. [bookmark: 3.7._Shipping_and_Handling][bookmark: _Toc187759069]Shipping and Handling
Provide a description of how the IP will be shipped, including method of transportation (air, ground) the shipping container and any warnings on extreme environmental transport conditions. Typically, this information is obtained from shipping studies. 

3.7. [bookmark: 3.8._Temperature_Excursion][bookmark: 4._Dose_Calculation_and_Dispensing][bookmark: _Toc187759070]Temperature Excursion
Provide a description of the temperature monitoring plan and instructions on what to do if IP is exposed to extreme temperature limits. See sample below. 
A temperature monitor is included in each shipment. A reading is collected every 15 min and the results are assembled into a graph that can be downloaded from the device by USB. Alarm limits are set at -60°C.

If there is a storage temperature excursion (≥10 minutes), then follow the steps below:

· Do not dispense the affected product
· Quarantine the affected drug to prevent inadvertent dispensing (in the freezer)
· Complete and submit the Temperature Excursion Report according to the procedures outlined in the Temperature Excursion Report.
· Once a determination regarding the stability of the affected product has been made, you will be notified regarding disposition of the drug.

3.8. [bookmark: 3.9._Stability][bookmark: _Toc187759071]Stability
Provide current product shelf life. If stability study is ongoing, see sample language below.
Stability is ongoing and the expiration date will be established as data is generated. The current shelf life of the product is 6 months with the final stability timepoint expected after 24 months. The dose, prepared in a syringe, is stable for up to 4 hours when stored at 4°C (i.e. on iced water/cold packs) starting when the dose preparation is complete.

3.9. [bookmark: 3.10._Administration][bookmark: _Toc187759072]Route of Administration
[bookmark: _Hlk187758110]Provide a brief description of IP administration. Details on methods and use of devices are to be provided in Section 4. 

3.10. [bookmark: 3.11._Compatibility][bookmark: _Toc187759073]Device Compatibility
List all devices, including model numbers that may be used to deliver the IP. This information is typically validated in delivery device studies. 
4. [bookmark: _Toc187759074]DOSE CALCULATION AND ADMINISTRATION

4.1. [bookmark: 4.1._Materials_Needed_for_Preparing_MELP][bookmark: 4.2._Dose_and_dose_calculation][bookmark: 4.2.1._NOTE:_Dosing_of_vg_and_Volume_was][bookmark: 4.2.2._Endotoxin_Levels][bookmark: _Toc187759075]Handling
Provide instructions on handling including biosafety level instructions (e.g. gowning, goggles, preparation in a biosafety cabinet, cleanroom, etc.). 

4.2. [bookmark: _Toc187759076]Materials Needed for Administration
Provide a list of materials, devices required for administration in Table 1.

Table 1	Materials Needed for Administration

	Part Information
	Manufacturer
	Part Number
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4.3. [bookmark: _Toc187759077]Dose Calculation
Provide a dose table if variable by age, weight, volume or other characteristics in Table 2. 

Table 2	Dose by Age/Weight/ETC

	Age (years)
	Infusion Volume (mL)
	Total Dose (X vg)

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	

	
	
	



4.4. [bookmark: _Toc187759078]Preparation Instructions
Provide detailed preparation instructions. See sample below.

1. Ten (10) vials of IP (1.15 mL each) will be thawed at room temperature and then placed on cold packs. Allow 30 minutes for thawing of the vials.
2. Follow institutional standard operating procedures to clean biological safety cabinet, class 2, used to prepare dose.
3. Connect a BD Blunt Fill Needle (Item # 305180) to a 20 mL BD luer-lock syringe (Item # 302830). NOTE: To use the needle, aseptically remove and put aside for later disposal, the (inner) stylet. Only the “outer” needle will be used to withdraw drug from the vial.
4. Using the 20 mL syringe with the attached needle, withdraw the entire contents of solution from the thawed vials.
NOTE: Depending on the amount of overfill volume withdrawn from the drug vials, the syringe may contain up to 11.5 mL. The syringe will contain excess vector solution (overfill volume) needed to prime the extension set used for infusion. The correct 10 mL dose will be administered using the setting on the pump. Any material left after the infusion is complete should be pushed into a polypropylene (PP) conical tube and frozen at < -60° C for possible later analysis. This excess can be preserved and stored.
5. Invert the syringe 10 times to ensure the contents are fully mixed.
6. Carefully remove the needle and connect a Baxter Micro-Volume Extension Set (Baxter Item
# 2N3380) for additional length between the infusion pump and the needle.
7. Prime the tubing with vector solution and cap the tubing closed.
8. Wipe outside of syringe with alcohol swab before removing from BSC.
9. The product will be given a 4-hour expiration (at 4°C) from the time it was prepared (after final preparation of the patient’s dose, the product will be given a 4-hour expiration). The dosing syringe label will contain the statement: “Caution: NOT for IV USE”. Ancillary labels will be placed indicating “HAZARDOUS drug” and “For Intrathecal Use Only”.
10. Place the syringe and tubing in a plastic zipper locked hazardous drug bag to dispense. The bag should be placed on cold packs for transport.
11. Place the empty vials in a separate zipper-locked hazardous drug bag to be picked up along with the excess prepared vector in the syringe.
12. Decontaminate the BSC per institutional standard operating procedures.

4.5. [bookmark: _Toc187759079]Administration Instructions
Provide detailed administration instructions, including any special expertise and training required for proper administration.  For special devices or instruments required, list device names, models, software and refer to their instructions for use. For infusion methods, provide infusion instrument information and rate of infusion. 	Comment by Fam, Jenny: Note: Elpida has the pharmacy do an endotoxin calculation. This is typically predetermined based on dose and provided in the IND. I have never seen this calculation and annotation done as part of IP administration. It’s up to BGTC whether this should be included in the pharmacy manual. 

Here is the language for awareness:
 
After calculating the dose and prior to preparation of MELPIDA for administration, the pharmacist will ensure that the endotoxin (EU) levels being administered to a given subject are below 0.2 EU/kg/h. MELPIDA lot # T-Geminis-029 has <0.05 EU/mL, or <0.5 EU per 10 mL. Thus, as long as the subject is larger than 2.5 kg then they can receive up to a 10 mL dose and remain below the approved 0.2 EU/kg/hr endotoxin limit for an intrathecal drug.

The endotoxin level will be provided in the certificate of analysis (CoA) from the manufacturer and a copy of that CoA will be provided with the shipment of MELPIDA to the Pharmacy.

Multiply the EU value from the CoA by the volume needed for the subject to confirm the EU burden to the subject and to ensure it is below 0.2 EU/Kg.

4.6. [bookmark: _Toc187759080]Post Administration Instructions
Provide detailed instructions, warnings and precautions for patient post-administration care. See sample below.
[bookmark: 5._General_Information]
Following completion of administration of IP and removal of the needle, the patient will resume the Trendelenburg position, with the head of the bed tilted down at a 15 degree angle for a period of 60 minutes. Every 15 minutes during that 60 minute period, the patient will be moved onto their opposite side (left side to right side, or vice versa).

The patient will remain on continuous vital sign monitoring after being transferred to the Pediatric Intensive care Unit (PICU) for at least 24 hours. For full safety monitoring and reporting plan refer to the study protocol.
