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Research Ethics Coordinator

26th April 2022
Dear Sir/Madam,

Re: EVIS Study
REC No: 22/SS/009
R&D Number: GN20AE342
Sponsor: NHS Greater Glasgow & Clyde
Please find enclosed documents pertaining to a substantial amendment for the EVIS Trial.  Please note this amendment also includes the addition of sites as per the completed amendment tool.

Following MHRA review and grounds for non-acceptance the following changes have been made to the protocol:
· The study inclusion/exclusion criteria has been updated to exclude women who are pregnant.  All women of child bearing potential (WoCBP) must provide/have a negative pregnancy urine or serum pregnancy test.  This requirement has been included in the Schedule of Assessments and a definition of WoCBP included. (All PIS have been updated to include information on pregnancy testing)

· The following exclusion criteria has been added:

· Other primary causes of shock (e.g. suspected cardiogenic shock, haemorrhagic shock etc)

· History or evidence of any other medical, neurological or psychological condition that would expose the subject to an undue risk of a significant Adverse Effect as determined by the clinical judgement of the investigator
· Participation in other clinical trials of investigational medicinal products

· The study inclusion/exclusion criteria has been updated so it is clear that co-enrolment of participants who are enrolled in other clinical trials of investigational medicinal products during either the intervention or follow-up phase is not permitted.  

· Section 2 (Rationale) of the protocol has been amended with more detailed information provided on the rationale for the peripheral norepinephrine infusion dosing regimen used in this study.

· A new section 10.9 Withdrawal peripheral vasopressor infusion: stopping criteria has been added documenting IMP discontinuation criteria.

· Amended (Section 10.8.2) to clarify that the use of noradrenaline with volatile halogenated anaesthetic agents, monoamine oxidase inhibitors, linezolid, tricyclic antidepressants, adrenergic-serotoninergic drugs or any other cardiac sensitising agents is not recommended because severe, prolonged hypertension and possible arrhythmias may result.

· Section 11.14 Notification of deaths has been amended to state that ‘All deaths that are assessed by the local investigator to be causally related IMP administration must be reported to the sponsor as an SAE within 24 hours.  A new section has also been added that clarifies that deaths not attributable to IMP administration must be recorded as a safety endpoint for DMC review but will not be expedited reporting as an SAE.
Please find the following documents enclosed:
· Completed Amendment Tool

· CTA Notice of Non-Acceptance letter dated 2nd March 2022
· EVIS PIS ICF Personal Legal Rep (England, Wales & NI) v1.2 25 Apr 2022 TC

· EVIS PIS ICF Personal Legal Rep (England, Wales & NI) v1.2 25 Apr 2022 Clean

· EVIS PIS ICF Professional Legal Rep (England, Wales & NI) v1.2 25 Apr 2022 TC
· EVIS PIS ICF Professional Legal Rep (England, Wales & NI) v1.2 25 Apr 2022 Clean

· EVIS PIS ICF Professional Legal Rep (Scotland) v1.2 25 Apr 2022 TC

· EVIS PIS ICF Professional Legal Rep (Scotland) v1.5 25 Apr 2022 Clean

· EVIS PIS ICF Recovered Capacity (England, Wales & NI) v1.2 25 Apr 2022 TC

· EVIS PIS ICF Recovered Capacity (England, Wales & NI) v1.2 25 Apr 2022 Clean

· EVIS PIS ICF Recovered Capacity (Scotland) v1.2 25 Apr 2022 TC

· EVIS PIS ICF Recovered Capacity (Scotland) v1.2 25 Apr 2022 Clean

· EVIS PIS ICF Welfare Attorney/Welfare Guardian/Nearest Relative (Scotland) v1.2 25 Apr 2022 TC

· EVIS PIS ICF Welfare Attorney/Welfare Guardian/Nearest Relative (Scotland) v1.2 25 Apr 2022 Clean

· EVIS PIS ICF Summary v1.2 25 Apr 2022 TC

· EVIS PIS ICF Summary v1.2 25 Apr 2022 Clean

· EVIS PIS ICF v1.2 25 Apr 2022 TC

· EVIS PIS ICF v1.2 25 Apr 2022 Clean
· EVIS Protocol v1.2 15 Mar 2022 Clean
· EVIS Protocol v1.2 15 Mar 2022 TC

· EVIS Summary of Changes v1.1 to v1.2

· EVIS Clinical Information Sheet INTERVENTION V1.0 26th April 2022

· EVIS Clinical Information Sheet CONTROL v1.0 26th April 2022
I hope that this addresses all of the issues raised above.

Yours sincerely, 
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Dr Alasdair Corfield
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[image: image3.emf]  EVIS    PIS v1. 2   2 5   Apr   2022   Welfare Attorney / Welfare Guardian  / Nearest Relative  (Scotland)   IRAS ID : 307862     Participant Information Sheet   Welfare Attorney / Welfare Guardian / Nearest Relative   (Scotland)     You are invited to consider giving your permission for  your   relative to take part in a research study.   To help you decide whether or not your relative /person you are consenting on behalf of  should take  part, it is important for you to understand why the research is being done and what it will involve.  It  may be  the case that your relative /person you are consenting on behalf of   has already been entered  into the study with the agreement of one of the doctors treating them to prevent any delay to their  treatment starting.  This was only done after our best efforts t o contact you were not su ccessful.  If  this was the case, we will discuss with you what has already happened and whether you give your  permission for them to stay in the study.  The information below would have been given to you if you  were available at th e time.  Please take the time to read the following information carefully.  Talk to  others about the study if you wish.  Contact us if there is anything that is not clear, or if you would like  more information.  Take time to decide whether or not you wish  for  your   relative /person you are  consenting on behalf of   to take part.     Purpose of the Study   Sepsis is a life - threatening reaction to an infection.  It happens when the immune system overreacts  to an infection and starts to damage the body’s tissues and or gans.     The aim of this research study is to compare the  two different ways to treat sepsis, in the early phase  of treatment immediately after you r relative /person you are consenting on behalf of   arrive d   in  hospital. The standard approach is to give a salt  solut ion fluid through a drip in their   arm to start with,  then   later   adding in a medication that   increases the blood flow to their   vital organs (a vasopressor  mediation called norepinephrine) if required.  The alternative approach is to start the vasopressor  medication immediately, and then add in extra salt solution fluid  later  via a drip if required.   Vasopressors work by increasing   the blood pressure which allows a better blood flo w to the   internal  organs.  We plan to see which   approach   is better and to see if they have a role in improving a patient’s  recovery time, reducing complications, the length of time they stay in hospital an d longer term poor  health.     Based on research that has already been done, we believe treating patients with vasopressors when  they arrive in the Emergency Department, may have potential advantages over the standard fluids  used today.  However, the evidence   is not clear and that is why we are doing this research.        Why  has  this patient   been   invited to   take part?   Your relative /person you are consenting on behalf of   is being considered for taking part as they have  been diagnosed with signs and symptoms of an   infection (sepsis).     However, they currently lack the capacity to make an informed decision about whether they can take  part in a research study.  We are therefore asking you as their nearest relative, welfare attorney or  guardian if you will give consent   on their behalf to join the study.  This is permissible under the Adults  with Incapacity (Scotland) Act 2000 .     The Adults with Incapacity (Scotland) Act 2000 require you to put your own views about the research  aside and take into account and consider the   present and past wishes and feelings of your  relative /person you are consenting on behalf of .  

[image: image4.emf]  EVIS     PIS ICF v1. 2   2 5   Apr   2022   Personal Leg Rep  (England,  Wales & NI)   IRAS ID : 307862     Participant Information Sheet     Personal Legal Representative (England, Wales & NI)   You are invited to consider giving your permission for  your   relative to take part in a research study.   To help you decide whether or not your relative should take part, it is important for you to understand  why the research is being done and what it will involve.  It may be the case that your relative has  already   been entered into the study with the agreement of one of the doctors treating them to  prevent any delay to their treatment starting.  This was only done after our best efforts to contact you  were not su ccessful.  If this was the case, we will discuss with   you what has already happened and  whether you give your permission for them to stay in the study.  The information below would have  been given to you if you were available at the time.  Please take the time to read the following  information carefully.  Ta lk to others about the study if you wish.  Contact us if there is anything that  is not clear, or if you would like more information.  Take time to decide whether or not you wish for  your   relative to take part.     Purpose of the Study   Sepsis is a life - threate ning reaction to an infection.  It happens when the immune system overreacts  to an infection and starts to damage the body’s tissues and organs.     The aim of this research study is to compare the  two different ways to treat sepsis, in the early phase  of tre atment immediately after you r relative   arrive d   in hospital. The standard approach is to give a  salt solution fluid through a drip in  their   arm to start with, then  later  adding in a medication that  increases the blood flow to their   vital organs (a vasopress or mediation called norepinephrine) if  required.  The alternative approach is to start the vasopressor medication immediately, and then add  in extra salt solution fluid   later   via a drip if required.   Vasopressors work by increasing the blood  pressure which  allows a better blood flo w to the   internal organs.  We plan to see which   approach   is  better and to see if they have a role in improving a patient’s recovery time, reducing complications,  the length of time they stay in hospital and longer term poor health.     Based on research that has already been done, we believe treating patients with vasopressors when  they arrive in the Emergency Department, may have potential advantages over the standard fluids  used today.  However, the evidence is not clear and that is  why we are doing this research.        Why  has your relative been   invited to   take part?   Your relative is being considered for taking part as they have been diagnosed with signs and symptoms  of an infection (sepsis).     However, they currently lack the capacity  to make an informed decision about whether they can take  part in a research study.  We are therefore asking you as their nearest relative, welfare attorney or  guardian if you will give consent on their behalf to join the study.  This is permissible under t he Mental  Capacity Act 2005.     The   Mental Capacity Act 2005 require you to put your own views about the research aside and take  into account and consider the present and past wishes and feelings of your relative.        

[image: image5.emf]  EVIS     PIS ICF v1. 2   2 5   Apr   2022   Personal Leg Rep  (England,  Wales & NI)   IRAS ID : 307862     Participant Information Sheet     Personal Legal Representative (England, Wales & NI)   You are invited to consider giving your permission for  your   relative to take part in a research study.   To help you decide whether or not your relative should take part, it is important for you to understand  why the research is being done and what it will involve.  It may be the case that your relative has  already   been entered into the study with the agreement of one of the doctors treating them to  prevent any delay to their treatment starting.  This was only done after our best efforts to contact you  were not su ccessful.  If this was the case, we will discuss with   you what has already happened and  whether you give your permission for them to stay in the study.  The information below would have  been given to you if you were available at the time.  Please take the time to read the following  information carefully.  Ta lk to others about the study if you wish.  Contact us if there is anything that  is not clear, or if you would like more information.  Take time to decide whether or not you wish for  your   relative to take part.     Purpose of the Study   Sepsis is a life - threate ning reaction to an infection.  It happens when the immune system overreacts  to an infection and starts to damage the body’s tissues and organs.     The aim of this research study is to compare the  two different ways to treat sepsis, in the early phase  of tre atment immediately after you r relative   arrive d   in hospital. The standard approach is to give a  salt solution fluid through a drip in  their   arm to start with, then  later  adding in a medication that  increases the blood flow to their   vital organs (a vasopress or mediation called norepinephrine) if  required.  The alternative approach is to start the vasopressor medication immediately, and then add  in extra salt solution fluid   later   via a drip if required.   Vasopressors work by increasing the blood  pressure which  allows a better blood flo w to the   internal organs.  We plan to see which   approach   is  better and to see if they have a role in improving a patient’s recovery time, reducing complications,  the length of time they stay in hospital and longer term poor health.     Based on research that has already been done, we believe treating patients with vasopressors when  they arrive in the Emergency Department, may have potential advantages over the standard fluids  used today.  However, the evidence is not clear and that is  why we are doing this research.        Why  has your relative been   invited to   take part?   Your relative is being considered for taking part as they have been diagnosed with signs and symptoms  of an infection (sepsis).     However, they currently lack the capacity  to make an informed decision about whether they can take  part in a research study.  We are therefore asking you as their nearest relative, welfare attorney or  guardian if you will give consent on their behalf to join the study.  This is permissible under t he Mental  Capacity Act 2005.     The   Mental Capacity Act 2005 require you to put your own views about the research aside and take  into account and consider the present and past wishes and feelings of your relative.        

[image: image6.emf]  EVIS     PIS   ICF   v1. 2   2 5 Apr   2022   Professional  Rep    (England, Wales & NI)   IRAS ID : 307862     Participant Information Sheet   Professional  Legal  Representative   (England, Wales & NI )   You are invited to consider giving your permission for your   patient   to take part in a research study   as  we have been unable to contact a relative, welfare attorney or guardian for them despite our best  efforts .  To help you decide whether or not your  patient   should take part, it is important for you to  understand why the  research is being done and what it will involve.    It may be the case that your  patient   has already been entered into the study with the agreement of one of the doctors treating  them to prevent any delay to their treatment starting.  This was only done afte r our best efforts to  contact you were not su ccessful.  If this was the case, we will discuss with you what has already  happened and whether you give your permission for them to stay in the study.  The information below  would have been given to you if you  were available at the time.  Please take the time to read the  following information carefully.  Talk to others about the study if you wish.  Contact us if there is  anything that is not clear, or if you would like more information.  Take time to decide wh et her or not  you wish for your patient   to take part.     Purpose of the Study   Sepsis is a life - threatening reaction to an infection.  It happens when the immune system overreacts  to an infection and starts to damage the body’s tissues and organs.     The aim of th is research study is to compare the  two different ways to treat sepsis, in the early phase  of treatment immediately after you r patient arrived  in hospital. The standard approach is to give a salt  solu tion fluid through a drip in their   arm to start with, th en   later   adding in   a  medication that  increases  the blood flow to their   vital organs (a  vasopressor  mediation called n orepinephrine)  if required .   The  alternative approach is to start the vasopressor medication immediately, and then   later   add in extra  salt solution fluid via a drip if required.   Vasopressors work by increasing the blood pressure which  a llows a better blood flow to their   internal organs.  We plan to see which   approach   is better and to  see if they have a role in improving a p atient’s recovery time, reducing complications, the length of  time they stay in hospital and longer term poor health.     Based on research that has already been done, we believe treating patients with vasopressors when  they arrive in the Emergency Department , may have potential advantages over the standard fluids  used today.  However, the evidence is not clear and that is why we are doing this research.        Why  has  this patient   been   invited to   take part?   This patient has been asked to take part as they have b een   diagnosed with signs and symptoms of an  infection (sepsis).     However, they currently lack the capacity to make an informed decision about whether they can take  part in a research study   and they do not currently have a relative available in person or by   phone/video - call to give consent on their behalf .  We are therefore asking you as their  treating  clinician   if you will give consent on their behalf to join the study.  This is permissible under the  Mental  Capacity Act   2000.          

[image: image7.emf]  EVIS     PIS   ICF   v1. 2   2 5 Apr   2022   Professional  Rep    (England, Wales & NI)   IRAS ID : 307862     Participant Information Sheet   Professional  Legal  Representative   (England, Wales & NI )   You are invited to consider giving your permission for your   patient   to take part in a research study   as  we have been unable to contact a relative, welfare attorney or guardian for them despite our best  efforts .  To help you decide whether or not your  patient   should take part, it is important for you to  understand why the  research is being done and what it will involve.    It may be the case that your  patient   has already been entered into the study with the agreement of one of the doctors treating  them to prevent any delay to their treatment starting.  This was only done afte r our best efforts to  contact you were not su ccessful.  If this was the case, we will discuss with you what has already  happened and whether you give your permission for them to stay in the study.  The information below  would have been given to you if you  were available at the time.  Please take the time to read the  following information carefully.  Talk to others about the study if you wish.  Contact us if there is  anything that is not clear, or if you would like more information.  Take time to decide wh et her or not  you wish for your patient   to take part.     Purpose of the Study   Sepsis is a life - threatening reaction to an infection.  It happens when the immune system overreacts  to an infection and starts to damage the body’s tissues and organs.     The aim of th is research study is to compare the  two different ways to treat sepsis, in the early phase  of treatment immediately after you r patient arrived  in hospital. The standard approach is to give a salt  solu tion fluid through a drip in their   arm to start with, th en   later   adding in   a  medication that  increases  the blood flow to their   vital organs (a  vasopressor  mediation called n orepinephrine)  if required .   The  alternative approach is to start the vasopressor medication immediately, and then   later   add in extra  salt solution fluid via a drip if required.   Vasopressors work by increasing the blood pressure which  a llows a better blood flow to their   internal organs.  We plan to see which   approach   is better and to  see if they have a role in improving a p atient’s recovery time, reducing complications, the length of  time they stay in hospital and longer term poor health.     Based on research that has already been done, we believe treating patients with vasopressors when  they arrive in the Emergency Department , may have potential advantages over the standard fluids  used today.  However, the evidence is not clear and that is why we are doing this research.        Why  has  this patient   been   invited to   take part?   This patient has been asked to take part as they have b een   diagnosed with signs and symptoms of an  infection (sepsis).     However, they currently lack the capacity to make an informed decision about whether they can take  part in a research study   and they do not currently have a relative available in person or by   phone/video - call to give consent on their behalf .  We are therefore asking you as their  treating  clinician   if you will give consent on their behalf to join the study.  This is permissible under the  Mental  Capacity Act   2000.          

[image: image8.emf]  EVIS     PIS  ICF v1. 2   2 5   Apr   2022   Professional Legal Rep   (Scotland)   IRAS   ID : 307862     Participant Information Sheet   Professional  Legal  Representative   (Scotland)   You are invited to consider giving your permission for your   patient   to take part in a research study   as  we have been unable to contact a relative, welfare attorney or guardian for them despite our best  efforts .  To help you decide whether or not your  patient   should take part, it is important for you to  understand why the research is being done and what i t will involve.    It may be the case that your  patient   has already been entered into the study with the agreement of one of the doctors treating  them to prevent any delay to their treatment starting.  This was only done after our best efforts to  contact you   were not su ccessful.  If this was the case, we will discuss with you what has already  happened and whether you give your permission for them to stay in the study.  The information below  would have been given to you if you were available at the time.  Plea se take the time to read the  following information carefully.  Talk to others about the study if you wish.  Contact us if there is  anything that is not clear, or if you would like more information.  Take time to decide wh ether or not  you wish for your pati ent   to take part.     Purpose of the Study   Sepsis is a life - threatening reaction to an infection.  It happens when the immune system overreacts  to an infection and starts to damage the body’s tissues and organs.     The aim of this research study is to compare t he  two different ways to treat sepsis, in the early phase  of treatment immediately after you r patient   arrive d   in hospital. The standard approach is to give a salt  solut ion fluid through a drip in their   arm to start with, then   later   adding in   a  medication t hat increases  the   blood flow to their   vital organs (a  vasopressor  mediation called n orepinephrine)  if required .   The  alternative approach is to start the vasopressor medication immediately, and then  later  add in extra  salt solution fluid via a drip if  required.   Vasopressors work by increasing the blood pressure which  al lows a better blood flow to the   internal organs.  We plan to see which   approach   is better and to see  if they have a role in improving a patient’s recovery time, reducing complications, th e length of time  they stay in hospital and longer term poor health.     Based on research that has already been done, we believe treating patients with vasopressors when  they arrive in the Emergency Department, may have potential advantages over the standard  fluids  used today.  However, the evidence is not clear and that is why we are doing this research.        Why  has  this patient   been   invited to   take part?   This patient has been asked to take part as they have been   diagnosed with signs and symptoms of an  infect ion (sepsis).     However, they currently lack the capacity to make an informed decision about whether they can take  part in a research study   and they do not currently have a relative available in person or by  phone/video - call to give consent on their behalf .    We are therefore asking you as their  treating  clinician   if you will give consent on their behalf to join the study.  This is permissible under the  Adults  with Incapacity (Scotland) Act 2000.          

[image: image9.emf]  EVIS     PIS  ICF v1.2   2 5   Apr   2022   Professional Legal Rep   (Scotland)   IRAS ID : 307862     Participant Information Sheet   Professional  Legal  Representative   (Scotland)   You are invited to consider giving your permission for your   patient   to take part in a research study   as  we have been unable to contact a relative, welfare attorney or guardian for them despite our best  efforts .  To help you decide whether or not your  patient   should take part, it is important for you to  understand why the research is being done and what i t will involve.    It may be the case that your  patient   has already been entered into the study with the agreement of one of the doctors treating  them to prevent any delay to their treatment starting.  This was only done after our best efforts to  contact you   were not su ccessful.  If this was the case, we will discuss with you what has already  happened and whether you give your permission for them to stay in the study.  The information below  would have been given to you if you were available at the time.  Plea se take the time to read the  following information carefully.  Talk to others about the study if you wish.  Contact us if there is  anything that is not clear, or if you would like more information.  Take time to decide wh ether or not  you wish for your pati ent   to take part.     Purpose of the Study   Sepsis is a life - threatening reaction to an infection.  It happens when the immune system overreacts  to an infection and starts to damage the body’s tissues and organs.     The aim of this research study is to compare t he  two different ways to treat sepsis, in the early phase  of treatment immediately after you r patient   arrive d   in hospital. The standard approach is to give a salt  solut ion fluid through a drip in their   arm to start with, then   later   adding in   a  medication t hat increases  the   blood flow to their   vital organs (a  vasopressor  mediation called n orepinephrine)  if required .   The  alternative approach is to start the vasopressor medication immediately, and then  later  add in extra  salt solution fluid via a drip if  required.   Vasopressors work by increasing the blood pressure which  al lows a better blood flow to the   internal organs.  We plan to see which   approach   is better and to see  if they have a role in improving a patient’s recovery time, reducing complications, th e length of time  they stay in hospital and longer term poor health.     Based on research that has already been done, we believe treating patients with vasopressors when  they arrive in the Emergency Department, may have potential advantages over the standard  fluids  used today.  However, the evidence is not clear and that is why we are doing this research.        Why  has  this patient   been   invited to   take part?   This patient has been asked to take part as they have been   diagnosed with signs and symptoms of an  infect ion (sepsis).     However, they currently lack the capacity to make an informed decision about whether they can take  part in a research study   and they do not currently have a relative available in person or by  phone/video - call to give consent on their behalf .    We are therefore asking you as their  treating  clinician   if you will give consent on their behalf to join the study.  This is permissible under the  Adults  with Incapacity (Scotland) Act 2000.          

[image: image10.emf]  EVIS     PIS  ICF v1. 2   25  Apr  2022   Recovered Capacity (England,  Wales & NI)   IRAS ID : 307862     Participant Information Sheet   Recovered Capacity   (England, Wales & NI )   You are invited to consider whether you wish to continue taking part in a research study.  To help you  decide  whether or not to continue, it is important for you to understand why the research is being  done and what it will involve.  Please take time to read the following information carefully.  Talk to  others about the study if you wish.  Contact us if there is a nything that is not clear or if you would like  some more information.  Take time to decide whether or not you would like to take part.     During your recent admission to hospital you were unable to give consent for entry into the EVIS Trial.   We therefore ask ed your legal representative (welfare attorney, welfare guardian, nearest relative,  and independent doctor or an individual appointed by the hospital) who gave consent on your behalf  to enter the study.    You were entered into the research study by a proces s approved by the research  ethics committee.  This is permissible under the  Mental Capacity Act 2005 .   Since you have now  recovered   the ability to make decisions abo ut your care, we are asking your permission to continue  your involvement with the study.    B efore you decide whether or not to continue, it is important for  you to understand why the research is being done and what it will involve.  Please take time to read  the following information carefully.  Talk to others about the study if you wish.  Contact   us if there is  anything that is not clear, or if you would like more information.  Take time to decide whether or not  you wish to continue taking part in the trial.     Purpose of the Study   Sepsis is a life - threatening reaction to an infection.  It happens w hen the immune system overreacts  to an infection and starts to damage the body’s tissues and organs.     The aim of this research study is to compare the  two different ways to treat sepsis, in the early phase  of treatment immediately after you arrive in hospi tal. The standard approach is to give a salt solution  fluid through a drip in your arm to start with, then   later   adding in   a  medication that increases the  blood flow to your vital organs (a  vasopressor  mediation called n orepinephrine)  if required .   The  alternative approach is to start the vasopressor medication immediately, and then  later  add in extra  salt solution fluid via a drip if required.   Vasopressors work by increasing the blood pressure which  allows a better blood flow to your internal organs .  We plan to see which   approach   is better and to  see if they have a role in improving a patient’s recovery time, reducing complications, the length of  time they stay in hospital and longer term poor health.     Based on research that has already been done, w e believe treating patients with vasopressors when  they arrive in the Emergency Department, may have potential advantages over the standard fluids  used today.  However, the evidence is not clear and that is why we are doing this research.        Why  was I inv ited to   take part?   You were admitted to hospital for treatment of infection (sepsis) and your representative agreed that  you could join the study.  However you are now capable of making an informed decision about  whether you wish to continue in the study o r not.          

[image: image11.emf]  EVIS     PIS  ICF   v1. 2   25 Apr  2022   Recovered Capacity (England,  Wales & NI)   IRAS ID : 307862     Participant Information Sheet   Recovered Capacity   (England, Wales & NI )   You are invited to consider whether you wish to continue taking part in a research study.  To help you  decide  whether or not to continue, it is important for you to understand why the research is being  done and what it will involve.  Please take time to read the following information carefully.  Talk to  others about the study if you wish.  Contact us if there is a nything that is not clear or if you would like  some more information.  Take time to decide whether or not you would like to take part.     During your recent admission to hospital you were unable to give consent for entry into the EVIS Trial.   We therefore ask ed your legal representative (welfare attorney, welfare guardian, nearest relative,  and independent doctor or an individual appointed by the hospital) who gave consent on your behalf  to enter the study.    You were entered into the research study by a proces s approved by the research  ethics committee.  This is permissible under the  Mental Capacity Act 2005 .   Since you have now  recovered   the ability to make decisions abo ut your care, we are asking your permission to continue  your involvement with the study.    B efore you decide whether or not to continue, it is important for  you to understand why the research is being done and what it will involve.  Please take time to read  the following information carefully.  Talk to others about the study if you wish.  Contact   us if there is  anything that is not clear, or if you would like more information.  Take time to decide whether or not  you wish to continue taking part in the trial.     Purpose of the Study   Sepsis is a life - threatening reaction to an infection.  It happens w hen the immune system overreacts  to an infection and starts to damage the body’s tissues and organs.     The aim of this research study is to compare the  two different ways to treat sepsis, in the early phase  of treatment immediately after you arrive in hospi tal. The standard approach is to give a salt solution  fluid through a drip in your arm to start with, then   later   adding in   a  medication that increases the  blood flow to your vital organs (a  vasopressor  mediation called n orepinephrine)  if required .   The  alternative approach is to start the vasopressor medication immediately, and then  later  add in extra  salt solution fluid via a drip if required.   Vasopressors work by increasing the blood pressure which  allows a better blood flow to your internal organs .  We plan to see which   approach   is better and to  see if they have a role in improving a patient’s recovery time, reducing complications, the length of  time they stay in hospital and longer term poor health.     Based on research that has already been done, w e believe treating patients with vasopressors when  they arrive in the Emergency Department, may have potential advantages over the standard fluids  used today.  However, the evidence is not clear and that is why we are doing this research.        Why  was I inv ited to   take part?   You were admitted to hospital for treatment of infection (sepsis) and your representative agreed that  you could join the study.  However you are now capable of making an informed decision about  whether you wish to continue in the study o r not.          

[image: image12.emf]  EVIS    PIS   ICF v1. 2   2 5   Apr   2022   Recovered Capacity  (Scotland)   IRAS ID : 307862     Participant Information Sheet   Recovered Capacity   (Scotland)   You are invited to consider whether you wish to continue taking part in a research study.  To help you  decide whether or not  to continue, it is important for you to understand why the research is being  done and what it will involve.  Please take time to read the following information carefully.  Talk to  others about the study if you wish.  Contact us if there is anything that is   not clear or if you would like  some more information.  Take time to decide whether or not you would like to take part.     During your recent admission to hospital you were unable to give consent for entry into the EVIS Trial.   We therefore asked your legal r epresentative (welfare attorney, welfare guardian, nearest relative,  and independent doctor or an individual appointed by the hospital) who gave consent on your behalf  to enter the study.    You were entered into the research study by a process approved by t he research  ethics committee.  This is permissible under the Adults with Incapacity Act (Scotland) 2000.   Since you  have now  recovered  the ability to make decisions abo ut your care, we are asking your permission to  continue your involvement with the study.    Before you decide whether or not to continue, it is  important for you to understand why the research is being done and what it will involve.  Please take  time to read the following information carefully.  Talk to others about the study if you wish.  Cont act  us if there is anything that is not clear, or if you would like more information.  Take time to decide  whether or not you wish to continue taking part in the trial.     Purpose of the Study   Sepsis is a life - threatening reaction to an infection.  It happen s when the immune system overreacts  to an infection and starts to damage the body’s tissues and organs.     The aim of this research study is to compare the  two different ways to treat sepsis, in the early phase  of treatment immediately after you arrive in ho spital. The standard approach is to give a salt solution  fluid through a drip in your arm to start with, then   later   adding in   a  medication that increases the  blood flow to your vital organs (a  vasopressor  mediation called n orepinephrine)  if required .   The  alternative approach is to start the vasopressor medication immediately, and then  later  add in extra  salt solution fluid via a drip if required.   Vasopressors work by increasing the blood pressure which  allows a better blood flow to your internal organs .  We plan to see which   approach   is better and to  see if they have a role in improving a patient’s recovery time, reducing complications, the length of  time they stay in hospital and longer term poor health.     Based on research that has already been done, w e believe treating patients with vasopressors when  they arrive in the Emergency Department, may have potential advantages over the standard fluids  used today.  However, the evidence is not clear and that is why we are doing this research.        Why  was I inv ited to   take part?   You were admitted to hospital for treatment of infection (sepsis) and your representative agreed that  you could join the study.  However you are now capable of making an informed decision about  whether you wish to continue in the study o r not.        

[image: image13.emf]  EVIS    PIS   ICF v1. 2   2 5   Apr   2022   Recovered Capacity  (Scotland)   IRAS ID : 307862     Participant Information Sheet   Recovered Capacity   (Scotland)   You are invited to consider whether you wish to continue taking part in a research study.  To help you  decide whether or not  to continue, it is important for you to understand why the research is being  done and what it will involve.  Please take time to read the following information carefully.  Talk to  others about the study if you wish.  Contact us if there is anything that is   not clear or if you would like  some more information.  Take time to decide whether or not you would like to take part.     During your recent admission to hospital you were unable to give consent for entry into the EVIS Trial.   We therefore asked your legal r epresentative (welfare attorney, welfare guardian, nearest relative,  and independent doctor or an individual appointed by the hospital) who gave consent on your behalf  to enter the study.    You were entered into the research study by a process approved by t he research  ethics committee.  This is permissible under the Adults with Incapacity Act (Scotland) 2000.   Since you  have now  recovered  the ability to make decisions abo ut your care, we are asking your permission to  continue your involvement with the study.    Before you decide whether or not to continue, it is  important for you to understand why the research is being done and what it will involve.  Please take  time to read the following information carefully.  Talk to others about the study if you wish.  Cont act  us if there is anything that is not clear, or if you would like more information.  Take time to decide  whether or not you wish to continue taking part in the trial.     Purpose of the Study   Sepsis is a life - threatening reaction to an infection.  It happen s when the immune system overreacts  to an infection and starts to damage the body’s tissues and organs.     The aim of this research study is to compare the  two different ways to treat sepsis, in the early phase  of treatment immediately after you arrive in ho spital. The standard approach is to give a salt solution  fluid through a drip in your arm to start with, then   later   adding in   a  medication that increases the  blood flow to your vital organs (a  vasopressor  mediation called n orepinephrine)  if required .   The  alternative approach is to start the vasopressor medication immediately, and then  later  add in extra  salt solution fluid via a drip if required.   Vasopressors work by increasing the blood pressure which  allows a better blood flow to your internal organs .  We plan to see which   approach   is better and to  see if they have a role in improving a patient’s recovery time, reducing complications, the length of  time they stay in hospital and longer term poor health.     Based on research that has already been done, w e believe treating patients with vasopressors when  they arrive in the Emergency Department, may have potential advantages over the standard fluids  used today.  However, the evidence is not clear and that is why we are doing this research.        Why  was I inv ited to   take part?   You were admitted to hospital for treatment of infection (sepsis) and your representative agreed that  you could join the study.  However you are now capable of making an informed decision about  whether you wish to continue in the study o r not.        

[image: image14.emf]  EVIS   Summary  PIS   v1. 2   2 5   Apr   2022   IRAS ID : 3078 62     Short  Participant Information Sheet   Purpose   This is a guide to the information to be provided to the patient if they indicate they may be willing to  take part in this research study in  order that they may give verbal consent to take part.     The provision of the information and the agreement from the patient to take part must be witnessed  by another member of staff in the Emergency Department.     If the patient consents to take part in the s tudy this form should be signed by the person providing  the information to the patient.     Invite the patient to take part in the research study investigating whether early treatment with  vasopressors is better than standard fluids used today.     Why are they  being asked to  take part?      You have been asked to take part as you have been diagnosed with signs and symptoms of an  infection (sepsis).      The decision to take part is voluntary.  You do not have to  consent to  being in this study to be  treated for your infect ion.  If you decide not to take part in this study then you will receive  standard care.     What is the aim of the study?      We are looking at comparing two different methods of treating sepsis.  The standard care is  to give IV fluids through a drip in your arm  then adding a vasopressor medication.   Vasopressors increases the blood pressure which allows a better blood flow to your vital  organs.  The alternative approach is to give the vasopressor medication straight away.     What  will happen to me ?   If you take part   in the study, you will be assigned to one of two treatment groups at random (like  tossing a coin).        Treatment 1   –   Usual Treatment    You will be given the normal treatment used by this hospital for treating infections  –   a salt  solution ( balanced crystalloid )   solution via a drip . You may have medication to increase your  blood pressure (vasopressors) added at a later point, depending on your condition .     The medicine used in the intervention arm  (norepinephrine) may harm an unborn child and  women who are pregna nt will not be able to take part in the study.   A pregnancy test will be  performed before any study treatment is administered in all women who could become  pregnant.   This includes women who worked routinely use contraception such as the  combined oral cont raceptive pill, have an intrauterine device (sometimes known as a  ‘coil’) or  who abstain from sexual intercourse.          Treatment 2   -   Intervention    

[image: image15.emf]  EVIS   Summary  PIS   v1. 2   2 5   Apr   2022   IRAS ID : 3078 62     Short  Participant Information Sheet   Purpose   This is a guide to the information to be provided to the patient if they indicate they may be willing to  take part in this research study in  order that they may give verbal consent to take part.     The provision of the information and the agreement from the patient to take part must be witnessed  by another member of staff in the Emergency Department.     If the patient consents to take part in the s tudy this form should be signed by the person providing  the information to the patient.     Invite the patient to take part in the research study investigating whether early treatment with  vasopressors is better than standard fluids used today.     Why are they  being asked to  take part?      You have been asked to take part as you have been diagnosed with signs and symptoms of an  infection (sepsis).      The decision to take part is voluntary.  You do not have to  consent to  being in this study to be  treated for your infect ion.  If you decide not to take part in this study then you will receive  standard care.     What is the aim of the study?      We are looking at comparing two different methods of treating sepsis.  The standard care is  to give IV fluids through a drip in your arm  then adding a vasopressor medication.   Vasopressors increases the blood pressure which allows a better blood flow to your vital  organs.  The alternative approach is to give the vasopressor medication straight away.     What  will happen to me ?   If you take part   in the study, you will be assigned to one of two treatment groups at random (like  tossing a coin).        Treatment 1   –   Usual Treatment    You will be given the normal treatment used by this hospital for treating infections  –   a salt  solution ( balanced crystalloid )   solution via a drip . You may have medication to increase your  blood pressure (vasopressors) added at a later point, depending on your condition .     The medicine used in the intervention arm (norepinephrine) may harm an unborn child and  women who are pregna nt will not be able to take part in the study.  A pregnancy test will be  performed before any study treatment is administered in all women who could become  pregnant.  This includes women who worked routinely use contraception such as the  combined oral cont raceptive pill, have an intrauterine device (sometimes known as a ‘coil’) or  who abstain from sexual intercourse.          Treatment 2   -   Intervention    

[image: image16.emf]  EVIS   PIS ICF v1. 2   2 5   Apr   2022   IRAS ID : 307862     Participant Information Sheet   You are being invited to take part in a clinical research study.  To help you decide whether or not to  take part.  It is important for you to understand  why the research is being done and what it will involve.   Please read the following information carefully.  Talk to others about the study if you wish.  Contact  us if there is anything that is not clear, or if you would like more information.  Take time to   decide  whether or not you would like to take part.     Thank you for reading this.     Purpose of the Study   Sepsis is a life - threatening reaction to an infection.  It happens when the immune system overreacts  to an infection and starts to damage the body’s tiss ues and organs.     The aim of this research study is to compare the  two different ways to treat sepsis, in the early phase  of treatment immediately after you arrive in hospital. The standard approach is to give a salt solution  fluid through a drip in your ar m to start with, then adding in   a  medication   later   that increases the  blood flow to your vital organs (a  vasopressor  mediation called n orepinephrine)  if required .   The  alternative approach is to start the vasopressor medication immediately, and then add in   extra salt  solution fluid  later  via a drip if required.   Vasopressors work by increasing the blood pressure which  allows a better blood flow to your internal organs.  We plan to see which   approach   is better and to  see if they have a role in improving a pat ient’s recovery time, reducing complications, the length of  time they stay in hospital and longer term poor health.     Based on research that has already been done, we believe treating patients with vasopressors when  they arrive in the Emergency Department,  may have potential advantages over the standard fluids  used today.  However, the evidence is not clear and that is why we are doing this research.        Why have I been chosen to take part?   You have been asked to take part as you have been diagnosed with sig ns and symptoms of an infection  (sepsis).     Do I have to take part?   No, it is up to you to decide whether or not to take part.  If you decide to take part you will be given  this information sheet to keep and be asked to sign a consent form.  If you decide  to take part you are  still free to withdraw at any time and without giving a reason.  Deciding not to take part or withdrawing  from the study will not affect the care you receive or any legal rights.     What will happen to me if I take part?   A member of the  research team will speak to you to discuss your participation in this study and make  sure you understand everything.  We will give you time to decide if you want to take part.  At most  this could be up to 30 - 40 minutes but may only be 10 - 15 minutes if you  feel happy to make a decision.   This is to make sure there is no delay to your treatment starting.  You will then be asked to give written  consent.  If you take part in the study, you will be assigned to one of two treatment groups at random  (like tossing  a coin).      

[image: image17.emf]  EVIS   PIS ICF v1. 2   2 5   Apr   2022   IRAS ID : 307862     Participant Information Sheet   You are being invited to take part in a clinical research study.  To help you decide whether or not to  take part.  It is important for you to understand  why the research is being done and what it will involve.   Please read the following information carefully.  Talk to others about the study if you wish.  Contact  us if there is anything that is not clear, or if you would like more information.  Take time to   decide  whether or not you would like to take part.     Thank you for reading this.     Purpose of the Study   Sepsis is a life - threatening reaction to an infection.  It happens when the immune system overreacts  to an infection and starts to damage the body’s tiss ues and organs.     The aim of this research study is to compare the  two different ways to treat sepsis, in the early phase  of treatment immediately after you arrive in hospital. The standard approach is to give a salt solution  fluid through a drip in your ar m to start with, then adding in   a  medication   later   that increases the  blood flow to your vital organs (a  vasopressor  mediation called n orepinephrine)  if required .   The  alternative approach is to start the vasopressor medication immediately, and then add in   extra salt  solution fluid  later  via a drip if required.   Vasopressors work by increasing the blood pressure which  allows a better blood flow to your internal organs.  We plan to see which   approach   is better and to  see if they have a role in improving a pat ient’s recovery time, reducing complications, the length of  time they stay in hospital and longer term poor health.     Based on research that has already been done, we believe treating patients with vasopressors when  they arrive in the Emergency Department,  may have potential advantages over the standard fluids  used today.  However, the evidence is not clear and that is why we are doing this research.        Why have I been chosen to take part?   You have been asked to take part as you have been diagnosed with sig ns and symptoms of an infection  (sepsis).     Do I have to take part?   No, it is up to you to decide whether or not to take part.  If you decide to take part you will be given  this information sheet to keep and be asked to sign a consent form.  If you decide  to take part you are  still free to withdraw at any time and without giving a reason.  Deciding not to take part or withdrawing  from the study will not affect the care you receive or any legal rights.     What will happen to me if I take part?   A member of the  research team will speak to you to discuss your participation in this study and make  sure you understand everything.  We will give you time to decide if you want to take part.  At most  this could be up to 30 - 40 minutes but may only be 10 - 15 minutes if you  feel happy to make a decision.   This is to make sure there is no delay to your treatment starting.  You will then be asked to give written  consent.  If you take part in the study, you will be assigned to one of two treatment groups at random  (like tossing  a coin).      

[image: image18.emf]  EVIS    PIS v1. 2   2 5   Apr   2022   Welfare Attorney / Welfare Guardian  / Nearest Relative  (Scotland)   IRAS ID : 307862     Participant Information Sheet   Welfare Attorney / Welfare Guardian / Nearest Relative   (Scotland)     You are invited to consider giving your permission for  your   relative to take part in a research study.   To help you decide whether or not your relative /person you are consenting on behalf of  should take  part, it is important for you to understand why the research is being done and what it will involve.  It  may be  the case that your relative /person you are consenting on behalf of   has already been entered  into the study with the agreement of one of the doctors treating them to prevent any delay to their  treatment starting.  This was only done after our best efforts t o contact you were not su ccessful.  If  this was the case, we will discuss with you what has already happened and whether you give your  permission for them to stay in the study.  The information below would have been given to you if you  were available at th e time.  Please take the time to read the following information carefully.  Talk to  others about the study if you wish.  Contact us if there is anything that is not clear, or if you would like  more information.  Take time to decide whether or not you wish  for  your   relative /person you are  consenting on behalf of   to take part.     Purpose of the Study   Sepsis is a life - threatening reaction to an infection.  It happens when the immune system overreacts  to an infection and starts to damage the body’s tissues and or gans.     The aim of this research study is to compare the  two different ways to treat sepsis, in the early phase  of treatment immediately after you r relative /person you are consenting on behalf of   arrive d   in  hospital. The standard approach is to give a salt  solut ion fluid through a drip in their   arm to start with,  then   later   adding in a medication that   increases the blood flow to their   vital organs (a vasopressor  mediation called norepinephrine) if required.  The alternative approach is to start the vasopressor  medication immediately, and then add in extra salt solution fluid  later  via a drip if required.   Vasopressors work by increasing   the blood pressure which allows a better blood flo w to the   internal  organs.  We plan to see which   approach   is better and to see if they have a role in improving a patient’s  recovery time, reducing complications, the length of time they stay in hospital an d longer term poor  health.     Based on research that has already been done, we believe treating patients with vasopressors when  they arrive in the Emergency Department, may have potential advantages over the standard fluids  used today.  However, the evidence   is not clear and that is why we are doing this research.        Why  has  this patient   been   invited to   take part?   Your relative /person you are consenting on behalf of   is being considered for taking part as they have  been diagnosed with signs and symptoms of an   infection (sepsis).     However, they currently lack the capacity to make an informed decision about whether they can take  part in a research study.  We are therefore asking you as their nearest relative, welfare attorney or  guardian if you will give consent   on their behalf to join the study.  This is permissible under the Adults  with Incapacity (Scotland) Act 2000 .     The Adults with Incapacity (Scotland) Act 2000 require you to put your own views about the research  aside and take into account and consider the   present and past wishes and feelings of your  relative /person you are consenting on behalf of .  

