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e LT, L3I7xry oV OBEYBYRE & P55 3T J 04
W DBIMRZ B L 7zo 8B15E - BHMiiA 7 P2 — VER 1ITR
T o ARHNOFe G AL AFREESE S THIRIREEE S X 2 425
BT TOFMIBWT, HERTE, PHAMKEEECILS
FREAERE R ATV RS, LI 72y = e L TO0.25
ug/kg/ 5 DL THARHIRNT G- 2 B L, T OG-8
I EVIRBRG E CISA U R T 2 2L L L, B,
AR TIE 3HICHBEOMBY, AF DS OF EF £ Nk
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L L7 RAOEEE, SHMEEEOR G K TSR T &
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1. BELER
BEBRZRIIWORT . A v 7r—2Farvty ot
LN8ABID ) B, RFN DI G-% %1 T 728061 (Fi4E#GX 5
THEAOB) AATRIVE L OV AR R R & LTRSS Nz,
LI 7x % Vol EEi366) (Mi4EHX 5 T4 1861)
THE SN WG BH D ASA 5731327 5 2 1 296341
(78.8%), 75 AUH17H] (21.3%) Th-o7zo TATHBH
B ER AR D % < 2451 (30.0%) T, K\ CTHEERISH
(18.8%), VUlk & UBIHi15H) (18.8%) TH -7z Fhirhs
MO gefiliiz73. 5%, 1~ 6% TI269.54r, 7 ~15 Tl
77.55CdH > 720

2. FEFMEIER

FEEHMIEE & U722 UIBRR ORI~ O FUSIE, HE)
PERFA A 580617 9 51 (11.3% : 95%CI [5.3% —20.3%1)
TRO LN, WIIZIMATERESISIC BT, SBP EA2%8
Bl (10.0%), CEIEMAT2 6 (2.5%) TH-o72 (F4),
BRSSO H AR BUG 1 E R0 SN o Toe 72,
SEMRX D ETHL LR AEFFRO LN 572,

3. FilihOMmiTEIRE, MFREEM
DA B D I, B R Y BH AT 92.6 bpm, A R
103.9 bpm T, BRI A B AL 2 RO T dp o 720
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®x3 BHEER

n (%) “PIgfi = B2 g (HERH]

1-6 % 7-15 % Total
AR 5 1% 40 40 80
- otk 15 (37.5%) 23 (57.5%) 38 (47.5%)
B 25 (62.5%) 17 (42.5%) 42 (52.5%)
il OR) 3.1+1.47 11.0£2.82 7.1+4.54
4E (cm) 95.5+11.4 142.8+15.7 119.1+27.5
ki (kg) 14.8+3.3 37.3+11.6 26.0=14. 1
- I 30 (75.0%) 33 (82.5%) 63 (78.8%)
ASA 7T I 10 (25.0%) 7 (17.5%) 17 (21.3%)
VHSHHR 15 (37.5%) 9 (22.5%) 24 (30.0%)
Jia 1 (2.5%) 3(7.5%) 4 (5.0%)
T M 11 (27.5%) 4 (10.0%) 15 (18.8%)
DU ) OF P B 5 (12.5%) 10 (25.0%) 15 (18.8%)
i 0 (0.0%) 9 (22.5%) 9 (11.3%)
e 8 (20.0%) 5 (12.5%) 13 (16.3%)
Tl (43) 69.5 [15 : 383] 77.5 [22 1 513] 73.5 [15 : 513]
L0 (bpm) 100.1£12.9 77.6+14.2 88.8+17.6
SBP (mmHg) 98.7+9.8 104.5+10.9 101.6=10.7
DBP (mmHg) 57.4+10.6 60.6+9. 1 59.0+10.0
ASA 43# : The American Society of Anesthesiologists physical status classification
=4 REYIBEORIEA~O RO
n (%) [95% 3K ]
1-6 % 7-15 % Total
GRIBIEAE 40 40 80
RO IEH 5 (12.5%)[4.2-26.8%] 4 (10.0%)[2.8-23.7%] 9 (11.3%) [5.3—20.3%]
47 By SO 5 (12.5%) 4 (10.0%) 9 (11.3%)
TSN 1 (25%) 1 (2.5%) 2 (2.5%)
SBP 5 4 (10.0%) 4 (10.0%) 8 (10.0%)
BARBUS 0 0 0
R 0 0 0
T 0 0 0
FrI MR 0 0 0
LA 0 0 0
B HER RS BSOS 0 0 0
T 0 0 0
IR 0 0 0
i 0 0 0

ME [(SBP/4sEMIE (DBP)] O F-¥fiiix, Kz K& YIEH
Hi 93.0/45.5 mmHg, i 110.2/60. 1 mmHg TalE]
M OB R BAL % RO T o 720 MBI 34
i 22.6 bpm, HEAFHTIC 16.4 bpm, A& 5 45 121320. 8
bpm, 2R 120471213 23. 4 bpm THAER O L~
2R > 720 T3 SpO, 13RI 238 UCT98% LA L& fi ¢ L
720 PerCO, O P34 5 4 39.5 mmHg, #4Hi
44. 4 mmHg THBWIE I O 0% 2 b2 RO % h o 72,
MATEYEE J O 22 2 PR 97 b SR IX 5 T & 2 e
HENWERBOLNo 72,

4. FifihDERIR
T OFFER RIS B R O ARHIIL, 806 4]
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THR L HE I N7z,

5. L3IT7 1 2 IVRUBAREBREOZSIAR
FREESE D SR & HE £ TORM 2 £ 5 1RT. AH
DOFET G (hdefi [#PH]) 13 461T 0.249 [0.10;
0.26] ug/kg/%, EWX 4551~ 6% 0.250 [0.10;
0.26] ug/kg/%r, 7~15m7T 0.249 [0.25; 0.25] ug/kg/
STHY, FHKGEEIZ B TIE8. 04, 1 ~6T
126. 645, 7 ~15i%C209. 457 Cdh o720 F72, AKIOKE
H 720 OIS G-RIE BT 57. 7 ug/kg, EREXG 1 ~
6% C 42. 2 ng/kg, 7 ~15i% 7T 73.2 ug/kg TH -7z, Mk
Wk T 7 & EFEIT IR B AG £ T ORRIZ 3 T15. 74, Wi
SR F TORMIZT33. 85T, Wb ERK SR T
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&5 RMEEOTGARD S O HIE £ T DR

n (%) P39 = B R Ll [HEpH]

1-6 % 7—15 7% el
n 40 40 80
. 0. 246 =0. 024 0. 249+ 0. 002 0.248+0. 017
AR (n/ke/53) 0.250 [0.10; 0.26] 0.249 [0.25;0.25] 0.249 [0.10; 0. 26]
P54 (ug/ke) 42.2%51.6 73.2+77.2 57.7+67.1
LI7xy8 = B5EEE (5) 126.6+80.9 209. 4+165. 8 168.0=136. 2
AR & 0 AH 245 L 7R 37 (92.5%) 37 (92.5%) 74 (92.5%)
ﬁgiﬁ f; %%ﬁi ’ij’gxhif)’ THAERI IR RO 0.246+0. 025 0. 249 +0. 002 0.248+0. 018
, . JREERE T 7 & FUSEIPIR IR & T (49) 16.2+9.1 15.2+5.5 15.7+7.4
[A1E £ TORFH ~ N -
FRIBRE T 2 S IEHSEEE T () 36.6+17.0 31.1+11.2 33.8+14.6
TuRT F— n J 1 20
. L 5k (mg/kg/KilH) 8.12+0.68 7.66+1.37 7.87+1.11
CIENRIEES o 31 3l oz
wRETVT P (%) 2.15+0.41 2.19+0.76 2.17+0.61
F=6 AHEFG GEHFEI0% L) ROKAO[MAICEES 245 EHSR
n (%)
1-6 5% 7-15 % Total
T AVERHIRT G515 40 40 40
HET CRBLAERLR 30 (75.0%) 35 (87.5%) 65 (81.3%)
ik R e 24 (60.0%) 29 (72.5%) 53 (66.3%)
DGR 13 (32.5%) 19 (47.5%) 32 (40.0%)
L 11 (27.5%) 17 (42.5%) 28 (35.0%)
SBP L4 5 (12.5%) 10 (25.0%) 15 (18.8%)
IfiE 5 6 (15.0%) 3 (7.5%) 9 (11.3%)
B - W S OVULEE A BfE 13 (32.5%) 30 (75.0%) 43 (53.8%)
A BriE 13 (32.5%) 28 (70.0%) 41 (51.3%)
— % - AFEER X OG- IR 11 (27.5%) 9 (22.5%) 20 (25.0%)
FE 9 (22.5%) 8 (20.0%) 17 (21.3%)
T W 8 (20.0%) 11 (27.5%) 19 (23.8%)
M - 6 (15.0%) 7 (17.5%) 13 (16.3%)
ol 4 (10.0%) 8 (20.0%) 12 (15.0%)
B2 8 B OB T R 6 (15.0%) 4 (10.0%) 10 (12.5%)
1 M 6 (15.0%) 1 (2.5%) 7 (8.8%)
i i 7 (17.5%) 1 (2.5%) 8 (10.0%)
N B 7 e 7 (17.5%) 1 (2.5%) 8 (10.0%)
g s 4 (10.0%) 2 (5.0%) 6 (7.5%)
Bk 4 (10.0%) 1 (2.5%) 5 (6.3%)
T S O PR i i 5 (12.5%) 1 (2.5%) 6 (7.5%)
ZIR 5 (12.5%) 0 5 (6.3%)
KA O M % 455G g™ 12 (30.0%) 12 (30.0%) 24 (30.0%)
R 11 (27.5%) 12 (30.0%) 23 (28.8%)
DR 10 (25.0%) 11 (27.5%) 21 (26.3%)
SBP % T 1(2.5%) 2 (5.0%) 3 (3.8%)
i 0 1 (2.5%) 1 (1.3%)
Mg - 0 1(2.5%) 1 (1.3%)
— % - EFEER X OG- IR 1 (2.5%) 0 1 (1.3%)
HE 1 (2.5%) 0 1 (1.3%)
g s 1 (2.5%) 0 1 (1.3%)
Bk 1 (2.5%) 0 1 (1.3%)

TARH L OREBRATT R, TR, 1RIFMHHE, OWThrlES T 2 ERR
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K7 MAPRERTZ)T TR

n (LB Py B (hE) e (] (FE)

1-6 % 7-15 % Total
ERasBu LY 1 0 1
<0.24 5.01 - 5.01
(ng/ke/ 57) 5.01 [5.01 : 5.01] - 5.01 [5.01 : 5.01]
VR m 5 13 3
(ng/mL) 0.24-0.26 3.97+1.62 5.50+1. 48 481=1.71
(ug/kg/ 57) 4.33 [0.57 ; 6. 38] 5.41 [3.62; 8.96] 4.76 [0.57 ; 8.96]
ERasBu LY 2 0 2
>0.26 11. 18 +6. 40 - 11. 18+ 6. 40
(ug/kg/ 57) 11.18 [6.65 : 15.70] - 11.18 [6.65 : 15.70]
2T T YA 18 18 36
7
(mL/min/kg) 91.05+99.79 48.03+11. 44 69.54+73.33

57.51 [39.39 : 436.75]

46.11 [27.71 ; 69.45] 51.18 [27.71 ; 436.75]

IO D mm BD R h o Tz FHERT X D AF 245 L7E
B1392.5% TH 1, FmXSHTHRETH 72, 72,

AREN G- B S RH G T 12 B1T 5 K% G- HEE
CF# + B R 725 [#PH]) (&, 0.379 = 0.2098 [0.10;
1.21] ug/kg/%Cd -7 (data not shown), PfFIFKEED
TP I 7O R 7+ — ) 7. 87 mg/kg/WiH, LXRT v
F02.17%TH Y, FWRXSHEICH S 222350 bk
"oz,

6. ZHeMEFHE

AEHLIIZ0HI 6561 (81.3%) D BN, LA
ERL FERAE10%D L) 2FK6I1TRT, L, TOfh
DEELRFEFR R ERFEORIEICOLN L HRITED S
Nah otz mbEL ALNIDX, AlEHHE (51.3%)
TROT, DGR (40.0%), LA (35.0%) T
& o720 AIEPIHEONTUIBIEIFO A TH o720 X5
MOFEBIEEE, 1~ 6 TIZ306 (75.0%), 7~15%T
(3561 (87.5%) T, FAEEERITIXEEEITH], a5 EE2861
Tholo MEELEBH ST LA ERRIAAIHE
(23.8%), MRBGTRNE (6.3%), 6%% (5.0%) K OMEHMIMEME
(5.0%) THo7zo MEEFENEFIHFCFAICHE L2, KW
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ABSTRACT

A Phase III Multicenter, Open-Label, One-Arm Study to Evaluate the Efficacy and Safety of
Remifentanil Hydrochloride for Pediatric Subjects under General Anesthesia

Yasuyuki SUZUKI*!, Keiichiro IMANAKA*2, Tohru IZUMOTO*?, Sayori SHIBATA*?,
Makiko NATORI*? and Tadaishi KOH™*?

*1 Department of Critical Care and Anesthesia, National Center for Child Health and Development

*2 Research & Development Division, Janssen Pharmaceutical K. K.

Remifentanil is a potent, selective, 4-anilidopiperidine u-
opioid receptor agonist not licensed for analgesia in the
maintenance of general anesthesia in pediatric subjects in
A phase III trial was conducted to evaluate
This
multicenter, open-label, one-arm study in pediatric subjects

Japan.
remifentanil for pediatric subjects in Japan.

between 1 and 15 years of age receiving general anesthesia
Nine subjects (11.3%) showed
response to skin incision, which was the primary endpoint,

included 80 subjects.

41

and no apparent difference in response rate was found
according to age (1-6, and 7-15 years old). Drug-related
treatment emergent adverse events were found in 24
subjects (30.0%) with the most common event being heart
rate decreased (26.3%).

effective and safe for analgesia in maintenance of general

Remifentanil was found to be

anesthesia for pediatric subjects.
Key words: remifentanil, anesthesia, pediatric, efficacy,
safety



