
11/01/2021 Mail - Hannah Swayze - Outlook

https://outlook.office.com/mail/deeplink?version=20210103002.04&popoutv2=1 1/9

RE: PRINCIPLE - Addition of Inhaled Corticosteroid arm

McNaughton, Graham <Graham.McNaughton@mhra.gov.uk>
Mon 1/11/2021 16:40
To:  Emma Ogburn <emma.ogburn@phc.ox.ac.uk>
Cc:  Hannah Swayze <hannah.swayze@phc.ox.ac.uk>; Christopher Butler <christopher.butler@phc.ox.ac.uk>

Dear Emma,
 
The regulatory team has agreed to the 8 week extension to the use of PCCTU for labelling of budesonide.
 
However, they did express concerns that the use of PCCTU is in danger of becoming ‘the norm. ‘ Therefore, I
reinforce that this really is a temporary measure and PCCTU should only be used for as long as is absolutely
necessary. As soon as clinical services have been secured, labelling and QP release should switch to that site.
 
Kind regards,
Graham
 
Graham McNaughton PhD 
Leading Senior Pharmaceutical Assessor  
Clinical Trials Unit
Licensing Division
 
Medicines and Healthcare products Regulatory Agency  
10 South Colonnade, Canary Wharf, London E14 4PU 
Tel: +44 203 080 6148. 
Email: graham.mcnaughton@mhra.gov.uk
 
The UK has left the EU, and the transition period ends on 31 December 2020. Click here to find out more. 
If you have not done so, please register now for MHRA Submissions, so you are ready from 1 January 2021.
 
We have a specific mailbox for COVID-19 related trial activity; Covid.clinicaltrials@mhra.gov.uk.
More information can be found here.
 
 
 
From: Emma Ogburn <emma.ogburn@phc.ox.ac.uk>  
Sent: 08 January 2021 18:38 
To: McNaughton, Graham <Graham.McNaughton@mhra.gov.uk> 
Cc: Hannah Swayze <hannah.swayze@phc.ox.ac.uk>; Christopher Butler <christopher.butler@phc.ox.ac.uk> 
Subject: RE: PRINCIPLE - Addi�on of Inhaled Cor�costeroid arm
 
Great, thanks Graham.
Have a good weekend,
Emma
 

From: McNaughton, Graham <Graham.McNaughton@mhra.gov.uk>  
Sent: 08 January 2021 17:20 
To: Emma Ogburn <emma.ogburn@phc.ox.ac.uk> 
Cc: Hannah Swayze <hannah.swayze@phc.ox.ac.uk>; Christopher Butler <christopher.butler@phc.ox.ac.uk> 
Subject: RE: PRINCIPLE - Addi�on of Inhaled Cor�costeroid arm
 
Thanks Emma,
 
I will take this to our regulatory group and get back to you ASAP.
 

mailto:graham.mcnaughton@mhra.gov.uk
https://www.gov.uk/government/collections/mhra-post-transition-period-information
https://www.gov.uk/guidance/registering-to-make-submissions-to-the-mhra-from-1-january-2021
mailto:Covid.clinicaltrials@mhra.gov.uk
https://www.gov.uk/guidance/clinical-trials-applications-for-coronavirus-covid-19
mailto:Graham.McNaughton@mhra.gov.uk
mailto:emma.ogburn@phc.ox.ac.uk
mailto:hannah.swayze@phc.ox.ac.uk
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Kind regards,
Graham
 
From: Emma Ogburn <emma.ogburn@phc.ox.ac.uk>  
Sent: 08 January 2021 16:36 
To: McNaughton, Graham <Graham.McNaughton@mhra.gov.uk> 
Cc: Hannah Swayze <hannah.swayze@phc.ox.ac.uk>; Christopher Butler <christopher.butler@phc.ox.ac.uk> 
Subject: RE: PRINCIPLE - Addi�on of Inhaled Cor�costeroid arm
 
Hi Graham,
 
Thank you for this. I couldn’t ascertain if Ringwood held a MIA for labelling so the clarifica�on is really helpful!
 
I expect the PCCTU to need to label for a further 8 weeks – there are a few reasons as to why we haven’t been
able to secure clinical services to do this for us yet, namely:
Timelines – �me taken to obtain a quote and clarify responsibili�es and expecta�ons, then a further delay
with once agreed we would s�ll have a further 6+ weeks to wait. Christmas, Brexit have also played a role in
delays. We had also spent �me with other clinical services such as Ringwood, in the hope that they could
undertake this role at a quicker speed for us.
Funding and trial contractual agreements – the trial was ini�ally given 6mths of funding which ended 30th

Sep. Extension requests were submi�ed but only approved verbally just before Christmas. The University
would have had to sign clinical service contracts in lieu of funds which carries a poten�al risk. We are s�ll
awai�ng wri�en confirma�on of a costed extension.
Other trial arms closing –at the request of the TSC two were closed in fairly close succession, we now only
have usual care and steroid arm open, this linked with increasing accruals means we have gone through the
steroid at a faster rate than if we s�ll had other drug arms open
 
 
The three new drug arms we hope to be open within weeks so our focus at present is to get these arms open
– submission �melines:
Favipirivir – wai�ng for the Therapeu�c Taskforce to confirm the supply route, they are looking to source with
suppliers in the UK – trial submission package stalled un�l we know more. TTF wanted us to priori�se this
drug.
Ivermec�n – drug supply route confirmed, submission package nearly complete, will submit to Sponsor next
week
Camostat – drug supply route confirmed, submission package in dra�, if the documents are finalised and the
Sponsor is happy to receive as one amendment (ivermec�n and favi), we will
 
I hope this helps, happy to chat through anything,
BW
Emma
 
 

From: McNaughton, Graham <Graham.McNaughton@mhra.gov.uk>  
Sent: 07 January 2021 19:59 
To: Emma Ogburn <emma.ogburn@phc.ox.ac.uk> 
Cc: Hannah Swayze <hannah.swayze@phc.ox.ac.uk>; Christopher Butler <christopher.butler@phc.ox.ac.uk> 
Subject: RE: PRINCIPLE - Addi�on of Inhaled Cor�costeroid arm
 
Dear Emma,
 
Happy New Year to you too!
 
I will have to take the proposal for extending the period during which PCCTU will label budesonide to our
regulatory group for advice. I know they will ask some ques�ons, so could you provide some addi�onal
informa�on:

1. How much longer would you need PCCTU to label the budesonide?

mailto:emma.ogburn@phc.ox.ac.uk
mailto:Graham.McNaughton@mhra.gov.uk
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2. What has caused the delay in securing clinical services?
3. What is the current status with securing clinical services?

 
Great to hear that the IMPs for the new arms will arrive ready to supply to pa�ents. Do you have a �meline
for the amendment submission?
 
Ringwood Pharmacy are NOT authorised to carry out clinical trial packaging, labelling and QP cer�fica�on of
IMPs. They are not carrying out this ac�vity for any other clinical trials. They are involved in the supply chain
but only have responsibility for storage and prepara�on of IMP (already labelled and QP cer�fied) for shipping
to pa�ents. These are not considered to be manufacturing processes and do not need to be carried out under
a MIA(IMP). Packaging, labelling and QP cer�fica�on are manufacturing processes and require the site to hold
a MIA(IMP). Ringwood Pharmacy do not hold a MIA(IMP).
 
Kind regards,
Graham
 
Graham McNaughton PhD 
Leading Senior Pharmaceutical Assessor  
Clinical Trials Unit
Licensing Division
 
Medicines and Healthcare products Regulatory Agency  
10 South Colonnade, Canary Wharf, London E14 4PU 
Tel: +44 203 080 6148. 
Email: graham.mcnaughton@mhra.gov.uk
 
The UK has left the EU, and the transition period ends on 31 December 2020. Click here to find out more. 
If you have not done so, please register now for MHRA Submissions, so you are ready from 1 January 2021.
 
We have a specific mailbox for COVID-19 related trial activity; Covid.clinicaltrials@mhra.gov.uk.
More information can be found here.
 
 
 
From: Emma Ogburn <emma.ogburn@phc.ox.ac.uk>  
Sent: 07 January 2021 13:56 
To: McNaughton, Graham <Graham.McNaughton@mhra.gov.uk> 
Cc: Hannah Swayze <hannah.swayze@phc.ox.ac.uk>; Christopher Butler <christopher.butler@phc.ox.ac.uk> 
Subject: RE: PRINCIPLE - Addi�on of Inhaled Cor�costeroid arm
 
Hi Graham,
 
Happy new year to you!
 
Currently in Principle, we only have two arms open – usual care and budesonide. I would like to ask for an
extension for PCCTU to con�nue to label budesonide as we can procure the drug but we haven’t yet been able
to secure clinical services.
We are preparing a further amendment to include other drugs (favipirivir, ivermec�n, camsotat) which will
come to the PCCTU packaged, labelled and QP released.
 
On another note, I understand that Ringwood Pharmacy have been given the greenlight to undertake such
work? If you can, please can you confirm if this is correct?  
 
Thanks for your help,
BW
Emma
 

mailto:graham.mcnaughton@mhra.gov.uk
https://urldefense.proofpoint.com/v2/url?u=https-3A__www.gov.uk_government_collections_mhra-2Dpost-2Dtransition-2Dperiod-2Dinformation&d=DwMGaQ&c=bXyEFqpHx20PVepeYtwgeyo6Hxa8iNFcGZACCQj1uNM&r=8-COx4zRFM56SdyFYmcyx2IPw-y5ffAtpoP7OcgbB10&m=SPqYSBl7hUPy0MRI4ppwfGYZQRA23fijLblZBS2yocg&s=E1onVT98OUCWHz98JpXEDVVQJwaCPAmzXYWpaFSBDFg&e=
https://urldefense.proofpoint.com/v2/url?u=https-3A__www.gov.uk_guidance_registering-2Dto-2Dmake-2Dsubmissions-2Dto-2Dthe-2Dmhra-2Dfrom-2D1-2Djanuary-2D2021&d=DwMGaQ&c=bXyEFqpHx20PVepeYtwgeyo6Hxa8iNFcGZACCQj1uNM&r=8-COx4zRFM56SdyFYmcyx2IPw-y5ffAtpoP7OcgbB10&m=SPqYSBl7hUPy0MRI4ppwfGYZQRA23fijLblZBS2yocg&s=HVzfMWKT0tdvpHLNcm1eOLwVm8_EElsNJqB-Qc8kOjY&e=
mailto:Covid.clinicaltrials@mhra.gov.uk
https://urldefense.proofpoint.com/v2/url?u=https-3A__www.gov.uk_guidance_clinical-2Dtrials-2Dapplications-2Dfor-2Dcoronavirus-2Dcovid-2D19&d=DwMGaQ&c=bXyEFqpHx20PVepeYtwgeyo6Hxa8iNFcGZACCQj1uNM&r=8-COx4zRFM56SdyFYmcyx2IPw-y5ffAtpoP7OcgbB10&m=SPqYSBl7hUPy0MRI4ppwfGYZQRA23fijLblZBS2yocg&s=yQs_GxSNQ1-rIV-82MJI_7JNW_1PvuQe28LL5CmPrH8&e=
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Dr Emma Ogburn
CTU Director of Opera�ons
 
Tel: 07710676303
E-mail: Emma.Ogburn@phc.ox.ac.uk
h�p://www.phc.ox.ac.uk
 

 
Primary Care & Vaccine Collabora�ve Clinical Trials Unit 
Nuffield Department of Primary Care Health Sciences, Gibson Building, 1st Floor, Radcliffe Observatory
Quarter, Oxford. OX2 6GG
 

 
 
 
From: McNaughton, Graham <Graham.McNaughton@mhra.gov.uk>  
Sent: 12 November 2020 16:32 
To: Christopher Butler <christopher.butler@phc.ox.ac.uk> 
Cc: Hannah Swayze <hannah.swayze@phc.ox.ac.uk>; Emma Ogburn <emma.ogburn@phc.ox.ac.uk> 
Subject: RE: PRINCIPLE - Addi�on of Inhaled Cor�costeroid arm
 
Dear Chris,
 
The proposal for labelling to be performed at PCCTU for a short period of �me (up to 8 weeks or un�l supplies
labelled at Fisher Clinical Services become available, whichever is sooner) has been accepted. If there is a
need for labelling to con�nue at PCCTU for longer than 8 weeks then you are asked to request addi�onal
approval from MHRA to cover such an extension.
 
My colleagues in the GCP inspectorate have also raised a ques�on as to whether this labelling ac�vity impacts
on the insurance associated with the trial. This may be something you wish to review with the sponsor.
 
In terms of the amendment, I will approve the current submission on the basis that labelling will be carried
out ini�ally by PCCTU and then by Fisher. There is no need for you to change any of the documents now – I
will include a copy of our email correspondence in our records so that it is clear what the supply chain is.
However, when/if you submit a further amendment, please do confirm the supply chain arrangements for the
ICS arm in the covering le�er.
 
Kind regards,
Graham
 
Graham McNaughton PhD 
Leading Senior Pharmaceutical Assessor  
Clinical Trials Unit
Licensing Division

mailto:Emma.Ogburn@phc.ox.ac.uk
https://urldefense.proofpoint.com/v2/url?u=https-3A__eur01.safelinks.protection.outlook.com_-3Furl-3Dhttp-253A-252F-252Fwww.phc.ox.ac.uk-252F-26data-3D02-257C01-257CJoyce.Dawber-2540phe.gov.uk-257C94cb2e7198964a6ca52608d85304b34b-257Cee4e14994a354b2ead475f3cf9de8666-257C0-257C0-257C637350626943104518-26sdata-3DxsfXuHQrKcOmCBcdjYQB80OP-252Bh1BrtATjm3-252FVNoiKNM-253D-26reserved-3D0&d=DwMGaQ&c=bXyEFqpHx20PVepeYtwgeyo6Hxa8iNFcGZACCQj1uNM&r=8-COx4zRFM56SdyFYmcyx2IPw-y5ffAtpoP7OcgbB10&m=1pJogdlXlNTbE8jNfoVIIpks4hD1GP7qPpGsdS57cKI&s=bbSSV_O4Bb8ivkdVKYVhgZGKDDuzi4e7PsSrlIjUJc4&e=
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Medicines and Healthcare products Regulatory Agency  
10 South Colonnade, Canary Wharf, London E14 4PU 
Tel: +44 203 080 6148. 
Email: graham.mcnaughton@mhra.gov.uk
 
We have a specific mailbox for COVID-19 related trial activity; Covid.clinicaltrials@mhra.gov.uk.
More information can be found here.
 
 
 
From: Christopher Butler <christopher.butler@phc.ox.ac.uk>  
Sent: 12 November 2020 11:22 
To: McNaughton, Graham <Graham.McNaughton@mhra.gov.uk> 
Cc: Hannah Swayze <hannah.swayze@phc.ox.ac.uk>; Emma Ogburn <emma.ogburn@phc.ox.ac.uk> 
Subject: Re: PRINCIPLE - Addi�on of Inhaled Cor�costeroid arm
 
Dear Graham,
 
This is good such news for the tria,l and indeed for my own personal morale!
 
Thank you so much for being so proac�ve on our behalf.
 
Best wishes
 
Chris
 
 
 

On 12 Nov 2020, at 11:17, McNaughton, Graham <Graham.McNaughton@mhra.gov.uk> wrote:
 
Dear Chris,
 
I have already made a request to colleagues to allow a similar flexibility to that used in the past
(it’s not a decision that I can make alone).
 
I understand the need for swi� ac�on on this so hope to have an answer for you by the end of
the week, if not later today.
 
Kind regards,
Graham
 
Graham McNaughton PhD 
Leading Senior Pharmaceutical Assessor  
Clinical Trials Unit
Licensing Division
 
Medicines and Healthcare products Regulatory Agency  
10 South Colonnade, Canary Wharf, London E14 4PU 
Tel: +44 203 080 6148. 
Email: graham.mcnaughton@mhra.gov.uk
 
We have a specific mailbox for COVID-19 related trial activity; Covid.clinicaltrials@mhra.gov.uk.
More information can be found here.
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From: Christopher Butler <christopher.butler@phc.ox.ac.uk>  
Sent: 12 November 2020 10:06 
To: McNaughton, Graham <Graham.McNaughton@mhra.gov.uk> 
Cc: Hannah Swayze <hannah.swayze@phc.ox.ac.uk>; Emma Ogburn
<emma.ogburn@phc.ox.ac.uk> 
Subject: Re: PRINCIPLE - Addi�on of Inhaled Cor�costeroid arm
 
Hi Graham, 
 
 
Thank you Graham, that is clear. 
 
The  problem for us remains that we have a very narrow window during the current spike of this
horrific pandemic to recruit into the Urgent Public Health Principle Trial in order to generate
evidence that might help the many who will s�ll suffer form the condi�on.  Inhaled budesonide
may be a really good interven�on that helps people recover quicker, keeps them out of hospital,
l and protects their lungs: urgent trail answers are needed about the effec�veness of  its use int
community, where most pa�ents are been treated and where early treatments could have major
impact.  Short term use of Inhaled Budesonide remains one of the safest medica�ons there is.
 Although an IMP in the context of this trial, it has been in widespread use for may many years, is
already in wide use in primary care, and has virtually no interac�ons when used short term.
Those already on an inhaled steroid will not be eligible to receive it. So while and IMP, as a
licensed, we'll known and safe medica�on, it is not what I woudl call “experimental". 
 
I hate to impose once again on your good offices, but could  we therefore ask for an exemp�on
that would  allow me, personally, (qualified medical prac��oner, Clinical Trials Unit Director)  to
start labelling an ini�al batch of the budesonide turbohalers myself, so we can start this arm of
the trial while Fisher then labels the rest? It takes them a month to six weeks for Fisher to do
this labelling, by which �me we will have missed a key opportunity to recruit into the trial? We
are all working on borrowed �me and this 'second wave’ cam sooner and harsher than we
an�cipated. 
 
As before, I will do the labelling myself in a properly controlled room where no other medica�on
is being labelled. I will only label the media�on we receive from he company. Each box will be
closed with a package inert in it. I will not repackage. I will sign the log for each individual  pack I
label. It cannot get mixed up with the systems we have! A qualified nurse, also is in a�endance,
managing the locked room, locked cabinets, temperature controls, log storage , etc. (I can do this
for my own pa�ents in my own prac�ce in the Cynon Valley!)  Each pack will be then  also
checked by a qualified pharmacist and signed off by them, before any items is issued to a trial
par�cipant.
 
Such an   exemp�on would allow us to get going during this narrow window for recruitment, and
carries virtually zero, if not zero risk; this process has been tried tested before and has worked
very well with complete safely and rigour. Because of the distributed nature of primary care, we
are at a disadvantage compared to pragma�c hospital trials that also are evalua�ng already
licensed drugs, in that it seems hospital pharmacies can issue such medica�on more easily. It is
in primary care where we can have  the greatest reach and impact if we can proceed at pace,
albeit safely!
 
 
Many thanks for considering,
 
Chris 
Christopher C.  Butler
BA MBChB DCH CCH MD FRCGP FFPH(Hon) FMedSci
 

mailto:christopher.butler@phc.ox.ac.uk
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Professor of Primary Care
Professorial Fellow, Trinity College
Clinical Director, Primary Care and Vaccines Collabora�ve Clinical Trials Unit
Clinical Director, NIHR Oxford Community Healthcare Medtech and Invitro diagnos�cs Co-
opera�ve
NIHR Senior Inves�gator
General Prac��oner, Cwm Taf Morgannwg  University Health Board
 
Nuffield Department of Primary Care Health Sciences
Radcliffe Primary Care Building,  Radcliffe Observatory Quarter, Woodstock Road,
Oxford OX2 6GG
01865 289670
christopher.butler@phc.ox.ac.uk
 

On 12 Nov 2020, at 08:23, McNaughton, Graham
<Graham.McNaughton@mhra.gov.uk> wrote:
 
Dear Chris,
 
I’m sorry to say that we cannot approve a supply chain that involves Ringwood
Pharmacy carrying out clinical trial labelling. Clinical trial labelling is a
manufacturing process and must be carried out at a site that holds a
manufacturer’s authorisa�on for inves�ga�onal medicinal products, such as Fisher
Clinical Services. A�er labelling, the IMP is required to be QP released for use in
the trial. These are not ac�vi�es that Ringwood Pharmacy is authorised to conduct.
 
Kind regards,
Graham
 
Graham McNaughton PhD 
Leading Senior Pharmaceutical Assessor  
Clinical Trials Unit
Licensing Division
 
Medicines and Healthcare products Regulatory Agency  
10 South Colonnade, Canary Wharf, London E14 4PU 
Tel: +44 203 080 6148. 
Email: graham.mcnaughton@mhra.gov.uk
 
We have a specific mailbox for COVID-19 related trial
activity; Covid.clinicaltrials@mhra.gov.uk.
More information can be found here.
 
 
 
From: Christopher Butler <christopher.butler@phc.ox.ac.uk>  
Sent: 11 November 2020 21:28 
To: McNaughton, Graham <Graham.McNaughton@mhra.gov.uk> 
Cc: Hannah Swayze <hannah.swayze@phc.ox.ac.uk>; Emma Ogburn
<emma.ogburn@phc.ox.ac.uk> 
Subject: Re: PRINCIPLE - Addi�on of Inhaled Cor�costeroid arm
 
Dear Graham, 
 
Many thanks.
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Our proposal is for Ringwood Pharmacy to order the budesonide (pulmicort)
trubohalers  direct from Astra Zeneca, label the units with an MHRA  approved
label, then to deliver the units to our Clinical Trials Unit for us to deliver directly to
study par�cipants according to the stated randomisa�on process. If so approved,
 Ringwood Pharmacy, would procure the devices QP released from AZ, label them,
and  then and deliver them to us.  Ringwood Pharmacy will provide a far more
rapid and cost-efficient service. So you are correct that Ringwood would not be
involved in manufacturing, merely labelling and transpor�ng.
 
Happy to chat on the phone too tomorrow (Thursday) if that will be helpful.
 
My mobile number is 07944060594
 
With thanks and best wishes
 
Chris
 
 
Christopher C.  Butler
BA MBChB DCH CCH MD FRCGP FFPH(Hon) FMedSci
 
Professor of Primary Care
Professorial Fellow, Trinity College
Clinical Director, Primary Care and Vaccines Collabora�ve Clinical Trials Unit
Clinical Director, NIHR Oxford Community Healthcare Medtech and Invitro
diagnos�cs Co-opera�ve
NIHR Senior Inves�gator
General Prac��oner, Cwm Taf Morgannwg  University Health Board
 
Nuffield Department of Primary Care Health Sciences
Radcliffe Primary Care Building,  Radcliffe Observatory Quarter, Woodstock Road,
Oxford OX2 6GG
01865 289670
christopher.butler@phc.ox.ac.uk
 

On 11 Nov 2020, at 18:06, McNaughton, Graham
<Graham.McNaughton@mhra.gov.uk> wrote:
 
Dear Chris,
 
I’m in the process of reviewing the latest substan�al amendment for
this trial and just wanted to confirm the supply chain for the
Pulmicort Turbohalers. Am I correct in thinking that clinical trial
labelling and QP release will be performed by Fisher Clinical Services
UK Limited and then the supplies sent to Ringwood Pharmacy for
distribu�on to trial par�cipants?
 
AstraZeneca UK Limited and Ringwood Pharmacy are both listed in
the CTA applica�on form as having manufacturing responsibili�es
but, from previous conversa�ons we have had, I don’t believe that to
be the case (distribu�on is not considered to be a manufacturing
process for IMPs). Please could you provide clarifica�on? Happy to
discuss by phone if that is easier.
 
Kind regards,
Graham
 

mailto:christopher.butler@phc.ox.ac.uk
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Graham McNaughton PhD 
Leading Senior Pharmaceutical Assessor  
Clinical Trials Unit
Licensing Division
 
Medicines and Healthcare products Regulatory Agency  
10 South Colonnade, Canary Wharf, London E14 4PU 
Tel: +44 203 080 6148. 
Email: graham.mcnaughton@mhra.gov.uk
 
We have a specific mailbox for COVID-19 related trial
activity; Covid.clinicaltrials@mhra.gov.uk.
More information can be found here.
 
 

This email and any files transmitted with it are confidential. If you are not the
intended recipient, any reading, printing, storage, disclosure, copying or any
other action taken in respect of this email is prohibited and may be unlawful.  

If you are not the intended recipient, please notify the sender immediately by
using the reply function and then permanently delete what you have received.
Incoming and outgoing email messages are routinely monitored for
compliance with the Department of Health's policy on the use of electronic
communications.  

For more information on the Department of Health's email policy, click  

DHTermsAndConditions
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