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12. SAFETY EVALUATIONS

12.1 Extent of Exposure

Every subject received 7.5 mg of meloxicam in these 4 ethnic groups.

12.2 Adverse Events

An AE referred to any unfavourable and unintended sign, symptom or disease newly
occurred after administration of the study drug, regardless of the causal relationship
with the study drug.

12.2.1 Brief Summary of Adverse Events

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. and the other AEs were judged to be “unknown”, “probably not
related” or “not related”. 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.

* The outcome of 3 AEs in 2 Caucasian subjects was not confirmed since the subjects

did not accept a follow-up test.

12.2.2 Display of Adverse Events

Complete listings of all AEs by subject reported during the course of the study are
presented in Table 12-1. The reported term (original), MedDRA preferred term and
system organ class, severity, seriousness, date and time administered, onset and
outcome, relationship to study drug and freatment required taken are listed.

Table 12- 2 summarizes the severity of AEs including the number of subjects, the
number of events and incidence of reporting each AE after administration of the study
drug.
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<Japanese (Japan)>

Three subjects reported 3 AEs. All 3 AEs (each 1 events of rash, white blood cells
urine positive and somnolence) occurred were mild in severity and estimated to be
“unknown”. These AEs except rash were resolved without concomitant medication or
other intervention.

<Chinese (China)>

Four subjects reported 5 EAs. All 5 AEs occurred were mild in severity. Of them, 3
AEs (each 1 event of blood uric acid increased, white blood cell count decreased and
haemoglobin decreased) were estimated to be “probably related” to the study drug, and
2 AEs (2 events of blood triglycerides increased) were estimated o be “probably not
related”. The 5 AEs were resolved without concomitant medication or other intervention.

<Korean (Korea)>

Eight subjects reported 11 AEs. One (hyperbilirubinaemia) of 11 AEs occurred was
moderate in severity and estimated to be “unknown”.

All the other 10 AEs were mild in severity. Of them, 5 AEs (2 evenis of pruritus, each
1 event of rash maculo-papular, rash generalised and rash pruritus) were estimated to
be "probably related” to the study drug, and the others were estimated to be “probably
not related”, “not related” or “unknown”.

These AEs except each 1 event of pruritus and feeling hot were resolved without
concomitant medication or other intervention.

<Caucasian (US)>

Three subjects reported 4 AEs. Three of 4 AEs occurred were moderate in severity
and estimated to be “not related” to the study drug. The other AE (cold symptoms) was
mild in severity and estimated to be “not related”. All 4 AEs were resolved without
concomitant medication or other intervention.
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<Japanese>
Subject | Age Adverse Event Severity | Seriousness Administered Onset Outcome Relationship to | Treatment
Identifier i(years) SOC PT Original Date Time Date Time Assessment End Date |End Time] _Study Drug Reguired
ooootoo07| 30 | SKin and suboutancous Rash Skinrash |0y No  |17/Novi2010]09:12f 24/Mov201003:00| Resolved/Recovered | oo o10l 11:00 Unknown Drug
tissue disorders (right elbow) without sequelae treatment
White blood Urine Resolved / Recovered
000010009{ 23 Investigations cells urine sediment Mild No 17/Nov/2010{09:16} 20/Nov/201008:20, 5 11/Pecf2010] 09:00 Unknown None
u without sequelae
positive WBC
. . . 1
000010016{ 24 | Nervous system disorders | Somnolence | Sleepiness Mild No 01/Dec/2010{09:00f 01/Dec/201020:30 Res‘f ved/Recovered Q1/Dec/2010{ 21:00 Unknown None
without sequelae
<Chinese>
Subject | Age Adverse Event Severity | Seriousness Administered Onset Outcome Relationship to | Treatment
Identifier_|{vears) SoC PT Original Date Time Date Time Assessiment End Date |End Time Study Drug Required
Blood . .
000020008| 31 Investigations triglycerides Tpglycendc Mild No 19/Nov/2010}08:08] 22/Nov/2010{08:08 RCSO_IVEd/ReCQVCWd 29/Nov/2010| 07:54 Probably nat None
! increased without sequelae related
increased
Blood Triglyceride ) Resolved / Recovered Probably not
000020009 26 Investigations triglycerides | . Mild No 19/Nov/2010|08:10] 22/Nov/2010{08:10 8 16/Dec/2010{ 08:02 None
. increased without sequelae related
increased
Blood urie Uric acid Resolved / Recovered
000020018| 29 Investigations acid . Mild No 19/Nov/2010[08:18] 22/Nov/20101{08:19 3 29/Nov/2010{ 07:52 | Probably related None
= 3 increased without sequelae
increased
White blood | White blood Resolved / Recovered
000020025 32 Investigations cell count cell count Mild No 26/Nov/2010{08:01{29/Nov/2010{08:01 . 06/Dec/2010| 08:02 | Probably related | None
without sequelae
decreased decreased
2 i lobi .
000020025} 32 Investigations Haemoglobin| Hemoglobin {0, No  |26Mov/2010]08:01] 06/Deci2010|0s:00] ResOlved/Recovered | ooy o0l 0820 Probably related | None
decreased decreased without sequelae

SOC: Sysyem Organ Class
PT: Preferred Term




Study No ID: UMINO00004173

Table 12-1

Listing of Adverse Events by Subject (continued)

Page 52 of 58

<Korean>
Subject | Age Adverse Event Severity | Seriousness Administered Onset Outcome Relationship to | Treatment
Identifier |(vears) SOC T Original Y Date Time Date Time Assessment End Date |End Time|  Study Drug Required
000030004] 25 | Musculoskeletal and Pain in Painin Mild No  |25Movi2010]09:50| 26/Novi201020:00| ReSOIved/Recovered |0 10| 230 | Probablymot p o
connective tissue disorders| extremity extremity without sequelae related
000030006| 2g | Skinandsubculancous | o Pruritus | Mild No  |25/Novi2010]00:54| 25/Novi2010/13:52| Resolved/Recovered 15000000101 14:54 | Probably related | None
tissue disorders without sequelae
i - h lo-
000030006 2g | Skinand suboutancous | Rash maculo-| Rashmaculo-| ) No  |25Mov/2010|00:54] 25/Moviz010|15:54| Resolved/Recovered 1o cnr 1ol 19:53 | Probably related | None
tissue disorders papular papular without sequelae
000030007| 25 | Skinand suboutancous Rash Rash Mild No  |02/Decs2010[09:36| 02Decr201015:30) Resolved /Recovered e o101 08:00 | Probably related | Nome
tissue disorders generalised | generalised without sequelae
000030012] 23 | [Mum.poisoningand b Nailinury | Mild No  |02/Dec2010(09:46) 02/Decr2010|19:40] ResOlved /Recovered | oy ro10] 00:28 Not related None
procedural complications without sequelae
000030020| 20 | Skinand suboutancous | Lo Prritus | Mild No  |07/Deci2010|09:48] 09/Decr2010 |14:00| Resolved/Recovered | o ng16] 12:00 | Probably retated | P78
tissue disorders without sequelae treatment
Skin and subcutaneous " . X Resolved / Recovered
000030020} 29 . . Rash pruritic | Rash pruritic] Mild No 07/Dec/2010}09:48} 09/Dec/2010|14:00 . 19/Dec/2010} 20:00 | Probably related None
tissue disorders without sequelac
000030027| 22 | Muw: poisoning and Skin Skin  amig | No | 14/Dect2010/09:54) 15/Decr010| 1441 | Resolved/Recovered |5 100 1913 | Notrelated | None
procedural complications | laceration laceration without sequelae
e . Hyper- Hyper- ' . . Resolved / Recovered .
000030028 24 Hepatobiliary disorders bilirubinaemia | bilirubinaemia Moderate No 14/Dec/2010|09:56f 17/Dec/2010|12:05 without sequelae 20/Dec/2010| 14:15 Unknown None
000030020| 25 | Respiratory, thoracicand | Cough Mild No | 14/Dec2010]09:58] 15/meci2010 |10:00| ReSOIved/Recovered 10 p 010l 0s:00 Unknown None
mediastinal disorders without sequelae
General disorders and Resolved / Recovered Drug
000030029} 25 administration site Feeling hot | Feeling hot Mild No 14/Dec/2010{09:58] 16/Dec/2010{10:00 without sequelae 17/Dec/2010|  08:00 Unknown !reatrrun:nt
conditions

SOC: Sysyem Organ Class
PT: Preferred Term
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Table 12-1  Listing of Adverse Events by Subject (continued)

<Caucasian>
Sub;rcf;t Age Adverse Event — Severity | Seriousness Admmxstcmq Onset _ Qutcome i Relationship to Treah}u:nt
Identifier |{vears) SOC PT Orizinal Date Time Date Time Assessment End Date |End Time Study Drug Required
Elevated C- Not Resolved / Not
000040011°] 31 Other (Laboratory) Reactive Moderate No 18/Dec/2010{09:09] 18/Dec/2010]08:59] Recovered Not Related None
Protein i
Blevated
000040037 | 24 Other (Laboratory) Total Moderate|  No | 18/Dec/2010]09:48] 21/Deci2010{09:ag| ot Resolved / Not Not Related None
Recovered
Cholesterol
Elevated LDL| Not Resolved / Not
) Y . 9 .
000040037 24 Other (Laboratory) Cholesterol Moderate No 18/Dec/2010]09:48f 21/Dec/2010/09:48 Recovered Not Related None
R d/ Re
000040038 | 21 Respiratory System Cold Mitd No  |18/Decr2010]09:51] 18/Decs201009:00| Resolved/Recovered |\ n010] 10:00 | Not Related None
Symptoms without sequelae

SOC: Sysyem Organ Class
PT: Preferred Term

*. Subject 000040011 did not respond to call / letter request to repeat labs.
*¥; Subject 000040037 Elevated Total Cholesterol and Elevated LDL Cholesterol were considered Not Clinically Significant for the study.
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Table 12-2 Incidence of AEs — Evaluation for severity
<Japanese> =30
Severity Mild Moderate Severe Total
Adverse Event Number of subjects Tncidence (%) Number of subjects Tncidence (%) Number of subjects Tncidence (%) Number of subjects Incidence (%)
sOC (events) (events) (events) (events)

PT 3(3) 10.0 00 0.0 0 (0) 0.0 3(3) 10.0

Skin and subeutaneous tissue disorders 1) 33 0(0) 0.0 0 (0) 0.0 (N 33
Rash 1 (1) 33 0 (0) 0.0 0 (0) 0.0 1(1) 33

Tnvestigations 1(1) 33 0 (0) 0.0 0(0) 0.0 1(1) 33
White blood cells urine positive I (1) 33 0 (0), 0.0 0 (0)] 0.0] 1) 33

Nervous system disorders 1(1) 33 0(0) 0.0 0(® 0.0 1(1) 33
Somnofence 1) 33 0 (0) 0.0 0 (0) 0.0 1) 33
<Chinese> N=30

Severity Mild Moderate Severe Total
Ad"esri:CE"e‘“ Nmnb(eerv::ssl;bjects Incidence (%) Numb(;,zitssl;bjccts Incidence (%) Numb(c: v:iz;bjeds Incidence (%) Numb(irvzitssx;bjects Incidence (%)

PT 4(5) 13.3 0 (0) 0.0 0 (0) 0.0 4(5) 13.3

Investigations 4(5) 133 0 (0) 0.0 0 (0) 0.0 4(5) 133
Blood triglycerides increased 2(2) 6.7 0 (0) 0.0 0 (0) 0.9 2 (2) 6.7
Blood uric acid increased 1(1) 33 0 (0) 0.0 0 (0) 0.0 1 (1) 33
White blood cell count decreased 1(D 33 0 (0) 0.0 0 (0)) 0.0) 1(H 33
Haemoglobin decreased 1 (1) 33 0 (0) 0.0 0 (0) 0.0, [NE)! 33

Tneid

=the p ge of subj

SOC: System Organ Class
PT: Preferred Term

Source: Table 12.1

* Coded using MedDRA (Ver. 13.0)
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Table 12-2  Incidence of AEs — Evaluation for severity (continued)

<Korean> N=29
Severity Mild Moderate Severe Total
Adverse Event Number of subjects ncidence (%) Number of subjects Tncidence (%) Number of subjects Tncidence (%) Number of subjects Tncidence (%)
$oC (events) (events) (events) (events)
PT 7(10) 24.1 1 34 0(0) 0.0 8(11) 276
Skin and subcutancous tissue disorders 3(5) 106.3 0 (0) 0.0 0(0) 0.0 3(5) 10.3
Pruritus 2 (2) 6.9 0 (0) 0.0 0(0) 0.0 2 (2) 6.9
Rash macnlo-papular 1 (1) 34 0 (0) 0.0 0(0) 0.0{ 1 (1) 34
Rash generalised (D 3.4 0 (0) 0.0 0 (0) 0.0 1(1) 34
Rash prurific 1 3. 0 (0) 0.0 0(0) 0.0 1) 34
"Jm‘):».l)(?:::?xng and procedural 20 6.9 00 0.0 0 00 2@ 6.9
Nail injury 1 (1) 34 0 (0) 0.0 0 (0) 0.0j L) 34
Skin laceration 1 (1), 34 0 (0) 00 0 (0) 0.0 1(1) 34
Hepatobiliary disorders 0 0.0 I 34 () 0.0 m 34
Hyperbilirubinaemia 0 (0)) 0.0 1(1) 34 0 (0) 0.9 1() 3.4
"in:,s:‘;::::‘kc)ctal and connective fissue 1) 34 0 (0) 0.0 0 0.0 1Y) 34
Pain in extremity 1(1) 34 0 (0) 0.0 0 (0) 0.0) 1(1) 3.4
M'W ngfly’ TROFACIC And mediastinal 1D 34 0(0) 0.0 00) 0.0 (D) 34
Cough 1(1) 34 0 (0) 0.0 0(0) 0.0 1(1) 34
ﬂcﬁ:::‘:.soﬁ{crs and administration sife 1 34 0(0) 0.0 00) 0.0 1(1) 34
Feeling hot 1(1) 34 0 (0) 0.0 0(0) 0.0) 1) 34

Incidence = the percentage of subjects
SOC: System Organ Class
PT: Preferred Term

Source: Table 12.1
* Coded using MedDRA (Ver. 13.0)
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Table 12-2  Incidence of AEs — Evaluation for severity (continued)
<Caucasian> N=30
Severity Mild Moderate Severe Total
Adverse Event Number of subjects Incidence (%) Number of subjects Tncidence (%) Number of subjects Incidence (%) Number of subjects Incidence (%)
socC (events) (events) (events) (events)

PT 131y 33 33) 10.0 0(0) 0.0 4(4) 133

Respiratory System 1) 33 0 (0) 0.0 0(0) 0.0 (1) 33
Cold Symptoms 1(1) 33 0(0) 0.0 0 (0)f 0.0 1D 33

Other (Laboratory) 0 (0) 0.0 3(3) 10.0 0(0) 0.0 3(3) 10.0
Elevated C-Reactive Protein 0 (0) 0.0 1(1) 33 0 (0) 0.0 1(1) 33
Elevated Total Cholesterol 0 (0) 0.0 (D 33 0 (0) 0.0} 1(1) 33
Elevated LDL Cholestero! 0(0) 0.0 1(D 33 0 (0) 0.0 1D 33

Ireid

=the p of.

bt

SOC: System Organ Class
PT: Preferred Term

Source: Table 12.1

* Coded using MedDRA (Ver. 13.0)
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12.2.3 Deaths, Discontinuations Due to Adverse Events, and
Serious Adverse Events

There were no deaths, discontinuations due to AEs, or serious AEs during this
study in each study site.

12.3 Clinical Laboratory Evaluation

Laboratory values (hematology, blood biochemistry and urinalysis) outside the
normal reference range are flagged “Low” or “High” as appropriate. Normal/abnormal
rating shift in laboratory values are tabulated in Appendix 8.1.1. Summary statistics
for laboratory values and shift tables for urinalysis parameters are presented in
Appendices 8.1.2 and 8.1.3, respectively. Abnormal laboratory values by subject are
listed in Appendix 8.2. Follow-up/additional test results by subject are listed in
Appendix 8.5.

Abnormalities in various laboratory values were reported before and/or 72 hours
after administration of the study drug. Although most of them were mild in severity, 8
cases (2 cases at LDL cholesterol and 1 case at total cholesterol in 2 Japanese
subjects, 1 case at total bilirubin in 1 Korean subject, each 1 case at LDL cholesterol,
total cholesterol, total bilirubin and urinal protein in 3 Caucasian subjects) were
evaluated to be moderate. Of them, 4 cases (each 1 case at LDL cholesterol and
total cholesterol in both 1 Japanese subject and 1 Caucasian subject exceeded
moderately the upper limit of normal range 72 hours after administration.

There were neither marked changes nor apparent frends in laboratory parameters
following administration of meloxicam.

12.4 Other Safety Assessments

12.4.1 Vital Signs

Summary statistics for vital signs are shown in Appendix 8.1.4.
There were no clinically relevant abnormalities in vital signs, and no apparent
trends following administration of meloxicam.
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12.4.2 12-Lead ECG

Individual 12-lead ECG abnormalities at screening are listed in Appendix 8.6.

Although there were several subjects with sinus bradycardia et al. in each study
site, all of them were judged as “not clinically significant”. The other subjects in each
study site showed normal value.

12.4.3 Body Weight

Summary statistics for body weight are shown in Appendix 8.1.5.
There were no clinically relevant abnormalities in body weight, and no apparent
trends following administration of meloxicam.

12.5 Safety Conclusions

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.

13. DISCUSSION AND OVERALL CONCLUSIONS

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

14. REFERENCES

1) Drug interview form: Mobic tablet 5 mg/10 mg 7th edition, Nov 2009
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ALP Alkaline phosphatase (7 /v U KRR T 7 &% —F)

ALT alanine aminotransferase (7 7 =273/ b TV AT =T —F)

AST aspartate aminotransferase (7 AT XTI /) M IV AT =27 —F)
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CK Creatine kinase (7 L' 7 F v %) —+F)

CL/f apparent total clearance (HNNFDEEH 7 U T 7 R)

Crnax peak concentration (Frr MLEE AR E)

COX cyclooxygenase (37 m4 ¥ V47 —%¥)

CRP C-reactive protein (C SUSTEEH)

CYP Cytochrome P450 (5 k% 12— A P450 : /KER(LEESR 7 7 X U —DERFFR)

GCP Good Clinical Practice (IE3Rd&h DEFPRFBR O Fhi D £ )

y-GTP gamma glutamyl transpeptidase (y-Z7 V% I /L« R T U AXRTFHF—F)

HBs H1R Hepatitis B surface antigen (B BT HUE)

HCV #Hiik Anti-hepatitis C virus antibody (C BUFFZ 7 o /L ZHLEK)

HDL High density lipoprotein (BtLE Y REHE)

HIV Hiff human immunodeficiency virus antibody (& kR4 A L AHE)

LDH lactate dehydrogenase (FLESMN KERESR)

LDL Low-density lipoprotein ({KHE U REH'H)

MedDRA Medical Dictionary for Regulatory Activities (ICH [EFRE SR G FHFEE)

MRT mean residence time (A7 EFIRFR)

NSAID Non-steroidal anti-inflammatory drug (3EA 7 oA FEFLAIERE)

PFC /RT R Protein- Fat- Carbohydrate balance (BR'E. IEE. RA(LDDEIE)

tn Half-life (¥ 2%3-800)

Tomax Time of peak concentration (5 M4 i B S 2E 0

Vd/f volume of distribution (4347 FH)
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