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ADR THUOC KHANG SINH



PHAN 1

Khéng sinh nhém Beta lactam

ADR dang so nhat: Sé¢ phan vé

v Cuc hiém, nhung c6 thé tir vong

v' Phan tng qua man tac thi qua trung gian Ig-E
v’ Biéu hién: séc (tay chan lanh, huyét &p thap, vat va, bac ric), kho the thanh

quan, kho khe va tim tai
v' Khong c6 phuong tién tin cay tuyét dbi dé du doan

Di trng chéo gitta Penicilline va Cephalosporin:

Di trng khong lién quan vong Beta lactam, di ung lién quan mach nhanh

= Khong phai di ung 1 thudc trong nhdm la c6 kha nang di ung vai tat

ca thudc con lai

Penicillin and Corresponding Cephalosporins with Similar Side-Chains

PENCILLIN

Amoxicillin

Ampicillin

Penicillin G

CEPHALOSPORIN

Cefaclor (274 generation)
Cefadroxil (15t generation)
Cefatrizine (1%t generation)
Cefprozil (2" generation)
Cephalexin (1%t generation)
Cephradine (1%t generation)

Cefaclor (2"d generation)
Cefadroxil (15t generation)
Cefatrizine (1%t generation)
Cefprozil (27 generation)
Cephalexin (1%t generation)
Cephradine (1%t generation)

Cefoxitin (2" generation)
Cephalothin (1s* generation)




Phan 2
Khéang sinh nhém Macrolides
CA4c tac dung khéng mong muén cia nhém:
Kich trng da day:

v" Non mua
v Pau bung
v" Tiéu chay

Viém gan & mat
Kéo dai song QT

So sanh duoc dong hoc khang sinh macrolide

Erythromycin 14-Hydroxy-
Parameter base Azithromycin Clarithromycin clarithromycein Telithromycein
Bioavailability 25 37 55 35 57
Chax (mg/L) 0.3-0.9 0.4 2.1-2.4 0.6 1.9-2
tmax (h) 34 2 2 2-3 1
t1 (h) 2-3 40-68 3-5 4-7 7.16-13
AUC (mg/L x h) & 34 19 5.7 7.9-8.25

Abbreviations: AUC, area under plasma concentration time curve; Cg.,, peak serum
concentration; tp,,, time to peak serum concentration; t,, serum half-life.

? Mean values after a single 500-mg oral dose (800-mg dose for telithromycin).

Adapted from Zhanel GG, Dueck M, Hoban DJ, et al: Review of macrolides and ketolides:
focus on respiratory tract infections. Drugs 2001;61:443-98; with permission.

Co kéo dai song QT cua cac KS macrolide

Macrolide Reports*.N[%)]
Erythromycin 82 [53%)]
Clarithromycin 56[36%)]
Azithromycin 18 [11%)]
Dirithromycin 0




Tur cac dit liéu nghién ctru da trung tam “Claricor trial” trong 10 nam
Khuyén cao FDA

Than trong khi ké don khang sinh CLARITHROMY CIN cho bénh nhan bi bénh
mach vanh do ting nguy co bénh tim tham chi de doa tinh mang & nhimg d6i tuong
nay.

Trir azithromycin céc thubc khac trong nhém macrolic tc ché CYP 450 3A4 ngin
chuyén hda dan téi tang tac dung phu khi ding chung véi:

Thudc nhom statin (atorvastatin, simvastatin): tiéu co van

Theophyllin: taing nhip tim, co giat



Phan3
Khéng sinh nhém Quinolones

Phan loai hoat tinh khang khuan ciia nhdm Fluoroquinolones

Pho khing Khudn So sanh phd khing
Khuin

Thé  Acid nalidixic Djc bit nhay cam voi vk dudmg tiét ni¢u (Enterobacter) Gram (-).nhung khong
k1  Cinoxacin Khdng ¢6 tic dung trén Pseudomonas ¢0 tic dung vai
Pseudomonas
Thé  Norfloxacin Pho rong Grami-)ké cit Pseudomonas seruginosa Gram (-).ké ci
hé¢ Il Ofloxacin Tée dung mot s6 vk Gram(+),bao gbm Staphyllococcus Pseudomonas
Ciprofloxacin aureus,trir Streplococcus pneumoniae Mt sb Gram (+) nhu
Vk khong dién hinh: Mycoplasma Chlamydia S.aureus
Mot 86 vi khudn khong
dién hinh
Thé  Levofloxacin Pho rong Gramd-) ké ci Pseudomonas aeruginosa Tuong ty thé hé 2
he Il sparfloxacin Pho md rong trén vk Gram(+).ké ca Steptococcus pneumonia vi  thimg ma rong thém
Moxifloxacin i vk khing penicillin phd ddi voi Gram ()
Phd md rdng trén vk khong dién hinh m"""“"“"““"
Thé  Trovafloxacin Pho rong Gram (-).ké ci Paeruginosa Tuong e thé hé 3
h¢ IV Alatrovafloxacin Marh i vin Gram(+).djc bigt1a S.pneumonia nhumg maé rong them vé
Pho md rdng vi cde vk ki khi va cée vk khdng dién hinh vi khudn ki khi

CA4c tac dung khéng mong muén cia nhém:

v" Tim mach

v Da: nhay cam anh sang
v Co xuong khép

v' Than kinh

v Viém gan

v Nguy co kéo dai song QT



Viém gan
Viém gan it gap nhung c6 thé gay hau qua nghiém trong (nhu dat gan)
Yéu té nguy co:

v’ 2 yéu té nguy co da duoc xé4c nhan:

- Bénh nhan dang diéu trji bang corticoid

- Ngudi trén 60 tudi

v Yéu té nguy c6 khéc:

- Bénh nhan hoat dong véi cuong do cao

- Bénh nhan bit dau di lai sau giai doan nam liét givong

- R&i loan chire ning than

- Bénh 1y co xuwong (viém khép, gout..)

- Ghép co quan

- St dung fluoroquinolone liéu cao.

v Khéi phat:

- C6 thé xay ra sém nhat 1a 48 gio dau tién sau khi sir dung va thuong trong
vong 30 ngay, tuy nhién co thé 1én dén vai thang sau khi ngirng diéu tri bang
khang sinh.

- C6 thé xay ra sau mot liéu duy nhat.

- Pt gan thuong di kém véi cac triéu chang cla viém gan bao gom cuang,
sung, dau, gan day 1én. Tuy nhién, mot s6 bénh nhan khdng co triéu chung rd rang

- Levofloxacin, ofloxacin, va ciprofloxacin thuong lién quan dén tac dung
phu nay. Tuy nhién, chua c6 thur nghiém 1&m sang so sanh mac d6 nguy hai gitra
cac KS nay.

- Xir tri:

- Néu nghi ngo thudc gay viém gan, nén nging ngay lap tic va khong nén six
dung lai nhom khang sinh nay sau do.

- Can c6 bién phap thich hop dé cac biéu hién viém gan hoi phuc tét nhu dé
cac gan nghi ngoi, han ché van dong got chan

- Trong truong hop ton thuong ning, phau thuat c6 thé 1a can thiét,

- Hau hét bénh nhan héi phuc, thuong 1 trong vong 15 dén 30 ngay ké tir khi
ngung st dung fluoroguinolone.

- Hau qua lau dai duoc béo cao trong 10% trudong hop, va c6 thé bao gom
dau man tinh, anh huong dén cac cir dong va di lai.



Réi loan nhip tim nguy co kéo dai khoang QT
- Can than trong, tham chi chéng chi dinh diing cac thuéc & nhitng bénh nhan
c6 nguy co, bao gdm nhitng bénh nhan méac bénh tim mach dang st dung mot
thudc khac c6 kha ning gay kéo dai khoang QT hoic bénh nhan cao tudi.
- Can khuyén cdo bénh nhan dén gip ngay bac si néu ho gap cac dau hiéu
cho thay c6 réi loan nhip tim.
Téac dung phu than kinh trung wong
- R4i loan tam than, hoang tuong, 4o giac. kich dong, lo lang, mat ngu, ac
mong,
- Choéng mat, run ray, nhire dau lién tyc,
- Tram cam, suy nghi tu sat,
- bong kinh.
- Tang ap luc noi so (dau dau, U tai, va thi giac kém).
- Néu cac sy cé CNS nghiém trong xay ra trong qua trinh diéu tri bang
fluoroquinolone, nén ngung thudc ngay lap tac.
Bénh ly than kinh ngoai bién
- CA4c triéu chang rdi loan than kinh cam giac va van dong ngoai vi da dugc
bao co véi cac quinolon, bao gom cam giac dau dir doi, ngira hay té liét, dac biét
la & tay hoac chan.
- Nhitng triéu chiing nay co thé xay ra nhanh chong sau khi bat dau sir dung
cac quinolon.
- Khi xuat hién triéu chiing, bénh nhan can di kham bac si dé ngan chin bénh
tién trién co thé gay ra nhitng ton thuong khdng thé hdi phuc.
Phan #wng nhay cam véi &nh sang
- Bénh nhan su dung quinolon can duoc bao vé khoi cac bac xa mat troi
hoic tia cuc tim dé tranh phan (ng nhay cam véi anh sang (bong da) trong suét
thoi gian diéu tri va mot vai ngay sau khi két thuc diéu tri.
Nguy co xut hién Clostridium difficile "'C. diff"
v’ Clostridium difficile "C. diff"
- Clostridium difficile = c. diff, mot loai truc khuan hién dién trong ruot
- Ty 18 3% ngudi truong thanh nhidm c.diff khéng co6 biéu hién triéu ching
lam sang.
- C.diff chi gay ra bénh khi c6 sy mat can bang hé vi khuan ruét, thuong do
su sur dung khang sinh -> tang truéng nhanh chéng c.diff.



- Vi ly do trén nguoi ta goi nhiém C. diff [C.diff infection (CDI)] la nhiém
tring mac phai ¢ bénh vién [hospital acquired infection (HAI].

- CDI -> tiéu chay, dau bung, nén mira. Bénh c6 thé tién trién nang, tiéu
chay > 5 lan/ngay
- Nguy co tu vong khoang 10%
Twong tic thudc:
v" Tao phuec chelate véi cac kim loai da hoa tri
- Antacid (Al, Mg...)
- Sat
Bismuth
Calcium
Sucrafat / Actapulgit / Smecta
v’ Tuong tac do tc ché CYP 450
- Ciprofloxacin ¢ ché enzym CYP 1A2 > CYP 3A4
Chéng chi dinh
- Tré dudi 18 tuoi
- Phu nir mang thai va cho con bu
- Nguoi bi loan nhip tim
FDA canh bao vé viéc nén giéi han dung fluoroquinolone thi thay nguy

co

- Trir khi khong co cach diéu tri thay thé, bénh nhan nhiém tring khéng phirc
tap, khong nén cho ding fluoroquinolon, vi nguy co tan phé va tiém ning su cd tac
dung nghich thuong xuyén.

- Quy dinh nhén nhitng khang sinh nay da canh bao nguy co : viém gan, dut
gan, tac dung o hé than kinh trung wong, dau nhirc than kinh ngoai vi, 1am ning
bénh nhuoc co, kéo dai song QT va xoan dinh, nhiém doc anh sang (phototoxicity)
va qua man. Nhiing tac dung phu nay c6 thé xay ra chung véi nhau.

- FDA s& cap nhat thém nhdn thudc : nguy co nghiém trong gay ra do
fluroquinon thuong lén hon loi ich khi ding cho viém xoang miii, viém phé quan
va nhiém trung duong tiéu khdng phic tap c6 thé chira bang nhitng thubc khéc.



