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JAPROLOX®(Vién nén)

<Ché€ pham Loxoprofen Sodium Hydrate>

Boc k§ hudng diin sit dyng trude khi ding. Néu cdn thém thing tin
xin hdi § kién bdc si. Giit xa tdm tay tré em.

Bio quin
Bio quin thulic dudi 30°C.

Han ding
48 thang ke tir ngy $dn xudt.
Khiing ding qud ngdy hét han
duigc ghi trén bao bl.

CHONG CHi DINH (JAPROLOX due chiing chi dinh cho cic
bénh nhiin sau)

1. Bénh nhiin bj loét hé titu hda

[C6 thé bi loét hé tiéu héa trim trong hon do sy gidm chiy mu da diy
it s ite ché sinh tng hop prostaglandin] (Xem phin “Thin trong trong
khiding™),

2. Bénh nhin c6 nhitng bit thuting vé méu nghiém rong

[Ctﬁ thé xdy ra réi loan chitc ning tidu ciu va sy bt thutding c6 thé bj
siudi]

3. Bénh nhinbj r8i loan chifc ndng gan nghiém rong

[D4 ¢ béo cho vE tdn hai gan nh 1 mot tic dung o6 hai, vi sy ri loan
chit nding gan cita bénh nhin cd thé bi gia ting).

4, Bénh nhin bj rdi loan chitc ndng thin nghiém trong

[Céctic dung phy nh suy thin cip, hoi ching thin b, v.v... ¢6 thé xdy
ra]

5, B¢nh nhiin suy chife ning tim nghiém trong

[Ciie triéu chitng vé tim c6 thé gin ting do sif (e ché sinh tdng hap
prostaglandin trong thin c6 thé gay ra phi vi lam thng the tich dich
tulin hodn trong cd thé, kém vai sy ting tdt y&u vé cuiding 46 lam vide
clia tim}.

6. Bénh nhiin c6 tién sit min cdm vai bit et thanh philn nko cla thudc.
7. Bénh nhin bj hodic ¢6 tién st bj bénh hen do aspirin (su cdm dng clia
con hen vdi cdc thule gidm dau khing viém khéng steroid, v.v_. )

[C6 thé gy ra mtcon hen do aspirin)

8. Phy nif mang thai & giai doan cufi [Xem phdn “Ditng thudc khi mang
thai v cho con bd"']

MOTA
1. Thanh phin
M2 vién nén chifa cic thinh phdn sau:
Tén thudic Hoatchit Ti dirge
JAPROLOX |Loxoprofen sodium | Low Substituted
(Vién nén) | hydrate (JP) Hydroxypropyleellulose,
68,1 mg (60 mg dang | Oxit sit 46, Lactose hydrate,
khan) Magnesium Stearate.
2. M t siin philm

JAPROLOX (Vi€n nén)d dang vién nén miu dé nhat cf duiing khia &
mdtmit. Sin philm khéng c6 mii, o6 vi chdtnhe dic tnmg.

Tén thube K+ hign

JAPROLOX

Biic ditm
SANKYO 157

Trong hrgng: 250 mg
Buing kinh: 9,1 mm
b diy: 3,3 mm

CHIDINH, LIEU LUGNG VA CACHDUNG
Chi
1. D€ gidm viém vA dau trong |Liéu ltgng va cich ding cho CHI
cic rdi loan v triéu chitng sau: |DINH (1) hode (2):

Vigm khdp dang thilp, viém |Lidu thong thudng cho ngudi 18n 13
xucng-khdp, dau lung dudi, |60mg loxoprofen natri (dang khan)
viém guanh khdp vai, hi chitng |diing duiing udng ngay 3 ldn. Lidu
cO-céinh tay, dau ring. diing khi cin, liéu 6 60-120mg mbi
2. B gidm viém vi dou sau|ldn ding duing udng. C6 thé diéu
phiiu thuit, sau chin thuong |chinh lidu theo wdi va mwiéu ching
hoge sau khinhd ring. cla bénh nhin. Nén trdnh uing
thude nd y trong lic ddi.

(3) Bénh nhiin b hodic c6 tién sitbj cdc bt thuting vé miu
[Vl e khd ning xdy ra céc tic dung phu nhy thifu miu tan miu)
(4) Bénh nhiin bi hodic o tién sibj loan chie ndng gan

[vicé thé xdy ra sif gia ting hodc th1 phét bénh loan chife nang gan]
(5) Bénh nhin bj hofic ¢6 tién £it bi loan chifc nang thin

[vi ¢6 thé xdy ra cdc tic dung phy nhw phil, protein niéw, ting «

trong huy& thanh hay tng kali-huy&t]

{6) Bénh nhin bj loan chifc ndng tim [Xem “Chdng chi dinh™)

(7) Bénh nhin ¢d tién st mdn cim

(8) Bénh nhdn bj hen phé quin [vic6 thé gia ting tinh tryng bénh)

(9) Bénh nhén bi viém loétrudt k€t [vi c6 th€ gia ting tinh trang bénh]
(10) Bénh nhin bj bénh Crohn [vi cé thé gia ting tinh trang bénh]
(11)Bénh nhiin cao wdi [Xem phin “Diing cho bénh nhin cao tudi”)

2. Cdcthintrong djic hiét
(1) Cén phii ghi nhd m&t thue 1€ ring thudc ching viém gidm dau diéu
trj triéu chifng vA khong diéu trj nguy€n nhin gay bénh,
(2) Khi diing thufic nay trong difu tri ede bénh man tinh (viém khdp
dang thilp, viém xuong-khdp) nén chi § nhw sau:
1) Bénh nhin dang didu i thudic dai ngay nén duge thue hién cic
xét nghiém dinh ki trong phong thi nghiém (vi du nhy xét nghiém
mudc ti€u, xétnghiém v& huyt hoe, cdc xét nghiém chite ndng gan).
Néu nhiin thiy c6 s bt thuding, nén thifc hién cdc bién phép thich
hetp nhur gidm lidu hode nging thudc.
2)Clln xem xétd&n cic liéu phip didu i khic.
(3) Khi diing thutc naty trong diéu tri céic bénh cp tinh nén chi § nhursau:
1) Nén ding thudc ndy khi dang bj viém, dau va s6t cdp.
2) Theonguyén ticcdn trinhdiing dii ngiy cic thudc tudng tyr.
3) Néu c6 ding thudc diéu trj nguyén nhin gly bénh, nén wu tién
didu tri. Nén tréinh diing thufic JAPROLOX khi khong rd muc dich,

(4)Nén chit § ki€m sodt chitché cdebidu hiénldm sing clia bénh nhin
4€ gidm syt ting cdc phin ing phy. C4 thé xiy ra viée gidm thin nhiét
qud nhiéu, truy mach, chin tay lanh, v.v... & bénh nhin khi ding thudc
nity, cdn theo ddi cdn thin tnh trang Mm sing cda bénh nhin sau khi
ufng thudc, dic biét 13 & bénh nhin cao wdi bj sdt cao hodc bénh nhin
bi bénh suy nhuc.

(5) Nén diing ddng thasi vdi cic thufe diéu wrj nhidm khudn chua thé
biét, thudc khing sinh thich hgp, va diing thude sau khi xem xét k§ va
6 ki€m sodt bénh nhiin chiit ché, diing thudc niy trong didu trj viém
gly ra do nhi#m tring.

(6) Nén trinh viée ding cing Te v6i cdc thuc khd ng viém gidm dau
khic khi ¢6 thé,

(7) Nén han ché dén mitc 181 thifu viée diing thudic v nén ciin thiin khi
diing thufic 4 gidm gip cdc tdc dung phy, dic bi¢td bénh nhincao wéi.
3. Tuidng téc thude

Thin trong khi st dung thudc ddng thdi (nén cdn thin khi udng
JAPROLOX citng lic véi cic thubic sau).

sodt ning 46 lithium|

trong huy€t tudng vi

gidm lidu khi cdn

thiét.
Thudc Wi tidu Cic tic dyng ching| Xem xét !5ng-q1nit thily tic

ting buyét fp-loi tiéu d_l.mgii‘c ché ciia thufic trong
e i g e 20 o8 g
hydrochlorothiaride, | c6Ebigm. | ygy fan gidm sy bai
vil cdc thudc khic. mubi vi nudc.
‘Thudic by huy€t dp Tlcd.uaghglh:unyfl ap Ht@u&dﬁ:hlﬁuﬁckﬁr‘iwﬁ
(vi du: Thudle o ché gms_lm oaky, sk o e
Ifu'n_dmyé_n | : ip clla cdc 'Ihuﬁc nly,

g Thd i ¢ ché
Katag hy 0 ey el ;}-Wnﬁ ,,g“.: o o
angiotensin 11) ng hip n dén

gidm i luging mau qua thin.

Liéuhfgng v ciich diing |

3. D€ ha 01 vi gidm dau trong |Liéu higng va cdch ding cho CHI
chc rdi loan sau: viém dubng |DINH (3):

hét hilp trén cp tinh (bao gém |Liéu thong thudng cho ngudi 1dn 13
viem duiing hd hip trén cip|60mg loxoprofen natri (dang khan)
tinh kém theo viém phé qudn |liéu ding khi cin dilng duding udng.

cip) C6 thé diéu chinh lidu theo wdi va
triéu chiing clia bénh nhin. Theo
quy dinh, ding thudc nay vai lidu
diing hiing ngy t6i da dugc khuyén
cdo ld 2 ln trong ngiy, 18n dén
180mg/ngdy. Nén triinh uéng thuic
niy tromg lie doi

THANTRONG

1. Théin trong trong khi diing (Nén ding JAPROLOX thiin trong

cho nhifng bénh nhin sau)

(1) Bénhnhin c6 tién sif bj loét hé tiéu hoa

[vi khi ding thue nty ¢6 thé gy tdi phat vétloét]

(2) Bénh nhiin bj loét hé tiéu héa lién quan dén viée lﬁng diti ngiy cic
thudc ching viém gidm dau khong steroid md biéu hién lim sing dbi
héi phii diéu tri thufc niiy dai ngdy vii nhitg bénh nhin dang diéu trj
misoprostol,

[Nén thiin trong khi ditng thudc ciing vai sy ki€m soft chit ché cic bidu
hi¢n lim sing cda nhimg bénh nhin dang diing thudc nay, vi o6 thé khd
chia cde vEt loét hé tiéu héa khi diing ciing misoprostol, thudc duge chi
dinh diing chita loét hé tidu héa gy ra do thufic ching viém gidm dau
khiing steraid]

Thudic Bi€u hién, Triéy Cdch& vi y&u 16 nguy co

chifng vi Didutr
Thubc chdng  [Hiéu qui chiing dong | Tic dung e ché cla thudc
ddng Coumarin [cla cic thude ndy c6 tronl: sinh lf “r.:é hd?'
i staglandin ¢ n
Warfarin “\.:r,mcﬂ::s“::!:‘z &;":1 sif e ch!f k€t tip tiéu
ik T ol chn ciiu vi lam gidm tinh déng,
: vi viy lam ting tic dung
thit. chdng d6ng cda nhing

thudc niy.

Thubc ha Tdc duyng gidm |Nhin chung ding déng thisi
glucoza-huy€t | glucoza-huy@t cda |vdi thudc niy, 1j 1€ lién ket
Sulfonylurea nhifng thufc niy co protein cao 97.0% nhy
Tolbutamide v | thé dte ting 1én. Vi loxoprofen hodc 92,8% nhu
cdc thudc khde | vy, cinthin trong v dang ddng phin trans-OH
Iessigr ooy cla nd, lim ing ndng 40
(higL hoat chit trong huyét tong

cia thufe gidm glucoza-
huyét ding ddng thavi vdi 1y
1¢ lién két-protein cao, lAm
mgnh thém tic dung cla
thudc thif hai.

Thubde khdng

Téc ddng giy co gift

Thudc khing sinh quinolone
thé hé mdi dc ché lién két

cila nhitng thuiic ni
::h“m::hne c6 thé b tinglén ¥ |the i€ GABA, mi chit e
2 i, ché diin truyén thin kinh
Enoxacin wong hé thin kinh trung
hydrate vi cic g, vi do d6 c6 thé gy m
thuéc khic co gifit. Biéu tri dbng thisi vdi
nhiftng thudic ndy vi vily dude
ciin nhiic d€ lam manh thém
tde dung it ché cia thude.
Methotrexate |Nong do Nhin chung nguiri ta cho
methotrexate trong  |riing sy biti €1 cia thudc &
huy#t nidng ob thé  |thin gidm di vi s gia ting
e ting #én, din |1t y&u ndng 49 cia thufc
d&n Tam ting thém  |trong huy€t niong gly ra do
tic dyng cla s e ché sinh tdng hop
methotrexate.V1 vily, |prostaglandin cia thuéc
nén gidm lidukhi  |tong thin, mic div chua
cim thily cin thi€r, _|dugcbi€tco ché chinh xdc.
Ciic ch€ phifm  |Néng d6 lithium trong]
Lithium huyé€t ardng co thé
Lithium duge ting, diin d&n
carbonate dije 8 lithium. Vi vy,
clnthintrongkidm

4. Céc thc dung phu (g8m cée bio cdo vé téc dung phy 6 thn sudt
khong tinh duic)

Cic tic dung phu cia thuic dugc bdo cdo rén 409 (3,03%) cla 1ong 6
13,486 bénh nhin dwge diéu tri. Cdc e dung phy phd bi€n duge bio
céo li ede tridu chitng vé tidu hoa (kho chiu da dity, dau bung. budn nn
vivhode ndn, chdndn, v.v...: 2,25%); phil (0,59%); ban, may day, v.v...
(0,21%); v bubn ngd (0,10%).

[Tai thivi di€m cudi clia giai doan tii kiém ra vi tai thdi diém chilp
thudin chi dinh gin nhdt]

(1) Ciie tée dung phy chi y&u trén lim sing

1) Sfe (chura 1 thn sullt) v céic trigu chitng phin vé (chia 6 tin sudt):
C6 thé xdy ra sc v cdc triéu chitng phin vé (gidm huyét dp, may
day, phi thanh qudn, khé thd, v.v...). Vi viy nén kiém sodt bénh
nhin ciin than, vi, néu thiy bt off sy bit thudng nio, nén ngitng
diing thufie ngay lipnite vi thite hién cdc bign phap thich hap.

2) Mit bach clu hat (chua rd thn sufit), thiéu miu tan miu
(chura 13 tin suit), gidm bach clu (chua 10 tin sudt), vi gidm
lwgng titu cau (chua rd tin suit): lhk méu tan méu, gidm
bach chu, vi gidm lirgng tiéu clu c6 thé xiy ra. Nén kidm soft
ﬁnlhﬁnb&}thnhinquuxétnghiém hoe, v.v... vi, néu thiy

t cir sy bt thutmg ndo, nén ngimg ding thude ngay l§p tre va

thire hign cdc bign phip thich hop.

3) Hji chifng niém mac da mit (chura 6 tin sult) vi hoai ti de
bidu bi (chua ro tin suit): hoi ching niém mac da mdt (hoi ching
Stevens-Johnson) v hoai uf dbc bidu bi (hoi chimg Lyell) 6 thé xiy
ra. Bénh nhin dang uéng thude ndy nén duve ki€m sodt cdn thin,
vit, n€u thily bilt o st bt thuding ndo, nén ngimg ding thudc ngay
liip uite vi thyc hign cde bién phdp thich hgp.

4) Suy thin efp (chita 1 tin sufft), hji chitng thin (chua rd tin
sudt) vi viém thin ké (chua 1o tin suflt): suy thiin cfp, hoi chitng
thin vi viém thin k& o6 thé xdy ra. Bénh nhin nén dudc kiém sodt
ciln thin vA, néu thily bt cif sy bt thudng ndo, nén ngimg diing
thudc ngay 1ip ufc vi thyc hién céc bién phip thich hdp. Nén dimg
thudc ndy vdi sy thiin rong dfie bigt cho nhitng binh nhiin ndy vi
thng kali-huyét ¢ thé xdy ra lién quan dén suy thin cip.

5) Suy tim xung huy@t (chua 6 tdn suft): c6 thé xdy ra suy im xung
huy€t. Bénh nhin nén dige kiém sodt cdn thin vi, néu thily bt e
sif bt thufing ndo, nén ngitng ding thude ngay 1ip ufc vi thye hién
céic bién phip thich hgp.

&) Viém phdi k& (chia 6 tin sufit): viém phdi k& kém vdi cic bifu
hign séit, ho, khd thd, nhitng bt thurtmg chup X-quang ngue, vil ting
bach cu ua eosin o6 thé xdy ra. N€u thiy cdc biéu hién/phdt hién
nay, cn ngimg diing thufic ngay 1ap tdc vl thue hién cde bién phip
thich hefp nhy diéu trj conticosteroid.

7) Chiy miu da day (chita rd tin suit): vét loét hét tiéu héa nghiém
trong hodic chdy mau da divy & rudt non vivhodc dai triing, vi du ndn
miu, dai tién mdu den vA dai tién phiin c6 miu, vi séc Gép theo cb
thé xdy ra, Bénh nhin nén dwgc ki€m sodt cin thin va, néu thly bit
et syt bilt thuing nho, nén ngimg ding thude ngay 1ip tic vi thye
hién céic bién phap thich hgp.

8) Thiing dy didy (chuta rd tlln sufit): c6 thé xiy ra thiing dg diy. Néu
thi'y dau thitgng vi, dau bung, v.v... nén ngimg diing thude ngay lip
ke vl thyc hign cdc bién phip diéu trj thich hep.

9) Logn chife ning gan (chua o thn suft), va vitng da (chua rd thn
sufit);

Loan chife néing gan (viing da, ting chi s8 AST (GOT), ALT (GPT) va
¥~ GTP trong huy€t thanh) hodc viem gan dbt ngdt c6 thé xily ra. Bénh
nhin nén duge kiém sodt cdn thin, néu quan sd1 thily nhifng bt thuting
36, nén thutc hién cde bién phap thich hop nhy ngimg diing thudc.

10) Con hen (chua o tin sufit): Bénh nhiin nén duge ki€m sodt cin
thin vi, néu thi'y bilt cif sy bit thufing nio, nén ngimg ding thudc
ngay lip tic v thyfe hién cde bign phé p thich hop.

11) Viém miing niio v0 khufin (chua o thn sudt): viém ming nio
v khuffn (s6t, dau ddu, bubn ndn vi non, cing gdy, mit tinh tio,
v.v...)co thé xdy ra. Bénh nhiin nén duge kiém sodt edn thin vi, néu
thily bt cif sy bt thuting nd o, nén ngimg diing thudc ngay i p rie va
thufe hién cdc bién phip thich hop (dic biét, néu co thé xiyra § bénh
nhiin bi lupus ban dd hé thing hode bi bénh md lién k&t phiic hop)
12) Hep vi/hoic tic nghén rudt non vivhode ruft gia: Hep vi/
hodc tic nghén kém theo loét rudt non vivhoiic rudt gid di dugc
bio céo khi sir dyng thude ndy. Bénh nhin nén duge theo ddi can
thiin trong khi diéu trj. Néu bit ky tri¢u chimg nio bao gbm budn
nén vivhofic non, dau bung, ddy bung,...duge ghi nhin & nhimg
bénh nhan duge didu tri bing thuéic ndy, nén ngimg sir dung thude
ngay vi diéu trj thich hop.

13) Tiéu co viin: Tidu co vin 88 duge bio cio khi sir dyng thude
niy, Bénh nhiin nén duge theo dai cin thin trong khi diéu tri. Néu
bét ky triéu chimg ndo bao gbm dau ca, suy nhuge, CK (CPK)
tAng vil ting myoglobin mg.lm&u va nurde tiéu,....duge ghi nhin
& nhimg bénh nhan dang diéu trj bing thude niy, nén ngimg sit
dung thudc vi 4p dung cic phuong phap didu tri thich hop. Thude
nén duge sir dung thin trong dic biét & nhimg bénh nhin ndy bii
suy thin cip tinh c6 thé xay ra ciing véi tidu co viin.

(2) Cée tie dyng phy chi yEu trén lim sing (cic thufe twong ty)
Thi€u miu bt sin: Pa o6 bio cdo vé thifu miu bit sin xdy ra khi
diing cic thudic khing viém gidm dau khong steroid khic.

(3) Cie téde dung phy khic



chuyén héa thude
fen natri hydrate khiing tic ddng dén sy chuyén héa cla cic
0'05 dé’n d} 1% thubic khiic ma cd tie dung nhit 13 cht nén cho cdc isoform cytochrome
P450 (CYPIAL/2, 246, 2B6, 2C8/9, 2C19, 2D6, 2E1, va 3A4), thim chi
Ngita My day i ndng d6 cao xdp xi gip 10 lin ndng 45 dinh huy&t neong (200 pM)
. trong mét nghién ciu vé e ché chuyén héa e hién trong phong thi
Kho Eﬂflis diy [ﬂerhE IPEH |6 tieu nghiém véi microsome gan ngudi.
Chindn ';:3 s 3, Céic thong s6 duigc ddng hoc (liéu don)
'I?iéu s “WEWG:M" (1)T§ 1¢ hilp thu hing dinh v ty 18 thii it hling dinh
R < Ty 1¢ hip thu hing | Ty I¢ thai trt hing
Chudes buri iem miéng O AL
Luétruét non vivhode dinh (gidr ') dinh (gidy )
rudt gid ™ Loxoprofen 11,21+ 1,82 A, =4,04 £093
Tim mach  |Thng hu:,él §p™ Ddnh rdng ngye 2, =0.59 £ 0,04
Thdn kinh | Bufn ngi B ddu Dang ddng phin 3561021 3, = 0,99 £ 0,07
}Tl!n:-l:; . trans-OH =054 £0.02
_ t n=16, Trung binh+S E.
Huyét hoe GjﬁT_ L.ﬂng tiéu Thigu miu (2) T§ 1& lién kel protein huyét iudng i
chu Gikm "ﬂ?*’;‘“ T 1¢ lién k&t protein huyét twomg ahr dusc xdc dinh & ngubi (trén 5 i
resml 8L Tl Ll b D it
el twong dng 13 97,0% va 92, i vdii loxoprofen ng phiin trans-OH.
S AT ST Moz ALP (DIAUC (n=16, Trung binh#S E.)
T — Loxogrofen: 6,70 +0,26 ygegitt/ml
R am‘ff&?;‘fm Dang dbng phén trans-OH: 2,02 40,05 pgegiti/mL
Tiéu kho™™"" 4. Baitiét
Khie P Néng mjt JAPROLOX dutfe b 1i€t nhanh qua nuéc tiu, chi y&u dudi dang lién
Bau g%‘fu ., hgp vdi glucuronate cita loxoprofen vi dling phin trans-OH.
Gt oha 1) Ngitng dong toge G o 2) s 6t sai Bl ti€t qua nude tifu sau khi ubng vién nén JAPROLOX lidu
Hay thing bido cho bde sTbdi ki tde dung phy nao gdp phdi trong khi sit Adn 60mg
dung thuok. (HDang i do
5. Diing cho bénh nhin cao tudi 41 % lidu
=
Vihay gip cdc tic dung phu d bénh nhin cao wdi, nén ding thin trong = (n=0)
thufic ndy, ¥i du bt ddu uiing thudc vdi lidu thap, ddng thisi ki€m sodt ) Dung trans - OH
chit ché tinh trang ciia bénh nhin (xem phin “Cic thin rong e bidt). B
6. Su dung cho phuy nif 6 thai va che con bi: w2 W Tl i
(1) Chi sir dung thufie niy cho phu nit dang hofc dang'cé khi ning = _=
mang thai khi cdn nhdc thy nhing loi ich biét wude cia vite didutri £ 22 o orsh
hion 8o vaibitk} nguy éotiém ting ndo, = RopriEn
[Tinh an todn ca thuc cho phy nif mang thai chita A thigt 1], . :
(2) Khong nén diing thuSc ndy cho phy nif mang thai & giai doan cudi. 0 2 3 4 5 6 7 By
[B3 ¢6 bdo cdo vé su sinh con bj tri hodin trong nghién cifu trén dfng vit Thiri gian sau khi udng
(dchudt)]. 2)Lién hop Glucuronate
(3) DA ¢6 bio cdo vé sy co 8dng mach cla thai trong mdt nghién cifu (©=6)
trén chudtudng thudic & giai doan culi ciia thai ky. 30r % lidu
(4) Nén trinh ding thudc niy cho bd me dang cho con b, N€u viée = Loxaprofen
diing thufic dirge xem 1 cdn thi€t, nén ngimg cho con b, =
[Céc nghién cdu trén ding vit (rén chudt) cho thiy loxoprofen duige
tiét trong sifa me . g 20
7. Dang cho tré em g _-—i"""i
Tinh an todn khi ding thudic nity cho tré nhd c6 cin ning e sinh thip, E f‘i' 7 \
tré sdsinh, tré dang bd, tré nho hay wé em chun dude xdc lip. = ri’ Dang Trans - OH
5. Thin AEnsi dyng thuse 210 L ~
Thiin trong khi diing thudie: Bénh nhin dude phat thubic udng ding = 7 .
trong vi bi{m (PTP) clin phai duse hudng diin o€ 18y thule i vi ra trude j'
khi uéing. (N€u nubt phdi vi bi'm PTP, nhitg géc sc cia v o6 thé lam .
thiing ming thire quin, din d&n bi#n ching nghiém trong nhif viém 0 =
trung thit) 0 1 2 3 4 5 6 7 8igil)

9. Ciéc thin trong khic

P& ¢ bédo cho vé vo sinh tam thiti & phy oif diéu trj thude khing viem
khong steroid dii ngiy.

10. Ticdﬁngdathnﬁckﬂﬁ!nvivlnhiuhmiym
cammmmumg m{nh‘uhcamﬂhﬂ:buunngu!
&3 durge bio cdo, Beanwmnencﬂnlhi.nkhtln xe\rnvhhlnhmm mic.
11. Qui lidu

Thivi gian sau khi ufng

Bai 1€t rong nude ti€u hon 8 gidt sau khi ding liu
(% liéu)
Dang tf do Lién hgp Glucuronate
Loxoprofen 2,07+£029 210£04
Dang trans-OH 221 £047 16,0 £ 0,6 |

Mic dit chua co kinh nghiém vé qud liéu cfip vdi loxoprafen natri
hydrate, c6 thé khuy&n cdo rling cdc diu hidu vi tiéu chimg nhw da
duge dé cip & muc Cde tic dung phy nén duge thing hio. Chua cb
thufic gidi ddc dic hiéu cho loxoprofen natri hydsate, c6 thé x 1y qud
lidu biing cdc bién phip thiing thuting nht gidm hilp thu (vi du nia da
dity va ding than hoat) vi ting bai tiét. Trong tnromg hap qua liéu hay
nghi ngd qud liéu, clin theo doi bénh nhin vi duy i cdc bién phap bis
nude vii dién gidi thich hop. Nén ding cde bién phip didu j ridu
chitng vit didu tri b trog.

CAC BACTINHDUGC PONG HOC

L. Syt hilp thu va chuyén héa

Cho mu@i sfu finh nguyén vién tredng thanh khde manh udng thudic
thil'y JAPROLOX dudc hip thu nhanh chong sau khi udng liéu dan

n=16, Trung binh+S E.

5, Sy hip thu vi bai ti€i sau khi diing nhifu liéu
Sy hilp thu v bai i€t JAPROLOX sau khi 5 tinh nguyén vién tredng

thia & manh udng lidu 80mg nghy 3 ldn rong 5 ngay khéng thily
b khic bigt ddng chil ¥ nio sau khi udng lidu don, do viy khong c6
biing chitng vé s tich 10y thufc.

CACNGHIENCUULAMSANG

Cdcnghién ctu vé thude wén lim sing, ghm cdc thit nghiém so sanh 6
kifm chimg mi 46i, dudc thuc hién tai 216 vién y t& @ Nhiit Bin, Cdc
k€t qua lim shag cla cdc nghién cifu dugc thyc hién trén 1.836 bénh
nhin bi ede rdi loan duge néu ra trong liéu phdp niy (cdc nghién et

Sau phiu thufit; 83109  (76,1)| 104109 (954)

160/178  (89.9)] 173178 (97.2)
Viém dudng hd hip wén  [178255  (69.8)| 228/255 (89.4)
cAp tinh

BACTINHDUGC LY

Loxoprofen natri hydrate ¢6 dic tinh gidm dau nhanh, khdng viém vi
ha s6t manh, o6 khd ning ddc biét trong tic dyng gidm dau. Day 1a mit
thufic m saukhi dude hip thu tirrudt, duge bi€n 4di sinh hoc thinh mt
chilt chuy€n héa c6 hoattinh 4€ phat huy tic dung,

1. Téec dung gidm dau

(1) Loxoprofen natri hydrate digc chifng minh cho thi'y ED50 cda lidu
0,13 mg/kg trong thit nghiém Randoll-Selitto (phudng phip gy dp lyc
trén chiin chudt bj viém: ding dubng ung), tic dung gidm dau gdp 10
dén 20 Hn so vdi 1éc dung ciia cdc thude so sdnh khic nhif ketoprofen,
naproxen vi indomethacin.

(2) Theo ddnh gid trong thif nghiém vét thitdng viém iy & chudt (chudt,
diing duding udng), loxoprofen natri hydrate cho thiy IDS0 cia lidu
0,76mg/kg vi duge chitng minh e6 tde dung nhi naproxen vi gip 3 d4€n
5 liin tic dung so vdi ketoprofen vi indomethacin.

(3) Trong thif nghi¢m dau viém khdp man (chudt, p.o.) loxoprofen natri
hydrate c6 tic dung gidm dau dic biét (EDSO 3 lidu 0,53 mg/kg), gip 4
dén 6 |An tdc dung dwge so sdnh vdi indomethacin, ketoprofen v
naproxen

{4) The dung gidm dau cia thufc i & ngoai vi.

2. Tiie dung khiing viém

Loxoprofen natri hydrate tao ra tic dyng khing viém cdn thi€i c6 thé
50 sénh vdi tée dung cla ketoprofen vi naproxen trong viém cfp va
man nhu phit giy ra do carrageenin (trén chubt) vi viém khop b trg
(trénchudt).

3. Tic dyng hg sbt

Loxoprofen natri hydrate duge chitng minh cho thi'y c6 tic dung ha s6t
cdn thi€t c6 thé so sinh vdi 1dc dyng cla ketoprofen vi naproxen vi
gdp khoding 3 Iin tdc dung so vdi indomethacin trong st gy ra do men
(trénchudt).

4.Coché tdc dyng

S e ché sinh 1ng hgp prostaglandin o nén cd ché téc dyng cita
thuic ndy, vi tri thc dung 14 ving oxi héa. Khi diing dudng uéng,
loxoprofen natri hydrate duge hip thu tif 6ng tiéu héa dudi dang hgp
chiit khding a8i vdi sy it kich tng da diy nhit. Sau 46 thufc dutic nhanh
chéng bi€n ddi sinh hoc thinh chit chuyén héa dang dbng phin trans
OH ¢6 hoat tinh (sit phi hop SRS) vdi tic dung dc ché tiém ning sinh
téng hap prostaglandin tao nén tic dung dirgc 1y cila thudc.

SINHHOA LY

Tén chung:

Loxoprofen Natri Hydrate

Tén héahpe: s - —_ ——
Monosodium  2-{4-[{2-oxocyclopentylimethyl]phenyl | propanoate
dihydrate

Cong thife philn ti':

C,H,NaQ,2H,0

Trong lugng phin ti:

304,31

Ciiu triic hod hge:

M

Loxoprofen natri hydrate ¢6 dang tinh thé g tdi trfng nga hodic dang
bt k&t tinh.

Rit dé tan trong nudc vi trong methanol, tan hodn todn trong ethanol
(95), v gl n nhwkhing tan trong &te diethyl.

Dung dich loxoprofen natri (1 - 20) khing c6 géc quay cife.

Hé s& phiin chia:

60mg. vi loxoprofen (thufic khdng di) vi dung déng phin rans-OH ﬁ" md, g6 882 boa “;'ﬂn' i ;‘:‘ i ng,hiem sosénhmb 6i,gdm | Dung mbi hitu co 2 pit A0 ghtn A K
cila né (chdt chuyén héa cb hoat tinh) dwye thiy trong mdu. Thii gian biah nhia) diayo tm tit trong tdag du iy, (JF, Trung binn 1 (piT1.2) 1%
. L.Céenghién cdunhin md trén lim sing 1-Octanol JP, Trung binh 2 (pH 6,8 0,82
dat duge ndng 86 dinh huyét wong A khoing 30 phit ddi voi ung binh 2 (pH 6.5)
laxoprofen va khodng 50 phit ddi vdi dang ddng phin trans-OH, vdi  |( 18 hién qud| Pdp ing 1t hodc |Pdp dng hap Iy hode] Chlcrciarm 3P, Trung binh 1 (pH 1.2) 87
nifa disi bin thai xdpxi | giervi 15 phitcho e hai chilt, Chiin dodin 16t hdn 161 han JF, Trung binh 2 (pH 6.8) 095
Nbing 80 trong huy€t tuung sau khi ding vién nén JAPROLOX lidu din 0mg | Viém khop dang thip 80/284  (282)| 163/284  (57.4)
(Duiing cong md phing) Viém xudng-khdp 96/155__(619)| 130/155__(839) | PONGGOI .
Noogdo | Thoi gian | Thdi gian | [Dau lung dudi 96127 (56| 112127 (88.2) | HOP2Yix10vitnnén(viPTF).
16 da 18i da bén thdi Viém quanh kbdp vai 7714 (30,0) | 914 (64,3) Ngéy duyér lgi nji dung: thdng 3 nim 2017
(ug/ml) (giln) (gia) Hoi chitg cf-cinh tay 15/24  (625)| 20024  (833)
Loxoprof 5,04 +0.27]| 045 +0,03[],22 +0.07 Sau philu thudt; 44 (1000 44 (100,0)
Dang do ntans-OH  [0.85£002[079£002]1.31 £0,05|  |Sau chin thuong Siin xufit bdi:
(ng/mL) | Sau khi nhd ring 124177 (70,13 | 170177 (96,0) DAIICHI SANKYO PROPHARMA CO., LTD., Hiratsuka Plant
6 n=16, Trung binhsS.E. Vigm duong hd hiip rén | 64/97  (66,0) | 9397  (95.9) 1-12-1, Shinomiya, Hiratsuka, Kanagawa, Japan,
clip tinh
2. Céic thit nghiém so sinh c6 ki€m ching mi d6i ooy
By K&t qui cin cfc thit nghiém so sinh c6 kiém ching mi d0i thy hign D OnS80ibd:
g trén 954 bénh nhdn véi tm tiéu chi sau vé cdc i logn da ching minh QL€ (Thailand) Limited
3 thc dung cila thufic, 166 Moo 16, Bangpa-In Industrial Estate, U yuth Road,
z 7 % hitw qud] Dip ng 16t hote [Dip Gng hop 1y hodd Bangpa-In District, Ayutthaya Province, 13160, Thailand
ﬁ 2 Chlh don i ooy Tel: +66 35 221 031-6 Fax; +66 35 221 030
E Viém khdp dang thip 2295  (232) | 53/95 (558) |
Z Viém xudng-khdp 68/110 _ (61,8) | 96/110 (37.3)
0 Dau lung dudi 5283 (62.7) | 64/83 (71.1)
0 1.3 3 4 5 6@ Viém quanh_khdp vai 3561 (574) | SU61_(852)
Thdi gian sau khi uln, :
o & Hii chitng cd-cinh wy 963 (619) | 56/63 (88.9)

991058296



