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SECTION A: INSPECTION REPORT SUMMARY

Inspection type: Statutory National Inspection

System(s) inspected: Aspen Pharma Trading Limited 

UKPSMF01535 / MFL3687
Site(s) of inspection: Remote
Main site contact:

PV QMC Manager, Deputy EU QPPV

Date(s) of inspection: 25 28 June 2024
Lead Inspector:
Accompanying Inspector(s):
Previous inspection date(s): 09 and 10 September 2014

05 to 07 February 2013
Purpose of inspection: Inspection of pharmacovigilance systems to review 

compliance with UK and EU requirements.

Products selected to provide 
system examples:

As part of the review of signal management and 
maintenance of reference safety information, information
was examined for products and 

Name and location of UK
QPPV: Aspen Pharma Trading Ltd,

3016 Lake Drive,
Citywest Business Campus,
Dublin 24
Switchboard: 

Global PV database (in use at 
the time of the inspection):

(commercially available)

Key service provider(s): Pharmacovigilance services provided by Alphamed.
Medical information services provided by ProPharma 
group.
Global and local medical literature monitoring services
provided by MS Pharm.
PV auditing services as required provided by ZigZag 
Associates Ltd

Inspection finding summary: 03 Major findings
05 Minor findings

Date of first issue of report to 
MAH:

14 October 2024

Deadline for submission of 
responses by MAH:

22 November 2024
10 January 2025
10 April 2025

Date(s) of receipt of 
responses from MAH:

22 November 2024
10 January 2025
10 April 2025

Date of final version of report: 14 April 2025
Report author:
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Pharmacovigilance Inspector 
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SECTION B: BACKGROUND AND SCOPE 
 
 
B.1 Background information 
 
Aspen Pharma Trading Limited (APTL) was selected for routine inspection as part of the 

, national pharmacovigilance inspection programme. The purpose of the 
inspection was to review compliance with currently applicable UK and EU pharmacovigilance 
regulations and guidelines. In particular, reference was made to The Human Medicines 
Regulations 2012 as amended, Commission Implementing Regulation (EU) No 520/2012 and 
the EU good pharmacovigilance practices (GVP) Modules as modified by the guidance note 

. 
 
A list of reference texts is provided at Appendix I. 
 
Aspen Holdings, referred to hereafter as Aspen, a company with its strategic head office in 
South Africa, was a supplier of branded and generic pharmaceuticals in over 100 countries 
globally and was comprised of several legal entities. Under the umbrella of Aspen Holdings, 
Aspen Pharmacare and Aspen Global Incorporated (AGI) were separate companies that were 
holders of Intellectual Property for products marketed in Europe and worldwide. 
APTL was the marketing authorisation holder (MAH) in the UK and EU and other selected 
regions on behalf of Aspen Pharmacare and AGI. APTL headquarters were based in Dublin, 
Ireland.  
Aspen Pharmacare UK Limited (APUK) was a subsidiary of Aspen Pharma Ireland Limited, 
which was a subsidiary of AGI. These subsidiaries were non-market authorisation (MA) 
holding entities which provided support to the MA holding entities. 
 
Aspen companies also had commercial partners in all markets and some affiliate offices of 
the partners acted, for Aspen medicinal products, as Aspen subsidiaries, receiving ICSRs and 
other safety information and forwarding this to Aspen Group PV. 
 
All pharmacovigilance functions for the entire Aspen Group of Companies globally was 
outsourced to Alphamed Formulations Private Ltd., a wholly owned subsidiary of Aspen 
Pharmacare, based in Hyderabad, India. Alphamed, was  
In the EU, Group PV were overseen by the PV department at APTL in Dublin. The Europe 
Quality department was responsible for the Quality Management System (QMS) and was also 
based in Dublin. 
 
Additional PV activities were outsourced as follows: 

 Medical information first-line enquiries from the UK were handled by ProPharma group 
under the supervision of the Aspen Medical Governance department; while second-
line enquiries were handled by the Group Medical Information (GMI) department, at 
Alphamed. 

 Global and local medical literature monitoring outsourced to MS Pharm 
 PV auditing service outsourced to ZigZag Associates Ltd (based in UK) as required 

 
B.2 Scope of the inspection  
 
The inspection included a review of the local (UK) and global pharmacovigilance systems and 
was performed remotely. Personnel from APTL, Group PV and the local UK affiliate, 
participated in the inspection via videoconference 
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The inspection was performed using interviews and document review (including outputs from 
the global safety database and listings of medical information enquiries and product 
complaints). The systems reviewed during the inspection are highlighted in the 
Pharmacovigilance Inspection Plan (attached as Appendix II).

Management of reference safety information was not reviewed in detail and it is recommended 
that this area is subject to closer review during a subsequent pharmacovigilance inspection.

B.3 Documents submitted prior to the inspection

The company submitted a PSMF (version  effective 30 April 2024) and annexes (version 
effective 21 May 2024) to assist with inspection planning and preparation. 

Specific additional documents were also requested by the inspection team and provided by 
the company prior to the inspection. The detail of those requests is contained within document 
request sheet A and B.

B.4 Conduct of the inspection

In general, the inspection was performed in accordance with the Inspection Plan. An additional
half day of document review post-inspection was required.

A closing meeting was held remotely via videoconference on 28 June 2024.

A list of the personnel who attended the closing meeting is contained in the Closing Meeting 
Attendance Record, which will be archived together with the inspection notes, a list of the 
documents requested during the inspection and the inspection report.
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SECTION C: INSPECTION FINDINGS

C.1 Summary of significant changes and action taken since the last inspection

Since the previous inspection in 2014 the company had made the following changes to the 
pharmacovigilance system:

Change in EU QPPV to from November 2015.
Transfer of global safety database provider from to in 2017.
Aspen changed the signal management process from a manual method to an automated 
one using the  application. In February 2022, use of 
went live, but Aspen continued to perform the manual signal detection process alongside 

until August 2022 to validate the different methodology and ensure no 
safety signal was missed during the implementation stage.

C.2 Definitions of inspection finding gradings

Critical (CR): a deficiency in pharmacovigilance systems, practices or processes that 
adversely affects the rights, safety or well-being of patients or that poses a potential risk to 
public health or that represents a serious violation of applicable legislation and guidelines.

Major (MA): a deficiency in pharmacovigilance systems, practices or processes that could 
potentially adversely affect the rights, safety or well-being of patients or that could potentially 
pose a risk to public health or that represents a violation of applicable legislation and 
guidelines. 

Minor (MI): a deficiency in pharmacovigilance systems, practices or processes that would 
not be expected to adversely affect the rights, safety or well-being of patients.

Comment: the observations might lead to suggestions on how to improve quality or reduce 
the potential for a deviation to occur in the future.

The factual matter contained in the Inspection Report relates only to those things that the 
inspection team saw and heard during the inspection process. The inspection report is not to 
be taken as implying a satisfactory state of affairs in documentation, premises, equipment, 
personnel or procedures not examined during the inspection.  

Findings from any inspection that covers products authorised in respect of Northern Ireland
which are graded as critical or major will be shared with the EMA, EU competent authorities 
and the European Commission.
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C.3 Guidance for responding to inspection findings 
 
Responses to inspection findings should be clear, concise and include proposed actions to 
address both the identified deficiency and the root cause of the deficiency. Consideration 
should also be given to identifying and preventing other potential similar deficiencies within 
the pharmacovigilance system. 
 
Responses should be entered directly into the table(s) in section C.4. The following text is 
intended as guidance when considering the information that should be entered into each of 
the fields within the table(s)
requested information is not appropriate for the finding in question. 
 
Root Cause Analysis 

Identify the root cause(s) which, if adequately addressed, will prevent recurrence of the 
deficiency.  There may be more than one root cause for any given deficiency. 

Further Assessment 

Assess the extent to which the deficiency exists within the pharmacovigilance system and 
what impact it may have for all products. Where applicable, describe what further 
assessment has been performed or may be required to fully evaluate the impact of the 
deficiency e.g. retrospective analysis of data may be required to fully assess the impact. 

Corrective Action(s) 

Detail the action(s) taken / proposed to correct the identified deficiency. 

Preventative Action(s) 

Detail the action(s) taken / proposed to eliminate the root cause of the deficiency, in order 
to prevent recurrence.  Action(s) to identify and prevent other potential similar deficiencies 
should also be considered. 

Deliverable(s)  

Detail the specific outputs from the proposed / completed corrective and preventative 
action(s). For example, updated procedure/work instruction, record of re-training, IT 
solution. 

Due Date(s) 

Specify the actual / proposed date(s) for completion of each action. Indicate when an 
action is completed. 

 
Further information relating to inspection responses can be found 

at: https://www.gov.uk/guidance/good-pharmacovigilance-practice-gpvp 
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C.4 Inspection findings 
 
C.4.1  Critical findings 
 
No critical findings were identified from the review of pharmacovigilance processes, 
procedures and documents performed during this inspection. 
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C.4.2  Major findings 
 
MA.1 Provision of information to enable supervision by the licensing authority 
 
Requirements:  
 
The Human Medicines Regulations 2012 (Statutory Instrument 2012 No. 1916), Part 11 
Pharmacovigilance 
Regulation 182 
(2) The holder must (as part of its pharmacovigilance system)   

(b) maintain and make available on the request of the licensing authority a 
 

(5) Where the licensing authority requests that the pharmacovigilance system master file is 
made available under paragraph (2)(b), the holder must submit a copy of the 
pharmacovigilance system master file to the licensing authority before the end of the period 
of 7 days beginning on the day after the day when the request was made.  
 
Commission Implementing Regulation (EU) No. 520/2012, Chapter I, Article 3, 

 
 

 
 
GVP Module II  Pharmacovigilance system master file (Rev 2) (as modified by the 
Exceptions and modifications to the EU guidance on good pharmacovigilance 
practices that apply to UK marketing authorisation holders and the licensing 
authority) 
II.B.4.2. PSMF section on the organisational structure of the marketing authorisation holder 
Delegated activities 
The PSMF, where applicable, shall contain a description of the activities and/or services 

subcontracted by the marketing authorisation holder [IR Art 2 (6)] relating to the fulfillment of 
pharmacovigilance obligations. This includes arrangements with other parties in any country, 
worldwide, if applicable to the pharmacovigilance system applied to products authorised in 
the UK.  
 
II.B.4.3. PSMF section on the sources of safety data 
The description of the main units for safety data collection should include all parties 

responsible, on a global basis, for solicited and spontaneous case collection for products 
authorised in the UK.  
 
Information about third parties (licence partners or local distribution/marketing arrangements) 
should also be included in the section describing contracts and agreements (see II.B.4.2. and 
II.B.4.8.).  
 
For the purposes of inspection and audit of the pharmacovigilance system, sources include 
data arising from study sources, including any studies, registries, surveillance or support 
programmes sponsored by the marketing authorisation holder through which ICSRs could be 
reported. MAHs should be able to produce and make available a list of such sources to 
support inspection, audit and QPPV oversight.  
 
II.B.4.6. PSMF section on pharmacovigilance system performance 
Targets for the performance of the pharmacovigilance system shall be described and 

explained.  
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II.B.4.8. Annex to the PSMF
An annex to the PSMF shall contain the following documents:

A list of contractual agreements covering delegated activities including the medicinal 
products and territory(ies) concerned in accordance with Article 6(2) of Commission 
Implementing Regulation (EU) No 520/2012 (see II.B.4.3.) [IR Art 3(3)];
A list of all completed audits, for a period of five years, and a list of audit schedules 
[IR Art 3(5)];

The licensing authority has an obligation to supervise MAHs to ensure that legal requirements 
governing medicinal products are complied with. The Human Medicines Regulations 2012 (as 
amended) regulation 327 empowers the licensing authority to inspect the premises, records, 
documents and PSMF of the MAH or any firms employed by the MAH to perform the activities 
described in Part 11. Information provided by MAHs to the licensing authority should be 
complete and accurate in order to facilitate the supervisory duty of the licensing authority. This 
could include information provided in response to requests made in the context of an 
inspection or a post-authorisation measure, information submitted to the licensing authority in 
relation to the pharmacovigilance system or information included in the PSMF.

The following findings were noted in relation to provision of information to the licensing 
authority:

Finding MA.1 a)
Incomplete and inaccurate information was provided in the PSMF (version  effective 30 
April 2024). Specifically:

i. A number of commercial partners, including distributors, were not listed within  PSMF 
Annex B or C.
The missing license partners included:

a.
b.

The missing distributors included: 
c.
d.
e.

ii. Two service providers were not included in Annex B, these included:
a. Twist of Lime: managed social media accounts and website which 

involved posting and management, as well as managing complaints and 
questions.

b. provided promotional services including 
a sales team for 

iii. The website and 29 social media pages were not listed in the PSMF main body 
or Annex C as sources of safety information. These social media pages spanned the 
media channels of  and had the ability for 
consumers to leave comments. For the UK this involved the

 and A complete list of the social media pages is 
provided in appendix III.

iv. Annex C listed a market research study for ) with a 
progress status of planned and a recruitment status of Not started . However, the 
programme had been completed and the final report was issued on 11 June 2021.
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v. Annex F did not transparently communicate that the compliance target for expedited 
reporting of ICSRs to the MHRA was 100%, instead the graph indicated it was 90%.

vi. Annex G did not include the audit conducted of distributor  on 25 October 
2023. Furthermore, according to the 

(version effective 08 June 2023) the previous audit of was 
conducted on 19 August 2021 but this also was not presented in Annex G.

vii. UK PSMF number was not present in the body of the PSMF. This 
number was provided with the response note to the pre-inspection document request
sheet A.

viii. Cross-referencing of annexes in the PSMF main body was not always accurate with 
regards to the actual location of the annex. For example:

a. PSMF section 2.6 stated that local contact persons were located in Annex 
A.VIII, when they actually appeared in Annex A.IX. 

b. PSMF section 2.1 stated that proof of QPPVs EV registration was located in 
Annex A.VII, when it appeared in Annex A.VIII

Root Cause Analysis
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Further Assessment
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Corrective Action(s)
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Preventative Action(s)

Deliverable(s) Due Date(s) CAPA Due 
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Finding MA.1 b)
In advance of the inspection on 09 May 2024, notification of the intent to inspect Aspen 
alongside a request for the UK PSMF and pre-inspection document requests (sheet A) was 
sent by email to the MAH via the UK national contact person. However, this communication 
was not acknowledged or responded to within the timeframes stipulated.

A subsequent request from the inspector was sent to the UK QPPV on 20 May 2024 which 
resulted in confirmation of receipt of the communication. The PSMF and sheet A documents 
were submitted on 24 May 2024.

Root Cause Analysis

Further Assessment

Corrective Action(s)

Preventative Action(s)

MA.2 Management and Reporting of Adverse Reactions

Requirements: 

The Human Medicines Regulations 2012 (Statutory Instrument 2012 No. 1916), Part 
11 Pharmacovigilance
Regulation 187
(1) Subject to paragraph (2), the holder must record all suspected adverse reactions to the 
product occurring in the United Kingdom or another country
(4) The holder must ensure that reports recorded under paragraph (1) are accessible 
(electronically or physically) at a single point within the United Kingdom.

Regulation 188
(1) The holder of a UK 

(a) submit electronically to the licensing authority a report on all serious suspected 
adverse reactions that occur in the United Kingdom and countries other than the United 
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Kingdom before the end of the period of 15 days beginning on the day following the 
day on which the holder gained knowledge of the reaction;

GVP Module VI Collection, management and submission of reports of suspected 
adverse reactions to medicinal products (Rev 2) (as modified by the Exceptions and 
modifications to the EU guidance on good pharmacovigilance practices that apply to 
UK marketing authorisation holders and the licensing authority)
VI.A.1.6. Seriousness
Medical judgement should be exercised in deciding whether other situations should be 

considered serious. Some medical events may jeopardise the patient or may require an 
intervention to prevent one of the above characteristics/consequences. Such important 
medical events should be considered serious. The EudraVigilance Expert Working Group 
has co-ordinated the development of an important medical event (IME) terms list based on 
the Medical Dictionary for Regulatory Activities (MedDRA) (see GVP Annex IV). This IME list 
aims to facilitate the classification of

Finding MA.2 a)
A total of 50 reports from affiliates containing safety data had not been transferred from

to and as a result two serious cases were not 
submitted to the MHRA.

was the safety system that allowed local entry of case information by affiliates, local 
assessment of case reportability and onward reporting of case information to 
database if required. It was the responsibility of the Pharmacovigilance Co-ordinator or 
designee to route all required cases from  to . The reason given for 
the reports not being transferred to was that routing of the cases was 
inadvertently missed.

Prior to finalisation of this inspection report, the MAH was requested to provide information 
on the impact to ICSR reporting. Of the 50 LAM reports, 5 reports were rejected as per the 
exclusion criteria which confirmed the reports did not relate to an Aspen product. Out of the 
45 accepted cases, 45 unique cases were created accordingly in . Of these 
accepted cases, two spontaneous, serious cases were reportable to the MHRA

The MAH should provide details of the cases as part of response to this finding.
Root Cause Analysis

Further Assessment
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Corrective Action(s)

Preventative Action(s)

Finding MA.2 b)
For the two most recent versions of the IME list, which was used to conduct seriousness 
assessment of ICSRs, there were significant delays in the updates being configured into the 

 database. Furthermore, the procedural documents which governed how updates to the 
IME list were handled with respect to the configuration of did not specify the timelines 
for implementing updated IME lists.

IME version was published on 25 September 2023 and was implemented on 29 February
2024. 
IME version was first published on 18 March 2024 and was implemented on 29 May 
2024.

This deficiency is not constrained to recent updates only, as the inspector identified one case 
impacted by the untimely implementation of IME updates for version dated September 
2022. Literature case was initially received on 21 November 2022 and
reported with The event should have been graded 
as serious but was not due to the delay in implementation. The case overall however was still 
considered as serious.
Root Cause Analysis
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Further Assessment

Corrective Action(s)

Preventative Action(s)
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Finding MA.2 c)
A serious case originating from outside the UK was not reported to the MHRA.

Case was a valid serious case originating from reporting PTs: 
with 

The report originated from a study and was received on 15 March 2022. The MAH explained 
that the case was not submitted as the case designee inadvertently missed scheduling the 
report to the MHRA.

Root Cause Analysis

Further Assessment

Corrective Action(s)

Preventative Action(s)
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MA.3 Signal Management

Requirements: 

The Human Medicines Regulations 2012 (Statutory Instrument 2012 No. 1916), Part 11 
Pharmacovigilance
Regulation 182
(2) The holder must (as part of its pharmacovigilance system)
(e) monitor pharmacovigilance data to determine whether in relation to the product

(i) there are new risks,
(ii) risks have changed, or
(iii) there are changes to the risk-benefit balance.

GVP Module IX Signal management (Rev 1) (as modified by the Exceptions and 
modifications to the EU guidance on good pharmacovigilance practices that apply to 
UK marketing authorisation holders and the licensing authority)
IX.C.1.1. Responsibilities of the marketing authorisation holder in the UK
The marketing authorisation holder in the UK should continuously monitor the safety of 

their medicinal products

MAHs are obliged to ensure that information on the benefits and risks of their products is 
evaluated on an ongoing basis and appropriate action is taken in response to new information 
that impacts on the benefit-risk balance.

At Aspen, signal detection to identify potential safety concerns included the review of 
statistical scores for drug-event combinations (DECs) generated by to identify any 
ADRs with disproportionate reporting (SDR) or increased frequency of reporting. The SDR 
alert was configured in  to flag when the following assigned threshold was passed: 
at least one new report of the DEC was received during the period, and the EB05 score is at 
least 2, and the event is not a listed event, and current comment on the event is not one of 
('Labeled', 'Indication Related', 'Uninformative', 'Prior Review').

Signal detection activities were conducted at a frequency designated by the Signal 
management (SM) schedule. For this was a six-monthly frequency due to the product 
being well established, few cases received a month on average (17) and no ongoing safety 
concerns or commitments. The most recent review of was conducted in March 2024 
for the review period of September 2023 to February 2024.

The following findings were noted in relation to signal management:

Finding MA.3 a)
 was inappropriately configured to repress disproportionate reporting alerts for DECs 

that had the comments 
added to As such, from August 2022 onwards, when signal detection activities were
solely conducted via for DECs that had these comments added there was no 
continuous monitoring of PV data to determine if there were new risks or changed risks. As a 
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result, four DECs were observed on inspection for for which new cases had been 
received in the period that had significantly raised EB05 scores which had not been reviewed
as potential signals.

The DECs were as follows:
(non-serious PT term): 6 new cases received between August 2022 to 

February 2024, EB05 was 5.30. 
 (non-serious PT term): 10 new cases received between August 

2022 to February 2024, EB05 was 2.67. 
 (non-serious PT term): 4 new cases received between 

August 2022 to February 2024, EB05 was 8.75. 
(non-serious PT term): 19 new cases received 

between August 2022 to February 2024, EB05 is 21.6. 
These PTs were not listed in the product information for the 
products.

The SDR alert was not flagged for the four DECs with as the comment 
Documentation of

the assessment conducted for this prior review could also not be provided, and so there was 
no evidence that these DECs had ever been reviewed, with the exception of DECs:

, which were reviewed in September 
2018 when the process of signal detection was still conducted manually.

As per version  effective 22 April 2024) and 
(version  effective 15 December 2022), a single report 

of a serious or severe adverse reaction may be sufficient to raise a signal and to take further 
action, however in practice the MAH was heavily reliant on disproportionality signalling. The
MAH would only evaluate a DEC for a potential signal once the disproportionality threshold 
was crossed. Furthermore, non-serious cases would not undergo medical review, and so 
safety issues could only be picked up via disproportionality signalling.

The Signal Management Actions Tracker, which recorded all potential signals (validated or 
not) and safety topics, gave an indication of the scale of the output of potential signals from 

Since August 2022, for all UK authorised products ( of which were currently 
marketed), for which approximately 7958 cases had been received since August 2022, five 
DECs overall had been identified from and evaluated as potential signals. Four of 
these were identified in August 2022 and the final and most recently identified potential signal 
from  was identified on 24 September 2022. 

MAH request: as part of the response to this report, Aspen is requested to conduct the 
following:

a signal assessment for the DECs listed in the finding and confirm whether a signal 
exists.
The MAH stated in response to a document request that they planned to remove the 

However, the suitability of the other
comments and 'Uninformative' should be assessed for
their potential to wrongly repress future cases for which the comments do not apply.

Root Cause Analysis
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Further Assessment

Corrective Action(s)
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Preventative Action(s)

MA.4 Auditing of the Pharmacovigilance System

Requirements: 

GVP Module IV Pharmacovigilance audits (Rev 1) (as modified by the Exceptions and 
modifications to the EU guidance on good pharmacovigilance practices that apply to 
UK marketing authorisation holders and the licensing authority)

IV.A. Introduction
Section IV.B. outlines the general structures and processes that should be followed to 

identify the most appropriate pharmacovigilance audit engagements and describes the steps 
which can be undertaken by marketing authorisation holders, , to plan, conduct and report 
upon an individual pharmacovigilance audit engagements. This Section also provides an 
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outline of the general quality system and record management practices for 
pharmacovigilance audit processes.

IV.B.2.1. Strategic level audit planning
The audit strategy should cover the governance, risk management and internal controls of 

all parts of the pharmacovigilance system including:
all pharmacovigilance processes and tasks;
the quality system for pharmacovigilance activities;
pharmacovigilance activities conducted by affiliated organisations or activities 

delegated to another organisation (e.g. regional reporting centres, MAH affiliates or 
third parties, such as contract organisations and other vendors).

Internal audits (termed self-inspections) and PV vendor audits were managed by the Quality 
department at APTL. Commercial partners and distribution service providers however were 
out of scope of vendor audits and were audited by Aspen Group rather than APTL.

Finding MA.4 a)
For vendor audits and audits of the internal pharmacovigilance system carried out by Aspen 
in Europe there was no strategic level audit plan or strategy. 

There were also no pharmacovigilance strategic audit plans produced by any other part of
the quality function within the Aspen group that covered this GVP requirement. As such there 
is the potential that the delivery of audits for vendors which includes commercial partners and
distributors has not been considered over a longer time-period which may have had an impact 
on the MAHs ability to conduct regular risk-based audits of these entities. Aspen is required 
to review this as part of the impact assessment.

MAH request: as part of the response to this report, Aspen is requested to conduct the 
following:

Assessment of the impact on audits scheduled and conducted in the past five years
to determine whether all internal and external entities (especially audits of third parties 

) have been considered for audit, 
assessed for risk, and whether the outputs of these were documented effectively. The 
workings of this assessment should also be provided separate to the inspection report 
and should clearly list all entities considered (with a clear description of the type of
entity they are e.g. internal or commercial license partner etc), the dates they were 
considered in a risk assessment, dates they were scheduled for audit and audited. 
Please also provide the dates the PV agreements or commercial relationships started 
and ended (if applicable). Please provide these in Excel format, with filtering enabled.

Post-inspection note: The finding has been removed following further clarification from the 
MAH and review of documentary evidence. It should be noted that the clarifying information 
was not communicated to inspectors on the inspection, nor was the procedural 
documentation reviewed on inspection explicitly clear in demonstrating the MAHs compliance 
with GVP IV.B.2.1. Therefore, Aspen is strongly encouraged to update the SOP, as originally 
indicated in the CAPA response, to avoid any future confusion.
Root Cause Analysis
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Further Assessment

Corrective Action(s)

Preventative Action(s)
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C.4.3 Minor findings

MI.1 Maintenance of Reference Safety Information

Finding MI.1 a)
There were deviations in the information presented between the UK SmPC and the CCDS for 

and This was contrary to procedural documentation which stipulated 
that the CCDS should contain the core safety information to be listed in all countries where 
the company markets the product.

Examples where the UK SPC was missing information considered as the core minimum 
labelling information in the CCDS

i. The CCDS for  included a warning in section 4.8 for , which 
was not reflected in the UK SPC. The warning of was present 
however in the PIL and therefore the impact of the deficiency is minor.

ii. The CCDS for  listed in section 4.8 as an ADR, which was not 
reflected in the UK SPC.

Additionally, a number of ADRs were listed in section 4.8 of the UK SmPC for 
product, but were not present in the CCDS and there was no documentation to demonstrate
that the MAH was aware of the divergence and the origination for the divergence:

As per (version  effective 02 
November 2023) the core safety information refers to all relevant safety information contained 
in the company core data sheet prepared by the MAH and which the MAH requires to be 
listed in all countries where the company markets the product, except when the local 
regulatory authority specifically requires a modification.
Root Cause Analysis
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Further Assessment

Corrective Action(s)

Deliverable(s) Due Date(s)

Preventative Action(s)

Deliverable(s) Due Date(s)
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MI.2 Collection and collation of safety information 

Finding MI.2 a)
One lack of efficacy case was identified which was not shared with Apsen QA as per 
documented procedures.

Medical information enquiry was received on 02 November 2023 from a
consumer who stated:

This enquiry was sent to the PV safety team on 02 November 2023 
but was not sent to the QA department as required per the core working practice

(version effective 25 August 2023) which stated that lack of efficacy should be reported 
as an AE and a PQC.
Root Cause Analysis

Further Assessment

Corrective Action(s)

Preventative Action(s)
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Deliverable(s) Due Date(s)

Finding MI.2 b)
The Aspen Holding website (www.aspenpharma.com) did not contain European hub contact 
details for the reporting of adverse events in the event that a UK or EU patient would use this 
global website instead of the dedicated UK/EU website.

The Aspen Holding website contained a contact us page, for which a drop down option was
listed for AE reporting. The page listed numbers and emails to report AEs for each region, 
however there was no contact details for Europe or the UK.
It is acknowledged that there was a separate Aspen Europe website which did include UK/EU 
details, however for those patients and HCPs who visited the Aspen Holding website these 
details would not be available.

Root Cause Analysis

Further Assessment

Corrective Action(s)

Preventative Action(s)

MI.3 Contracts and agreements:

Finding MI.3 a)
The following deficiencies were observed with contracts and agreements between Aspen and 
a number of service providers and distributors.

i. In the SDEA ( ) between Aspen and
effective from 30 April 2024, the section on reconciliation was omitted. As 

a result, the commercial partner which acted as MAH in the EU for a number of 
products, was not added to the reconciliation tracker which was used to track all 
reconciliation conducted with partners. However, evidence was obtained that 
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reconciliation for the period of 30 April 2024 to 31 May 2024 was initiated by 
on 12 June 2024 and completed on 14 June 2024.

ii. For a number of SDEAs, a deficiency in the wording regarding the transfer of adverse 
reactions as opposed to adverse events was identified.
For example, in the SDEA (version  effective 14 March 2024) with  a 
contract sales team responsible for the promotion of , the wording in section 8,

stated:
Applicable individual case safety reports (ICSRs) include but are not limited to the 

following: Adverse Reactions from any source
Where the definition of Adverse Reactions given was:
Means all noxious and unintended responses to a medicinal product related to any 

However, the expectation would be that all adverse events are transferred to the MAH 
irrespective of whether they are causal in nature.

This deficiency in terminology was also observed for the following contracts:
(version effective 31 October 2019) between 

and distributor
(version effective September 2022) between 

and  who are responsible for the oversight of 
page.

(version effective 10 October 2023) between APTL and Brood 
(A Twist of Lime) responsible for monitoring the page.

iii. Regarding the Quality technical and PV Agreement (version effective 13 January
2023, amended 16 March 2023 and 23 October 2023 ) between 

and distributor  there was no specific provision for 
the exchange of information on special situations from to Aspen. There was 
also no specified timeframe within the agreement regarding reconciliation.

Section 4.1.1 stated:
To provide Aspen Group PV representative (Appendix 1) with all relevant safety 

information received in relation to any APUK product (see Appendix 2), from any 
source within 1 working day of becoming aware of the information (incl. Adverse 
Events, Product Complaints associated with Adverse Drug Reactions and Medical 
Information enquiries)

It was noted that a list of special situation events is described within the definitions 
section under ICSRs, however the provision to exchange this information is not 
specifically set out in section 4.

iv. The hospital distribution agreement between and 
(dated 02 March 2022) specified the exchange of 

unexpected AEs only, and did not specify the exchange of information regarding 
special situations, or the timeframes for which the events should be reported.

stated:

queries and any information relating to the Products which come to its attention 
concerning any unexpected adverse events and/or any unexpected incidence or 
severity of any adverse events whether or not determined to be attributable to the 
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Products.
However, it is expected that all AEs are reported, not just those which may be 
unexpected in nature.

Root Cause Analysis

Further Assessment

Corrective Action(s)
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Preventative Action(s)

Finding MI.3 b)
The PV SDEA tracker used to track all SDEAs, Quality Technical Agreements (QTA) and
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Memorandum of Understandings within the organisation contained incorrect information.

The QTA with distributor (version effective 14 January 2021), was 
incorrectly noted as effective on the tracker despite having been terminated on 08 June 2023. 
The company stated that the decision to terminate the agreement was not relayed to the 
relevant parties.

Root Cause Analysis

Further Assessment

Corrective Action(s)

Preventative Action(s)
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MI.4 Training

Finding MI.4 a)
Training on the reporting of AEs had not been conducted for personnel of the service provider 
Brood/Twist of Lime, which had been subcontracted to oversee and review AEs posted in the 
social media accounts and website for since 10 October 2023.

No AEs were identified as being missed during the inspection, however as part of the further 
assessment the MAH are asked to review the impact further to confirm whether the failure to 
train personnel had caused a failure to identify and report safety information.

Root Cause Analysis

Further Assessment

Corrective Action(s)
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Preventative Action(s)

MI.5 Management of Adverse Reactions

Finding MI.5 a)
Case processing errors for two related cases were identified.

For cases (master case) and the incorrect initial 
case receipt date was coded. For both cases, which originated form the same source, the 
initial communication from the patient was sent to Aspen on 5 March 2024, however the initial 
case receipt date was coded as 23 April 2024. Case was a valid non-
serious case reporting PTs Product use complaint, Product adhesion issue, Wrong technique 
in product usage process, and with  The case was initially 
reported to the MHRA on 20 May 2024, and hence there was no impact to the timeliness of 
reporting. Case  was invalid as the reporter mentioned the same 
reactions were experienced in many other patients but no patient identifiers were included.

Root Cause Analysis
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Further Assessment

Corrective Action(s)

Preventative Action(s)

C.4.4 Comments

No comments. 
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SECTION D: CONCLUSIONS AND RECOMMENDATIONS 
 
D.1 Conclusions 
 
The factual matter contained in the Inspection Report relates only to those things that the 
inspection team saw and heard during the inspection process. The Inspection Report is not 
to be taken as implying a satisfactory state of affairs in documentation, premises, equipment, 
personnel or procedures not examined during the inspection.  It is recommended that you 
review whether the inspection findings also apply to areas not examined during the inspection 
and take appropriate action, as necessary. 
 
The responses to the inspection findings, which include proposed corrective and preventative 
actions, do appear to adequately address the issues identified. No additional responses are 
required at this time. When the company has adequately implemented the proposed 
corrective and preventative actions, the pharmacovigilance system will be considered to be in 
general compliance with applicable legislation.  
 
D.2 Recommendations 
 
The Lead Inspector has recommended that the next MHRA inspection is performed as part 
of the routine risk-based national inspection programme.



Pharmacovigilance Systems Inspection of Aspen Pharma Trading Limited 
MHRA Reference No: Insp GPvP 39699/3147196-0002 

20-Dec-2022 [Template]    OFFICIAL  SENSITIVE [COMMERCIAL]            Page 43 of 55 

APPENDIX I REFERENCE TEXTS 
 

 The Human Medicines Regulations 2012 (Statutory Instrument 2012 No. 1916) as 
amended. 

 Commission Implementing Regulation (EU) No 520/2012. 

 Guideline on good pharmacovigilance practices (GVP). 

 Exceptions and modifications to the EU guidance on good pharmacovigilance practices 
that apply to UK marketing authorisation holders and the licensing authority. 

 EMA/CHMP/ICH/287/1995: ICH guideline E2B (R3) on electronic transmission of 
individual case safety reports (ICSRs) - data elements and message specification - 
implementation guide. 

 CPMP/ICH/3945/03: ICH guideline -Approval Safety Data Management: 
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