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Introduction to  PANTHER

In p atie nts with ARDS with hyp e rinflammatory and  hyp oinflammatory 
p he notyp e s:

 Doe s simvastatin or b aricitinib  to  imp rove  28-d ay org an-sup p ort fre e  
d ays? 

+ An inte rnational Phase  II multice ntre , op e n-lab e l Baye sian ad ap tive  
multi-arm p latfo rm trial. 

Resea rch questions



Confirming Elig ib ility
+ As p e r MHRA re q uire me nts only a clinician is ab le  to  confirm 

whe the r a p atie nt is e lig ib le  fo r the  trial.
+ The  clinician confirming  e lig ib ility is re q uire d  to  b e  liste d  on the  

d e le g ation log  and  m ust  b e  liste d  on the  Elig ib ility Che ck log  so  
that the  stud y has ove rsig ht o f those  clinicians who have  re ce ive d  
this training  and  are  q ualifie d  to  confirm e lig ib ility.

+ Whe n e lig ib ility is confirme d , this ne e d s to  b e  d ocume nte d  in the  
me d ical re cord s.

+ Please  e nsure  a ‘Elig ib ility Form’ is comp le te d  for each e lig ib le  
p atie nt and  file d  in the ir me d ical re cord s.



Study Design



Study Flow cha rt

* Refer to Master Protocol for 
the definition of ARDS

**Refer to Master Protocol and 
Intervention Specific 
Appendices for full list



Pla tform Inclusion Crite ria
Critically ill patients in hospital and at least 1 of the following: - 

a) Acute respiratory distress syndrome (ARDS)*
b) A pandemic associated syndrome (this will be triggered if a new pandemic is declared)
*ARDS as defined by:-
(i) a known acute clinical insult or new or worsening respiratory dysfunction, and
(ii) receiving respiratory support via invasive mechanical ventilation or non-invasive ventilation including continuous positive 

airway pressure, or high-flow nasal oxygen ≥30L/min and
(iii) Within the same 24-hour time period:

• bilateral opacities on chest imaging not fully explained by effusions, lobar/lung collapse/atelectasis, or nodules, and

• respiratory failure not fully explained by cardiac failure, fluid overload, pulmonary embolism, acute airways disease, or 
interstitial lung disease and

• PaO2/FiO2 ratio <40 kPa from arterial blood gases, or SpO2/FiO2 <315 from pulse oximetry where SpO2 <97.

The time of onset of ARDS is when the last criterion in (iii) is met.



Pla tform Ex clusion Crite ria

+ >48 hours from d iag nosis of ARDS
+ Planne d  withd rawal of life -sustaining  treatme nt within the  next 

24 hours
+ Pre vious e nro lme nt in the  PANTHER trial in the  last 12 months
+ De cline d  conse nt



Simva sta tin - Ex clusion crite ria
+ Ag e  <18 years
+ Patie nt is known to  b e  p re g nant
+ Creatine  kinase  >10 time s the  up p e r limit of the  normal rang e
+ Live r transaminase s >8 time s the  up p e r limit of the  normal rang e  
+ Curre ntly re ce iving  ong oing  treatme nt with any of the  fo llowing : itraconazole , ke toconazole , HIV p ro tease  

inhib itors, ne fazod one , cyclosp orine , amiod arone , ve rap amil, o r d iltiaze m 
+ Se ve re  re nal imp airme nt (e GFR < 30mL/min and  not re ce iving  re nal re p lace me nt the rap y)
+ Curre nt or re ce nt treatme nt (within 2 we e ks) with statins
+ Physician d e cision that a statin is re q uire d  for p rove n ind ication
+ Contraind ication to  e nte ral d rug  ad ministration, e .g ., p atie nts with me chanical b owe l ob struction. Patie nts 

with hig h g astric asp irate s d ue  to  an ile us are  not exclud e d
+ Known hyp e rse nsitivity to  simvastatin
+ Breast Fe e d ing
+ Any other medical condition or treatment that, at the clinical discretion of the investigator,  is considered not in the 

participants best interest to start treatment with the IMP based on the approved version of the IMP SmPC.



Ba ricitinib  - Ex clusion crite ria
+ Ag e  <18 years

+ Patie nt is known to  b e  p re g nant

+ Ab solute  ne utrop hil count le ss than 0.5x109/L

+ Live r transaminase s >8 time s the  up p e r limit of the  normal rang e  

+ Curre ntly re ce iving  ong oing  immunosup p re ssants (hig h-d ose  corticoste roid s, T-ce ll-targ e ted  or B-ce ll-targ e te d  the rap ie s, 
inte rfe ron, or JAK inhib itors)

+ Se ve re  re nal imp airme nt (e GFR < 15mL/min) or re ce iving  re nal re p lace me nt the rap y 

+ Known active  tub e rculosis infe ction or, if known, late nt TB treate d  for le ss than 4 we e ks with ap p rop riate  anti-tub e rculosis 
the rap y p e r local g uid e line s

+ Known hyp e rse nsitivity to  b aricitinib

+ Breast fe e d ing

+ Known he rp e s zoste r virus, he p atitis B virus, he p atitis C virus or human immunod e ficie ncy virus (HIV)

+ Any othe r me d ical cond ition or treatme nt that, at the  clinical d iscre tion of the  inve stig ator, is consid e re d  not in the  
p articip ants b e st inte re st to  start treatme nt with the  IMP b ase d  on the  ap p rove d  ve rsion of the  IMP SmPC



Good Clinica l Pra ctice  (GCP)
+ Inte rnational, e thical and  scientific q uality stand ard  to  which all re search involving  

human p articip ants is cond ucted

+ Comp rised  of 13 core  p rincip le s & ap p lie s to  all clinical investig ations that could  affect 
safe ty and  we ll-b e ing  of human p articip ants, p rovid ing  inte rnational assurance  that:
•Data and  rep orted  re sults o f clinical investig ations are  cred ib le  and  accurate
•Rig hts, safe ty and  confid entiality of p articip ants in clinical re search are  re sp ected  and  
p ro tected

• You are  encourag ed  to  ob tain GCP ce rtification, such as that availab le  throug h NIHR: 
http s:/ /www.nihr.ac.uk/health-and -care -p rofe ssionals/ learning -and -sup p ort/g ood -
clinical-p ractice .htm 

https://www.nihr.ac.uk/health-and-care-professionals/learning-and-support/good-clinical-practice.htm
https://www.nihr.ac.uk/health-and-care-professionals/learning-and-support/good-clinical-practice.htm


Princip les of Good Clinica l Pra ctice  (GCP)



Princip les of Good Clinica l Pra ctice  (GCP)
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