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1. PHAN UNG CO HAI CUA THUOC (ADR)

1.1. Tong két cong tac bao cao ADR tai Bénh vién Mt

Quy 1 nam 2020 ghi nhan c6 3 bao cdo ADR ¢ 3 khoa (Bang 1), trong do c6 2 ca ngd doc
Lidocain gy de doa tinh mang va 1 ca di ing Tatanol khong nghiém trong. Sau khi xtr tri thi cac
bénh nhan déu hoi phuc khong c6 di chiig. Tat ca cac bao cao ADR thu nhan da duoc Khoa Dugc
guri 1én Trung tim Quéc gia vé Thong tin thudc va Theo ddi phan tmg c6 hai cua thude dé xtr Iy, thAm
dinh theo quy dinh cia Bo Y Té.

Bdng 1. Tom tdt cdc bdo cdo phan irng ¢6 hai ctia thuéc (ADR)

Ca 1 - Khoa Glaucome

Thong tin Bénh nhén

Tén: NTL Tudi: 61 tudi

Gidi tinh: Nir Can nang: 40kg

Tién sir: Mat mo nhirc 8 thang, di diéu tri khong d& = nhap
vién. Nhip xoang nhanh khong dau nguc dang diéu tri Concor
Smg Y2 vién/ngay.

Ngay nhap vién: 25/02/2020.

Ngay xay ra phan trng: 26/02/2020.

Chan doan va diéu tri

Phau thuét khi ¢6 chi dinh

Théng tin vé thudc
nghi ngo ADR —
Moi lién quan giira
thuéc va ADR

Dung dich tiém Lidocain kabi 2% (40mg/2ml); Cty CP
Frf;senius Kabi Bidiphar; S0 16: 18025.
Moi lién h¢ gitta thude va ADR: C6 kha nang (theo Naranjo)

Bénh canh lAm sang

12h20:  Tiém 5ml lidocain gay t€ canh cau.

12h35: BN than mét, budén non roi ngat.
Mach 50 - 47 lan/phat, HA: 90/60-74/32 mmHg.
SpO2: 90%

Cic thudc sir dung

Acetazolamid, Kaldyum, Tatanol, Concor

két qua sau khi xi tri

dong thoi Combigan, Azopt
- Tho oxy mask
11 o/ . A
Cich xit tri ADR - - Smoflipid 20%: Bolus 60ml TM, truyén TM 100ml (g/p)

- Sau xt tri: BN cai thién, HA: 110/60 mmHg, SpO2: 99%
- Hoi chan lién vién, Glucose 5% 500ml truyén TM xxx g/p =
chuyén bénh vién 115

Mirc d§ nghiém trong
cua phan ung

De doa tinh mang

Ca 2 - Khoa THTM-TKNK

Thong tin Bénh nhan

- Tén: TVD Tuoi: 31 tudi

- G161 tinh: Nam Cén nang: 50 kg

- Tién sir: Cham phat trién tri tué

- Ngay nhap vién: 02/03/2020

- Ngay xay ra phan v ung: 02/03/2020

- Chan doan: Rach giac mac ket mong, chan thuong do cay quet
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Chan doan va diéu tri

Phau thuat

Théng tin vé thudc
nghi ngo' ADR —
MG{i lién quan giira
thuéc va ADR

- Dung dich ti€ém Lidocain kabi 2% (40mg/2ml); Cty CP
Frgsenius Kabi Bidiphar; So 16: 18025
- Moi lién hé gitra thuoc va ADR: Cé kha nang (theo Naranjo)

Bénh canh lam sang

- 21h50:
- 21h55:

Tiém 5ml lidocain gay té canh cau.
BN than mét, lanh run, kho thd, HA 154/90 mmHg,
Sp02 96%

Cic thude sir dung

Ofloxacin, Medrol, Tatanol

dong thoi Vigamox, Atropin
- Tho oxy mask
Céch xir tri ADR - - Smoflipid 20%: Bolus 75ml TM, truyén TM 100ml (g/p)

két qué sau khi xir tri

- Sau khi xtr tri ngd doc thude té > BN hét mét,
HA: 154/90 mmHg, SpO2: 98%

Mirc do nghiém trong

., s o De doa tinh mang
cua phan ung
Ca 3 - Phong Mo lau 4
- Tén: VTQ Tudi: 52 tudi
- Gidi tinh: Nt Can nang: 52 kg

Thong tin Bénh nhan

Ngay nhap vién: 28/02/2020
Ngay xay ra phan ung: 28/02/2020
Chan doan: MP duc thuy tinh thé ving nhan nguoi gia.

Chan doan va diéu tri

Phau thuat

Thong tin vé thudc

nghi ngo ADR — - Vién nén Tatanol 500mg; Cty CP Pymepharco; S0 16: 3840919.
Moi lién quan giira - Mot lién hé gitra thuoc va ADR: Chac chan (theoWHO).
thudc vi ADR

- 14h: BN rat mat, uéng 1 vién Tatanol 500mg.
Bénh canh lam sang | - 14h10: BN nong rat mat, n6i mén trén mat, ngira.

Mach: 80 lan/phut, HA: 130/90 mmHg.

Cic thudc sir dung .
ddng thoi Khong

- Tho oxy mask 3 lit/phut

- SoluMedrol 40 mg 1 lo (tiém TM)
Cach xiur tri ADR — - Pipolphen 2ml '2 6ng (tiém bap)

két qua sau khi xir tri

- NaCl0,9% 500ml (truyén TM)
- Sau khi xtr tri 15 phﬁt:Bn on, mach 90 lan/phat, HA: 120/80,
Sp02:100% —> xuat vién

Mirc do nghiém trong
cua phan trng

Khong nghiém trong

BAN TIN DUCC LAM SANG (SO 01-2020)




Cac thube c6 nguy co cao gy ADR nhu cic khang sinh dudng tiém (cefotaxim, ceftazidim,
ceftriaxon, Vancomycin .), lidocain, flourescein, fluorouracil, calci clorid,... Thyc té s6 luong bo
c40 ADR giri vé Khoa Dugc qué it dé nghi cac Khoalam sang tlep tuc tang cuong gidm sat, theo doi,

XU tri va bao céo tac dung phu khong mong mudn cta thude giri vé Khoa Duoc.

1.2. Phanbiét ngd doc thudc té va dj ing thudc té

Ngo doc thude gay té (local anesthetic systemic toxicity - LAST) 1 phan tmg c6 hai nghiém
trong, c6 thé gay tu vong cho bénh nhan. Tai Viét Nam, co sé dir licu Quéc gia vé ADR nam 2018
cling da ghi nhan 123 bao cdo lién quan dén cac thude té, trong d6 nhidu bénh nhan c6 biéu hién phan
g trén than kinh (chong mit, choang vang, dau dau, kich dong, lo mo, n6i nham, tay chan quo
quang) va tim mach (mach nhanh, tut huyét ap, truy tim mach) Tt ca cac thude gay t& déu co kha
nang gy doc tinh toan than vai ty 18 doc tinh trén tim mach va than kinh khac nhau (Bdng 2).

Bdng 2. Ddic diém mét sé thuéc gdy té thuong diing

Thoi | Kha | Lot et Licu
) ian ndin gian Tinh Hiéu toi da toi da
Thube Nhém | pKa l’fh,. Ve | duytri| ua U | (don | (kéthop
oi gan . K Iwe A .
hat rotein tac Lipid doc) | Adrenalin)
PRt P dung (mg/kg) | (mg/kg)
Lttt Amid | 7.8 |Nhanh| ++ | TUB8A Ly | Tongl g 7
binh binh
Bupivacain Amid | 8,1 | Cham | ++++ Dai ++++ | Manh 2,5 3
Ropivacain Amid | 8,1 | Cham| +++ Dai +++ | Manh 3 3,5
Mepivacain | Amid | 7,7 |Nhanh| ++ | LfUn8 |y (Tungloy 7
g binh binh ’
Cloroprocain | Ester 8 | Nhanh + Ngan s ];;lrll?lg 11 14

Trong thyc hanh 1am sang, can tranh nham 14n giita ngd doc thude té v4i phan tmg di tng, vi
didu nay c6 thé anh huong dén qua trinh cap ctru bénh nhan. Di ing thudc té thudng 1a phtiniém mac
méi, miéng, phu Quinck, khé thé nhu hen suyén, mén do ngtra ¢ da, néing 1a soc phan vé. Thudng
xay ra & nhom thudc té amino ester hon 1a nhom amino amide. Do amino ester (procaln tetracain...)
chuyen héa taora san pham para-aminobenzoic acid 1a chat d& gay di ung. Thyc té sdc phan v¢ do
thuoc té 12 rat hiém gip, nhat 1a cac nhom thude té chinh dang sir dung hién nay hau hét thubc nhém
amino amid (Lidocain, Bupivacain). Ngo doc thudc té (NDTT) mai la nguyén nhan chinh giy ra
nhing tai bién d6. Theo bao cao nam 2017 tai Trung tim Dj tmg Gy mé DPan Mach (DAAC) trong
10 nam (2004-2013) trén 409 ngudi c6 nghi ngd phan tmg voi thude té, 162 ngudi thir test 1ay da
duong tinh voi thudc t€, sau khi phén tich trong labo da két luan khong c6 truong hop nao di ing
thudc té that sy. Thuc té, nguy co di trng thudce té la rat hiém so véi ngd doc thudc té.

Nguyen nhan dan dén ngo doc thuéc té bao gém tiém tryc tiép vao mach mau, hép thu thudc té
tir mo vao mau (gay té ving/tiém TM thudc t8), qua liéu: tuyét dbi (dung qua lidu t6i da) hay tuong
d6i: it co van, co dia. Nguy co ngo doc thude té s& cao hon khi dung thudc té & viing co nhleu mach
mau nhu dau mat c¢d, khoang miéng, niém mac, co quan sinh duc, t6 chire viém, BN thé trang gay suy
dinh dudng, suy gan, than, tim, toan mau, tré em, nguoi gia. Mot s6 ngudi nhay cam voi thude té nén
du dung liéu thap kha nang ngd doc van co thé xay ra.
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Theo Thong tu sé 51/2017/TT-BYT ngay 29/12/2017ctaB0Y té “Hudng dan phong, chan doan va
xu tri phan vé&” can chi ¥ khai thac ky tién su di ung trude khi tién hanh giy mé, gy té phau thuat.
Mot s6 thude gay té 1a nhing hoat chat wa md ¢ doc tinh cao. Khi vao co thé, cac thude nay co thé
gy nén tinh trang ngd doc nang, glong nhu phan vé, c6 thé gy tir vong trong vai phut. Néu xay ra
phan img, can diéu tri cap ctru bang thudc khang doc (nhil dich lipid) két hop v6i adrenalin vi khong
thé biét dugc ngay co ché phan g 12 nguyén nhan ngd doc hay di tmg.

Tailiéu tham khao

1. (ARSA), Hoi Géy té ving va Giam dau Hoa Ky. 2018. “Bang kiém xtr tri ngd doc thudc gy té (LAST)”

2. BS. Nguyén Vin Kién, PGS.TS. Nguyén Minh Ly, TS. Tong Xuan Hung. “Bénh vién Trung wong Quan
doi 108.” ba truy cap 03 15, 2020. http://benhvien108.vn/ngo-doc-thuoc-te:-mot-so-dieu-can-biet.htm.

3. Kvisselgaard AD, K. M. 2017. “No cases of perioperativeallergy to local anaesthetics in the Danish
Anaesthesia Allergy Centre.”

4. Nguyén Hoang Anh, Lwong Anh Tung. “Trung tim DI va ADR qudc gia.”
http://magazine.canhgiacduoc.org.vn/.

2. THONG TIN THUOC

Theo cong van 232/QLD-CL ngay 10/01/2020 cua Cuc quan 1y Dugc (Bo Y té) vé viée xir Iy
dung dich tiém Bupivacaine WPW Spinal Heavy 0,5%, VN20879-17 nhu sau:

- Kétquakiém nghiém cac mau thudc tiém Bupivacaine WPW Spinal Heavy 0,5% dat tiéu chuan
chat lugng.

- Cuc quan Iy Duoc cho phép duoc tiép tue str dung cdc 16 thude tiém Bupivacaine WPW Spinal
0,5% Heavy, SPK: VN20879-17, sb 16: 03DB0319, 05DB0319, 01DB0619, 03DB0919,
04DB0919 va05DB0919.

Tuy nhién dé dam bao an toan cho ngudi bénh can phai kiém tra cam quan thude trude khi sir dung;

khong sir dung thude néu c6 dau hiéu nghi ngd khong dam bao chat luong.

S8 ) SPK, Cong ty
Céne vin Tén thuoc Noi dung So 16 SX, Sén xuat,
g HD Nhip khiu
Vi&inén nhai Thu hbi toan qubc thude vién CSSX: Cty Incepta
3425/QLD- {Tncepban 400 nén nhai Incepban 400 SPK: VN- |Pharmaceuticals
CL nea Chev%able Tablet Chewable Tablet (Albendazole | 17916-14 Ltd (Bangladesh)
080 4%2-‘620 (Albendazole | 200ms). Ly do thude khéng dat|S6 16: 18003 | CSNK: Cty TNHH
400mg) tiéu chuan chét luong vé chi  |[HD: Oct 21 |Thuong mai DMP
& tiéu Do hoa tan Nam Phuong
L Thu hO} toan quoc thuoc VIEN | ook VD-
2865/QLD- Thudc vién nang |nang cirmg Chloramphenicol 74891-16
) cung 250mg. Ly do thuoc khong dat |« (. CSSX: Cty CPDP
CL ngay . . P A A o So16: 0218 | ... X
Chloramphenicol |ti€u chuan chat luong veé chi , va Sinh Hoc Y Te
26/03/2020 A . . |HD:
250mg tiéu Do hoa tan (vi pham muc
- 17/5/2021
do 2)
Thu hdi toan que Thube tiém SPK: VN- CSSX:. .Cty
. 18188-14 Zhangjiakou
A iin B-Comene (Vitamin B N C =
2808/QLD- Thude tiem complex). Ly do mau thude So1o: Kawel
) B-Comene R Cx 2 X 190813 Pharmaceutical Co.,
CL ngay o khong dat tieu chuan chat .
25/03/2020 |(Vitamin B luong vé chi tiéu Dinh luong | o Ltd.
complex) NS Ve PHLIUONS  113/8/2019 | CSNK: Cty CPDP
Pyridoxin hydroclorid va Calci _
tothenat HD: Trung vong
pantothena 12/08/2022 | Mediplantex
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S8 ) SDK, Cong ty
Céne vin Tén thuoc Noi dung So 16 SX, San xuat,
g HD Nhap khéu
Thu hoi toan quéc thude vién '
Thudc vién nén  |nén Young Il Captopril Tablet |SDK: VN- S{isr)l(' ICI:[};harm
235/QLD- |YoungII (Captopril 25mg). Ly do thuoc [20970-18 ung '
. : A n x % ' Co., Ltd. (Korea)
CL ngay Captopril Tablet |khong dat tieu chuan chat So 16: 1802 .
: X CSNK: Cty TNHH
14/01/2020 |(Captopril luong ve chi ti€u gid1 han HD: MTV Duoc Sai
25mg) Captopril disulfid (vi pham 29/06/2021 . '
e Gon
miurc do 2)
Vién nén bao Thu hdi toan quéc thude vién
him nén bao phim Buclapoxime VN-1727813|CSSX: Cty Brawn
838/QLD- %ucla oxime (Cefpodoxime Proxetil Tablets |S6 16: Laboratories Ltd.
CL ngay (Cef (I:doxime USP 200 mg) do thuoc khong | BCT1018003|(An D9)
22/01/2020 Prox‘; o1 Tablos |dat tiu chudn chét luong vé | HD: CSNK: Cty TNHH
chi tiéu ham luong (vi pham 09/10/2020 |[Nutri Pharma USA
USP 200 mg) A
miurc do 3)

CAC THUOC TREN KHONG CO TRONG BENH VIEN

3. CANH GIAC DUGC

Noi dung

Ibuprofen va suy giam chirc nang thin: ting cwong bu
nudc

Ibuprofen co lién quan dén nguy co suy than. Nguy co suy
than tang ¢ bénh nhan mat nudc, dic biét 1a tré em va thanh
thiéu nién. Khi ké don [buprofen, can nhic bénh nhan c6 bi
mat nudc khong. Piéu nay dic biét quan trong trong mua he
va ngudi tham gia thé thao.

Co quan quéan 1y Dugc phim New Zealand canh bao
Tramadol va cac tac dung Opioid & tré bi me

Tt 18/12/2019 dén 30/11/2020 Trung tdm theo ddi phan
ung co hai New Zealand (CARM) nhan dugc 1 bao cao mot
truong hop tré so sinh sat can, rdi loan n udng va budn ngu
trong khi ba me¢ dang sir dung Tramadol. Bénh nhi duoc bao
c4o da hoi phuc sau khi me ngung thude.

Ngay 05/02/2020 Co quan quan ly Y té Canada thong bao
cong ty Apotex Inc. thu hoi mot s6 16 vién nén APO-
Metformin ER (giai phong kéo dai) 500 mg diéu tri dai thao
duong vi chira tap chét nitrosamin trong APO-Metformin
ER (giai phong kéo dai) vugt qua gidi han cho phép.

S6 cong van Thudc
Diém tin dang
chu y tr ban tin
Prescriber
Update thang Tbupugfen
12/2019 ngay
22/12/2019
Piém tin
canh giac duoc Tramadol
ngay 17/01/2020
Diém tin Vién nén
\ ., APO-
canh giac duoc Metformin
ngay 05/02/2020 ER 500mg
Diém tin
canh giac duoc Ranitidin
ngay 27/02/2020

Ngay 27/2/2020, FDA cap nhat thu hoi Ranitidin do
American Health Packing's phan phoi do c¢6 thé chua tap
chat NDMA vuot ngudng cho phép.
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4.CHUYEN BE:
St dung hop ly thuoc uc ché bom PROTON (PPI)
trong du phong loét duong tiéu héa do NSAID

Thudc khang viém khong steroid (NSAID) 1a mot trong nhitng nhém thude duge sir dung rong
rai va phé bién nhit hién nay. Mac du NSAID c6 hi¢u qua nhung viéc sir dung rong rai, kéo dai va
lidu cao co thé 1am gia ting nguy co tac dung phu trén duong tiéu hoa nhu loét da day-ta trang, Xuét
huyét hay thing duong tiéu hoa. Co dén 25% ngudi ding NSAID lau dai sé phat trién thanh bénh
loét duong ti€u hoa va 2-4% sé chady mau hodc thung duong ti€u hoa. Vi vay, loét duong tiéu hoa
dugc xem 1a mot trong nhitng bién chirg khi dung NSAID.

Theo hudng dan cua Hoi tiéu hda Hoa Ky (2009), chi dinh du phong loét dudng tiéu hoa do
NSAID ¢ nhirng bénh nhan dang str dung NSAID c6 nguy co trung binh hodc nguy co'cao (Bang 3).

Bdng 3. Cdc yéu té nguy co gdy ting bién ching trén duéng tiéu héa khi sir dung NSAID

Nguy co’ Yéu t6

Bénh nhan c6 tién sur loét duong tiéu héa co bién chimg (chay mau
hodc thung duong ti€u hoa), dac biét trong giai doan gan day.

Cao
Bénh nhan c6 nhiéu hon 02 yéu t6 nguy co
- Tuoi > 65
- Dung NSAID liéu cao
Trung binh

(1-2 yéu td nguy co) Tién st loét tiéu hoa khong bién ching

Sir dung dong thoi Aspirin (bao gdm liéu thap),
nhom Corticosteroid hoic cac thuéc chong dong.

Thz‘ip

-~ < Khong ¢ yéu t6 nguy co niao
(0 yéu to nguy co)

H.pylori la mot yeu t6 nguy co doc 1ap va can dugc xtr ly riéng biét.
Can tam soat va diéu tri H.pylori & bénh nhan can dung NSAID lau dai.

Viéc lua ch(_)I} thudc NSAID nao dé dung cho bénh nhan can can nhic kha nang giam dau, chéng
viém cua thuoc, doc tinh trén ti€u hda, danh gia nguy co tim mach trén tirng cd nhan (Bang 4).
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Bdng 4. Tém tdt cdc khuyén cdo dé ngdn ngira cdc bién chiing loét dudng tiéu héa do NSAID

Nguy co duong tieéu hoa
Nguy co tim mach -
Thap Trung binh Cao
ISAID €ioi 2 St dung cac bién
(Iwa chon NSAID co .. & X117
, A1 phap thay thé khac
Nguy co it nguy co gay loét NSAID + L AT
. ) ) A T £ . néu co thé hoac
tim mach thap duong tiéu héa nhat | PPI/Misoprostol X X
A S X, 4 thuoc uc ché COX-2
v61 lieu thap nhat co ]
" \ + PPI/Misoprostol
hiéu qua)

Nguy co’ Tranh NSAID hodc
tim mach cao Naproxen + Naproxen + uc ché COX-2.
(s dung ket hop voi PPI/Misoprostol PPI/Misoprostol | Dung li€u phap thay

Aspirin liéu thap) the khac
Tat ca bénh nhan c6 tién sir loét da day-ta trang doi hoi dung NSAID thi nén dugc xét
nghiém H.pylori, va néu duong tinh v6i H.pylori thi liéu phap khang sinh nén duoc dung
de diét H.pylori. Sau khi da di€u tr1 H.pylori, c6 can phoi hop di€u tri thudc bao vé da day
hay khong tuy thudc vao nguy co ti€u hoa cua bénh nhan.

Hién nay, thudc trc ché bom proton (PPT) 1a mét trong nhitng nhom thude duge sir dung rong rai
trong dy phong loét duong tiéu hoa do NSAID. Nhiéu bang chimg dd chimg minh thude trc ché bom
proton (PPT) ¢6 hiéu qua trong viéc du phong loét duong tiéu hoa do NSAID va tuong d6i an toan.
Tuy nhién, két qua ctia nhiéu nghién ctru cho thiy PPI dang duoc st dung qua muc va thuong xuyén
chi dinh khong hop ly. Viéc du phong khong hop 1y khong chi tang thém génh nang vé chi phi ma
con tang nguy co gap tac dung khéng mong mudn nhu hap thu kém canxi, ting nguy co giy Xuong
chdu, tang nguy co nhiém trung dudng rudt do Clostridium difficile, nguy co viém phdi cong dong
hodc viém ph01 bénh vién. Du phong loét duong hoa do NSAID bang PPI & nhimg bénh nhan co yéu
t6 nguy co 1a can thiét. Tuynhién, khong nén lam dung cac thude nay. Liéu khuyén cao du phong loét
duong tiéu hoa doNSAID ciia cac thude wre ché bom proton duoc thé hién ¢ Bang 5.

Bdng 5. Liéu diing PPl du phong loét do NSAIDs

Thudc e ché Liéu dung du phong loét . .
bom Proton do NSAID Duong ding
Omeprazol 20-40 mg/ngay Udng
Esomeprazol 20-40 mg/ngay Ubng
Lansoprazol 30 mg/ngay Udng
Dexlansoprazol 30-60 mg/ngay Udng
Pantoprazol 40 mg/ngay Udng
Rabeprazol 20 mg/ngay Udng
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Nham dam bao sirdung thudc hiéu qua, giam sy lam dung PPI d6ng thoi nang cao hiéu qua kinh
té, nhan vién y té can xem xét, danh gia cac yéu td nguy co ¢ bénh nhan va str dung liéu PPLhop 1.

Taili¢u tham khao

1. Feldman, M. (2019). NSAID: Secondary prevention of gastroduodenal toxicity. Uptodate.

2. Frank L. Lanza, F. K. (2009). Guidelines for Prevention of NSAID-Related Ulcer Complications. In
Committee of the American College of Gastroenterology .

3. L& T. Quynh Giang, Luong A.Tung. (2017). Loét da day-t4 trang do thudc chdng viém NSAID. In St
dung thudc an toan, hiéu qua.
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