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1.3. FEEALIACUC

2 AP BEERAAAA B AGAL Aol ufet 52l that QA 222 AAsH, 4

= =21 71w
A5 |, Guide for the Care and Use of Laboratory Animal (by ILAR publication)©]| T2}
= A= AAISHIE.

OFH A 7} LA = 1998 AAALAC International (Association for Assessment and
Accreditation of Laboratory Animal Care International) Q1 5(AEE 4 B35, 20149)S <€
Eotgor, E A2 P 7TA 4 TACUC (Institutional Animal Care and Use
Committee) 41 ©]& & 25HH.

14, AERP
A@4 SO U RE A, A G712, AEAEA 9 AERTAE AE7| 8 1
FAI A Aol wreh Bakeith AE2A 2 AAAAAZ A9))0) Bate] ot A ¥
F2191 2 1 Aol e ki,
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(Annex 1)
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2.1.2. A¥EZ

A nfo] €] 9] E

A &@7]2 Code No.  K-21132
Batch/Lot No. 22-03-23

Q2 A4 MY, B A X
& K>CO; 0.015 %
pH 12.8

BaxA Ao

S a7t 2022 09 22

T A AdEE2 A 9F Al g9t WGl met w7t kg A e

SEHAY l[NB 2N, SIBATAJE ©]-&5to] TYAN A EE-S 54 &5l 9
H| B 1= 501 2][SIS-30BK, SIBATA]C] L&A Zith.

234, He L@ Y =3
Z 5] [SIS-30BK, SIBATA]
A Y AAhE = 19 % oA, o418 et A 5= 1% o5}, k= 22+3 °C 2§45

39
olrt. GHE, FAAH U ATISE LS 50420 %= GAHEE 51 oLt R Pl A AriaE
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7F70 % Bt w7 S = 2™, o] ofl tieh G2 el 7] &kl
24. =2 SRR WS

2.4.1. Y55 (Nominal concentration)

Nominal concentration (mg/m3) =

2.4.2. 4% (Analytical concentration)

dzt2 ALt kEwtoll A BHE o8t ST & AR 3¢ 33 &5t
A, MER ARHE 712 2 ElAAO]E(S.P Dry Module, NIKKO)®ll 24A]13F o]/ H ket &
ZA5te] w2 H APE U] BASE (mgm’) S BISHAT
Analytical concentration (mg/m3)
_ Weight of filter after sampling (mg) — Weight of filter before sampling(mg) < 1000
B Flow rate of sampling (L/min) X Sampling time (min)
243, BA%E 434 9 ANZ A4 7t
=RV AR LE25E AEEE0 Hiet 24 A B WA ol Hivt B
7He SR ZET A, 15 AB71 2 2 R ohgch

BT obgAo By L 2T tfH] T X} (Deviation, %)7} +20 % U] @ e F2 A
H-5-A|<=(Coefficient of variation, %)7} 20 % ©|WH 2 4] A3t 71 0 2 A5 .

rlo

. o Standard deviation value of measurements
Coefficient of variation (CV, %) = x 100
Mean value of measurements

2.4.4. &Y A9 {3F 37

E2a& 2 HE E—TLOW L& A 717 F v R & 5 A A][SIS-30BK,
SIBATA]9] k= Z(Nozzle)o| A G2 H712 A A5} o] 2 A 7| 22t =l HEstATt.
S AN - e A2 l—L%L 22 o) H| R e E SUA

O] eE(Nozzle) 5 k& Al =°] F2H= = 17]9] H(Stage)oll A F+ 7H4 L= (Nozzle)oﬂ
tiste] FF B7HE BTG A A ol wheta] AAI5HI

7} lr Z(Nozzle)o| Al S H FF2 HIFe= S U AI[SIS-30BK, SIBATA]Y 3=
2F thH] W xH(Deviation, %)7} +5 % o] 2= A A5tst 70 2 TA st
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245 Y AW FHZFAA

Qx2S LR R E &AW 5, 2 U AdSE, Y 59 9 W 24
ZRJAE A% o2 RUET 51, oF 1A M o 2 7|85t 0|8 Al ZA R R S8
SEATE 3, 22 XS e mE3woll A Aash 9 ot A s Fod 55
7} 27 7] [PGM-6208, RAE Systems]§ o] &5t k& A|ZF T oF (A7 7HH o7 24 U
71E5t0] o] 5 AlE 7|2 AR 2 S45H3int

24.6. YFEX

Cascade impactor [Mini MOUDI 135-6S, MSP Corporation] & ©|-&5t0] e dof| A|d=4
ST (R A Q)N A 23] A5 oW, S-S 71 2 MMAD (Mass median
aerodynamic diameter) 2 GSD (Geometric standard deviation)= /\}EO}OﬂE‘r SHH E A|F9
/‘1 AL &= A HO MMAD % GSDO] B A= 242t 144 um 2 1.5-3.0 H Qo] 2|9k, A19
A 259 MMADZ} @1%] o]st2 A 9] 0r oo thdl JFe 11:7o]| 71<5}hit)

247, Y L= AL

Dilution Air (Optional)

) ;[\
Mist Generator L
e
'&Hn:::;:rr I‘i[l:— z :: ‘::HJ Sampling Line
CO; Monitor 4 = . |=
I ‘?Tﬁ CQ [ =
‘ﬂl_‘-; 5 I I}' E Cascade

T Impactor
Noseronly Expoqure

Inhalation\Experiment Device

L0

filter Exhaust Unit

= HE (57 LA 5 (SPF))

Al &/oHAE Sprague-Dawley/Crl:CD (SD)
drsET 220k (= 119t b3 119t])
LESEST 2012 (=21 10mHE], A 10mF2)
JTAl 3 oF 7153

Page 13 /71



uto] ] Q]E: 2 =(Sprague-Dawley)S 0|85 FASTA=ZAAEY KIT A d¥35: G221018

L EA 58 oF 8
A5 H < LE A SEY AT
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CRERe &) QYA E Hfo] 2
13201 471 % JGA -9+ 2t 2 322
WA A Color marking, Tail tattoo, Cage card
=277t 74
= 7% 3
e A @717t & S = DA = o] Fo A 2] ekttt

A o] Trata 2] 4 :
3ok tiA) A o] Sl Qlolt dE L Thaket E 50| ShetE A S48 Holsher
Z

5}
] AREEAL Jlom, et Al

50 QYBAS BolA] g, AFI AFS Lehfe BEL el A
Vg

TP H FEES mEOl AAHY] A 347 2R V1S F o 2 71 pretest

[e)
period) % BIF-S Yl Eo) THE stressE Z©|7] 1l 12] holder adaptation training= HE5=

REZFAFTES 5= A48 7495 tH|ste] k& TR Al(Day 1)7HA] 22 &
Stal, o] = Aol A ALIAZ TH(Day 2). Al ellA] A2l ttof-s=2 F54]
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5
5
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4.5

5
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A71/dH] Z714A] whet v 7] 9] 7 W B Al ZH2 157 Eke] A o] A E] o
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2.13. AzEAH

Methods of Statistical Analysis

Parameters Tested
Preliminary Test Not significant Significant

Body Weight F-test Student’s T-test Wilcoxon Rank Sum Test
Body Weight Gain

P value: 0.05 or 0.01

l

A7 % S A AR n A0 27 R BERAe Uep ol A@ae ol
_]

24} Pristima System-2 ©]-8-5t] FA| 4 2= £A4513 .

2T A2 EEw 7] St A4S Al FestE AAISHIH G4t HlolE =
Student’s T-Test& A A5}0] w7Fe] Zpol & HA AL, SATEA] &2 HlolH =
Rank Sum Test& A A|5ke] w7k 2Fo & HF3H ATt
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3. 23}
31. Ags

(Table 1, Appendix 1)

(Table 2, Appendix 2)

%

Falg TR BE e EoM AEEE Y S48 00 vl duhSA2 v E A
&3t

33. AT

(Figures 1, 2, Tables 3, 4, Appendix 3)

e et BE k&l AldE2d o 543U ad U d AlSiste e EA|

=
oot

§i

=}

(o]
3.4. '-“f?_ T2

i)

(Table 5, Appendix 4)
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35. o2k Y EAEE
(Tables 6, 7)

A 7] 9] 882 H7TsH] $7t o] 25 & (Nominal concentration)+= 4.5 mg/m® leE+0f 4]
31954.17 mg/m>°] At}

7+ 59t 45 & (Analytical concentration)= 4.5 mg/m? 't &) 4] 4.60+0.40 mg/m?
¥ H] 222 %] BAFE LrEPRLow, B3 1r 2 1w ohu] 420 % H U]
B290] HAH 0 2 15912 HAlShAT)

2 H
=

LE A 717 T S A 5 B2 2 4.5 mgm® 2E3T 2] ZF 2 E(Nozzle)©ll
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A ZAE FFo] v R & U A|[SIS-30BK, SIBATAC &5H 3 thd] B}
o) oﬂ];]-
S

(Deviation, %)7} 5 % o|H=A F2Het S HH f-= &<lst

37, 4% 94348 2 A aEA Bt

(Table 9)
L2 A 7|17 9get BN S oA 2 A A H7F AT 4.5 mgm® wEAOlA &
I &5 5 tfH] HxK(Deviation, %)7t£20 % ©] W 2 -5 A|4=(Coefficient of variation, %)7}

20% O 2A B3 o4 W s 3L glskect,
3.8. YW &3 9 A4, ool A B
(Table 10)

L ESARE SR AW U] 25, A S, A 2 G2 R tol| 4] 23.4+0.6 °C,

39.5£1.7 %, -96.3+2.2 Pa & 34.5+0.6 L/min ©| 111, 4.5 mg/m’ l=Z+of| A 23.0+0.3 °C,
83.043.4 %, -95.6+1.7 Pa ¥ 34.5+0.6 L/min O] A TF. AU 4tA Fr= th2E E 4.5 mg/m’
L E oA 20.920.0 %= 19 % o102 A H ot MY o]itetet s = 2 2
4.5 mg/m’® T ZEo A 100+0 ppm (0.01 %) 2 1 % ©]5t= G2 = At

39. Y4AEX:
(Table 11)

LE A7 B9 Al =4 2] 91742 I (Mass median aerodynamic diameter, MMAD)+= 4.5
mg/m® ' Z7o) A 0.40+£0.00 pm= =3 = Q1)

715Fek4 32 H 2K (Geometric standard deviation, GSD)+= 4.5 mg/m® le &0 4] 1.50+0.01.S
=2 S AT
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« w9
2 A G = A FEA vtolE|H o et FASULEE A T EH = 54 2ASH] §
5} Sprague-Dawley FHE=of 0 (H2H) 2 4.5 mg/m3 O ER a5 rs 2t A 22t 5

] 4 v 2] OPoi RSS2 AASHATE Al e =3 & 144 AP E, 9,

A%

HREIE A 45 myind B 7o) A U QIARES A2l S AEY
e oM, At =, ool A T YW E4 Fh)Ee = 2

o} 4.5 mg/m® i Eol| A AdHHE 7T 70 % Bt =A S EH QAN o= A2 ] uto]
BB o] Y EA4o) g Ao 2 Alof| mA]= FF2 §l= Ao & TET 4.5 mg/m’
L Eo A eE YAFS] MMAD (mass median aerodynamic diameter)”
H 71EA] Q) 14 pum K oF 22 25 YA T o] Tk A& Q]
S T2 A o= Addof n|X]= FF2 gle Ao = mebe ot ohH,
249 FAFE = L&Y 53 LS55 o AvteA A=A, Al
S9H M ol 4 TAekv] QFYH 02 WA U BT AS 3
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ol

o
loi
rO
o
38
)

Page 21 /71



ufo] €] 9] E]: S =(Sprague-Dawley)E ©|-&3F 54

KIT A3 G221018

FIGURES

Page 22 /71



ufo] €] ¢ Ef: 2= (Sprague-Dawley) S ©]-&3F &4

KIT A|g¥S: G221018

Figure 1
Mean Body Weight of Male
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Rat/Crl:CD

Mean Body Weight of Male

Study: G221018

SINGLE DOSE TOXICITY/TOX

Phase: Treatment Sex: Males

Unit: g

Mean Body Weights

520

Group Mean Body Weight over Time

500
480
480
440
420
400

ag0 t—A—

& ® o Y L &)

Day of Phase
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Figure 2
Mean Body Weight of Female
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Rat/Crl:CD

Mean Body Weight of Female

Study: G221018

SINGLE DOSE TOXICITY/TOX

Phase: Treatment Sex: Females

Unit: g

Mean Body Weights

265

Group Mean Body Weight over Time

260
255
250
245
240
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230
225
220 ¢

Groups

Control

T1

o A ) R

Day of Phase
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Table 1
Summary of Mortality
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Summary of Mortality

Rat/Crl:CD SINGLE DOSE TOXICITY/TOX
Study : G221018 Sex : Male
Phase Treatment Day of Phase
Final
Group Day 1 <Day 3 <Day 7 <Day 15 Mortality"
Control 0 0 0 0 0/5
Tl 0 0 0 0 0/5
D Number of Animals with Dead Animals / Total Animal Number
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Summary of Mortality

Rat/Crl:CD SINGLE DOSE TOXICITY/TOX
Study : G221018 Sex : Female
Phase Treatment Day of Phase
Final
Group Day 1 <Day 3 <Day 7 <Day 15 Mortality"
Control 0 0 0 0 0/5
Tl 0 0 0 0 0/5
D Number of Animals with Dead Animals / Total Animal Number
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Table 2
Summary of Clinical Signs
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Study: G221018

Rat/Crl:CD SINGLE DOSE TOXICITY/TOX
Males
Dosage Group: Control T1
Number of animals: 5 5
Number Examined: 5 5
Category Observation a b a b
No Abnormalities No Abnormalities Detected 5 15.00 5 15.00
Detected

Note: a = Number of animals affected

b = Mean number of animal days with clinical sign
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Study: G221018

Rat/Crl:CD SINGLE DOSE TOXICITY/TOX
Females
Dosage Group: Control T1
Number of animals: 5 5
Number Examined: 5 5
Category Observation a b a b
No Abnormalities No Abnormalities Detected 5 15.00 5 15.00
Detected

Note: a = Number of animals affected

b = Mean number of animal days with clinical sign
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Summary of Body Weight
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Summary of Body Weight

Study: G221018

Rat/Crl:CD SINGLE DOSE TOXICITY/TOX
Males Unit: g
Treatment
Group Day: 1 Day: 2 Day: 4 Day: 8 Day: 15
# Session 1 Session 1 Session 1 Session 1 Session 1
Control (n) 5 5 5 5 5
Means 385.1 383.2 401.5 437.6 490.1
Sdevs 14.75 14.70 14.79 17.37 23.85
T1 (n) 5 5 5 5 5
Means 3932 389.3 412.9 446.8 506.5
Sdevs 11.76 11.45 12.72 17.09 19.30
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Summary of Body Weight
Study: G221018
Rat/Crl:CD SINGLE DOSE TOXICITY/TOX
Females Unit: g
Treatment
Group Day: 1 Day: 2 Day: 4 Day: 8 Day: 15
# Session 1 Session 1 Session 1 Session 1 Session 1
Control (n) 5 5 5 5 5
Means 221.7 222.3 225.6 239.5 251.3
Sdevs 8.63 5.19 5.12 5.07 11.52
Tl (n) 5 5 5 5 5
Means 2222 221.2 232.6 246.6 262.1
Sdevs 7.35 428 5.78 7.95 7.34
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Summary of Body Weight Gain
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Summary of Body Weight Gain

Study: G221018

Rat/Crl:CD SINGLE DOSE TOXICITY/TOX
Males Unit: g
Group Treatment
# Day: 2 Day: 4 Day: 8 Day: 15
Session 1 Session 1 Session 1 Session 1
Control (n) 5 5 5 5
Means -1.9 16.4 52.5 105.0
Sdevs 4.72 5.93 7.52 10.54
Tl (n) 5 5 5 5
Means -3.9 19.7 53.6 113.3
Sdevs 1.55 3.16 6.16 10.59

Baseline: Treatment Day: 1
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Summary of Body Weight Gain
Study: G221018
Rat/Crl:CD SINGLE DOSE TOXICITY/TOX
Females Unit: g
Group Treatment
# Day: 2 Day: 4 Day: 8 Day: 15
Session 1 Session 1 Session 1 Session 1
Control (n) 5 5 5 5
Means 0.5 3.9 17.8 29.6
Sdevs 4.24 4.75 5.81 15.73
Tl (n) 5 5 5 5
Means -0.9 10.4 24.5 39.9
Sdevs 6.46 4.17 3.38 8.17
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Summary of Macroscopic Findings
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Summary of Macroscopic Findings

Study: G221018

Rat/Crl:CD SINGLE DOSE TOXICITY/TOX
Males
Phase of Death: Scheduled Death
Dosage Group: Control T1
Number of Animals: 5 5
Number Examined: 5 5
Number Unremarkable: 5 5
Abnormal lesions Number Examined: 5 5
Number Unremarkable: 5 5
Abdominal cavity Number Examined: 5 5
Number Unremarkable: 5 5
Thoracic cavity Number Examined: 5 5
Number Unremarkable: 5 5
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Summary of Macroscopic Findings

Study: G221018

Rat/Crl:CD SINGLE DOSE TOXICITY/TOX
Females
Phase of Death: Scheduled Death

Dosage Group: Control T1

Number of Animals: 5 5

Number Examined: 5 5

Number Unremarkable: 5 5

Abnormal lesions Number Examined: 5 5
Number Unremarkable: 5 5

Abdominal cavity Number Examined: 5 5
Number Unremarkable: 5 5

Thoracic cavity Number Examined: 5 5
Number Unremarkable: 5 5
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Nominal Concentration
Study Number: G221018

Total amount of Total volume of air Nominal
Groups generated test item passed through the chamber Concentration?
(8) L) (mg/m’)
T1 (4.5 mg/m?®) 153.38 4800.0 31954.17
) Nominal Concentration (mg/m?®) = [{Total amount of generated test item (g) x 1000} / Total volume of air passed through the chamber (L)] x 1000
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Analytical Concentration
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Analytical Concentration
Study Number: G221018
Sampling No. Analytical concentration® (mg/m?)
T1 (4.5 mg/m®) Ist 4.60
2nd 5.00
3rd 4.20
Mean+SDVY
Y Standard Deviation

4.60+0.40
) Analytical Concentration (mg/m’) = {Weight of filter after sampling (mg) — Weight of filter before sampling (mg)} / {Flow rate of sampling (L/min) X Sampling time (min)} x 1000
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Table 8
Flowrate in Inhalation Chamber
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Flowrate in Inhalation Chamber

Study Number: G221018

Groups Sampling No. Supplied Flowrate (L/min) Measured Flowrate in Nozzle (L/min) Deviation® (%)
Ist 1.03 1.03 0
Control (0 mg/m?)
2nd 1.03 1.03 0
Ist 1.03 1.03 0
T1 (4.5 mg/m®)
2nd 1.03 1.03 0

d Deviation (%) = [ {Supplied Flowrate (L/min) — Measured Flowrate in Nozzle (L/min)} / Measured Flowrate in Nozzle (L/min)] x 100
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Homogeneity and Stability in Inhalation Chamber
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Homogeneity and Stability in Inhalation Chamber

Study Number: G221018

T1 (4.5 mg/m®)

Sampling No. Analytical concentration® (mg/m?)
Ist 4.80
Top 2nd 5.40
3rd 5.20
Ist 3.80
Bottom 2nd 4.00
3rd 4.20
Mean+SD 4.57+0.66
CV9 (%) 14.50

¥ Analytical Concentration (mg/L) = {Weight of filter after sampling (mg) — Weight of filter before sampling (mg)}/{Flow rate of sampling (L/min) X Sampling time (min)} x 1000

b Standard Deviation

° Coefficient of Variation (%) = (Standard deviation value of measurements/Mean value of measurements) X 100
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Environmental Conditions in Inhalation Chamber
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Environmental Conditions in Inhalation Chamber

Study Number: G221018

Groups
Monitoring Conditions
Control (0 mg/m?) T1 (4.5 mg/m®)
Temperature (°C) 23.440.6% 23.0+0.3
Relative Humidity (%) 39.5+1.7 83.0+3.4
Chamber Airflow (L/min) 34.5+0.6 34.5+0.6
Chamber Pressure (Pa) -96.3+2.2 -95.6+1.7
Oxygen Concentration (%) 20.9+0.0 20.94+0.0
Carbon Dioxide Concentration® (ppm) 100+0 100=+0

3 Mean+Standard Deviation
D 10*ppm =1 %
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Table 11
Particle Size Distribution
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Particle Size Distribution
Study Number: G221018
Groups Sampling No. MMAD? (um) GSDY
T1 (4.5 mg/m?) Ist 0.40 1.49
2nd 0.40 1.50
Mean+SD® 0.40+0.00 1.50+0.01

3 Mass Median Aerodynamic Diameter

® Geometric Standard Deviation

° Standard Deviation
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Individual Fate
Study: G221018
Rat/Crl:CD SINGLE DOSE TOXICITY/TOX
Animal Day of Date/Time

# Sex Group Phase Name Phase of Death
1 M Control Treatment 15 13 May 2022 09:31:49
Death Status: Final phase sacrifice Death Type: Scheduled
2 M Control Treatment 15 13 May 2022 09:41:41
Death Status: Final phase sacrifice Death Type: Scheduled
3 M Control Treatment 15 13 May 2022 09:48:45
Death Status: Final phase sacrifice Death Type: Scheduled
4 M Control Treatment 15 13 May 2022 09:54:05
Death Status: Final phase sacrifice Death Type: Scheduled
5 M Control Treatment 15 13 May 2022 09:57:56
Death Status: Final phase sacrifice Death Type: Scheduled
6 M T1 Treatment 15 13 May 2022 09:41:35
Death Status: Final phase sacrifice Death Type: Scheduled
7 M T1 Treatment 15 13 May 2022 09:44:26
Death Status: Final phase sacrifice Death Type: Scheduled
8 M T1 Treatment 15 13 May 2022 09:48:52
Death Status: Final phase sacrifice Death Type: Scheduled
9 M T1 Treatment 15 13 May 2022 09:54:12
Death Status: Final phase sacrifice Death Type: Scheduled

10 M T1 Treatment 15 13 May 2022 09:58:04
Death Status: Final phase sacrifice Death Type: Scheduled

11 F Control Treatment 15 13 May 2022 10:02:02
Death Status: Final phase sacrifice Death Type: Scheduled
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Individual Fate
Study: G221018
Rat/Crl:CD SINGLE DOSE TOXICITY/TOX
Animal Day of Date/Time

# Sex Group Phase Name Phase of Death

12 F Control Treatment 15 13 May 2022 10:05:45
Death Status: Final phase sacrifice Death Type: Scheduled

13 F Control Treatment 15 13 May 2022 10:14:53
Death Status: Final phase sacrifice Death Type: Scheduled

14 F Control Treatment 15 13 May 2022 10:15:41
Death Status: Final phase sacrifice Death Type: Scheduled

15 F Control Treatment 15 13 May 2022 10:17:40
Death Status: Final phase sacrifice Death Type: Scheduled

16 F T1 Treatment 15 13 May 2022 10:02:09
Death Status: Final phase sacrifice Death Type: Scheduled

17 F T1 Treatment 15 13 May 2022 10:05:52
Death Status: Final phase sacrifice Death Type: Scheduled

18 F T1 Treatment 15 13 May 2022 10:15:00
Death Status: Final phase sacrifice Death Type: Scheduled

19 F T1 Treatment 15 13 May 2022 10:15:47
Death Status: Final phase sacrifice Death Type: Scheduled

20 F T1 Treatment 15 13 May 2022 10:17:46

Death Status:

Final phase sacrifice

Death Type: Scheduled

Page 58 /71



ufo] €] ¢ Ef: 2= (Sprague-Dawley) S ©]-&3F &4

KIT A|g¥S: G221018

Appendix 2
Individual Clinical Signs

Page 59 /71



ubo| €] 9] E: A= (Sprague-Dawley)E ©|-&

KIT A|g¥S: G221018

Individual Clinical Signs

Study: G221018

Rat/Crl:CD SINGLE DOSE TOXICITY/TOX
Animal # Sex Group  Category, Observation Days Seen Total Days Seen
1 M Control No Abnormalities Detected T1-15 15
2 M Control No Abnormalities Detected T1-15 15
3 M Control No Abnormalities Detected T1-15 15
4 M Control No Abnormalities Detected T1-15 15
5 M Control No Abnormalities Detected T1-15 15
6 M T1 No Abnormalities Detected T1-15 15
7 M T1 No Abnormalities Detected T1-15 15
8 M T1 No Abnormalities Detected T1-15 15
9 M T1 No Abnormalities Detected T1-15 15
10 M T1 No Abnormalities Detected T1-15 15
11 F Control No Abnormalities Detected T1-15 15
12 F Control No Abnormalities Detected T1-15 15
13 F Control No Abnormalities Detected T1-15 15
14 F Control No Abnormalities Detected T1-15 15
15 F Control No Abnormalities Detected T1-15 15
16 F T1 No Abnormalities Detected T1-15 15
17 F T1 No Abnormalities Detected T1-15 15
18 F T1 No Abnormalities Detected T1-15 15
19 F T1 No Abnormalities Detected T1-15 15
20 F T1 No Abnormalities Detected T1-15 15

T = Treatment
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Individual Body Weight
Study: G221018
Rat/Crl:CD SINGLE DOSE TOXICITY/TOX
Males Unit: g
Treatment
Group  Animal Day: 1 Day: 2 Day: 4 Day: 8 Day: 15
# # Session 1 Session 1 Session 1 Session 1 Session 1
Control 1 365.8 360.5 382.7 414.5 462.0
2 400.9 392.8 408.4 446.1 506.8
3 383.9 387.2 405.6 446.8 490.9
4 398.3 397.8 420.0 456.1 519.3
5 376.6 377.9 390.8 424.4 471.3
Tl 6 410.1 404.4 431.0 474.1 537.8
7 399.3 396.1 417.4 452.1 508.7
8 384.0 380.6 407.4 437.4 504.5
9 391.1 389.2 412.2 439.5 492.4
10 381.3 376.1 396.5 430.9 489.1
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Individual Body Weight
Study: G221018
Rat/Crl:CD SINGLE DOSE TOXICITY/TOX
Females Unit: g
Treatment
Group  Animal Day: 1 Day: 2 Day: 4 Day: 8 Day: 15
# # Session 1 Session 1 Session 1 Session 1 Session 1
Control 11 229.3 228.2 228.5 247.3 259.6
12 220.2 223.6 221.3 240.1 264.0
13 224.9 222.5 230.1 236.7 236.2
14 226.8 223.1 229.2 239.7 243.1
15 207.5 213.9 218.9 233.7 253.7
T1 16 210.9 214.7 2242 233.1 254.4
17 219.5 225.2 233.9 248.7 268.7
18 225.6 221.6 237.9 252.5 269.8
19 224.6 224.8 229.4 246.6 254.8
20 230.2 219.8 237.4 252.2 262.7
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Rat/Crl:CD

Individual Macroscopic Findings

Study: G221018

Phase of Death: Scheduled Death

SINGLE DOSE TOXICITY/TOX

Animal

#

Sex Group

1 M Control

The following Tissues are Examined/No remarkable findings:
Abnormal lesions Abdominal cavity
Thoracic cavity

2 M Control

The following Tissues are Examined/No remarkable findings:
Abnormal lesions Abdominal cavity
Thoracic cavity

3 M Control

The following Tissues are Examined/No remarkable findings:
Abnormal lesions Abdominal cavity
Thoracic cavity

4 M Control

The following Tissues are Examined/No remarkable findings:
Abnormal lesions Abdominal cavity
Thoracic cavity

5 M Control

The following Tissues are Examined/No remarkable findings:
Abnormal lesions Abdominal cavity
Thoracic cavity
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Individual Macroscopic Findings

Study: G221018

Rat/Crl:CD Phase of Death: Scheduled Death SINGLE DOSE TOXICITY/TOX
Animal
# Sex Group
6 M T1
The following Tissues are Examined/No remarkable findings:
Abnormal lesions Abdominal cavity
Thoracic cavity
7 M T1
The following Tissues are Examined/No remarkable findings:
Abnormal lesions Abdominal cavity
Thoracic cavity
8 M T1
The following Tissues are Examined/No remarkable findings:
Abnormal lesions Abdominal cavity
Thoracic cavity
9 M T1
The following Tissues are Examined/No remarkable findings:
Abnormal lesions Abdominal cavity
Thoracic cavity
10 M T1

The following Tissues are Examined/No remarkable findings:
Abnormal lesions Abdominal cavity
Thoracic cavity
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Individual Macroscopic Findings

Study: G221018

Rat/Crl:CD Phase of Death: Scheduled Death SINGLE DOSE TOXICITY/TOX
Animal
# Sex Group
11 F

Control

The following Tissues are Examined/No remarkable findings:
Abnormal lesions

Abdominal cavity
Thoracic cavity

12 F Control

The following Tissues are Examined/No remarkable findings:
Abnormal lesions

Abdominal cavity
Thoracic cavity

13 F Control

The following Tissues are Examined/No remarkable findings:
Abnormal lesions

Abdominal cavity
Thoracic cavity

14 F Control

The following Tissues are Examined/No remarkable findings:
Abnormal lesions

Abdominal cavity
Thoracic cavity

15 F Control

The following Tissues are Examined/No remarkable findings:
Abnormal lesions

Abdominal cavity
Thoracic cavity
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Individual Macroscopic Findings

Study: G221018

Rat/Crl:CD Phase of Death: Scheduled Death SINGLE DOSE TOXICITY/TOX
Animal
# Sex Group
16 F T1

The following Tissues are Examined/No remarkable findings:
Abnormal lesions

Abdominal cavity
Thoracic cavity
17 F T1
The following Tissues are Examined/No remarkable findings:
Abnormal lesions Abdominal cavity
Thoracic cavity
18 F T1
The following Tissues are Examined/No remarkable findings:
Abnormal lesions Abdominal cavity
Thoracic cavity
19 F T1
The following Tissues are Examined/No remarkable findings:
Abnormal lesions Abdominal cavity
Thoracic cavity
20 F T1
The following Tissues are Examined/No remarkable findings:

Abnormal lesions Abdominal cavity
Thoracic cavity
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Certificate of Analysis

CERTIFICATE OF ANALYSIS -

2022.3.23
COMMODITY : OO E| 9 Ef
LOT NO .:22-03-23
DATE OF ISSUE : 2022/03/23
DATE OF EXPIRY : 2022/09/22
QUANTITY : 1.500g
Date of Manufacture : 2022/03/23
7B F 3 A Hgols o 3|
Apperance £y e passed
COLOR S ) passed
LAY 25 s passed
K2C03 0.01-0.02% 0.015 passed
L ph 12.4-13.0 12.8 passed

# T FHS X A8 T HiE HoiE4Ale

® OO0 El 9 H

Page 71 /71



	GOOD LABORATORY PRACTICE 진술서
	신 뢰 성 보 증 확 인 서
	승인서명
	시험정보
	목    차
	요    약
	1. 개요
	1.1. 목적
	1.2. 시험법
	1.3. 동물복지와 IACUC
	1.4. 자료보관

	2. 재료 및 방법
	2.1. 시험물질 및 대조물질
	2.1.1. 물질정보
	2.1.2. 시험물질
	2.1.3. 흡입노출 대조물질

	2.2. 잔여 시험물질
	2.3. 노출
	2.3.1. 대조물질 또는 시험물질의 노출
	2.3.2. 노출경로 선택 이유
	2.3.3. 시험물질의 노출법
	2.3.4. 챔버 및 챔버 내 조건

	2.4. 노출 측정 및 평가항목
	2.4.1. 명목농도(Nominal concentration)
	2.4.2. 분석농도(Analytical concentration)
	2.4.3. 분석농도 안정성 및 챔버균질성 평가
	2.4.4. 흡입 챔버 유량 평가
	2.4.5. 흡입 챔버 환경측정치
	2.4.6. 입경분포
	2.4.7. 발생 및 노출 모식도

	2.5. 시험계
	2.5.1. 실험동물
	2.5.2. 시험계 선택이유
	2.5.3. 질병검사
	2.5.4. 군 분리
	2.5.5. 노출전 기간
	2.5.6. 잔여동물

	2.6. 동물실 및 사육관리
	2.6.1. 동물실 및 노출실 번호
	2.6.2. 사육
	2.6.3. 동물실 환경
	2.6.4. 사육상자, 동물실 및 노출실 식별

	2.7. 사료, 물 및 동물복지
	2.8. 실험 설계
	2.8.1. 군 구성 및 노출농도
	2.8.2. 노출농도 설정이유

	2.9. 측정 및 관찰
	2.9.1. 관찰
	2.9.1.1. 사망률 관찰
	2.9.1.2. 일반증상 관찰

	2.9.2. 체중

	2.10. 부검 및 육안적 관찰
	2.10.1. 안락사 방법
	2.10.2. 부검 및 육안적 관찰

	2.11. 시험계획서 일탈
	2.12. 컴퓨터시스템
	2.13.  자료분석

	3. 결과
	3.1. 사망률
	3.2. 일반증상 관찰
	3.3. 체중
	3.4. 육안적 관찰
	3.5. 이론농도 및 분석농도
	3.6. 흡입 챔버 유량 평가
	3.7. 분석농도 안정성 및 챔버균질성 평가
	3.8. 흡입챔버 환경 및 산소, 이산화탄소 농도
	3.9. 입경분포

	4. 고찰 및 결론
	FIGURES
	Figure 1 Mean Body Weight of Male
	Figure 2 Mean Body Weight of Female

	TABLES
	Table 1 Summary of Mortality
	Table 2 Summary of Clinical Signs
	Table 3 Summary of Body Weight
	Table 4 Summary of Body Weight Gain
	Table 5 Summary of Macroscopic Findings
	Table 6 Nominal Concentration
	Table 7 Analytical Concentration
	Table 8 Flowrate in Inhalation Chamber
	Table 9 Homogeneity and Stability in Inhalation Chamber
	Table 10 Environmental Conditions in Inhalation Chamber
	Table 11 Particle Size Distribution

	APPENDICES
	Appendix 1 Individual Fate
	Appendix 2 Individual Clinical Signs
	Appendix 3 Individual Body Weight
	Appendix 4 Individual Macroscopic Findings

	ANNEX
	Annex 1 Certificate of Analysis


