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NMs) D in silico IZ J- 3 FFHEAEST
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The test materials used in this study were three
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NM-204) provided by the JRC Nanomaterials
Repository (Ispra). We would like to express our
sincere gratitude to the JRC Nanomaterials
Repository for their generous contribution of

these materials.
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1. 3fEDSiIO, NPsOWMRIE /in vitro h-CLAT/in vivo W ANZ&B R BfEROT

Description NM-201 NM-202 NM-204
Properties i an":al_ TEM Farticle size / nm 1 o 10
propertiss
TEM Particle shape sphericz| sEherica! spherical
ELLi[Tht'{:; oFREEreER s P verage f om s26] 420 273
ELL:[Tbl'{:f; of sggregates in h- Z-patencial / mv .13 18 -17]
ELLi[Tbl'gf; ofsggregatesinh-\o 0.38| 0.35 0.25|
ChEmiEél- EDS Total non-5i02 content including coating and 2.21| 164 0.47]
kcompasition
0.74| U.4a O.4ﬂ
0.46 0.2
0.44] a 0.18
of 0.18] i
0.001] -
0.001] - 0001
0.005] - 0.00:
u.uu;l i
53.0ﬂ 53.14 53.1
E 45.27] 46.! 45.9
Yas (or H20) Na\"as {or H20)|
3| 3
C;\;s::lllne HRD Crystalline type amarphous| amorphous| Amorphous|
Na2s04,
Nz2504| Bohemite
HRD Crystalline impurities Bohemite| [AIO[OH]),
{a1z04) Bohemite)
(A1204
RD(?] Aspect ratio 1451 1518
fppecific FAKS SAXS surface area (me/g) 123 184 131
[Furface area
B EET surface ares {m?/g) 14041 204.11 136.6
otal pore volume {ml/g) 058 ].5 0.513 0. 505?
icropore surface area (m2/g) |
u.m 0. uﬁ 0. ODE?
Custiness. 5034 2454
) 218] j
Flask lnethcld 2.4
CP-ME Az (my <(0.5| <I15 <0.5)
CP-ME Cd [mg/ke) =0.2 =0.2 <0.2|
CP-MS b {mz/kg) =0.5] <0.1} 1.9)
CP-ME He (mz/kg <0.5] =0.1} <0.5}
MIAD { Mean) Pzss medizn asrodynamic dizmeter 1,658nm(L] 5:]5"”?%?;:‘:' 1,439nm(L)
F\':IWWWMW MMAD) (nm) N H 1,468nm(H}|
MAD 5158l 143!
M2/H2 1a4 131
in vitro h-CLAT test (THP-lactive) Positive! Positivel
h-CLAT test (THP-lactive) 3 2 1
CLAT test (THP-lactive) 203 15.5) 2.5
h-CLAT test (THP-lactive) 4 E 4
invivo CCLS in BALF 75i 27.4 13
xacerbation of pneumaonia 1 2 3

FERFIEMER

(3) 1141

1. PRI E

D
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(OPPRZREVEYEE . @B ERAEEE .. QIR EIENE)
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Physical
propertie

Measurement method
Mass median

NM-204

oo T e 1658nm(L). 515~609 (L), 1439nm(L),
i s Clam 2030nm(H)  709nm (H)  1.468nm(H)
surface area (m"2/g) 123m2/g  184m'2/g 131 m"2/g

in vivoRBT

v EH#EA >}
JFEE(0mg/m™3)ic ED150 (mg/m*"3)
CCL5 in BALF L

T150%(1.5-fold)

75.0

27.1

13.0

3 EBHTEEEFBV

rTEsualEER
B AE R AR

Exacerbation of é ;ggg\gt: Score 1 2 3
pneumaonia FEREEA R

2. 3FEDSIOr NMsIZ L Din vivoW A\BRE

ARSI

RERAE SR (F51E : BALFHPCCLS{E. RSV

Mass median
aerodynamic
diameter (MMAD))|
(um)
surface area
(m2/g)
T

Sk

TFAYERE

Test guideline
Route
Species
Strain
Gender
Test group
Administration
period (day)
Recovery period
(day)
Dose unit
Min dose
Max dose
Purity

Test laboratory

Wistar
male and female
Main

5 (6h/day)

1or3 menths

mg/m3
116(= 028l

s L
NO Division of Nutrition
and Food Research, Zeist)
NL)

2008

Year reported

3 umer22-35
am

ding on the
device used)

TcEEL

wLL
feed

In { s design]
e to 2 low-

Rat Rat

Wistar Wistar
male and female male
Main Main
5 (sh/day) 5 (6h/day}
1or 3 months 1or 3 months

mg/m3

 TNO Division of Nutrition| TNO Division of Nutrition
and Food Research, Zeistiand Food Research, Zeist
NL) (NL}

2003 2003

sl

car

ding on the
| device used)

Miniature screw
com

Institute " & design}
connected to 3 low-

SR,

Rat
Wistar
male
Main

5 (gh/day

1or3 months

mg/m3

sl
TNO Di

(NL}
2003

of Nutrition | TNO Divi
and Food Research, Zeistland Food Research, Zeist]

(Institute s desig
connected to a low-

Rat
Wigtar
mzle znd female
Main

5 (h/day)

1or3months

mg/m3
L1g (= 038)
15}
L

n of Nutition

(ML}
2003

1,658nm(L], 2080nmiH}

it R EE. TNO NIHS
HEF 2003 2024
¥ { EHE 5 days 5 days
BESES 1 5 7 10 12 1 2 3
Name (BU&7T. #i| Substance declared | Substancedevlared | Substance declared | Substance deolared | Substanoe declared
£ ~ equivalent to NM-200 | equivalentto NM-201 | equivalentto NM-202 | equivalent to NM-203 i NM-204 | NM-201 NN HM-204
it i i {pyrogenic) ipi

515~608 (L). 709nm
(HH

182 m2/g

1,489nmiL), 1468nm(H}

131 m2/g

Mouse
C57BL/ENerSlc
male
Main

5 (6h/day)

AW or BW

Mouse
C57BL/6NerSle
male
Main

5 (6h/day)

AW or 8W
mg/ma
69204

64

»90%

National Institute of

5 (5h/day)

AW or 8W

Mational Institute of

Health 18)

Health

#3. 3FEDSIO; NPsDin vivo W N Z=GE A Bk R OHESSIERUZ L 57 — Z IVEE - &5
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with t2
-0.5 0.0 0.5

-1.0

[X]2.

with t2
-0.5 0.0 0.5 1.0

-1.0

[X]3.

Variable correlations

¢ Xvarp
® Y varp

hom4.lumo_gap
.

lumo_energy
-

BpgkiBAdlit
*
Respiratory M
L]
.
Non-sensitizing
L]

SASA_rdkit

¢ VDWHané‘ﬂ‘Bkit

formal_charge Skin
. L]

MolLogP_rdkit
.

-1.0 0.5 0.0 0.5 1.0

with t1

TR A RFER & PN TS - BRI EMEIZ B9 D PLS-DAf#fT D v —F ¢ o 7 7' m b

Variable correlations

+ Xvars
= Yvars

BP_pred
3

MP_pred Non-se:sitizing
. )

(oo,
—/

Skin
L]

LogWs_pred
*

LogVP_pred
.

-1.0 -0.5 0.0 0.5 1.0

with t1

EARRR R A TR 2R « R SR EME B4 APLS-DAffT O —F ¢ > 771w b
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