
SinghrixTM as a case study to illustrate 
marketing autorisation procedure 
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Shingrix
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Centralised procedure

Data on the new vaccine are submitted to the European 
Regulatory Authority
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Marketing authorisation  positive risk-benefit 
balance

-> 7 Scientific Committees

CHMP, PRAC

CHMP (Committee for Human Medicinal Products) : provides a comprehensive 
scientific evaluation of data; determines whether a medicine meets the necessary 
quality, safety and efficacy requirements and that it has a positive risk-benefit balance

BE : 1 member + 1 alternate + 1 co-opted member for pharmacoepidemiology, team of 
assessors

-> Working Parties : Biologics Working Party, Vaccine Working Party, Scientific Advice 
Working Party

PRAC (Pharmacovigilance Risk Assessment Committee): is responsible for assessing all 
aspects of the risk management of medicines for human use (signal detection, risk 
minimisation, risk communication, PASS, PhV audit); provides recommendations on 
questions on pharmacovigilance and risk management systems, to, among others, the 
CHMP and  European Commission

BE: 1 member + 1 alternate, team of assessors
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Preclinical

Phase 
III

Phase 
II

Phase 
I

Phase IV
Spontaneous Reporting 

PASS

VACCINE  DEVELOPMENT POST-MA
MA

Scientific advice, dialogue
Guidelines
Clinical trials methods
Biomarkers
…

Safety managment
Periodic B/R evaluation report
Variations
Health Technology assessment, 
reimbursement
…

Marketing authorisation  positive risk-benefit 
balance (2)
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Marketing authorisation application: steps

August 2016 January 2018
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LoI
Rapporteur and Co-Rapporteur
Peer-reviewer

CTD

>20 studies>40 studiesxx documents

-> Thousands of pages

Marketing authorisation application: steps (2)
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Marketing authorisation application: steps (3)
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Marketing authorisation application: steps (4)

CTD

xx documents >40 studies >20 studies
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Shingrix - quality

2-vial presentation : lyophilised antigen reconsituted with liquid adjuvant

Vaccine antigen: Recombinant VZV glycoprotein E (gE) produced in CHO cells
Vaccine adjuvant: AS01B

Conclusion:
No major objections were raised for quality, there were several 
questions (other concerns) regarding the manufacturing process 
validation.

Drug substance, Drug product
GMP
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Shingrix – non-clinical

Pharmacodynamics and toxicity
GLP 

Vaccine :VZV gE + AS01B AS01B : Liposomes, QS-21, MLP

17 studies in mice, rats and rabbits

49 studies on AS01B or its componentsConclusion:
No major objections
Other concern related to reproductive toxicity, considered necessary 
despite initial indication ≥50 yoa (extended indication to IC subjects 
≥18 yoa) 
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Shingrix - clinical

Pharmacodynamics
Clinical efficacy
Clinical safety
GCP 

22 studies submitted, 14 studies completed at the time of MAA

Overall:
Efficacy trials included 30,000 subjects
Safety database included ~17,000 subjects (exposed to at least one dose of the 
vaccine)

High VE demonstrated
Reactogencity
No major safety concern
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Shingrix - clinical

GCP inspection requested

No major objections.
Limited number of other concerns related to real-life settings (population, 
reactogenicity and safety)

At licensure, VE was demonstrated over 4 years

Ongoing studies: 
FU immunogenicity
FU of the trials for long term protection (10 years)
Co-administration studies

Additional studies were requested ( Pharmacovigilance plan)
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Shingrix – clinical (PRAC)

RMP Pharmacovigilance Plan
Phase III and non-interventional studies

ZOSTER-049, 060

ZOSTER-064, 063

ZOSTER-069

ZOSTER-002, 039, 041, 028

ZOSTER-062, 056

EPI-ZOSTER-031

EPI-ZOSTER-030 vs
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Shingrix – clinical

SPC and Patient Information Leaflet
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Final opinion

certainties uncertainties
Efficacy  high efficacy >< HZ and PHN in ≥50 yoa duration of protection

need of a boost
effectivness

can be used in IC subjects efficacy and safety in IC subjects

reactogenicity/safety

no major safety concern

severe reactogenicity not uncommon (but temporary 
and manageable) 

potential risk of HZ recurrence in subjects with previous history of 
HZ

theoretical risk of acquiring vaccine induced pIMD or of 
exacerbation of pre-existing pIMD 

Risk-Benefit balance
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European Public Assessment Report – EPAR
https://www.ema.europa.eu/en/medicines/field_ema_web_categories%253Aname_fie
ld/Human/ema_group_types/ema_medicine
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Contact

Federal Agency for Medicines and Health Products –
FAMHP

Victor Hortaplein - Place Victor Horta 40/40 
1060 BRUSSELS

tel. + 32 2 528 40 00
fax + 32 2 528 40 01

e-mail welcome@fagg-afmps.be

www.famhp.be

Follow the FAMHP on Facebook, Twitter and LinkedIn

mailto:welcome@fagg-afmps.be
http://www.famhp.be/


Your medicines and health products,
our concern
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