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Please use this form to notify the Animals in Science Regulation Unit (ASRU) of procedural-related adverse effects that have exceeded or are likely to exceed the severity limitations or controls described in the project licence. ASRU will use this information to determine whether any further action is required.

Do not use to report:
· adverse effects that are due to non-procedural issues;
· potential non-compliance (report by other means);
· issues without adverse welfare consequences.

If you are in doubt whether or not you need to fill in this form, please contact your assigned Inspector.

Please clearly title your document: ‘ASRU_establishment name_PPL number_PPLh surname_date_sc18’ and send to your Inspector (e.g. using cjsm) with the subject heading ‘PPL SC 18 Notification PPL [Number]

	Establishment Licence name
	University of Cambridge

	Establishment Licence number
	X81BD37B1

	Name of PPL holder
	Amy Milton

	PPL number
	PA9FBFA9F

	Protocol no
	11

	Protocol title
	Appetitive (non-IVSA) behaviour with viral-based manipulations

	Severity classification
	Moderate

	1. Date of incident
	2nd August 2019

	2. Species
	Rat

	3. Brief details of study and how the limits or constraints  have been breached
	Unexpected adverse effects have been observed following the intracerebral administration of virus to rats on Protocol 11.

In this experiment, conducted by Dr Mona El-Sayed Hervig (PIL: I32FAB42D) and Chiara Toschi (PIL: I8CC06A5C), animals underwent intracranial surgery involving administration of a CAV2-Cre virus in the prelimbic medial prefrontal cortex and Cre-dependent AAV8 virus in the Locus Coeruleus carrying either the TeLC construct (to block of neurotransmission through disruption of synaptobrevin) or GFP (as a control manipulation). In total, 22 animals were operated on during the period of 8th – 17th July 2019. The choice of viral titre was informed by discussion with collaborators, and a previous pilot study conducted on a different protocol on my PPL. Animals on the pilot study did not show any adverse effects in the 4-5 week-period that they were kept alive following the virus administration. On Friday 19th July, Mona El-Sayed Hervig finished her contract at the University of Cambridge and Chiara Toschi continued with the experiment, with the support of Dr Johan Alsio (PIL: I09B4309E) who has extensive experience of conducting viral transfection experiments in rats. All animals showed normal recovery in our standard 5-day period of post-operative monitoring. 

On Friday 2nd August, Chiara Toschi contacted me and my Deputy, Dr Emma Cahill, by email to say that the animal care staff in the Combined Animal Facility had observed 2 animals (B5/236 #6 and #15) that were showing signs of head tilting. Due to these unexpected neurological signs, the animals had been culled and brains collected for histological analysis. At this point the concern was that these two animals may have had a stroke. Chiara was due to be away from the lab between 29th July and 15th August and had made arrangements for the care of these animals in her absence. She also ensured that she was contactable by phone and email. (I can confirm that she has been quick to respond to all contact throughout this incident.)  

I was away from the lab at this point, so Emma Cahill went to observe the remaining animals and identified a further three (B5/236 #13, 17 and 18) that she considered should be closely monitored for showing mild head tilting and side preferences. These animals were monitored over the weekend with no deterioration in their condition. However, on the morning of Monday 5th August, the NACWO, Julie Gautrey, raised concerns about the unexpected adverse effects observed in these animals. She consulted the NVS, Michiel Plugge, and they advised that the animals should be culled as they were showing unexpected adverse effects (though they did not appear to be in pain or distress) and also that a Condition 18 report would be warranted. Johan Alsio contacted me by phone (as I was still on annual leave and not reliably receiving emails) to update me on the situation. I confirmed by email that any further affected animals should be culled immediately if they showed any unexpected adverse effects. The three affected animals (B5/236 #13, 17 and 18) were culled on Tuesday 6th August.

Mona El-Sayed Hervig has subsequently confirmed that all of the affected animals received the active TelC form of the virus.

	4. Have you taken advice from the Named Animal Care and Welfare Officer/Named Veterinary Surgeon/others?
	Yes. We have followed the advice from the NVS and NACWO as described above: to cull the affected animals and perform post mortem histological assessment of viral infusion sites to determine the cause of symptoms. 

	5. Cause of Problem, if known
	The cause is not yet known, but we are currently pursuing the following possibilities: 
· the nature of the virus injected; 
· some unknown faults in this particular batch of the virus; 
· the age of the animals (as the affected animals were older than those used previously in the pilot experiments)
· the location of the viral injection.

We were surprised to see signs of abnormality as we have already carried out injections with the same virus and we did not see any of the symptoms reported above 4-5 weeks after injection. 

	6. Action that has been or will be taken
(For example, formulation of drug changed, supportive treatment given, study design modified). If no action needed, indicate why (for example, none required as study has been terminated and will not be repeated)
	All animals showing unexpected adverse effects have been culled. The remaining animals are being closely monitored and will be culled immediately if they show any adverse effects. 

Mona El-Sayed Hervig is following up whether there were any issues with the virus production with her collaborators, Dr Andreas Toft Sørensen and Professor Ulrik Gether at the University of Copenhagen. No further surgeries will be conducted with this virus until the cause of these adverse effects has been resolved.

We will, of course, provide you with updated information once the histological analyses are completed.

	7. Reported by (name)
	Amy Milton

	8. Date
	7th August 2019



[bookmark: _Toc86483909][bookmark: _Toc402366355]******************************For official use******************************************

Inspector’s comments and recommendations:

	Comments and recommendations
	





	Inspector name 

	

	Date
	




v1 180503 

image1.png
Home Office




