
Thursday, April 6, 2017
Seminar language: English

8.30 – 9.00 Registration

9.00 – 09.10 Welcome

09.10 – 09.45 Reference standards in pharmaceutical analysis
  Dr Christian Zeine, Global Product Manager Pharmaceutical Sector, LGC  
 
To set the scene for the day, this presentation gives a quick overview of the field of reference materials in pharmaceutical analysis. 
Primary and secondary reference standards will be introduced, as will impurity reference standards. The specific role of pharmaco-
poeial reference standards will be described. This overview will act as an introduction and background for the rest of the day.

9.45 – 10.30 Ph. Eur. CRS – Chemical reference standards of the European Pharmacopoeia
  Dr Stefan Almeling, Deputy Head of the Laboratory Department, EDQM Council of Europe 
 
The European Pharmacopoeia is a compendium of quality standards for medicines legally binding in the member states of the 
European Pharmacopoeia Convention. The Ph. Eur. reference standards catalogue includes chemical reference substances (CRS), 
herbal reference standards (HRS), biological reference preparations (BRP) and reference spectra. 
The presentation addresses in particular Ph. Eur. CRS and their traceability. Ph. Eur. CRS are established for their intended use and 
the focus of their characterisation is on the relevant property (qualitative) or property value (quantitative). A CRS for IR identification 
for example is traceable to the SI via the chemical formula. For an assay CRS, the relevant property is the content value, which is 
traceable to the SI via the measurement methods used to calculate the mass-balance. Ph. Eur. assay CRS are established to enable 
a decision on compliance with the specification limits, thus assigned content does not come with uncertainty (see chapter 5.12.). 
Ph. Eur. CRS are sometimes used as primary standards to establish secondary standards. The relevant property or property value of 
the secondary standard must be traceable to the primary (see chapter 5.12. and annex VI of European GMP). Whereas it is relatively 
straightforward to establish traceability for secondary standards intended for qualitative use (e.g. for identity), establishing secondary 
standards for quantitative use (e.g. assay) is challenging because the uncertainty of the primary standard needs to be factored in. 
Furthermore the uncertainty of the secondary standard is higher than that of the primary standard. Eventually it is down to the estab-
lisher to demonstrate that a secondary standard is suitable for the intended purpose.

10.30 – 10.50 Coffee break

10.50 – 11.35 A look behind the curtain: The quality of LGC pharmaceutical reference substances 
  Dr Peter Weber, Head of Analytical Services, LGC 
  
There are several kinds of reference materials with certificates of analysis on the market. Differences exist between reference stan-
dards, reference materials (RM ISO Guide 34) and certified reference materials (CRM ISO Guide 34). This directly leads to the ques-
tion which standard is best for which purpose. To decide this it is necessary to understand in detail what is included in a certificate 
of analysis and to know the intended use of the standard. At the LGC facility in Luckenwalde, high quality and accurate reference 
standards are produced and provided with a certificate detailing several different analytical techniques. The quality of the standards 
is not only derived from the sum of the analytical techniques but rather the correct combination and interpretation of the results.
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11.35 – 12.20 How to support the Pharma industry in identifying and getting quantities of unknown impurities
  Dr Hannes Helmboldt, Head of Synthesis Group IV, LGC 
 
Based on recent case studies from our laboratories this lecture points out how LGC can support customers in the identification of 
unknown impurities. LGC in Luckenwalde combines the experience of producing over 4,000 catalogue standards with the relevant 
equipment required for isolating and handling very small quantities of minor impurities. So if there is an unknown HPLC peak in your 
API or finished dosage form, contacting LGC can be the right choice to avoid much bigger problems further down the line.

12:20 – 13.30 Lunch break

13.30 – 14.15 Practical aspects of method validation for impurity determination
  Dr Xaver Schratt, Head of Special Projects Department, LPU  
 
The focus of this lecture will be on the practical aspects of method validation of impurity methods in a pharmaceutical contract 
laboratory. The presentation covers pitfalls in setting acceptance criteria and setup of practical experiments. Real problems which 
occurred during more than 10 years of method validation will be presented and discussed. Another topic will be the use of relative 
response factors and orthogonal analytical techniques like NMR for handling complex challenges.

14.15 – 15.00 Reference standards: Case studies from a major generic player
  Dr Karlheinz Hauff, Head of Quality Control for IMP, TEVA Germany

Reference standards are one of the most important tools for quality control and analytical development laboratories of a major ge-
neric pharmaceutical manufacturer.  A huge variety of these materials are needed, and procurement and laboratory use of them can 
sometimes go along with interesting challenges. This presentation provides some case studies by TEVA Germany/ratiopharm GmbH 
on their work with different types of reference standards.

15.00 – 15.20 Coffee break

15.20 – 16.05 Elemental impurities: Multi-element analysis to ICH Q3D and USP chapters <232> and <233>
  Dr Sarah James, Principal Scientist, Drug Development Services, LGC
 
With the recent finalising of the ICH Q3D Guideline limits and the revised implementation dates for both these and USP General 
Chapters <232> and <233>, there is a growing need for robust and reliable analytical methodologies for elemental impurities in a 
wide range of pharmaceutical materials including APIs, excipients and final products. LGC has developed two approaches based 
on ICP-MS, utilising either a full suite limit test based screen, or a targeted, fully quantitative test for elemental impurities identified 
during risk assessment of the individual products. This presentation will outline the regulatory context of the guidelines, describe 
the analytical challenges associated with this type of testing, and highlight the key essentials in delivering multi-element quantitative 
data.

16.05 – 16.50 The use of Proficiency Testing (PT) in analytical quality assurance: experiences of the  
  LGC PHARMASSURE scheme
  Dr Matthew Whetton, Head of Chemistry PT, LGC PT
 
Proficiency Testing (PT) is defined as the evaluation of participant performance against pre-established criteria by means of inter-
laboratory comparisons and as such is a key tool in the establishment and maintenance of laboratory quality. The Pharmassure PT 
scheme is an ISO EN 17043 accredited scheme, provided by LGC in order to evaluate the performance of participant laboratories in 
common pharmaceutical analyses, covering routinely performed chemical and microbiological tests.
Using examples taken from the production of test materials and the data obtained from Pharmassure PT samples, we will discuss 
the interpretation of PT scheme performance, some of the causes of unsatisfactory performance and how PT may be used to evalu-
ate performance over time. Aspects of various sample types will be discussed including materials provided for the determination of 
tablet dissolution, trace element concentration, melting point determination and microbiological sterility testing.

16.50  Final questions and answers, end of seminar around 17.15

18.00  Guided tour through the historic city center of Potsdam, with dinner afterwards



Friday, April 7, 2017 

8.00 Pick up from Mercure Hotel, bus drive to LGC,  
 Luckenwalde

ca. 9.00 Visit and guided tour of LGC, Luckenwalde
 Reference standards production of impurities and APIs

At the LGC facility in Luckenwalde, approx. 4,000  catalogue stan-
dards for impurities and APIs are produced, certified, stored and 
maintained to support the pharmaceutical industry with materials 
of high quality and integrity for testing purposes.  
Additionally, the equipment and experience of the Luckenwalde 
staff offer opportunities for further customised services for  the 
pharmaceutical industry. The tour will give an insight of the pro-
duction of reference standards and the extensive analytical capa-
bilities that are present at Luckenwalde. Also, the new warehouse 
with extensive storage and dispensing opportunities will be visited.

Ca. 12.00 – 12.30: Lunch snack and return to Berlin

Ca. 13.30: Arrival at Mercure Hotel Potsdam City, end of event


