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RELAZIONE:  
 

My experience abroad spans two different time periods, the  first one has been carried  out  at  the  St.  

George  Hospital's Clinical Research  Facility (CRF) (from April 2017 until September 2017), whilst the 

second took place at the Leonard Wolfson Experimental Centre of Neurology of UCLH (from October 2017 

up to now).   

Main aim of St.  George  Hospital's  CRF is  providing technical - scientific support  for  designing  clinical 

studies conducted  at  St.  George  Hospital,  in accordance with  the  rules  of  the  National  Regulatory  

Authority  (MHRA) and European Medicine  Agency (EMA). Similarly to other CRFs in UK, it also works  in 

close  contact with the Joint  Research and  Enterprise  Office  (JREO)  office,  which  deals  with  financial  

support  planning  for  any  UK - based  clinical  trial. 

The main field of research of Cardiovascular Department is the development of protocols in the context of 

cardiovascular diseases, deployed both in preclinical and clinical settings. 

In this contest, I focused my activity on a review paper, that has been published on the International 

Journal of Cardiology [1], regarding the use of polypill as a strategy to improve adherence in hypertensive 



                                                                
patients. Nowadays, multiple fixed-dose combination (FDC) polypills are available with differing active 

components. In general, each polypill is composed of a minimum of a statin, an antiplatelet drug 

(commonly aspirin) and an antihypertensive agent (ACE inhibitor/ARB/thiazide/ β-blocker/CCB). A range of 

studies assessing safety, efficacy, adherence and cost effectiveness of the polypill has been performed. 

Current antihypertensive strategies are limited because of cumbersome and imperfect cardiovascular risk 

stratification algorithms to identify individuals at risk in primary prevention, lack of systematic 

implementation of proven therapies in secondary prevention, high cost and low affordability of therapy. In 

this complex scenario, different approaches, involving a better adherence to medications, a simplification 

of treatment strategies and a reduction of economic burden of pharmacological treatments  are needed, 

and a valid pharmacological approach could be represented by the use of polypill. The studies reviewed in 

the paper demonstrate that the polypill strategy may have important advantages. First of all, the polypill 

has the capacity to independently increase adherence irrespective of patient circumstances [2]. 

Furthermore, taking one pill instead of three could be an important first step to improve the efficacy of 

treatments in cardiovascular prevention, especially in patients at high risk of discontinuation [3]. Lastly, 

polypill could be a cost-effective option for cardiovascular patients, not only in low-income countries, but 

also in those industrialized countries where pharmacological treatments represent a heavy burden on 

National Healthcare System [4]. In sum, the use of polypill could represent a solution strategy in patients 

affected by hypertension, comorbidities and non-adherence even though further studies, especially in the 

real-world settings, are needed in order to better understand its role in clinical practice.  

 

 On October 2017, I ended my fellowship at St. George’s Hospital and I moved to Leonard Wolfson 

Experimental Centre of Neurology in order to deepen the clinical aspects of early phase studies, mainly 

focused on neurological diseases.  

The Leonard Wolfson Experimental Neurology Centre (LWENC) is a new experimental neurology centre, 

aimed at the understanding and treatment of neurodegenerative diseases. It comprises a CRF, doctoral 



                                                                
training programme for clinicians and basic scientists, and specialised research programmes in Biomarkers, 

Imaging, and Neuropathology.   

The CRF is a state-of-the-art, purpose built facility located on the ground floor of the National Hospital for 

Neurology and Neurosurgery, the UK's largest dedicated neurological hospital, and a specialist hospital of 

UCLH. The CRF provides clinical, laboratory, regulatory and operational support for clinical research studies. 

It is the first facility in the UK fully dedicated to neurodegenerative research, in particular referring to 

Alzheimer’s Disease (AD), Parkinson’s disease, Huntington's disease and Motor Neuron Disease.  

Aftering achieving the eLearning   (Secondary   Care)  Certificate  of pre - and post -marketing  clinical   trials   

(Good   Clinical   Practice   Course),  I obtained access to the portfolio of the clinical studies that  are now 

currently in place at LWENC, among which I’d like to cite: 

 

VAL-1221 (Phase I, FIH) 

This is a first-in-human study of the safety and efficacy of a novel therapy in patients with Pompe Disease, a 

rare lysosomal storage disorder. Patients with the disease have problems breaking down glycogen in their 

muscles leading to muscle dysfunction and morbidity. This study will examine the safety profile of the drug 

and whether it leads to improvements in clearance of glycogen and better functional outcomes (e.g. lung 

function, motor skills, etc.). 

Passport BIIB092 (Phase II) 

Passport is a Phase II study in Progressive Supranuclear Palsy, a neurological condition related to 

Parkinson’s disease, caused by the premature loss of nerve cells in certain parts of the brain. The purpose 

of the study is to determine the efficacy and safety of intravenously administered BIIB092 with changes in a 

PSP-specific functional rating scale representing the primary outcome. 

MIROCALS (Phase II) 

This is a Phase II study of a new therapeutic agent for Amyotrophic Lateral Sclerosis (also known as Motor 

Neurone Disease). This study will determine whether enhancing regulatory T cells modifies the body’s 

immune response and changes the rate of ALS disease progression. Newly diagnosed participants will 



                                                                
receive the study drug (Id-IL-2) or placebo and will be followed up over 18 months to examine the effects of 

the drug on survival and functional decline. 

DIAN-TU-001 (Phase II/III) 

This is a landmark trial testing two potential disease modifying therapies (Gantenerumab and 

Solanezumab) in subjects known to have a genetic mutation causing AD or those at risk of an autosomal 

dominant Alzheimer’s disease mutation.  

ISIS 443I39-CS2 

This is an open-Label extension study to evaluate the safety, tolerability, pharmacokinetics and 

pharmacodynamics of ISIS 443139 in Huntington's Disease patients who participated in prior investigational 

studies of ISIS 443139. The drug is an antinsense nucleotide which already shown the capability of reducing 

levels of mutant huntingtin protein and it is now testing in an open label trial extension. 

 

During my stay in the facility, I was able to shadow doctor’s activity in all the above mentioned trials, 

understanding the importance of the role of the clinical pharmacologist in planning and managment of 

early phase studies. 

I was involved in first dose calculation and dose escalation as well as  drafting risk assessment plans as a 

mandatory part of mitigation risk strategy. I could shadow doctors in the screening visit, where informed 

consent was administered and I had the chance to explore the ethical concern regarding the consent in 

patient with neurodegenerative coditions. Valid informed consent, in fact, is premised on the disclosure of 

appropriate information to a competent patient who is permitted to make a voluntary choice. When 

patients lack the competence to make a decision about treatment, substitute decision makers must be 

sought. Hence, the determination of whether patients are competent is critical in striking a proper balance 

between respecting the autonomy of patients who are capable of making informed decisions and 

protecting those with cognitive impairment, and this evaluation require specific competences of the docor 

who is administering the informed consent [5]. Furthermore, I partecipated to emergency medical 

scenarios, which are key to prepare medical and nursing staff to any unwanted adverse events following 



                                                                
the administration of an experimental drug. Practicing these scenarios, according to the ALS algorithms 

allow all the staff to prevent any fatal delays and to handle every step of an emergency situation. Lastly, I 

was allowed to partecipate at scientific boards where the feasibility of the clinical trial was discussed with 

different stakeholders, ranging from the PI to the lead nurse, from the JRO to the finance manager. 

 

Conclusion 

The role of the pharmacologist has different aspects that range from pre clinical research to 

pharmacovigilance monitoring activities. It is often complicated to entirely  include it in a clinical frame, but 

thanks to this experience in both clinical facilities, I had the chance to better understand what is the 

addded value that a research physician can bring into early phase research and what are the required skills 

to work as a medical doctor in the setting of a phase 1 clinical trial. The endeavour of a pharmacologist  

working in a clinical environment is to develop methods and  strategies  that  improve  the  quality  of   drug  

use  in  individual  patients  and  patient  populations, but also to design appropriate clinical trials in order 

to respond to the unmet medical needs, supporting innovation for the actual and the future medical 

scenario. 

Particularly for early phase, the knowledge of pharmacology and drug development enables  to design 

better and more adaptive clinical trials, as well as providing advice to industry or academy, helping to 

bridge the gap between basic science and translation to clinical trials.  
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