%1 {tApR5 AT HIBEFRAEHK
2up: 2 fELA LA EICHM, 2down: 2 fEA EFEICIET

Ethynyl estradiol ! [ H T _j
| |Time (hn) 2 8l 24 o
Dose (ug/kg) 1] 3] 10 11 3] 10 1] 3| 10
2up o 4] 15| 22 2| 261 32] 31| 23 6
[2down 2| 13] 19 2| O 0 11 1 4 |
i . — . JURIN N NUUHUII RUNPRNS U S S - ]
Testosterone propionate
| Time (hr) 2 8 24
Dose (mg/kg) 1 3f 10l 1 3! 10/ 1; 3! 10
2up . 4 7 5 9 S 4 3 5
2down 3] 6 7 6! 31| 20 8| 9] 388
S ]
 Levothyroxine
Time (hr) 2 8 24 |
Dose (pg/kg) 3f 10 30 11 3] 10 1] 3] 10
2up - 421 0] 13 7] 6] 20 0] 6] 39 i
[2down 3] 52| 23 0] 34| 85| 28] 4 1
Clofibrate
B Time (hr) 2 4 8 24
Dose (mg/kg) 10/ 301 100] 10} 30( 100] 10! 30/ 100} 10l 30! 100
2up 13} 28] 101] 25)] 63] 235 1] 20{ 98 4] 11| 67
|2down 15| 11] 19| 21| 10] 10 2] 3 7 2| 4] 14
All trans retinoic_acid
Time (hr) 2 4 8 24
Dose (mg/kg) 03] 1 3] 03] 1 3] 03] 1 3] 03 1 3
2up 10] 6] 11 5] 9] 23 0] 4] 11] t2] 57] 28
2down 0 0 1] 52| 16 8 o] 0 1 0] 2 4
Dexamethasone |
Time (hr) 2 4 8 24
Dose (pg_{_k_g) 10] 30} 100] 10| 30{ 100] 10| 30{ 100] 10| 30| 100
2up 5] 25| e61] 11] 31} 117] 18] 28} 68] 29| 8] 29
[ 2down 0] 8] 32| 12| 19] 90 4 9, 88 i] 0 1
Troglitazone
Time (hr) 2 4 8 24
Dose (mg/kg) | 11 3l 1ol 1] 3[ o] 4] 3[ 10| 1 3] 10
2up 6] 1 2 1] 3| 12 0f 2 0 0] 4 3
2down 0 3 1 2 9| 50 5f 2 3 1] 3 7
Genistein i
. |Time (hr) 2 4 8 24
Dose (mg/kg) 10 30| 100] 10| 30| 100] 10} 30| 100] 10} 30] 100
2up - 1| ol 2| a4 a4 1] 19| 7] o[ 32| 29| 52
2down 1] 2] 11 4] 1 2 8l 71 11 o] 1 0
 Tamoxifen
__{Time (hn) 2 4 8 24
Dose (pg/kg) 11 3] 10 1] 3] 10 1] 8] 10 1] 3] 10
2up 1 0 71 3] 11 1] - 4 4] 20 2
2down 7 11 -4 1] 11 3 9| 31] -4 (/] Y] 2

-419-



A ) 229
Ethynyl @" i % o
estradiol 23 @ ;

10pg/kg

: T
P W

23
'I'\"t‘f;’l ® 1Y%
AP

- 20
DO L =™ ¢

—’\"'4
1,2 3%
7

# {7 = 9(Foldchange logratia): ER.D10.2h
{7 —9(Foldchange_logratio): ER_D10_Bh
I ,—II’I-i-‘-s(FuldcrumJumuul: ER_D10.24h

B

Rl ¥ — B(Foldchange_logratio): DHTR_D1_2h
% fll ¥ —3(Foldchenge_logratio): DHTR_D1_8h
I f—ll-i-'-s(lroldchmn_lomok DHTR_D1_24h £
0006 Q82 289

Testosterone propionate

1mg/kg
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C 2
Lavothyroxine @ Sﬁ._i

10pg/kg

# 8 7~ %(Foldchange logratick TR D10.2h L
{85~ H(Foldchange logratic): TR D10_8h @ k. @
[ I———ﬂfl¥—9(Foldohanovmo)t TRD10 240

- 28 273 D )
81l F— Y (foldohange): Ret52 2h 3 NRAGE caspaes-y

{8 T 3(foldchange): Ret52 4h 3 A . :
’ —— Bi8T ~5(foldchangs): Ret52 8h 3 Ll

All trans
retinoic acid

.' |
3mglkg _— T Lo OA” " -
273y x‘l nEr—}
cap Vw2 0
PTPIB ‘RAH _ PIASI
O 2 1 273% .
i smapa  RUNX2Z

. - 23
e o e 1020
» B 2 3¢ w » R —
R 2 o b X D06
e 5 T e A TIF 1-alpha
/ RIP140 2 29 . AR
» S | > \] - 4

i swp  elFia SN NRORY MMP-9
YAP

Plakophilin3

2 : )
i 1723
' | NHERF- | AU
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E
Troglitazon;
10 mg/kg

4 fill ¥ —3(foldchenge): FC_Tro_2h D10
il ¥— 5 (foldohange): FC_Tro_dh_ D10
I r—l!l-i-‘-a(foldch-m): FC_Tro.8h D10

@ —— W il ¥ — 5 (foldchange): FC_Tro_24h D10

F
Genistein
100 mg/kg

YI b
=

T
e 12 3N
17273" PRK p8S
Er

4l 7 —9(foldchangs): FC_Gani_2hD100

il 7 —(loldchenge). FC_Genl_4h D100

‘ r—ui-?-'—'srfomammz: FC_Geni 8h D100
@ - 4l 7 — 5ol dchange): FC_Geni 24h D100
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G

Tamoxifen
10 pglkg

¥l 7—F(foldchange): FC_Tem_2h D10
B {ll 7= B(foldchange) FC_Tam_4h_D10
[—-.?-a(foldnhlnn): FC_Tem_8h D10 (fowch‘n‘.)
0.500
@ ~— Rl T—H(foldohange). FC_Geni_24h D100

2 Upregulated networks

A
Ethynyl
estradiol
10pg/kg

Bl ¥ —5(Foldchange_logratio): ER.D10_2h
4 (il ¥ —5(Foldchange_logratio): ER.D10_8h
I ;—I!fli-‘—a(f-'oldchango_hpwo): ER.D10_24h

000,
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B
Testosterone
propionate
10mg/kg

\VE-naawin'l >

—

Bl 7~ 9(Foldchange_logratio): DHTR D10.2h

#{ill ¥ =5 (Foldchange_logratio): DHTR.D10.8h
l — Rl 7~ 5(Foldchange logratio) DHTR.D10.24h

C
Clofibrate 100 mg/kg

12 &
i"'2°a B56epsilon

cyclinG1

il ¥—5(foldchange): FC_Clo44-2h—100
¥l ¥ —S(foldchange): FC_Clo44-4h-100
| |—ll¥—9(u¢r.mm): FC_Clo44-8h—100

’ — Wil 7—B{foldchange). FC_Clo44-24h-100
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D
Genistein 100 mg/kg

27
RelA

il 7 =5 (foldchange). FC_Geni_2hD100

Bl 7~ 5foldchange): FC_Geni_4h D100

| [ B F ~5(foldchange): FC Geni 8h D100
‘ — Bl F —5(foldchange): FC Geni 24h 0100

E
Tamoxifen 3pg/kg

spinophilin

il 7= 5(foldchange): FC_Tam_2h D3

#1ll 7—H(foldchange): FC_Tam_4h D3

| ,——-—ll-?—a(fouehmp.‘n FC_Tam_8h D3
b — Bl 7 —S(foldchange): FC_Tam_24h D3

(foldchange)
0.600 1.000 2.000

0.670 1.600

3 Downregulated networks
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#2 HFRYFI—IOY<Y—

Ethynyl estradiol (10 pg/kg-8h)
Pathway

rank [name

score

1 STAT IC& 5 RBADM 19.493
2 [TG2 U FinE 17985
3 ep130 T+ IURE 13598
4 L5 TFInE 12.496
4 [L-10>TFviRE 12.496
6 Tyro3 273)—> 7 FIVGE 9.957
7 IL-3 T+ ARE 7.919
8  [IFNa/b LT+ inE 5.884
9 IL-7 ST F W zE 5.839
10 -5 S5 F LR 5.656
Pathological Event
rank name score
1 #% (Cancer) 39.494
2 |FRMBREM (Erythropoiesis) 133375
3 M+2 (Thrombosis) 24.761
4 AR AR #ERE (Mast—cell Function) 22.936
5 = ME (Hypertension) 135
6 R (Smell) 12.564
7 B #l#0 (Bone Regulation) 12.258
8 f# 4t (Iron Regulation) 11.676
9 % AT Ls (Immune System) 10.48
10 A2 A (Insulin Regulation) 10.27
- Testosterone propionate (1 mg/kg-8h) |
Pathway
rank |name score
1 TPOLUFILEE 18.465
2 CD44 T+ InE 15.628
3 GH T+ I & 8.195
4 (IL-7 T FInE 7.041
5 [EBIYFILEE 6.707
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Pathological Event

rank |name score
1 % (Cancer) 18.59
2 FrMEk &L (Erythropoiesis) 18.331
3  |[MEHEIE (Nephrotoxicity) 12.695
4 S SRS (Connective Tissue Regulation) 12507
5 THEMREL (Microbial Infection) 11.388
6 [(BA+Ir Dl al (Tight Junction) 10.456
7 [RE (Smell) 8.567
8 |B2%%E (Autoimmune) 7.495
9 MEHE (Angiogenesis) 7.224
10 {L% ;% (Chemotherapy)
Levothyroxine (10 pg/kg-8h)
Pathway
rank [name score
1 |AP-1 [k HEBA 24.652
2 [TRICKAHBEN 9.778
Patholegical Event
rank [name score
1 $ESHBHIE (Connective Tissue Regulation) 22,651
2 AR R LA (Endoplasmic Reticulum Stress) 15.035
3 f& (Cancer) 14.839
4 L EBIZEF1T (Epithelial-Mesenchymal Transition) 13.748
5 |{BERRSE (Hypoxia) 13.453
6 R4 3E{MAREE (Fibroblast Function) 12.760
7 AT A1 KRl (Steroid Regulation) 10.471
8 IDAZ (Heart Failure) 9.933
9 FTO—LALFE (Atherogenesis) 8.700
10 m/pMR#EE (Platelet Function) 8.565
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*Clofibrate (100 mg/kg-4hr)

Pathway
rank [name score
1 IGF receptor 7+ IL{nE 18.19
2 AP IZKEREAES 18.175
3  |GM-CSF 2 U+ L& 16.923
4 L3I TFinE 12.498
5  |PPARalck2 B 11.753
6 [IL-5 T NinE 5.875
Pathological Event
rank [name score
1 fZ (Cancer) 72.057
2 | EERZEBIT (Epithelial-Mesenchymal Transition) | 56.561
3 FrMIKAERL (Erythropoiesis) 46.677
4 AR5 #MAG 4 EE (Mast—cell Function) 37.733
5 INE{EARL A (Endoplasmic Reticulum Stress) 33.192
6 {2 ;% (Chemotherapy) 27914
7 BA DA 9332 (Tight Junction) 22313
8 MmEEE (Angiogenesis) 21.198
9 AR H#H (Insulin Regulation) 18.424
10 [PAR+— X (Apoptosis)
= All trans retinoic acid (3 mg/kg-4h)
Pathway
rank  |[name score
1 RAR (2 &5 R BEFM 14534
2 [RUNX[Z&kZ SR 12.467
3 [ERICKDRBRE 10.696
4  [SMAD IZ kS FEBEAHE 9.115
5 cytochrome ¢ 9 FILIGE 6.42
Pathological Event
rank [name score
1 L RREIZETT (Epithelial-Mesenchymal Transition) 27.972
2 F7Rhk— X (Apoptosis) 19.629
3 & (Cancer) 18.728
4 B #ifE (Bone Regulation) 17.902
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5 FRMBRER (Erythropoiesis) 8.325
6 t£43 1t (Sexual Differentiation) 7.84
7 E43> D #lf# (Vitamin D Regulation) 7.015
8 HEtE (Drug-Induced Toxicity) 6.173
8 B (Phosphorus Regulation) 6.173
10 [RTOCFHIE (Steroid Regulation) 6.087
*Dexamethasone (100 pg/kg-4h)
Pathway
rank [name score
1 C/EBP [Z& 5 IR H 32.94
2 |Forkhead(FOXO)IZ &5 RIRERA 15.964
3  |[FGF T FinE 10.233
4  |ADF/cofilin 7 FIRE
Pathological Event
rank |name score
1 IMNEE XL R (Endoplasmic Reticulum Stress) 63.268
2 # (Cancer) 42.368
3 EREBIZERIT (Epithelial-Mesenchymal Transition) 33.21
4 B4+ 23 (Tight Junction) 17.552
5  [{LZEiE (Chemotherapy) 17.274
6 7Rb— X (Apoptosis) 17.01
7 [#R8RARR (Cell Cycle) 15.489
8 MmEFHE (Angiogenesis) 15.075
9 - [AE7G#ARa#EE (Mast—cell Function) 14.669
10 FEE (Drug-Induced Toxicity) 13.62
*Troglitazon (10 mg/kg —4h)
Pathway
rank name score
1 TPO LU T IV iGE 9.827
2 AKT 29+ IUGE 7.046
3 GR ISk 5B 5.308
Pathological Event
rank name score
1. % (Cancer) 23.697
2 FRIBRAERL (Erythropoiesis) 15.211
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3 B (Bone Regulation) 13581
4 MmEEE (Angiogenesis) 8.781
5 INBER X LR (Endoplasmic Reticulum Stress) 8.031
6 AT OA K (Steroid Regulation) 7.722
7 + B2 M ZE#8 17 (Epithelial-Mesenchymal Transition) |  7.511
8 AR AHRaBEEE (Mast—cell Function) 7.075
9 M /MRBEEE (Platelet Function) 6.725
10 B %8 (Sun Exposure) 5.38
= Genistein (100 mg/kg -8h)
Pathway
rank name score
1 HGF &7+ ) inE 9.07
2 prolactin 9 F JUIG&E 8.315
3 Neurotrophin 47} JUiGE 6.348
4 IL-4 >0+ )\ ARE 5.148
* Pathological Event
rank name score
1 #% (Cancer) 54517
2 FRMBRER (Erythropoiesis) 33.507
3 RE 74 #BBEAEE (Mast—cell Function) 24.167
4 M4+ (Thrombosis) 13.375
5 AR H|# (Insulin Regulation) 12.121
6 BEE (Hypersensitivity) 11522
7 B2 RE (Autoimmune) 9.267
8 BR{EM (Autophagy) 8.601
9 mEFHE (Angiogenesis) 8.369
10 B H# (Bone Regulation) 76
= Tamoxifen (10 pg/kg-4h)
Pathway
rank name score
1 AP-1 [Z &5 S B ER 28.406
2 TPO 25 F )L inE 11.643
3 IL-7 T FIViRE 10.489
4 L5LTFER 8.025
5 ER I2& 5 BRI 1272
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Pathological Event

rank name score
1 fZ (Cancer) 33.424
2 IR LR (Endoplasmic Reticulum. Stress) 14.088
3 fk#FfE (Addiction) 12212
4 FRMERERM (Erythropoiesis) 11579
5 RE (Smell) 1.7
6 BR&HEEE (Ovary Function) 7.227
7 BHI# (Bone Regulation) 5.924
8 BAP w233 (Tight Junction) 5.458
9 ZFAA R (Steroid Regulation) 5.423
%3 TRy NI—IDY=Y—
Ethynyl estradiol (10 pg/kg-2h)
Pathological Event
rank name score
1 % (Cancer) 29.121
2 RS (Cell Cycle) 28.021
3 {L% %% (Chemotherapy) 25599
4 AR fAEHEEE (Mast—cell Function) 16.632
5 /NRA{E R L X (Endoplasmic Reticulum Stress) 9.776
6 AR (Viral Infection) 8.209
7 ME2HEME (Nephrotoxicity) 6.966
8 BEE (Hypersensitivity) 6.123
9 | 2 I ZE B {T(Epithelial-Mesenchymal Transition) 5.288
- Testosterone propionate (10 mg/kg-8h)
Pathway
rank name score
1 TCF ICk 5 RBRM 7.165
Pathological Event
rank name score
1 BT w9 ar (Tight Junction) 11.053
2 2 (Thrombosis) 6.332
3 ~AES O U H# (Hemoglobin Regulation) 5.959
4 E2504E (Dementia) 5.062
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Levothyroxine (10pg/kg-8h)

Pathway
rank name score
1 HNF 2 &5 R B AR 11.303
2 thioredoxin 12k 5L Fv 9 Z il {H 8.141
3 CASK LU ¥+ )L inE 6.393
Pathological Event
rank name score
1 L RREERT 49.612
(Epithelial-Mesenchymal Transition)
#%£ (Cancer) 40.109
INBIFEARLA 28.157
(Endoplasmic Reticulum Stress)
4 RA w2 ar (Tight Junction) 26.377
5 FRIMBRERK (Erythropoiesis) 21.125
6 FEMEY (Drug-Induced Toxicity) 11.753
7 R EAILE 11.496
(Growth Hormone Regulation)
8 DA ILREEZ (Viral Infection) 11.249
8 7 Rk—R (Apoptosis) 11.249
10 - Bl (Bone Regulation) 10.855
»Clofibrate (100 mg/kg-4hr)
Pathway
rank name score
1 vasopressin 7 FIULGE 16.895
Pathological Event
rank name score
1 KIS R (Water Balance) 13.994
2 INUTLy U8 (Vasopressin Regulation) 12.081
3 MEMBERE (Microbial Infection) 11.831
4 BBHE (Dementia) 11.155
5 DAL (Heart Failure) 8.455
6 R REM (Nephrotoxicity) 7974
7 3v% (Shock) 7.912
8 & (Cancer) 7.475
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9 BRI LM (Hypernatremia) 6.319
10 AESOE Hf# (Hemoglobin Regulation) 5.907
« All trans retinoic acid (0.3 mg/kg-4h)
Pathway
rank name score
1 CD40 > U +)inE 10.264
2 RANK 9+ JUEE 5.706
3 KLF 273Y—Ic &SR BERM 5.279
Pathological Event
rank name score
1 & (Cancer) 59.66
2 L REEBAT 53.239
(Epithelial-Mesenchymal Transition)
3 AR fABHAE (Mast-cell Function) 41013
4 mE#HE (Angiogenesis) 34.025
5 AT x 3> (Tight Junction) 24.15
6 M+2 (Thrombosis) 22.623
7 FRIMBR A RY (Erythropoiesis) 20.653
8 {348 SEMBABEHE (Fibroblast Function) 18.954
9 MRATAR LR 18.786
(Endoplasmic Reticulum Stress)
10 fn/NRHEEE (Platelet Function) 18.656
*Dexamethasone (100 pg/kg-4h)
Pathway
rank name score
1 Z0 VU EE 17.697
2 DBP 2k 5 R EEIH 10.677
Pathological Event
rank name score
1 L REEBT 60.651
(Epithelial-Mesenchymal Transition) ‘
2. RAbDx> 3> (Tight Junction) 54.648
3 # (Cancer) 35.031
4 |MEHLE (Angiogenesis) 21.594
5 7HRh— R (Apoptosis) 16.688

-433-




6 /N fR R L R (Endoplasmic Reticulum Stress) 15.164
7 FRIIRER (Erythropoiesis) 13.113
8 42 (Thrombosis) 13.109
9 ANESOEH# (Hemoglobin Regulation) 11.787
10 B2 %%& (Autoimmune) 11.148
Troglitazon (10 mg/kg-4h)
Pathway
rank name score
1 GAVINIEGI/ VT IVRE 19.257
2 CASK LT+ iniE 6.344
3 TCR(a/b)> U T ILGE 5.321
Pathological Event
rank name ‘score
1 #% (Cancer) 77513
EREERT 54.547
2 (Epithelial-Mesenchymal Transition)
3 AR 5Pt EE (Mast—cell Function) 34.99
4 BALT w3 (Tight Junction) 33.059
5 FRMIRAER (Erythropoiesis) 27.238
6 MmMEHFHE (Angiogenesis) 20.842
MNEFERFLR 17.542
7 (Endoplasmic Reticulum Stress)
8 L2 %% (Chemotherapy) 16.21
9 7 Rb—X (Apoptosis) 16.179
10 MMm42 (Thrombosis) 15.194
* Genistein (100 mg/kg-8hr)
Pathway
rank name score
1 NFkB &5 F )W zGE 32.348
2 TLR3 27 FIUEE 9.341
3 TLR4 T\ inE 7.479
4 TLR1/2/6 7+ IURE 7.254
5 RIG-1 T FIVinE 6.352
6 TLR5/7/8/9 L4 F ILinE 6.11
7 LRH-1 IZ &5 RBMEIEN 5.888
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Pathological Event

rank name score
+ REERT 21.559
1 (Epithelial-Mesenchymal Transition)
2 2 (Cancer) 19.167
3 ML (Microbial Infection) 19.088
INEER LR 18.2

4 (Endoplasmic Reticulum Stress)

5 B3R (Sun Exposure) 15.112
6 EMEHE (Drug-Induced Toxicity) 13.301
7 B #il{# (Bone Regulation) 9.594
8 FABAFAHA (Cell Cycle) 8.801
9 B AT L (Phagocyte System) 8.186
10 M/ RE#EHE (Platelet Function) 7.377

= Tamoxifen (10 pg/kg-4h)
Pathological Event

rank name score
1 2% (Nephrotoxicity) 18.943
2 AR 4#HBa#EEE (Mast—cell Function) 15.587
3 % (Cancer) 13.069
4 LIBAER (Delirium) 6.189
5 {RIFHE (Addiction) 5.47
6 FRMERAE R (Erythropoiesis) 5.261
7 $RME SEHRaEE (Fibroblast Function) 5.05
9 HEMBEBME (Drug-Induced Toxicity) 7.724
10 B H# (Bone Regulation) 5.332
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