goood
go 190 70 130
gbbodgboobboobooon

ugbboobuodobbooboobbooboobbooboobbuooboooboabo

ugboood

ub o 00
ub o 00
uo o o0 oo
ubooboogaoo
uboboodaoo

uo o o0 oo
uo o g gd

uboboogaoo

gbooboboobob o0lmgdDOOMMIO 025mg OO0
ubbooboadbood

ubobodgboooboaoboo

oo 180 90 280

10000 2ml 00 SmLOOO0O0O0O0O0O0O0OO0OO0O0OO0O00 0.157
mgUU 03925mg 000000000 01mgO 0O 025mgl 000
ugoo

ugbboggobdetonbgogn

gboomionD B8O 120 2200000000 12220010 0O00O0O
gbooagbboobuoabobod

ubogood



ub o 00
ub o 00
uo o o0 oo
ubooboogaoo
uo o o0 oo

goon

uo 190 70 130

obooboboobb olmgdDOMMIO 025mg OO0
ubbooboadgbood
ubobodgboooboaoboo

oo 180 90 280

ugbboobobuoobouogobooobboobboobbuoobbuooobbooobog
ubobbogobboobbooobuooboooobboobboobboobobbooobog
ubobbogobboobbooobuooboooobboobboobboobobbooobog
ugbbooboobbogbood

ugbboobobuoobouogobooobboobboobbuoobbuooobbooobog
ubbodgboobbooboooboabod

ubooboogaoo

ubooboaoo

imogouoabooobuoobobod
200000boooobaaoo
sgbudabbooboobbooboooboabod

. ggbogoogaboaoobdg
uooogdooogdoooggooggooogdgooogdn

googgoodd
ubobodgboooboaoboo
gbobooboboboboobobooo3bolem/ikglODOoOO
ooob 1s08pugkel0 O OO OO0OOOO0OOOOODOOOODOO
ugbbogbooaboo
gbobobooobobooabbooobbooboimooo20b0an
good
gigobogboooobuooboobbgostlmildnooon
goo2s50sopg0O0gnoogn
g2000000000000000000 0.0100.1 mL/kg/mO OO O
oooooo0osDspgkeghDODO0OOOOOOOO
ugbbogboobboooobooobod
gboboboobobooboboobobo4d3s mkgd DODODO
gbooz20150pugkegi000O00O0O0O0ODO0O0DOODOODODODOO
ugbobodgbooaboo
gbobobodobobooobbooobbooobooobbooab

2



oboobob o4008ml/kghU OO0 ODOOOONO 20040 png/kg/hl
ubbooboadbod

uooogdgooogdooogdgoogaggonogdgooogdn
googgoodd
gbobggoodgooggoodooggogdaoodn
gogogooogogogogogn 002001 mi/ke OO OO0
o000 105 pwke 00O 00000000000 0000000O0
uooogdgooogdoooggoogaggonogdgooogdn
0o00o0o0ogogi 2mi/keDOOOOOO0O0O00 100 pg/kgl]
googoogd

gogogooogogogogog 0.0200.1 mikgd OO O OO0
U000 105 pw/ked OOODOO000000000000000000O0
ubooggoodgoodg

2. 00000b0bgoboan
gogodooobobobooboboob 0020006 mL/kgl OO O
obooboo 103 wkel DODODODOOOOO0O0O0O0000O0O0O
ubooggoadoogoogdn

. ubouobbooboobbooobooboanodgd
uooogdgooogdoooggoooggoogdgooogdn
ugooggoo

ugbbogbooaboo
gogogooodoomoboobobobobob 0.020 0.04 mL/kg
gbooboboobob 102 wkeODODOODODOODODODO
ooobOo.0200.04 mLkghUO D OOOOOOOO 102 pg/keg/hO O
ugbobodgbooaboo
gooogdgooogdoogaoonogdoogggoogdn 1
U20emlO0000000000 01003 melld0O0dgoogon
gboogdgoogoodgd

ugbbogbooaboo
ugbboobobboobogbooo1gostdzmlunbgon
gboob1g2sgroopghignooonbgonogd
gbobooboooobooooogogosbem/O0n0OOOOO
go20100pgh000000O00O00O0O0OOOOOOO
ubboobodgbod
ugbbooouobbooboobboo1boigosmlddbogonon

3



gbbogr1osto2sugbidgnboooooaoog
uboboooboogd



gooogo
ubo o 00
ubo o 00
uo o o0 oo
ubooboogaoo
gbooaoog

ubobogbooaboo

ubobogbooaboo

gooogid
ugb 19060 13000

Ubooboboobb omgDODMMDO 0.25mg0 OO0
ubbooboadgbood
ubbooboobbooboobbg:-ggboooon
oo 180 90 280
10000 2ml 00 SmLOO0O000000O000O000O0O00O0 0.157
mgUU 03925mgU 000000000 0.1lmgUO 025mg0OU
ugoo
imoouoabooobuoaobobod
2000040b0o00obaaoo
sgbuabbooboobbooboooboabod
. ggbogoogaboaoobd
uooogdgooogdoooggoogggoogdgooogdn
ugooggoo
ubobodgboooboaoboo
obobooboboboboobobooo3bolem/ikglODOOO
ooob 1s08ugkel0 O OO0 O0OOOO0OOOOODOOOODOO
ugbbogbooaboo
gbobobooobobooabbooobbooboimooo20boan
good
gigobooboooobooboobbgostlmilgnoonon
goo250sopg00gnoogn
g200000000000000O0000O 0.0100.1 mL/kg/mO OO O
oooooooshOspgkeghDODOOOOOOOOO
ugbbogboobboooobooobod
gboobobooboboobobooboboo4d3s mkgd DODODOO
gbooz20150pugkegi000O00O0O00ODOO0ODOOOODODOODOO
ugbobodgbooaboo
gbobobodobobooobbooobbooobooobbooab
oboobob o4008ml/kgh OO0 ODOOOONO 20040 ng/kg/hl
ubboobodbood

gooogdooogdoooggoogggoogdgooogdn
ugooggoo
gbobggoodgooggoodooggogdaoodn
gogogooogogogogogn 002001 mivke OO OO0

5



o000 105 pwke OO0 O0O0O0000000000000000O0
uooogdgooogdoooggoogaggonogdgooogdn
gogogogooogooi 2mi/kg]0DOO0DO0000000 100
pe/ke1 0O OO0OO00OO

gogogooogogogogog 0.0200.1 mkgd OO O OO0
U000 105 pw/ked OOODOO000000000000000000O0
ubooggoodgoodg

2. 0000400bgobooaon
gogogooobobobooboboob 0020006 mL/kgl OO O
obooboo 103 wkel ODODODODOOO0O0OO0O0O0O00000O0O
googoogd

. ubuoobbooboobooobooboanodgd
uooogdgooogdoooggoooggoogdgooogdn
ugooggoo

ugbbogbooaboo
gogogooodoomoboobobobobob 0.020 0.04 mL/kg
gbooboboobob 102 ke ODODOODODOODODODO
oboobOo.0200.04 mLkghO O ODOOOOOOO 102 pg/keghD O
ugbobodgbooaboo
uooogdgooogdoogaoonogdoogggoogdn 1
U20eml0000000000 01003 melld0O0dgoogon
gboogdgoogoodgd

ugbbogbooaboo
ugbboobobboobogbooo1gostdzmlunbgon
gboob1ga2sgroopghigdnooonobgoonod
gbobooboooobooooogogosbhem/O0nOn0OOoOO
go20100pgh000000O00O0O0O0OOOOOOOO
ubboobodgbod
ugbbooouobbooboobboo1boigosmlddbogonon
gbbog1ostu2spugbiddbbooooaoog
uboboooboogd

0. 00bo0bobooooooboono
ubboabobuooobouogobooobboobboobbuoobbooobbooobog
gbbooboobboobooobbooobuoobboobd



gooboobDoboobOooooooboboboboobooooon

ubbooobodgbogobbiee2 Dl Janssen UUDODODUOOODOOOOO0OOOOOOOO0OOU
ubbodgbog pbtboobboobboobboobooboboobboooboobboobd
gbbgz2oe050d403000bu00oodgboooboobboobaaboboeouunnoanng
ugoo

gbogobgdgigng sbougboobogboobboobooobboooboobboobd
ubboobgdgbodabbz20040 200000000000 0bO0bLbOoO0ODLDOO0ObOOObDDO
gbobogoooboobobgooooooboboboboooobooboboobooooobo
ugbbodgboobbooboooboabod

ubboobudgbooobogboooboobomdgnooboaobbooboobbod
ubobbogobboobbuooobuooboooobboobboobboobobobooobog
ubobbogobboobbuooobuooboooobboobboobboobobobooobog
ubbodg2bugboobbooboobboobooboboobboooboobobooobgd
ubobbogobboobbooobuooboooobboobboobboobobobooobog
ubobbogobboobbooobuooboooobboobboobboobobobooobog
ugbboobogboobobooooan

ugbboobobuooobuogobooobboobboobbuoobbooobooobog
ubobbogobboobbuooobuooboooobboobboobboobobobooobog
ugoo

gboboobooboobooboobobomuoboobobobooboobooobobooboomo
ubobbogobboobbuooobuooboooobboobboobboobobobooobog
ubobogboobobod

ugbobdg g4 10bgobbobboobuoobbooobbooboobboobdgd
ubobbogobboobbooobuooboooobboobboobboobobobooobog
ugbbogbooaboo

gooboooooooo

gooooboooboood
ugbboobobuooobouogobooobboobboobbuoobbuooobbooobog

gboobogoboobomoboboboobobobobobobobobobooooobobobo

ubbooboobboobooobboobooabbd

gooooboooboood
gooooboooboood
gooogo

UboobooboOob 1ig300b0ob0obobolepgkeD DO OOOODOOO8OpgkeDODOO
gboobobbobobobobobomob™ioomgkeJ OO OO0ODOOOOI300
3500 40mgkgl 00 0ODO00ODOODO0ODOODOODOODOODOODOODOODOODOODODOODOODOODO

7



0000000000 000O00000004.2.1-1: Danneman PJ and Mandrell TD, Lab Anim Sci,
47:386-395, 1997(1]

00000000 700000000000000000D0000O000D000DOOO0O0O0O
D0000000000 300pugke0 0000000000 10mgkeO 0000000 OO0OOO
000000000 Oosglo0oooooooooooi1so0ooooooooooooog
0000000000000l mgkeOD DD OOOO0ODOODODOOO01I0000DOO0O00O0OOOO
00000000000 0000000000000000D0 O04.2.1-2: Clowry GJ and Flecknell
PA, Lab Anim, 34: 260-264, 2000(T]

O0000000075u/ke/m00000000005mgkgh00000000000000O0O
O0o0s5%0000000000502%00000000050% 0 0000000000000
00000000000 000000D0000000000 2003000000000 100
0000000000000 0o00oooooo0ooo0o0ooooooooooDoooDog
0000000000000 0000000000000000000000000004.2.1-3:
Husby P et al, Lab Anim, 32: 316-323, 199811

0000000 sOilo000000000o0o00ooo0oDoo0oo0o0DooooDoooog
OO0D0D000000 25ugkgh 000000000 025mgkgh0000000000000O00O0
O000O0ob0O0obobooe6%iIODOO2s ngkgOODODODDOODODOODODOODODODO
0000000000000 0o00ooooo0o0ooo0o0ooo0oDooooooDoooDog
DO0D0000PaO,0 0000000000000 O0O0O0OODOOODOOOOOOOOODOOO
0000000000000 00o00o0oooo0ooo0o0ooo0ooDoooooDoooDog
0000000000000 000000000004.2.1-4: Kurth CD et al, Anesthesiology, 95:
959-964, 200117

ugbboobobuoobuogobooobboobboobbuoobbuooobbooobog
gbbooboobobooobooobooobuooboan

oooooo

0000003000000 000000000000000000000D0O Tail FlickOO
00000 Ebse 00000000000 OOO0OO0OO0OOOOOOOOO 20500000
00o0oooooooooooooobobobobobDDDOO4.2.1-5: McLaughlin CR and Dewey WL,
Pharmacol Biochem Behav, 49: 1017-1023, 199411

O00000 3060901401700 210000000000 0O00O00O0ODOODOO EDsyO
oooboooboooobo0oboooobo YU KOOUDOUDODOUDODODODODOO
O000000bO0Ob0O0ObO10000000D000O0A4.2.1-6: Thornton SR et al, Dev Brain Res, 105:
269-276, 199811

ubboobobuooobuogobooobboobboobbuoobbuooobobooobog
ugbbooboobbooooobboobuoobbooboaboo

8



Oodooooooogooon

000000 1400000060 ug/kghl0 72000 0000000000000 000O0O0O
o0o00doool EbspU00000OO0O0OO0O0O0O0O0O0O0O0O00O0O0O0O00O00O0O00nO
gob2030dgooboooooboooooboooobooobooooobooon
oot booobuooooooooooon
oot booobuooooooooooon
O00D0OO000000D0O0O0d4.2.1-7: Choe CH and Smith FL, Pediatr Res, 47: 727-735, 200011

0odoooenOdodnoiloougkgh 0 72000 0000000000 0ODOOOO0O O
0000dooooooobo0o0o0ooDooo000000oooooDoDOsSmgkgD OO OO0
00000000 0ooooooooooo00d0d0o0oOoOdnnnod4.2.1-8: Thornton SR and Smith
FL, J Pharmacol Exp Ther, 281: 514-521, 199711

0o00ooo14000o00dsougkghll0 7200 000000000000 0000000
0000ooooooobooo0doooooobooo0000ooodDsmgke OO OO0
oo oob oo ooooobouno 4200000
oo ooooouooooo ssoooeotgooon
oot boooobuoooooooouooon
000doooooooboo000goooooooooobobODDDOn4.2.1-9: Thornton SR
and Smith FL, Eur J Pharmacol, 363: 113-119, 19980 4.2.1-10: Thornton SR et al, Pharmacol Biochem
Behav, 65: 563-570, 200011

ugbbogbobuoobouogobooobboobboobbuoobbuooobobooobog
gboogd

oooooooooao

000doopooooooonooooono 203060800 110130000030 0.06 mg/kgl [
oo oooobooog pl1oooobooooo
000ddbDlmomgkg DODDOOOOOODODOODODOONOOA4.2.1-11: Colman AS and Miller JH,
Exp Biol Med (Maywood), 227: 377-381, 200211

0000d0oooooooo0momon 20308101300 17021 0 OJ O 17 0.06 mg/kgd
oot boooobnoooooooooon
00O 0O04.2.1-12: Colman AS and Miller JH, Respir Physiol, 127: 157-172,20010 0 00000000
700 1400000000000000 700 1400200400800 0 120 pg/kg O 0O 0200400
8001200 160 0 00 200 pg/kgl OO 00D OOOOOOOOODODOOOO EDsp0 00O 70000
400000000000000000000000000O00O00O0O0O0O0O04.2.1-13: Laferriére A
et al, Dev Brain Res, 156: 210-217, 200511

hERGOOOOOOODD0O IGO0 1.8uyMO0O0O000MMOO0OO0OOOOODOOOOOO0OIMHI30
nMD Ahonen J et al, Br J Anaesth, 85: 533-540,200000 0 0000 60000 O0OO0DOOOOODOO

9



OO0 0O0O0S5.3.2-4: Wilson AS et al, Anesth Analg, 84: 315-318, 199700000000 2000000
O 00O O 4.2.1-14: Katchman AN et al, J Pharmacol Exp Ther, 303: 688-694, 200211

ugbboobobuooobuogobooobboobboobboobbooobbooobog
ubobbooobbodobbooobuooboooobboobboobboobobbooobog
uoboboooboooboboobbuooobuooobbooobobooobboobbuooboboon

goobobooooooood

goooobooooood
ubboabobuooobouogobooobboobboobbuoobbuooobbooobog

ubbooboobboobooobboon

doooooboooooooon

ooooob 1iso1soogoobsbiobdd ebobooboobn 407014021000 3
00000000 horseradish peroxidase [1 0 Evansblue 00000000 O0OD0OO00OOOOOOO
00D0OO000000D0O000O0O4.2.2-1: Stewart PA and Hayakawa EM, Dev Brain Res, 32: 271-281,
198700 4.2.2-2: Utsumi H et al, Am J Physiol Cell Physiol, 279: C361-C368, 2000LTJ

goodo 10400 oobooboboobboobDboobUoobDbooboobobuoobo
0bodbtoobbo0bt0obuooboboob0oobobuoOoOT4.2.2-3: Ment LR et al, Dev
Brain Res, 84: 142-149, 199511

gboobooboo 200 3obooboobboooboobo0bboooboobboobo
ooboobodb bbb 2bdobboooboob0o0obbouoboobbobobo
00000000 0O0O4.2.2-4: Uno M et al, Acta Neuropathol, 94: 207-215, 199711

goooobodbooboboobuoobobooboobobL pOODbOUObUOUObDbUOODbO
oobodb 12gbggbooobooop-bo0bbobbbobbooboobbboobo
00000000 0O4.2.2-5: Henthorn TK et al, J Pharmacol Exp Ther, 289: 1084-1089, 1999[1]

pOO00000O0DLO0ObLUOObDDbUOODbODOSOngkel DD D OOODOOODOOODODOODO
oobooboobbuoobuoooboobboooboobboobUuu pbOoobboob o
000000000000 4.2.2-6: Thompson SJ et al, Anesthesiology, 92: 1392-1399, 2000

gooodb ebgob o700 2bboobgobbooboobobooo p-Dboob g
0000000000000 0O0O0O0OA4.2.2-7: Tsai CE et al, Biol Neonate, 81: 58-64, 20021

ubboobobuooobouooobooobboobboobbuoobbuooobbooobog
gboogoo

goooobooooood
goooobooooood
ubbogbobuooobouooobooobboobboobboobbooobobooobog

10



ubbooboobboobooobboobooabbd

Ooooooooogd

000doOo30000000000000 3003010030010000 300 pg/kgll OO0 0O 100
300 6000 1000020000 600 p/kg0 OO0 DO O0O000OOOOOO100 ugkgO OODODDOOOOOO
0ooooooos3cougke 000000000 0OOOODOOOO0O0OOOOOOODODOOOO0O
000doooooobooOo00ddooooooDoOon4.2.3-1: McLaughlin CR and Dewey WL,
Pharmacol Biochem Behav, 49: 1017-1023, 199411

0000dOdi1ig3400000000ddogood2opgky0000 5sO00000000O00OOO0OO
0000000000000 4.2.3-2: Luks AM et al, J Pharmacol Exp Ther, 284: 136-141, 199811

gooboooooooo
gbooboooboebnoooOonlo00 pgkegh O 3000000000000 00O00O0O00O0OO0OO
O OO O 4.2.3-3: Thornton SR and Smith FL, J Pharmacol Exp Ther, 281: 514-521, 19970

ugbboogbobuooobouogobooobboobboobbuoobbooobbooobog
ugbbooboobboobooobbooobuoobboobd

O0d0O00o0oOoOoOooOooooooo
0d0doooOOooDoOooooooboOoooooon
goodbOobobOo0ooobobOobOobDob00oobOobOobOoboDOobDoobobobOooo
goooooOoo0oooobOobOooOooU0obOboobObooOoooobUobobOobDOobooo
oono
O00D000DL00O0D00000O00000000b0ODO0ODO0ObO0D00D0OD0Od Tail Flick
goooooOoo0oooobOobOooOooU0obOboobObooOoooobUobobOobDOobooo
goooooOoo0oooobOobOooOooU0obOboobObooOoooobUobobOobDOobooo
oo pO000D00ODODODODODODODODODODODODODODODODODOD
goobobooboooobobooboboOobOOobOobOob00ob00upwODbOobOobOODbOobDUODbDOo
0 Beland B and Fitzgerald M, Pain, 90: 143-150,200100 00000 p OO OO O OO O J Rahman
W etal, DevBrainRes, 108: 239-254, 199800 0 0000000000000 ODOODOOOODOOO
goooobOooooo0ob0p0O00ODO0ODOODODOODOODOOOODODODODODOOO
ooooo
goobobobOo0OoobobOobobDOobO0oobOobOobooOOobDoobobobOoonoo
goooOooOooooboobOoboooooOU0oob0obOobooDoooobUobobOobDOoboo
gooboboobobooboboobobobobOOobobobobobobooboo
o0o0ooooOooooooOobOobOobOobOobobooooooooooooog
goobobobobobobobobdbobUobUobOobOobomoooooooooog
ooooo

11



gooogoooboon

goobobobooboooooooboboobogn

gooooboooboood
ugbobobuooobbuoobbooobboooobbooobbuooobobogsss-1bood

ubobbogobbooobbooobuooboooobboobboobboobobobooobog

ubobbogobbooobbooobuooboooobboobboobboobobobooobog

ggss3s-10b00gogbobogobobogobobobobobo/moobobobodLeMms/MsO

gbobobobobobOoolngmLlODODODO

O0000DDooDOoo0oooooooan

00000000000 000000D00000000000000000 NODOOOOOO
0000000000000 000000000000000ON-D0D0D00D0D00DO00D0O0
0000000000000 0o00oooooo0ooo0ooooo0ooDoooooDoooDog
00000000000 0000000000000000000 CcYP3A40000000O0O
0 OO 5.3.2-1: Feierman DE and Lasker JM, Drug Metab Dispos, 24: 932-939, 1996[15.3.2-2: Labroo RB et
al, Drug Metab Dipos, 25: 1072-1080, 19970 0 0 00 0000000000000 0DO0OO0O0O0O
00000 CcYP3A4 0DOODOO0OODOODOO 10% 00000 100000 30040 %0000
0 5.3.2-3: Lacroix D et al, Eur J Biochem, 247: 625-634, 199711

00000000 O0OoOO0O00O0ooOOooOooOooooon
ooooooooono
goobobobOo0ooobobOobobDobO0oobOobOobOobODOoDoobobobOooo
0000000000000 00b00O000DOOO5.3.3-1: Saarenmaa E et al, J Pediatr, 136: 767-770,
20000 5.3.3-4: Santeiro ML et al, J Perinatol, 17: 135-139,19970 000000 30001000000
g00ob0obO0obO0ob0ooboboobobOOobOOobOOobOobOOon 1150306 mL/minkg DO OO0
0000000000000 D00D0OO)5.3.3-1: Saarenmaa E et al, J Pediatr, 136: 767-770, 20000
5.3.3-2: Koehntop DE et al, Anesth Analg, 65: 227-232, 19860 5.3.3-3: Gauntlett IS et al, Anesthesiology,
69, 683-687, 1988015.3.3-4: Santeiro ML et al, J Perinatol, 17: 135-139, 199705.3.3-5: Singleton MA et al,
Anesthesiology, 61(Suppl3A): A440, 19840 0 0 00 000DO0ODO0ODOODO0ODOODOODODOODO
mL/min/kgd 000000000000 O0OO0O 600000 8.0003.450147500600060
O 18.8505.18034. 10006 0000 8.1704.35012980 000060006000 600000
O600000000OO0ODOONODOS.3.3-6: Katz R and Kelly HW, Crit Care Med, 21, 995-1000, 199300
goooobOo0oooboobOoboooOoooboboobobooDooOoobUobobOobDOobooo
0000000000000 oooooooOonD £+ 000000004d 30.6+5.3 mL/min/kgl 0
OO0 179 +£ 28 mL/min/kg OO0 OO0 OO0 OO O 5.3.3-5: Singleton MA et al, Anesthesiology,
61(Suppl3A): A440, 1984[15.3.3-9: Singleton MA et al, Can J Anaesth, 34: 152-155, 19870000000
goooobOoo0ooboobOobOooOooooOboobobooDoooobUobobOobDOoboo

12



0000000000000 0000000000000000DO000000000 05.3.3-10:
Edginton AN et al, Clin Pharmacokinet, 45: 683-704, 20061

gogno

ubbomobooobooobibd w-udbbooobuodbbooobudbdds.3.3-11: Kearns
GL et al, N Engl J Med, 349: 1157-1167,2003l0 00000000000 OOO0O0O0OO0ODOOOOOO
OOooooono 77% 000000 70%00005.3.3-12: Wilson AS et al, Anesth Analg, 84, 315-318,
199700 0 0 O 84 %0 5.3.3-10: Edginton AN et al, Clin Pharmacokinet, 45: 683-704, 20060 0 0 0O O O
ubbooboobbuodgboobobooboobbooboobbuoobooobg 20040
ubbogboobbuodgbooobobooboobbooboob p-o0oboobboobd
OO00o0o00oDbOooboOo0o0oO0oobDboOoboO0o0oDbOObOOs.s.3-11: Kearns GL et al, NEngl J
Med, 349: 1157-1167,20030 OO0 0O OO0 0OOO0ODOOOOOOO0ODOOOOOOODOOOOOOO
ubobbogobbodobbooobuooboooobboobboobboobobboooboo
OO000O00D000D0O0O000OO0S.3.3-11: Kearns GL et al, N Engl J Med, 349: 1157-1167, 2003 O
ubobbogobboobbooobuooboooobboobboobboobobobooobog
ubobbogobboobbooobuooboooobboobboobboobobobooobog
gbooooo

gogno

ubbooobuodboobbodoboon 9 %0 cyp3A4000000O0 10% 000004
ubbogbogobcypiAdbbgonooguooooaobbooobtbebbuolgbboond
OO00O0000O00D0O0O00000DS.3.3-10: Edginton AN et al, Clin Pharmacokinet, 45: 683-704,
000 000000000000 cyp3aA4d0ooogooooboooobuoobobon

oood

gooboooooouoooob 200b00bdogooooo sg1izbdgooooooan
J0ddododddddd ROODODODODODODOOOoOoOODODDOO0000000O5.3.3-10: Edginton
AN et al, Clin Pharmacokinet, 45: 683-704, 200611

O00O0ODOOO0ODOO0O0O0O00COO0ODOOO0005351: 0000 I1SPedAne001O

OD000 6000000 10300ND:700I0:4800C0:4800'°000000000
UbO2015pug/kel 0000000000000 0O0O0O0O0O0O0O 105k 000000000
ubboobooboboooog3oeubIt naobb ch 1vboubugboobobogboo
gooboboob 10 2000463 pgkedD CO 1880489 ugkg D0 DO ODOOOODOOOODOO
gboboboobobooboboobooboIbgoobonoo2007 ngml OO0 COD18OOO 0.2
Uo9ngmLO000000OO0O0OOOOODOOOODOOOODOO 23300000000 100 +£5

UN 45 I 45 3 C :3 7

13



gbooboboobIliobocooo10coooooooooooooog 3600 1.14 pgkeg O O
4000 098 kgl DO DO ODODOODODOODODODODODODODODODODODO
gooboboob 03ngmLlO300000 05ngmLlO280000000

afajala)alals

D0000000000000000000000000
D000000000053510000000000000000000000000000
DD00000000000000000000000000000000000000000
D0000000000000000000
D00O000000000000000000000000000001000000 2000
oCllcolllcoo oolcococoooooooooooooooooooooooooo
D00 05ngml00000000000 2600 34pgkgd0000000000000000
DD00000000000000000000000000000000000000000
00000000000 20000 100000000000000000000000000
000000000 1000000000000000000000000000000000
0000000000 3000000000000000000000000000000000
D00O0MO000000 1500000 150000000000000000 02009 ng/mL
DD00000000000000000000000000000000000000000
DD00000000000000000000000000000000000000000
DD00000000000000000000000000000000000000000
DD00000000000000000000000000000000000000000
DD00000000000000000000000000000000000000000
D00000000000000000000
D00O000000000000000000000000000000000000000
DD00000000000000000000000000000000000000000
DD00000000000000000000000000000000000000000
DD00000000000000000000000000000000000000000
DD00000000000000000000000000000000000000000
DD00000000000000000000000000000000000000000
D00OD0000000000000000000000

oobooboobooooooobono

gooooboooboood
ubobobuooobbuooobbooobboooobbooobboos3s-inogaooog

ubbooboobbooboobboobboobobooboboobdg

O00O0OD0OO0O0ODO5351: 0000 I1SPedAne0010 20050 20020050 12000
ubboooboobuoobboobuogbotgebbob7bobbo0obuooboobbOod N

14



0240010 4800C0400*0000000000000000000000000O0
00000000000000000000000000000000000000
00000000000000000000000 004003 mLkgdOOOOOOO00O 20
15ugkgd0 0000000000000 0.02002mlkg00000000000 10 10 pugkg/
0000000000000000000000000000000000000000000
0000000000
000000 10300ND0O700I04800C040000000000000000000
00000000000000000000000000000000 1001000000 102
00 FASO Full Analysis Set0 00 0000000000000000000000000000O
000000000000 1800ND 200I0700C0 900000 8400NDO 50010
4000C0O 39000 PPSO Per Protocol Set0 00 000000000000 000 200000
00000 100I10M00000000000000000000000000000100C
0mooooo
0000000000000000000000000000000000000 20000
0000000000000000000000000000000000000000000
91.79%177/84 0 000000 OND 100.0 % 5/5 0 (010 95.0 %3 38/40 0 (OC O 87.2 %3 34/39
0000000000000000000000000
0000000000000 0000 51.59%153/103000000000000000N0 57.1%
04700010 542 %026/480000 CO 479 %023/4800000000000000000
0D00000000000000000000000000000000000000000
19.4 %020/103000000000000000ND 28.6%02/700010 104 %0548 00 C
0271%01348000000000000000000000

od NO 1 ca
noobo n=103 O n=7 0 n=48 O n=48 O
oo 60 5.8 %0 00 0.0 %0 00 0.0 %0 60 12.5 %0
oooo 50 4.9 %0 00 0.0 %0 00 0.0 %0 50 10.4 %0
ooono 30 2.9 %0 00 0.0 %0 10 2.1 %0 20 4.2 %0
oo 20 1.9 %0 00 0.0 %0 00 0.0 %0 20 4.2 %0
oooooono 20 1.9 %0 20 28.6 %0 00 0.0 %0 00 0.0 %0

D0000000000000000000000D Grade0~2 00000000000000
ajaalsls
1ooNooBoooooooooooDoDDDDDDODDODDODODODODDOOOOOO
poooooooooooooooooooooo 300NOo oo lilccooo
DDDDDD0000000000000000000000000000000000000
siufufuiuiufuiutuiututafufufuiuiaiuiuiuiaiaiuiuiuiuuuupr utututususuiuiuiuiniuiuln
000000000

0N 45 I 45 3 c 3 7
P00000000000000000000 0.0200.1mLkg0 000000000 105ugkel 0000000000000
0000000000000000000000000000000

15



000000000000000000000000000 0.04003mLAkg0 0000000
00 2015ugkegdI 000000 0.02002mlkg 000000000 1010pugkegl0 0000
0000000000000000000000000000000000000000000
000000000000000000000000000000000

gooboobooooooooan
gogno

ubbooobodgbogb edds3s20s53s5-700000nooabbAsAOOnoogonodgd
O0000*0000000000000 1 00000000000000000000000
gboobobooboboobooobol0obo0 104 ke OoDODODODODO
ugbbodgboobboobooon

gbbooobuodgboobbadb 1obbs3s-gus3s-17uggnouoabooaonouaanon
uobbogobbooobbuooobuooboooobboobboobboobobboooboo
gboobobobobobobob 1sgopgked DODODODO
gogno

gbboobobuoobouooobooobboobboobbuoobbuooobobooobog
U00b00b0b0ob0ob0o000000Kekinsky OO ODOS35-600000000 71400
ubobobooobbodobbooobuooboooobboobboobboobobobooobog
ubooboogaoo

gbobo0oooboooooooooo0oooooooo0o soo0o00dndNewlandMC OO
go0os3s-1100001o00b0bobobobobob sopgkeg ODOOOOOOO 100 pgkg
Uo00ob0ob0ob0obob0ob0O0b0UDuncan HPO OO O O5.3.5-130 000 1000 150 pg/kg O O
ub2gd0boobbogbooobbooboabbd

U0000000 Davis PIJODOODOOS3530000004000000010000000
ubbooobuodol1bgobuoobbuooboobboooboobbtidl Duncan HP OO U
00 5.3.5-1300 150 pgkg OO0 1 00Glenshunt 000 240000000000000 2 pg/kgd
Uoobooboob 1sopgke0 0000 25ugkeg0 00 1000000000000O00O00O00O
gbooboboebO0ObOOODOOOD 2pgkeDODODODO 25pgkegdO0O0OOOO
gbbodgbogbbooboooboobooobooab

oooooooog

oo0ooooon

5.3.5-2: Pittet JF et al, Anesthesiology, 71: 210-213, 1989

5.3.5-3: Davis PJ et al, Anesth Analg, 90: 863-871, 2000

5.3.5-4: Katoh T et al, Br J Anaesth, 84: 63-66,20000 0 0 00000
5.3.5-5: Mukherjee K et al, Anaesthesia, 56: 1193-1197, 2001

Y0, 0000000000000D: D00000000000000

16



5.3.5-600 Kokinsky E et al, Paediatr Anaesth, 13: 334-338, 2003
5.3.5-700 Aouad MT et al, Acta Anaesthesiol Scand, 49: 300-304, 2005

ooobooooooon

5.3.5-80 Hickey PR et al, Anesth Analg, 64: 483-486,1985

5.3.5-90 Crean P et al, Can Anaesth Soc J, 33: 36-40, 1986

5.3.5-100 Anand KJS. et al, Lancet, 1: 62-66, 1987

5.3.5-110 Newland MC et al, J Cardiothorac Anesth, 3: 407-410, 1989
5.3.5-1200 Mikawa K et al, Acta Anaesthesiol Scand, 36: 469-473,1992.0 0 000000
5.3.5-130 Duncan HP et al, Br J Anaesth, 84: 556-564, 2000
5.3.5-1400 Shew SB et al, J Pediatr Surg, 35: 1277-1281, 2000
5.3.5-150 Gruber EM et al, Anesth Analg, 92: 882-890, 2001
5.3.5-160 Friesen RH et al, Paediatr Anaesth, 13: 122-125, 2003
5.3.5-1700 Bell G et al, Paediatr Anaesth, 14: 856-860, 2004

00000000000000000000

0000000000000000000000000000000000 105 ugkgO0O O
0000000000000000000000000000000 100100pgkg000000
0000000000000000000000000054.1-900000000000000
0000000000000000 305ugked 000000 5015ugked 000000000
O 1pgkegdD 00000 103ugkg 0000000000 0000000000000000OO
00000000000000000

ooobooooo

54100000000, 0000000 boOooooon, oooooooooooooononon
ooong20,00000000000,2004

54.2-@1Steward DJand LermanJ O, 0000, 0000 0000000, Oo0o0o0ooooon
Os50,000000000,50-51,495-496,2005

542-00000 OO, 0000,000 OO, 000000000000, 000000, 53-60,
2003

54280000 OO0, yoooog, do0oooooon,45-47,2003

54200 0000000000 00O0000O00O0O, 0000 OoLOoD, OooOooOooOooog,
oooboooo,89-107,2005

542-100 000 OO0, Jooooooooo, 00o0oooooo,115-146, 1996

5.4.2-110 Behrman RE, Kliegman RM, Jenson HB, editors, 0 0 00O OO, JOO00000000
170, 00000000000000,2487,2005

5.4.2-120 Taketomo CK, Hodding JH, Kraus DM, Pediatric Dosage Handbook 12th edition, Ohio:
Lexi-Comp, 538-542, 2005

17



5.4.2-130 Motoyama EK, Davis PJ, editors, SMITH’s Anesthesia for Infants and Children 7th edition,
Pennsylvania: Mosby, 1200, 2006

5.4.2-140 Gregory GA, Pediatric Anesthesia 4th edition, Pennsylvania: Churchill Livingstone, 900, 2002

5.4.2-150 Bissonnette B, Dalens JB, editors, Pediatric anesthesia: principles and practice, New
York/Tronto: McGraw-Hill, 259-277, 2002

5.4.2-1600 Anand KJS and the International Evidence-Based Group for Neonatal Pain, Arch Pediatr Adolesc
Med, 155: 173-180, 2001

ooooooooo
00000 D000O000536100000:20030 110 10020030 110 3000
000000000000000000000 23000 16000000000000000
000000000000000000000000000000049000170000 400
00000 200000000 20000000000 10000000000027001.160197.78
ugkgl O 10000 3000 0.310423.08 ugkgl3 000 15000 0.090 461.54 pg/kg 0 0 0 O
000000000 100000000000000000000000000000 5 pgkg
0000000000000 ugkgO00000000 100000000000000000 10
O250ugkg 000000000000 000O000O00000000000000000000O
000000000000000000000
00000000MO0003490000000000000MO00mMO0OON0 10000
10000 147ugkg 0000000000000 000O000000000000000000O
0000000000000000000000000000000000000000000
000000000000000 1000010000 125pugkeg00000000000000
00000000000 1000010000 1000010000 64pugkg000000000
0000000000000000000000000000000000000000000
oooooO

oogdogobDonbonsse20
ubbooobuodgboobbooboobboobooabb2e04b 200000000004
ubbogboobbuodgboob200boobobgaboobbgsoboobobon1d
UboooooO:-20040 70 10020040 120 31000 71/129500000000 680000
obooboboobs3boo 200000000:20050 70 10020050 110 30000 68/1271
ugbooobodgestubbbuobbuodbbos3buud iubboooboa2b00004d
ub3ebdbbod: gogbooab 3200b00b0b00boog4b0bog:-000 140010
U nrzud2db ocgbbogboisbbooobouoabboobuoobbooboobbgnss
gbooboboobobosbois2ugkel DODOOODODODO 05022 kgl OO OOOOOOO
Ube000O0OO0O0O 220208ugkel 000000000 13036.7ngkgd 0000
gbooboooooosooooooyiyooooooboogsbooobo1oobobob
ubbooboobbuogbooobbooboobobg sbobo1b0o0obboobooaboba

18



ubobbogobboobbuooobuooboooobboobboobboobobobooobog
ubbooboobboobooobbooboab 3ga7adb:b0booboobbodon
ugbbh:00d0ngogbo:boobboobobobobodbbobobduad 20000040000
ubbodwooboooboobboannbboobuoobbooboobboobooabobo

gooogo
ubboobuoobboooboobboooo2subbooboobbooboo
gboboooooooooboooooooobobooboooobobD opgkeg OO OOOO
gboboboboboobobooboboobobooboboo 203wkl OO ODODODO
oboo01ooooobo1igs pkeUOOO 10015 pekg 00O O0DOOOODOOOODODOODOO
ugbbogboobbooboobobuooboooboobboobuoobbooboobo

ubobooboogn
gooogoo
53.6-3: U0O0OU, JLJ,33:550-557, 1984
5364 00000, UOLOL,9:23-28, 1985
53.6-5: 0000, Joon,8:235-243, 1987
53.6-6: UOOU, L, 13:105-107, 1989
53.6-7: U000, JL,40:1843-1851, 1991
53.6-8: 000U, JOOODOOOLT,12: 613-616, 1992
53.6-9: 00000, OO, 18:926-928, 1994
53.6-10: DO OO0, OO, 15:421-429, 1994
53.6-11: UO0O0O4ao, JL,44: 553-559, 1995
53.6-12: 00000, JL,44:1377-1380, 1995
53.6-13: DO OO0, L, 47:277-280, 1998
53.6-14: DUOUOOO, JUO0O0Ooonn, 19: 534-541, 1999
53.6-15: 0000, JOLOL,24: 1123-1128, 2000
536-16: OO0OO0D, JOO0O0OOooo1wR2ooooonnnn,a479-480,2000
53.6-17: DO OOOO, L, 53:629-633, 2004
gooboooooooo
53.6-18: OO0, OO, 10: 1593-1596, 1986
53.6-19: O0O0OO, OO, 15:195-198, 1994
53.6-20: O OO, OO, 15:178-182, 1994
53.6-21: O OO, OO, 15:183-187, 1994
53.6-22: OO0, OO, 21:1221-1226, 1997
53.6-23: OO 00O, JLJ,48:251-255, 1999
53.6-24: DO OO0, JLJ,53:601-605, 1999
53.625: 0000, JOLOL,31:1231-1235, 1999

19



53.626: D0OO0O0OO, JOOL,22:26-28,2001
53.6-27: O0O0OO, JoO0ooooonn,s: 19-28, 1985

ugbbooobuodgboobbooboobbooboobbo buobouaobbaoobd
gboooobobooobobooobobooboboobobooss3e-3200000oonDO
ubbogboobbuogbooobbooboobbooboobbuoobobooobobg 1o d
O0D0700 105ugke 000000000000000° 00000000DOD: 000000
ubbod rsgobuobooobgobooobuooboboobooboo7booaoboDo
U2uke 00000000 DODOODODOODODODODODODODODODODODO
oooboob 235 kOO OO O0OO0OO0O0O0O0O00O0O0 20k 00O O0OOOO0OO
gsbug2000bobudgboooboaboogn

gooogooo
gooooboooboood
gooogo

gbobobogobooboags3s-itguobooooobbooobbuooobobooaoboog
ugbobodgbooaboo

ugbooogboo mvoobuobboobboobuoobbooobbooboobboobd
ubobbooobboobbooobuooboooobboobboobboobobbooobog
goboboooboooobooooboooooooooooooooooooooonn 2 0, 0
ubbogbogbo,2o040s541-0000000b0b00uo0boobogoooobooabog
ubobbogobbooobbuooobuooboooobboobboobboobobbooobog
gs3s-igbbogoboobuogboobooboboobuoobuooboobbonobo
0 SUBLIMAZE®"O 0 0 O O O O O TAYLOR PHARMACEUTICALSO 0 0 O O O O O O O Sublimaze
™MOOOOOODDOJANSSEN-CILAG LIDD OO0 0000000000 054.1-90000000
ugbbooboobboooboobooobuooboobbooboobo

O000O0O0OOCODOO000 100pngkgOODOODOOODO
gbobooooboooooooooooooooooD o pke OO ooooooQ
gboobolonw/ke0OOOODOOOO0OOO0OOO0OOOO0O0OO0OO0O0OOO0O 100 pgked OO
ubbodgboobbodgboooboobobooon
ubboogbobuooobuogobooobboobboobboobbuooobooobog
ubbooboobbuogboobboooboobbuooobbuoobmboobaobobo
ubobbooobbooobbooobuoobooobboobboobboobobbooobog
gbooboboobobooboolaopgkei0DODODODODODODODODODODO

20



ooooooog

0000000 obO0obooo0oobooooobooooooog 7/10005.3.5-8090110130
507000000000 0000mob00b0oDLO0bOOobO0bO0ObDODOn 150 100 pg/kg
00000000000 00000000000000O Pediatric Dosage Handbook 12th edition
054.2-12000 500100 pg/kg 000000000 O 17035.4.2-1110 0 20 50 pg/kgPediatric
Anesthesia 4th edition[] 5.4.2-140 00 750150 pg/kg OO0 00O OD0OO0O0OOOODOODOODOODOO
O0000b0b0bOO0b0obOO0bUobOOobUobOobuobooDbD 10pgkeO OO OOODOOO2002
040020070 1000 455000000000000000000D0D000ODO0ODOD0ODODAO
O0O0D0O0o0oOo0n g2s0Ods3.6-809025M 00000000000 O0OnOOnO 10035.3.6-200
oo0o 150100 pygkgOOOD100 pkgeO O ODODDOODODOODODOODODOODODOODO
00000000 oO0obOobOobOobOobOobOobOobOobOoD 1opgkeOOODOOOODOO
oood

0000000000000 00000 Obobobodss3.e-100 125 pgkgOODO 10
goooooOooooboobOobOooooU0ooo00bOobooDoooobUobobOobDOoboo
go0obob0oboboobobOOobobobUobOOobobobobobon 20053.5-13000
goooooOo0oooboobOobOoooooob0obobooDOoooobUobobOobDOobooo
go0o0oobO0o0o0obO0ooobO0ooo0bOoobDbOOoobObOOoOoDbOOoO0OD 200535-11 00
535- 300000 000000O0000DO0O0OD0ODO 100ugkeDOODOODOODOODOODOOO
gooboooOoooooobOoboooDooU0obOboobobooOoooobUobobOobDOobooo
goobobooboooooobooooooooooooon

gobobuooobbbooobobbooobbood guoooboobaos3e-1oguoooboad
ubobbogobbooobbooobuooboooobboobboobboobobobooobog
ubobbogobbooobbooobuooboooobboobboobboobobobooobog
gbbodgbogbbogboooboobooobooab

oobooboobooooooobono
gbboogbobooooobss3s-inbggouabboligbobooboobboobooboo
ubobbogobbooobbooobuooboooobboobboobboobobobooobog
good
gbbogbobuooobouogobooobboobboobbuoobbuooobobooobog
ubobbogobbooobbooobuooboooobboobboobboobobobooobog
ubbooboobbuogboobbooboobooboooboobbooboobog
0000000000000 0000000%™000000000000000000000
OO0D00O0O0DOYaster O OO0 Yaster M, Anesthesiology, 66: 433-435, 198705.4.3-10000000

, 128, 1998
| s , 133-134, 2003

21



ubbogboobbuogboobboobobbooboboobobog20%0bbgnd
ubobbogobbodobbuooobuooboooobboobboobboobobbooobog
gbobogoboooooooboobooooobboobobmoboboobooooobmooo
ubobbogobbooobbooobuooboooobboobboobboobobroobog
ubobbogobbodobbuooobuooboooobboobboobboobobbooobog
ubbogboobbuogbooobbooboobboob100boooboobobooobd
ubobogboobobod

gbobooobodgbogs3s-igugbugbooooboobo 3bboooouoabbaoobd
gbbooboobobooobooobooobuooboan

ubboo3gbooobboobuoobboobuoooboobooboobDioboanbbg
ubobbogobbodobbuooobuooboooobboobboobboobobbooobog
ubbodgbog 2boubbooboobboobooboboobobooobooboboobgd
ubobbogobbodobbuooobuooboooobboobboobboobobbooobog
ubbooboobboobooobboobooabbd

ugbboobobuooobuoogobooobboobboobbuoobbooobooobog
ubboobogboobobuooboobbooobbooobooboobbooboabobo
ubbogboobbuogboobbomoboboobooobuomooboobbooobyd

gboobooooooobooboboogn
gooboooooooboobobobooobDoobooobogobooobooooon
ubbogbobuooobouogobooobboobboobbuoobbooobbooobog
ugbboobogboobobooooan

ubbooobodgbogobbdgz20060 40 3000000000000000000O0O00O4
ubbogboobbuodgboisboobuoobboobo3sgbbog1oobbooboand
ubbooboobbooboobbooboobbooriobooboobbooo3gs3gon
ubobog3sbuouboooboobooaobobodgpSuROOO00OO00O19980 50020050 400
ubbg isogobogobo2gd3eud: 1sopgi 0o, gbboobbooooabbd
ugbbh:1000000b0booboobb; bogbooboboobboooboobboond
ubobbogobboodobbooobuooboooobboobboobboobobbooobog
ubobbogobboodobbooobuooboooobboobboobboobobbooobog
ugboogd
gbbooboobboooboaboaolsbooboboobooobboooboobboobd
ubbodgboooboaoboo

ubbooobuodgbogobbdgz20060 40 30000000000000000000O000O4
ubooobgg7ogbboob3go3udgn istogoouoabbooboobbabbd
ubobbogobbodobbuooobuoobooobboobboobboobobbooobog
gbbggpSurR@bObOOOIees sbogz2o0050d 4000001500000 oodnb 14000
Unobooood noboooobuodb1obbooobodb 120000 11g0obaanb 9

22



Ubobobobobobob0obob0ob0ob0obob0obOobO0bDOoO Fahnenstich et al,
Crit Care Med, 28: 836-839, 200001 Muller P et al, Am J perinatol, 17: 23-26,2000 0 0000000 O
ubobbogobbodobbuooobuooboooobboobboobboobobbooobog
ubboobogbooboboaboaonoodg

goobooooooooobooDd

ubbooobodgbogs3s-igug Nggboooooooooboooooobboobd
ugbbooboobbobooboobboooobboobuooboobbooboobon
ubboooboob44budobbobbuoobuoooobooboboobuoobboobd
ubboobooobobogooobooo oo, yoooon, boggoaan, 258, 20030 0
ugbboogbas3s-iogbbu NO3gbboonouoabboobuooboobobooboo
ubobbogobboobbooobuoobooobboobboobboobobbooobog
ubobbogobboobbooobuoobooobboobboobboobobbooobog
ubobbogobboobbooobuoobooobboobboobboobobbooobog
OO0O0O0O00DOO0O0bOOOO0OoOOO 20 3 Bedrick AD et al, AmJ Dis Child, 138: 889-890, 198401
Bhatt DN et al, Anesthesiology, 62: 210-211, 19850 0 0000000001 00000O000O0O00O0O
ubobbogobboodob2o0obuooboooobboobboobbooobooobog
ubobbooobbooobbooobuoobooobboobboobbooobbooobog
ubobbooobbooobbooobuoobooobboobboobbooobbooobog
ugbbogboobboobooobboobooab

ubbogbobuoobuogobooobboobbuoobbuoobboooboooboog
ubobbogobbooobbooobuoobooobboobboobbooobbooobog
ubobbogobbooobbooobuoobooobboobboobbooobbooobog
ubobbogobbooobbooobuoobooobboobboobbooobbooobog
ugbbooboobbooooobboobuoobboobd

goobobobooooooobooboboon
ubbogbobuoobuogobooobboobbuoobbuoobboooboooboog
ubobbogobbooobbooobuoobooobboobboobbooobbooobog
ugbobogboooboo
gbobmooooboooobooboobooooboooobboboobg2040 20000000
ubbogboobbuogboobbooboobbooboobono 20100 OO 400
gboobol4bmoobooboboobobobobobobobobOoobobobobobo
ubobbogobboobbooobuoobooobboobboobboobobbooobog
ubobbogobboobbooobuoobooobboobboobboobobbooobog
gbo20040 sO00O0O0ooOooooooooooooooooooooon20, 00000
gbooogo, 20040541900 000000000000 O0O0O0O0O0ODODODODOODOO

23



ubobbogobboobbuooobuooboooobboobboobboobobobooobog
ubobbogobboobbuooobuooboooobboobboobboobobobooobog
ugbboogbbooobbboooobobgs4isbuuabobooobooooanoboogn
ubobbogobboobbooobuooboooobboobboobboobobobooobog
ubobbogobboobbooobuooboooobboobboobboobobobooobog
ubobbogobboobbooobuooboooobboobboobboobobobooobog
ubobbogobboobbooobuooboooobboobboobboobobobooobog
ubobbogobboobbooobuooboooobboobboobboobobobooobog
ubobbogobboobbooobuooboooobboobboobboobobobooobog
ugbbooboobboooboobooobuooboobbooboobo
ubboobugbboobodgbs41-otbgubogoooobooaobbooboabbg
ubobbogobboobbuooobuooboooobboobboobboobobobooobog
gbbooboobobooobooobooobuooboan

gooboobDoboobOooooboobobobobOoooooooonoonoono
goobooboobooboooooooboond

ugbboobobuooobouogobooobboobboobbuoobbuooobbooobog
ubobbogobbooobbuooobuooboooobboobboobboobobbooobog
ubbogobogbooon

goccpPOnonooboonooboonooon
Ubob00oo0ooo0ooo0oooooooo00oO00Onns.s.s-1:1ISPedAne00100 0 O 0O GCP O O
ubobbogobboobbooobuooboooobboobboobboobobbooobog
ubobbogobboobbooobuooboooobboobboobboobobbooobog
ubobbogobboobbooobuooboooobboobboobboobobbooobog
ubbogboobboobooobboobuoobboobuoobobon

gooogo
ugbboogbobuooobouogobooobboobboobbuoobbooobbooobog

ubbogboobbodgboooboobobooon
ugbboogbobuooobouogobooobboobboobbuoobbooobbooobog

ubbogboobbooboobbooboobbuooboan

24



gooogda2d

g 19070 120040

ubboobobuooobouogobooobboobboobbuoobbuooobbooobog
ubobbooobbodobbooobuooboooobboobboobboobobooobog
pvusbgubudboooobuoobobooobuoobboooboobbooboobboobo
gbbodgbogbbooboooboobooobooab

goobobooooooood

gbomoooooooooooooooobobobooobooobooboboboooooooo
ubobbooobbodobbooobuooboooobboobboobboobobooobog
ubobbooobbodobbooobuooboooobboobboobboobobooobog
ubbooboadgbood

gbobmoooooooooooooooboboooboobooobooobobobooooooog
ubobbooobbodobbooobuooboooobboobboobboobobooobog
gbbodgbogbbooboooboobooobooab

gbobooobodgboobobod

gbobodgboobbobbobboobuoboobbobbooboobbooboobo
gbboobbuoobooobooobboobboobobbooobbooobobooboboo
googogo

uboboodaoo imoouoabogobuoobobod
200000b0o00baaoo
sgbudabbooboobboobooobaoabod

ubooogaoo . ggboagoogaboaooodg
uooogdgooogdooogdgooggoonogdgooogdn

googgoodd
ubobodgboooboaoboo
gboboobobobobobobooo3bolem/ikgldnonoO
ooob 1sO08ugkel0 O OO OO0OOOO0ODOOOODOOOODOO
ugbbogbooaboo
gbobobooobobuooabbooobbooboimooo20boab
good
giigobogboooobuooboobbgostlmlgnboonon
goo2s0sopg00gnoogn
g2000000000000000000 0.0100.1 mL/kg/mD OO O

25



oooooo0oshDspgkeghDODO0OOOOOOOO
ugbbogboobboooooobod
gbobobooboboobobooboboo4d3s mkgd DODODO
oboogz20i150pugkei000O00O0O00ODO0O0ODOODOODODOODOO
ubbogbooaboo
gboboboobobooobbooobbooobooobbooab
oboobob o4008ml/kgh O OO ODOOOONO 20040 ng/kg/hl
ubbooboadgbood

gooogdooogdoooggooggoonogdgooogdn
googgoodd
gbobggoodgooggoodooggogdaoodn
gogogooogogogogogn 002001 mi/ke OO OO0
goon0 105 wke 0O O0OO0O0000000000000000
uooogdgooogdoooggoogaggonogdgooogdn
0o00ogooogodi 2mi/keDOOOOOO0OO00 100 pg/kgl]
googoogd

gogogooooogogogog 0.0200.1 mkgd OO O OO0
U000 105 pw/ked OO0 OO000000000000000000
ubooggoodgoodg

2. 00000b0bgoboan
gogogooobobobooboboob 0020006 mL/kgl1 OO O
obooboo 103 wkel ODODODODOOOO0OO0O0O000000O0O
ubooggoadoogoogdn

. ubuoubbooboobbooobodabooanodgd
uooogdgooogdoooggoooggoogdgooogdn
ugooggoo

ugbbogbooaboo
gogogooodoomoboobobobobob 0.020 0.04 mL/kg
gbooboboobob 102 ke ODODOODODOODODODO
gooboOo.0200.04 mLkghUO D ODOOOOOOO 102 pg/keg/hO O
ugbobodgbooaboo
gooogdgooogdoogaoonogdoogggoogdn 1
U20eml0000000000 01003 melld0O0dgoogon
gboogdgoogoodgd

ugbbogbooaboo

26



ugbboobobboobogbooo1gostzmiunbggn
ugboob1g2sgroopghigdnooonobgoonogd
gboboobooooooooogogosbzem/O0nOOOOO
go20100pgh000000O00O0O0O0OO0OOOOOO
ubbooboadbod
ugbbooouobbooboobboo1bboigosmlddbogonon
gbbog1r1osto2spugbidgnbooooaoog
uboboooboogd

27



