e o
Comparative analysis of complete blood count, serum chemistry charles river

and immunodeficient phenotype between SRG and CD rats Hera Biol abs

Koh Meng Aw Yong ', Christoph Eberle?, Christopher Dowdy’, Chris Brenzel®, Diane Begemann?, R. Grace Walton?, Fallon K. Noto®, Stephen Festin'

'Charles River Research Models, Wilmington, MA, USA, ?Charles River Laboratories, Worcester, MA, USA, *Hera BioLabs, Lexington, KY, USA

0 INTRODUCTION 0 RESULTS

Sample CD SRG N N NP N A
. . . CDA45+ CD4+ T Cell CD8+ T Cell
The number of cancer drugs in development has doubled over the last decade, increasing the need for well . Mean Range Mean Range A T rres
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characterized immunodeficient animal models that allow human xenograft engraftment, an important component Reticulocyte Hemoglobin Content (pg) 23 32 21 4-28 22 62 21 8-24 ] SRG Rat b ] sre R ‘i ]
of the drug development process. The immunodeficient SRG Rat® is well suited for such studies and has RBC (M/uL) 6.236 5.39-6.86 7.31 6.69-7.84 SRE Rat e e — T
demonstrated utility across multiple research applications from tumor metastasis to drug validation 3. While T, B, Nucleated RBS (1100 WEC) 1223 11193 1547 1o k et I e oy oo
and NK cells immunodeficiency in the SRG rat is known, our understanding of its other immune components, WBC (K/uL) 6.35 23.97 15 0.6-2.2 - D68+ B Cals NP Di6Ta Nk Cal S — N
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To further characterize and understand the SRG rat, we examined several parameters focusing on complete Eosinophil (/uL) 52.9 0-262 8.1 0-20 | | | | | | | | | [ | |
blood count, serum chemistry, complement cascade activity, and monocyte levels in naive animals compared to MCV (fL) 73.9 68-81 65.5 62-68 o 0 20 30 0 L rrequency (% ot cals) e
the CD® (Sprague Dawley) rats. Potential immunophenotypic differences between male and female SRG rats Sasophil (uL) 18.1 0-67 2.9 0-19 N —— 7~ e
prague Lawley ' P yp MCH (pg) 19.66 18.5-21 18.44 17.9-19.3
were also explored in this study. MCHC (g/dL) 26.58 25.8-27.3 28.13 27.4-28.7 s N e ~ A
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Serum was collected from 3 age-matched naive SRG rats and 3 age-matched naive CD rats of each sex. feul Eﬂﬁti o o oo P CD161a+ NK Cells (.:Dsflssc Monocytes
Complement activity was measured using the Rat complement pathway assay kit from Hycult® Biotech and ALT (U/L) 72.4 36-105 54.1 39-115 Female - ¥::: - ns. Femaled . 13 - .
performed according to manufacturer’s instruction. Statistical analysis was done using unpaired t-test, with a Creatgg‘;i?j/ss(U/L) 8875-4 1980-31000 1000?-8 212(;31917 Male {34 - & - - Maley -if7-% -
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Naive animals were not fasted prior to whole blood and serum collection. Whole blood and serum were collected otal Biliubin (mavdL) | . ' o \gure 2. TOW Cylometry analysis ot immune ce Marker CD rat SRG rat
. Total Protein (g/dL) 54 4859 5.86 5.6-6.4 subpopulations. A. Reduced levels of circulating T
from age-matched (5 weeks) SRG and CD rats (5 males and 5 females of each strain). Samples were processed Bilirubin - Conjugated (mg/dL) 0 0 0.01 0-0.1 B. and NK cells in were observed in SRG rats: CD45+ (per 10° live cells) 96050 + 3307 76740 + 9121
according to standard procedures established at the test facility. Values of acquired parameters are listed in BUN (mg/dL) 16.7 15-19 20 12-27 ’ ~ ~
Creatinine (mg/dL) 0.2 0.1-0.3 0.26 0.2-0.3 compared to CD® rats but demonstrate no o . .
Tables 1 and 2. Cholesterol (mg/dL) 135.5 109-228 184.5 114-215 statistically significant difference in monocyte levels oD+ (th SDAo) Pox76% 010205%
Glucose (mg/dL) 2415 164-311 213.1 171-287 (previouslz pgblishe d)*. CD45+ subpopulition are CD8+ (% CD45+) 103+£52% 022+03%
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Whole blood was collected from 20 4-6 weeks old naive SRG rats of each sex (n=40) with 2 naive CD (Sprague Bicarbonate TCO2 (mmol/L) 30.9 5.4 30.7 9735 105 i Is. Al ofh i it NK cells (% CD45+) 790+01%  076+07%
Dawley) rats of each sex used as control group (n=4). Whole blood samples were processed according to Chloride (mmol/L) 99 96-101 96.8 95-99 ber Ve CeTS. OWEr GO PopUiations are ; — 5 — 5
standard procedures established at the test facility. Samples were analyzed by flow cytometry for CD4 and CD8 Potassium (mmol/L) 8.09 7-9.4 7.29 6.2-8.4 represented as perceptage of .CD45+ cells. Eth Monocytes (7 CDA5+) 40£22%  34x187%
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positive T Cells, b Cells, INR Cells and monocytes. Frior 1o Immunophenotyping, ALR-lysed blood samples were LDH (U/L) 514.7 157-1898 696.6 164-2063 represents mean value. B. No statistically and SRG rats. CD45+ cells are represented as number
counted to check viability and yield. Cells were stained, fixed and resuspended in a final volume of 300 uL of BD Bilirubin - Unconjugated (mg/dL) 0.1 0.1-0.1 0.09 0-0.1 anificant differen 'n. T .B NK cell d of CD45+ events per 10° live cells. Other
Stain buffer for acquisition at 100 pL/min on an Attune NxT flow cytometry system (ThermoFisher). Gating Triglycerides (mg/dL) 97.5 69-155 89.3 59-145 :19 ||cat frere cetz)s ! 1 bt cels and subpopulations are indicated as percentage of CDA5+
strategy was done as previously described*. Markers used for flow cytometry are listed in Table 3. Statistical Uric Acid (mg/dL) | 38 3.2-4.7 299 1.8:3.9 onocytes were observed between male an cells Mean + s.d. are shown
analysis was done using unpaired t-test, with a statistical cut-off of p < 0.05. Table 2. Summary of serum chemistry analysis in naive CD and SRG rats. Animals were not fasted prior to serum female SRG rats. - '
collection. Mean values and range are shown in table. N=10 of each strain. *:p<0.05; n.s.: not significant.
Animal procedures were reviewed and approved by CRL IACUC and performed in an AAALAC accredited
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