‘ﬁ"

20194

AMEEDAM

B6C3F1 O} A E 0] &0t
1,2-Dichlorobenzene9
Q0Y(OreY) e ZUS YA

(e = =

ArRofef s o D
L AF

MHRIHEHAY

My — iy My e

(——



OrRAE 0|83t 1,2-Dichlorobenzen?| 90 HIESAZ=MA|A

292

2 A2 ¥4 o

T
T
ot
o

_
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AI#2 ChER, T1G30 ppm), T2(60 ppm) % T3(120 ppm2 TASIOH, R
o4 24 10012]% & 800t2|S ALSSIGICE AIBET =52 12 642, F 5Y
1357H MABIYOD, =5 7|7t 5 HUSSL MAU-SY SYMHON ==
9 UUALS S AASIAOD, JHOISEIRININ HAlSH: AFSEE Z719 WIS
QR[SHCt

A

3 o
o LLE =T AlEY|ZH S M| Lf TLE0 ppm), T2(60 ppm), T3(120 ppm) 2
Zt 30.04+£1.06 ppm, 59.88+1.92 ppm, 122.79+13.68 ppm2 Z =l UL}

9 AIESHO| FFOR WElEle YuS
Io
—

e ACH =2 LEToAM AFESE ot F¥e= l= welet
MEga g F0| EEN, AzYEFT els Algd=ZE0 HEHC
Hotz THERE|X| AT

Y715 Hel g Sl dA Yooty HA 2un, A[™FES2Y ottt =9 S
O=2 WHEE it =HRIEX] RHRACE
NGRS AA 21, A T3(120 ppm)2| ZHofM & E 0|8Yd 77|12
A2 AMHSEe Fgez THEH, £ T130 ppm), T2(60 ppm) S T3(120

o
ppm)o] HIZOIA TRE BAY AT, JIHAZ B4 U 54 2
120 ppm)ollA| BE 9I%, BHIY Y, sit
B4 BYT3 TS ABS Tl OBt X%
Io

FohE| QAL
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A=0 mE Tldd HEHe
O|Ato| A1t 1,2-Dichlorobenzene®| NOAEL(No Observed Adverse Effect
Level)2 30 ppm 0|2t 2 H|OHE!l &~ QICt

ZATH0| : 1,2-Dichlorobenzene, S =44, NOAEL
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|
2E£ 1. Environmental Conditions in the Inhalation Chambers «:weeeeeeeeene T-2
FE£ 2. Concentrations of Material in the Inhalation Chambers -eeeeeeeeeee T-3
B2 3 Summary of ClINIcal SIgns e, T-4
B2 4 Group Summary of Body Weight Changes - reemssreemmmeannne. T-6
B2 5 Group Summary of FOOd CONSUMPLIONS «sreererssseermmssnreeemsninrenninees T-10
HZ 6 Group Summary of Gross FININGSs e T-12
B2 7. Group Summary of Organ WeIghts -, T-36
HE 8 Group Summary of Hematology Data «wwesseeessesseisisseisniisinne. T-42
HZ 9 Group Summary of Coagulation Data - wesrrmmmrrimminniinees T-48
2Z£ 10. Group Summary of Clinical Chemistry Data e T-50
2E£ 11. Group Summary of Histopathological Findings e T-54
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I. M2
1. A|HjA

1,2-Dichlorobenzene(CAS  No. 95-50-1)&  o-Dichlorobenzene (ortho-
Dichlorobenzene), o-Chlorophenyl chloride, o-Dichlorobenzol CZ2Z& =Z2|&= &

7| SiER =0e B SA BXT RS 77| 8ojets 2 H4E & AUACL

=
DM N BE M 180 °C =& HE -167 °C 0|7 7|2 2 W WAL
Qe HOE YN UCh 34-CIZRE oY HAN MTHZ 20| AHSED
oA, 47|, Ef2, DY, 0 Y OLAZE AU K2 ABEE AULtSBT

O|C}. ZHAZE BB =7|F02 IR SHOME AZH7IEEH A (Time-Weighted
Average, TWA)2 25 ppm 22 D Q1 O/ AAMEEAATA
(NIOSH,The National Institute for Occupational Safety and Health)Oj M= #Z
L& St=(Recommended exposure limit, REL)E 50 ppm & -8stn ULCE
3PXI”J, =i HEETE floh RAid-dd HoF 8R=EY AiE %3I Nk
g717 89 ==0| Qo Yd dZn= 87| WEo ofof et HALRTE
QBiC}

UE!

2. AgdsH

et OFRA(B6C3F1)E 0|23} 1,2-DichlorobenzeneS 90€ HIE2SQ!
Al LIEILE SEE =25t LtdAel & s=E 27857 fgt 7[=X}
C

=25 =ESP| 2[510] ZA[SHAL.
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OrRAE 0|83t 1,2-Dichlorobenzen?| 90 HIESAZ=MA|A

1 2R o ==EH
2 A" AFREl AIFEZEQ! 1,2-Dichlorobenzene2 RAME
= 100% &==°| S AFEJUCE i=EZE2 HEPA EH 8

Xz DR7|O|A TSI X2 REZI|(CDA Clean and dry ainZ ARRSIQICE

ro om
>
|.|-|
2
o)l
Rai
N
4T IR

Of

AAZE S 7tAaE 7| (Liquid vapor generator, LVG-04-A, HCT Co., Korea)2|
NZ8710) Y1 HHEEIIE FULl0] 5715 YHAZCE YHE AHER 57|

S SoMy YTolM BT E3sl0] AFHOR MUSS0 REACE

Ad=Z0| HEZoM =
[Tt A[FEE S ALEdts S22t dEEs ogs fist Roid.fldd &
7t AtrE Y| RSt Ald=Eel Fa =820 SHES MHOIRIC

2.3. EAjup

M W AREEE ske 27| M| HEE HEYEKXE S50 7t
AFZ0E2HI|(Gas chromatography, TRACE1310, Thermo Scientific, USA)Z

Saotelct BM2 =712t F A4 33 04 SHSICE

3. MH U MH U 87
ABOl AFBSH SYUMHE MACSETUAMHO6ME MY U BATUS 2
T 22+3°C, ATHSE 50£20 %, AFQF —40 pascal O[3} 2H7|3|4 10~153|/A|ZH

Ha5E 19 % OlgS RAl SHRALL
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Op2AZ 0[28t 1,2-Dichlorobenzeno| 90 HHZZQI=MA[S

SYHH U AEESE2 2879 ZHUM AHE=ES sEE 58510 H5t
R[LCE 2 sEE AHEEL ske E7(|7H T 33| Ol SHSIRULC
5. AlEA
= OFA(EYHRANEXY (SPF; Specific Pathogen Free))
A S/0tAIS B6C3F1/SIc
BTSET 88C|(=Z 440r2|, A 44012))
Eos=T 800r2| (=21 400t2], @f% 400t2])
YAl 7 o 65
SO|THAIA F of 73
HSde A= A S22 HF 82
- =7 :2280 g ~ 2747 ¢
- @47 1727 g ~ 216l g
Se¥ SYHAE=
06762 MEEWA| MZET HIRR|272 7 7YY 55
AR o SLC, Japan (3371-8 Kotoh-cho, Hamamatsuy,
Shizuoka Prefecture 431-1103, Japan)
THA| Al EH Color marking, Tail tattoo, Cage card
w=2t7| 2t o

rir

49 2 =377 s0t0= 30i2| O|5t2 Z2[EEH0[X[(W200 x L260 x
H150 mm)Oj|A AFSSHD =

L600 x H150 mm)oj 22310 AFSSIRCH E24A AL 25 22+3°C, Al

IS
N
]
=2
rir
=
=
it
1=
N
ne
|_l
N
2
kel
2t
ol:l
T
o
Ral
S
N
(e}
X

T 50+20 %, ZFHE 12A|7H THelo] R F7|, =L 150~300 Lux, 27|34
10~152|/A[ZtE RA| SHRACE
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[ N=N=]

20 HaE AAEESE8 Od"AtE(Teklad Certified Irradiated Global 18%
Protein Rodent Diet 2918C, ENVIGO RMS, Inc, USA)E At5 BO0SIRULCE Atz
= BIUROIM HAMSEANS rop Solsteirk

|'|

S&5= OMOI7|eE XM ReddEXIE &t d+E+E ARaY
SIICt des=0 Sgkle 22 9 13| 77152 dAP|2((F)ddddetd
&, S ST Mz 6163-36) O] HASI HASHRALY.

ASls=8 ZX(ABEDD LAB & VET Service GmbH, Austria) g D147 S
ot0] ArESIRILE ZH2 QLE=E et #4dHME SeX0M MS>or 2
OIStALt

8
o FE2 OEZO NS AlEZe =2 FESIGICL ATl FEsEE Tl
T2, T3 22t 50 ppm, 150 ppm, 450 ppme 2 A-SIF 1, SHF 6A|7LH F= 5¢

Animal ID
Group (Igg:ﬁ) &11?7.\12{5 Male Female
Control 0 20 001~010 041~050
T1 30 20 011~020 051~060
T2 60 20 021~030 061~070
T3 120 20 031~040 071~080
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[ == |

HME2 2= Al & 22| A, =274 X FHL0 LABIZICL Algd=E =
=712 Bl F 28 FEIR2H, R 4F S 7ot MBSOt =HRILXK|
Ot 7RAFE 3 12| ZA[SHAL

S0 s=E2 YT YO0, MY €Y du dxEHg/animal/day)
=

g SAEE DE S22 (jAoR 22 H o M2 BASHE XIS
MA[SH 3 27 Al isofluraneC@ Dot SCHSHOA BAHS AYFSHAC

540l

= S=0| OS5t = OIEMAA SF 0.5~1 mLe
SIQICE k{3 "o = o 02~05 mLe S IA|(EDTA-2K)7}
= "2 7|(ADVIA 2120i, SIEMENS, Germany)2 £A351QICt

o
=12
EERCEL

[ok

Hematology Parameters

HHS L (Leucocyte, WBC)? & ATk (Platelet count, PLT)?
e 1 4=(Erythrocyte count, RBC)® A AM S 1 (Reticulocyte count, RET)*
& M A 2K Hemoglobin, HGB)? WBC differential count®

8||0FE 3 2| E X|(Hematocrit, HCT)?
Ha™E 18X (Mean corpuscular volume, MCV)?
HAaM 6| 22 2 22K Mean corpuscular hemoglobin, MCH)?

HaMy 15| 222852 (Mean corpuscular hemoglobin concentration, MCHC)®?

@ Measured by using an ADVIA2120i hematology analyzer (Siemens, Germany).

® Measured by using an ELITE coagulation analyzer (Instrumentation Laboratory, USA).

¢ Absolute (RETA) and relative (RET%) counts.

4 Absolute (#) and relative (%) differential counts: include neutrophils (NEU), eosinophils (EOS),
basophils (BAS), monocytes (MON), lymphocytes (LYM)
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[} 2 A S 0|25} 1,2-Dichlorobenzen?| 902! HIESQIEMAIA

oSty AR S TSP LIDIX| Ho4S HSIHIL gl &

S0 @m, AR0jM HA 0% 01y YKAIZI = 42| 3000 pm, 108,
=3 (o]
=

o o
=
=

Clinical Chemistry Parameters

S EHGlucose, GLU) =812 2 H|(Total bilirubin, TBIL)
HHQ AEA(Blood urea nitrogen, BUN)  Z+E(Potassium, K)

ECte(Total protein, TP) Z-&(Calcium, Ca)
r=0l(Albumin, ALB) A2 (Chloride, Cl)

A2 0LE| tl(Creatinine, CREA) £27|2l(Inorganic phosphorus, IP)
EZ 8| AH|=(Total cholesterol, TCHO) LIE & (Sodium, Na)

E2|Z2|M|2tO0| E(Triglyceride, TG)

OfAILLIE|O|E Of0|=7|MO0| & A (Aspartate aminotransferase, AST)
a2t ofO| = 7|02 A (Alanine aminotransferase, ALT)
ZigtQl T ALMELA|(Alkaline phosphatase, ALP)
e=20)/22 22 H|-E(Albumin/Globulin, A/G ratio)

M=
e

11 27 9 TEE2SE Ao

Azl EAE|E ZE =2 isoflurane 9 OFSHY| Z=CHEI =

=
=]
Cis 2t oto] WA & 545 2SI

A EAEE 529 242 S017 U U2 ¢ Of2ly HZop AAsHeCt
SHAl QT HIZY S92 AN BESD =Y, Y L FHZ U
QP2 BES 3 U8 7|2 HEotU
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ofzfe| &7|of| CHSIY =S H™otn &4
o i X =
=

IS A LSHRICE

QAE 0|8%} 1,2-Dichlorobenzen?| 90Y HHESQI=AA[S

F5d 7= 2

0

Organ Weighed

Adrenals(E-Al) Lung ()
Brain('z|) Ovaries(-t4)P
Epididymides(§13h? Spleen(H|Z)
Heart(& ) Testes(1Zh?
Kidneys(41 &) Thymus(g M)
Liver(ZH Uterus(X}-=)°
* Male only.

® Female only.

2 MESI0 10% ZAASZ= L0 1
13t2 Davidson's A0f 2F 24~48A|7F 1Y
gloz WekStIct o, fiFer X HE2 =

Tissue Preserved

Abnormal lesions(S90H& &)
Adrenals (£A)

Animal ID(Z{X|H )"
Aorta(CHS2H)

Bone marrow(&%=
Brain(c|)

Cecum(HZS)

Colon(&%h
Duodenum(4! 0| X|Zh
Epididymides(& 0%}
Esophagus(4| )
Eyes(Qt)
Femur(CHE|=)

Harderian glands(S}C A1)
Heart(AI%h

Parathyroids(5 2t AHA)
Pituitary(‘c|5t4=A))

Prostate(T £ M)

Rectum(Z! %)

Salivary glands, submandibular(2s}Md)
Olfactory bulb (ZZ2)

Salivary glands, sublingual(d&}X)
Salivary glands, parotid(0|3}X)
Sciatic nerve(Zt=4174)

Seminal vesicles(®H'H)?

Skeletal muscle(342

Skin(Z| &)

Spinal cords(X %=

Spleen(H| %)

Sternum(8=

13/28



[} 2 A S 0|25} 1,2-Dichlorobenzen?| 90

Ileum(2| %)

Stifle joint(&&tE)
)

Jejunum(ZZ) Stomach(%
Kidneys(A1%h Teeth(X[O})
Larynx(25) Testes(1=2h?
Liver(Zh Thymus(ZA1)
Lung(1H)) Thyroids(Zf4HM)

Lymph node, tracheobronchial
(V1271 2XEH=EE)

Lymph node, mesenteric(Z47 22l M)
Mammary gland(§41)

Nasal cavity(H|Z)

Ovaries(=h4)°

Pancreas(3| &)

Trachea(”7|2hH

Urinary bladder(g2)
Uterus(Xt=)°

Vagina(Z&)®

Gall bladder(&ry)
Coagulating glands(&11M)°

@ Male only.

® Female only.

¢ Collected but not prepared for histopathology.
4 Examined only if present in the routine section.

11.5. Z=XIHe|ste ZHAL

CHE=F2F T3(120 ppm) 2 2= &= A F¢HA
11 hematoxylin & eosin M = X
Hof| olst HHO R O|ME|0f, FIIHSE U= T1(30 ppm) A T2(6
£
o

O
i 5|20 CHolA =& e=2S MEeH £ =X

N Mo mjn

¥

r

12. Xfg &M
Azt & =88 Ntee o B3 EEHAEZ HELACE Algditzol

242 Prisima T2 A2 0|80l SAXOE EMsIRICt
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02 AE 0|83t 1,2-Dichlorobenzen?| 90 HIESQI=MAIA

o Al&Z1}

1.

mlot

UM LY B

ANR21Zt & S8y W AsE2 iEFE T160 ppm), T2(60 ppm),
T3(120 ppm) ZtZt 2 2234+0.16°C, 22.45+0.18°C, 22.77+0.16°C, 22.45+0.1
9°C, MIHSE 52.78+3.36%, 51.98+2.93%, 53.51+3.84%, 52.35+3.00%, &t7|3|4
14.96+0.05%|,  14.99+0.073],  14.95+0.053|,  14.92+0.243%|  AtA
20.98+0.10%, 21.01+0.11%, 21.89+0.52%, 21.12+0.12% O|QIC}. L3t A|HEZ
o F+== Qlot ZAte| HZAS E2SHY| 5t S UMY L =HE2 -40mbA

L Ot =FE2 =z HE[SHALE.

-

Ci==, T1(30 ppm), T2(60 ppm), T3(120 ppm) A|EZQ| AMNsL= 2tz
0.3810.04 ppm, 30.24+1.09 ppm, 60.17+1.89 ppm, 122.98+13.66 ppmlZE

A7t & MYsE2 SHEDR B/ALE S+ Z= AHZ0M =F 5328
B =282 Al 7HX| &R(loss of fun)7t 242} 1~38 ZHEL[QICE 1 2 F0[

ULSNS BAER| UL

7 T260 ppm) S T3(120 ppm)OAM =F 40| |olskp<0.05 L=
p<0.01) NS&A7t BELIACE =24 T30 ppm) X T2(60 ppm)ofA == 18
o, 259, 32URE YN R2IPHp<0.05 E& p<0.01) HEZA7L HED|RY
O, T2(60 ppm)0ilA =& 290 F2[ehp<0.01) MBL7t HEEALE =
ot 224 T3(120 ppm)OflAl =ZF 64, 78UREl 0YUMNK| R2lTHp<0.05 L&
p<0.01) HESZA7} BHEE|QICE 2Z0M= T1(30 ppm) H T2(60 ppm)OflA =
= 509, 64, 78ULE] Q0YUNIK| 2O[8Hp<0.05 E= p<0.01) HFSZUATL A&t
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02 AE 0|83t 1,2-Dichlorobenzen?| 90 HIESQI=MAIA
[, T3(120 ppm)0jiA = =& 850 F2IoHp<0.01) NES&HA7t 2HE | QUL

5. AFEAHY 5%

A TIG0 ppm)0A == 1420| Fo[ehp<0.01) &7t 2EEID, A
T2(60 ppm)OilA == 5620 FIoHp<001) ZaZt HEEUCE AWM=
T130 ppm)oflA =& 49Y, 56, 70¥ U 840 R2I$Hp<0.05 E& p<0.01
e p<0.001) ZtA7F BHEEIQD, 2424 T2(60 ppm)oilA =Z 359, 429, 49,
562 Gl 840 {O|BHp<0.05 L& p<0.01 L& p<0.001) ZhA7} BHEE|QICE

274 T3(120 ppm)e| ZHO|lA| BFEl(spot)O| 43|(ZHX|EHS 036, 037, 038, 040)7r
AL QA CHETO| FE0AM lcyst)O] 1a|(7HM|H= 010) RHEE|IYUT, Cizx
o, T1(30 ppm), T2(60 ppm) S T3(120 ppm)o| L|EO|A E 2 (Hair Ioss)7|— 2t
A|(7HH|IH= 002, 004, 006, 007), 3|(ZHAIH= 013, 014, 017), 4S|(PHMEHS
021, 022, 023, 030) & 1HHNMH=Z 032) 2HEMZ|RUCE

24 T1(30 ppm)2| ZHOf|M = 7|Z7HIncreased size)7} 12|(7HA|H= 052) 2HE

S0, T2(60 ppm)2| tA0|A EHAM(Discoloration)0| 1Z|(7HM|H= 063) 2HEL|
Ao, L=, TL(30 ppm), T2(60 ppm)  T3(120 ppm)o| L|LO|A EfH Tt
ZE 48| 043, 044, 047, 048), 18|(ZAA|H= 052), 1H|(PHXIH= 070), 5
(M= 072, 073, 076, 078, 080) ZHEEZ|A1. T1(30 ppm)e| EMAUA A7
A (Decreased size)7} 13|(ZHM|EHS 052) ZHEHZ| QAL

2UE7ITE 58 2o, A7 =0 Hg +Zel T130 ppm) T3(120
ppm)OAl HE FAZL ReH2E HASHRRAA(P<0.05), T1(30 ppm) T2(60
ppmOilM b A RelMez st L0{(P<0.05), T1(30 ppm), T2(60
ppm) & T3(120 ppm)0ilM HIF FAH7L ReHez ZaotRICHP<0.01). BfA
CHz=of Hisl &zl T1(30 ppm), T2(60 ppm) S T3(120 ppm)OilA | |7}
7oA 2 ZA5tR(P<0.01) T1(30 ppm) & T2(60 ppm)OfiA HE FAH7t =
O|Moz ZIASHUH( P<005) T1(30 ppm), T2(60 ppm) % T3(120 ppm)Of|A
HIE 74 7elotA Z25tickP<0.01).

16/28



OrRAE 0|83t 1,2-Dichlorobenzen?| 90 HIESAZ=MA|A

AUEVIEsY 5 21 A =0 HIsH #=Zde| T130 ppm) X T2(60
ppm)OlA = A7 |o|lMoz ZI7I5tA0(T1 : P<0.01, T2 : P<0.05), T1(30
ppm), T2(60 ppm) & T3(120 ppm)0jA Ri=t BAVF Foldo=z FII6IR2
(T1 : P<0.01; T2, T3 : P<0.05), T1(30 ppm)O|A H| FAH 7t FoMo 2 F7Is}
T (P<0.05), T1(30 ppm), T2(60 ppm) S T3(120 ppm)OfiA H|Z ZAH7F |9
Mo Z ZASIUSMH(TL, T2 : P<0.01; T3 : P<0.05), T1(30 ppm) 5! T2(60 ppm)
OlAM 113t BAH7F Qo|XozE FIISICHTL : P<0.01; T2 : P<0.05). 71 CH=
=0 H[s{ Z2| T3(120 ppm)OflM x| FAZF |ReFHe2 ZASHRL(P<0.05),
T1(30 ppm), T2(60 ppm) & T3(120 ppm)Of|M H|EY FAI7I Qo2 LAGH
RACHP<0.01). CE =0 Cish CHEZI AlREE &7t |FoFQ Hats

SRR BERACE

=7 H=Z0 HIs =2d2| T1(30 ppm)OilN HLH=FE(NEU%)Q ML= A
(EOS%) £=X|7} Qo|Mo2 Z7t5IA1(P<0.05), MHZIZT(LYM%) 2=X|7} 29|
HOoR UASIYUCKP<0.01). T2(60 ppm) X T3(120 ppm)OilAf SCHUAX R
(RET%) S HOUYAMHAT(RETA) F=X|7} Fe|lHez ZASHFCHP<0.01).

22 CiEF0| Bl 222l T3(120 ppm)olA HATHPLT) £=X|7t |olXo 2
=151 D (P<0.05), T2(60 ppm) ! T3(120 ppm)Of|A| ACHSZHNEU%) $=X| 7}
Qo|MoZ ZIISIUCHP<0.05). T1(30 ppm), T2(60 ppm) I T3(120 ppm)of|A]
AMTjRIZ ] 2X|7F Qo|Moz ZtASIAECKTL, T3 : P<0.05; T2 : P<0.01). T1(30
ppm), T2(60 ppm) % T3(120 ppm)OjjA] MCHLHEE O HOjUAEYEEL &=
X|7} Qo|Moz ZABSIHECKTL, T3 : P<0.0L; T2 : P<0.05). C2 H=20)| CHsY Cf

AN
[ [
Zait Ag=2 = oA Hels 2K HRAC

0. HoHMBIBIE| AL
T2 iz=Z0f Bl +=Z2| T3(120 ppm)0ijAf EE2|Z2|M2H0|E(TG) X7t &+
O|IMo 2 FII5I 1 (P<0.05), T1(30 ppm), T2(60 ppm) Sl T3(120 ppm)0jjAl &
Zetel ZAMERKN(ALP)Zt Reldez F7I5tCHP<0.01). Rz CHZZOf| H|SH
ZA T3(120 ppm)ofA LIEE(Na) =X[7} Fo|5tH F715tACHP<0.05). CHE
oh=0f CHo CHEZLI A|REE &5t RolHQl Hats 2HEE|X| SEUCH
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[} 2 A S 0|25} 1,2-Dichlorobenzen?| 90

10. =X Fe|st HAL
=7 =oAL

(Hyperplasia, subcapsular cell)O| 2z
£ 5 (Edema)0| 12 2HEE|QACE 7t
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1) EPA (2006) In Support of Summary Information on thelntegrated Risk

Information System (IRIS): Toxicological review of dichlorobenzens

2) OECD (2017) OECD Guidelines for the testing of chemicals. Test No. 413:
90-Day (Subchronic) Inhalation Toxicity Study. Paris: Organisation for

Economic Co-operation and Development
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B6C3F1 n}-$-AE o] 43k 12-Dichlorobenzene?] 902 (o}whAl) WhE-E 9] = A A1 ¢ 2019-91 7-91-594

B E 1. Environmental Conditions in the Inhalation Chambers

Parameter Control T1 T2 T3
Temperature (°C) 2234 + 0.16 2245 + 0.18 2277 + 0.16 2245 = 0.19
Relative Humidity (%) 52.78 + 3.36 5198 + 2093 5351 + 384 5235 <+ 3.00
Oxygen Concentration (%) 2098 + 0.10 2101 + 011 21.89 + 0.52 2112 = 0.12
Pressure of the chamber (Pa) -59.56 + 2.30 -58.83 + 351 -59.72 + 234 -58.92 + 942
Number of air change (#/hour) 1496 + 0.05 1499 + 0.07 1495 + 0.05 1492 + 024

All values are expressed as mean + SD.
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B6C3F1 n}-$-AE o] 43k 12-Dichlorobenzene?] 902 (o}whAl) WhE-E 9] = A A1 ¢ 2019-91 7-91-594

HBE 2 Concentration of Test Material in the Inhalation Chambers

Control T1 T2 T3

Concentration (ppm) 0.38 + 0.04 30.24 £ 1.09 60.17 + 1.89 122.98 + 13.66




B6C3F1 m}-$-~E o] &3 12-Dichlorobenzene®] 90% (o}3t

JENe]

2019-1 +¢1-594

HE 3. Summary of Clinical Signs

Males
Dosage Group: Control Tl T2 T3

Number of animals: 10 10 10 10

Number Examined: 10 10 10 10
Category Observation a b a b a b a b
No abnormalities No abnormalities detected 10 83.20 10 83.20 10 79.30 10 87.10
detected
Fur, Hair, Coat Loss of fur 2 39.00 2 39.00 3 39.00 1 39.00

Note: a = Number of animals affected
b = Mean number of animal days with clinical sign
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B6C3F1 m}-AE 0] 43 12-Dichlorobenzene?] 90 (e}wHA) HHE 5.9] &= 4] A] ¥
HE 3. Summary of Clinical Signs (Continued)
Females
Dosage Group: Control T1 T2 T3
Number of animals: 10 10 10 10
Number Examined: 10 10 10 10
Category Observation a b a b a b a b
No abnormalities No abnormalities detected 10 80.00 10 88.00 10 88.00 10 80.00
detected
Fur, Hair, Coat Loss of fur 3 40.00 1 40.00 1 40.00 3 40.00

Note: a = Number of animals affected
b = Mean number of animal days with clinical sign
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2019-1 +¢1-594

HE 4. Group Summary of Body Weight Changes

Unit: g
Males
Dosing
Group Day: 1 Day: 4 Day: 8 Day: 11 Day: 15 Day: 18 Day: 22 Day: 25
#
Control (n) 10 10 10 10 10 10 10 10
Means 24.404 25.589 26.147 26.527 26.697 26.935 27.125 27.779
Sdevs 0.8162 0.6414 0.8604 0.8458 0.6824 0.6246 0.6559 0.8951
T1 (n) 10 10 10 10 10 10 10 10
Means 24.678 25.086 25.421 25.515 26.025 25.930*D 26.351 26.716*D
Sdevs 1.1926 0.9991 1.1275 1.0688 1.0929 1.0085 1.0629 0.8724
T2 (n) 10 10 10 10 10 10 10 10
Means 24.064 24.414*D 24.985 25.679 25.747 25.760*D 26.081 26.387+D
Sdevs 0.9673 0.8825 1.2381 0.9126 0.8943 0.7962 0.8956 1.0882
T3 (n) 10 10 10 10 10 10 10 10
Means 24.441 22.844+D 25.033 25.564 25.998 26.195 26.798 26.982
Sdevs 1.2578 1.1902 1.0137 0.8971 1.0556 1.0680 1.0722 0.8378

*D = Dunnett LSD Test Significant at the 0.05 level

+D = Dunnett LSD Test Significant at the 0.01 level

T-6
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2019-1 +¢1-594

HE 4. Group Summary of Body Weight Changes (Continued)

Unit: g
Males
Dosing
Group Day: 29 Day: 32 Day: 36 Day: 43 Day: 50 Day: 57 Day: 64 Day: 71
#
Control (n) 10 10 10 10 10 10 10 10
Means 28.087 28.374 29.080 29.569 30.081 30.813 31.478 32.322
Sdevs 0.8884 0.7685 1.0476 0.9273 1.3437 1.3833 1.4641 1.4588
T1 (n) 10 10 10 10 10 10 10 10
Means 27.218 27.054+D 27.504+D 27.773+D 28.310+D 28.425+D 28.727+D 29.015+D
Sdevs 0.9840 0.8521 1.0186 0.9850 1.0595 0.9961 1.1606 1.3112
T2 (n) 10 10 10 10 10 10 10 10
Means 26.713+D 27.019+D 27.285+D 27.904+D 28.045+D 28.420+D 28.789+D 29.247+D
Sdevs 0.8349 1.0537 0.9019 1.2242 1.3390 1.0114 1.3238 1.3774
T3 (n) 10 10 10 10 10 10 10 10
Means 27.766 27.554 28.404 28.532 29.533 30.287 30.078*D 30.913
Sdevs 0.7872 0.7091 0.7686 0.7163 0.7620 0.6592 0.8530 0.9276

+D = Dunnett LSD Test Significant at the 0.01 level

*D = Dunnett LSD Test Significant at the 0.05 level

T-7
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2019-1 +¢1-594

HE 4. Group Summary of Body Weight Changes (Continued)

Unit: g

Males

Group
#

Control (n)
Means
Sdevs

T1 (n)
Means
Sdevs

T2 (n)
Means
Sdevs

T3 (n)
Means
Sdevs

Dosing
Day: 78

10
33.062
1.8222

10
29.864+D
1.3647

10
29.901+D
1.3345

10
31.264*D
1.1692

Day: 85

10
33.218
1.9746

10
29.672+D
1.5020

10
30.180+D
1.3655

10
29.445+D
1.0685

Day: 90

10
33.635
2.1759

10
30.349+D
1.4930

10
30.781+D
1.4484

10
31.835*D
1.1452

+D = Dunnett LSD Test Significant at the 0.01 level

*D = Dunnett LSD Test Significant at the 0.05 level

T-8
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HE 4. Group Summary of Body Weight Changes (Continued)

Unit: g
Females
Dosing
Group Day: 1 Day: 4 Day: 8 Day: 11 Day: 15 Day: 18 Day: 22 Day: 25
#
Control (n) 10 10 10 10 10 10 10 10
Means 19.804 20.632 21.255 21.831 22.552 22.458 22.748 23.177
Sdevs 1.0902 0.7102 1.0930 0.8347 1.0504 0.9748 0.5652 0.6676
T1 (n) 10 10 10 10 10 10 10 10
Means 18.927 19.244 19.680 21.191 22.177 21.901 22.405 22.284
Sdevs 1.1406 1.8974 3.2529 1.4043 1.0982 0.9173 0.9933 0.6857
T2 (n) 10 10 10 10 10 10 10 10
Means 19.185 19.714 21.841 21.260 21.879 21.946 22.317 22.746
Sdevs 1.1412 0.6338 1.3615 1.2100 1.2438 1.2579 1.3204 1.1481
T3 (n) 10 10 10 10 10 10 10 10
Means 19.761 19.829 22.188 21.777 22.536 21.968 22.334 22.300
Sdevs 0.9796 0.8290 0.9074 0.8237 0.5095 0.6965 0.6396 0.6521

T-9
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2019-1 +¢1-594

HE 4. Group Summary of Body Weight Changes (Continued)

Unit: g
Females
Dosing
Group Day: 29 Day: 32 Day: 36 Day: 43 Day: 50 Day: 57 Day: 64 Day: 71
#
Control (n) 10 10 10 10 10 10 10 10
Means 23.478 23.843 24.161 24.790 24.903 25.194 25.445 25.704
Sdevs 0.9890 0.7975 0.9589 1.0095 0.6941 0.6157 0.6985 0.9275
T1 (n) 10 10 10 10 10 10 10 10
Means 23.308 22951 23.579 23.918 23.921*D 24.381 24.180*D 24.815
Sdevs 0.9974 0.5157 0.9348 0.9210 0.8112 0.8868 0.8784 0.8586
T2 (n) 10 10 10 10 10 10 10 10
Means 22.998 22.934 23.207 23.922 23.650+D 24.236 24.403*D 24.937
Sdevs 1.3497 1.4878 1.3291 1.3555 1.0749 1.1514 1.2823 1.1968
T3 (n) 10 10 10 10 10 10 10 10
Means 23.493 23.077 23.820 24.523 25.123 25.654 25.498 26.228
Sdevs 0.9852 0.8399 0.7964 1.0697 0.8944 0.7898 0.7933 1.2365

*D = Dunnett LSD Test Significant at the 0.05 level

+D = Dunnett LSD Test Significant at the 0.01 level
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2019-1 +¢1-594

HE 4. Group Summary of Body Weight Changes (Continued)

Unit: g

Females

Group

#
Control

T1

T2

T3

(M
Means
Sdevs

(n
Means
Sdevs

(n
Means
Sdevs

(n
Means
Sdevs

Dosing
Day: 78

10
26.508
1.0276

10
25.105*D
0.9528

10
25.058*D
1.4931

10
26.543
0.8898

Day: 85

10
26.276
1.2691

10
24.893*D
0.9453

10
25.069*D
1.0129

10
23.729+D
0.8042

Day: 90

10
26.492
1.0597

10
24.533*D
2.2826

10
24.868*D
1.1955

10
25.817
0.9752

*D = Dunnett LSD Test Significant at the 0.05 level

+D = Dunnett LSD Test Significant at the 0.01 level
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B6C3F1 mh-$-~= o] &3 1,2-Dichlorobenzene?] 909 (o}whAl) HHE-5 Q1 &4 A] 9] 2019-¢17-91-594
HE 5 Group Summary of Food Consumptions
Unit: g
Males
Group Dosing
# Day: 11 Day: 14 Day: 28 Day: 35 Day: 42 Day: 49 Day: 56 Day: 63
Control (n) 8@ 2@ 10 10 10 10 10 10
Means 5.008 4.387 4.807 4,797 4.796 4.770 4.824 4.821
Sdevs 0.3078 0.3557 0.2732 0.3399 0.2545 0.3113 0.2570 0.2813
T1 (n) 10 10 10 10 10 10 10 10
Means 4,599 3.923+D 4.658 4,716 4,703 4.555 4.673 4.673
Sdevs 0.2313 0.3138 0.3002 0.2263 0.3301 0.3637 0.2317 0.2550
T2 (n) 10 7@ 10 10 10 10 10 10
Means 5.084 4,065 4.607 4.497 4,771 4,587 4.469+D 4,551
Sdevs 0.6149 0.2920 0.1972 0.2172 0.2222 0.3550 0.2584 0.2560
T3 (n) 10 10 2@ 10 10 10 10 10
Means 5.289 4.140 4.608 4.634 4,553 4.816 4,597 4,543
Sdevs 0.4640 0.2909 0.2321 0.1689 0.2886 0.2249 0.2333 0.2314

@= Number examined reduced due to excluded data
+D = Dunnett LSD Test Significant at the 0.01 level
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HE 5 Group Summary of Food Consumptions (Continued)
Unit: g
Males
Group Dosing
# Day: 70 Day: 77 Day: 84 Day: 90
Control (n) 10 10 10 10
Means 4.852 4.702 4.504 4.626
Sdevs 0.2541 0.3362 0.3743 0.3419
T1 (n) 10 10 10 10
Means 4,655 4.696 4,548 4.652
Sdevs 0.2942 0.3215 0.2338 0.3582
T2 (n 10 8@ 10 10
Means 4,583 4.506 4.670 4.786
Sdevs 0.2404 0.1892 0.2698 0.2226
T3 (n 10 2@ 10 10
Means 4573 4.591 4.631 4.373
Sdevs 0.2547 0.2805 0.2531 0.2297

@= Number examined reduced due to excluded data
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2019-1 +¢1-594

HE 5 Group Summary of Food Consumptions (Continued)

Unit: g
Females
Group Dosing
# Day: 11 Day: 14 Day: 28 Day: 35 Day: 42 Day: 49 Day: 56 Day: 63
Control (n) 10 9@ 10 10 10 10 10 10
Means 4.736 4914 4.724 4.773 4.790 5.097 4.876 4.763
Sdevs 0.4012 0.6019 0.3735 0.3040 0.2821 0.3445 0.2770 0.3122
T1 (n) 10 10 10 10 10 10 10 10
Means 4.887 4.636 4.398 4.417 4.599 4.206#R 4.356*R 4.430
Sdevs 0.8723 0.6265 0.3207 0.4067 0.4615 0.3987 0.4505 0.3600
T2 (n) 10 10 10 10 10 10 10 10
Means 4.940 4.252 4.389 4.247*R 4.192+R 4.368+R 4.2384#R 4.437
Sdevs 0.5773 0.3437 0.3919 0.3224 0.5078 0.4436 0.2926 0.4536
T3 (n) 10 10 10 10 10 10 10 10
Means 5.574 4.304 4474 4.610 4.583 4.851 4.678 4.584
Sdevs 0.9673 0.6466 0.4125 0.2812 0.2268 0.1991 0.2168 0.2240
@ Number examined reduced due to excluded data
*R = Dunn Rank Sum Test Significant at the 0.05 level +R = Dunn Rank Sum Test Significant at the 0.01 level

#R = Dunn Rank Sum Test Significant at the 0.001 level
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2019-1 +¢1-594

HE 5 Group Summary of Food Consumptions (Continued)

Unit: g
Females
Group Dosing
# Day: 70 Day: 77 Day: 84 Day: 90
Control (n) 10 10 10 10
Means 4.881 4477 4.932 4.558
Sdevs 0.2807 0.2664 0.6033 0.2868
T1 (n) 10 2@ 10 10
Means 4.317+R 4.489 4.122*R 4.254
Sdevs 0.3897 0.4134 0.4751 0.3818
T2 (n) 10 10 10 10
Means 4511 4.372 4.229+R 4.224
Sdevs 0.3275 0.2750 0.3414 0.3344
T3 (n) 10 10 10 10
Means 4.735 4.677 4.750 4.302
Sdevs 0.2719 0.2051 0.1913 0.3513

@= Number examined reduced due to excluded data
+R = Dunn Rank Sum Test Significant at the 0.01 level

*R = Dunn Rank Sum Test Significant at the 0.05 level
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HE 6. Group Summary of Ophthalmic Examination (Acclimation)

Males
Dosage Group: Control Tl T2 T3
Number of animals: 10 10 10 10
Number Examined: 10 10 10 10
Category Observation a b a b a b a b
No abnormalities No abnormalities detected 10 1.40 10 1.20 10 1.30 10 1.20

detected

Note: a = Number of animals affected
b = Mean number of animal days with clinical sign
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HE 6. Group Summary of Ophthalmic Examination (Acclimation) (Continued)

Females
Dosage Group: Control Tl T2 T3
Number of animals: 10 10 10 10
Number Examined: 10 10 10 10
Category Observation a b a b a b a b
No abnormalities No abnormalities detected 10 1.00 10 1.00 10 1.00 10 1.00

detected

Note: a = Number of animals affected
b = Mean number of animal days with clinical sign
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HE 6. Group Summary of Ophthalmic Examination (Dosing) (Continued)

Males
Dosage Group: Control T3
Number of animals: 10 10
Number Examined: 10 10
Category Observation a b a b
No abnormalities No abnormalities detected 10 1.00 10 1.00

detected

Note: a = Number of animals affected
b = Mean number of animal days with clinical sign
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HE 6. Group Summary of Ophthalmic Examination (Dosing) (Continued)

Females
Dosage Group: Control T3
Number of animals: 10 10
Number Examined: 10 10
Category Observation a b a b
No abnormalities No abnormalities detected 10 1.00 10 1.00

detected

Note: a = Number of animals affected
b = Mean number of animal days with clinical sign
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HE 7. Group Summary of Gross Findings

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 5 7 6 5
Abnormal lesion Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Adrenals Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Animal ID Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Aorta Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 5 7 6 5
Bone marrow Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Brain Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Cecum Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Coagulating gland(s) Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 5 7 6 5
Colon Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Duodenum Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Epididymides Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Esophagus Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 5 7 6 5
Eyes Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Femur Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Gall bladder Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Harderian glands Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 5 7 6 5
Heart Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
lleum Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Jejunum Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Kidneys Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 5 7 6 5
Larynx Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Liver Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 6
Focus 0 0] 0 0
Increased size 0 0 0 0
Spot 0 0 0 4
Lung Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Lymph node, mesenteric Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 5 7 6 5
Lymph node, tracheobronchial Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Mammary gland Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Nasal cavity Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Olfactory bulb Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 5 7 6 5
Optic nerves Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Pancreas Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Parathyroids Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Pituitary Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 5 7 6 5
Prostate Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Rectum Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Salivary gland, parotid Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Salivary gland, sublingual Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10

T-28



B6C3F1 m}-AE 0] 43 12-Dichlorobenzene?] 90 (e}wHA) HHE 5.9] &= 4] A] ¥

2019-1 +¢1-594

HE 7. Group Summary of Gross Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 5 7 6 5
Salivary glands, submandibular Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Sciatic nerve Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Seminal vesicles Number Examined: 10 10 10 10
Number Unremarkable: 9 10 10 10
Cyst(s) 1 0 0 0
Skeletal muscle Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 5 7 6 5
Skin Number Examined: 10 10 10 10
Number Unremarkable: 6 7 6 9
Hair loss 4 3 4 1
Spinal cords Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Spleen Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Sternum Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10

T-30



B6C3F1 n}-$-AE o] 43k 12-Dichlorobenzene?] 902 (o}whAl) WhE-E 9] = A A1 ¢ 2019-91 7-91-594

HE 7. Group Summary of Gross Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 5 7 6 5
Stifle joint Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Stomach Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Teeth Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Testes Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 5 7 6 5
Thymus Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Decreased size 0 0 0 0
Thyroids Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Trachea Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Urinary bladder Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Cyst(s) 0 0 0 0
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HE 7. Group Summary of Gross Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 6 9 8 5
Abnormal lesion Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Adrenals Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Animal ID Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Aorta Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 6 9 8 5
Bone marrow Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Brain Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Cecum Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Colon Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 6 9 8 5
Duodenum Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Esophagus Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Eyes Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Femur Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 6 9 8 5
Gall bladder Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Harderian glands Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Heart Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
lleum Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 6 9 8 5
Jejunum Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Kidneys Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Larynx Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Liver Number Examined: 10 10 10 10
Number Unremarkable: 10 9 10 10
Focus 0 0 0 0
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HE 7. Group Summary of Gross Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 6 9 8 5
Liver Number Examined: 10 10 10 10
Number Unremarkable: 10 9 10 10
Increased size 0 1 0 0
Spot 0 0 0 0
Lung Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Lymph node, mesenteric Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Lymph node, tracheobronchial Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 6 9 8 5
Mammary gland Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Nasal cavity Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Olfactory bulb Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Optic nerves Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 6 9 8 5
Ovaries Number Examined: 10 10 10 10
Number Unremarkable: 10 10 9 10
Discoloration 0 0 1 0
Pancreas Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Parathyroids Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Pituitary Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)
Females

Dosage Group: Control T1 T2 T3

Number of Animals: 10 10 10 10

Number Examined: 10 10 10 10

Number Unremarkable: 6 9 8 5

Rectum Number Examined: 10 10 10 10

Number Unremarkable: 10 10 10 10

Salivary gland, parotid Number Examined: 10 10 10 10

Number Unremarkable: 10 10 10 10

Salivary gland, sublingual Number Examined: 10 10 10 10

Number Unremarkable: 10 10 10 10

Salivary glands, submandibular Number Examined: 10 10 10 10

Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 6 9 8 5
Sciatic nerve Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Skeletal muscle Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Skin Number Examined: 10 10 10 10
Number Unremarkable: 6 9 9 5
Hair loss 4 1 1 5
Spinal cords Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 6 9 8 5
Spleen Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Sternum Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Stifle joint Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Stomach Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 6 9 8 5
Teeth Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Thymus Number Examined: 10 10 10 10
Number Unremarkable: 10 9 10 10
Decreased size 0 1 0 0
Thyroids Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Trachea Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 7. Group Summary of Gross Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 6 9 8 5
Urinary bladder Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Uterus Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
Vagina Number Examined: 10 10 10 10
Number Unremarkable: 10 10 10 10
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HE 8. Group Summary of Organ Weights

Males
Adrenals Adrenals Brain Brain Epididymides  Epididymides  Heart Heart
Group (g9) % TBW (g9) % TBW (9) % TBW (g9) % TBW
# Absolute Absolute Absolute Absolute
Control  (n) 10 10 10 10 10 10 10 10
Means 0.0050 0.0154 0.4518 1.3817 0.0905 0.2767 0.1294 0.3954
SDevs 0.00105 0.00352 0.01729 0.08392 0.00930 0.03049 0.00786 0.02492
T1 (n) 10 10 10 10 10 10 10 10
Means 0.0061 0.0206 0.4544 1.5508 +D 0.0937 0.3190+D 0.1196*R 0.4073
SDevs 0.00251 0.00844 0.01381 0.10332 0.00808 0.02259 0.00928 0.02729
T2 (n) 10 10 10 10 10 10 10 10
Means 0.0048 0.0159 0.4475 1.4932*D 0.0926 0.3085*D 0.1232 0.4114
SDevs 0.00220 0.00715 0.01627 0.07216 0.00788 0.02236 0.00629 0.02993
T3 (n) 10 10 10 10 10 10 10 10
Means 0.0047 0.0151 0.4505 1.4471 0.0959 0.3082*D 0.1192*R 0.3829
SDevs 0.00177 0.00576 0.01417 0.07831 0.00865 0.03361 0.00365 0.02065
+D = Dunnett LSD Test Significant at the 0.01 level *D = Dunnett LSD Test Significant at the 0.05 level

*R = Dunn Rank Sum Test Significant at the 0.05 level
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HE 8. Group Summary of Organ Weights (Continued)
Males
Kidneys Kidneys Liver Liver Lung Lung Spleen Spleen
Group (g9) % TBW (g9) % TBW (9) % TBW (g9) % TBW
# Absolute Absolute Absolute Absolute
Control  (n) 10 10 10 10 10 10 10 10
Means 0.4504 1.3764 1.3084 3.9860 0.0579 0.1770 0.0708 0.2164
SDevs 0.02906 0.09646 0.17467 0.43985 0.00812 0.02601 0.00678 0.02127
Tl (n 10 10 10 10 10 10 10 10
Means 0.4219 1.4373 1.1258*D 3.8307 0.0600 0.2043*D 0.0549+D 0.1869+D
SDevs 0.02758 0.08849 0.13487 0.39814 0.00657 0.02037 0.00513 0.01562
T2 (n 10 10 10 10 10 10 10 10
Means 0.4326 1.4433 1.1532*D 3.8511 0.0558 0.1860 0.0533+D 0.1778+D
SDevs 0.01724 0.06828 0.07995 0.33944 0.00394 0.01117 0.00495 0.01622
T3 (n 10 10 10 10 10 10 10 10
Means 0.4368 1.4020 1.3326 42722 0.0570 0.1828 0.0600+D 0.1926*D
SDevs 0.01692 0.05840 0.13144 0.37117 0.00645 0.02012 0.00514 0.01693

*D = Dunnett LSD Test Significant at the 0.05 level
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HE 8. Group Summary of Organ Weights (Continued)

Males
Testes Testes Thymus Thymus
Group (g9) % TBW (g9) % TBW
# Absolute Absolute
Control  (n) 10 10 10 10
Means 0.2158 0.6607 0.0297 0.0908
SDevs 0.01219 0.05937 0.00263 0.00883
T1 (n) 10 10 10 10
Means 0.2205 0.7518+D 0.0287 0.0977
SDevs 0.00870 0.04072 0.00568 0.01869
T2 (n) 10 10 10 10
Means 0.2150 0.7170*D 0.0284 0.0947
SDevs 0.01504 0.04892 0.00227 0.00732
T3 (n) 10 10 10 10
Means 0.2179 0.6998 0.0315 0.1009
SDevs 0.00894 0.03970 0.00587 0.01809
+D = Dunnett LSD Test Significant at the 0.01 level *D = Dunnett LSD Test Significant at the 0.05 level
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HE 8. Group Summary of Organ Weights (Continued)

Females
Adrenals Adrenals Brain Brain Heart Heart Kidneys Kidneys
Group (g9) % TBW (g9) % TBW (9) % TBW (g9) % TBW
# Absolute Absolute Absolute Absolute
Control  (n) 10 10 10 10 10 10 10 10
Means 0.0108 0.0429 0.4860 1.9318 0.1106 0.4397 0.3021 1.2002
SDevs 0.00169 0.00644 0.00909 0.06903 0.00546 0.02632 0.01301 0.04937
T1 (n) 10 10 10 10 10 10 10 10
Means 0.0107 0.0430 0.4690+D 1.8881 0.1032*D 0.4150 0.2944 1.1843
SDevs 0.00200 0.00756 0.00808 0.06855 0.00773 0.02610 0.01700 0.06135
T2 (n) 10 10 10 10 10 10 10 10
Means 0.0097 0.0397 0.4597+D 1.8806 0.1022*D 0.4182 0.2975 1.2138
SDevs 0.00134 0.00577 0.00913 0.08964 0.00498 0.02896 0.02314 0.05535
T3 (n) 10 10 10 10 10 10 10 10
Means 0.0096 0.0376 0.4681+D 1.8327*D 0.1064 0.4163 0.3063 1.1980
SDevs 0.00217 0.00870 0.01169 0.05827 0.00580 0.01732 0.01994 0.05764

+D = Dunnett LSD Test Significant at the 0.01 level
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B6C3F1 n}-$-AE o] 43k 12-Dichlorobenzene?] 902 (o}whAl) WhE-E 9] = A A1 ¢ 2019-91 7-91-594

HE 8. Group Summary of Organ Weights (Continued)

Females
Liver Liver Lung Lung Ovaries Ovaries Spleen Spleen
Group (g9) % TBW (g9) % TBW (9) % TBW (g9) % TBW
# Absolute Absolute Absolute Absolute
Control  (n) 10 10 10 10 10 10 10 10
Means 1.0430 4.1389 0.0620 0.2467 0.0144 0.0572 0.0910 0.3611
SDevs 0.10080 0.33508 0.01175 0.04883 0.00196 0.00735 0.00819 0.02628
T1 (n) 10 10 10 10 10 10 10 10
Means 1.0265 4.1313 0.0594 0.2391 0.0119 0.0479 0.0661+D 0.2654+D
SDevs 0.12723 0.52865 0.00386 0.01623 0.00197 0.00782 0.00930 0.03248
T2 (n) 10 10 10 10 10 10 10 10
Means 1.0183 4.1577 0.0561 0.2298 0.0166 0.0681 0.0697+D 0.2852+D
SDevs 0.12106 0.44517 0.00681 0.03116 0.01124 0.04969 0.00683 0.03233
T3 (n) 10 10 10 10 10 10 10 10
Means 1.1194 4.3813 0.0563 0.2203 0.0125 0.0488 0.0766+D 0.2994+D
SDevs 0.07258 0.27266 0.00422 0.01530 0.00207 0.00744 0.00881 0.02909

+D = Dunnett LSD Test Significant at the 0.01 level
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B6C3F1 mh-$-~= o] &3 1,2-Dichlorobenzene?] 909 (o}whAl) HHE-5 Q1 &4 A] 9] 2019-¢17-91-594
HE 8. Group Summary of Organ Weights (Continued)
Females
Thymus Thymus Uterus Uterus
Group (g9) % TBW (g9) % TBW
# Absolute Absolute
Control  (n) 10 10 10 10
Means 0.0359 0.1423 0.1561 0.6210
SDevs 0.00695 0.02518 0.03960 0.16142
T1 (n) 10 10 10 10
Means 0.0329 0.1325 0.1511 0.6055
SDevs 0.00765 0.03218 0.004185 0.16109
T2 (n 10 10 10 10
Means 0.0317 0.1293 0.1401 0.5712
SDevs 0.00347 0.01131 0.04118 0.15539
T3 (n 10 10 10 10
Means 0.0350 0.1368 0.1499 0.5870
SDevs 0.00514 0.01881 0.04428 0.17213
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B6C3F1 n}-$-AE o] 43k 12-Dichlorobenzene?] 902 (o}whAl) WhE-E 9] = A A1 ¢ 2019-91 7-91-594

HE 9. Group Summary of Hematology Data

Dosing Phase Day 91

Males
Group WBC RBC HGB HCT MCV MCH MCHC PLT NEU%
# (x1073/uL) (x1076/uL) (g/dL) (%) (fL) (p9) (g/dL) (x1073/uL) (%)
Control (n) 10 10 10 10 10 10 10 10 10

Means 3.122 9.560 13.93 45,61 47.72 14.55 30.55 1131.1 15.65
Sdevs 15171 0.3722 0.455 1.609 0.590 0.212 0.242 39.66 3.379

T1 (n) 10 10 10 10 10 10 10 10 10
Means 2.643 9.518 14.00 45.91 48.26 14.71 30.49 1113.3 21.41*D
Sdevs 0.9141 0.3725 0.419 1.725 0.519 0.251 0.348 52.67 2.569

T2 (n) 10 10 10 10 10 10 10 10 10
Means 2.957 9.642 14.16 46.30 48.01 14.71 30.62 11344 18.95
Sdevs 0.9259 0.3463 0.341 1.656 0.407 0.256 0.551 47.63 5.077

T3 (n) 10 10 10 10 10 10 10 10 10
Means 3.599 9.478 13.84 45.11 47.62 14.60 30.67 1100.1 16.62
Sdevs 1.3634 0.4123 0.386 1.591 0.808 0.267 0.356 7751 5.870

*D = Dunnett LSD Test Significant at the 0.05 level
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2019-1 +¢1-594

HE 9. Group Summary of Hematology Data (Continued)

Dosing Phase Day 91

Males
Group LYM% MON% EOS% BAS% NEUA LYMA MONA EOSA BASA
# (%) (%) (%) (%) (x109uL) (x109uL) (x103uL) (x103uL) (x103uL)
Control (n) 10 10 10 10 10 10 10 10 10
Means 79.06 2.12 2.58 0.15 0.462 2.493 0.063 0.083 0.005
Sdevs 3.005 0.777 0.689 0.097 0.1536 1.3017 0.0250 0.0485 0.0071
T1 (n) 10 10 10 10 10 10 10 10 10
Means 72.49+D 1.66 3.91*D 0.17 0.576 1.907 0.044 0.101 0.003
Sdevs 2.731 0.548 1.021 0.116 0.2305 0.6429 0.0284 0.0360 0.0048
T2 (n) 10 10 10 10 10 10 10 10 10
Means 75.46 144 3.60 0.15 0.554 2.239 0.044 0.102 0.004
Sdevs 5.418 0.440 1.146 0.118 0.1977 0.7400 0.0232 0.0397 0.0052
T3 (n) 10 10 10 10 10 10 10 10 10
Means 77.10 3.10 2.29 0.18 0.611 2.787 0.095 0.077 0.005
Sdevs 3.628 5.627 1.010 0.092 0.3060 1.0984 0.1507 0.0333 0.0053

*D = Dunnett LSD Test Significant at the 0.05 level

+D = Dunnett LSD Test Significant at the 0.01 level
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B6C3F1 n}-$-AE o] 43k 12-Dichlorobenzene?] 902 (o}whAl) WhE-E 9] = A A1 ¢ 2019-91 7-91-594

HE 9. Group Summary of Hematology Data (Continued)

Dosing Phase Day 91

Males
Group RET% RETA
# (%) (x1073/uL)
Control (n) 10 10
Means 2.558 244.44
Sdevs 0.0832 9.848
T1 (n) 10 10
Means 2.395 228.17
Sdevs 0.1602 19.467
T2 (n) 10 10
Means 2.282+D 220.20+D
Sdevs 0.1528 18.955
T3 (n) 10 10
Means 2.151+D 203.55+D
Sdevs 0.1819 15.800

+D = Dunnett LSD Test Significant at the 0.01 level
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B6C3F1 n}-$-AE o] 43k 12-Dichlorobenzene?] 902 (o}whAl) WhE-E 9] = A A1 ¢ 2019-91 7-91-594

HE 9. Group Summary of Hematology Data (Continued)

Dosing Phase Day 91

Females
Group WBC RBC HGB HCT MCV MCH MCHC PLT NEU%
# (x1073/uL) (x1076/uL) (g/dL) (%) (fL) (p9) (g/dL) (x1073/uL) (%)
Control (n) 10 10 10 10 10 10 10 10 10

Means 2.837 9.517 14.08 46.10 48.45 14.81 30.56 997.0 19.50
Sdevs 1.3475 0.3773 0.573 1.672 0.698 0.238 0.363 100.82 3.292

Tl (n) 10 10 10 10 10 10 10 10 10
Means 2.105 9.390 13.81 45.70 48.68 14.73 30.24 1015.8 25.52
Sdevs 0.3558 0.2698 0.335 1.205 0.609 0.195 0.386 62.54 5.433

T2 (n) 10 10 10 10 10 10 10 10 10
Means 2.177 9.382 13.71 45.25 48.27 14.62 30.34 1034.6 26.26*D
Sdevs 1.0874 0.4270 0.570 1.909 0.540 0.249 0.440 70.34 5.617

T3 (n) 9 9 9 9 9 9 9 9 9
Means 2.140 9.287 13.81 45.49 48.98 14.86 30.37 1093.4*D 26.48*D
Sdevs 0.8163 0.1579 0.183 1.080 0.833 0.113 0.433 39.21 7171

*D = Dunnett LSD Test Significant at the 0.05 level
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HE 9. Group Summary of Hematology Data (Continued)

Dosing Phase Day 91

Females
Group LYM% MON% EOS% BAS% NEUA LYMA MONA EOSA BASA
# (%) (%) (%) (%) (x103uL) (x103uL) (x103uL) (x103uL) (x103uL)
Control (n) 10 10 10 10 10 10 10 10 10
Means 74.69 1.53 3.54 0.19 0.546 2141 0.044 0.089 0.005
Sdevs 3.265 0.611 2.049 0.120 0.2581 1.0728 0.0255 0.0526 0.0053
T1 (n) 10 10 10 10 10 10 10 10 10
Means 68.71*D 1.87 3.20 0.18 0.523 1.460 0.039 0.066 0.003
Sdevs 5.733 0.796 1.665 0.092 0.0519 0.3464 0.0129 0.0317 0.0048
T2 (n) 10 10 10 10 10 10 10 10 10
Means 67.22+D 1.86 3.98 0.20 0.578 1.463 0.043 0.079 0.002
Sdevs 4.699 0.568 1.767 0.194 0.3265 0.7226 0.0320 0.0331 0.0042
T3 (n) 9 9 9 9 9 9 9 9 9
Means 67.57*D 1.47 3.88 0.22 0.554 1.454 0.032 0.081 0.003
Sdevs 6.497 0.474 1.648 0.109 0.2187 0.6142 0.0211 0.0437 0.0050

*D = Dunnett LSD Test Significant at the 0.05 level

+D = Dunnett LSD Test Significant at the 0.01 level
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HE 9. Group Summary of Hematology Data (Continued)

Dosing Phase Day 91

Females

Group
#
Control (n)
Means
Sdevs
T1 (n)
Means
Sdevs
T2 (n)
Means
Sdevs
T3 (n)
Means
Sdevs

RET%
()
10

2.719
0.4397

10
2.112+D
0.4531

10
2.245*D
0.3738

9
1.961+D
0.3264

RETA
(x1073/uL)
10

258.49
41.231

10
198.94+D
44,295

10
211.02*D
38.954

9
182.30+D
31.022

+D = Dunnett LSD Test Significant at the 0.01 level

*D = Dunnett LSD Test Significant at the 0.05 level
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B6C3F1 v}$-~% o]£3 12-Dichlorobenzene2] 90 (o}7HA

2019-1 +¢1-594

HE 10. Group Summary of Clinical Chemistry Data

Dosing Phase Day 91

Males
Group Na K Cl TP ALB CREA BUN GLU Ca
# (mmol/L) (mmol/L) (mmol/L) (g/dL) (g/dL) (mg/dI) (mg/dl) (mg/dL) (mg/dl)
Control (n) 8 8 8 10 10 10 10 10 10

Means 147.30 5.000 113.01 3.61 297 0.298 31.40 248.57 8.32
Sdevs 0.941 0.1927 2.213 0.120 0.082 0.0336 7.358 21.505 0.162

T1 (n) 9 9 9 10 10 10 10 10 10
Means 148.99 5.478 115.44 3.65 3.00 0.283 24.86 231.95 8.38
Sdevs 1.098 0.3193 1.806 0.135 0.082 0.0316 8.383 23.266 0.193

T2 (n) 10 10 10 10 10 10 10 10 10
Means 148.46 5.450 114.75 3.61 2.98 0.282 30.48 236.96 8.35
Sdevs 2.134 0.5836 2.158 0.137 0.114 0.0249 10.482 21.199 0.227

T3 (n) 10 10 10 10 10 10 10 10 10
Means 147.75 5.430 114.88 3.57 2.93 0.283 35.80 218.16 8.33
Sdevs 2.249 0.4165 1.635 0.116 0.082 0.0356 10.832 28.281 0.231
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B6C3F1 v}$-~% o]£3 12-Dichlorobenzene2] 90 (o}7HA

2019-1 +¢1-594

HE 10. Group Summary of Clinical Chemistry Data (Continued)

Dosing Phase Day 91

Males
Group IP TBIL TCHO TG AST ALT ALP A/G_ratio
# (mg/dl) (mg/dl) (mg/dl) (mg/dl) (IU/L) (IU/L) (IU/L)
Control (n) 10 10 10 10 10 10 10 10
Means 7.49 0.171 149.17 60.66 44.03 27.11 166.51 4.66
Sdevs 1.074 0.0360 11.516 17.763 6.319 5.184 12.384 0.306
T1 (n) 10 10 10 10 10 10 10 10
Means 7.71 0.192 142.49 57.06 45.91 29.28 192.05+D 4.68
Sdevs 1411 0.0343 13.219 18.624 9.374 8.397 10.168 0.620
T2 (n) 10 10 10 10 10 10 10 10
Means 7.60 0.191 147.82 65.21 46.06 29.55 192.89+D 4.77
Sdevs 1.190 0.0341 10.776 13.763 6.730 5.921 11.440 0.538
T3 (n) 9 9 9 9 9 9 9 9
Means 7.29 0.165 149.98 78.57*D 48.30 33.18 205.40+D 4.60
Sdevs 1.311 0.0314 7.924 12.725 5.456 5.319 18.207 0.323

+D = Dunnett LSD Test Significant at the 0.01 level

*D = Dunnett LSD Test Significant at the 0.05 level
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2019-1 +¢1-594

HE 10. Group Summary of Clinical Chemistry Data (Continued)

Dosing Phase Day 91

Females
Group Na K Cl TP ALB CREA BUN GLU Ca
# (mmlol/L) (mmlol/L) (mmlol/L) (g/dL) (g/dL) (mg/dl) (mg/dI) (mg/dL) (mg/dI)
Control (n) 10 10 10 10 10 10 10 10 10

Means 136.47 4,070 105.46 3.48 3.10 0.279 23.44 230.85 8.20
Sdevs 1.125 0.1947 0.757 0.114 0.115 0.0292 4,944 39.892 0.183

T1 (n) 10 10 10 10 10 10 10 10 10
Means 137.08 4.230 104.46 3.42 3.11 0.299 28.26 240.55 8.40
Sdevs 0.809 0.4498 1.410 0.092 0.099 0.0321 8.279 16.181 0.189

T2 (n) 10 10 10 10 10 10 10 10 10
Means 137.38 4.210 104.74 3.39 3.07 0.291 26.96 226.35 8.37
Sdevs 1.023 0.2807 0.797 0.099 0.082 0.0233 13.219 38.649 0.134

T3 (n) 10 10 10 10 10 10 10 10 10
Means 137.67*D 4.230 105.80 3.46 3.15 0.291 21.39 251.25 8.36
Sdevs 0.686 0.2263 0.871 0.126 0.108 0.0242 3.911 19.196 0.171

*D = Dunnett LSD Test Significant at the 0.05 level
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B6C3F1 n}-$-AE o] 43k 12-Dichlorobenzene?] 902 (o}whAl) WhE-E 9] = A A1 ¢ 2019-91 7-91-594

HE 10. Group Summary of Clinical Chemistry Data (Continued)

Dosing Phase Day 91

Females
Group IP TBIL TCHO TG AST ALT ALP A/G_ratio
# (mg/dl) (mg/dl) (mg/dl) (mg/dl) (IU/L) (IU/L) (IU/L)
Control (n) 10 10 10 10 10 10 10 10
Means 8.55 0.148 112.13 42.56 53.19 26.54 265.82 8.51
Sdevs 1.782 0.0290 5.175 20.670 17.043 10.621 23.915 1.839
T1 (n) 10 10 10 10 10 10 10 10
Means 7.68 0.176 119.06 42.34 50.08 26.29 290.98 10.38
Sdevs 1.782 0.0280 12.402 11.628 15.005 5.926 27.062 2.200
T2 (n) 10 10 10 10 10 10 10 10
Means 7.70 0.150 114.82 33.33 47.50 26.48 284.87 9.98
Sdevs 1.547 0.0163 5.910 9.648 11.557 9.776 33.157 2.198
T3 (n) 10 10 10 10 10 10 10 10
Means 7.33 0.157 114.57 41.22 49.24 30.65 275.20 10.50
Sdevs 1.067 0.0241 8.379 8.273 11.098 9.706 16.195 2.315
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HE 11. Group Summary of Histopathological Findings

Males

Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0
Adrenals Number Examined: 10 0 0 10
Number Unremarkable: 8 0 0 7
Hyperplasia, subcapsular cell 1> 2 0 0 2
2> 0 0 0 1
Total Finding Incidence 2 0 0 3

Animal ID Number Examined:
Number Unremarkable: 0 0 0 0
Aorta Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Bone marrow Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Brain Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Cecum Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

1 = Minimal, 2 = Mild
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B6C3F1 n}-$-AE o] 43k 12-Dichlorobenzene?] 902 (o}whAl) WhE-E 9] = A A1 ¢ 2019-91 7-91-594

HE 11. Group Summary of Histopathological Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0
Coagulating gland(s) Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Colon Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Duodenum Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Epididymides Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Esophagus Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Eyes Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Femur Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
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B6C3F1 n}-$-AE o] 43k 12-Dichlorobenzene?] 902 (o}whAl) WhE-E 9] = A A1 ¢ 2019-91 7-91-594

HE 11. Group Summary of Histopathological Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0
Gall bladder Number Examined: 10 0 0 10
Number Unremarkable: 9 0 0 9
Edema 1> 0 0 0 1
2> 1 0 0 0
Total Finding Incidence 1 0 0 1

Harderian glands Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Heart Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
lleum Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Jejunum Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Kidneys Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Larynx Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 0

1 = Minimal, 2 = Mild
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HE 11. Group Summary of Histopathological Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0
Liver Number Examined: 10 10 10 10
Number Unremarkable: 9 10 9 0
Total Finding Incidence 1 0 1 0
Mineralization, dystriphic 1> 0 0 0 3
2> 0 0 0 3
3> 0 0 0 3
Total Finding Incidence 0 0 0 9
Necrosis 1> 0 0 0 1
Total Finding Incidence 0 0 0 1
Pigmentation 1> 0 0 0 8
2> 0 0 0 1
Total Finding Incidence 0 0 0 9
Infiltration, mononuclear cell 1> 2 0 0 2
Lung Number Examined: 10 0 0 10
Number Unremarkable: 8 0 0 8
Infiltration, mononuclear cell 1> 2 0 0 2
Total Finding Incidence 2 0 0 2
Lymph node, mesenteric Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Lymph node, tracheobronchial Number Examined: 0 8
Number Unremarkable: 0 8

1 = Minimal, 2 = Mild, 3 = Moderate
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2019-1 +¢1-594

HE 11. Group Summary of Histopathological Findings (Continued)

Males

Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0

Mammary gland Number Examined:

Number Unremarkable:
Nasal cavity Number Examined: 10 10 10 10
Number Unremarkable: 10 0 0 0
Atrophy 2> 0 0 0 1
4> 0 0 0 1
Total Finding Incidence 0 0 0 2
Eosinophilic globules 1> 0 7 2 2
2> 0 3 3 5
3> 0 0 3 1
4> 0 0 2 2
Total Finding Incidence 0 10 10 10
Hyperplasia, basal cell 1> 0 1 3 3
2> 0 2 2 3
3> 0 4 5 3
4> 0 3 0 1
Total Finding Incidence 0 10 10 10
Respiratory metaplasia 1> 0 0 6 0
2> 0 3 2 1
3> 0 5 2 0
4> 0 2 0 0
Total Finding Incidence 0 10 10 1

1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked
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HE 11. Group Summary of Histopathological Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0
Olfactory bulb Number Examined:

Number Unremarkable:

Optic nerves Number Examined: 9 0 0 9
Number Unremarkable: 9 0 0 9

Pancreas Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

Parathyroids Number Examined: 6 0 0
Number Unremarkable: 6 0 0

Pituitary Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

Prostate Number Examined: 10 0 0 9
Number Unremarkable: 10 0 0 9

Rectum Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
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HE 11. Group Summary of Histopathological Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0
Salivary gland parotid Number Examined: 10 0 0 10
Number Unremarkable: 0 0 10
Infiltration, mononuclear cell 1> 1 0 0 0
Total Finding Incidence 1 0 0 0
Salivary gland, sublingual Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Salivary glands submandibular Number Examined: 10 0 0 10
Number Unremarkable: 7 0 0 9
Infiltration, mononuclear cell 1> 3 0 0 1
Total Finding Incidence 3 0 0 1

Sciatic nerve Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

Seminal vesicles Number Examined: 10 0 0 10
Number Unremarkable: 0 0 10

Inflammation, mixed 3> 0 0 0
Total Finding Incidence 1 0 0 0

Skeletal muscle Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

1 = Minimal, 3 = Moderate
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HE 11. Group Summary of Histopathological Findings (Continued)

Males

Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0
Skin Number Examined: 10 3 4 10

Number Unremarkable: 6 0 0
Alopecia 5> 4 3 4 1
Total Finding Incidence 4 3 4 1
Spinal cords Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Spleen Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Sternum Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Stifle joint Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Stomach Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

5 = Severe
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HE 11. Group Summary of Histopathological Findings (Continued)

Males
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0
Teeth Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Testes Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Thymus Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Thyroids Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Trachea Number Examined: 10 0 0 9
Number Unremarkable: 10 0 0 9
Urinary bladder Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
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HE 11. Group Summary of Histopathological Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0
Adrenals Number Examined: 10 0 0 10
Number Unremarkable: 1 0 0 0
Hyperplasia, subcapsular cell 1> 2 0 0 2
2> 7 0 0 8
Total Finding Incidence 9 0 0 10
Animal ID Number Examined: 0 0 0 0
Number Unremarkable: 0 0 0 0
Aorta Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Bone marrow Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Brain Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Cecum Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

1 = Minimal, 2 = Mild
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HE 11. Group Summary of Histopathological Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0
Colon Number Examined: 10 10
Number Unremarkable: 10 10
Duodenum Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Esophagus Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Eyes Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Femur Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Gall bladder Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 9
Edema 2> 0 0 0 1
Total Finding Incidence 0 0 0 1
Infiltration, neutrophil 1> 0 0 0 1
Total Finding Incidence 0 0 0 1

1 = Minimal, 2 = Mild
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HE 11. Group Summary of Histopathological Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0
Harderian glands Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Heart Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
lleum Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Jejunum Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Kidneys Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Larynx Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

T-73



B6C3F1 n}-$-AE o] 43k 12-Dichlorobenzene?] 902 (o}whAl) WhE-E 9] = A A1 ¢ 2019-91 7-91-594

HE 11. Group Summary of Histopathological Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0
Liver Number Examined: 10 10 10 10
Number Unremarkable: 6 9 10
Infiltration, mononuclear cell 1> 4 1 0
Total Finding Incidence 4 1 0
Lung Number Examined: 10 0 0 10
Number Unremarkable: 4 0 0 7
Infiltration, mononuclear cell 1> 3 0 0 1
2> 3 0 0 2
Total Finding Incidence 6 0 0 3

Lymph node, mesenteric Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Lymph node, tracheobronchial Number Examined: 9 0 0 10
Number Unremarkable: 9 0 0 10
Mammary gland Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

1 = Minimal, 2 = Mild
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HE 11. Group Summary of Histopathological Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0
Nasal cavity Number Examined: 10 10 10 10
Number Unremarkable: 10 0 0 1
Atrophy 1> 0 2 1 2
2> 0 2 3 1
3> 0 1 0 2
Total Finding Incidence 0 5 4 5
Dilatation,glands 2> 0 1 4 6
3> 0 4 6 0
Total Finding Incidence 0 5 10 6
Eosinophilic globules 2> 0 4 1 0
3> 0 5 4 8
4> 0 1 5 1
Total Finding Incidence 0 10 10 9
Hyperplasia, basal cell 1> 0 3 3 6
2> 0 4 3 3
3> 0 2 2 0
4> 0 1 0 0
Total Finding Incidence 0 10 8 9
Respiratory metaplasia 1> 0 1 0 0
2> 0 3 5 0
3> 0 4 4 0
4> 0 2 1 0
Total Finding Incidence 0 10 10 0
Olfactory bulb Number Examined: 10 0 0 9
Number Unremarkable: 10 0 0 9

1 = Minimal, 2 = Mild, 3 = Moderate, 4 = Marked
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HE 11. Group Summary of Histopathological Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0
Optic nerves Number Examined: 9 0 0 10
Number Unremarkable: 9 0 0 10
Ovaries Number Examined: 10 0 1 10
Number Unremarkable: 10 0 0 10
Inflammation, mixed 3> 0 0 1 0
Total Finding Incidence 0 0 1 0
Pancreas Number Examined: 10 0 0 10
Number Unremarkable: 8 0 0 10
Infiltration, mononuclear cell 1> 2 0 0 0
Total Finding Incidence 2 0 0 0
Parathyroids Number Examined:

Number Unremarkable: 7 0
Pituitary Number Examined: 9 0 0 10
Number Unremarkable: 9 0 0 10
Rectum Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

1 = Minimal, 3 = Moderate
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HE 11. Group Summary of Histopathological Findings (Continued)

Females
Dosage Group: Control T1 T2 T3
Number of Animals: 10 10 10 10
Number Examined: 10 10 10 10
Number Unremarkable: 0 0 0 0
Salivary gland, parotid Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Salivary gland, sublingual Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
Salivary glands, submandibular Number Examined: 10 0 0 10
Number Unremarkable: 8 0 0 9
Infiltration, mononuclear cell 1> 2 0 0 0
2> 0 0 0 1
Total Finding Incidence 2 0 0 1

Sciatic nerve Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

Skeletal muscle Number Examined: 10 0 0 10
Number Unremarkable: 10 0 10

Skin Number Examined: 10 1 1 10
Number Unremarkable: 6 0 0 5

Alopecia 5> 4 1 1 5
Total Finding Incidence 4 1 1 5

1 = Minimal, 2 = Mild
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HE 11. Group Summary of Histopathological Findings (Continued)

Females

Dosage Group: Control T1 T2 T3

Number of Animals: 10 10 10 10

Number Examined: 10 10 10 10

Number Unremarkable: 0 0 0 0

Spinal cords Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

Spleen Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

Sternum Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

Stifle joint Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

Stomach Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

Teeth Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10
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HE 11. Group Summary of Histopathological Findings (Continued)

Females

Dosage Group: Control T1 T2 T3

Number of Animals: 10 10 10 10

Number Examined: 10 10 10 10

Number Unremarkable: 0 0 0 0

Thymus Number Examined: 10 1 0 10
Number Unremarkable: 10 0 0 10

Atrophy 4> 0 1 0 0
Total Finding Incidence 0 1 0 0

Thyroids Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

Trachea Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

Urinary bladder Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

Uterus Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

Vagina Number Examined: 10 0 0 10
Number Unremarkable: 10 0 0 10

4 = Marked
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