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Rx DORIPURE 500
(Doripenem for injection 500 mg)
Dé xa tam tay tré em
Doc ky hwéng dan sie dung trude khi ding
Thudc ndy chi diing theo don thuoc
Théng bdo ngay cho bdc sy hodc dugc sy nhitng phan ting c6 hai
g@p phdi khi sir dyung thudc

1. THANH PHAN CONG THUC THUOC
MB&i lo chia:
Thanh phén hoat chat: Doripenem monohydrat fwong dirong véi doripenem 500 mg.

2. DANG BAO CHE
Bt tinh thd mau tring dén hoi vang .

3. CHi PINH
Donpenem khéng sinh nhém carbapenem dugc chi dinh ding don dgc trong didu tri cac
nhiém khuén gay béi cdc chling nhay cam (xem phén vi sinh vat):

- Nhiém khudn trong & bung c6 bién ching.

- Nhiém khuin dudng tiét nidu c6 bién chimg, ké ca viém than - bé thin c6 hogic khéng

bién chitng va nhitng trudng hop co du khuén huyet ddng thoi.

Do ¢6 hoat tmh diét khuén hoat pho rong trén ca vi khudn hiéu khi gram duong va gram am
14n vi khudn yém khi, dorlpenem ¢6 thé duge sir dung aé didu trj cdc trudng hop nhiém
khudn hon hgp hodc phirc tap. Cén tién hanh 14y c4c méu bénh phim thich hgp dé phén ldp
va xédc dinh tdc nhin giy bénh, ddng thoi xdc dinh mic dd nhay cam cua chiang véi
doripenem. Trong truong hop khﬁng c6 cdc dit liu ndy, lya chon diéu tri theo kinh nghiém
dua vao dic diém dich t& hoc va kidu nhay cam cuia cac vi khuén tai dia phuong.

4. LIEU DUNG, CACH DUNG
Li¢u dt’mg
Liéu khuyén céo cho ngudi 16n 1a 500 mg truyén tinh mach mdi 8 gid. Liéu khuyén céo ding
trong cac trudng hqp nhiém khudn duge md ta trong bang sau:
Liéu ding ciia DORIPURE 500 theo logi nhiém khudn

Nhiém khuin Liéu cho Khoing | Thoigian | S6 ngly

ngudilén | cAchlidu | truyén diimg
(gid)

Nhiém khuén trong & bung cé bién | 500 mg moi 8 gio | 1 5-14

chirng ngay*

Nhiém khudn dudng tiét niu cd | 500 mg mdi 8 gio | 1 10

bién chimng, k& ci viém thin bé ngay*$

thin

* Thoi gian sir dung nay tinh ca thoi glan chuyén sang ding thuée theo dwong uong, sau it nhat 3
ngdy tiém, truyén va khi bénh nhan c6 tién trién tot.
8 86 ngay ding co thé ting lén t&i 14 ngay véi nhitng bénh nhdn ddng thoi bi nhiém khudn huyeét
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Nhitng kinh nghi€ém con han ché nhung ciing cho thdy ché d6 lidu truyén tinh mach 1 g thudc
trong 4 gid, ding mdi 8 gio mot lin dugc dung nap t6t. Tuy nhién mic liu nay chua dugc
nghién ciru véi bénh nhan suy thin do v@y khong dugc dung cho bénh nhén suy thén.
Bénh nhdn suy thdn: Nhiing bénh nhén c6 d thanh thai creatinin (CrCl) > 50 ml/phut, khong
cin didu chinh lidu. O nhimg bénh nhan suy thin vira (CrCl > 30 t6i < 50 ml/phut), ding
doripenem véi lidu 250 mg mdi 8 gio. O bénh nhén suy thin nang (CrCl > 10 téi < 30
ml/phiit), diing doripenem véi lidu 250 mg ding m3i 12 gior (xem phén chuén bj dich truyén
lidu 250 mg doripenem sit dung lo 500 mg).
Diing cong thitc sau dé tinh CrCl (ndng @ creatinin huyét thanh sit dung trong cdng thic thé
hién tinh trang én dinh cia chitc niing thén).
Diing cdng thite sau dé tinh CrCl (ndng d9 creatinin huyét thanh st dung trong cng thirc thé
hién tinh trang on dinh cua chirc néng thén).
Khéi lwgng co thé (kg) x (140— tuéi tinh bing nim)

72 x creatinin huyét thanh (mg/dl)
Nir: CrCl (ml/phut) = 0,85 x gid trj tinh dugc cho nam.
Bénh nhdn loc méu: Doripenem b thai trir qua loc méu, tuy nhién chua c6 du thong tin dé
diéu chinh liéu thudc & bénh nhén loc méu.
Bénh nhdn suy gan: Khong cin thiét phai diéu chinh Liéu.
Tudi tdc, gidi tinh va chiing téc: Khong cn didu chinh liéu theo tudi (véi bénh nhan tir 18
tudi tr¢r 1én), gidi tinh va chiing te.
Tré em: Khong ding thudc cho tré em va thanh thiéu nién dudi 18 tudi do d6 an toan va hiéu
qua ciia thube cho d6i tugng nay chua dugc chimg minh.

Nam: CrCl (ml/phuat) =

Cach dung
Chuin bj dung djch liéu doripenem 5 00 mg sir dung lp 500 mg:

- Thém 10 ml nuéc cit pha tiém hofic ding dich 0,9% natri clorid pha tiém (nuéc mubi
sinh 1§) vao lo thudc 500 mg va lic nhe nhang dé tao thanh hén dich.

- Kiém tra hdn dich bing mét xem c6 thiy v4t la trong d6 khong. Ghi chi: khong dugc
truyén trye tiép hdn dich vira pha.

- Dung bom va kim tiém 14y hdn dich, dwa n6 vio mt cdi thi truyén chira 100 ml nuée
mudi sinh 1y hogic dung dich dextrose 5%; lic nhe cho téi khi trong suét. Truyén tht ca
lugng dich nay dé cung cép mét liéu doripenem 500 mg,

Chudn bj dung dich lidu doripenem 250 mg sir dyng lg 500 mg

- Thém 10 ml nwéc cit pha tiém hogic 0,9% natri clorid pha tiém (nuéc mudi sinh 1¥) vao
lo thuéc 500 mg va lic nhe nhang dé tao thanh hén djch.

- Kiém tra hdn dich bing mit xem co thdy v4t la trong d6 khong. Ghi chi: khong dugc
truyén tryc tiép hdn dich vira pha.

- Ding bom va kim tiém 14y hdn dich, dua né viao mét cai tii truyén chira 100 ml nuée
mubi sinh 1§ hoc dung dich dextrose 5%; léc nhe cho téi khi trong sudt.

- Rat 55 mL dung dich ra khéi tai va bo di. Truyén tit ci hrong dich con lai trong tii aé
cung cép liéu doripenem 250 mg.

Dich truyén doripenem & dang dung dich trong subt, tir khong mau cho t6i vang nhat. Sy
khac biét vé mau sic trong gidi han ndy khong anh hudng t6i hoat luc cua thude.
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5. CHONG CHI PINH

DORIPURE 500 chéng chi dinh & nhitng bénh nhin dugc biét qua mén trdm trong voi
doripenem hoic céc thude khac cting nhém hofic nhitng bénh nhan c6 sbc phan vé véi khang
sinh nhém P — lactam.

6. CANH BAO VA THAN TRONG KHI DUNG THUOC

Luu y chung

Khi sit dung doripenem dé diéu tri cho bénh nhén nén xem xét sur pht hop trong vigc sir dung
khéng sinh carbapenem duya trén céc yéu té nhu mirc d6 nhiém khuén, tinh trang khéng thudc
d6i véi céc loai khang sinh khac va nguy co khang carbapenem.

Phan img qua min

Phén ting qué min nghiém trong va doi khi c6 thé gy tir vong (sbc phan v§) da dugc bao
c4o & bénh nhan ding khéng sinh f - lactam (xem chéng chi dinh). Nhitng phan tmg nay dé
xdy ra hon ¢ nhitng b¢nh nhén co tién sir nhay cam véi cdc dj nguyén khac nhau.Trude khi
didu trj bing DORIPURE 500, cin hét strc thin trong @& x4c dinh rd xem bénh nhén da timg
¢6 phan (g qua mén véi céc thude carbapenem khac, cephalosporin, penicilin hojc cic dj
nguyén khac bao gid chua. Néu dung thudc nay cho bénh nhén dj tng véi penicilin hofc céc
khang sinh p - lactam khdc, cin thin trong vi man cam chéo gilta cic khang sinh B - lactam
@4 dwgc ghi nhdn. Néu xay ra phan tng dj ing véi DORIPURE 500, nging ding thuée. Néu
xdy ra phan g qui min cp tinh nghiém trong (sbc phan vé) cén diéu tri cap ctru kip thoi.
Co gidt: D3 c6 truong hop co gidt trong qué trinh diéu tri bing carbapenem dwoc béo co.
Co giat thé hién trong cac thir nghiém 1im sang véi doripenem thudng xdy ra ¢ nhitng truong
hop ¢o tién sit rdi loan hé thin kinh trung wong (CNS) (nhu dgt quy hodic di tirng bi co gidt),
hodic & nhitng trudng hop chirc ning than bi suy giam hojc truong hop sir dung céc lidu 16n
hon 500 mg.

Viém dai trang gid mac: Viém dai trang gia mac do C. difficile da dugc béo céo voi héu hét
cée thude khéng khuén cé thé dao dong tr nhe dén de doa tinh mang. Vi thé, diéu quan trong
14 phai nghi dén chin doén ndy & nhitng bénh nhn c6 ding DORIPURE 500 va b tiéu chay.
Phit trién qué mirc cdc vi khuiin khéng nhay cam: Sit dung DORIPURE 500 trong nhiing
treomg hgp khong cé béng chimg chic chén 14 nhiém vi khuén hogic dé dy phong s& khong
mang lai lgi ich cho bénh nhan, ddng thdi 1am ting nguy co phat trién vi khuén khang thude.
Twong téc thude véi acid valproic: Doripenem 1am giam néng 46 valproic acid trong huyét
thanh duéi mirc didu trj & ngudi tinh nguyén khoe manh. Cén theo ddi liéu diéu tri & nhitng
bénh nhan diéu trj valproic acid va nén cin nhic sir dung | phéc dd diéu tri khéc (xem tuong
téc thudc).

Viém phdi khi sit dung dwdmg hit: Khi sir dung theo dudmg hit v6i myc dich nghién ci,
da xdy ra viém phi. Khong sir dung doripenem béng dudmg ding ndy.

7. SUDUNG THUOC CHO PHU NU' CO THAI VA CHO CON BU

Phu nir c6 thai

Chua du dit liéu 14m sang lién quan dén viéc sit dung doripenem & phy nif c6 thai. Cac
nghién ciru & dong vat khong di dé khing dinh inh hudng ciia thudc t6i con ngudi trong
qué trinh mang thai, qué trinh sinh nd, sy phat trién ciia thai nhi va sy phét trién cua tré sau
sinh. Nguy co ctia thubc d6i v&i phy nit c6 thai chua dwoc xac dinh. Do vy, khéng st dung
DORIPURE 500 & phy nit mang thai trix khi thyc syt cn thiét.
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Phu nir cho con bt
Khong 15 doripenem c6 bai tiét vio sita me hay khong. Cén cén nhic loi ich clia vigc ding
thudc véi nhitng riti ro tiém 4n cho tré nho.

8. ANH HUONG CUA THUOC LEN KHA NANG LAI XE, VAN HANH MAY MOC
Téc dung khéng mong muén hay gip 12 dau diu dd dugc béo céo khi sir dung doripenem do
vay can han ché viéc 14i xe va vén hanh may méc trong thoi gian sir dung thudc.

9. TUONG TAC, TUONG KY CUA THUOC

Probenecid: Probenecid canh tranh véi doripenem trong thai trir tich cge qua 6ng than va do
viy 1am gidm d6 thanh thai ciia doripenem. Khong ding ddng thoi véi doripenem.

Acid valproic: Doripenem lam giam ndng 6 acid valproic trong huyét thanh duéi mire diéu
trj @ ngudi tinh nguyén khoe manh. Do d6 ndng d6 acid valproic trong mau cén duge theo
doi khi doripenem dugc dung ddng thdi véi acid valproic hogic valproat natri va can nhéc sir
dung c4c phac dd diéu tri khac.

10. TAC DUNG KHONG MONG MUON CUA THUOC

Chc the dung phu dudi day dugc phan loai theo thn suét: rit thuong gip (= 1/10), thudng gip
( 1/100, <1/10), it gip (= 1/1000, <1/100), hiém gip (= 1/10000, < 1/1000), rét hiém gip (<
1/10000), khéng xéc dinh (chua thé khing dinh tir di¥ liu c6 sin).

% x . ip: nhi didi iéng, nhié
i g & il i i Thuong gip: nhiém Candidia migng, nhiem

trung vulvomycotic
E T . . " A X . b A

M vi hé bach huyét It gip: giam tiéu cau, giam bach cau trung
tinh
ft gip: cic phan Gng qud mén

R 6- - R . . . .

tlogn b et dich Chura xéc dinh: séc phan vé.

Réi loan hé thin kinh Rit ~ hay  gip:  dau  dAn.
It gép: co giat.

Réi loan mach méu Thudng gip: Viém tinh mach.

Thuong gip: buon ndm, ti€u chay.

A ]
ROi loan da day — rugt it gap: viém dai tring do C. difficile

Réi loan gan — mat Thudng gip: ting men gan.
Thuong gip: ngira, nbi ban.
Réi loan da va md dudi da Chwra xac dinh: hoai tir da nhiém ddc, héi

chirng Stevens-Johnson

11. QUA LIEU VA CACH XU TRIi

Chua cb trudng hop qué lidu ndo duge béo céo. Khi bi qué liéu, cin nging ding doripenem
v didu tr hd trg téng quat cho téi khi thai trd qua thén dwgc dam bdo.
Doripenem c6 thé dugc thai trix khi loc mau; tuy nhién, chua c6 thong tin vé str dung loc méu
dé didu trj qua liéu. ’

12. PAC TINH DUQC LUC HQC
- Nhém dwgc ly: Khang sinh nhém carbapenem
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- MaiATC: JO1IDHO4
Doripenem 1a mgt carbapenem phd rong, c6 hoat tinh diét khudn véi céc vi khuén hiéu khi
va ky khi gram duong, gram 4m va vi khuén yém khi in vitro. N6i chung, thubc tac dung
trén P.aeruginosa manh gip 2 dén 4 14n imipenem hay mcmpcnem (xem phan vi sinh vét).
Co ché tic dung:
Donpene:m 12 mét khang sinh B - lactam nhém carbapenem. Doripcnem co tac dung diét
khudn th(’mg qua fic ché véach t& bao vi khuin. Doripenem bat hoat nhidu protein gﬁn
penicilin thiét yéu (PBPs) dan téi (e ché vach té bao va lam chét té bao Doripenem bén
vitng véi sy thiy phan béi hiu hét cic men P - lactamase, bao gdm penicilinase va
cephalosporinase sinh ra boi céc vi khudn gram 4m va gram duong, ngoai tri f - lactamase
thiy phdn carbapenem rit hiém gip. In vitrosy chon lgc céc ching Pseudomonas
aemgmasa khéng thudc & ndng d6 gip 4 lan MIC (nong dd trc ché tdi thidu) xay ra véi thn
sudt < 2x10° déi vai 7 trong sé 8 ching cb tiép xic véi doripenem, thdp hon so véi
ertapenem, imipenem, meropenem, carbenicilin, ceftazidime, ciprofloxacin, va tubramycm
Mic dit khéng chéo c6 thé xay ra, mot s6 chung khang voi cac carbapenem khac vin c6 thé
nhay cdm vdi dorlpencm
Thir nghiém hiép ddng in vitro v&i doripenem cho thiy doripenem it c6 téc dl,mg d6i khang
hodic bi ddi khang bdi cic khang sinh khéc. Téc dung cong hay higp dbng yéu véi amikacin
va levofloxacin dwoc thiy trén P.aeruginosa va véi daptomycin, linezolid, levofloxacin va
vancomycin trén vi khuin gram duong.
Téac dung dwge Ire:
Twong ty nhr cac khang sinh nhom B - lactam khéc, khoang thdi gian nbng do doripenem
trong huyét tuong dat trén MIC (T > MIC) d8i véi vi khudn giy bénh ti 1¢ thuin véi higu qua
cia thuée trong cc nghién ctru duge dong hoc/duge lyc hoc tién 14m sang. Kéo dai thoi gian
truyén thudc t6i 4 gidr s& lam ting t6i da T > MIC ciia liu ding thube.
Vi sinh vét: Doripenem c6 hoat tinh d6i véi héu hét céc ching clia céc vi sinh vt dudi ddy,
cé in vitro va v&i nhiém khudn trén 1dm sang (xem chi dinh).

Vi khuén hiéu khi Gram dwong: Enterococcus faecalis, Streptococcus pneumoniae,

Streptococcus intermedius, Streptococcus constellatus, S:aphya‘acoccm aureus (ching nhay
cam véi methicilin).

Vi khudn hiéu khi Gram dm: Acinetobacter baumannii, Enterobacter cloacae, Escherichia

coli (k¢ ca nhitng ching khéng levofloxacin), Klebsiella pneumoniae, Haemophilus
influenzae, Proteus mirabilis, Pseudomonas aeruginosa.

Vi khudn yém khi. Bacteroides fragilis, Bacteroides thetaiotaomicron, Bacteroides caccae,

Bacteroides uniformis, Bacteroides vulgatus, Peptostreptococcus micros.

Céc vi khuén khdc:

ft nhét khoang 90% céc ching vi khudn sau ddy c6 MIC in vitro nhé hon hodc bing gidi han

nhay cam v&i doripenem. Tuy nhién, hiu qua cta doripenem trong didu tri nhi®m khuén lam

sang gdy ra boi cic vi khudn ndy chua duge xéc dinh.

+ Vi khudn hiéu khi Gram duong: Staphylococcaus epidermidis (chi cdc chung nhay cam
v6i methicilin), Staphylococcus haemolyticus (chi cac chiung nhay cidm véi methicilin),
Staphylococcus saprophyticus, Streptococcus agalactiae (ké ca cac ching khang
macrolide), Streptococcus pneumoniae (cac chung khéng penicilin hodc khang
ceftriaxon), Streptococcus pyogenes, Viridans nhom streptococci (céc ching khang va
trung gia’h voi penicilin)
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> -

Ghi chi: Staphylococci khang methicilin/oxacilin can dugc coi 1a khéng véi doripenem. -

+ Vi khudn hidu khi Gram am: Acinetobacter calcoaceticus, Aeromonas hydrophila,
Citrobacter diversus, Citrobacter freundii (ké ca ching khéng nhay ceftazidime),
Enterobacter aerogenes, Enterobacter cloacae (ching khéng nhay ceftazidime),
Escherichia coli (ching sinh ESBL), Haemophilus influenzae (chung sinh [} - lactamase
hodc chc ching khang ampicilin, cic chung khong sinh f - lactamase [BLNAR]),
Klebsiella pneumoniae (ching sinh ESBL), Klebsiella oxytoca, Morganella morganii,
Proteus mirabilis (chung sinh ESBL), Proteus vulgaris, Providencia retigeri,
Providencia stuartii, Pseudomonas aeruginosa (ching khang ceftazidime), Salmonella
species, Serratia marcescens (ké ca chiing khong nhay ceftazidime), Shigella species.
Vi khudn yém Kkhi: Bacteroides ovatus, Bilophila wadsworthia, Clostridium spp.,
Peptostreptococcus magnus, Porphyromonas spp., Prevotella spp., Suterella
wadsworthia.

Nguwimg ndng @9 tre ché tbi thiéu

Ngudng ndng dd e ché tbi thidu (MIC) thiét 1ap bdi Uy ban ciia Chdu Au vé thir nghiém @6

nhay cdm ctia khang sinh (EUCAST) nhu sau:

Ngudng nong d¢ tre ché t6i thidu thiét 1ap boi Uy ban ciia Chdu Au vé thir nghi¢m

dd nhay cam ctia khang sinh (EUCAST)

Ngudng khéng lién quan dén loai S <1 mg/L viaR>4 mg/L

Staphylococci Suy tir ngudng ciia methicillin
Enterobacteriaceae S<1mg/LvaR>4mgL

Acinetobacter spp. S<1mg/LvaR>4mglL

Pseudomonas spp. S<1mg/LvaR>4mglL

Streptococcus spp. S<1mg/LvaR>4mg/L :
khong phai S. pneumonia W
S. pneumonia S<1mgLvaR>4mgL \
Enterococei “muc tiéu khong pht hop”

Haemophilus spp. ' S<1mgLvaR>1mgL

N.gonorrhoeae IE (dir ligu khéng du)

Anaerobes S<Img/LvaR>1mglL

TAn suét khang thubc méc phai khéc nhau & ting ving dja 1y va thoi gian ldy mau, cin c6
thong tin vé su khing thudc & tirng dia phuong, dic biét 1a khi didu tri nhi®m khuén nang.
Cén thiét phai tham khdo ¥ kién chuyén gia khi sy khéng thudc tai dja phuong khién cho
nghi ng& hiéu qué ciia vige sir dung thudc ddi véi mdt sb chiing vi khudn.

13. PAC TINH DUQC DONG HQC -

Néng a9 trong huyét twong: Néng do trung binh trong huyét trong (ug/ml) clia doripenem
sau khi truyén tinh mach 1 lidu duy nhét 500 mg trong 1 gi¢r hoic trong 4 gid va | g trong 4
gi¢ dugc trinh bay trong bang.

Néng @3 trung binh ciia doripenem trong huyét twong (ug/ml)sau khi ding liéu don
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Thoi gian tinh tir e
it ddu truyén (gid) .
Lidu & 0,5 1 2 % |3 4 6 T 8 9
thoi gian truyén
500 mg truyén trong 1 gi®y 202 (209 |613 |269 |141 |045 |- 0,13 | -
500 mg truyén trong 4 gidr 401 |570 |726 |812 |85 |143 [078 |- 0,28
| g truyén trong 4 gid 78 |11,6 |151 |169 |183 |298 |[1,66 |-- 0,55

Duge dong hoc ctia doripenem (ndng d6 t6i da Crax va dién tich dudi dudng cong dudi ndng
@5 AUC) tuyén tinh trong khoang liéu 500 mg dén 1 g khi truyén tinh mach trong khoang 1
ho#ic 4 gi¢r. Khong c6 sy tich lily doripenem sau khi truyén tinh mach l3p lai véi liéu 500 mg
hogc 1 g mdi 8 gids trong 7 téi 10 ngay ¢ bénh nhén c¢6 chirc ning thin binh thudng.

Phéin bo: Trung binh khoang 8,1% donpcnem gin véi protein huyet tuong va ti 1§ ndy
khong phu thudc nong do thube trong huyét tuong. Thé tich phan b6 & trang thdi bdo hoa
khoang 16,8 L, gin bing thé tich dich ngoai bao & ngudi (18,2 L). Dunpenem thdm tot vio
mot s6 dich va md co thé nhu mé tir cung, dxch sau mé.ng bung, md tién liét tuyén, mé thi
mét va nude tiéu, dat ndng dd cao hon nong do can thiét @& (e ché hiu hét cac vi khuén.
Chuyén héa: Doripenem dugc chuyén hoa chii yéu nhd dehydropeptidase - I tao thanh chit
chuyén hoa mé& vong khéng c6 hoat tinh trén vi sinh vat. Khéng phat hién duge chuyén hoa e

cta doripenem in vitro, théng qua CYP450 hoic céc cdch khéc, co hodc khong co NADPH. -t
Thdi trir: Doripenem thai trix chu yéu du6i dang khong dbi qua thin. Théi gian ban thai cudi W
cling trung binh trén ngudi trrdng thanh khoe manh ciia doripenem khoang 1 gi va dj thanh ) ;:
thai huyét twong khoang 15,9 L/gié. D§ thanh thai qua than trung binh khodng 10,3 L/gio. 50l
Gia trj ndy phan anh mirc d9 thai trir ciia doripenem va bi g1ém dang ké khi ding d&ng thoi -

véi probenecid, cho thiy doripenem thai trix théng qua ¢ loc cu than va bai tiét & 6ng than. -
O ngudi trudng thanh khoé manh, dﬁng lidu duy nhit 500 mg doripenem, 71% va 15% liéu

ding dugc tim thiy trong nuéc tidu 13n lugt dudi dang khong dbi va chéit chuyén hod md
vong. Sau khi ding liéu duy nhéat 500 mg doripenem dugc danh dau phéng xa cho ngudi
trudng thanh khoé manh, c6 it hon 1% téng lugng c6 hoat tinh phong xa dugce tim thiy trong
phan.

Céc dbi twong dic biét

Bénh nhdn suy thdn: Sau khi diung lidu don 500 mg doripenem, dign tich dudng cong dudi
ndng &6 AUC tiing 1an lugt 1,6; 2,8 va 5,1 l4n trén cic d6i tugng suy than nhe (CrCl 51 - 79
ml/phtit), trung binh (CrCl 31 - 50 ml/pht), va ning (CrCl < 30 ml/phit), so sinh véi nhom
ngudi khoé manh ciing lira tudi cé chirc ning thin binh thudng (CrCl = 80 ml/phut). M6
phong duge dong hoc da duqc tién hanh trén cc bénh nhin c6 sy suy glém chirc ndng thén
khéc nhau dé x4c dinh mic liéu c6 thé dat duqc tilé % T > MIC cin thiét va AUC tuong tu
nhu & ngudi cb chirc ning thdn binh thudng. Cén diéu chinh lidu & bénh nhan suy thin vira
vé ning (xem lidu lugng va cach ding cia bénh nhén suy than)

Bénh nhdn suy gan: Dugc dong hoc clia doripenem & bénh nhén suy gan chua dugc xéc
dinh. Vi doripenem khéng chuyén héa & gan, duge dong hoc ciia doripenem duge cho la
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khéng bi anh hudng ¢ bénh nhin suy gan. (xem lidu Iugng va céch ding & b@nh nhén suy
gan). |

Bénh nhén cao tuéi: Anh hudng cia tudi tic déi véi duge déng hoc cta doripenem di duge
dénh gié trén céc dbi tuqng khoe manh & ci nam va nit, tudi > 66. AUC cuia doripenem téng
49% trén ngum cao tudi khi so sénh v&i ngudi tré.Sy thay dbi nay duqc glal thich chu yeu
béi sy thay dbi s thanh thi creatinin lién quan dén tudi tdc. Khéng can diéu chinh lidu &
bénh nhan cao tudi c6 chirc ning thin binh thuong (& hra tudi cuia ho).

Gidi tinh: Anh hudng cta gi6i tinh dén dugc dong hoc cua doripenem dd dugc danh gia trén
ngudi khoe manh, ca nam va nit. AUC cia doripenem ¢ nit cao hon 13% so véi nam, Khong
cén diéu chinh liéu dwa vao gidi tinh.

Chiing tjc: Anh hudng cia ching tdc dén dm;yc dong hoc ciia doripenem dugc kiém dmh
théng qua phén tich dugc dong hoc cua cac déi tuong. Khong cé su khac bigt déng ké vé dq
thanh thai trung binh ciia doripenem gitta cac nhom ching tdc khac nhau, vi vy khong cin
diéu chinh liéu theo chung tc.

T‘wo‘ng tée thude: Probenecid canh tranh véi doripenem trong thai trir tich cyc ¢ dng than, vi
thé lam giam do thanh thai qua thdn cta doripenem. Probenecid ting AUC cua doripenem
khodng 75% va thoi gian ban huy huyét twong khoang 53%.

Céc nghién ciru in vitro trén té bao gan va microsomes gan ngudi cho thdy doripenem khéng
{tc ché céc isoenzyme chit yeu clia cytochrom P450. Vi viy, donpenem s khong irc ché sy
chuyén héa ciia céc chét chuyén héa theo dwong nay dé c6 thé gy anh hudng trén ldm sing.
doripenem ciing khong gdy cdm mg enzym gan duva trén cdc nghién clu in wtru trén té bao
gan nguén nudi cdy. Theo ddi st dung ddng thoi donpenem va valproic acid, ndng d¢ trong
huyct thanh ctia valproic acid gidm nhanh chong (ndng d6 dudi dudng cong giam dén 63%.
Bleu ndy cling phi hgp vdi céc béo céo ciia cac truong hqp khi diing carbapenems khac, noi
nong d¢ valproic acid trong huyét thanh giam khi ding ddng thoi véi carbapenem. Sy tirong
tic nay din dén 1am gidm dudi mic didu trj cua acid valproic & nguoi tinh nguyén khoe
manh, Dugc ddng hoc clia doripenem khong bi anh huéng khi dung dong thoi véi acid
valproic (xem tuong tac thudc).

14. QUY CACH PONG GOI
Hop 119

15. PIEU KIEN BAO QUAN, HAN DUNG VA TIEU CHUAN CHAT LUQNG CUA
THUOC

Piéu kién bio quin

Bio quin & nhiét do dwdi 30°C.

Hén dich & dwgc hoan nguyén

Sau khi d& hoan nguyén voi nude cht pha tiém hodc dung dich natri clorid 0,9% pha tiém,

hn dich dorlpencm trong 6ng thude cb thé gitt du'o'c trong 1 gir & diéu kién dudi 25°C trube

khi chuyen sang v pha loéing trong thi dich tmycn

Truyen tinh mach

Cin tudn thu k¥ thuft vo tmng trong qua trinh chuin bi dung dich truyen tinh mach.

Sau khi pha lodng véi nude mudi sinh 1y hodic dung d;ch dextrose 5%, dich truyén doripenem

bio quan & nhiét 6 dudi 25°C hodc trong ti lanh can dugc sir dung trong thoi gian qui dinh

nhu trong bang dudi déy.
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Bing: Bo quin dung dich truyén pha trong nwéc mudi sinh Iy hojic dung djch dextrose 5%

Thoi gian 6n dinh (gid)

Dung mo6i Nhié¢t @3 phong 2 - 8°C (ti lanh)
(dudi 25°C)

Nuée muoéi sinh 1y 12 "1 T72¢

Dung dich dextrose 4 24%

5%"

* Ngay sau khi ldy ra khoi tii lanh, dich truyén phai duge ding trong thoi gian thudc dat dwoc dg on dink ¢
nhiét 43 phong, véi diéu kién téng thoi gian dé trong tii lanh, thoi gian dé thudc tra lai nhi¢t d§ phong v thoi
gian truyén thude khéng viegt qud thoi gian dat dj on dinh trong ti lanh.

+ Khéng truyén thudc pha ché véi dung dich dextrose 5% kéo ddi trong thoi gian hon 1 gic.

Han diung ,

24 théng ké tir ngdy san xuét. Khéng ding thudc qué han sir dung.
Tiéu chufin chit lwgng

Nha san xut.

16. TEN, PIA CHi CUA CO SO SAN XUAT THUOC

Co s san xuét: Eugia Pharma Specialities Limited

Pja chi: Unit 2, A -1128, RIICO Industrial Area, Phase III, Bhiwadi-301019, District.
Alawar, Rajasthan, India (An D9).




