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002   
 
 
1. INTRODUCTION 
 
1.1 In an email dated 27th January 2012, Ms xxxxxxxx xxxxxxxx requested a 
review of the Medicines and Healthcare Regulatory Agency’s (MHRA) response to 
her request for information about Clozapine use in patients with pre-existing Sinus 
Tachycardia and Right Atrial Enlargement. The original FOI request was in an 
email dated 30 December 2011.    
 
 
2. PURPOSE OF INTERNAL REVIEW 

 
2.1 The purpose of this internal review is to determine whether the MHRA dealt 
properly with the applicant’s requests under the Freedom of Information Act 
(FOIA) in its response. 

 
The terms of reference of this review are: 
• To read all correspondence between the applicant and the Agency, 

and any other relevant correspondence; 
• To form an opinion on the handling of the correspondence by the 

Agency; 
• To advise whether the actions taken by the Agency in reaching their 

decisions is justified under the FOIA; 
• To make recommendations for further action by the Agency if 

appropriate; and 
• To prepare a report of the review for the Agency and Ms xxxxxxxx. 

 
3. Background 
 



 

3.1  In her initial email of 30 December, Ms xxxxxxxx raised a number of 
specific questions relating to use of Clozapine in a specific group of patients and 
was given the answers detailed below, on 27th January 2012, along with copies of 
the Summaries of Product Characteristics (SmPCs) for UK Clozaril for both 25mg 
and 100mg tablets: 
 
Q.1 What is the safe dose of Clozapine for a person with pre-existing Sinus Tachycardia and Right 
Atrial Enlargement as found on ECG? 
 
R.1 Before initiating clozapine therapy, patients with a history of cardiac illness or abnormal cardiac 
findings on physical examination should be referred to a specialist for other examinations that might 
include an ECG. Clozapine therapy is contraindicated in patients with severe cardiac disorders. The 
patient should be treated only if the expected benefits clearly outweigh the risk.  
 
The dose given should be in line with the guidance given in section 4.2 (Posology and method of 
administration) of the attached SmPCs. The starting dose should not exceed 12.5 mg once or twice on 
the first day, followed by 25 mg once or twice on the second day.  
      
Q.2 What is the safe dose of Clozapine and of Bisoprolol for a person with pre-existing Sinus 
Tachycardia and Right Atrial Enlargement as found on ECG? 
 
R.2 Because of the possibility of additive effects, caution is essential in the concomitant administration 
of substances possessing hypotensive effects (see Section 4.5 of the SmPCs). Clozaril can potentiate 
the hypotensive effects of antihypertensives due to its sympathomimetic antagonistic effects. Caution is 
advised if Clozaril is used concomitantly with antihypertensive agents. Patients should be advised of the 
risk of hypotension, especially during the period of initial dose titration. The dose given will be in line 
with the guidance given in section 4.2 (Posology and method of administration) of the SmPCs.  
      
Q.3 When should the registered Responsible Clinician and registered pharmacist inform the drug 
company that the registered patient on the national register of clozapine drug users has Sinus 
Tachycardia and Right Atrial Enlargement? 
 
R.3 The Patient Monitoring Service for these products is concerned with the risk of agranulocytosis in 
patients taking clozapine. Regular haematological screening of patients is carried out to manage this 
risk. The service is not in place to monitor sinus tachycardia and right atrial enlargement in patients 
receiving clozapine.    
     
 Q.4 Is it contraindicated for a person with pre-existing Sinus Tachycardia and Right Atrial Enlargement  
as found on ECG to be started on clozapine at all? 
 
R.4 Clozapine therapy is contraindicated in patients with severe cardiac disorders (see response to 
question 1).  
   
Q.5 And if it is acceptable, what specific monitoring and checks should be made? 
 
R.5 Before initiating clozapine therapy, patients with a history of cardiac illness or abnormal cardiac 
findings on physical examination should be referred to a specialist for other examinations and the 
patient treated only if the expected benefits clearly outweigh the risk. The treating physician should 
consider performing a pre-treatment ECG. 
      



 

Q.6 And is it all right to give Lorazepam with Bisoprolol and Clozapine to a patient with pre-existing 
Sinus Tachycardia and Right Atrial Enlargement as found on ECG? 
 
R.6 Clozaril may enhance the central effects of CNS depressants such as narcotics, antihistamines, 
and benzodiazepines. Particular caution is advised when Clozaril therapy is initiated in patients who are 
receiving a benzodiazepine or any other psychotropic agent. These patients may have an increased 
risk of circulatory collapse, which, on rare occasions, can be profound and may lead to cardiac and/or 
respiratory arrest. It is not clear whether cardiac or respiratory collapse can be prevented by dose 
adjustment. 
 
Whilst the occurrence is rare, caution is advised when using these agents together. Reports suggest 
that respiratory depression and collapse are more likely to occur at the start of this combination 
treatment or when Clozaril is added to an established benzodiazepine regimen.  
 
Please see the following information, given in Section 4.5 of the SmPCs: 
 

Drug Interactions Comments 
Alcohol, MAOIs, CNS depressants, 
including narcotics and 
benzodiazepines 

Enhanced central effects.  
Additive CNS depression and 
cognitive and motor 
performance interference 
when used in combination 
with these substances. 

Caution is advised if Clozaril is 
used concomitantly with other 
CNS active agents. Advise 
patients of the possible additive 
sedative effects and caution 
them not to drive or operate 
machinery. 

Antihypertensives Clozaril can potentiate the 
hypotensive effects of these 
agents due to its 
sympathomimetic antagonistic 
effects. 

Caution is advised if Clozaril is 
used concomitantly with 
antihypertensive agents.  
Patients should be advised of 
the risk of hypotension, 
especially during the period of 
initial dose titration. 

 
Q.7 When should the patient see a cardiac specialist, if at all? 
 
R.7 See responses to questions 1, 4 and 5. 
   
 
3.2  Ms xxxxxxxx’s e-mail of 27th January asks for this response to be reviewed 
on the following basis:  
 
“Whilst I note what you have stated, I believe that you have not provided me with the essential 
information I have requested: 
      
     namely, is it SAFE to have Clozapine with a pre-existing heart 
     condition? 
      
     And, if it is safe, how is it determined to be safe?” 
 
 



 

 
4. CONSIDERATION OF THE ISSUES 
 
4.1 I have considered the detail of the correspondence between MHRA and 
Msxxxxxxxx specifically with regard to the purpose of the FOIA and the questions 
she claims have not been answered from her original request FOI 12-002. 
 
4.2 The seven specific questions Ms Cantwell  raised in her original request 
have been answered in some detail and supplemented by further detail of the 
drug concerned by way of copies of the SmPCs.  I can see that Ms xxxxxxxx might 
consider that the answers do not cover her specific question, i.e.  is it safe to have 
Clozapine with a pre-existing heart condition? – particularly as there has been no 
direct “yes” or “no” answer to that specific question.  The reason for this is that 
there is no simple “yes” or “no” answer that can be given. 
 
4.3 In providing the information to answer the questions, MHRA have tried to 
be helpful in giving as much information to Ms xxxxxxxx as possible about the 
issues to be considered before a patient with a cardiac disorder is prescribed 
clozapine.  This information would be available to health professionals to help 
them decide whether or not the drug would be safe for their patient – and in 
several places the following term is used: “The patient should be treated only if 
the expected benefits clearly outweigh the risk” (see answer to question 1 above 
for example). It is implicit in this that the health professional treating specific 
patients would need to take this advice into account and decide for themselves 
whether they considered the benefits would outweigh the risks in each case. 
 
4.4 The second element of the basis of Ms xxxxxxxx’s requested review 
concerns the question – “if it (clozapine)is safe, how is it determined to be safe?”. 
Whilst this question was not directly asked in that way in the original request, I 
believe that the answer is in the detail of the answers to the original questions and 
in the SmPCs where precautions and advice is given to practitioners. 
 
4.4 Ms xxxxxxxxs’ email of 27th January goes on to include comments and 
raises issues that are outwith the remit of FOI generally and this review of the 
original FOI request in particular.  Ms Cantwell also indicates she wishes to raise 
a yellow card, she can find out how to do so via 
www.mhra.gov.uk/safetyinformation/reportingsafetyproblems . 
   
 
 

http://www.mhra.gov.uk/safetyinformation/reportingsafetyproblems


 

5. SUMMARY 
 
5.1 In conclusion, l believe that the Agency has given Ms xxxxxxxx as detailed 
as possible answers to her questions.  I can understand that Ms xxxxxxxx was 
looking for simple “yes” or “no” answers and in that respect we may well agree 
that her questions were not answered.  However, there are no simple “yes” or “no” 
answers to the questions raised and I consider the MHRA was trying to be as 
helpful as possible in their reply and have given more information than specifically 
asked for in their response.   
 
5.2 However, it may have been more helpful if, perhaps in the introductory 
paragraph of the FOI response, the MHRA had clarified that there were no clear 
“yes” or “no” answers, but that each patient would need to be individually 
assessed by their healthcare practitioner.   
 
5.3 It should be noted that no licensed medicine is totally safe and the 
assessment of any medicinal product includes an assessment of the risk:benefit 
balance for patients. Only products where the benefits to patients outweigh any 
potential risks are granted marketing authorisations (licences). Even then, specific 
risks may exist for certain patient groups. These are typically stated in the 
summary of product characteristics (SmPC) and patient information leaflet (PIL) to 
advise on whether and how this product should be taken in those at risk groups. 
 
5.4 If Ms xxxxxxxx remains dissatisfied, she may ask the Information 
Commissioner (ICO) to make a decision on whether or not we have interpreted 
the FOIA correctly in this matter. The ICO address is listed below: 
 
The Information Commissioner’s Office  
Wycliffe House 
Water Lane 
Wilmslow 
Cheshire 
SK9 5AF 
 

 
 
Sue Jones 
MHRA Corporate Policy  
8th March  2012 
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