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D MR ik A8 6L3E ¢ & 3K $t(white blood cell count, WBC) ~ 41 fn 3K #
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corpuscular volume, MCV) ~ 34 f 4 % (mean corpuscular hemoglobin, MCH) ~
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Nolte T, Brander-Weber P, Dangler C, Deschl U, Elwell MR, Greaves P, Hailey R, Leach

MW, Pandiri AR, Rogers A, Shackelford CC, Spencer A, Tanaka T, and Ward JM. 2016.
Nonproliferative and proliferative lesions of the gastrointestinal tract, pancreas and
salivary glands of the rat and mouse. J Toxicol Pathol. 29(1 Suppl):1S-1258S.

Renne R, Brix A, Harkema J, Herbert R, Kittel B, Lewis D, March T, Nagano K, Pino, M,
Rittinghausen S, Rosenbruch M, Tellier P, and Wohrmann T. 2012. Proliferative and

nonproliferative lesions of the rat and mouse respiratory tract. Toxicol Pathol. 37:

5S-73S.
Shackelford C, Long G, Wolf J, Okerberg C, and Herbert, R. 2002. Qualitative and

quantitative analysis of nonneoplastic lesions in toxicology studies. Zoxicol Pathol. 30:
93-96.

Thoolen B, Maronpot RR, Harada T, Nyska A, Rousseaux C, Nolte T, Malarkey DE,
Kaufmann W, Kiittler K, Deschl U, Nakae D, Gregson R, Vinlove MP, Brix AE, Singh

B, Belpoggi F, and Ward JM. 2010. Proliferative and non- proliferative lesions of the rat
and moues hepatobiliary system. Toxicol Pathol. 38 (7 Suppl):5S-818.
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Table 1. Hematological parameter and blood coagulation parameter changes of rats

RBC! HGB HCT MCV MCH MCHC Platelets
Sex/Group
(10°%uL)  (g/dL) (%) (fL) (rg) (gdl)  (10°/uL)
Male
9.02 16.8 317 1.3 18.6 32.5 1195
Female
8.93 16.6 50.3 56.3 18.6 33.0 973
WBC Differential leukocyte count(%o)
Sex/Group
(10%/uL) Neutrophil Lymphocyte Monocyte Eosinophil  Basophil
Male
8.0 19.7 77.4 1.0 1.8 0.1
Female
5.9 18.5 g s 0.8 2.9 0.0
Sex/Group PT (sec) APTT (sec) Fbg (mg/dL)
Male
10.3 22.9 214.5
Female
9.2 20.4 170.6

TRBC, red blood cell; HGB, hemoglobin; HCT, hematocrit; MCV, mean corpuscular volume; MCH, mean
corpuscular hemoglobin; MCHC, mean corpuscular hemoglobin concentration; WBC: white blood cell; PT,
prothrombin time; APTT, activated partial thromboplastin time; Fbg, fibrinogen.
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Table 2. Serum biochemistry changes of rats

AST! ALT ALP CK BUN Creatinine
Sex/Group
(U/L) (U/L) (U/L) (U/L) (mg/dL) (mg/dL)
Male
¥ s 30 110 122 16 0.2
Female
106 40 65 80 15 0.4
Cholesterol Amylase Glucose GGT! LDH TB UA
Sex/Group
(mg/dL) (U/L) (mg/dL) (U/L) (U/L) (mg/dL) (mg/dL)
Male
71 ¥t 5 178 <1 167 <0.1 1
Female
97 G 132 <1 66 0.1 <0.9
Globulin Albumin A/G HDL-C " TG
Sex/Group
(g/dL) (g/dL) (mg/dL) (g/dL) (mg/dL)
Male
o | 3.9 1.9 14 6 57
Female
i 4.1 1.9 29 6.3 56
3 cl K* Mg?* Na* Phosphates
Sex/Group
(mg/dL) (mEg/dL)  (mEqg/dL) (mg/L) (mEq/dL) (mg/dL)
Male
10.1 109 4.5 1.8 145 7.6
Female
9.7 108 43 2.1 141 6.3

! AST: aspartate aminotransferase; ALT: alanine aminotransferase; ALP: alkaline phosphatase; BUN: blood urea

nitrogen; CK: creatine kinase.
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Table 3. Organs of rats were submitted for histopathological examination

Sample code Submitted samples

Group
Male Female

SD rats R108-M R108-Fe Adrenal gland, Aorta, Brain
(Fore, Middle, Cerebellum),

Bone (Femur and Stern), Bone
marrow, Epididymis, Esophagus,
Eyes, Harderian gland, Heart,
Small intestine (Duodenum,
Jejunum, Ileum), Large intestine
(Caecum, Colon, Rectum),
Kidney, Liver, Lung, Lymph
node (Cervical, Mesenteric),
Mammary gland, Optic nerve,
Ovary, Oviduct, Pancreas,
Pituitary, Parathyroid gland,
Prostate gland, Salivary gland,
Sciatic nerve, Seminal vesicle
(Mandibular, Sublingual lobe),
Skeletal muscle, Skin, Spinal
cord (Cervical, Lumbar,
Thoracic), Spleen, Stomach,
Testes, Thymus, Thyroid gland,
Tongue, Trachea, Urinary
bladder, Uterus, Vagina
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Table 4. Pathological nomenclature and criteria

Observation fate:

Gross finding:

No abnormalities (NA)
Left (L); Right (R)
Bilateral (B)

Slight, +

Mild, ++

Moderate, +++

Severe, ++++

Histopathological nomenclatures:
No significant lesions (NSL)

Modification: Degeneration, Necrosis, ...
Distribution: Focal, Multifocal, Local Extensive and Diffuse

Degree: Minimal, Slight, Moderate, Moderate/Severe and Severe/High
Duration: Acute, Subchronic, and Chronic

Exudate: Serous, Fibrinous, and Purulent

ISeverity of lesions was graded according to the methods described by Shackelford et al. (2002) (Zoxicologic
Pathology 30: 93-96, 2002). Degree of lesions was graded from one to five depending on severity: 1 =
minimal (< 1%); 2 = slight (1-25%); 3 = moderate (26-50%); 4 = moderate/severe (51-75%); 5 =
severe/high (76-100%).
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Table 5. Summary of pathological incidence in rats

Group
Organ Histopathological finding Control
Male Female
Adrenal gland - -
Aorta - -
Brain

Fore - -
Middle - -
Cerebellum - -
Bone - -
Bone marrow - -
Epididymis - N
Esophagus - -
Eyes - E
Harderian gland - -
Heart - -
Intestine, small
Duodenum - -
Jejunum - -
[leum - -
Intestine, large
Caecum - -
Colon - -
Rectum - -
Kidney
Liver -
Bile duct hyperplasia, diffuse, slight $i1! 1/1
Necrosis, multifocal, slight 1/1
Lung - -
Lymph node
Cervical - -
Mesenteric
Mammary gland
Optic nerve -
Ovary N -
N

el

Oviduct
Pancreas
Pituitary
Parathyroid gland -
Prostate gland -
Salivary gland -

Mandibular lobe . e

% 16 A/ 21 §<C019-532>
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Group
Organ Histopathological finding Control
Male Female

Sublingual lobe - -
Sciatic nerve - -
Seminal vesicle - N
Skeletal muscle - -
Skin - -
Spinal cord

Cervical - =
Lumbar - -
Thoracic - =
Spleen -
Pigmentation hemosiderin, diffuse, moderate 1/1
Stomach - -
Testes - N
Thymus - -
Thyroid gland - -
Tongue - -
Trachea - -
Urinary bladder -
Uterus N -
Vagina N

- No effect. N: no tissue available.
I: Incidence: Affected rats/ Total examined rats (n=1)
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Appendix 1. Pathology — individual micro findings of male and rats
Animal code
Male Female

Organ Histopathological finding

Adrenal gland = =
Aorta - -
Brain

Fore - -

Middle - -
Cerebellum - -
Bone - -
Bone marrow - -
Epididymis - N
Esophagus - -
Eyes = -
Harderian gland - -
Heart - -
Intestine, small
Duodenum - -
Jejunum - -

Ileum - -

Intestine, large
Caecum - -

Colon - -

Rectum - -

Kidney - -
Liver

Bile duct hyperplasia, diffuse : 1
Necrosis, multifocal 1
Lung &

Lymph node -
Cervical - -
Mesenteric
Mammary gland
Optic nerve
Ovary
Oviduct
Pancreas - -
Pituitary - -
Parathyroid - N

St

Z{Z]
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Animal code

Male Female

< &

Organ Histopathological finding

gland
Prostate gland . N
Salivary gland
Mandibular lobe - -
Sublingual lobe - -
Sciatic nerve - -
Seminal vesicle - N
Skeletal muscle - -
Skin - -
Spinal cord
Cervical - -
Lumbar - -
Thoracic - -
Spleen -
Pigmentation, hemosiderin, diffuse 3
Stomach - -
Testes - N
Thymus - -
Thyroid gland - -
Tongue % »
Trachea - -
Urinary bladder - -
Uterus N -
Vagina N

Estrus cycle D
-: No significant lesions. N: no tissue available.
L. Degree of lesions was graded from one to five depending on severity: 1 = minimal (< 1%) ;2 = slight
(1-25%) ;3 =moderate (26-50% ) ; 4 =moderate/severe (51-75%) ; 5 = severe/high (76-100% ) .
For estrus cycle of vagina:
Proestrus (P): Vaginal epithelium is thick (8-12 layers), cornified epithelium begins to develop, superficial
layers show mucous change.
Estrus (E): The vaginal epithelium is formed by 6-10 layers, of which 3-5 superficial layers are cornified.
Metestrus (M): The cornified cell layers become detached and partly fill the vaginal lumen.
Diestrus (D): The epithelium is thin, but the number of cell layers increases again up to 10; there are
numerous leukocytes.
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M4 1. 5% B B B]-PCR (3R % 4% 108-10458)

NAR ! 2 s BRRBHRIR

BERRBBYPO
R ERRE
PCR #& 3] & X
[ mmam [1-2
HewH B et HR’
Clostridium piliforme Feces 02
Entamoeba spp. Feces 0/2
Helicobacter spp. Feces 0/2
Pinworm Feces 0/2
HBAMAR : . . REBREA = 2
4 % 2 &4
Sep. 5, 2019 Sep. 5, 2019
WMWY

1 48 % ik : PCR + JETAF®I#HR A -
2 85K AR MR AR IR R/ R o PR R R A b R 2B W
3. JE PR VAR AR 4a SEAR ST A A SR AN

108-10458 Page 3 of 3
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Mt 2.9 B B B|-ELISA (3R 4% 108-10458)

NAR' 20 BXRRBHAR

BRRBHY PO
-9 BT
ELISA # 7 & %
[ et [1-2 |
MR 8 A2 L
Clostridium piliforme 0/2 S A
Hantaan virus 0/2
Kilham rat virus (KRV) 0/2
Mycoplasma pulmonis 0/2
Pneumonia virus of mice (PVM) 0/2
Rat parvovirus (RPV) 0/2
Rat Theilovirus (RTV) 0/2
Reovirus 3 (Reo 3) 02
Sendai virus 0/2
Sialodacryoadenitis virus (SDAV) 0/2 .
Toolan's H-1 virus (H-1) 0/2 = il
R AR ‘E g REBRFA: ,;. 5 -
‘r'J L 1 A
Sep. 6, 2019 Sep. 6, 2019
WM

L MM 2 i © ELISA-IL % A7 AR 0% {2 FELISA-L » 4t % & fo % -
28R By -
()t () HRMAHEARM BRI TC B REFHALRA - TR HIEN -

108-10458 Page 2 of 3
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