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Necropsy after inhalation exposure

Group Examinations N 5th  13th 12M 24M
Control =Lung Burden 12 3 3 3 3
0 mg/ m° *Histopathology(perfusion) 26 0 0 6 20
Bhr/day/week x 13 times -Immune function

il 12 0 0 6 6

Pulmonary interstitium mRNA
Spleen, Lymph node

Subtotal 50 Consist of two sub—groups, A&B

T-NT-7 #53um L *Lung Burden 12 3 3 3 3
25 mg/m’ *Histopathology(perfusion) 26 0 0 8 20
Bhr/day/week x 13 times -Immune function

MALF 12 0 0 6 8

Pulmonary interstitium mRNA
Spleen, Lymph node

Subtotal 50 Consist of two sub—groups, A&B

T-NT-7 #53um H *Lung Burden 12 3 3 3 3
5.0 mg/| m’ *Histopathology(perfusion) 26 0 0 6 20
6hr/day/week x 13 times -Immune function

AL 12 0o o 6 &8

Pulmonary intsrstitium mRNA
Spleen, Lymph node

Subtotal 50 Consist of two sub—groups, A&B
Total number of animals 150

&2 VB <UR: AR R AREE RBROBER

Necropsy after inhalation exposure

Group Examinations N 4M 12M 24M
Control (@ Tota RNA. & Immunohistochemistry 9 3 3 3
0 mgj’m3 -@ 3D 9 3 3 3
6hr/D/Wx13times @) Visum 3 1
=¥ 4
Subtotal 25
NT-7#53um L (@ Tota RNA. & Immunohistochemistry 9 3 3 3
3mg/m? -@ 3D ] 3 3 3
6hr/D/Wx13times @ Visum 3 1 1 1
=¥ 4
Subtotal 25
NT-7#53umH (@ Total RNA. @ Immunohistochemistry 9 3 3 3
6 mg/m? -@ 3D ] 3 3 3
6hr/D/Wx13times @ Visum 3 1 1 1
=8 4
Subtotal 25
Total number of animals 75
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Group Examinations N 13th 12M 24M
Control =Lung Burden
0 mg/m? -Histopathology(perfusion) 20 3 5 12
6hr/day/week x 13 times -Immune function
BALF
Pulmonary interstitium mRNA
Spleen, Lymph node
Subtota 20
T-NT-7 #53um L -Lung Burden
2.5 mg/m® -Histopathology{perfusion) 20 3 5 12
6hr/day/week x 13 times -Immune function
BALF
Pulmonary interstitium mRNA
Spleen, Lymph node
Subtotal 20
T-NT-7 #53um H -Lung Burden
5.0 mg/m°® -Histopathology(perfusion) 20 3 5 12
6hr/day/week x 13 times -Immune function
BALF

Pulmonary interstitium mRNA

Spleen, Lymph node

Subtota 20

Total number of animals 60
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Suspend

Freeze
and thaw

— | Filter || Snap-freeze | = Sublimate | - T-CNT |

CHhFETORR: 25umZ A
2R BHRER 53umEE A

TB: Tertiary butyl alcohol (fp. 25.69 °C)

Taquahashi et al., JTS, 2013;38(4) :619-28

Filterate to Collecting Bottle

U-CNT

1 Taquann EOBEE

Taquann {EILZZNETHBE 25 ym OB T L2 —2 HWT0W523, H30 FFENLODFZE
TIX, 1735k (Particle Fibre Tox 2016) THWO/ZHDL[FT HBHE 53 pm OB 7 ¢

SV —% =,
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Cartridge Load_:r

X 2 Taquann EFELEEAEE Ver3.0

Low volume sampler
Filter(MWCNT)

K8 =7a/AE=XY S OME
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Low volume sampling

(Lvs) CPC count
T4 A—ICHESh I FO Low dose:  zemos
VILOBEE(mgE. RIIZER 27 3 tsoeos |
¥ = L mg/m
& 1.5L/min X 60min =90L > 3000’?’; L0804 | SOOP”CC (6f5 M)
lmaﬁlJU)ﬁliﬂﬁﬁ'llﬁo p cc 1.40E+04 +
1.20E+04 1
E. 1.00E+04
B.00E+03 +
6.00E+03 | :'1'."- 4y i
4.00E+03 + 1y .|__
2.00E+03 +
0.00E+00 —
-10 20 50 80 110 140 170 w00 150 380
mg/ m3| A B
Low |High [Low |High CPC count
il 26| 49 20 651 ngh dose: e
2| 25| 44 29| 50 3 LBOE4 [
s[ 28] 51| 26| 4a] 47mgm’ 800p/cc (6f5 A )
4| 26| 52| 29| 51| 4800plecc ..
5] 29 5.0 27| 641 e
6] 29 4.6 2.7 50 8 v
7] 26| 44| 26| 46 L I '
8 27| 46| 27| 45 £00E03 | 1T i il
9] 27| 47 26| 45 B.00E403 | -
10 26 42 286 47 4006403 +— L
11 26| 44 27| 52 p0ew 4—
12| 26| 38 25| 48 e il |
13| 2.7 4.5 2.8 4.4 : -10 20 50 50 110 140 170 200 50 180
Ave 27| 48 27| 48 min
SD 041 0.4 0.1 0.3
B-12 Total Mass Contentration | MMAD Deéviation B-12 Total Mass Concentration | TR Lo
Low (ug) (ug/m3) (nm) (og) High {ug) (ug/m3) (nm) (cg)
795 2494 7737 — 1416 +556 1172 6.023

Particle cumulative distribution

tive distribution

¥=05233(x] - 37216

Particle cumulative distribution

¥=05568hx]- 33343

MOUDI | MMAD | A-1 B-2 A3 B4 A5 B-6 AT B-8 A9 B-10 | A11 | B12 | ¥
Low nm - - 1106 | 1125 - - - 1082 - 1341 | 1193 | 1132 | 1128
ag - - 57 5.1 - - - 5.1 - 5.4 66 66 58
High nm - 1120 1287 1388 - 1367 - - 1401 1573 - 1172 1193
ag - 53 45 4.9 - 4.7 - - 5 5.1 - [ 53
B4 [FREABRERBRORMR

1 M 1 [\ (6 FFfE : 10:00~16:00) | 13 #2472 NT-7 O K B ARG R 52 FhE L 7=,
(/£1%) Low volume sampler (LVS) ZH\, 747 —|ZHifES 7= NT-7 O'E&E (mg) %, %
51225 & 1.5L/min x 60 min= 90L 7>5 1m3&H 7=V DB & ELR H LI,

(F X)) B Mk 3 % & (Condensation Particle Counter; CPC. CPC3776.
YTV & 1.5 Limin, TSI, MN, USA) #H W, E &EFfHICADEIIC 6
WA IR UKL - 2% 23 & L7, K A & BE X 3000 p/ee, & H & BE 1L 4800 p/ec /R L
7o MMAD %, (X2 E R ICB W T 1,128 nm (o g: 5.8), M ERICHVNT 1,193
nm (o g:5.3) &0, FAEOYHEALFHRKEEZR L,
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—o—Low =—e—High

" 40.6 pg/lung

22.3 pg/lung

18.4 pg/lung
4.6 pg/lung

6.4 pg/lung

0 : .
7 14 21 28 35 42 49 56

AT

X5 JhiAfTE(HEERARERBRORER)
KW NBR % 3ABR 5 [0 H (5th) & 13 [[1H (13th) | 1 4E (52 # B) BB E o il w41 E Lz
9. bth: {KHEARE 6.4 ng/Lung. & M &R 13.4 ng/Lung, 13th: &K &#¥ 18.4 pg/Lung.
& &R 40.6 pg/Lung, IR 1 FREE (K &/ 4.6 ng/Lung, & H &R 22.3 pg/Lung ©
2R LT, BEWE AR OIS L NT-7 AT BRI B EE 1 B Th-o7228,
13 [B] D[ K W B (B 14 O it A S B L2 - 975012 39 & B L7,
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