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8% 1)

DIVISION OF AIDS TABLE FOR GRADING THE SEVERITY OF
ADULT AND PEDIATRIC ADVERSE EVENTS
PUBLISH DATE: DECEMBER, 2004

GRADE 2

PARAMETER GRADEA GRADE 2 GRADE4

KILD MODERATE SEVERE POTENTIALLY
LIFE-THREATEHING

HEMATOLOGY  Standard ftzieszmﬁqﬁaf{j?:itsQ{e fisted ip Rajfes

Abseiuta CD9+ coum 306 - 400 200 - 288ram® 100 - 150mm® < HlHmes

- Bdult and Pediatric 366~ 45041 200 - 299l 100 - 1594 < 150/t

> 13 years

Y REGATIVE GNLY)

Absclote lymohooyts H00 ~ B5G/mey 500 - S8%mm” 259 - 48%mem’ < 350/ma°

count

- Adult and Padiatric

> 43 years

iV HEGATIVE ONLY:

0800 % mf -
Q.650 x 07

G500 x 197 -
0.59% x 16%

0350 % 167 -
0498 x 1074

< 5250 % 4091

Abscluts neutrophil sount (AND)

Adult and Padiatric,

1006 - 4.3000mm’

FED - GO

809 - T40/mm®

< BOGHmes?

=7 days 1.000x 487~ 0750 x 157~ L5850 % 167 - < G5.800 % 0%
1.300 % 164 9.9 % 1571 0.748 x 1674
fnfant’’, 2~ % 7 days | 1,280~ 1.500Mmm’ 1,000 - £.2480mem’ 750 - 0a%mm? TEDIree’

4.600 % 45° -
5.000 x 1571

3000 % 14F -
5.993 iFa

15505 47 ~

2.999 x 1074

1.250 x 46°~ 1900 x 15 - 0,758 x 107
1.500 % 157 1.249 % 15°L 0.599 x 1074
Infant”, 1 day 4000 - 8,990fmm” 3,000~ 3.090mm’ 1500 - 288%mm” | < 4 S00mn,

< 4.500 x 4074

Fiptnogan, decraased

W0 - 200 mgldl
1.80 - 2.00 g,
R

[T 0B nilN

FE - 98 mgidl.
075~ 5.95 g
LR

DIG~ 074 wLlN

£0 - 74 mgidL
0.50 - 0.74 gA.
OR

L2504 2 1LN

<« B0 mgidl

< .50 gL

R

<325 %N

R

Azzoviated with gross
blzzding

Hemogiobin {Habl

2 57 days
IHIW POSITIVE
ONLY:

Adult and Padiatric

8.8 0.0 glel
182 — 1.58 muesuidl

£.50 .74 ghdi.
.07 -~ 1,75 mmoil

< BE gl
< 403 mall

257 days
HIN NESATIVE

OHLYY

Aduit and Padiatric

0.6~ 408 gidL
1.85 — L85 mastil
TR

Any dacrzasse

2.5 ~84 gk
$.38— 0.8 mmokl

R R EE

140 - 4.5¢ memolil.
Or

Any dasrasse

3.0 - 4.4 gidi.

0.54 — 5.88 memeli

T~ 006l
1.08 ~ 1.38 moooid,
DR

Any dacrsase

4.5 pieL

L 5% mmolil

<TG gl
< £.0% mmall

NESATVE)

nfant™, 36 - 56 days
{HIV POBITIVE OR

8.5~ 04 gide
1.32— 4.48 rmomolil

T~ 8.4 gidl
108 — 1,21 pamisldl

£.0~ 5.4 gl
B85~ 1.58 mpolil.

<G00 gidl
< .38 mnolil

“Walees arefor tem infants.

Vs ap and sex appeopriats values {eg., Blinddn), including pretems nfants.

Page W of30
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DIVISION OF AIDS TABLE FOR GRADING THE SEVERITY OF
ADULT AND PEDIATRIC ADVERSE EVENTS
PUBLISH DATE: DECEMBER, 2004

msemmav e

PARAMETER GRADE 1 GRADE 2 GRADE S GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LFE-THREATENING
lﬁfant" 22 -38days | 2.8~ 105 gwdl QL- 24 gidh. TA-Tagdl < 7LD gl
{HW POSITIVE OR 147 ~ 183 mm::!fi. 124 - A 58 ol 109 — 1.23 mmoldd < 1.089 movelil
NEGATIVE]
Infant”, 4 ~ 21 days 20— 153 Gidh 100 - 540 gL 5.0 - 59 idl < 9.4 gldl.
IHIY POSITIVE OR 1.86 = 2.02 sl 1.85 ~ 1,88 mmolil 145 — .54 smmolfl < 1.40 memstl
MESATIVES
intarnational Nemnalized i~ 180N 15 2.0 UL 21-302ULH B0 e UL
Ratie of prothrombin tima
(R
ethemoglobin 50~ 0% 101 - 150% 16,1 - 20.0% > 20.0%
Frothrombin Time (FT) 1%~ 128w ULK 128~ LED n ULN 1.5 - 300 x LN > 300X ULN
Fardsl Thromboplastin St AR x ULK 1587 - 233 » ULK 234 - 800 » ULN > SEE X ULN
Time {PTT)
Platelets, decraased 1L.800 ~ EOLCO~ 5000 -~ < 25,13‘{46:‘mmi
124,880mem’ B8 LEMmm 1 43484 9'!‘{\5%'3 % 25000 x 10L
155,008 £ 40° - 55.000 5 40° - 25650 x 147
124,953 x +0%L $9.988 x 074 45,998 x 16770
WERC, dasraasad pedalitid 2,§£}Qfmm; 1,500 ~ ?;,%ﬁz‘;‘a‘i}frm‘a3 1,&@3 -~ 1 A88mmt < { B0
2000 % 187 - 1500 % 46 - 1056 % 407 - < 1000 5 10°%

2800 ¥ 15

1,989 x 1551

1488 5 rC’fo

CHEMISTRIES

& tandard fn:ems:fa;?a

i’i.'imfs 3re fﬂted in Kem:s :

Asidosis

pH < normal, but 2 7.3

o 4 7,5 withouwt e
threstening
conesy ;er nES

oH < 7.5 with ife-

i ning
DENSBCUBNCES

Albumin, serum, low

8. *gtdv - LLN

2.0~ 2.8 gidt
2028 o

2.8 glil
% 20 gil.

HA

Alhaline Phosphatase

25— B0 LT

B4~ 100 x ULNT

= 30.8x ULN

pH » normel, bt 2 7.5

pH > 7.5 without -
threataning
CONSEYUETNES

ok > T8 vith e

s~qu~a 026

ALY (BGPT) 128 -28x ULN 28-50xULN 2.1 - 120w UL > 4G w ULK
AST {8GOT} 128 ~-25x ULN — 5.0 ULH 2.1 - 100 x UL = G ULN

18.0 B - < LLK
8.0 mmoll — S LLN

150~ 188 mEgL
4.0 18,5 mmold

240 - 125 mEgL
8.0 - 109 mmoid.

< 50 mEgl
< 8.8 mmedl

Bitirubin (Tomwly

14 days

Aduilt and Pediatric >

.- 1SN

T E-25 0N

UL

ZE-L0x

*EL N

Wakes are for temm Infants.

ropriats valuss (2.2, Blind
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DIVISION OF AIDS TABLE FOR GRADING THE SEVERITY OF
ADULT AND PEDIATRIC ADVERSE EVENTS
PUBLISH DATE: DECEMBER, 2004

LABORA?ORY G

PARAMETER GRADE 4 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LIFE-THREATENING
nfant™, £ 14 days MA 2.6 - 258 mpidl 28,1 - 308 mgidl = 3005 moidt
{ron-hamelyticl "‘ 42w 428 ol 425 - 513 pamalid > 545.0 gyl
Infant'’, £ 14 days BA KA 20.0 - 25.0 moidl i 25,5 mpidL
{hameiytic) B2~ 428 pmolil > F28 pmoiit
Caloium, sgrum, high {oomactsd for albumin
Adult and Pediatric 108 - 115 mpudi, 118 128 mgidt, 128 ~ 13.8 mgldl = 238 gl
=¥ days 265~ 288 mmoli 288 - 312 mmald. 2,94 =~ 238 mmotd =3 38 mmold
infant™, < 7 days 14E - 124 mghll 125 - 128 mgidl 1380« 18.% mgidL w ARE mpdl
288~ 310 monvoil 541~ 3.28 prnold. 2245 2.28 menoiL > 3,28 mevolil

Catclum, sarum, low (comactsd for athuming

Adult and Pediatric
= 7 days

TE ~54 mgldl
1.88 ~ 240 mmioliL

TO ~7.7 mgisl
.75 - 4.84 ol

21 -9 8 myghdl
1.83 ~ 1.74 mmoiil

&1 rogidl
< 4.8 munolidl

infant”™, < 7 days 8.8 7.5 myfdl F.0 - 54 mghdl &5 ’1 .50 mgidl <« .86 myidl
182w 1.88 meoid. 1.50 — 4,82 mmoli .38~ 1.5¢ mmo¥l < 4.838 snrslil
Cardiac teoponin i {eTnl) P MA HA {eeniz consisten: vith
mwyposardial inferetion
or unstable anging a3
defined by the
manufaciirer
Cardias troponin T {&TaT} | KA A HA 0,20 agiml.
OR
Lavels consistent with
mpooardia infarstion
or urstable angina as
defiasd by e
manufacurer
Cholastsrol fasting)
| Adultz 18 years 200 — 235 mgtdl. 2473 - 300 tagfdl = 200 maidL HA
E A&~ BT ool £.20 - F.77 mrevelil = 7.77 semobL
Pediatric < 18 yaars 170~ 508 mofel 200~ 300 mgidl = 2090 mgidl A
440 - 8,98 sl £.946 - 77T ool = PFF nimodi
Craating Kinass 3.0-88 %y 5080 ULN' 100~ 198 LN coanzuy
Craatnine 18- 13w 14— 182Ul - 24 x UL 2 2.5 x UL
Glusose, seruny, high
Nonfasing 145 - 180 sl 1653 - 250 mgldl 251 - 500 mgldl = 8O0 mgidl
€44 - 8,88 ¥l 858~ {388 mmoll 1388« 2778 mmcll | » 2778 sl
Fasting 140 - 128 ragddl 126 - 280 mgfdL 257 ~ 500 mgrdl = S0 eamidl
847 - 8.8 mmiclil £.85 ~ 12.88 mmoid. 15,88 - 2078 mmold. | » EF.FE mimoli

*Waiues are for tem infants,

Yes zos wod sax appropriate valuss e

2., Rilirgbiny, incluting prat

gy 43 md 7T
Tage 1L OTey

-28-

sy ifants.

Wersion 1.0




DIVISION OF AIDS TABLE FOR GRADING THE SEVERITY OF
ADULT AND PEDIATRIC ADVERSE EVENTS
PUBLISH DATE: DECEMBER, 2004

 LABORATORY

PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MRD MODERATE SEVERE POTENTIALLY
LIFE-THREATERING
Glacose, serum, ow
Adult and Pediatric &5 — §4 mgidl 40~ 54 mygidh 30 ~ 38 mgdl < 30 mgldl
=1 month 308~ 388 el | 222~ 308 mmgll 467~ 2.22 mmoil < .87 mamoll
tafant”, < { month 51 - 54 mygich. 401~ 40 mgidL 35 -~ 38 mgdL < 30 mgidl
2,78 — 500 muveclL 2.22 - 277 meneiil 387 — 2.2¢ maoiil < .87 mnveil
Lactars < 2.0 ¢ ULN withou Z 2.0 xULN eithout inorsased factate with | increasad lactats with
avidosis acidosis P < 1.3 without lifaw oH < 7.3 with life-
threaterdng thragtening
sconsequences SONSBNLSNLES
LEGL chelesterol (fastingg}
Adult x 18 years 130 ~ 158 moldl 180 - 1890 mofdl 2 190 meidl HA
3.37 - 412 mamchil 493 - 2.90 meold. 24 5% mmolil
Pediatrie > 2- <18 140 - 125 mifdl 130 — 188 mgldL 2 150 maidl FRES
yRars 285 - 384 ool 3.358 - 4.30 mmeld, = 4,97 mmoifl
Lipase 18~ L8 UEN 18- 3.0y VLN 2 - B0 ULy = EE LN
Magnesium, serum, low 1.2 -t 4 mEL o4~ 1 mEgl G5~ 6B mEgL < GBGmEgL
.80~ 8. 70 soencti (.45 - 0,55 mrnskl, 035~ 044 nymoiil £ & 20 maslL
Fansreatic amylass 1~ T8 AN 1 E-20x UL 2A-88xULy =55 LN
Fhosphats, senim, low
Adult and Pediatric 2.5 mglel < BN 20~ 24 mgil 13~ 1.8 mgidi <« 108 mgdl
> {4 years 087 memoit, — < LLN .88 ~ 5.80 mmwcldl 0.32 ~ 0.84 mmoil < .32 mmokl
Pedistric | year—14 | 5.0~ 3.5 mgidl 2E- 28 mgil 1.8 - 24 mafdl 20 mgidl
years C.97 — 415 mmaid G581~ .88 mmoliL 0.45 ~ 0.50 mmoil < 548 mmall
Pediatric < 1 year & -4.8 myidl 2.5~ 34 myldl 1.5~ 2.4 mgidl < 1 88 ragidL
1438~ 1,48 mmoid QEY - 112 mmolL 048 0.50 mnoil < 5AL mmoll
Fetassium, sgrurn, high 5.5 - 8.0 emZail §.¢ ~ 8.5 mEgL G5 ~ 7.0 ;aEgid > 7o mEgl
5.6 ~ 8.4 ramotl 6.4 — 6.5 mmotL S8~ Pl mmelil > 7.0 mmoit
Fotassium, seram, ow 303 mEgdl 2.5~ 28 mEgl 20-38 mEgL « 2.8 mEgl
S48 - 3.4 ol 2.5 28 mmiolL 2.0~ 2.4 mmoli < 2.8 mmeiL
Sedium, seram, high 148 — 180 mEgl 18t —~ 184 mEgL 185 ~ 155 mEqil 2 180 mEga
{456 — 450 mnofl 159 — 154 mmedil 158 - 159 mmn¥il 24R0 mmolil
Sodium, serum, bw 136 ~ 188 mBgl 128 ~ 128 mEal {27 - 124 mEgL L1270 mEqL
35— 135 mpwotd 128 ~ 122 mmolil 121 ~ 124 mmsid L4580 mmokL
Triglyoerides (fasting) MA 530 - 750 mgfdl FE1 - 1,200 molél > $ 208 mgid
568 ~ 8,48 mmcliL 849 — 13.88 mmail » 13,56 mmold
Ui aeld 7.5~ 0.6 mglsl 12,1~ 158 mofdl w586 mgddL
035 - 5,58 mmslL OFE - 0.55 mpro¥l > 528 mmatl
=3 including pretem infants,
FPage 12eY20 Varsion §.0
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DIVISION OF AIDS TABLE FOR GRADING THE SEVERITY OF
ADULT AND PEDIATRIC ADVERSE EVENTS
PUBLISH DATE: DECEMBER, 2004

B
PARAMETER GRADE 1 GRADE 2 GRADE 3 GRADE 4
MILD MODERATE SEVERE POTENTIALLY
LFE-THREATEMIMNG
URINALYSIS Standard Infernationaf Units are listed in ftalics

G - 10 BBCHPF

Gross, with srwithout

Hematuria imicroscepic} » 10 RBOHPF Transfusion indicatad
clots QOR with REC
casis

Prowinuda, random 1+ 23 g% HA

soliection

Froteineria, 24 hour coliection

Adult and Pediatric | 200 - 506 mg/24 1 1000~ 1990 mgi24 h | 2000~ 3500 mgi24 b | > 3300 mgi2d b
2 10 years 0.200 - 0.959 gid 1600 ~ 1,959 gd 2.095 - 3.500 g/ > 3.600 gid
Pediatric >3 mo~ | 201 -400 mg/m 724 h | 500 ~ TG moim 24 b | 800 - 1,000 > 1000 mgf ari2d b
< 10 years 0.204 - 0,458 g/ 0.500 ~ 5,758 gid mghi24 h > 9.000 g/d
0.800— 1.000 gid
Makms are for ke infants,

Yizs 2ze a0 sex appropiats values (2o, Blrdiing, including pretems infans.

Page 200720
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2. SYNOPSIS

Name of Executive Investigator: | Individual Study Table
Shinichi Kawai Referring to Part of the Dossier

Name of Study Drug: Volume:
Meloxicam
Name of Active Ingredient:
Meloxicam

Study Title: Global Clinical Study on Ethnic Differences in Drug Metabolism Based on
the Joint Statement by the Japanese, Chinese and Korean Ministers of Health

Clinical Pharmacokinetic Study of Meloxicam kin Healthy Adult Male Subjects

Principal Investigators: <Japan> Tomoko Hasunuma
<China> Cui Yimin
<Korea> In-Jin Jang
<US> Masaru Kaneko

Study Sites: <Japan> Kitasato University, Research Center for Clinical Pharmacology
Bioiatric Center
<China> Peking University First Hospital
<Korea> Seoul National University Hospital
<US> SNBL Clinical Pharmacology Center, Inc.

Publications: Not applicable

Study Period*:
Date of first admission Date of final follow-up
<Japan> 16 November 2010 4 December 2010
<China> 18 November 2010 29 November 2010
<Korea> 24 November 2010 17 December 2010
<Us> 13 December 2010 21 December 2010

*When the study was conducted in the divided several groups, the date of the first admission
of the first group and the date of final follow-up of the last group were described.

Clinical Phase:
Clinical pharmacokinetic study

Objectives:

Presence/absence of ethnicity differences in pharmacokinetics in Japanese, Chinese and
Korean healthy adult males was examined between three countries, using meloxicam that had
been already commercialized, based on the same protocol. As a control, a clinical study
based on the similar protocol was conducted in European Caucasians residing in the US.

Methodology:

This was an open-label, single administration study in male healthy volunteers. In Japan,
China (only Han people) and Korea, persons whose paternal and maternal parents and
grandparents have their own couniry’s citizenship were eligible. In the US, European
Caucasians were included.

Single dose of one 7.5 mg tablet of meloxicam was administered with 150 mL of soft mineral
water (less than 100 of hardness, Volvic® etc.) after 10 hours or more fasting. Water intake
was prohibited within 2 hours after administration of the study drug. Food intake was
prohibited within 4 hours after administration.

Calories and balance of three main nutrients (protein-fat-carbohydrate [PFC] balance) of the
supper on the previous day and lunch/supper on the day of administration of the study drug
were equalized wherever possible between the countries.

Safety assessments were performed at pre-determined times during the study period. Adverse
events were monitored throughout the study.

Number of subjects (planned): 30 subjects for each country (Total 120 subjects)

Diagnosis and main criteria for inclusion:
Healthy adult male volunteers aged 20-35 years, with body mass index of 18.5 to
<30.0 kg/mzand body weight of 50.0 to 100.0 kg, having given written informed consent.
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SYNOPSIS (continued)

Name of Executive Investigator: | Individual Study Table
Shinichi Kawai Referring to Part of the Dossier

Name of Study Drug: Volume:
Meloxicam
Name of Active Ingredient:
Meloxicam

Study drug, dose, administration route and batch numbers:
One 7.5-mg tablet of meloxicam (Batch No.084081) was administered with 150 mL of soft
mineral water (less than 100 of hardness, Volvic® etc.).

Duration of study: 5 days: hospitalization (-Day 1) to discharge (Day 4)

Reference therapy, dose, administration route and batch numbers: None

Criteria for evaluation:

Safety:

Laboratory test values (hematology, blood biochemistry and urinalysis), vital signs (body
temperature, blood pressure and pulse rate), body weight and adverse events were included
in the safety evaluation.

Statistical methods:

Safety parameters:

For laboratory test values (hematology and blood biochemistry), vital signs (temperature,
blood pressure and pulse rate) and body weight, basic statistics (means and standard
deviations) were obtained at each test period. For the laboratory safety data out of range
values were flagged in the data listings and a list of clinically significant abnormal values was
presented.

Adverse events were tabulated and summarised according to MedDRA (Ver.13.0), and
classified by System Organ Class and Preferred Term.

SAFETY RESULTS:

A total of 121 eligible subjects that consisted of 30 subjects each for Japanese, Chinese and
Koreans and 31 Caucasians were enrolled in the study in order to investigate the PK profile of
single oral dose of 7.5 mg of meloxicam. Of 121 subjects, two were withdrawn from the study
before administrating the study drug because 1 Korean subject did not fulfil any inclusion or
any exclusion criteria and 1 Caucasian subject withdrew his consent. All other subjects
fulfilled all of the inclusion criteria and none of the exclusion criteria. Consequently, 119
subjects were evaluated for safety and completed the study.

Totally, 23 AEs were reported by 18 subjects. The most frequent AEs were blood triglyceride
increased and pruritus (2 events each). Eight AEs were judged as “probably related” (each 1
event of blood uric acid increased, white blood cell count decreased, haemoglobin decreased,
rash maculo-papular, rash generalised and rash pruritic, and 2 events of pruritus). Four
events were judged moderate in severity (each 1 event of hyperbilirubinaemia, elevated C-
reactive protein, elevated total cholesterol and elevated LDL cholesterol). AEs other than 3
AEs (each 1 event of elevated C-reactive protein, elevated total cholesterol and elevated LDL
cholesterol) were short lasting and resolved without concomitant medication or other
intervention. No serious AE were observed in these 4 ethnic groups. There were no deaths or
other serious AEs.

Laboratory measurements and clinical safety assessments (vital signs and physical
examinations) did not show any clinically relevant abnormalities arising from the
administration of meloxicam.

CONCLUSION:

Most of treatment-related AEs were mild in severity, and none required concomitant
medication or intervention. Laboratory and other safety assessments did not appear to show
any clinically relevant abnormalities arising from the administration of meloxicam. Meloxicam
showed the similar safety results in these 4 ethnic groups.

The data from this study indicate that meloxicam given in oral dose of 7.5 mg is safe and
relatively well-tolerated by healthy male Japanese, Chinese, Korean and Caucasian subjects.

Date of the final report: 31 March 2011
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