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Newsletter Mission

Steven Cotten PhD Ohio State University
Welcome to the inaugural newsletter for MS3. In it you will find a breakdown of the divisional
activities, calendar of events, and topical news relevant to the mass spectrometry and separation
sciences community.
In addition, we will be seeking contributions from AACC members for featured content in the
newsletter. This could include short cases, technical briefs, technology highlights, regulatory
news and original opinion pieces.
Elution Solutions, a chromatography and sample prep Q&A; will also highlight analytical issues
relevant to the field.
Members interested in contributing content for the newsletter should contact Steven Cotten.
Steven.Cotten@osumc.edu

Message from the Chair

Victoria Zhang PhD University of Rochester Medical Center
Dear Colleagues,
To begin, I wish you all a Happy New Year! It is my distinct
honor and pleasure to serve as the Chair of the Mass Spectrometry
and Separation Sciences (MS3) Division – the newest addition to the
AACC family. I am very excited to communicate with you as we
unveil our very first divisional newsletter.
The MS3 Division fulfills a previously unmet need in AACC by
providing a formal space for clinical professionals, industry scientists,
and regulatory leaders to exchange ideas and best practices, research
and development, and technical innovation in the fields of mass
spectrometry and advanced separation sciences.
MS3 is committed to bringing value to its members and seeks to enhance and contribute to
our medical community in several targeted ways. First of all, MS3 will serve as the leading
centralized resource for mass spectrometry, chromatography and other advanced separation
sciences within AACC. Secondly, MS3 will promote the translation of novel diagnostic methods
and mass spectrometry assays into clinical and other accredited laboratories. In addition, we
will complement and foster collaboration with other AACC divisions and entities through joint
programs and outreach. Furthermore, MS3 will develop educational programs and publications
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that enhance the understanding and highlight the applications of mass spectrometry and
separation sciences. The MS3 division is also to provide an outlet for AACC and its members to
engage national and international laboratory organizations, diagnostics and technology
manufacturers, and regulatory agencies that share our interests in these focused areas.
2014 has proven a great year for the MS3 Division, full of accomplishments that reflect our
hard work. I remember less than a year ago in January that we didn’t even have a name for our
division. Over the short course of the next few months, we identified executive committee
members, drafted the division’s vision and mission statement, garnered support from AACC
members, and submitted our applications to the Division Management Group and the AACC
Board of Directors. By May, we had received the final approval. We then faced intense
pressure and a time crunch until July, yet our MS3 executive committee put together a fantastic
inaugural meeting that took place alongside the AACC Annual Meeting in Chicago. We
experienced unexpected high levels of turnout and great enthusiasm during the meeting. Up
until today, the division has been actively planning events and activities for our official launch
under our new provisional status by January 1st, 2015.
None of this could have ever taken place without the support and dedication that we have
received from this community. I would like to personally thank the AACC leadership for their
confidence in us, other division leadership teams for their insights and continuous guidance on
establishing a division. I would like to recognize the efforts from our colleagues who have
paved the road and helped us to push through the finish line, our industry partners and other
related organizations for their encouragement to make this division a reality. I would also like
to thank all of you who have cast your votes, voiced your opinions, showed your passion, and
demonstrated the need in various ways for the establishment of the MS3 division. You all have
helped us reach a milestone that once seemed only a dream. Thank you!
I already know that 2015 will be another exciting year for the division. As of late, the
Executive Committee has been hard at work planning a variety of activities that will take place
within the next year. Please check out the 2015 activities section for details. MS3 is honored to
provide our professional expertise to help organize the AACC annual meeting on “Mass
Spectrometry in the Clinical Lab: Best Practices and Current Applications,” which will be held
in Chicago on October 1-2, 2015. The MS3 Division has several additional projects in the works,
which we hope will be of value to our division members. We will communicate the
development with our members as the plans unfold.
I want to take this opportunity to recognize the other executive board members of the
division for their hard work and commitment to getting MS3 off the ground. Drs. Steven Cotten,
Yusheng Zhu, and Brent Dixon exhibited remarkable dedication under a very tight and
ambitious timeline. Dr. Steven Wong and Dr. Saeed Jortani provided invaluable guidance and
continuous support for the development of this new division.
It is our vision to grow MS3 organically to bring value to our members and our
community. I hope that you and your colleagues will join like-minded laboratory professionals
and become a division member so that you can show your continuous support. I welcome any

Volume 1 | Issue 1 |February 2015

suggestions and comments that will help further develop and grow our division. I look
forward to working with friends and colleagues from academia, industry, and regulatory
agencies to enhance the awareness, visibility, and applications of mass spectrometry and
advanced separation sciences in clinical diagnostics.
With your help, MS3 can become the leading resource in these areas of laboratory
medicine and provide systems to reach standards far beyond the scope of current capacities for
the betterment of patient care.

Looking Back 2014

Inaugural Meeting Last Year
MS3 had its inaugural business meeting and “soft launch” at the 2014 AACC Annual Meeting in
Chicago last year. During the reception, the executive committee members were introduced
and the division’s mission statement was presented. AACC president Dr. Steven Wong spoke
regarding the role the division will contribute towards AACC’s larger goal of providing
leadership in the field of laboratory medicine and mass spectrometry. Attendance greatly
exceeded our expectations and we were thrilled to see such a mixture of both academic and
industry partners. Industry representatives from mass spectrometry, capillary electrophoresis,
and sample preparation companies were all in attendance and we look forward to working
together as we grow and mature the division.

MS3 Activities in 2015

What to look for at the Annual Meeting and beyond
Over the past year, the MS3 executive team has worked hard to plan a variety of activities
for divisional members for our first year. The first two things to expect this year are our winter
and spring newsletters, the first of which you are already enjoying. These newsletters will be a
major line of communication as the MS3 Division matures and our times, dates, and locations
for events at the Annual Meeting are finalized for 2015. In addition to email distribution, our
activities, events, and newsletters will be updated on the MS Division website on aacc.org.
MS3 partnered with several other AACC Divisions to develop proposals for the 2015
Annual Meeting in Atlanta. In the spring newsletter we expect to share an expanded list of
proposals co-sponsored by MS3 as well as other exciting presentations related to mass
spectrometry.
The success of poster walks at the annual meeting continues to grow and we are excited to
be participating this year in Atlanta. In 2015 MS3 will have two poster awards for $250 each that
will recognize outstanding research in the field of mass spectrometry or separation sciences.
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We are honored to have Dr. R. Graham Cooks, Henry B. Hass distinguished Professor
from Purdue University to speak to us about “Miniaturization in Mass Spectrometry”. Dr.
Cooks is a pioneer and an inventor in mass spectrometry research. He
has been a major professor to over 125 graduate students, more than
300 publications and is among the top 100 most cited chemists
worldwide. His research has won numerous awards. To name a
couple, he was the 2013 winner of the Dreyfus Prize in the Chemical
Sciences, “for his impact in mass spectrometry and instrumentation
development, which he has conducted in the Wetherill Laboratory of
Chemistry since 1976”. He was recently selected to the Thomson
Reuters’ list of "The World's Most Influential Scientific Minds: 2014".
The honor recognizes researchers around the world who have earned
distinction by publishing the highest number of articles that rank among the most frequently
cited by fellow researchers. He is also one of the editors for the 2016 Mass Spectrometry Special
Issue for Clinical Chemistry. Please join us for this exciting event and seminar!

MS3 Activities for 2015
MS3 Division Business and Networking Event
Business meeting and networking
Presentation by Dr. Graham Cooks
Poster Awards
Poster Walk
AACC/MSSS: Mass Spectrometry and Separation
Sciences for Laboratory Medicine, 5th annual
conference

Sunday July 26, 2015
2:30 – 4:30pm
2:30 – 3:30pm
3:30 – 4:00pm
4:00 – 4:30pm
AACC Annual Meeting TBD
October 1-2, 2015

Calendar of other Major Events for 2015
Event
Time
Location
MSACL Conference
Mar. 28 – Apr. 1
San Diego, CA
ASMS Conference
May 31 – Jun. 1
St. Louis, MS
AACC Annual Meeting
Jul. 26 –30
Atlanta, GA
AACC/MSSS Mass Spectrometry and Separation Sciences for Laboratory Medicine, 5th
Annual Conference
Oct. 1 – 2
Chicago, IL
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Special Issues of CLN featuring Clinical Mass Spectrometry
Judy Stone PhD, USCD

In February 2015, CLN launched a new quarterly special
section on clinical mass spectrometry (MS). The goals for this section
are to present practical information, accessible resources, and timely
perspectives on the use of MS in clinical diagnostics. Authors will
include industry representatives with technical expertise, but more
often our contributors will be users from a wide variety of clinical
laboratories, sharing the challenges and triumphs of reporting dozens
to thousands of patient results every day using mass spectrometry.
In the first issue, Alan Rockwood, Ph.D., Director of MS at ARUP Laboratories, provided
a short history and a look ahead for clinical MS, forecasting the technique will “take over the
world”, given sufficient time and vacuum pumps. Victoria Zhang, Ph.D., Chair of the AACC
MS3 Division described the division’s goals – including serving as a clearing house for MS
information and dialog within AACC. Deborah French, Ph.D., Director of MS at Univ. of Calif.
San Francisco Medical Center (UCSF) described their experience with purchasing and installing
their first LC-MSMS system (Part 1).
The May issue has a focus on method validation, with a review of available guidance
documents from William Clarke, Ph.D., Clinical Chemistry Director at Johns Hopkins
University Medical Center, Dr. French’s experience (Part 2) with the first LC-MSMS method
development and validation at UCSF, and a short discussion by Rob Fitzgerald, Ph.D.,
Toxicology Director at Univ. of Calif. San Diego Health System, on setting a high bar for
accuracy of clinical LC-MSMS methods and resolution of discrepancies.
The June issue will address LC-MSMS training and troubleshooting and the November
issue will talk about automation of LC-MSMS sample preparation and data analysis. Readers
are encouraged to share their feedback and suggestions for future issues with the Features
Editor, Judy Stone, jastone@ucsd.edu.

Elution Solutions

A Chromatography, Mass Spec and Sample Prep Q&A
What are some strategies to meet the CAP requirement for evaluation of ion suppression during
method validation for mass spectrometry assays?
There are at least two popular ways of evaluating ion suppression when developing mass
spectrometry assays.
The first involves a constant post-column infusion of the target analyte followed by injection of
blank matrix usually serum, plasma or urine. Evaluation of the chromatogram response before,
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during, and after the injection allows for identification of suppression or enhancement of the
signal strength.
The second commonly used technique was described by Matuszewski et al.
Three sets of samples are prepared from QC material of the target compound. In set 1, pure
compound is spiked into mobile phase. Set 2 contains target compound and internal standard
spiked into extracted matrix. In set 3, compound and internal standard are spiked into the
matrix and then extracted.
Matrix effects are calculated from the ratio of average peak areas from set 1 and set 2.
Extraction efficiency is calculated from the ratio of average peak areas of set 2 and set 3. Overall
processing efficiency is calculated from set 1 and set 3.

Reflections from the FDA’s Public Workshop on LDTs with Dr. Catherine
Hammett-Stabler
Steven Cotten PhD Ohio State University

Last year when the FDA announced it would be increasing oversight of laboratory
developed tests it alarmed many within the laboratory community. After the release of the
Draft Guidance Framework for Regulatory Oversight of LDTs on October 3, 2014, the FDA
solicited comments for a period of 120 days. On January 9th the FDA held a public workshop
regarding its draft. Five hundred participants were scheduled to attend, and 700 additional sites
had registered to attend remotely. Over 80 presenters volunteered to speak related to 6 topics:
components of a test and LDT labeling considerations, clinical validity/intended use, categories
for continued enforcement discretion, notification and event reporting, public process for
classification, and quality system regulation.
Due to her involvement in AACC’s Government Relations Committee’s response to the
FDA’s proposal, Dr. Hammett-Stabler was asked to attend on behalf of AACC and was asked
by the FDA to serve on the panel related to LDT labeling. When asked about her experience Dr.
Hammett-Stabler commented, “There was a tremendous amount of interest from a broad and
diverse number of individuals and groups. However, there was essentially a line in the sand.
Those in favor tended to be from patient advocacy groups related to ovarian cancer and
industry, where these regulations may level the playing field. Those concerned were a bit more
diverse including individuals, professional organizations, institutions and other patient
advocacy groups.”
In addition to outside attendees Dr. Hammett-Stabler was appreciative of the FDA
turnout. “The FDA panel consisted of Jeff Shuren, Director, Center for Devices and Radiological
Health; Alberto Gutierrez Director, Office of In Vitro Diagnostics and Radiological Health;
Elizabeth Mansfield Deputy Director for Personalized Medicine, Office of In Vitro Diagnostics
and Radiological Health; Katherine Serrano Deputy Director, Division of Chemistry and
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Toxicology Devices, Office of In Vitro Diagnostics and Radiological Health; and Martin Ruta,
Center for Biologics Evaluation and Research. The presenters were all well prepared but most
really gave general comments directed either for or against the proposals. And I must admit I
was impressed that they remained positioned on-stage to listen to each and every
presentation. There were many other FDA staff in the audience and those assigned as time
keepers were much appreciated.”
In regards to what the FDA will take away from the workshop she stated “I will say that
while I have read and re-read the two documents, there were several items brought out in the
FDA overview and by others attending that I had missed. Unfortunately, I think (and this is my
personal opinion, not AACC’s) several of these, coupled with examples given by others,
demonstrate that the FDA does not fully understand how many of us practice laboratory
medicine and the clinical laboratory facilities in which we work.”
When asked about the timing of this increased oversight she commented, “I find it strange
this is happening at a time when the NIH is strongly promoting translational research to
facilitate basic discoveries into the clinic. When more of us have adopted tandem mass
spectrometry as a means to provide testing more efficiency and accurately, how risk is defined
will ultimately determine how these assays and all LDTs in clinical practice are impacted.” “If
you are not familiar with the proposal, educate yourself,” says Dr. Hammett-Stabler. “If you
think it will not impact you, think again. My deepest hopes are that before the FDA moves
forward, they will stop and think about some of the points brought out by the clinical
laboratory community and then work with all of us (including CMS) to assure good patient care
continues.”
Dr. Hammett-Stabler’s statement delivered on behalf of AACC at the FDA public workshop on
the LDT framework can be found here.
The Draft Guidance Framework for Regulatory Oversight of LDTs is on the FDA’s website.
Dr. Catherine Hammett-Stabler is Professor of Pathology and Laboratory Medicine and the
Director of the Core Laboratories at the University of North Carolina at Chapel Hill.
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Additional media regarding LDT regulation
Clinical Laboratory News:
AACC Urges FDA to Correct Course on Laboratory Developed Test Proposal
Genomics Law Report:
Groundhog Day: FDA and Proposed Oversight of LDTs
GenomeWeb:
JAMA Editorials Provide Taste of LDT Regulation Debate to Come at Public Hearing
Regulatory Affairs Professional Society:
Top Legal Minds Against FDA's Proposal to Regulate Lab Tests
Pacific Standard:
Obama Just Announced the Next Big Thing in Medicine, but Will the FDA Kill It?
WSGR:
Highlights and Commentary from the FDA's Public Workshop on Proposed Framework
for Regulatory Oversight of Laboratory Developed Tests
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The Mass Spectrometry and Separation Sciences Executive Committee

Dr. Yan Victoria Zhang PhD, DABCC
Chair
University of Rochester Medical Center
Dr. Zhang is Assistant Professor in Pathology and Laboratory Medicine, Director of Clinical Mass
Spectrometry and Toxicology Laboratory, and Associate Director of Clinical Chemistry Laboratory at the
University of Rochester Medical Center. She is the Past Chair of the AACC Upstate New York Local
Section and the current President of the North American Chinese Clinical Chemists Association.

Dr. Yusheng Zhu PhD, DABCC, FACB
Treasurer
Medical University of South Carolina
Dr. Zhu is a tenured Associate Professor and Medical Director of Clinical Chemistry and Toxicology,
Director of Postdoctoral Clinical Chemistry Fellowship Program at the Medical University of South
Carolina. He is board certified by the American Board of Clinical Chemistry in Clinical Chemistry,
Toxicological Chemistry, and Molecular Diagnostics and a Fellow of the National Academy of Clinical
Biochemistry.
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Dr. Brent Dixon PhD, NRCC, FACB
Secretary
PCLS
Dr. Dixon is Chief Scientist and Director of Clinical Chemistry and Toxicology at PCLS. He is certified by
the National Registry of Certified Chemists and a Fellow of the National Academy of Clinical
Biochemistry. This year he is co-chair of the LCMS workshop for the 2015 annual ASMS Conference and
has served on the LCMS workshop panel since 2011.

Dr. Steven Cotten PhD, DABCC, FACB
Newsletter Editor
Ohio State University
Dr. Cotten is Assistant Professor in Pathology at Ohio State University. He is associate director of
Chemistry and Toxicology at the Wexner Medical Center. He is board certified by the American Board of
Clinical Chemistry and a Fellow of the National Academy of Clinical Biochemistry.
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Dr. Steven Wong PhD, DABCC, FACB
Member at Large
Wake Forest University
Dr. Wong is a tenured Professor of Pathology at Wake Forest University School of Medicine. He is the
Director of Clinical Chemistry and Toxicology/Core Laboratory and Co-Director of the Clinical and
Translational Mass Spectrometry Center. Dr. Wong is the immediate Past-President of AACC and a
member of four divisions: TDM-CT (Founding Chair), Proteomics, Molecular Pathology (Past Chair) and
MS3.

Dr. Saeed Jortani PhD, DABCC, FACB
Member at Large
University of Louisville
Dr. Jortani is Professor of Pathology and Laboratory Medicine at University of Louisville School of
Medicine. He is the Founder and CEO of Kentucky Clinical Trials Laboratory (KCTL) and the Associate
Director of University of Louisville Hospital’s Clinical Laboratory. He is currently the Chair of the
Divisions Management Group (DMG) at AACC.

