
 

ICH Q3D Implementation Dialogue Intensifies with a PQRI Survey, 

Study and Workshop and an ICH Guideline Revision 
 

The industry/regulator dialogue on the implementation of the elemental impurity (EI) guidance in ICH Q3D 

has deepened in 2020-21 with: ● a Product Quality Research Institute (PQRI) survey, collaborative 

interlaboratory study, and workshop on the issues involved, and ● a revision of the guideline, a “step 2” draft 

of which (Q3D(R2)) was released by FDA for comment in mid-May.  

 

IPEC-America leaders were heavily involved in the PQRI workshop. Held in November 2020, it provided 

regulator, industry, pharmacopeial and academic experts an opportunity to do a full two-day exploration of the 

Q3D implementation challenges and progress made globally in addressing them. 

 

PQRI was established with FDA backing in the mid-1990s to support the regulatory research and development 

needs of CDER’s new Office of Pharmaceutical Science (OPS). In late 2014, OPS was reshaped into the 

Office of Pharmaceutical Quality (OPQ), which continues to provide key support for the research institute.  

 

[Editor’s Note: See IPQ’s Monthly Update for October 2014  for more on the formation of OPQ. The issue 

also provides an in-depth review of the advancing Q3D initiative and its focus, motivation, and goals.]    

 

Through its working groups and technical committees, PQRI conducts research and provides input on 

emerging scientific and regulatory quality challenges. Along with FDA and IPEC-Americas, other 

organizations in the non-profit consortium include the US Pharmacopeia (USP), Health Canada, the American 

Association of Pharmaceutical Scientists (AAPS), the Parenteral Drug Association (PDA), and the Consumer 

Healthcare Products Association (CHPA). 

 

PQRI has been an active participant in the dialogue on the elemental impurity requirements addressed in ICH 

Q3D, and the workshop spoke to the depth of the institute’s engagement with the implementation issues.  

 

In conjunction with the workshop, the institute conducted a survey on the last two years of 

industry experience in interfacing with agency reviewers on elemental impurities and the issues 

and concerns that have arisen in implementing the risk assessment principles provided in the 

Q3D guideline. The results strengthened the foundation for the workshop discussions. 

 

The survey shed light on the frequency and types of EI-related questions from reviewers, the support drug 

product manufacturers are getting from suppliers, the product testing they are doing, and the risk assessment 

and investigation processes they are using.   

 

PQRI Q3D Workshop Provides Updates from Industry, Regulators and Pharmacopeias 

 

In his introductory remarks, Black Diamond Regulatory Consulting’s Dave Schoneker who serves as IPEC-

Americas’ vice chair for science and regulatory policy and chaired the organizing committee for the workshop, 

described PQRI and the agenda for the two days of the workshop and its goals.  

 

Biogen Quality Intelligence Associate Director Janeen Skutnik-Wilkinson, the current chair of IPEC-Americas 

and a member of the ICH Q3D Expert Working Group (EWG), then reviewed the development of the 

guideline, its objectives and implementation challenges, and highlighted the results of the PQRI survey. She 
was followed by IPEC presentations on the current state of Q3D implementation in Japan and India. 

 

https://ipq.org/ipq-monthly-update-october-2014/


The next session brought in regulators from FDA and Europe to shed light on their recent experience in 

reviewing EI risk assessments and supporting data. They were joined by experts from pharma and excipient 

suppliers to review their experience with these regulator interactions and the questions that have been raised. 

 

A session followed on how the USP and European Pharmacopeias are evolving their monographs and testing 

standards to align with Q3D, with input from both pharmacopeial and industry experts.  

 

Discussed in the opening session at the workshop’s second day was: ● Q3D consideration of 

transdermal limits, and ● the Lhasa EI data sharing initiative and the database that has been 

developed for use in drug product risk assessments. 

 

Lhasa is a not-for-profit organization set up to facilitate collaborative data sharing initiatives in the chemical 

and life science industries. In recognition of the limitations in the EI supplier information and published 

literature, the EI data-sharing consortium for excipients was launched in 2015 to facilitate more scientifically 

driven EI risk assessments under Q3D and reduce unnecessary testing. The number of excipients in the 

database and the depth of analytical support for the data has continued to expand since its launch.   

 

Attention then shifted at the workshop to the purpose, design and results of a PQRI “phase 2” elemental 

impurity collaborative study and the light it has shed on the current method development and analytical testing 

issues at hand. The interlab study built off of an earlier PQRI round-robin study in designing its targets and 

approaches taken. The study results will be further discussed at an EI workshop being held at the IPEC-

Americas’ Excipient World Conference in September and will be subsequently published by PQRI. 

 

Q3D Revision Adds Appendix on Cutaneous Products 

 

The Step 2 draft of Q3D(R2) was developed by ICH’s Quality Expert Working Group (EWG) and endorsed by 

the ICH Assembly for public comment in September 2020. It was released by FDA in May with a comment 

period that has been extended to July 13. The comments will be considered by FDA and the Quality EWG. 

 

The most significant change in the guidance is the addition of Appendix 5 addressing EI 

personal daily exposure limits (PDEs) for cutaneous and transcutaneous routes of 

administration and relevant risk assessment considerations.  

 

The current guideline provides PDEs for 24 EI for the oral, parenteral, and inhalation routes of administration, 

and in section 3.2 describes principles for establishing PDEs for other routes. In its background section, the 

new appendix explains that during the course of the development of Q3D, “interest was expressed in 

developing PDEs for the cutaneous and transcutaneous route, as these products remain the most significant 

area where PDEs for EI have not been formally established.” 

 

The ten-page Appendix 5 includes a discussion of the safety assessment principles for cutaneous products and 

establishing their PDEs. Also provided is a section on the concentration limits for nickel and cobalt. The 

appendix concludes with a discussion of the application of ICH Q3D risk assessment process to cutaneous 

products. The summary provided to regulators should review the “relevant product or component specific data 

combined with information and knowledge gained across products to identify the significant probable EI that 

may observed in the drug product.” 

 

Also provided in the revision are error corrections to previously identified PDEs in the 

appendices covering: ● gold in the oral, parenteral and inhalation routes ● silver in the 

parenteral route, and ● nickel in the inhalation route. The changes are clearly marked in red in 

the Step 2 draft. 

 

Appendix 3 on silver includes an expanded explanation of how the new PDE for the parenteral route was 

chosen. 



 
[IPQ will be exploring further the discussions at the PQRI workshop and the comments that are 

submitted on the revised draft of ICH Q3D. Excerpts of the larger IPQ multipart story will be provided 

serially in the Insider.  As part of IPQ’s partnership with IPEC-Americas, excipient suppliers who are 

members can receive a company-wide license for the normal subscription fee for an individual user. The 

license allows everyone in a company to access all of IPQ’s coverage of the key drug/biotech CMC and 

GMP issues globally and the full searchable archives. Contact Jonathan Trethowan (jonathan@IPQ.org),  

for more information. IPQ regularly provides coverage of key excipient regulatory issues in its Monthly 

Updates, with an excerpt included in IPEC’s Insider.] 

 

 

INTERNATIONAL PHARMACEUTICAL QUALITY provides in-depth coverage of emerging drug, biologic 

and combination product CMC and GMP issues and developments, with a mission of helping advance 

and harmonize the quality regulatory process globally. Headquartered in Washington, D.C., IPQ is read 

by regulatory agencies, manufacturers, suppliers, consultants, law firms and universities around the 

world. 

IPQ tracks the industry/regulator dialogue at key international forums, such as those sponsored by 

IPEC, along with the developments, initiatives, regulations, guidances and standards in the quality 

regulatory arena to create a uniquely valuable resource for the intelligence gathering and knowledge 

management needs of the pharmaceutical industry.  
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