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JAPROLOX®(Vién nén)

<Ché& pham Loxoprofen Sodium Hydrate>

Doc ky hudng ddn sit dung trude khi ding. Néu cdn thém thong tin
xin héi § kién bdc si. Giit xa tdm tay tré em.

Bio quin
Béo qudn thudc dudi 30°C.

Han ding
48 thang k€ tif ngay sdn xuit.
Kho6ng diing qué ngay hét han
dugc ghi trén bao bi.

CHONG CHi PINH (JAPROLOX dugc chdng chi dinh cho cdc
bénh nhén sau)

1.Bénhnhinbiloéthé tiéuhéa

[C6 thé bi loét hé tiéu héa trim trong hon do sy gidm chdy mdu da day
it suf e ché€ sinh tSng hdp prostaglandin] (Xem phin “Thin trong trong
khi diing”).

2.Bénhnhin c6 nhitng bit thudng vé méu nghiém trong

[C6 thé xdy ra r6i loan chifc ning ti€u cAu va sy bit thudng c6 thé bi
x&u di]

3.Bénh nhin bi rfiloan chic ning gan nghiém trong

[Pd ¢6 bdo cdo vé tdn hai gan nhir1a mot tic dung c6 hai, va sy ri loan
chifc niing gan clia bénh nhan c6 thé bj gia ting].

4. Bénhnhén bir8iloan chitc nédng thinnghiém trong

[C4c tdc dung phu nhu'suy thdn c&p, hdi ching thinhu, v.v...
ra]

5.Bénhnhan suy chifc nng tim nghiém trong

[Céc triéu chitng vé tim c6 thé gia ting do sy Gc ché sinh tdng hgp
prostaglandin trong than c6 thé giy ra ph va 1am ting thé tich dich
tudn hoan trong cd thé, kém véi syt ting t4t y&u vé cudng do 1am viec
clia tim].

6. Bénhnhan c6 tién st man cim vdi bat ¢ thanh phin ndo ciia thudc.
7. Bénh nhén bj hodc c6 tién st bi bénh hen do aspirin (sy cdm tng clia
con hen v8i cdc thuSc gidm dau khdng viém khong steroid, v.v...)

[C6 thé gay ra mdt con hen do aspirin]

8. Phu nit mang thai & giai doan cudi [Xem phin “Ding thudc khi mang
thai va cho conbi”]

c6 thé xdy

MOTA
1. Thanh phin
M&i vién nén chita cdc thanh phdn sau:
Tén thudc Hoatchit T4 dugc
JAPROLOX |Loxoprofen sodium | Low Substituted
(Viénnén) |hydrate (JP) Hydroxypropylcellulose,
68,1 mg (60 mg dang | Oxit sit d6, Lactose hydrate,
khan) Magnesium Stearate.
2.M0 ta san phim

JAPROLOX (Vién nén) & dang vién nén mau dd nhat c6 dudng khia &
motmit. San phim khong c6 mi, ¢6 vi chétnhe dic trimg.

Tén thudc Dic di€ém Ky Egu
JAPROLOX SANKYO 157 "ﬂr
\ 157/

Trong lugng: 250 mg
Pudng kinh: 9,1 mm

b QL3,3 mm

CHIi PINH, LIEULUGNG VA CACHDUNG

Chidinh Liéulugng va cdchding

1. D€ gidm viém va dau trong |Liéu lugng va cich dung cho CHI
cacr6iloan va triéu chitng sau: |DINH (1) hodc (2):

Viém khép dang thdp, viém |Liéu thong thudng cho ngudi I6n 1a
xudng-khdp, dau lung dudi, [60mg loxoprofen natri (dang khan)
viém quanh khdp vai, hoi chiing |ding dudng u6ng ngay 3 lan. Liéu
c8-canh tay, dau ring. diing khi cén, liéu ti 60-120mg mdi
2. D€ gidm viém va dau sau|lin ding dudng udng. C6 thé didu
phiu thuat, sau chdn thuong [chinh liéu theo tudi va triéu ching
hoac sau khinhé ring. cla bénh nhin. Nén trinh udng
thuSc ndy trong lic déi.

(3) Bénhnhén bi hodc c6 tién sif b cdc bit thudng vé& mau

[vic6 kha niing x4y ra cdc tdc dung phu nhy thi€u méu tan méu)

(4) Bénh nhéin bi hoc c6 tién sl bi loan chic ning gan

[Vic6 thé xdy ra sy gia ting hodc tdi phdt bénh loan chic ndng gan]
(5) Bénh nhan bi hodc ¢6 tién st bi loan chic ning thin

[vicé thé xdy ra cdc tdc dung phy nhu phi, protein ni¢u, ting creatinin
trong huy&tthanh hay ting kali-huy€t]

(6) Bénh nhan bj loan chitc ning tim [Xem “Chéng chi dinh”]
(7)Bénhnhén c6 tién st min cim

(8) Bénh nhan bj hen ph& quén [vicé thé gia ting tinh trang bénh]
(9)Bénh nhin bi viém loétrudtkét [vi c6 thé gia ting tinh trang bénh]
(10) Bénh nhan bi bénh Crohn [vi c6 thé gia ting tinh trang bénh]

(11) Bénhnhan cao tudi [Xem phin “Diing cho bénh nhan cao tudi”)

2.Cécthintrong dicbiét
(1) Cén phdi ghi nhé mot thuc t€ riing thudc chdng viém gidm dau diéu
tri triéu chifng va khong diéu tri nguyén nhén giy bénh.
(2) Khi ding thudc ndy trong diéu tri cic bénh man tinh (viém khép
dang thdp, viém xuong-khdp) nén chd ¥ nhu sau:
1) Bénh nhan dang diéu tri thuSc dai ngay nén dugc thuc hién cdc
xét nghiém dinh ky trong phong thi nghiém (vi du nhu xét nghiém
nudc tiéu, xét nghiém vé huy€t hoc, cic xét nghiém chirc niing gan).
Néu nhén thy c6 s bat thudng, nén thyc hién cdc bién phap thich
hgp nhu gidm liéu hogc ngirng thudc.
2) Cénxem xét dén cdcliéu phép diéu tri khdc.
(3) Khi diing thudc nay trong diéu tri céc bénh c4p tinh nén chd § nhu sau:
1) Nén diing thudc nay khi dang bi viém, dau va st cip.
2) Theo nguyén tic cin trdnhdiing dai ngdy céc thudc tuong ty.
3) Néu c6 diing thuSc diéu tri nguyén nhin gy bénh, nén wu tién
diéu tri. Nén trédnh diing thugc JAPROLOX khi khong rd myc dich.
(4)Nénchii y kiém sodtchitché cdc bi€u hién1im sang clia bénh nhin
dé giam sy tang cdc phan dng phu. C6 thé xdy ra viéc gidm than nhiét
qué nhiéu, truy mach, chan tay lanh, v.v... & bénh nhan khi diing thudc
nay, cdn theo ddi c4n than tinh trang 1dm sing ctia bénh nhan sau khi
udng thudc, dic biét1a & bénh nhin cao tudi bi s6t cao hodc bénh nhin
bi bénh suy nhugc.
(5) Nén diung ddng thdi véi cdc thudc diéu tri nhim khufn chua thé
biét, thuc khéng sinh thich hgp, va ding thudc sau khi xem xét ky va
¢6 kiém sodt bénh nhin chit ché, ding thuGc nay trong diéu trj viém
gdy radonhiém tring.
(6) Nén trdnh viéc dung chng_ITic véi cdc thude khédng viém gidm dau
khdckhi c6 thé.
(7) Nén han ch€ d&€n mic t8i thi€u viéc ding thudc va nén c&n thin khi
dung thudc d€ giam gap cdc tdc dung phy, dic biét & bénh nhin cao tudi.
3. Tuong téc thude
Thén trong khi sit dung thuSc ddng thdi (nén c4n than khi udng
JAPROLOX ciing ltic véicdc thudc sau).

sodt ndng dd lithium|

trong huyét tuong va

giam liéu khi cdn|

thigt.
Thudc l¢i tiéu Cic tdc dung chdng| Xem ’fé' tong qudt thiy tic
Thiazide tang huyét 4p-1di tiéu dl::lgt e C:i‘:ﬁtou;;&i mg;ﬁ

snse - sinh tong hdp p! glan
Hydmﬂumetl?xaz'xde. c:a [gh:“ g;huﬁ’c ndy clia thudc trong thin din
hydrochlorothiazide, | ¢ thé bi gidm. dén lAm gidm sy bai tiét
v cdc thubc khéc. mu6i va nube.
Thud'c ha huy&t 4p | Téc dung ha 6)fé’t 4p [T4c dung trc ché ciia thudc trén qud
(vi du: Thudc e ché |ctia nhitng !hu cnay [trinh sinh t6n§ hop prostaglandin
men lchuyen ¢6 thé bj gidm c6 thé lam gidm téc dung ha huy&t
o e dp cila céc thudc ndy.

& Thong thudng, thc dung dc ché
khéng thy thé ghlféc'::%lg thin o6 thé cfa thubc n§§ trén qua trinh smh
angiotensin II) tong hgp rms:aglan din dén

gidm Iwtu lugng mdu qua thin.

3. D€ ha s6t va gidm dau trong [Liéu lugng va céch ding cho CHI
cdc r8i loan sau: viém dudng [DINH (3):

hé hip trén cip tinh (bao gém [Liéu thong thudng cho ngudi 16n 1a
viém dudng hé hdp trén cdp|60mg loxoprofen natri (dang khan)
tinh kém theo viém phé qudn [lidu ding khi cin dung dudng udng.
cép) C6 thé didu chinh lidu theo tudi va
triéu ching cia bénh nhén. Theo
quy dinh, ding thudc nay vdi liéu
diing hang ngay t5i da dugc khuyén
cdo la 2 I4n trong ngay, 1én dén
180mg/ngay. Nén trdnh udng thudc

nay trong lic déi.

THANTRONG

1. Thén trong trong khi dung (Nén dung JAPROI.,OX thin trong
cho nhitng b¢nh nhén sau)

(1) Bénhnhén c6 tién st bi loét hé tiéu héa

[vikhi ding thuSc nay c6 thé gay tai phat vEtloét]

(2) Bénh nhan bi loét hé tiéu héa lién quan dén viéc ding dai ngay cdc
thudc chng viém gidm dau khong steroid ma bi€u hién 1am sang doi
héi phdi diéu tri thudc ndy dai ngay va nhitng bénh nhan dang diéu tri
misoprostol.

[Nén than trong khi diing thu6c ciing véi sy ki€m soat chit ché c4c biu
hién 1am sang clia nhitng bénh nhan dang diing thudc ndy, vi c6 thé khé
chita cdc v&tloéthé tiéu héa khi ding cliing misoprostol, thudc dugc chi
dinh ding chita loét hé tiéu héa gay ra do thuSc chdng viém gidm dau
khdng steroid]

Thudc Bi€u hién, Trié¢u Cd ché va y&u t& nguy co

chiing va Diéutrj
Thudc chéng  |Hiéu qua chdng dong [Tac dung e ché cia thude
d6ng Coumarin |cla cc thuGe nay c6 "‘”‘tg lSi:j‘_h 'gnzﬁ” h(;{P
: ostaglandin c6 thé din
i b d‘cht:f“g e sf dic ché két tip tiu
v?y, S \‘/é ciu va 1am gidm tinh dong,
glé:n lidu néu cin vi viy lam ting tic dung
thiét. chéng déng clia nhitng

thudcnay.

Thudc ha Tdc dung gidm [Nhin chung ding ddng thdi
glucoza-huy€t |glucoza-huy€t cia |V6ithudcnay, ty 1é lién két-
Sulfonylurea  |nhitng thudc nay c6 |Protein cao 97,0% nhu
Tolbutamide va |thé duge ting 1én. Vi loxoprofen hodc 92,8% nhu
céc thudc khdc | vay,cAn thin rong va [ 4278 dong phén trans-OH

gidm liéu néu cén
thiét.

cla né, 1am ting ndng 4o
hoat chdt trong huy€t tuong
cla thudc gidm glucoza-
huy€t ding ddng thdi véi ty
1¢ lién két-protein cao, lam
manh thém tic dung cla
thudc thit hai.

Thudc khéng sinh quinolone

Thuéc khdng |Tic dong giy co gidt ng qui
sinh quinolone |ciia nhiing thudc nay thé héé méi e ché lién k’é’t
h€hemet  |c6thébitinglen, [ hE GABA, mdt chil dc
y 5 ché din truyén thin kinh
Enoxacin trong hé thin kinh trung
hydrate va cdc wong, va do d6 c6 thé gay ra
thudc khdc co gidt. Piéu tri ddng thdi véi
nhitng thudc nay vi viy dudgc
cin nhic d€ l]am manh thém
téc dung ic ché ciia thudc.
Methotrexate |Nong do Nhin chung ngudi ta cho
methotrexate trong |ring sy bai tiét clia thudc &
huy&t tuong ¢6 thé  [than gidm di v6i sy gia ting
dugc ting 1én, dn  [tdt y€u ndng 49 ciia thudc
dénlam ting thém |trong huyét tuong giy ra do
téc dung clia st tc ché sinh tdng hgp
methotrexate.Vi vy, |prostaglandin cia thudc
nén gidm liukhi  |trong than, mic du chua
cim thdy cén thiét. |dugc bi€t coché chinh xdc.
Céc ch& phdm |Nong d6 lithium trong]
Lithium huyét tuong c6 thé
Lithium dugc ting, din dén
carbonate doctd lithium. Vi vy,
cnthan trongkiém

4. Céc tdc dyung phu (gdm céc bdo cdo vé tic dung phu c6 tin suit

Kkhong tinh dugc)

Céc tdc dung phu clia thudc dugc bdo cdo trén 409 (3,03%) ciia tong s&

13,486 bénh nhin dugc diéu tri. Céc tic dung phu phd bién dugc bio

c401a cdc triéu chitng vé tiéu h6a (kh6 chiu da day, dau bung, budn ndn

va/hodc ndn, chdndn, v.v...: 2,25%); phu (0,59%); ban, may day, v.v...

(0,21%); va budn ng (0,10%).

[Tai thdi di€m cudi clia giai doan tai kiém tra va tai thdi di€m chip

thuén chi dinh gin nhit]

(1) Céc tdc dung phy chii y&u trénlam sang
1) S8c (chua rd tn sudt) va cdc trigu chiing phan vé (chua rd tin suit):
C6 thé xay ra s6c va céc triéu chitng phin vé (gidm huyét 4p, may
day, phi thanh qudn, khé thd, v.v...). Vi vy nén kiém sodt bénh
nhan cdn thdn, vi, néu thiy bit ¢t sy bit thudng ndo, nén ngitng
diing thudc ngay 14 p tte va thyc hién céc biénphépthich hop.
2) Mit _bach clu hat (chua 15 tin sudt), thieu méu tan méu
(chua 15 tan suét), giam  bach clu (chua rd tan sudt), va gidm
lwgng tiéu cau (chua rd tan suat): thieu mau tan mau, glam
bach cau, va gidm luong tiéu cau c6 thé xay ra. Nén kiém soat
cén than bcnh nhan qua xét nghlem huyét hoc, yv. . va, néu thay
bat cir sy bét thuong nao, nén ngimg dung thuéc ngay lap tirc va
thyc hién céc bién phép thich hop.
3) Hji chiing niém mac da mit (chua rd tin sut) va hoai tif doc
biéu bi (chua r tin sudt): hoi ching niém mac da mit (hdi ching
Stevens-Johnson) va hoai ti dgc biéu bi (hdi chitng Lyell) c6 thé xay
ra. Bénh nhin dang udng thudc ndy nén dugc ki€m soét cin ihan,
va, néu thdy bat cif sy bt thudng ndo, nén ngitng ding thudc ngay
lap titc va thyc hién cic bién phip thich hgp.
4) Suy thén cp (chua o tin sut), h§i ching thin (chva rd tin
sufit) va viém thdn ké (chua rd tin sudt): suy than cdp, hdi ching
thin va viém thin k& c6 thé xay ra. Bénh nhin nén dugc ki€m soat
cén than va, n€u thiy bit cf sy bt thudng ndo, nén ngiing diing
thudc ngay 1ap titc va thye hién cc bién phép thich hgp. Nén ding
thudc niy vdi sy thin trong d4c biét cho nhitng bénh nhén nay vi
ting kali-huy€tcé thé xdy ra lién quan d€n suy than cap.
5) Suy tim xung huy&t (chua rd tin suit): c6 thé xay ra suy tim xung
huyé&t. Bénh nhin nén dugc ki€m soat c4n thin va, néu thdy bi't cit
s bit thudng nao, nén ngitng ding thudc ngay lap tic va thyc hién
céicbién phap thich hgp.
6) Viém phdi ké (chua rd tin sudt): viém phdi ké kem vdi cdc biéu
hién s6t, ho, khé thd, nhitng bit thudng chup X-quang ngyc, va ting
bach cdu va eosin c6 thé xdy ra. N€u thdy cdc bi€u hién/phat hién
nay, cin nging ding thudc ngay 1ap tic va thyc hién cdc bién phap
thich hgp nhu diéu trj corticosteroid.
7) Chay méu da day (chuard tin sudt): v€tloét hé tiéu héa nghiém
trong hodc chdy méu da day & rudt non va/hodc dai trang, vi du nén
méu, dai tién mau den va dai tién phdn c6 mdu, va sdc tiép theo c6
thé x4y ra. Bénh nhin nén dugc kiém sodt cin thin va, néu thiy bat
cif sy bt thudng nao, nén ngirng diing thudc ngay 1ap tifc va thye
hién céc bién phdp thich hgp.
8) Thiing da day (chua rd tin sut): c6 thé xdy ra thiing da day. Néu
thiy dau thugng vi, dau bung, v.v... nén ngirng diing thuéc ngay lap
tifc va thyc hién cdc bién phdp diéu tri thich hgp.
9) Loan chifc ning gan (chua rd tin suit), va vang da (chua rd tin
suit):
Loan chiic ning gan (vang da, ting chi s§ AST (GOT), ALT (GPT) va
¥ - GTP trong huyét thanh) hodc viém gan dot ngot c6 thé xdy ra. Bénh
nhan nén dugc kiém soat cdn thin, n€u quan sit thd'y nhitng bat thudng
d6, nén thyc hién céc bién phép thich hgp nh ngitng ding thudc.
10) Con hen (chua rd tin suit): Bénh nhin nén dugc ki€ém sodt cin
thin va, n€u thiy bit cif sy bit thudng nao, nén ngirng ding thudc
ngay 1ap tifc va thyc hién céc bién phd p thich hgp.
11) Viém mang niio vd khuéin (chua ré tin sudt): viém mang no
v6 khuéin (s6t, dau ddu, budn ndn va nbn, cing gdy, mat tinh téo,
v.v...)c6 thé xdy ra. Bénh nhan nén dugc ki€ém sodt cin thin va, néu
thi'y bit cif sy b't thudng n2 o, nén ngirng diing thudc ngay lap tic va
thyc hién c4c bién phép thich hgp (dic biét, néu c6 thé xdyra & bénh
nhan bi lupus ban 8 hé théng hoiic bi bénh mo lién k&t phiic hgp)
12) Hep va/hodc tic nghén rudt non va/hodc ruft gia: Hep va/
hogc tac nghen kém theo loét rugt non va/hodc rudt gia da dugc
béo céo khi sir d\mg thuoc néy Bénh nhén nén dugc theo ddi can
thén trong khi diéu tri. Néu bt ky triéu chimg nao bao gdm buén
ndn va/hodc nén, dau bung, day bung, .dugc ghi nhén & nhung
bénh nhéan duqc diéu tri bing thubc ndy, nén ngimg str dung thude
ngay va diéu trj thich hop.
13) Tiéu co van: Tiéu co van da duqc béo céo khi si dung thuoc
néy Bénh nhan nén dugc theo d6| cén than trong khi diéu tri. Néu
bat ky triéu chimg nao bao gom dau co, suy nhuge, CK (CPK)
tang va ting myoglobin trong méu va nuéc neu, .duge ghl nhan
& nhimg bénh nhén dang diéu tri bang thudc nay, nén ngimg sir
dung thudc va 4p dung céc phuong phép diéu trj thich hgp. Thube
nén dugc sir dung than trong ddc bi¢t & nhimg bénh nhén nay boi
suy than cap tinh c6 thé xdy ra cling véi tiéu co van.
(2) Céc tdc dung phy chii y€u trén lam sang (cdc thudc twong ty)
Thi€u médu bit sdn: P c6 bdo cdo vé thi€u mau ba't sin xdy ra khi
ding cdc thudc khéng viém gidm dau khong steroid khéc.

(3) Céctiac dung phy khic



[ (el ﬁl c );QI I I t h u Cgr 83/109 (76,1)| 104/109 (95.4)
01 dén <1 O;I:O::‘t Bﬁg;:znd:olki-‘g] O;C e Loxo profen natri hy 0ng tac dong den sy chuyen hda cua e au chin lhu'zlg
A y [ L g thuc khdc ma c6 tdc dung nhu 1 chit nén cho cdc isoform cytochrome | Sau khi nhd ring 160/178  (89.9)| 173/178 (97.2)
B By thn sufl P450 (CYP1AL/2,2A6,2B6, 2C8/9, 2C19, 2D6, 2E1, va 3A4), thamchi  [Viém dudng ho hsp trén |178/255  (69,8)| 228/255 (89.4)
Mén cim Banmm’ Ngita May day & ndng do cao xdp xi gip 10 1dn ndng do dinh huyét tuong (200 M) | c4p tinh
= St v trong mot nghién cttu vé e ché chuyén héa thyc hién trong phong thi RS
Tiéu héa 2;‘3 Eﬁnug o di Loéth¢ tieu  [Khé tiéu nghiém véi microsome gan ngudsi. PACTINHDUQCLY
Ch: ﬁ:l " o X héa®™ ™" 3. Céc thong st duge dong hoc (liéu don) Loxoprofen natri hydrate c6 dic tinh gidm dau nhanh, khing viém va
%:_:‘)lncggn va/hodc non gﬁ:ébnégn (1) Ty 1¢ hip thu hiing dinh va ty 1€ thai trit hing dinh ::,1 566'! m:nh. tl:; k:.’i ning d:: b;ét u-on: tic :?gd?ér::n::;‘u. D,_:;‘:; mgt
Ghichd2) : o Re bl 2 ? udc ma sau khi dugc hap thu tir rudt, duge bi€n ddi sinh hoc mot
gll:étdmg bung®*» | Viém miéng 4 ];hap tfnu.xh.’mg B lé.thil t'nY_lhing chitchuyénhéa c6 hoat tinh dé phat huy tic dung.
Loét rugt non vihoge inh (gid”) dinh (gi%")
rugt gia ™ **? Loxoprofen 11,21+1,82 A, =4,041093 1.Tdc dynggidm dau e )
Timmach _ |Ting huyét 4p > ** Dénh trdng ngue %, = 0,59 + 0,04 (1) Loxoprofen natri hy@te dudgc chitng @m cho thi'y ED50 cia lidu
Thinkinh | Buén ngd Pau diu Dang déng phan 3.56£021 %, =099£007 013k trhog it ngtib i Rendoll-Seltio (phuting phdp ey dp lyrc
Te eed tafie.OH %= 0,54 £ 0,02 trén chdn chugt bj viém: ding dudng udng), tic dung gidm dau gdp 10
Hoa mft ®*? - d€n 20 14n so véi tdc dung clia cdc thudc so sénh khéc nhu ketoprofen,
— n=16, Trung binh+S.E. % g
Huy€thoc | Gidm lugng tiéu Thiéu m4u (2) Ty I¢ lién két protein huy&t tudng mapXen yA Tidciriethatin,
cAy @ Gidm bach ciu 1§ 1¢ lién két protein huyét ttong nhu dugc xc dinh & ngudi (trén 5c4 (2 Theo ddnh gid trong thit nghiém v&t thuong viém tdy & chudt (chudt,
Ting b.a.\ch ciu thé tai thdi diém 1 gids sau khi udng vién' nén ]A’PROLOX lidu 60mg) diing dudng udng), loxoprofen natri hydrate cho thy ID50 ciia liéu
e Ting AST (GOT) ::"S’L . tuong itng 12 97,0% va 92,8% 4 véi loxoprofen va ddng phan trans-OH.  0,76mg/kg va dugc chitng minh ¢6 téc dung nhif naproxen va gip3 dén
Tang ALT (GPT) g £ (3)AUC (n=16, Trung binhiS.E.) 51dntic dung so vdi ketoprofen va indomethacin.
Ti€t méu Huy€tmeu==> Loxoprofen: 6,70 +0,26 pgegid/mL (3) Trong thif nghiém dau viém khép man (chudt, p.o.) loxoprofen natri
Protein-niéu™ **? Dang ddng phén trans-OH: 2,02 +0,05 pgegid/mL hydrate c6 tdc dung gidm dau dic biét (ED50 & liéu 0,53 mg/kg), gdp 4
Tiéu kho™*? 4. Baitict dén 6 1in tdc dung dugc so sdnh v6i indomethacin, ketoprofen va
Khic P Néng mit JAPROLOX dudc bai tiét nhanh qua nu6c tiu, chil y&u dudi danglién ~ Maproxen.
i;g g%{i_, 3 hgp vdi glucuronate clia loxoprofen va ddng phén trans-OH. (4) Tic dung gidm dau clia thu6c a & ngoai vi.
Ghichd 1) Nging dung thuge Ghi cht 2) Chua 16 Gn suat, Bai tiét qua nude ti€u sau khi ubng vién nén JAPROLOX liéu 2, Tée dyng khéng viem
Hay théng bdo cho bdc si bét ki tdc dung phy nao gdp phdi trong khi sit don 60mg Loxoprofen natri hydrate tao ra tdc dung khdng viém cdn thi€tc6 thé
dyng thuoc. (I)Dangtydo so sénh véi tdc dung cia ketoprofen va naproxen trong viém cip va
5.Dung cho bénh nhan cao tudi = 4r g lidu man nhu phd gdy ra do carrageenin (trén chudt) va viém khép b trg
Vihay gip cdc tic dung phu & bénh nhén cao tudi, nén diing thin trong » (n=6) (trén chudt).
thuSc nay, vi du bt ddu udng thudc véi liéu thip, dong thdi kiém so"ét § Dang trans - OH 3.Téc dyng ha s6t
(;h;t c:e tinhhnanlgl cla be‘;lhhl;hax;(xem phan ‘Céc thin trong diic biét”). a8 ot Al Loxoprofen natri hydrate dugc chitng minh cho thiy ¢6 tdc dung ha s6t
M gh;‘ :ug;u:; [:“l::fm; cl:: p;:ul:onc;:::g hodc dang|c6 khi ning wE 2r W s Wi cein thié’} 6 thé so sénh v6i tdc dung clia ketoprofen va naproxen va
mang thai khi can nhdc thdy nhitng 1di ich bi€t truéc cla viéc diéu tri 3 = T £ gag khodng 3 14n t4c dyng so véi indomethacin trong sGt gy ra do men
hon so véibitky nguy cdtiém tang nao. 2 e (trén Chu?t)'
[Tinhan toan clia thudc cho phu nif mang thai chura dugc thi€t 13 p). = 0 i . M . 5 4.Coché'tdcdung
(2) Khong nén diing thudc nay cho phu nit mang thai § giai doan cudi. 0 ¥ "2 3 4.5 6 7. 8 (i) Sy tie ché sinh tdng hop prostaglandin tao nén cd ché téc dung cia
[Pé ¢6 bdo cdo vé sy sinh con b tri hodn trong nghién citu trén dong vat Thasi gian sau khi udng thusc ndy, vi i tic dung 12 vong oxi héa. Khi ding dudng udng,
(& chudt)). 2)Lién hop Glucuronate loxoprofen natri hydrate dugc hp thu tit §ng tiéu héa dudi dang hgp
(3) Pé ¢6 bdo cdo vé sy co ddng mach ciia thai trong mdt nghién citu (0=6) chit khong d8i véi sy it kich ting da day nhat. Sau d6 thudc dugc nhanh
trén chudtudng thudc & giai doan cudi ciia thaiky. 30f % liéu chéng bi€n ddi sinh hoc thanh chit chuyén héa dang ddng phén trans
(4) Nén trinh diing thudc nay cho ba me dang cho con bd. Néu viéc . Loxoprofen OH ¢6 hoat tinh (sv phdi hgp SRS) véi tic dung tc ché tiém ning sinh
ding thudc duge xem 1a cdn thi€t, nén ngirng cho con bi. - tng hgp prostaglandin tao nén téc dung dugc Iy ciia thudc.
[Céc nghién citu trén dong vét (trén chudt) cho thdy loxeprofen duge
ti€t trong sita me]. g 20 SINHHOALY
7.Diing cho tré em 3 : }E §-x-7 - @ E:nchu;lg:N i
Tinh an toan khi dang thuéc nay cho tré nhé ¢6 cin ning liic sinh thip, -] - S xoprofen Natriydrate
tré sdsinh, tré dang b, tré nh hay tré em chua dugc x4c lip. ﬁ ot /i Dang Trans - OH Ténhéahoc: e e—
8. Thén tronglién quan déi é 10 /i - Monosodium 2-{4- [(2 oxocyclopemyl)me!hyl]phenyl)propanoa(e
Thin trong khi ding thudc: Bénh nhin dugc phat thubc udng dung 7 dihydrate
trong vi b&m (PTP) cin phdi duge hudng din d€ Iy thudec tit vi ra trudc j’ .
khi udng. (N&u nuét phdi vi bim PTP, nhitng géc sic cia vi c6 thé 1am " Cong thifc phéin tif:
thiing mang thuc quan, din d€n bi€n ching nghiém trong nhu viém 0 < C,H,;NaO,2H,0
trung tht) U2 3 4 5 6 7 8@ Trong Iugng phan tif:
9.Cicthgntrongkhic Thdi gian sau khi u6ng 304,31
Pi ¢6 bio cdo vé vb sinh tam thdi & phu nit diéu tri thudc khéng viém ,, .
khong steroid daingay. Bai ti€t trong nudc tiu hon 8 gid sau khi ding liéu| ~ Céutrichod hoc:
10. Tdc ddng ctia thudc khi ldi xe va vﬁnhhnhmiy mée (% liéu) CH
C6 mét vai tic dung khong mong muén (nhu hoa mét hofic budn ngu) Dang ty do Lién hgp Gl ?
da dugc bééo céo. D¢ an toan, nén can thén khi 14i xe va vin hanh may moc. Loxoprofen 2,07 0,29 21,0+ 0.4
11. Qua liéu N
Ma?dn chua c6 kinh nghiém vé qué liéu cip véi loxoprcfen natri Lt = k30 RO/ 21,0
hydrate, c6 thé khuy&n céo ring céc ddu hiéu v triéu ching nhe(da n=16, Trung binh+S.E.
dugc dé cip & muc Céc tic dung phu nén dugc thong bdo. Chua co- 5, Sy h&p thu va bai ti€t sau khi ding nhiéu liéu 0
thudc gii doc dic hiéu cho loxoprofen natri hydrate, c6 thé xi 1y qud \Sv\hﬁp thu va bai tiét JAPROLOX sau khi 5 tinh nguyén vién trudng
liu biing c4c bién phdp thong thudng nhu gidm hip thu (vi du rita da thanirkhde manh udng lidu 80mg ngay 3 1dn trong 5 ngéy khong thdly i ta:

day va ding than hoat) va ting bai ti€t. Trong trudng hgp qué liéu hay
nghi ngd qué liéu, cén theo d5i bénh nhan va duy tr cdc bién phap ba
nudc va dién gidi thich hgp. Nén ding céc bién phdp diéu tri triéu
chitng va diéu tri hd trg.

CACPACTINHDUGCPONG HQC

1.Sy hép thu va chuyén héa

Cho mudi sdu tinh nguyén vién trudng thanh khée manh udng thudc
thd'y JAPROLOX dudgc hdp thu nhanh chéng sau khi uéng liéu don
60mg, va loxoprofen (thudc khong d6i) va dang ddng phén trans-OH
clia n6 (chdt chuyén héa c6 hoat tinh) dugc thy trong méu. Thdi gian
dat dugc ndng d6 dinh huyé€t twong 1a khodng 30 phit d&i véi
loxoprofen va khodng 50 phiit d&i véi dang déng phan trans-OH, véi
nia ddi ban thdi xdp xi 1 gid va 15 phitcho ca hai chat.

Néng d9 trong huyét tuong sau khi dung vién nén JAPROLOX liéu don G0mg

(Pu¥ng cong md phéng)
Néng d6 | Thdigian | Thi gian
t6i da i da ban thai
(pg/mL) (gi%) (gid)
Loxoprofen 5,04 +£0,27] 0,45 +0,03 |1,22 + 0,07
Dang ddng phan trans-OH 0,85 0,02 | 0,79 + 0,02 |1,31 + 0,05
(ng/mL)
6 n=16, Trung binh+S.E.
g 4t
g
2
©
>
2
=
<
i U
& Dang trans - OH
Z o
e
0 A )
0 1 2 3 4 5 6 (gi%)
Thdi gian sau khi uéng

6 khdc biét ddng chd ¥ ndo sau khi udng liéu don, do viy khong c6
biing chitng vé st tich Iy thudc.

CACNGHIENCUULAMSANG

Cédcnghién cfu vé thudc trén1am sang, gdm cdc thit nghié m so sanh c6
ki€m chitng mi d6i, dugc thyc hién tai 216 vién y t& & Nhit Ban. Cic
két qua 1im sang clia cdc nghién cttu dugc thyc hién trén 1.836 bénh
nhén bj céc r8i loan dugc néu ra trong liéu phdp nay (cdc nghién citu

Loxoprofen natri hydrate c6 dang tinh thé tring t6i tring nga hodc dang
botkéttinh.

R4t dé tan trong nuéc va trong methanol, tan hoan toan trong ethanol
(95), va gin nhukhéng tan trong éte diethyl.

Dung dich loxoprofen natri (1 — 20) khong c6 géc quay cyc.

Hé s6 phan chia:

nhdn md, gdm 882 bénh nhén, va cdc thit nghiém so sinh m d6i, gdm Dung mbi hitu cd Do pH Hé s6 phin chia K
954 bénh nhan) dugc tém tit trong bing dudi day. JP, Trung binh 1 (pH 1,2) 190
1. C4cnghién cifunhin md trén lim sing 1-Octanol JP, Trung binh 2 (pH 6.8) 0,82

( y 1& hiéu qua| P4p tng t6t hodc [P4p ng hop 1y hodc Chloistarm JP, Trung binh 1 (pH 1,2) 87

Chén dodn 6t hon t6t hon JP, Trung binh 2 (pH 6.,8) 0,95

:’riém khép dang thdp 80/284  (28,2) | 163/284 (57.4) PONG GOI

iém xuong-khép 96/155  (61,9) | 130/155  (83.,9) >

Pau lung dudi 96/121___(15,6)] 112/127 _(882) | HOp2vix10viennén(viPTP).

Viém quanh khdp vai 7/14 (500) | 9714 (64,3) Ngay duyét lgi nji dung: thang 3 nam 2017

Hoi ching cG-cénh tay 15/24 (62,5) | 20/24 (83,3)

Sau phiu thuit; 4/4 (100,0)| 4/4 (100,0)

Sau chén thuong San xuf't béi:

Sau khi nhd rdng 124/177__(70,1) | 170/177 _ (96,0) DAIICHI SANKYO PROPHARMA CO., LTD., Hiratsuka Plant

Viém dudng hd hip trén | 64/ 97 (66,0) | 93/97 (95,9) 1-12-1, Shinomiya, Hiratsuka, Kanagawa, Japan.

cép tinh

2. Céc thit nghiém so sdnh c6 ki€m chifng mi: doi

K&t qué clia céc thit nghiém so sénh c6 ki€m chitng mix d6i thyc hién
trén 954 bénh nhin véi tdm tiéu chi sau vé c4c 18i loan di chitng minh
tdc dung ciia thudc.

( y 1& hiéu qua| P4p iing 6t hodc |Pdp tng hgp 1y hodc
Chén dodn t6t hon t5t hon

Viém khdp dang thip 22/95 (23.2) 53/95 (55,8)
Viém xudng-khép 68/110  (61,8) 96/110 (87,3)
Pau lung dudi 52/83 (62,7) 64/83 (77,1)
Viém quanh khdp vai 35/61 (57.4) 52/61 (85,2)
Hdi ching cB-cénh 1ay 39/63 (61,9) 56/ 63 (88,9)

Déng gbi bdi:
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