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Pathology Report
RCAM No: ADDC No: 224318 Pathol. No.: C022-08041 Date: 1111112
Species:  Rat Breed: SD Sex: 1F+1 M Age: 2 Months
Counselor: B4& BE Owner:  FRAEEH Pathologist:  #W#
Address: 40227 & ¥ T B R K% 145
Specimen:  Whole body Died/Killed: D(0) K(2) Fax/Tel No.: 04-22840526
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Table 1. Information of examined rats in RCAM

i3 . . X .
wEKE ZE S 4 iiAE 5B AEFTX 4B g 3x
& ha C022-08
¥ 8 iB 21 B R10
Male XKE& SD # i (SPF) 7 -
iR C022-08
¥ 8 iE 21 8 7
Female K& SD 73 b (SPF) R10 -~

“EEf (B) HEXREREAGNELHARA T SPF A 5HuEAREHEE
AL B A 4EER] - (n=2)

(=) BARKERRE !
2.1. diR 4
R f R A8 8,35 ¢ G ;3K #(white blood cell count, WBC) ~ 4 dn 3K #1(red
blood cell count, RBC) ~ # 3k % #% tb(hematocrit, Hct) ~ 34 4x 4 3K 5% & (mean
corpuscular volume, MCV) ~ 34 fn 4x 4% (mean corpuscular hemoglobin, MCH) -
34 fn 4 % J8 & (mean corpuscular hemoglobin concentration, MCHC) ~ fn4r %
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(hemoglobin, Hgb) & #n./]s4& (platelet) % 58 B - & fn.3K 5 #A(differential leukocyte
count)st H G m3k P > B~ F P MK - BK - FHUKRERMEERELET
o & (%) o du Rkt B X Bk 64% 4k 4 & & R (fibrinogen, Fbg) 8% f (s) & 4 &
(mg/dL)~ Ay %% £ 8% % 85 [ (prothrombin time, PT) & 7 1L 2R 4 AT 6k do. &% & B 85 14
(activated partial thromboplastin time, APTT)% » oA b # 8k K205 00 B Fi sk
(& F )T A -
2LLRAPRB RER &R 2 - RBBEEUNRAEFHREEN > 8HEE
T EMRRRABFERERBAL Bk bRk E R -
22. mF AL

HiBIAE B €45 ¢ R P A Bk 8% Ak A % Bk 88 (aspartate aminotransferase, AST)
A B% B % K 8% B 85 (alanine aminotransferase, ALT) - # 14 % 8 &% (alkaline
phosphatase, ALP) ~ Jk % #.(blood urea nitrogen, BUN) ~ jiL&F & (creatinine) ~ %
# #E(glucose) ~ by B (amylase) - WLEL 34 A5 (creatine kinase, CK) - $L& B £ &5
(lactate dehydrogenase, LDH) ~ 48 f% 4z % (total bilirubin, TB) ~ % Bk & #& piz &5
(y-glutamyltranspeptidase, GGT) ~ fk 8 (uric acid, UA) - 447 & 4 (total protein,
TP) ~ & % & (albumin) ~ 3k %& & (globulin) ~ =& # /& A5 (triglyceride, TG) ~ # [
&% (cholesterol) ~ & % & #% B] 8% (high-density lipoprotein- cholesterol, HDL-C)
458k T (calcium, Ca*") ~ 8 F(chloride, CI') ~ 49 8 7 (potassium, K¥) ~ 4£ 8¢ 7
(magnesium, Mg™") ~ 488k F(sodium, Na*) & & & 4% # - (inorganic phosphates)
FERTIRE A LRRECHABFRBA(S P H)ETHRA
221 mAFBRERWwER 3 - MBBEEUNAREFREEN &%

2

E)RBRNEZRBTEIHRE ©
KRB A2% isoflurane i B 14 48 B30 &) Bk Ak dn 16 442 B AR 2] » #R 5 L BR ~ BS ~
SR BB TR PR BABR C BERRPEEMBET(Q) EUFEK B2 FE
KEEQ FTABNEBSEFT LR (%)X HERE -
31ARABABRERL R4 - BN EZMBRARBAEANAREFRLEEN &
BRERYT -

(W) AERBRERE :
BESHMBETARBERSE > RE LI B OB T W AR A8
FERE ~ BARR ~ FEARIP R FM B 468108k -
4.1. #t (RBEEARAE 1TIMOIM) 2 K85 (B 1)~/ 8% (B 1)~ ik (B 1)~ 3
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(Z) @BBERE :
REGHEESETARKIERE BB 2N 10%PHBERERTEZ—8

% 0 MBS D M 632 0 B B #(Leica RM 2245, Nussloch, Germany)

13 um BEZ a8 R 0 4 Hematoxylin & Eosin (H&E) % &4 » # ¢ 2 BA 2445,

MRS REYIL - ARAEI SRR EREIRER 1234 81 5 &>

DR F TR G (<1%)~ 88E (1-25%) - PE (26-50%) ~ Y ERE (51-75%)

MABE R E (76-100%) % % 1t(Shackelford, 2002) -

S.Lagte (AR A4% 11IMOIM) - B Eag (B 13)~ AKS (B 14) ik (B 15) -
B (B 16) ATk (B 17) B¢k (B 18) sk (B 19)~ Bask (B 20)~
EFA(E2) $FEZWMBREHIK DA - IRF - F > B3 £ Reg -
S EBR ~ NBF ~ KRBT~ HRELEE S FLAR C ARARAE - BRBE - FURAR R B F AR -
BT EAR ~ ERAR  LFAE S BRI F AR -EE-LF A
B~ B~ MR - THA - A% - BRERM S EARASRE ¥ (K 57 - Mk
1) -

520t (A4S 11IMIIF) . B LAz (B 22) K86 (B 23)~ ik (B 24) -
Bk (B 25) AFsk (B 26) - Afsk (B 27) Aesd (B 28) - sank (B 29) -~
PR (B30) FEZHMEREHI NS T~ F ~ B8 £ - Rag
BRER DB KRB~ AREE ~ JUBR - AP - BRBE C RS T ERE - cE R
MEE -~ BTG TR KE M B3 58 RE > B %
FFE REFMSHEABRAS R Y (RST KD -
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Table 2. Organ weight parameters in rats

Testi
Animal Brain  Heart Thymus Liver Kidney Adrenal Spleen /es '
Ovary
code (2) (2 (2) @ (@ (2) () ©

I1IMOIM  1.890 0.793 0.600 7.533 0.973 0.020 0.650  1.063

11IMI11F 1.781  0.677 0346 5741 0.763 0.020 0.271  0.030

TOrgan weight (g).
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Table 3. Hematological and blood coagulation parameters in rats

RBC! HGB HCT MCV MCH MCHC  Platelets
Sex/Group . s
(10°%uL)  (g/dL) (%) (fL) (pg) (g/dl)  (10°/uL)
Male
5.37 11.3 37.6 70.0 21.0 30.1 109
Female
7.70 14.8 50.3 65.3 19.2 29.4 1093
WBC Differential leukocyte count(%)
Sex/Group . - - -
(10°/uL) Neutrophil Lymphocyte Monocyte Eosinophil — Basophil
Male
1.8 16.4 74.9 0.5 8.2 0.0
Female
1.3 25.5 70.9 2.2 0.7 0.7
Blood coagulation test
Sex/Group
PT (sec) APTT (sec) FIB (mg/dL)
Male
11.8 34.5 140
Female
N N N

N: sample error.

'RBC, 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; FIB, fibrinogen.
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Table 4. Serum biochemistry parameters in rats
AST! ALT ALP CK BUN Creatinine
Sex/Group
(U/L) (U/L) (U/L) (U/L) (mg/dL) (mg/dL)
Male
N N 228 276 13 0.3
Female
N N 65 N 20 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
63 1496 188 3 391 <0.1 3.4
Female
73 903 133 6 3118 <0.1 1.7
Globulin Albumin A/G HDL-C TP TG
Sex/Group
(g/dL) (g/dL) (mg/dL) (g/dL) (mg/dL)
Male
1.4 3.6 2.6 14 5.0 21
Female
1.3 3.9 3.0 20 52 53
Ca? Cr K* Mg** Na* Phosphates
Sex/Group
(mg/dL) (mEg/dL)  (mEqg/dL) (mg/L) (mEgq/dL) (mg/dL)
Male
9.5 107 5.4 3.4 146 10.5
Female
9.1 113 7.7 2.6 148 11.3

N: sample error.

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

nitrogen; CK: creatine kinase.
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Table 5. Organs of rats were submitted for histopathological examination

Sample code

Group

Male Female

Submitted samples

SD rat

111M0IM 111IMIIF

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 6. 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

'Severity of lesions was graded according to the methods described by Shackelford et al. (2002) (7oxicologic
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%); S
severe/high (76-100%).

Il
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Table 7. 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 - -
Harderian gland
Heart - -
Intestine, small
Duodenum - -
Jejunum - -
[leum - -
Intestine, large
Caecum - -
Colon - -
Rectum - -
Kidney
Liver - -
Lung - =
Lymph node
Cervical - -
Mesenteric
Mammary gland
Optic nerve
Ovary
Oviduct
Pancreas . =
Pituitary
Parathyroid gland
Prostate gland
Salivary gland -
Mandibular lobe -
Sublingual lobe N
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Group
Organ Histopathological finding! Control

Male Female
Sciatic nerve - -
Seminal vesicle - N
Skeletal muscle - -
Skin - =
Spinal cord
Cervical - -
Lumbar - -
Thoracic - -
Spleen - -
Stomach - -
Testes - N
Thymus - -
Thyroid gland - N
Tongue - -
Trachea - -
Urinary bladder -
Uterus N -
Vagina N

Estrus cycle D
-: No significant lesions. N: no tissue available.
I Degree of lesions was graded from one to five depending on severity: | = minimal (<1%) ;2 = slight
(1-25%) ; 3 =moderate (26-50%) ; 4 =moderate/severe (51-75%) ;5 = severe/high (76-100%) .
2: Incidence: Affected rats/ Total examined rats (n=1)
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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Appendix 1. Pathology — individual micro findings of male and female rats
Animal code
Male Female

Organ Histopathological finding

INTOWITI
ATONIILI

Adrenal gland
Aorta
Brain

Fore - -
Middle - -
Cerebellum - -
Bone - -
Bone marrow = .
Epididymis - -
Esophagus - -
Eyes - -
Harderian gland
Heart - -
Intestine, small
Duodenum - -
Jejunum - -
Ileum - -
Intestine, large
Caecum - -
Colon - -
Rectum - -
Kidney - -
Liver - -
Lung - -
Lymph node
Cervical - -
Mesenteric - -
Mammary gland - -
Optic nerve -
Ovary N -
Oviduct N
Pancreas = -
Pituitary - -
Parathyroid gland N N
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Animal code
Male Female

Organ Histopathological finding = =

< <

ot S

< =

Prostate gland - N
Salivary gland

Mandibular lobe N N

Parotid gland N N

Sublingual lobe - -

Sciatic nerve - -

Seminal vesicle - N

Skeletal muscle - -

Skin - -

Spinal cord

Cervical - -

Lumbar - -

Thoracic - -

Spleen - -

Stomach - -

Testes - N

Thymus - -

Thyroid gland = N

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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Mk 2. J5 /R B RI-PCR (345438 111-10478)
Appendix 2. Results of pathogen detection in PCR method

NAR# o [ # )0 E_?!_&mﬁ

HERBHYDO

A i B3R

%5 %% (Report number) : 111-10478

¥ 34 W4 (Applicants Information)

¥ 3 A (Applicant) CORAES R/t

¥ {2 (Organization) @ BRAL$RAL HHEBLEHR T

€ 3% (Phone) ¢ (04) 22840526

i it (Address) AR EPTHERAB SR HMERAR YO

i ¥ i i1 (Specimen Information)

#) 1% # 8 (Species, strain) Rat, SD

i Mg 4 3% (Specimen) daik PR R

8 # ¥ (Quantity) 2

¥ #% 8 % (Receiving Date) 2022/8/30 ~
# & & 7 8 B (Report Issue Date) 2022972

A& 4 ELISA ft PCR s % -

L # RS ERRAAIARARHEML2RSH
I'his report is intended for the samples tested. but not for notarization
2 HESATRTAARZAES Ao
Ihe report is not valid unlcss signed or stamped by qualified technicians at NLAC Diagnostic Laboratory of

Laboratory Animals
ARSEATAR Sralan
Reproduced report of analysis in partial is rendered invalid

{ #RAIANAMSE  CREBANREGHETARET SN 02-87537083 - T ReadsAufIers
B

If this report contains any unexpected results, please call 02-87537083 before taking any action. Additional or

alternative testing may be essential to reaching an accurate diagnosis
S RETANEATAFERRLS  ‘ARANESRE AEBREN HARK
Asterisk™ " is only applicable alone with TAF accreditation symbol on the front page to mark accreditation items

Otherwisc it's not applicable.

TREHEBTRTIEL SATHREATMS —RII0BENRGH

111-10478 Page 1 of 3
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Mis% 3.7% R B R-ELISA (R4 % 3%% 111-10478 )
Appendix 3. Results of pathogen detection in ELISA test

NAR! - > BERBTRS

HERBRYHHPL
24 A
XL SR
ELISA* ) & %
[ sz [FM |
TR Hx? LA
Clostridium piliforme 02
Hantaan virus . . 02
Kilham rat virus (KRV) 072
Mycoplasma pulmonis 072
Pneumonia virus of mice (PVM) 072
Rat parvovirus (RPV) 072
Rat Theilovirus (RTV) 072
Reovirus 3 (Reo 3) 02
Sendai virus 02
Sialodacryoadenitis virus (SDAV) 02 E
Toolan's H-1 virus (H-1) 02
B AR éa ;Tp % REFFAT A ;f ‘ﬁ
J -
Sep. 2, 2022 Sep. 2, 2022

L b

Lo#eH ik ELISAN » £ 7% MELISA-l a8 A0 4
PR SRR RS § R s
()RR (V) BMENMNBHARHIBRA TC RRENBRNARS YREZNELE -

111-10478 Page 203
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sk 4 7% & B R-PCR (3% 4358 111-10478)
Appendix 4. Results of pathogen detection by PCR method

EFRRBHHDL
CEXE IR T

PCR i3 & X

WEAE [FM J
A 8 it B2 s
Clostridiwm piliforme Feces 02
Entamoeba spp Feces 072
Helicobacter spp. Feces 02
Pinworm Feces 072
BMAR D 28 42 M REXFA: £ & z
23 1% 47 T 2t
Sep. 2, 2022 Sep. 2, 2022
eue
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