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PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-THREATENING
Abzolute CO4+ count 300 - 400mm® 200 - 200mm”® 100 - 19%mm* < 100imny
- Adult and Pediatric 3504604 200 - 299/4L 100 - 1594t < 150/uL
> 13 years
(MY NEGATIVE ONLY)}
Absclute lymphooyte $00 - 850imm’ 500 - 595 mm” 350 - 499fnm’ <350’
coutit. 0.600% 15° ~ 2500 x 16" - 0.350 x 10° - < D260 x A
« Aduit and Pediatric 0.650 x 1% 0.595 x 10°4 0.459 x 16°L
> 43 years
{HIV NEGATIVE ONLY)
Absclute newrophil 2ount (ANC)
Adult and Pediatric, | 1,000« 1 300mm’ 750 - G9%imm? 500 - 7494mm’ < 500Imm’
»7 days 1,600 x 167 - 0.750 x 16° 0.500 x 10°~ < 0,500 x 10%1L
1.200 x 16°4L 0.998 x 1571 0.749 x 10°L
Infant™, 2 - £7 days | 1.250 - 1.500/mm’ 1,060 - 1,240imm® 750 - Dammm’ < TEDimm?
1.250 x 14— 1500 x 18°~ 0.750 x 16° = < 4,760 x 0L
1.500 x 10°L 1.249 x 1074 0.599 x 10°4
Infant’, { day 4,000 - 5.000imm’ 2,000 ~ 2.988mm* 1500 - 2.880mm” | < 1,6060mm’>
4.000 x 197 3000 x 16° « 1.580 % 40° - < 1.500 x 1%L
. 5.000 x 10°/L 2.599 x10°%2 2.999 x 1671
Fibdnegen, decreased 100 — 200 mg/dL 75 - B2 mgrdl. 80 ~ 74 mgidL « &0 mglgl.
1,00 - 2.00 g2, 0.75 - 0,99 gL 050 0.74 gL <050 gL
OR ORr OR OR
D78 -0.99 xLLN D50 ~0.74 R LLN 0,25~ 042 x LLN <0.26 x LLN
oR
Assovisted with gross
bleading
Hamoglobin {Hab)
| Adult and Pedisitic | 8.5-10.0 pidlL 7.5~ 8.4 gidL 8.50 - 7.4 g/dL <85 giit.
267 days 1.82 ~ 1.85 meold. 1.98 - 1.31 mmoiit. §.07— 1.95 mmo¥l < 4.01 mmgliL
{HI POSITIVE
ONLY}
Adult and Pediatric 10.6 - 0.9 gidL 8.0~ 9.9 gidt. 70~89gldl < 7.0 glde
257 days .86~ 1.89 mmoil 1.40 - 1.84 mmolfl 1.09 ~ 1.33 mmoti < 4.08 mmo¥l
KV NEGATIVE OR QR OR
ONLYY Any decraase Any decrease Any decereass
2.6 -3.4 gidt, 3.5 - 4.4 gidl, 24,8 gidL
02.38 ~ £.53 mmoli. 0.64 — 0.68 mmeli 20.69 nimotil
Infant'T, 36 - 58 days | 8.5~90.4 griL 7.0~ 8.4 gL 8.0 - 8.0 gleL < 800 gidl
B {HIY POSITIVE OR 1.32 — 4.46 mmoli. 109 ~ 1.21 mmolid 0.93 — 1.08 mmoiiL < 0.53 mmold
| NEGATIVE)
*Nahes are for temm infants,
*ise age and sex appropriote values (2.9, blindtihy, including preterm infants,
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DIVISION OF AIDS TABLE FOR GRADING THE SEVERITY OF
ADULT AND PEDIATRIC ADVERSE EVENTS
PUBLISH DATE: DECEMBER, 2004

GRADE 1

GRADE 3

PARAMETER GRADE 2 GRADE 4
LD MODERATE SEVERE POTENTIALLY
LIFE-THREATENING
| Intant®, 22 - 35 days | 9.5~ 10.6 gidL. 80~04 gt 7.0-7.0glal < 7.00 gt
{HIV POSITIVE OR 147 ~ 183 ;omoiL 1.2 = 4 48 ramolil 1.09 - 1.22 mmolil. < 4.09 mmoliL
NEGATIVE)
Infant™’, 1 -21 days | 120~ 130 gidt 10.0 ~ 1.9 gl 0-59 gL <@L pidl
{HIV POSITIVE OR 1,86~ 2.02 mmoii. 1.55 - 1,85 mmoiil. .49 - 1.84 mmot. = 140 mmoliL
| NEGATWE)
international Nomalized 1.4=-1.8xULN 18 -20xULH 24-3 02N » 3.0 x ULN
Ratio of prothrembin tima
(]
Methemogiobin 5.0~ 10.0% 10.1 - 45.0% 18,1 20.0% > 20.0%
Prothrombin Tima {(PT) 1.1-1.26 s BLN 1.28 — 1.E8D x ULN 151 - 3.00 x ULN > 300X ULK
Parial Thromboplastin 1.E-188 e LN 1.87 - 2,33 x ULN 234 ~-300 2 ULN > 300 x ULN
Time (P
Platelets, decraased 100,000 ~ 50,000 - 26,000 - < 25,000/m m‘9
124,9«99:mm’° P.0G8Imm ’9 49.99%@ < 25,000 x 10°4
180.000 % 10 ~ £0.000 % 10" - 25000 % 16" -
124.989 x 40%L $9.999 x 10°1 49,999 x 1077
WBC, dacreased 2,006 - 2.500/mm’ 1,800 ~ 1.998/mm? 1,800 — 14%0mm? < 1.000Mmm°
2.800x 16° - 1.500 x 157 - 1.000 x 10 ~ < 1.000 % $0%
2.600 x 16°A 1.999 x 19° 4.499 x HF/L

pH < 7.3 without Fe-

29 -

Aeidosis MNA pH < normal, but2 7.3 pH < 7.3 with life-
threatening threatening
CONSEQUENGES CHNSAGURNCES
Afbumin, serum, low 3.0 gAdl ~ < LLN 20-29 940 « 20 gldL HA
gl -« LN 20 - 88 g < 20 gl
Alkaling Phesphatase 126~ 2.8 g ULN' 2550 x LW 5.1-10.0 x ULNT > 10,0 x ULNT
Alkalosis HA pH » norsal, Bt S 7.5 | pH > 7.5 without Be- pH > 7.5 with life-
threatening thraatening
COMSAUENDES SONSAqUANcRs
ALT {3GPT) 1.25-25 ¢ ULN 285-80xULN &1 - 100 LN > 30,6 x ULN
AST {(SGOUT} 1.25-2.85x ULN 285-80 VLN £4~100x UL » 30.0 x ULN
Bicarbonate, serum, low 18.0 mEglL - < LLK 1.0 - $58 mEL 2.0 - 108 mEqil “ 8.0 mEglL
16.0 mmolil ~ < LLN 14.0—~ 98.% mrmokl 8.0~ 10.9 mmoll < 8.0 mmoil
vBiiimbln {Towal} » » , ;
1 Adult and Pediatric> | 1.1~ 1.5 x LN 1.6~25xLLN Z28~-50 2 ULN = 5.0 2 ULN
14 days
“YWahwes are for bem infants.
Vs age wod sox spproptiate values {e.g. bilirebin, inchading pretens infants,
12-28-04 Page 17 of 20 Yersion 1.0




DIVISION OF AIDS TABLE FOR GRADING THE SEVERITY OF
ADULT AND PEDIATRIC ADVERSE EVENTS
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GRADE 3

PARAMETER GRADE ¢ GRADE 2 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-THREATENING
nfant™, 5 44 days KA 20.0 - 250 mpidl. 26.1 - 30.0 mgrdl > 30.0 mgldL
{non-hamolytic) 342 - 428 pmoil. 429 - 513 pmoiiL # §42.0 pyrail
Infant”, £ 14 days MA NA 200« 28.0 mgidL = 28,0 mgidl
{hamelyio) 342 - 428 pmold > 428 poiiL
Calslum, serum, high {correciad for albumin)
Adult and Pedistric 10.8 - 1.5 mgadt 118 ~ 12,5 mgidl. 128 ~13.5 mgidl * 13.8 mgldl
27 days 288 2.88 mmiolL 289~ 3,13 mmold .14« 3.38 mmolil * 3.38 mmciL
infant”, < 7 days 118 - 124 mgldl 12.6 ~ 12,9 mgidL 13.0- 138 mg/dL > 13,8 mgidl
2.88 ~ 3.90 mmolit. 3.8~ 3.23 mmolf. 3.248 - 3.38 mmicit = 3.38 ramoll.
Calclum, serum, low {comacted for albuming
| Adult and Pediatric 7.8 ~84A mgldl 7.0 - 7.7 myldl 8.1 -8.8mgidl < 8.1 mgigl
2 T days 1.95 « 2,90 mmelL 1.75 =~ 1.94 mmoliL 1583~ 1,74 mmot/l < 153 mmolA,
tofant™, < 7 days 8.5-7.8 mgidl. $.0-84 mghdl .80 590 mgidl < 550 mgidl
1.63 w 1.88 mamolil 1.50 ~ 4.62 mmoli. .38 1.51 mmoll « 1.38 mraplil
Cardiac troponin i {cTaly | NA NA MNA Levets gonsisteni with
repocardial infarction
or unsiable angina as
defined by the
manu?semrer
Cardias troponin T {6TaT} | KA MA NS, 2 0.20 ngfmb
OR
Lavels consistent with
ryocardial infarotion
or unstable angina as
definad by the
manuiaciurer
Cholestero] {fasting) o
] Aduttz 18 years 200 -23% mgldl. 240 - 300 mgidl > 200 mgidl NA
518~ 6.8 mmolL .20~ 7. 77 mmoli. > 7.77 mmolL
Pediatric < 48 years | 170 - 186 mghil 200 — 300 rg/dl > 300 mgadl MA
4.40 - 5.15 mmoltil 5,46~ 7.77 mmolt. > 7.77 mmoliL
Creatine Kinase 30-50x N 8.0 -0.0 x ULN! 0.0~ 19.8 % LLN? 22002
Creatinina 14— 13 x ULN! 14~ 182 L' 18- 34 x UL’ 2 2.5 x ULK'
Glucose, serum, high
; Nonfasting 118 ~ 480 mgldl 181 ~ 280 mgldl 251 - 500 mg/dL > 500 mgldl
€.44 ~ 8.8 mmeoll 5.89 ~ 13,55 mmoisL. 13.89 - 27.78 mmolil | » 27.75 mmold
Fasting 110~ 128 mgidl 128 ~ 280 moidL 251 ~ 500 mgidl > §00 mgidL
6. 41 — 6.94 mmoii. 6.95 - 13.88 mmoli. $13.89— 2775 mmolil. | » 27.75 mmoliL
*Watess are for tarm infants.
iz 52 and sex approptiate values (2.4, bilindin), neluding pretem infants,
12-28.8¢ Pags 180120 Version 1.8
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DIVISION OF AIDS TABLE FOR GRADING THE SEVERITY OF
ADULT AND PEDIATRIC ADVERSE EVENTS
PUBLISH DATE: DECEMBER, 2004

PARANMETER

GRADE 1

GRADE 2 GRABE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-THREATENING
Glucose, serum, jow
| Adult and Pediatric 55 - 84 mgldl. 40 - 54 myidL 30 - 38 mgdl < 30 mgidl
=4 month 306~ 385 mmslL 2.22 ~ 3.06 mraoil .67 ~ 2.23 mmoil < 4.67 mmelil
1nfam”, < 1 month 50 - 54 myg/idl. Ay - 49 mgldl 30 ~ 30 mgidL < 30 mgidL
§ 2.78 - 3,00 mmoliL 222~ 2.77 mmoll 1.87 - 2.2¢ mmoil < 1.67 mmoil
Lactate < 2.0 x ULM withow 2 2.0 x ULN without increased Jactate with | increased lactate with
acidosis acidosis pH < 7.3 withowt Bfe- | pH < 7.3 wilh life-
threataning threatening
consequences CONS2QUENnTSS
LDL eholestere] (fasting}
Adult = 18 years 130 - 158 mgldl 180 ~ 180 mgfdl 2 190 mafdl MA
3.37 — 442 mmolL 4.43 ~ 4,90 mmolil. 249.9% mmodiL
| Pediatric>2- <148 110 - 128 mgidl 130 - 188 mgldl = 180 mgldL MA
years 2.85 « 3.29 meaglil 3.35 ~ 4.80 mmoiil = 4.9 mmoil.
Lipase 1.3~ 152 AN 1.8-3.0x ULN 3-89 xULN = 5.0 x ULN
Magneslum, sarum, low 1.2 - 14 mEgl 98~ 1.9 mEgi. 0.8 - 0.8 mEqil < 0.80 mEql,
(.60 — 0.70 mmolil .45 — 0,55 mmobil 0,36~ 044 mmolil < 820 mmoll
Panecteatic amylase 1.1~ 1.8 2 VLN 18-20%xULN 2.1 -58xULN = 5.0« ULN
Phosphate, senum, low
i Adult and Pediatric 25 mgidl. ~ < LLN 2.0~ 2.4 mglidL 10~ 1.8 mgfdl < 180 mgidl
> 14 years 0.81 mmoil ~ < LLN 0.88 — 0.80 mmokd. 0.32 ~ 0.64 mmoll < 5.32 mmolil
Pediatrio 1 year ~ 44 | 3.0 - 3.5 mgidL 2529 mgidl 1.5 - 2.4 mgidt < £.50 mg/dl
years Q.87 — 1,13 mpaoif. .87 ~ 098 mmoll (.48 — 0.80 mmid, < 848 mmoil.
Pediattic < 1 year 3.5« 4.5 mgidl 2.6 - 3.4 mgldl. 1.5 « 2.3 mgddt. < 180 mgddl
1.3 — 1.48 mmebl 0.81 - 1.12mmoliL 0.48 - 0.80 mmotiL « 848 mnoliL
Potassium, serum, high 5.8 8.0 mEgl 8.4 ~8.5 mEgil 8.8 « 7.0 mEqil. » 70 mEgL
5.8 6.5 mmoll 6.4 - 6.5 mmoliL 8.8~ 7.0 mmoll. = 70 mmolL
Potassium, serum, low 3.0~ 34 mEgi. 2628 mEBgl. 20 ~24 mEgil <20 mEBgill
3.0~ 3.4 mmoll 2.6~ 2.9 mmoliL 2.0~ 2.4 pnolil. < 2.0 mmoifl
Sodium, serum, high 148 - 150 mEgil 153 « 164 mEglL 165 ~ 188 mE4L 2 180 mEyL
145 ~ $50 mmeoli 154 ~ §84 mmold. $55 — 188 mymolil 460 mmol.
Sedium, setum, bw 130 - 138 mEgil 128 « 128 mEgl 4121 - 124 mEgyd. £ 120 mEgiL
135~ 436 mmotl 125 ~ 129 mmoiil $21 — 124 mmolil 5420 mmold.
Trglyosrides (fasting) MN& 500 - 780 mgidL TE1 - 1,200 mgidl = 1200 regiul.
565 — 2.48 mmaiil 8.49 « 13.568 mmollL » 13,86 mmollL
Urle acid 7.5~ 0.0 mgldt 0.1 - 120 mgidL 12,1 - 160 myidl.

= 150 mpidl

Q.45 - 0,55 symolil. 0.0 = 0.71 mmoll 0.72 ~ .88 mmotl = 0.89 mmpil
*Y3ives are for tam infants.
$ Use age and sex appropniats values (2., bilirekin), including praterm infants.
$2-28-04 Page 1ot Version 1.0
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DIVISION OF AIDS TABLE FOR GRADING THE SEVERITY OF
ADULT AND PEDIATRIC ADVERSE EVENTS
PUBLISH DATE: DECEMBER, 2004

PARAMETER

GRADE 1
MILD

GRADE 2
MODERATE

GRADE 3
SEVERE

GRADE 4
POTENTIALLY
LIFE-THREATENING

Hematuria {mictsoopic)

Transfusion inﬂ%cated

collastion

&« 10 RBOJHPF = 1 RBCHFF Gross, with or without
clots OR with RBC
casts
Froteinuria, random 14+ 234 4% A

Froteinuria, 24 hour coliection

Adult and Pediattic

200 - 98% mgl24 h

1000 - 1,000 mgi24 h

2,000~ 3,500 mgi24 h

> 3500 mgi2d h

2 10 years 0.200 - 0.959 g/d 1.000 ~ 1,899 g4d 2.G00 - 2.500¢ g/d = 3.500 gfd
Pediatric > 3 mo - 201~ 498 ma/m724 1 | 600 - 769 mgim 724 h | 80D - 1,000 > 1,000 mgi m /24 h
< 10 years G201~ 0,493 gid 0.500 - 0793 o mghm 4 h > 4.000 g/d
0,800~ 1.000 gid
*Yatues are for b infants.
YUz ape and sex appropriate values (2.2, biireking, Including preterm infants.
12-28.04 Page 20 612D Yersion 1.0
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Protocol Synopsis

Global Clinical Study on Ethnic Differences in Drug Metabolism Based on the Announcement by the

Title of study Japanese, Chinese and Korean Ministers of Health, Labor and Welfare
Clinical Pharmacokinetic Study of Moxifloxacin in Healthy Adult Male Subjects
To investigate whether or not there are ethnic differences in the pharmacokinetics (PK) of the marketed
o moxifloxacin in healthy adult Japanese, Chinese and Korean male subjects based on the same protocol
Objective among the three countries. For comparison, a US clinical study in Buropean Caucasians is conducted on
the same protocol.
Design Open-label, single administration study
Subject Healthy adult male volunteers are eligible.

[Inclusion criteria]

[Exclusion criteria]

In Japan, China and Korea, the nationalities of these subjects should be the same as those of
grandfathers, grandmothers, father and mother.

In China, only the Han race is eligible. In the U.S., only European Caucasian is eligible.

In this study, the above healthy adult male volunteers who satisfy all of the following inclusion criteria
and none of the following exclusion criteria are eligible.

1) Those who are capable of providing written informed consent.

2) Men aged 20 to 35 years at the time of signing informed consent.

3) BMI of 18.5 to < 30.0 and body weight of 50.0 to 100.0 kg at screening.

4) Those who are determined by the investigator to be healthy in the screening test and eligible for the
study.

1) Organopathy involving the heart (QTc prolongation* etc.), lung, liver and/or kidney, etc., and
hypokalemia. See the definitions of the terms (page vi)

2)  Ahistory of diseases involving the heart, lung, kidney, blood (such as coagulation system disorder),
central nervous system, metabolic system and skeletal muscle system that may interfere with the
study.

3) Hypersensitivity or allergies to drugs, food, etc. (Particularly, a history of allergy to or adverse
reactions associated with quinolone antibacterials)

4) Oral administration of drugs such as over-the-counter drugs, supplements or health foods within 1
week prior to the study drug administration, or the necessity for using other medications before
study completion.

5) Smokers or a smoking history within the last 6 months. (The cotinine test is performed, if
necessary)

6) Drug abuse or suspicion of drug abuse (The drug screening test is performed, if necessary)

7) Alcohol drinkers (daily alcohol intake” of 50 g or more).

* Alcohol intake (g)
= [alcohol content] x [amount of alcohol intake (mL)] x [0.8 (specific gravity: weight of 1 mL |
of alcohol)}
Example: When drinking 1000 mL of beer (alcohol content: 5.5%),
alcohol intake = 0055 x 1000x0.8 = 44 ¢

8) Total bilirubin or direct bilirubin is 1.5 times higher and other liver function tests items are 1.25
times higher than the upper limits of normal at the sites.

9) Transfusion of 200 mL or more within 1 month prior to study drug administration, blood
component donation (plasma or platelet) within 2 weeks, or blood collection of 400 mL or more
within 3 months

10) Participation in a Phase I study of a drug containing a new active ingredient within 4 months prior
to study drug administration or another clinical study within 3 months, and being administered the
investigational drug (within 1 month prior to study drug administration for a patch test). However,
even if the period is longer than these, those who are determined to be not eligible for enroliment in
the study in consideration of the characteristics of the previous investigational drug.

11) Those who are determined by the investigator to be not suitable as subjects of the study.
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