AC group, Day 2

Geap Vebide matrol SomAg(imgnl) AgH0, {1l mgoil)
Preiveatirent AC AC AC
Findings Grade - & A 2 3 EEEE N - = A 2 3
Pamakeratosis, focd 2 02 4 8 ¢ R O 1 3 0 o ©
Deaease, kemichydine ganule i1 8 000 202 0 00 EE
Attachment, brown pigment 4 G 0 0 0 12 1 80 0 ¢ 4 0 0 0 =z
Crust, foral i1 4 8 ¢ 4 ¢ 5 o2 ¢ 4 0 0 ¢ 0
Thickening 9 4 0 0 © 0 4 6 0 0 ¢ 4 0 0 0
Derms
Proliferation, fibroblast, focal i1 0 0 0 4 0 0 0 © 4 6 0 0 0

Notes) - Noabpormd changs = Very slight + - Slight 2+ Modemte 3+ Marked
Muomenls represent the nunber of animds

**P<0 01« Sgnifcantly different from control (Moann-Whitney U test).

#P<0.05 - Significantly different fom control (Fisher's exact test).

Velide controb 2 ndd diricacid scfution

AC: Acetone wiping

8. AC LRI DRSPS DREBEBFNE(L. T/ BESLVRAAESEH T, 5
BERONENHSNTZ, e, ERSHCBENT, 5 b7 U BERORI ZH S iEH
{EERHSNEM, RENTSHD., HSEREICERRDSNRM o,

Skin Liver Blood
Pretreatment Group Day 2 Day 3 Day 2 Day 5 Day 2 Day 5
Mo pretreatment  Vehicle control <005 - <0.03 - <0.05 -
5nomAg (1 mgml) 9.7 - <(.05 - <0.05 -
ANO, (1 mgimL) 25 - <005 - <0.05 -
TP Vehicle control <005 <0.05 <0.05 <0.05 =005 =0.05
SamAg(1Imgml) 63.0 265 <0.035 <0.05 “0.035 <0.05
SnmAg (1 mgml, TP-) 425 45 <0.05 <0.05 <0.05 <05
AgNQ, (1 mgml) 88.0 134 0.12 0.07 <0.05 <0.05
AC Vehicle control <0.05 - <0.05 - <0.03 -
SnmAg (1 mgml) 97.3 - <005 - <0.08 -
AgNO, (1 mgml) 25.0 - =0.05 - «0.05 -

Each valie shows mean {(ppm).

The lower limits of Ag defection 1 0.05ppm.
- :Not examined.

Vehicle control 2 mM citric acid solution

TP:Tape stripping, AC: Acelone wiping

9. RENUFKREICLDEBPORESER(ICP-MS D). KETITBERSEERL
RSB CHSVWTIRMEH SNz, BB T3 TP 8% i U 2R 1 A AR S CHS VTR AR
HENiz, MRTEVWITNOIRSEH(CHSWTEROEE(FROSNIEMN Dz, Fiz, TP ULE
HCROONTIROEEEIL. WITNDRSEFEMAER 2 BXDE 5 HOAMD AN DTz,
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(1) TP group

Group Vehide control 5nm Ag(l mg'mL) AgNO, (1 mgmlL)
Pretreatment ™ TP - TP
Number of animals i1 11 7 11
Exposure day 1 2TT3 % 95 2799 £ 86 2714 % - | 2800 = 95
Day after exposure 2 2457 = 130 2533 £ 135 2571 % 43 2487 = 126
3 2565 = 144 (D) 2633 = 11.0 (7) 2679 = 59 (5) 2700 = 105 (7)
Fasting — 4
p 222 = 9.6 (5) 2479 = 111 () 2476 = 44 (5 2508 = 93 (5)
Each vaue shows mean (g) = SD.
Not significantly different from control.
Figures in parentheses indicate number of animals.
Vehide control: 2 mM citric acid solution
TP: Tape stripping
(2) AC group
Group Vehide control 5nm Ag (I mg/ml) AgNO; (1 mg/mL)
Pretreatment AC AC AC
Number of animals 4 4 4
AC treament day 1 2447 = 22 2459 = 38 2430 = 37
4 2636 + 48 2656 = 87 2622 = 47
Day after exposure 2 2571 £ 68 2613 = 77 2526 = 87

Each value shows mean (g) = S.D.

Not significantly different from control.
Figures in parentheses indicate number of animals.
Vehicle control: 2mM citric add solution

AC: Acetone wiping

10. #FE. TPHIUVACLIEEEEB(THE

IR SR R SRR ICERRE 3R

SN Moz,
TP group, Day5
Group Vehicle control 5nm Ag(l mgmL) AgNO,; (1 mgmlL)
Pretreatment TP ¥ & - TP
Number of animals 5 5 5 5
RBC 10000/uL 697 = 33 678 = 23 714 = 32 665 = 28
Hemoglobin g/dL 143 = 07 148 = 03 152 £ 06 144 = 04
Hematocrit % 414 = 15 29 £ 10 437 £ 19 421 £ 11
MCV fL 595 +- 13 632 * 16 e 613" % 12 634 = 15 s
MCH g 205 = 07 218 £ 06 ** 213 %= 04 213 204 -
MCHC gdL 344 x 04 345 = 04 347 = 02 342 = 03
Platelet 10000/uL 1341 = 140 1268 = 164 1056 = 429 1163 £ 94
WBC 100/uL 1163 £ 323 1115 % 243 898 = 104 886 = 400
Neutrop hil % 102 * 15 139 * 87 139 * 42 104 £ 15
Eosinophil % 08 = 03 09 = 03 08 =01 09 = 04
Basophil % 01 = 00 00 = 00 00 = 00 01 £ 01
Monocyte % 27 = 04 26 = 09 26 = 11 24 £ 06
Lymphocyte % 862 = 18 826 = 94 827 = 52 862 = 19
Reticulocyte % 542 = 052 516 £ 122 566 = 038 539 = 0.77

Each value shows mean = SD.

Significantly different from the control group (**
Vehidle control: 2 mM ditric add solution

TP Tapestripping

P<0.01).

11. MEFRE(TP 0EE, Day 5). TPUEREZE U JIRRSHBSIUVRA A RS

BT HORMRSES KOCEEIRMRNEIOE > ENER(TIBIMUN. FRIMERES.

ANEJOECHBLUNY MUY MEICEBRERHSNIBN D 2. Fiz. RIBHEBIRE(C

BULTE., BESIUVEREICEEFRREZDS NN DT,
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{1) TP group, Day 2

Grop Vebidie conirol Som Ag{imgel) AN (1 mpgnl)
Pretrestiment ™ ir - pid
Tumber of mamdls 4 4 Z 4
Totd protan ga 21 o= 04 51 & 04 35 = 02 32 %= 4%
Allmenin 4 23 = 41 i =82 22 0= 41 32 0= 813
AL 1% = 408 17 & a4 1E = 48t 16 = 038
Glucose mgd 43 % 25 i3 2 5% Mo e -
Totdd chaolesterct mgh B o= 4 £ % 1% T oz 4 =6
Trigveside mgd 2 &1 3 %17 FERNE . ] # & 2
AST UL $3 = 13 i & 27 85 = i1 97 = B
ALT Ui B & W &3 2% = 1 » =7
BUN mgd 17 %3 B =2 #® %2 5 %1
Crestinine mgd 4n & 042 033 = 42 923 = 982 42 %= 601
ALP VA 23 o= 8 1312 = 166 1399 = 360 $218 = HF
Enorgmic phosphons mgd 8% = 14 95 % 18 33 = 02 23 = 03
Cz mEd 5% = 83 96 = 63 01 = 92 98 = 82
Ha il 1453 % 08 1438 = 14 473 & 17 1467 = 19
1S mEgl 447 = §37 5407 = 210 488 = 023 381 % 820
o mEgl 1984 = 22 el = 25 7% = 13 058 = 08
Eachvahe showsmens SD.
Mot sigEfoantly dfferent from contrel
Vehide controk 2 mM ditvic anid sclution
TP: Tape stripping
(2) TP group, Day 3
Grop Vehicle contral 3 v Agll mgml) AZIO {1mgml}
Freivsatment i3 bt P
Humber of animals 2 2 2
Totad protein FE 5% % 41 51 % o 33 .1
Albumin gd 33 = 01 32 & 4D 33 6.1
AG 137 = 682 133 = 607 170 = 013
Ghiose mgd. 183 = 13 9 =3 I o= 4
Tots choleaterol mgd. $7 = 14 #2 = 16 &6 = 11
Trigyceride mEd 19 0= 11 % =1 55 % 31
AST UL o= 2 T o= 16 8 =1
ALT UL HEE 34 o= 2 34 2
BUN mgd 9 =1 & & 6 =1
Cyeatining mgd 24 = 441 ol 2 0.2 = 000
ALP oL W87 = 54 1553 = 240 1433 = 187
Inorgic phosphoras mgdl 24 = 42 85 = 94 28 = 17
Cs mgd. 23 = 81 B8 4.4 64 =03
Ha mEgl 445 = 09 1454 = 1% #4435 = 07
K mEgl 468 = 930 448 = 008 431 = 008
< mEgl WO o= 81 1078 = 04 WeE = 08
Eachvadue showsmems 8D,
ot signficantly Efferent from cortral.
Vehide control 2 oM clivic add solution
TP: Tape stripping
(3) TP group, Day 5
Groap Vehide control Srm Az{imgml} AZN0: {1 mgml)
Pretreatment P TP - TP
Number of animals 3 3 3 3
Total protéin s 48 = o1 49 =02 45 = 02 48 = 02
Aflmmin gd 31 =01 32 =401 3z i A= 02
AG 196 = 028 1332 = 819 i = §.10 186 = 0.16
Glucose mzd 134 3 137 = 13 13 0= 12 i o= i3 Al
Total cholestercl mgd 44 7 48 g % o= 7 B
Trigyeside mgdl 3 8 35 =46 ZZ o= 18 7 =5
AST VA 64 = & & =& &8 =7 & =8
ALT UL 23 =3 P =6 B =2
BUN wgd 2 =2 =3 11 i ito=1
Cregtinine mgd 421 = 201 21 =002 820 = 242 83 =002
ALP UL 3 o= 13 1166 = 148 1265 = 173 0es = 113
Tneegmic phosphons mgd 21 = 63 83 =05 2 = 03 24 =03
Ca mgd. 21 = 23 83 = 62 23 = 02 83 =03
Na mEgL 432 = 1% 468 = 12 467 = 08 477 = L3
X mEgL 408 = 022 i =501 420 = 420 488 = 024
(2] mEgl 022 = 03 1024 = 08 026 = 29 1636 = 14
Eachvahe showsmean=5D.

Sigificently dfferent from thecontrol grovp {#% P01}
Vehide contrel 2 mM ditric aaid sclution
TP Tapesiripping

12, MEECFIRE (TP NEBEY). (I 5 HORAARSEETE. JILO-XNEEN
BRCETULLY, REBEBFRECSVTHES LUEIBICEEFRRERH NN o,
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AC group, Day 2

Group Vehide control 5 om Ag(l mgml) ANO; (Imgml)
Pretreatment AC AC AC
Number of ansmals - 4 4

Tota protein gd 52 =02 53 =02 50 =03
Albunin gd 33 = 01 33 = 01 32 +03
AG 174 = 004 157 = 009 180 =022
Glhucose mgdl 219 = 1 195 =9 o 199 =3 .
Total cholesterol mgdl 62 =2 65 = 10 62 =35
Tridyceride mgd 22 =4 =6 20 =2
AST UL 76 = 16 0 =10 93 =4
ALT UL 32 =7 22 =1 37 =12
BUN mgdl 17 =2 8 =3 17 =5
Creatinine mgd. 021 = 001 023 = 003 023 =002
ALP UL 1333 = 81 1345 = 478 1253 = 100
Inorgenic phosphorus mgdl 90 = 035 95 % 11 95 = 05
Ca mgdl 103 = 03 106 = 03 107 = 02
Na mEgL 1439 = 16 1448 = 15 455 =16
K mEqL 402 = 019 409 = 033 401 = 021
c mEqL 1043 = 20 1055 = 05 1050 = 09

Eachvalue showsmean= SD.

Significantly different from the control group (*: P<0.03, **: P<0.01).

Vehicle control: 2 mM ditric acid solution

AC: Acetone wiping
13. MREICFRE(AC NEE). + /RBESHSIVRAASKSETE JILO-X
BEAMERICET LN, MIBEBZERECSVWTHES KUBIBICERFIRERH SR
moiz.
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(1) TP group, Day 2

Geop Vebicle conged Som Azl maul) A0 {1 mgml)

Protrentment ii4 TP - P

Maznber of ardmals 4 4 2 4

Body wegn ® 2455 = 133 %13 = é3 589 = 7% 28335 =& 169

Liver img 115012 %= 18903 127245 = 1B4E2 317169 = 1848 846 = 8472
{mgg 45518 = 5457 48710 = 4306 23114 = 1888 45426 = 1038

Eahvadue showsmesn= 5D,

Heot agificatly &fferent from comtral.
Viebide control 1 o oitsic scid salution

TP Tepestrpping
(2) TP group, Day 3

Group W ericle contred 5 om Ag{l mgml) AGNO; {1 mgml}

Pretesatment P TE TP

Humber o animals 2 2 2

Body weigt e 44 = 152 2528 = 23 77 = 175

Liver {mg 104EZT £ 12312 133657 & 11231 126312 = 1353
{mgg 3338 & 24 48738 = 4938 44405 = 357

Eshvdueshowsmeans 8D,

Hot ggrificently &ffere from congral

Vehide controb: 2 mb ditrie adid selution

TP: Tape stpping

(3) TP group, Day 5

Growp Vehicls control 3 o Ag{l mpml) A0 (L maml}

Pretreatment P TP - gt

Humber of animals 3 3 5 5

Body weight @ M2 = 96 2475 = 111 2476 = 44 2508 = 93

Liver {mg 17288 = 19542 86531 = &322 82024 = £282 22923 = 488%
{mgg 36015 = 3646 34882 = 1130 33302 = 2080 3311 & 2508

Eidnavs {mg 34718 = i78.1 1087 = 1960 13389 = 881 23429 = 16335
{mgd 19202 = 03518 8993 = 0327 ** 9448 = 0280 * $340 = 03525 ¢

Splesn {mg ez o= 1733 7160 = 1213 6575 = 728 6688 = 1108
(mgs 2890 = 0633 2889 = 0484 2657 = 0336 2862 = 8359

Adreral dands img 338 = 76 482 = (X3 312 = 34 328 = 36
{mgs $222 = 0027 G.i%4 = 0024 0287 = 0814 030 = 8013

Eachvaue showsmean= 5D,

Sigificantly &fferent from the control group (% P<O.OS, =% POy
Vebide contrel 2 mM dtsic acd solution
TP Tapestrpping

14. SBREEE(TP ). B 5 BT /IRREES LR A IRSE T
BN EEOERRMETAHFSNIEN, FRIBEBFREBCSVWTBRICEEMREG
HOENT, MRFELFRBCHBVWTERRBRERD IS I L T7FZODEICBEETRD
oz,
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AC group, Day 2

Crroup Vehicle control 3 nm Ag{ mpml} AP mgnly

Prefraatment AL AL AL

Number of antmaly kS E 4

Beody weight ig 2371 = £8 2413 = 77 1326 = 27

Liver {mg 111472 = 5974 3481 = gg14 05138 = 8572
imger 43326 = 1788 347 = 4 21810 = 1.525%

Eachvalue showsmean= 8D

Mot significantly different from control
Velicle control I clirks acid solution
AT Acstone wiping

15. BBEES(AC NEE). ACUEBEEOEESTE BRSNS C|RESHOBI(CE
BREIEBHSNIEN DI,

(1) TP group, Day 2

Group Vehidecontrol Snm Agii mginl} AgNG, (1 mgl)
Pretrsatment P P - I
Findnz Geade - o= B 3 B - B - E 23
Liver
Celtalar infiltration, monomdesr cell, periportal 3t 8 & ¢ 4 0 0 & 9 2 8 & ¢ ¢ £ 046 8 8 @
Decrease, gycogen, hepaiocyte 38 1 4 ¢ $ 6 0 0 9 8 48 ¢ 3 8 &t ¢ ¢
Neorosis, focat : 2 &6 & 0 EEE 2 8 8 & @ & ¢ 4 9 0
Vacuslation, cytoplasmic, hepatocyte £ 0 08 ¢ @ 301 8 % @ 28 0 6 0 4 8 9 ¢ 0
Notes} -:Noabnormalchanges =0 Very slight +: Slight 2+ Moderate 3+ Maked
Numerals represent the mumber of animals.
Hot significantly differert from control
Vehicts control 2 mM citde acid sohsion
TP:Tzpestipping
(2) TP group, Day 3
Group Vehicls corgral 5 om Ag{l mgml) AZNC, {lmgmly
Pretremment P iP TP
Findings Grade - = % I 5 B - =+ 3
Liver 2 2 2
Wotes) -:No snomad chenges = Very slight + : Shight 2+ Moderate 3+ Maked
Nomeratsrep the mumber of animat
ot significantly different from control.
Vebicle contrel 2 ditrdo add sohwion
TP Tepe stripping
(3) TP group, Day 5
Group Vehide controf Som Ag{l mgml} AN, {1 mapimk}
Pretreatment P P - ip
Fmdéngs Grade B - = v I 3 - =+ IF 3 - =+ I 3
Liver
Cethufer flitration, mived, focal 3 ¢ & 8 8 4 1 & & g 500 8 06 4 5 8 46 & 6
Fatty changs, hepatosyis, peiportal 41 ¢ 0 o 4 1 8 6 9 4t 0 8 0 § 0t 86 8 @
Hypertrophyhypeplasa, Kupffer call i1 06 0 50 0 8 0 s 8 8 8 0 5 08 o & @
Kidney
Hesophilic thule cortes 203 6 9 ¢ 2 03 [ 2 3 ¢ 6 8 LN T T
Tast, ydlin, medalia, unidaeral i 86 & & ¢ EEE A 28 8 6 ¢ 58 8 ¢ O
Dilstation, peivis, unilaterd i ¢ & & @ O 3 ¢ ¢ 6 @ P48 & 4
Splesn
3 fasi; flary 8 & 4 1 2 g 4 3 2 8 ¢ & 3 2 @ ¢ & 5 ¢ @
Adrend gand 5 5 3 s

Heotesy -: Nosboormal changes 20 Vay slight +:8iight 2+ Moderate 3+ Marked
Humerals represent the rewaber of animals.

Kot sigificantly different from control

Vehicle contrah 2 M dirde acid sohation

TP: Tepestdpping

16. FEBGFEFRR(TP LEE). R 2 BXU 3 HOFERSOICAIE 5 BORFE.
Bid. BESIURIBTE. BIRE5(CXRDEEXOSNDIEERHS UM D,
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AC group, Day 2

Group ¥ ehacle control Som Ag{l mgwl} AZI0, (Imgml)
Pretrestment AC AC AC
?m Srade T P T - = P T -
4 4 4

Liver
Kotes) -:Nodnoms chenges = Very slight + - Slight 2+ Moderate 3+ Maked
Numerds represent the munber of animals
Not significantly different from control.

Vehicle control: 2 mMM ditric acid solution
AL Acstonewiping

17. REAMFPRR(AC LEE). T, 2SR CSVWTRLEE@RO 5NN/,
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