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=Abstract=

A Randomized, Open Label, 2-Way Crossover Study to Assess the Pharmacokinetic
Characteristics and Skin Irritation of Murupe® Patch Compared with Trast® Patch
in Healthy Volunteers

Yoon Jung Choi', Young Mi Kim?, Jae-Yong Chung', Joo-Youn Cho',
Kyung-Sang Yu', In-Jin Jang', Kyoung Soo Lim'

]Deparm’tent of Clinical Pharjmacology and Therapeutics, Seoul National University College of Medicine and Hospital,
Seoul, Republic of Korea, ZCOZlege of Pharmacy, Hanyang University, Ansan-Si, Gyeonggi-Do, Republic of Korea

Background: A piroxicam patch has been widely used to treat musculoskeletal pain. The aim of this
study was to assess the pharmacokinetic (PK) characteristics and skin irritation of Murupe® patch
(piroxicam 96 mg) compared with Trast® patch (piroxicam 96 mg) in healthy volunteers.

Methods: A randomized, open-label, 2-way crossover study was conducted in 12 healthy Korean male
subjects. They were allocated to one of the two treatment sequences of RT and TR (R, reference drug,
Trast® patch; T, test drug, Murupe® patch). Each patch was applied to the subject once during 48 hours.
Serial blood samples were collected up to 72 hours after removing the patch and plasma concentrations
were determined by high performance liquid chromatography. Safety was monitored and the skin
Irritation potential was assessed.

Results: The plasma concentration - time profile during 48 hours showed an exponential increase in both
of two patch products. Mean Cyax and AUCy values were not statistically different between two patch
groups. Mean AUCjy4sn Wwas lower in Murupe® patch group than that in Trast® patch group; 806.4 and
11965 ng-h/mL. However, the mean AUCus 120 value tended to be higher in Murupe® patch group,
implying more delayed excretion than in Trast” patch group; 2724.7 ng-h/mL and 1989.2 ng-h/mL. The
overall results of skin irritation potential test showed no clinically significant differences between two
patch groups.

Conclusion: Mean Cmax and AUCpg values in Murupe® patch group were comparable to those in
Trast” patch group. Murupe® patch was safe and well tolerated in healthy male subjects.

Key words: Piroxicam patch, Pharmacokinetics, Skin irritation
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Table 1. Demographic data of subjects
* Treatment sequences ~ Tot o
<nR=Te> <an6> e
Age (yrs) 247 + 46 263 6.7 205 £ 56 0628
Height (cm) 1759 £ 40 17657 £ 92 1758 + 68 0.953
Weight (kg) 731+ 73 £5.3 + 99 692 £ 92 0.195

+

Data are presented as mean standard deviation.

patch). T Wilcoxon rank sum test.

* R Reference

drug (Trast® patch), T: Test drug (Murupe®
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Table 2. Adverse event profile

Treatment sequence

Period AT T Total
Number of subjects
Period 1 0/6 176077 3/12@ /13
Period 2 2/6 1/6 3/ 12
Total 2/6 °o/6@ /7
Number of adverse events

Period 1 2 (1) 30
Period 2 2 1 3

Total 4 2 (2

* T Test drug (Murupe® patch),
events occurred in those who withdrew after period 1.
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Mean plasma piroxicam concentration-time profile by treatment group. Bars represent

standard deviations (Left: linear scale, right: log-linear scale. o: Murupe® patch. e: Trast® patch).
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Table 3. Evaluation of skin irritation test taken from two sides of the attachment sites

Treatment o valLe®
Murupe® patch Trast® patch vale
PSI*
Lateral 044 + 036 004 £ 014 0.0012
Middle 044 = 036 004 £ 014 0.0012
Medial Control 00 00 1.0
LDF"
Lateral 623 £ 792 218 £ 204 02852
Middle 743 + 1217 160 + 364 01123
Medial Control 062 + 309 048 + 423 0.7074
Tewct
Lateral 303 + 220 090 + 382 0.0303
Medial 254 + 407 254 £ 407 04529
Medial Control 183 + 341 024 = 140 0.1652

Data are presented as mean = standard deviation. * PSI (primary skin firritation). ¥ LDF (laser doppler blood
flowcytometry). ¥ TEWL (transepidermal water loss measurement). § Wilcoxon rank sum test.

wed® g2 85 st AXE 7K
g2 G2 Fol AAT] Ftaete] HYp w2 5
S5 frAete 43S BothFigure 1 and Table
4). = Crax, AUC-41, AUCiss-1200 % AUC1at®]
Hol A5 EGAE® X7} 43 % - 52 % FE2
X7} 83 % - 9B % AEZ A o7}

SLY
=

)
®
ol

-

b R B A BRAZ A%

w ol gl Ml e §AESE Feho] A

= e
Be FHEE T B 2gan” 9124
Be ol e g3t e wgel Qo) §3
ENHS B B o) B4 FolE
9% A7 BaHo] Yrsm Qu okge
Y FEe B AuFel 2480 9L
2% 4 itk ¥4 NSAIDS] Eshsh P44
& &gA9 A% F5e3t AN g 2

Z QRS Zgd JNE JIFS wen
Dixit 5 oF=o] 9AF 719} AR} T2 %
A4S % H2A7 22Zdo] AA A A
FHsgon ofEo S dAE F71A7)
T 2B 2oz 9FEALY §IEE ¥
AN B2 Y] BalgeE A9 U &
et AEAZ WA B ANFS
A el mElFolof ahE Rt 2w®
e EGaE” djxg FARe AT A
2 FrAS gaAE AHgsiel e A4
oy, F23” A& MEYA ) IS4 4
d=el oA e fla A 2HET 01~
10 % %9 FABEF 2 olIFE 9T
o] z422H 4393 Cheong 52 3=
N 28NFaRE FHEEA e B
g9l A4S 35 FgAIIA 2L o
& olgdld HAAY e FE M ATE
Faagitt? Gkl B2 A7) etz
SN = LR E 7= A S o] &3t
29 Ay F4E FAAIA Sk ol
FEnkeag o 3 9247 fHAY 3



| Al

Ratio*
(90 % Cl)
090
062 - 1.30)
055
037 - 081)
0.78 - 1.64)
091
063 - 1.33)

Trast® patch
428 £ 206
365 + 048
11965 + 6160
697 = 051
19802 + 862.3
751 £ 045
31866 + 14487
797 + 047

Murupe® patch
455 + 379
354 + 074
8064 + 7853
637 £ 0179
27247 = 23190
763 £ 0.75
36316 = 30850
788 + 076
* Mean + SD. t Log-transformed mean + SD. # These data are reported on the exponential of the means of
confidence interval).
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Cmax
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Table 4. Summary of pharmacokinetic parameters
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