QUA LIEU PROPOXYPHENE

BS CKII NGO DUNG CUONG
KHOA CAP CUU TONG HOP
I. PAI CUONG
GHs CH;
CH;CH;—C—O—C—CH»~CH—N
It | “CH
o 3
Propoxyphene

* Propoxyphene duogc str dung rong rdi dé giam dau, mic du tic dung nay chua duoc chimg
minh 14 hiéu qua hon Salicylate, Acetaminophene va Codeine. Thubc thuong duoc phdi hop véi
Salicylate, acetaminophene. Sir dung nhu 1a thudc dé cai nghién. (giéng Methadone).

e Darvocet-N: Propoxyphene napsylate + Acetaminophene. Mdi vién chira:

+ Darvocet-N50: 50mg (88,4umol) Propoxyphene napsylate va 325mg (2,150 pmol)
Acetaminophene.

+ Darvocet-N100: 100mg (176,8umol) Propoxyphene napsylate va 650mg (4,300 pmol)
Acetaminophene.

eDarvon with APAP (Dextropropoxyphene + paracetamol), Darvon with ASA
(Dextropropoxyphene + Aspirin).

e DI-ANTAVIC hodc TATAPROVON: Dextropropoxyphene + Paracetamol.

* Thugc nhém thudc phién tong hop nén c6 thé gy nghién va biéu hién gidng nhu ngd doc
thubc phién; ngoai ra con gy réi loan dan truyén trong tim va co giat. Ca hai Propoxyphene va
Norpropoxyphene (chit chuyén héa hoat dong cta Propoxyphene) ¢é tdc dung giong Quinidine
( gy bléc kénh Natri => bldc nhanh, kéo dai QRS, nhip cham, ngoai tim thu that nhip di, thay
d6i ST- T khong dic hiéu). Nguyén nhan co git chua rd.

* Ngo doc chii yéu qua dudng udng va biéu hién ngd doc chi yéu la trén than Kinh trung wong
(co giat, hon mé; suy ho hip) va trén tim mach (rbi loan din truyén trong tim va tut HA).

* Piéu tri: bao dam thong khi, Naloxone va Natribicarbonate.



IL. POC PONG HQC VA CO CHE GAY NGO PQC
2.1. Dgc dpng hoc (Toxicokinetics):

- Propoxyphene hip thu nhanh qua duong tiéu hoa: phat hién trong mau trong vong 5 phut va
nong do dinh trong vong 1 -2 gid sau liéu diéu tri.

- Propoxyphene dugc chuyén hoa bude dau ¢ gan thanh Norpropoxyphene (90%). Propoxyphene
va Norpropoxyphene phan phdi rong khip co thé. Nong do trong mé gap 10 -40 lan trong mau.
Nong do dinh trong huyét twong ctia Propoxyphene va Norpropoxyphene trong vong 1- 2 gid va
2 — 4 gio (theo thu tu).

- Propoxyphene va Norpropoxyphene gan véi protein cao (80%). Thé tich phan phdi (Vd) 1a 10
— 26 Lit/Kg. Norpropoxyphene la chit chuyén héa hoat dong, nong do trong huyét thanh cao hon
Propoxyphene 14 do chuyén hoa chdm hon. Norpropoxyphene dugc chuyén hoa tiép tai gan
thanh nhimg chat chuyén hoa bat hoat: p- hydroxypropoxyphene, Norpropoxyphene carbinol, p-
hydroxynorpropoxyphene,dinorpropoxyphene, cyclic dinorpropoxyphene, va dinorpropoxyphene
carbinol.

- Propoxyphene va nhimg chit chuyén hoa cta n6 dao thii qua nudc tiéu, va < 10% dudi dang
nguyén ven. Thoi gian ban huy dao thdi ctia Propoxyphene thay doi tir 6— 12 gid va véi
Norpropoxyphene 13 30— 36 gio. Thoi gian kéo dai hon khi qua liéu, dung liéu lip lai, va choang.

2.2. Co ché giy ngé djc. (Mechanism of toxicity)

* Propoxyphene 1a chit déng van thu thé p (u receptors) nén co tac dung trén than kinh trung
wong va tc ché ho hap khi qua lidu. Co ché gy co giat chua 3.

* Gidng nhu thudc chéng loan nhip typ IA (Quinidine, Procainamide, Disopyramide), ciing nhu
gidng thudc chdng tram cam 3 vong, ca hai Propoxyphene va Norpropoxyphene giy bléc manh
kénh Natri din dén QRS rong, rdi loan nhip, trc ché tim va tut HA.

* Liéu doc: 10mg/kg; lidu > 20mg/kg gy tir vong.

* Propoxyphene khong sir dung trén bénh nhan suy gan nang va suy than (GFR < 10mL/phut).
Khong can diéu chinh liéu khi thim tach mau (hemodialysis). Khoang cach giita cac liéu ting 1én
khi str dung cho ngudi 16n tudi.

* Trén phu nit ¢6 thai va cho con bu:

FDA phan loai C hoac D néu st dung kéo dai. Hoi chung cai nghién gap ¢ tré so sinh néu me
sir dung kéo dai trudc sanh. S6 it Propoxyphene bai tiét qua sita me, nén an toan khi cho con bi.



I11. BIEU HIEN LAM SANG

* Ngo doc thuong qua dudng udng do ubng nham hoidc voi ¥ dinh ty tir. Chii ¥ Propoxyphene
thudng phdi hop véi Salicylate va Acetaminophene nén c6 biéu hién nhiing ngd doc nhiing chat
nay.

* Ngb doc cap: biéu hién chu yéu trén hai hé théng than kinh trung wong va tim mach. Biéu hién
cap tinh thuong xay ra sau uéng 15 phat — 1 gio: budn nén, ndn, co dong tir lic dau sau d6 dan
néu tinh trang giam oxy mau ning 1én, 14 1n, hon mé, co giat, réi loan dan truyén, tut HA, phu
phdi va ngimg tim.

* Ngo doc man: dung nap va 1& thudc thude khi str dung kéo dai. Khi ngimg dot ngdt co thé gay
hoi chimg cai nghién. Do d6 can giam liéu khi st dung.

* Pinh lugng ndng do Propoxyphene trong huyét twong khong co hitu ich trén 1am sang. Phuong
phap phéan tich dinh luong bang sic ky long (liquid chromatography), do phd khdi (mass
spectrometry), va sic ky hoi (gas chromatograpy).

* Khi mau dong mach: thuong biéu hién toan hdn hop: toan chuyén hoa do co giat va tut HA giy
tang lactate; toan hd hap do &rc ché ho hap.

IV. PIEU TRI

* Trude tién, can thong dudng thd va bao dam thong khi day du. Thong khi co hoc khi c6 phu
phéi. Tut HA duoc xir tri ban dau bang dich truyén, can theo ddi sat dé phong nguy co phu phdi.
Bénh nhén can theo ddi tim mach bﬁng monitor lién tuc va kiém tra than kinh. Loai trir chat doc
chi xem xét khi cac phuong phap ho tro ban dau va kiém soat duong thd bao dam. Cho than hoat
lg/kg.

* Sir dung Naloxone: Naloxone c6 hiéu qua trén than kinh trung wong va tc ché ho hap.
Naloxone lam giam tién trién ctia co giat sau qua liéu. Liéu 0,4 — 2mg IV v&i khoang cach 3 -5
phut. Thoi gian tac dung ngan hon nén c6 thé duy tri dudng truyén IV: 0,4 -0,8 mg/gid hoic
bang 2/3 liéu Naloxone hiéu qua ban dau (pha trong NaCl 0,9% hodc Dextrose 5%). Néu dén
lidu 10mg ma khong cai thién ho hip can xem xét lai chan doan qué liéu Propoxyphene.

Naloxone khdong cé tic dung trén tic dung bldc kénh Natri.

* Piéu tri tic dung bldc kénh Natri bang Natribicarbonate giéng nhu trong diéu tri qua lidu thube
chéng trdim cam ba vong. Cho Bicarbonate bang tiém ngit quang hodc truyén IV.
Natribicarbonate lam ting khuynh d6 ndng do giita ngoai té bao va trong té bao => ting dong
Natri vao bén trong té bao qua kénh Natri bj bléc mot phan.

Chi dinh truyén Bicarbonate:

(1) Phure bd QRS rong > 100ms.(Sau khi cho QRS hep lai ngay).



(2) Tut HA kéo dai mic du da truyén dich.
(3) Réi loan nhip.

Liéu din: 1-2 mEg/L IV, khi cho nén theo ddi ECG trén Monitor: thuong QRS s& hep lai, giam
bién do song R trong dao trinh aVR. Khi QRS hep, truyén lién tuc Natribicarbonate: pha
132mEq Natribicarbonate trong 1 Lit Glucose 5% PIV 250mL/ gio.

Khi truyén Bicarbonate can theo ddi sat thing bang dich, pH mau (giit pH = 7,50 — 7,55) va
dién giai (chu ¥ ha Kali mau). Khi cho Bicarbonate can bao dam thong khi day du.

* Lidocain (type IB) ¢ thé sir dung khi ¢ réi loan nhip that. Tranh sir dung thudc chdng loan
nhip type IA (Quinidine, Procainamide, Disopyramide) va IC (Flecainide, Encainide,
Propafenone).

* Chii y diéu tri nhimg thudc két hop voi Propoxyphene trong thanh phan nhu: Acetaminophene,
Salicylate). (Xem thém phan ngd doc Acetaminophene va Salicylate).

* Loc méau khong c6 vai tro.
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