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      Our long winter of snow turned into a hot spring 

which seems to be turning into a hotter summer.  Those 

winter coats needed prior to our spring meeting have 

been replaced with swim suits and suntan lotion while we 

wait to attend our annual AACC meeting in Chicago. 

       The Spring Symposium and Siemens Multispecies 

User Group meeting were a big success this year.  Thank

-you to all those that were able to attend.  For those that 

were unable to attend a brief synopsis of the presenta-

tions are included in this newsletter. 

       This year the Annual AACC meeting will be held July 

29th – August 2nd.  The DACC will hold our business 

meeting on Tuesday July 31st from 9 am to 11 am. The 

Lunch and Learn was set up by Madhu Sirivelu.  It will be 

Message from the Chair 

held Tuesday the 31st from 12:30-3:00 pm.  Both ses-

sions will be held in the Hyatt Regency McCormick 

Place Hotel.  The Chicago Annual meeting is always a 

great time.  We hope everyone can join us at these 

events! 

          The DACC is a great organization that offers 

our small niche of animal scientist’s terrific educational 

opportunities.  In order for the organization to contin-

ue these benefits it does require volunteers to donate 

a little bit of time and effort.  With that being said, I 

would like to remind all the members of our open po-

sitions requiring volunteers to sign up for the elec-

tions!  There are available positions on the nominating 

committee, treasurer, and Chair-Elect.   

(continued on Page 4) 
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The Division of Animal Clinical 

Chemistry (DACC) welcomes 

all persons interested in advanc-

ing clinical laboratory science in 

animals by promoting and en-

couraging the study, exchanging 

knowledge, and expanding and 

improving the practice of clini-

cal laboratory science in ani-

mals. 

Our division provides a  

forum for sharing of infor-

mation relevant to methods of 

analysis, reference intervals for 

different animal models, selec-

tion of appropriate species for 

research, and feasibility of trans-

ferring relevance of the data to  

human medicine. The DACC  

supports the development of 

methods to detect specific tar-

get organ effects and cellular 

changes associated with  

xenobiotic agents and/or  

disease processes. 

The Division publishes this 

newsletter and sponsors re-

gional and national meetings as 

a means for promoting  

education, research, and  

service. We encourage mem-

bers to pursue professional in-

teractions with AACC as  

well as within other profession-

al groups. Our membership 

represents scientists working in 

interdisciplinary fields, industry, 

academia, and governmental 

laboratories. 
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Kazunori Murata  

Memorial Sloan Kettering Cancer Center 

Lakshmi Ramanathan  
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Charles River Laboratories 

Madhu Sirivelu  

Pfizer Global Research and Development 

Doug Thudium  

Merck Research Laboratories 

Greg Warner  

Quanterix 

Liane Yanas  

Novartis Pharmaceuticals 
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Working on the executive committee is a very rewarding experience.  The EC works together on projects and helps 

guide the newer generation of members.  Contact any member of the EC, if you are interested. There is a great deal to 

learn and valuable contacts to be made.  Come join us in Chicago! 

 

Lisa 
Lisa Blankenship 

Message from the Chair                      (continued from Page 1) 

2018 DACC  Spring Meeting—The Current State of Biomarkers 

Presentation Highlights 

Challenges in Interpreting Routine Chemistry 

Tests in Cancer Patients 
Lakshmi V. Ramanathan, PhD 

Memorial Sloan-Kettering Cancer Center, New York, NY 

 
Tests and panels for liver function, kidney function, bone mar-

row status, etc. were reviewed along with their evolution and 

their limitations in the context of classical and novel cancer 

treatment.   Newer technologies such as cancer gene mutation 

testing, circulating tumor markers and imaging techniques are 

evolving and play an ever increasing role in patient management.  

In addition to the normal pre-analytical variables, the laboratory 

must also be aware of patient differences such as age, gender, 

diet, nutritional status, genetic variation, diagnostic and thera-

peutic procedures, exercise, body mass and unusual habits (such 

as nutritional supplements).  An example was provided of a pa-

tient who consistently had high serum potassium while appear-

ing clinically normal – This was tied to the patient eating a quart 

of tomatoes each morning which raised the AM value.  Another 

example involved a blood sample where the plasma separated 

under the gel layer and chloride and sodium values were very 

low; caused by radiocontrast agent.  Markers of general inflam-

mation or coagulopathies (e.g. CRP, complement, D-dimer, fi-

brinogen) are of limited use in cancer. Ideal cancer markers 

should have high sensitivity and specificity and have undergone 

clinical validation.  Many markers are available, but no ideal 

marker available yet. The laboratory must be ready to support 

the new biologic immunotherapies with appropriate tests and 

technologies. 

 

Current State of Cardiac Biomarkers 
Brian Roche, PhD 

Charles River Laboratories, Ashland, OH 

 

The audience was provided an overview of cardiovascular bi-

omarkers for assessment of myocardial dysfunction/

hemodynamic stress, vascular inflammation and myocardial cell 

damage/ischemia.  Specific examples of biomarkers included:  

Functional (heart rate, QT interval), clinical chemistry (AST, 

myoglobin), complex assessments of blood (cardiac troponin), 

complex assessments of tissue (proteomics, transcriptomics) 

and structural (histological) assessment.  Noted to be of partic-

ular value in preclinical cardiotoxicity assessment were cardio-

myocyte damage, vascular injury, valvular injury, ECG altera-

tions, quantitative and qualitative changes in contractility, oxy-

gen supply/demand, changes in blood pressure and changes in 

in volumes/dimensions.  Clinical cardiotoxicity concerns in-

clude increased blood pressure, orthostatic hypotension, ad-

verse events/MI, QT Interval prolongation, arrhythmia genera-

tion, valvular injury, decreased ejection fraction and heart fail-

ure.  Several in-vitro assays (hERG, cardiomyocyte cell cul-

ture), ex-vivo (Langendorff, Wedge) techniques and telemetry 

tests were explained.  Blood tests for markers where the heart 

is trying to restore normal function (NT-proBNP, ANP, galec-

tin-3) were noted.  Assays associated with remodeling and 

fibrosis (hs-CRP, IL-6, TNF-a, IL-1, hFABP) were mentioned 

along with damage/leakage markers (troponins).  Examples of 

the cardiac effects of administering doxorubicin and tyrosine 

kinase inhibitors were described and related to extensive his-

topathological findings. 

 

Cytokines in the Clinical Laboratory  
Kazunori Murata, PhD 

Memorial Sloan-Kettering Cancer Center, New York, 

NY 

 

Cytokines are a broad category of small proteins which play 

key roles in the immune system.  The quantitation of cytokines 

has been confined primarily to the research setting.  However, 

recent developments in medical therapy have brought about 

the need to measure cytokines in the clinical laboratory.  This 

talk reviewed the clinical situations and rationale for the meas-

urement of cytokines in patients.  In addition, the analytical 

platforms available for the measurement of cytokines in the 

clinical setting, as well as some of the current practical and 

regulatory challenges were reviewed. Analytical challenges in 

(continued on Page 5) 
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From left (Juliya Kalinina, Merck; Greg Warner, Quanterix; Lakshmi Ramanathan and Kazunori Murata, 

Memorial Sloan-Kettering Cancer Center; Kristin Henson, Novartis) 

2018 DACC  Spring Meeting—Invited Speakers 

 

clude coping with the huge dynamic range encountered in can-

cer patients, as is often seen in clinical situations such as Cyto-

kine Release Syndrome (from immunotherapy administration), 

neurotoxicity (from CAR-T therapy) and sepsis.  For Cytokine 

Release Syndrome, treatment is based on severity as indicated 

by quantifying cytokines such as IL-6, MCP-1, IL-17, IFN-γ and 

GM-CSF.  Assays are performed on a variety of platforms, in-

cluding ELISA, bead-based kits, ProteinSimple assays run on the 

Ella (proprietary microfluidic chamber technology; 

www.proteinsimple.com/ella.html) platform and the Beckman 

Access IL-6 (although this test is labeled “for research purposes 

only”).  A researcher in the audience noted that IL-6 on the 

Access had been validated in their lab for cynomolgus monkeys. 

Ultra-sensitive Measurement of Pre-clinical 

and Clinical Biomarkers Using Simoa Tech-

nology  

Greg Warner, PhD 

Quanterix Corporation, Lexington, MA  
 

A description of the Simoa platform (www.quanterix.com)  for 

single and multi-plex applications was presented.  Various publi-

cations citing the use of this technology were described, includ-

ing research analyzing mouse CSF after treatment with BACE 

inhibitors and microRNA quantitation.  

The Use of Translational Biomarkers Deci-

pher Diseases of the Brain:  AβO—a Patho-

logic Marker of AD 

Juliya Kalinina, PhD 

Merck & Co, Inc., West Point, PA 

 
A brief overview of Alzheimer’s disease was provided.  Goals 

of the Alzheimer’s program at Merck were: To develop a sen-

sitive immuno-based assay for the quantification of Aβ Oligo-

mers (AβO); To test if AβO can be used as a pharmacodynam-

ic (PD) marker of secretase therapy for AD in rhesus ma-

caques; To assess AβO as a marker of secretase therapy in 

healthy adult males.  An Aβ Oligomer (AβO) assay was devel-

oped on the Singulex Erenna (bead-based) platform with preci-

sion <20% and average linearity recovery of 95%. Several com-

pounds were dosed in the rhesus monkey and CSF samples 

were measured for AβO by the developed method along with 

Ab38, Ab40, Ab42, sAPPa and sAPPb using MSD ultrasensitive 

triplex Ab and duplex sAPPa/b kits.  All assays were able to 

detect compound induced changes; therefore, the developed 

immunoassay was sensitive for the detection of AβO in CSF 

and determined to be a PD marker of AβO in response to 

secretase therapy in non-human primates.  A human study 

using acute MBi-10 administration resulted in similar robust 

dose-dependent decreases of toxic AβO and monomeric Aβ40 

concentrations in healthy human CSF, as measured by the 

overall levels and peak response % changes observed. 

(continued from  Page 4) 

http://www.proteinsimple.com/ella.html
http://www.quanterix.com
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2018 DACC/AACC Annual Meeting Program 

SUNDAY– JULY 29, 2018  

6:30 PM - 8:30 PM  AACC Community Opening Mixer  
    Open to All Registrants. Enjoy Networking with DACC Members! 
 
 

 

 

 

9:00 AM - 11:00 AM DACC Executive Committee Meeting 

    Hyatt Regency McCormick Place - Adler C   
    Open to All Members! Come Join in the Planning of DACC Activities! 
 

12:30 PM - 3:00 PM  DACC General Business Meeting and Lunch & Learn Session 

   Free Lunch!  Hyatt Regency McCormick Place - Prairie A  

    Generously Sponsored by Sysmex America 
    Please RSVP (yeses only) to: madhu.sirivelu@gmail.com 

     

    Keynote address—Advances in Technology and the Impact on the  

    Clinical Pathology Laboratory: Challenges of Preanalytical Variables,  

    Assay Validation, and Data Interpretation 

    Eric Schultze - Eli Lilly  

 

    Multispecies hematology platforms comparisons : Sysmex vs. Advia  

 Jill Schroeder - Eli Lilly  

 James Stejskal  - Pfizer  

 
6:30 PM - 9:30 PM  DACC Award Presentation and Reception for the Annual  

Free Dinner!    Award for Outstanding Contributions to Animal Clinical Chemistry 

     

    Sponsored by DACC and Generously Supported and Hosted by Siemens Healthineers 

     

Weber Grill Restaurant  

539 North State Street 

Chicago, IL 60654 

 

 

 

9:30 AM - 5:00 PM  Animal Clinical Chemistry Posters      
    McCormick Place Hall A 

TUESDAY - JULY 31, 2018 

WEDNESDAY - AUGUST 1, 2018 

Register Soon! Please let us know even if you are 

thinking about joining us.  

Please RSVP to : David.metrena@siemens-

healthineers.com     

mailto:Lisa.Manson@crl.com
https://www.linkedin.com/in/eric-schultze-aa654717/
https://www.linkedin.com/in/jill-schroeder-81195795/
https://www.linkedin.com/in/jimstejskal/
https://www.webergrillrestaurant.com/location/chicago/
mailto:David.metrena@siemens-healthineers.com
mailto:David.metrena@siemens-healthineers.com
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2018 Animal Clinical Chemistry Poster Session 

WEDNESDAY – AUGUST 1, 2018 

B-001 Tube Type and Centrifugation Conditions Contribute to Hemolyzed Serum Samples in Rats. M. Logan, T. 

Palenski, S. Wildeboer, S. Riendl, I. Skarzhin, D. Patel, J. Lewis, K. Robinson, K. Barnhart. AbbVie, North Chicago, IL  

 
B-002 CD4 Count and Biochemical Parameters in HIV Positive Individuals of Western Nepal. N. K. Yadav, S. K. Jha. 

Manipal College of Medical Sciences, Pokhara, Nepal  

 

B-004 Haematological profile in capuchin monkey females Sapajus libidinosus according to ovarian cycle. B. L. Dal-

lago, M. A. A. L. Almeida, R. C. R. Duarte, S. L. de Sá, D. N. Ferrari, C. A. Dias, M. A. Lima, M. H. Tavares, H. Louvandini, C. 

McManus. Universidade de Brasília, Brasília, Brazil 

 

B-005 Preclinical Investigations of Platelet Function using the Chrono-Log Model 700 Aggregometer. M. Quinlan, R. 

Cortina, K. Lynch, T. Sellers. GlaxoSmithKline, King of Prussia, PA  

 

B-006 Effects of Erythropoiesis Stimulation on the Biomarkers of Endothelial Injury and Atherosclerosis Develop-

ment in Apo E Knockout Mice. T. Ozben1, E. Dursun1, A. Hanikoglu1, A. Cort2, B. Ozben3, G. Suleymanlar4. 1Akdeniz Universi-

ty Medical Faculty Department of Clinical Biochemistry, Antalya, Turkey, 2Sanko University, Faculty of Health Sciences, Depart-

ment of Nutrition and Dietetics, Gaziantep, Turkey, 3Marmara University, Medical Faculty Department of Cardiology, Istanbul, 

Turkey, 4Akdeniz University Medical Faculty Department of Nephrology, Antalya, Turkey  

 

B-007 Evaluation of Two Methods for Measurement of NT proANP in a Mouse Model of Heart Failure. R. Cortina, 

K. Lynch, S. Huszar-Agrapides, W. Bao, D. Depagnier, K. Morasco, T. Sellers. GlaxoSmithKline, King of Prussia, PA 

 

B-008 Pharmacological Enzymatic Action of NAD(P)H Quinone Oxidoreductase 1 Ameliorates Hepatic Metabol-

ic Damage with Moderate Fibrosis Caused by Fasting Refeeding HFD. D. Khakda, G. Oh, H. Kim, A. Shen, A. Pandit, S. 

Lee, S. Lee, S. Sharma, S. Yang, H. So. Wonkwang University, Iksan, Republic of Korea 

 

B-009 Performance of Sysmex XN-1000V™ Automated Hematology Analyzer Compared to the Siemens        

ADVIA® 120 in Mice and Rats, Part I: Comparison of automated complete blood counts and reticulocyte parame-

ters. J. M. Schroeder, D. M. Hamlin, A. E. Schultze. Eli Lilly and Co., Indianapolis, IN  

 

B-011 Performance of Sysmex XN-1000V™ Automated Hematology Analyzer Compared to the Siemens AD-

VIA® 120 in Mice and Rats, Part II: Comparison of automated leukocyte differential counts and manual microscop-

ic methods. J. M. Schroeder, D. M. Hamlin, A. E. Schultze. Eli Lilly and Co., Indianapolis, IN  

 

B-083 In vitro starvation model for Assessing Phenotypic Drug Tolerance on Mycobacterium Tuberculosis Line-

ages in Ethiopia. W. Awoke. Armauer Hansen Research Institute, Addis Ababa, Ethiopia  

 
B-131 Effects of erythropoietin on experimental Chagas disease: histopathological and cardiac biomarkers. A. C. 

C. Nobre, C. F. Pimentel, G. M. S. do Rêgo, G. M. S. do Rêgo, L. F. Alves, G. R. Paludo, M. B. de Castro, N. Nitz, M. Hecht, B. Dal-

lago, L. Hagström. University of Brasília - UNB, Brasília, Brazil 

 

B-277 Alterations in hepatic oxylipins, oxidized metabolites of n3 and n6 PUFAs, in liver injury caused by alcohol 

consumption. D. Warner, H. Liu, C. McClain, I. Kirpich. University of Louisville, Louisville, KY  

 

B-494 Automated measurement of plasma free hemoglobin using hemolysis index check function. Y. Zhu, C. Peder-

son. Penn State University Hershey Medical Center, Hershey, PA  

Posters of Potential Interest/Application to DACC Members  

9:30 AM - 5:00 PM McCormick Place Hall A 
(Presenting authors will be in attendance from 12:30 PM until 1:30 PM) 
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Albert Eric Schultze, DVM, PhD, Diplomate ACVP  

to Receive the 2018 DACC Award for 

Outstanding Contributions to Animal Clinical 

Chemistry        

The Division of Animal Clinical Chemistry (DACC) 

Award for Outstanding Contributions to Animal Clinical 

Chemistry was established in 1992 and constitutes a 

major milestone for our professional society. This 

Award is now in its 26th year of recognizing signifi-

cant contributions including teaching, training, prac-

ticing and research. This award acknowledges activi-

ties and achievements of a scientist who has signifi-

cantly benefited and advanced the science, as well as 

enhanced the public awareness and understanding of 

the discipline of animal clinical laboratory medicine. 

   The DACC Executive and Award Committees 

proudly announce Albert Eric Schultze, DVM, 

PhD, Diplomate ACVP, Fellow IATP as the 2018 

recipient of this prestigious DACC Award. This rec-

ommendation reflects Dr. Schultze’s extensive con-

tributions in science, education and leadership in 

several areas of clinical pathology ranging from the 

suppression of the immune response occurring during 

hemoparasitism, identifying virus-specific cell surface 

antigens, phospholipidosis, the pathobiology of im-

mune-complex related events, the  impact of stress 

on histology, hematology and clinical chemistry, bi-

omarkers of inflammation and muscle-injury in rat, 

the use of biomarkers hypercoagulability and pro-

thrombotic state in laboratory animals, to reducing 

analytical errors and sources of variation in clinical 

pathology data in safety assessment studies [Toxicol 

Pathol 45 (2): 281-287(2017)] and “Preanalytic pro-

cessing of rat plasma influences thrombin generation 

and fibrinolysis assays. [In Press, Vet Clin Pathol] 

   Dr. A.E. Schultze has been an innovator and leader 

in veterinary clinical pathology with a wide diversity 

of valued contributions in animal clinical pathology. 

Highly experienced and qualified, some of his accom-

plishments in research include publications from: 

“Interpretation of canine leukocyte responses.” in 

Schalm’s Veterinary Hematology 5th and 6th Editions; as 

well research ranging from: “Platelet participation in 

liver injury from gram negative bacterial lipopolysac-

charide in the rat.” [Shock 4:178-186 (1995)]; and 

numerous cardiac biomarker development efforts: 

“Ultrasensitive cross species measurement of cardi-

ac troponin-I using the erenna immunoassay sys-

tem.” [Toxicol Pathol 36: 777-782(2008)]. Dr. 

Schultze was integrally engaged in The HESI Cardio-

vascular Biomarkers Working Group which led to recommendations of 

biomarkers for drug-induced cardiac injury: “Qualification of cardiac 

troponin I concentration in mouse serum using isoproterenol and imple-

mentation in pharmacology studies to accelerate drug develop-

ment” [Toxicol Pathol 37: 617-628(2009); “Comparison of the effective-

ness of cardiac troponin I and T as indicators of doxorubicin-induced 

cardiotoxicity [Toxicol Pathol 41(8): 1146-11589(2013)]; “Biomarker 

Profiling to Detect Vascular Adverse Events.” [HESI Cardiac News, Vol 

2, Issue 2 (2016).] 

   Dr. A.E. Schultze is presently Senior Research Advisor - Pathologist at 

Lilly Research Laboratories, having advanced since 2000 from Senior 

Pathologist through increasing professional and scientific roles of Sr. 

Pathologist, Research, Principal Research and Research Advisor 

Pathologist. Prior to joining the pharmaceutical research and develop-

ment arena at Lilly Research Labs in 2000, Dr. Schultze, obtained a 

BSMT(ASCP) at Indiana University (1978), his DVM (1982) at Purdue 

University School of Veterinary Medicine, and PhD in Pathology/

Environmental Toxicology at Michigan State University (MSU;1992) where 

he was a NIH Pathology Fellow. Following his DVM Dr. Schultze enjoyed 

academic posts at MSU and University of Tennessee College of Veterinary 

Medicine in Clinical Pathology. Dr. Schultze previously also served as 

Clinical Veterinarian in small animal clinical practices from 1982 to 1987.  

   Dr. Schultze has authored or co-authored over 130 publications in-

cluding 88 peer-reviewed manuscripts (some cited above), 4 books/

chapters, and 43 abstracts/posters. As an invited expert he has presented 

on the various aspects of animal clinical chemistry over 20 times at na-

tional and international scientific congresses and professional society 

meetings. He has served as an Editorial Board member for Veterinary 

Clinical Pathology and as Sr. Editor, Hemolymphatic System. In: Handbook 

of Small Animal Practice (4th and 5th Ed). Dr. Schultze has had many career 

distinctions including: President-elect, 2000-2001, President, and Immedi-

ate Past-President of the American Society For Veterinary Clinical Pa-

thology (ASVCP; 2000 – 2003); numerous professional committees in 

the Society of Toxicologic Pathology (STP); and remains actively engaged 

in a number of major veterinary professional societies including the In-

ternational Life Sciences Institute/Health and Environmental Sciences 

Institute (ILSI/HESI), International Academy of Toxicologic Pathology 

(IATP), STP, ASVCP and the American Association for Clinical Chemis-

try/Division of Animal Clinical Chemistry (AACC/DACC). 

   In summary, Dr. A.E. Schultze’s entire career has been exemplary in 

his accomplishments and contributions to the practice of and education, 

teaching, training and advancing research in animal clinical laboratory 

medicine. It is with great pleasure that the DACC Awards Committee 

announces Dr. Albert Eric Schultze, DVM, PhD, Diplomate ACVP, Fel-

low IATP as the recipient of the 2018 DACC Award for Outstanding 

Contributions to Animal Clinical Chemistry.  

  ~ Jon P. Kimball, PhD, Chair, DACC Awards Committee 
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2018 DACC  Lunch and Learn Session  

Presentation Abstracts 

Advances in Technology and the  

Impact on the Clinical Pathology  

Laboratory: Challenges of Preanalyt-

ical Variables, Assay Validation, and 

Data Interpretation  

 
Eric Schultze, DVM, PhD, Diplomate ACVP  

Eli Lilly and Company 

 
Clinical Pathology Laboratories in biopharmaceuti-

cal companies are expanding to include a variety of 

diagnostic services such as GC/MS, Immunology, 

Biomarkers (many platforms), Endocrinology, and 

Flow Cytometry.  Many companies recognize the 

expertise of Clinical Pathology personnel in meth-

ods development, assay validation, and quality con-

trol practices and they are reorganizing laboratory 

services to strengthen their organizations.  Veteri-

nary Clinical Pathologists, Medical Technologists, 

and Medical Laboratory Technicians are expected 

to work closely with other subject matter experts 

within the industry to develop assays using a varie-

ty of new technologies and methods, monitor as-

say quality, and interpret data appropriately.  This 

oral presentation will focus on three biomarkers 

of cardiac safety that are the focus of investiga-

tions in the Health and Environmental Sciences 

Cardiovascular Biomarkers Working Group.  As-

says for cardiac troponin, thrombin generation, 

and microvesicle flow cytometry have been evalu-

ated in several qualification studies and the data 

present unique challenges to Veterinary Clinical 

Pathologists.  The effect(s) of preanalytical varia-

bles on analytic validation, biologic validation 

(qualification), and data interpretation for each 

biomarker will be discussed. 

 

Of Mice and Rats…A Performance 

Evaluation of Sysmex XN-1000V™ and      

Siemens ADVIA ® 120 Automated  

Hematology Analyzers 

 
Jill M. Schroeder, MSc, MLS(ASCP)CM  

Eli Lilly and Company 

 
Comparison studies between the Sysmex XN-1000V™ and 

the Siemens ADVIA® 120 hematology analyzers and to manual 

methods were performed to provide insight into the perfor-

mance and capability for use in nonclinical toxicology and effi-

cacy studies.  Sysmex XN-1000V and Siemens ADVIA 120 

analyzers measured complete blood counts (CBC) in whole 

blood from healthy, untreated CD-1 mice and Sprague-

Dawley rats.  Rodent whole blood was collected into K2-

EDTA tubes via cardiac puncture, and maintained at ambient 

temperature or refrigerated until analysis.   Analyses on the 

Sysmex XN-1000V and Siemens ADVIA 120 were completed 

within 4 hours of blood collection.  Method correlations were 

performed using EP Evaluator (Data Innovations, LLC).  Most 

parameters correlated well between the two automated instru-

ments with low relative bias values.  Manual leukocyte differen-

tial counts and hematocrits showed acceptable correlation in 

comparison with the automated analyzers.  Cells present in 

low numbers (basophils, monocytes, eosinophils) generally 

showed lower correlation values than cells present in high 

numbers. The Sysmex XN-1000V performed well for mice and 

rats showing comparable performance to manual methods and 

the Siemens ADVIA 120.  The results, which demonstrate that 

the Sysmex XN-1000V is a suitable platform for rodent non-

clinical hematology analysis, will be reviewed and discussed. 
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Translational Aspects of NASH Models  
Kristin Henson, DVM, MS, DACVP  

Novartis Institutes for BioMedical Research 

East Hanover, NJ  

 

Non-alcoholic fatty liver disease (NAFLD)/non-alcoholic steato-

hepatitis (NASH) is a leading cause of chronic liver disease af-

fecting approximately 30% of the general population in the US 

and Western Europe.  NAFLD is a spectrum of liver diseases 

characterized by hepatocellular lipid deposits (steatosis) of > 

5% hepatocytes with or without inflammation in the absence of 

excessive alcohol consumption or other causes of hepatic stea-

tosis/inflammation.  Fibrosis/cirrhosis occurs in 15% to 33% of 

NAFLD/NASH patients and, in a subset of these patients, there 

may be progression to hepatocellular carcinoma.  The patho-

genesis of NAFLD/NASH is multi-factorial and includes visceral 

adiposity, insulin resistance, altered hepatic lipogenesis, high 

dietary intake of fructose and low choline bioavailability, dysreg-

ulated microbiota, and inflammation.  While some genetic vari-

ants have been identified, there is not a strong genetic link to 

development of NAFLD/NASH.  Diagnosis of NAFLD/NASH 

includes identification of metabolic syndrome (obesity, insulin 

resistance, and hypertension), radiologic evidence of steatosis 

and/or abnormal liver biochemistry, and ruling-out other causes 

of steatosis/inflammation, such as hepatitis C.  Liver biopsy is 

the gold standard for diagnosis, however there is a high un-

met need for non-invasive biomarkers that detect steatohepa-

titis and predict fibrosis severity.  A few commercially availa-

ble fibrosis marker panels, such as enhanced liver fibrosis 

(ELF) test and Fibrotest, can rule-out advanced liver disease, 

but may not detect early stages of fibrosis.  Various plasma/

serum biomarkers have demonstrated some promise for eval-

uation of NAFLD spectrum, including activated plasminogen 

activator inhibitor 1 (aPAI1), increased levels of cytokines and 

chemokines for fibrosis (interleukin-8, monocyte chemoat-

tractant protenin-1, soluble interleukin-1 receptor 1, soluble 

interleukin-2 receptor alpha, and tumor necrosis factor al-

pha), and lower levels of insulin-like growth factor-2.  Preclini-

cal models of NAFLD/NASH can be utilized to understand 

disease pathogenesis, assess efficacy of drug candidates, and 

develop sensitive and specific biomarkers for diagnosis.  Pre-

clinical models have mostly been developed in rodents using 

dietary manipulations or genetic modifications, however these 

models do not replicate all the clinical and morphological fea-

tures of NAFLD, especially steatohepatitis and fibrosis.  While 

the phenotypes of these animal models are minimal to mild 

for steatohepatitis and fibrosis, this may provide an oppor-

tunity to identify sensitive biomarkers to detect and quanti-

tate low grade inflammation and fibrosis in NASH patients.  

Make Your Plans NOW to Attend DACC Events at the AACC Annual Meeting 2018 at Chicago, IL 

(continued from Page 5) 
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XVIIIth ISACP Congress  
Tokyo, Japan  

Aug 4-8 2018  

               ACVP / ASVCP                     
Annual Meeting 

Marriott Wardman Park Hotel 
Washington, DC 

November 3-7 2018 

20th ESVCP-ECVCP Joint Meeting 

ESVCP  Annual Congress 2018 

Athens, Greece 

Oct 17-20, 2018  

The Membership of the DACC 

Extends a HUGE  THANK  YOU to 

Sysmex America   

for Hosting the DACC Spring  

Meet the Speakers Reception  

and to 

Novartis Inc.  

for Hosting the  

DACC Spring Symposium  

at their East Hanover, NJ Location 

 
 
 
 
 
 

 

16th European Congress of        

Toxicologic Pathology  
Copenhagen, Denmark  

Sep 11-14, 2018  

Short ScriptsShort ScriptsShort Scripts   

 

 

 

XVIIIth ISACP Congress  

Tokyo, Japan Aug 4-8 2018  

American College of  

Toxicology’s  

39th Annual Meeting 

West Palm Beach, FL 
             Nov 4-7, 2018 


