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University Biomedical Services 
REGULATED PROCEDURES STUDY PLAN
	STUDY PLAN NO: (ADMIN USE ONLY): This is added once the submitted Study Plan is registered by the Facility Manager.
	DATE: 27/9/2015 Submission date

	1.  PPL No: PP******
	Protocol No: 1
	Protocol severity Category:  Moderate Of the PPL Protocol

	2.  LOCATION  Animal Facility
Innes Building
	3.  HOLDING ROOM 
Room 9

	4.  PIL Contact Details:

	PIL Name:
a. B Norman
b. C Zing
c.
Ensure you give as many contacts as possible and that the persons named are authorised to take any relevant actions required (e.g. have out of hours access to the facility.
	PIL Number:
a. I12345***
b.
c.
	Tel No:
a. 3376**
b. 651***
c.

	PIL Out of Hours Tel No:
a. 074500479**
b. 078916686**
c.
	PIL Email address:
a. bn2**@cam.ac.uk 
b. cz2**@cam.ac.uk 
c.

	5.  Start Date: 23/9/2014

	6.  Expected End Date: 01/06/2016

	7.  Aim of this specific study (in lay terms) Assess if dietary restriction can enhance remyelination in aged rats after injection of 0.01% ethidium bromide into the cerebellum. This should be a brief description in terms understandable to all the animal care staff. Reference should be made to how the experiment will help answer the Project Licence key question/s. (D question 1)

	8.  Number of Animals per group: 16

	9. Number of groups: 2


	10.  Experimental Protocol (in lay terms)- See notes below:
Need to give clear details of the experimental protocol, e.g. all the steps taken for each different experimental group including dose rates, routes, and blood volumes collected, etc .
Include the step numbers as listed on the protocol (highlighted).
What: what kind of procedure, injection sites, volumes etc.  Do not describe detailed protocols stick to bullet points.
When: can be a date in time or a sequence order; e.g. day 0, day 6, etc.  Only mention procedures no background discussion is needed.

1. Rats might undergo calorie restriction by alternate day fasting. Food might be withdrawn for up to 24hrs in a 48hrs time period (E1 step 2c).  
2. Blood may be withdrawn at various time points throughout the study from a superficial vessel 
(E1 step 6).
3. After 6 months of calorie restriction (18 months of age) brain lesions will be induced by bilateral injection of 4µl 0.01% ethidum-bromide under general anaesthesia. (E1 step 3 iv)
4. All rats have free access to mesh food the first 3d after surgery.
5. 3d after surgery the calorie restricted animals return to their previous diet to the end of the study (E1 step 2c).
6. Rats will be killed after up to 28d post surgery by perfusion and fixation (E1 step 10b)
Provide details for the following if undertaking surgical procedures: Include dose rates/volumes and route


· Analgesics: 0.5mg/kg bodyweight buprenorphine
· Anaesthetics: up to 3% (v/v) Isoflurane
· Antibiotics (If required):  Ampicillin

For Surgical Procedures: animals are anaesthetised using …..( state method)…and the surgical procedure will take place…….. (give location)……….. All specifics on the surgical procedure should be in the S.O.P.

It is often helpful to have any surgical protocols as a separate attachment that includes a detailed breakdown of all the steps taken, including those taken to maintain asepsis, etc.

	Any COSHH or Risk assessments must be attached.
11.A. a. – Are any substances being administered to the animals?   Yes 
      b. – If Yes, please state type of material and origin: 0.01% Ethidium-bromide, buprenorphine, ampicillin
      c. – Is the material free of rodent pathogens?   Yes	
It is essential that all materials are free of rodent pathogens and cells must be screened if not obtained from the same facility.
      d. – Do you propose to use CFA – If yes, please attach appropriate justification.   No	
If yes, justification must be given and sent to H & S rep before starting the work.
      e. – Has a Risk Assessment been carried out for this material?   Yes (see attached)
      f. – Are the relevant COSHH, SOP’s and Risk Assessments in place for all elements of the proposed work?
       Yes

	11.B. – Are any of the animals on this study genetically modified? Choose an item.
If Yes:  Has a risk assessment been carried out in accordance with the Genetically Modified Organisms (Contained Use) Regulations 2014? Choose an item.
If Yes:  Has this risk assessment been recently reviewed and is current with the Genetically Modified Organisms (Contained Use) Regulations 2014? Choose an item.

	Ensure there is sufficient instruction for the technicians to prepare the necessary alterations e.g. paper-tray lined cages, altered diet administration method/frequency.
12. Is there a deviation from standard housing and husbandry?   Yes 
       If Yes, please state the changes: Rats undergoing DR have food access only every other day

	Ensure sufficient instruction or training is given to technicians who may have to perform these tasks outside of normal working hours.
13. Beside normal husbandry are there any activities required from the UBS technicians?   Yes
       If Yes, please state requirements and attach any relevant documents (e.g. score sheets, protocols)             Animal technicians remove and return the food from the dietary restricted animals at the times indicated on the animal cages.

	List/briefly describe any adverse effects you might expect – these should be the actual clinical signs that THESE animals might show.  They must be included in the PPL but not copied directly from the PPL. Clearly number the steps as listed on the PPL protocol (highlighted)
14.  
a. -  What are the known and potential adverse effects:  
SD rats are prone to develop superficial soft tissue tumours (most often are mammary tumours) with increased age. The tumours can ulcerate. The tumours may be surgically removed once under general anesthesia. (E1 adverse effects section 5)
The surgical procedure (E1 step 3 iv) can induce disturbances of the balance system of the animal which might lead to inability to access food or liquids. The extent of the complications might reach grade 5 (E1 adverse effects section 2.vi). Additionally, the rats might experience pain after surgery. Thus they will be injected s.c. with 0.5mg/kg bodyweight buprenorphine twice per day.

A potential weight loss of more than 20% of bodyweight in dietary restricted animals never occurred so far.

The humane endpoints, as written in the PPL, need to be stated so the technicians understand which clinical signs would warrant them needing to kill the animal in the PIL holder’s absence (they will always try to contact the PIL first if this is possible) (from Study Plan guidelines) 
b. – What are the humane end points:  
tumor diameter >2.5cm, or is ulcerating, sustained clinical signs of ill-feeling (pilo-erection, hunched posture, inactivity or inappetance ) for a period of 48 hours 
head and body tilt after surgery equal or higher than grade 3 without reduction of severity within the respectively described time windows (E1 adverse effects section 2. Iv-vi).
Details of exact method/s used and method/s of confirmation
c. – What is the fate of the animals:  to include Schedule 1 or terminal procedure Schedule1

If the animal is in the pre surgical part of the experiment it will be euthanased by CO2 inhalation or decapitation.  If the animal is in the post surgical part of the experiment it will be killed by perfusion fixation.

	Ensure that the facility has the means to collect samples as requested, e.g. trained technician, -80 freezer, dry ice,  etc.
15.  If animals need to be culled on welfare grounds and the researcher(s) are unavailable, please describe which tissues need to be taken and how you would like them to be stored, e.g. frozen or in fixative: n/a

	The NACWO and NVS are not responsible for checking that the work described in this Study Plan is covered by the PPL or PIL(s).  It is particularly important that the appropriate authority is in place before any assistance with regulated procedures is provided by Biofacility PIL holders (Section 13.) 
16.  I confirm that I have checked that the PPL and my PIL contain the necessary authority for all the work proposed under this study plan. I confirm that I have read and understood the Personal Licence Standard Conditions, including the requirement for appropriate supervision and declaration of competency before carrying out any regulated procedure.


Signature of person checking authority                                                                                Date   

17.  I confirm as PPLh/nominated PPL signatory that the necessary PPL authorities are in place and that I am aware this Study Plan has been compiled/submitted by the PIL named above.


Signature of PPLh or nominated PPLh signatory                                                                 Date 

AFTER COMPLETION SEND THIS STUDY PLAN TO THE FACILITY NACWO/BIOFACILITY MANAGER  - 
Please allow 5 working days for processing and do not start the work until it has been signed by the NACWO or Deputy Facility Manager.
Please note: whilst every effort is made to adhere to this there may be extenuating circumstances when this turnaround is not achieved (e.g. resource availability, checking authority for regulated procedures requested to be undertaken by UBS staff etc.) but clear communication will be made within 5 working days of submission.


	18.  OFFICE USE ONLY:  
Date received:                                                                       

Date returned and confirmed: 

Study number allocated:

Signed by:


	OPTIONAL- Can be used for actual severity record keeping post experiment

19. For use when recording actual severity during the study:- 

Adverse effects seen on this study plan:-

How many animals affected?

Procedures given and severity observed :-

Additional observations:-

	Number of
Sub-threshold
	Number of
Non-recovery
	Number of 
Mild
	Number of
Moderate
	Number of 
Severe

	


	
	
	
	







Notes:
No 10:  State clearly what and when something happens to a live animal.
What means: what kind of procedure, injection sites, volumes etc.  Do not describe detailed protocols stick to bullet points.  Do not copy and paste the protocol steps from the PPL unless the protocol steps exactly match the experimental steps required in this Study Plan.
For Surgical Procedures: animals are anaesthetised using            state method………………………………………and the surgical procedure will take place (give location)………………………………………………………………………………………
All specifics on the surgical procedure should be in the S.O.P.
When: can be a date in time or a sequence order; e.g. day 0, day 6, etc.  Only mention procedures no background discussion is needed.
No. 14: Which clinical signs are expected and when is action needed to cull an animal in this study plan?
This is to prevent unnecessary suffering to the animal.  If no adverse signs are expected (mentioned in the PPL) put down “no adverse signs”.
Nos 16 and 17: It is the responsibility of each person who may undertake any of the regulated procedures detailed in this Study Plan to check there is PPL authority before submitting this Study Plan to the UBS NACWO where the work will be undertaken.  The same PIL standard condition [19] requires each person to check their own PIL authorities. Each person working under this Study Plan and the PPLh (or agreed nominated signatory) need to fill in this section.  
The NACWO and NVS are not responsible for checking that the work described in this Study Plan is authorised by the PPL or PIL(s).
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