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conclusion on the four grounds advanced. Regrettably, this will be a long judgment.  
I hope that this index will assist in its navigation:  

Introduction [1] – [6] 

Background [7] – [66] 

 Wet  AMD  [7] – [9] 

Use of Avastin to treat wet AMD [10] – [26] 

The Policy [27] – [30] 

NICE Guideline NG 82 [31] – [36] 

Clinical Commissioning Groups [37] – [47] 

Other Domestic Healthcare Supervisory or Regulatory Bodies [48] – [66] 

Law [67] – [138] 

EU Law – the Treaties [67] – [73] 

EU law – Directive 2001/83/EC (the “Directive”) [74] – [91] 

Domestic Law [92] – [98] 

The boundary between EU law and domestic law [99] – [109] 

Cases before CJEU concerning intravitreal use of Avastin [110] – [138] 

Key issues [139] – [198] 

i) Exclusive Competence of EMA [140] – [147] 

ii) Taking cost into account at the point of prescribing an unlicensed 
medicine 

[148] – [153] 

iii) Is Avastin safe for ophthalmic use? 
[154] – [162] 

iv) Is there a mature and established market for Avastin compounded for 
[163] – [177] 

ophthalmic use? [178] – [192] 

v) Is CB an unlicensed medicine or off-label use of a licensed medicine? 

vi) The relevant test in domestic law 

[193] – [198] 

The four modes 

Preliminaries 

Mode 1: Original Vial Use 

[199] – [238] 

[199] – [210] 

[211] – [220] 



  

  

  

  



  

  

  

  

  

  

  

  



  

  

  

  

  

  

  

  



  

  

  

 

 

 



 

 

 

 

 

 

 

 

  

  

  



  

  

  



 

 

  

  

  



  

  

  

  

  

  

  

  

  

  



  

  

  

  

  

  



  

  

  

  

  

  



  

http://www.mhra.gov.uk/Safetyinformation/DrugSafetyUpdate
http://emc.medicines.org.uk


  

 

 

 

 



 

 

 

 

 

 

 

 

  



  

 

 

 

 

 

 

 



  

  

https://www.nice.org.uk/guidance/NG82
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“Reimbursement of the costs of Lucentis® has continuously 
been a reason for debate. Roche tried to prevent off-label use of 
Avastin® by warning about safety issues linked to its off-label 
use; a direct comparison of the effectiveness of Lucentis® and 
Avastin® was not undertaken. In the end, public research funds 
were used to prove that the two medicines were indeed 
similarly safe and effective for this indication. Based on clinical 
evidence of Bevacizumab and Ranibizumab being equally 
effective and safe in the treatment of AMD, it is now well 
accepted by HCPs in The Netherlands that Avastin® is the 
medicine of first choice. In Italy, in 2014, the competition 
watchdog fined Novartis and Roche after concluding that the 
two companies had agreed to portray the cheaper Avastin® as 
more dangerous than Lucentis®. Similarly, a Spanish consumer 
group formally asked the country’s antitrust watchdog to 
investigate claims that Roche and Novartis conspired to keep 
patients from using a cheaper macular degeneration drug in 
favour of their more expensive Lucentis® product. France and 
the EU also launched separate investigations to find out 
whether Roche and Novartis indeed colluded to protect sales of 
Lucentis®. In June 2014, the Italian medicines agency decided 
to reimburse Avastin® for AMD. In 2014, France made its 
move to exclude Lucentis® of drug coverage and replace it 
with Avastin®. Novartis, Roche, and the European Federation 
of Pharmaceutical Industries and Associations (EFPIA) were 
arguing that off-label prescribing decisions should be based on 
medical need rather than economic pressure. In June 2015, the 
French ANSM (Agence National de Sécurité du Medicament) 
published a recommendation for temporary use (RTU) for 
Avastin® for the treatment of AMD. The Avastin® RTU 
became effective as of September 1st, 2015 and is valid for a 
period of 3 years. In its 29th June 2016 decision, the Conseil 
d’Etat dismissed the applications brought by Les Entreprises du 
Médicament (LEEM), Roche SAS, Novartis Europharm limited 
and Novartis Pharma, seeking to revoke the provisions of 
decree nº 2014-1703 of 30th December 2014 amending rules 
relating to the preparation of Temporary Use 
Recommendations (RTU) prepared pursuant to I of article L. 
5121-12-1 of the Public Health Code. In its 24th February 2017 
decision, the Conseil d’Etat dismissed the applications brought 
by Roche and Novartis seeking to revoke the 24th of June 2014 
decision of the National Agency for Medicines and Health 
Products safety recommendation to treat patients with 
neovascular age-related macular degeneration. Thus, France 
maintains its recommendation for Avastin®.” 

This passage supports the Defendants’ case that Avastin is widely used in the EU for 
ophthalmic purposes.   
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v) Is CB an unlicensed medicine or off-label use of a licensed medicine?   

178. As the NICE guideline records, views differ as to whether bevacizumab, when 
compounded for intravitreal use, is an “off-label” use, or an “unlicensed” use.   There 
are two matters to consider: (i) what the process of compounding involves as a matter 
of fact, and (ii) whether that constitutes off-label use or unlicensed use.   

179. As to (i), the Claimants complain that the CCGs have failed to give full disclosure 
about how the CB will be produced to meet the Policy. But the CCGs answer saying 
that the CB will be purchased by the NHS Trusts, not by the CCGs, and thus the 
CCGs are not able to state with specificity how the CB will be produced or where it 
will be purchased from – those are matters for the NHS Trusts to determine.   

180. I accept the Defendants’ arguments on this point. The CCGs are commissioning 
groups and not healthcare providers or clinicians; accordingly, they cannot say with  
certainty how CB might be supplied in any given case. The CCGs have managed to 
identify four potential and generic ways in which CB might be acquired for use (these 
are the four modes, discussed below). This is a reasonable answer to the Claimants’ 
questions about how the Policy will be implemented.     

181. Although the Claimants suggested that the compounding process was subject to a 
number of possible variants and could not readily be described, the process does not 
seem to me to be particularly complex or difficult to describe. One description of it 
was given by Mr Schwerdt (replicated at [95] of the Claimants’ skeleton). Another 
was given by the MHRA which described it as “manipulation of the authorised 
medicine to produce multiple aliquots, usually in plastic syringes”. The AGO has 
recently described it. As I understand matters, Avastin is supplied in 4ml and 16ml 
vials for intravenous infusion; intravitreal injections require much smaller doses, 
usually of 0.05 ml; the process of compounding involves the vials of Avastin being 
aseptically aliquoted (ie repackaged) into smaller doses, usually into plastic syringes, 
which are then chilled or frozen before being sent to the eye treatment facility. 

182. As to (ii), the issue remains whether this process exceeds what is permissible for a 
given use to be “off-label” – in other words, whether the process creates a new 
product which requires its own marketing authorisation, in the absence of which the 
product is an unlicensed medicine, or not. The distinction between unlicensed and 
off-label use appears to depend on a judgement as to the extent of any modification 
(recalling the AG in AGCM who stated that the meaning of “off-label” varies in extent 
“depending on the therapeutic field and the Member State concerned”). 

183. The Claimants say that CB is plainly a new medicine and the use is unlicensed. They 
argue that the manipulations involved result in up to six variations from Avastin’s 
SmPC: 

i) Changes to the packaging (plastic syringes rather than glass vials); 

ii) Changes to dosage (from 5-15mg/kg of body weight to a much smaller dose of 
0.05ml); 

iii) Changes to the posology (undiluted for ophthalmic use whereas for cancer 
patients Avastin is diluted with saline); 



  

  

  

  

  

  

  

  

  

  



  

  

  

  

  



  

  

  

  

  



  

  

  



  

  

  

  

  



  

  

  

  



  

  

  

  

  

  

  



  

  

  

  

  

  

  



  

  



  

  

  

  

  

  

  

  

  



  



  

  

  

  

  

  

  



  

  

  

  

  

  

  



  

  

  

  

  

  

  

  



  

  

  

  

  

  

  

  

  

  

  



  

  

  

  

  

  

  

  

  

  

  

  



  

  

  

  


