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® Nghién ctru - Ky thuat

Phén tich mot s giai phap ting cwong hoat dong
bao cao ADR tai 10 bénh vién tuyén tinh Viét Nam

Nguyén Thi Thanh Hwong", Nguyén Hoang Anh?

Tran Thi Lan Anh', Lé Thu Thiy
"Truong Pai hoc Duoc Ha Noi

*Trung tam Quoc gia vé Théng tin thuéc va Theo doi phan tmg cé hai ciia thuée

" E-mail: thanhhuong.duochn@gmail.com

Summary

With regard that under-reporting of spontaneous adverse drug reactions (ADR) has been regarding as one
of the most drawbacks of pharmacovigilance systems all over the world, exploration of primary limitations and
proposal of solutions to improve ADR reporting were undertaken involving 10 sentinel hospitals. Some solution
groups were found, of which the key ones were management, human resources, education and training. Further,
of these, the most appropriate solution to address this issue were education and training (92.3%), followed by
establishment of rules and procedures (88.2%). Specifically noteworthy, training courses in pharmacovigilance
covering topic-based trainings and expert experience sharings were essentially required to be organized more
and more frequently for variably diverse medical staffs. Besides, designing health staffs specialized in ADR to
maintain the relevant activities in hospitals and enhancing online reporting chanels were also encouraged.

Keywords: ADR, adverse drug reaction, health staff, solution.

Dat van dé

Bao c&o phan (rng c6 hai clia thubc (ADR) givi
dén Trung tam Canh giac Dwoc Québc gia dwoc
coi la hoat ddng quan trong nhét dé phat hién cac
tin hiéu an toan thude, 1a bwéc dau tién cia quy
trinh Canh giac Dwoc. Tuy nhién, khéng phai tat ca
cac ADR xay ra trong thwre hanh dugc béo céo toi
Trung tdm Canh giac Dwoc 7. Thue trang béao céo
thiéu da tré thanh han ché 1on nhét ctia hoat déng
béo céo tw nguyén ADR ttr can bd y té (CBYT) &
tat ca cac quéc gia. Cac nghién clru vé hoat dong
bdo cdo ADR ciia CBYT trén thé gioi va tai Viét
Nam thwong tap trung khao sat, phan tich cac khé
khan, nguyén nhan khong tham gia bao cdo ADR
va chi ra nhitng bién phap can thiép gilp tang
cwdng mot cach hé théng hoat déng nay 141, Hién
nay, chwa c6 nghién clru nao & trong nwéc phan
tich @& dwa ra cac giai phap can thiép pht hop
v&i thye té clia bénh vién da khoa tuyén tinh Viét
Nam. Vi vay, nghién clru nay duoc thye hién voi
muc tiéu Dura ra mét sb gidi phép téng cuong hoat
déng bao céo ADR tai 10 bénh vién tuyén tinh Viét
Nam théng qua viéc phan tich nhitng han ché cla
cac giai phap da trién khai tai bénh vién.

Péi twong va phwong phap nghién ctru

Nghién clru mé t& cdt ngang, két hop dinh
lwgng va dinh tinh dwoc tién hanh tiy thang 4/2015
dén thang 12/2015 tai 10 bénh vién da khoa
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(BVBK), tuyén tinh bao gém BVDK Quang Ninh,
BVDK tinh Thanh Hoa, BV Hiru Nghi Viét Tiép (Hai
Phong), BV Thanh Nhan (Ha Noi), BVDK Xanh
Pén (Ha Noi), BV Ba Nang, BV Nhan dan Gia Dinh
(TPHCM), BVBK tinh Béng Nai, BVDK tinh Dbng
Thap, BVDK Trung tdm An Giang.

Nghién ciru dinh lweng: C& mau cho phéng
véan can bo y té

2
po(1 — m) (z}.—a,‘Q +21-\/ i:n: )

(Pa — po)?
Trong d6: luc kiém dinh = 90%; a = 0,05;
p,: 1y Ié ky vong tir mau nghién ciu (chon p, = 0,30);
p, ty 1 CBYT c6 nhan thirc diing vé ADR tir 1 nghién ciu truc,
p,= 0,271, Tinh duge n = 2361.
Tinh dw 10% va lam tron — C& méu nghién ctwu 1a: 2600.
Str dung phwong phap chon mau thuan tién, s
lwong CBYT (bac si, dwoc s, diéu duéng) phong
van béng bd cau haéi tai méi bénh vién dwoc tinh
dwa trén s khoa lam sang. B6 cau héi sé duworc
gUri d@én CBYT tai cac khoa phong & bénh vién sau
do sé dwoc thu thap lai va giri vé nhém nghién ctru
(qua dwong buwu dién) dé tién hanh xd ly sb liéu.
86 liéu dwgc lam sach, nhap vao phan mém Epi
info 7 va phén tich bang phan mém Stata 12.
Nghién ctru dinh tinh: 30 cudc phéng van
sau (PVS) va 10 budi thdo luan nhém (TLN)
duoc thue hién. D6i twong PVS 14 cac can bd lam
cdng tac quan ly va chuyén mén & Khoa Duwoc,

n
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® Nghién ctru - Ky thuét

Khoa L&m sang, Phong Diéu duéng, Phong Ké
hoach tong hgp va Ban Giam déc bénh vién. Mai
budi TLN tai bénh vién gém 8 CBYT tham gia
hoat dong bao céo ADR. Tét ca cac cude PVS va
TLN déu dwoc ghi am, g& bang toan bd va chi
st dung cho muc dich nghién ctru. S liéu duoc
mé& hod va phan tich theo cha dé& st dung phan
mém Nvivo 7.

Két qua nghién ctru

Cac giai phap dwoc CBYT Iwa chon trong bd
céu héi cling nhu dwoc dé xuét trong PVS va TLN
dugc nhém nghién ctru téng hop lai bao gdm giai
phap lién quan dén: quy trinh, co s& vat chat, nhan
lwc va vai trd quan ly.

Két qua khdo sat bang bd cau hoi tir 2600
CBYT vé céc giai phap dugc trinh bay trong bang
duwéi day.

Bang 1: Gidi phap gicip tang cuong hoat dong béo céo
ADR

Giéi phép Tén sudt Ty Ié (%)

C6 co ché quy dinh, quy trinh 16 rang vé

hoat dgng BC ADR trong BV 2180 882
5335?% ﬁﬁaré”fgp"ﬁfn”tlgfc D o 003
;Tg :ggnvg; r?éBanE gsu mdi clia BV d& a7k 997
METIERSES v o
Son:;iu u:fcnthuyrzr?h ;&u:i;])ac (dign thoai, &
C4 kinh phi hé tro hoat déng BC ADR 1376 556

Giai phap lién quan dén quy trinh

Ban hanh quy dinh ré rang vé bao cdo ADR: 10
bénh vién khao sat déu da ban hanh va phd bién
quy trinh béo cdo ADR dén khoa phong bang nhiéu
hinh thirc khac nhau (phé bién trong giao ban, gii
van ban, tap huén). Y kién clia mot sé 1anh dao
bénh vién trong PVS cho biét hoat déng bao céo
ADR la mét tiéu chi trong néi dung kiém tra cla
bénh vién nhwng chua c6 bién phap dé& danh gia
viéc thure hién quy trinh cia CBYT va chwa cé ché
tai cy thé cho hoat déng nay.

Két qua khao sat ciing cho thay co t6i 88,2%
CBYT duoc khéo sat cho réng can phai “cé co ché
quy dinh va quy trinh ré rang vé hoat déng béo céo
ADR trong bénh vién”.

Giai phap vé co sé vat chit

Cai tién méu béo cdo ADR hién hanh, x4y
dwrng méu béo riéng phi hop

46

V&i mau bao cao ADR hién nay, mdt s CBYT
cho réng muc “mé t3 biéu hién ADR’ va “cach xdr
tri phan (ng” nén chuyén sang dang cau tra 1&i s&n
gitp tiét kiém thoi gian: “...liét ké mot hoi ching
luén thi du nhu tut huyét ép, néi ban dj tmg chdng
han... Béc si, diéu dudng chi tich vao c6 hay khéng
¢6.” - (TLN-BV2).

Y kién khac cho rang nén don gidn héa mau
béo cdo, tuy nhién can can nhic dé dam bao du
théng tin can thiét cho viéc danh gia méi quan hé
thubc nghi ngd va phan ng: “Viéc béo cdo cin
nhiéu théng tin qué nén rdi, chinh vi thé cdn don
gién hod bao nhiéu thi tét by nhiéu nhung don
gian hoa thi phai da théng tin." - (BGBD-BVS).

M6t s6 bénh vién hién nay da xay dung mau
bao céo riéng phu hop véi khoa phong nhw mau
bao céo clia Khoa Dj trng hay méu béo céo riéng
biét cho cac thubec cé nguy co cao nhw thuéc can
quang chira iod sir dung trong chan doan hinh
anh cling mang lai nhiéu thuan loi cho CBYT trong
cong tac ghi nhan, bao cao ADR: “V&i Xenetic
khoa Dugc d& c6 mau bdo céo riéng cho thuan
tién” - (DS-BV9).

Tang cwong hinh thire béo céo trure tuyén
hogc tay theo trwromg hop ADR ma Iya chon
hinh thire bao céo pha hop

Da dang héa cac hinh thirc bao cdo nhw bao
cao gidy, bdo céo truc tuyén, dién thoai, email
dwoc nhiéu CBYT dé xuét khi dwoc khdo sat theo
bd cau héi (67,3%) hodc TLN: “Néu bdo céo hét
cac truong hop thi bdo cdo qua mang hay hon” -
(TLN-BV?2).

Hé tror kinh phi va trang thiét bi, tai liéu

55,6% CBYT duoc khéo sat cho rang co kinh
phi hd tro sé gilip téing cwéng hoat déng bao céo
ADR. Véi kinh phi hoat déng hién nay, nhiéu bénh
vién chuwa thé co ché tai khen thwdng cho hoat
dong nay. Tuy nhién, ty & CBYT Iwa chon gidi phap
nay thap nhét cho thdy day khang phai la giai phap
wu tién gitp tang cwong hoat déng bao céao ADR.

Ngoai ra, CBYT ciing dé cap trong PVS, TLN
do la trang bj day du thiét b, tai liéu vé Canh giac
Duoc va ADR cho céac khoa phong trong bénh
vién.

Giai phap lién quan dén nhan lyc

Thay déi kién thirc va thai d6 cia CBYT vé
hoat déng bao cao ADR

Két qua TLN cho thdy mét bé phan CBYT chua
nhan thirc day di vé phan (ng c6 hai va cac ADR
can béo cao, déi voi ADR da biét (da cb trong y
van) hoégc ADR nhe thi CBYT sé& khoéng bao cdo:
“Nhing phan umg trong y vén ghi réi thi khéng bao
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® Nghién ctru - Ky thuat

céo nira, doc to roi clia thubc dé ghi nhiing tac
dung nhur vay ro7 - (TLN-BVS),

Cén bb y té cling g&p kho khan do thiéu kién
thirc 1am sang lién quan dén ADR nhw: khé phat
hién ADR do triéu chirng khéng dién hinh, khé
phén biét vai triéu chirng bénh, hodc dau hiéu cla
tudi tac.

CBYT con ¢6 nhan thirc chwa ding vé tam
quan trong ADR va mét sé can bd con e ngai van
dé quy két trach nhiém, lo so bi danh gia 1a sai
pham hay nang lwc yéu kém.

Nhuw vay, can c6 nhitng gidi phap giip nang
cao kién thirc va thay ddi thai do ctia CBYT vé hoat
déng Canh giac Dwoc va bao cao ADR.

Tang cwong dao tao, tap huan vé Canh giac
Duworc dé thay déi kién thirc, thai d6 cia CBYT

Dao tao, tap huén cling 1a gidi phap duoc
CBYT tham gia khao sét lya chon nhiéu nhét trong
s0 cac gidi phap dwa ra (92,2%). Hién tai, cac bénh
vién da c6 dao tao, tap huén, tuy nhién céc y kién
cho réng can tang cudng dao tao, tap hudn cho
CBYT hon.

T6 chirc dao tao theo khoa phong, chuyén
mén va cé sw hé tro' cia chuyén gia

Céan tb chirc dao tao, tap huén theo nhu ciu
clia khoa lam sang dé dam bao duoc tinh chuyén
sau va thu hat CBYT tham gia day dt hon.

Cén bo tap huén néu duwoc sy hd tro clia cac
chuyén gia thi sé hiéu qua hon.

“Pao tao tdp huén cla trung tdm DI & ADR
Quéc gia nén cé. O bénh vién c6 tw dao tao nhung

¢6 dao tao cua trung tém thi sé tin twéng hon.” -
(DS-BV1).

Déi twong dwoc dao tao can dugc mé rong
cho ¢4 diéu dudng do day 1a ngwoi triec tiép cham
s6c ngudi bénh va thudng & ngudi ddu tién phat
hién ADR:

Giai phap vé quan Iy

Tang cwong nhan lwe, c6 can bé phu trach
va cén b hé tror hoat dong béo cdo ADR

Nhan Iyc 1a diéu kién thiét yéu dé trién khai, duy
tri va tang cwdng hoat dong bao cdo ADR trong
bénh vién. Tuy nhién cac can b phu trach, dau méi
vé bdo céo ADR thwong phai kiém nhiém nhiéu
cbng viéc. Vi vay can thiét co can bd chuyén trach
canh giac duoc va can bd hé tro 1a diéu duwéng
trwdng tai cac khoa phong véi vai tro 1a “chan rét”.

Két qua khao sat bang bd cau hdi cho thay viéc
phéi hop can bd dwoc véi mét can bd dau méi sé
giup tang cwong hoat dong bao cao ADR (ty Ié
79,7%).

Co quan quan ly can phan héi kip thoi, réng
rai va néi dung vé chuyén mén hon

75,8% CBYT duoc khao sat Iwa chon giai phap
“Phén héi théng tin két qua danh gid ADR cho can
b6 y té da giri bao céo ADR”. Két qua TLN va PVS
cho thay can cai thién cong tac phan hoi.

Bén canh dd, hinh th&rc phan hdi can nhanh
chéng, kip thoi va phd bién rong rai, théng bao
cac phan héi vé ADR trong giao ban chung
toan bénh vién dé tAt cd CBYT déu biét tir do
sé rut kinh nghiém cho viéc st dung thubc
trong cac trud'ng hop twong tw.

Bang 2: Tom tét cac bién phép dé xuét tang cuong hoat dong béo cao ADR

Yéu to Rao can

Bién phép dé xuat

Quy trinh Chura c6 ché tai va quy dinh

- Can ban hanh quy dinh r6 rang vé hoat ddng béo cdo ADR va phd bién dén tht ca CBYT

M&u bao céo phirc tap

- Don gian héa méu béo céo hién hanh
- Xay dung mot s6 mau bao céo riéng phit hop voi dic thil clia phén (ng c6 hai hodc cac
thudc co nguy co' cao

Coso — :
vt chét Hinh thirc bdo céo chwa phi hop,

chua linh hoat

- Ré soat cap nhét cac quy trinh béo céo tai BV, tang cudng phd bién dén CBYT cac hinh
thirc béo céo truc tuyén, dién thoai, fax...

Chua c6 hb tro' vé kinh phi, tai liéu,
trang thiét bi day du

- Co ché tai khen thuéng phu hop
- Trang bj day di thiét bi va tai liéu

Cb kién thire chua day dl va thai 46 - Dao tao, tap huén cho CBYT
chua tich cyc v& hoat dong canh gidc - Ban hanh quy dinh, quy trinh va c6 ché tai khen thudng véi hoat ddng bao céo, gidm sét

Duorc, bdo cao ADR

ADR tai cac don vi

Tan suét dao tao, tap huan con it

- Tang tAn suat dao tao, tap hudn

Nhan lue Do tao, tap huan toan vién, néi dung - Ra soat, chudn hoa, chuyén sau hoa ndi dung dao tao tap huan dinh hudng phyc vu

c¢bn rong, chung chung

thue hanh lam sang

Bénh vién ty dao tao nén chuva dap - Phi hop voi cac co sé dao tao Y Dugrc; trung tam DI & ADR Quéc gia va Khu vuc hd

(ng yéu cau CBYT

tro hoat déng dao tao

D6i tuong tham gia tap huén con han - Mé rong dbi twong (tap huan cho tét ca CBYT lién quan dén st dung thudc trong bénh

ché, chu yéu béc sf va duoc sf vién)
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Thiéu can bd phuy trach va
dau moi

- Trién khai mang lu6i an toan thudc trong bénh vién bao gdm can bd chuyén trach vé
ADR va cac chan rét dau méi tai cac khoa, phong diéu tr

. .. Phan hdi con cham, ndi dung con
Quan ly

Phan héi kip thoi, ni dung chuyén mén tap trung sau hon vao nguyén nhén, cac yéu t

chung chung nguy co va bién phap x tri dw phong ADR
e i o ..., Phan hdi tap trung cho d4u méi tai BV, tng két rit kinh nghiém céc ca 1am sang va bao
Mdi chi phéin hoi cho nguoi bio cao c40 ADR trong tirng giai doan dé phuc vy cong tac st dung thuéc hop Iy - an toan
Ban luan mot nghién clru thure hién tai Bénh vién Phu san

Pé tang cwong hoat dong bdo cao ADR ty
nguyén tr CBYT can c6 quy dinh bat buéc CBYT
bao cao khi phat hién ADR nhw mét phéan hoat
ddéng chuyén mén thudng quy. Song khi méu bao
cao ADR phtrc tap ciing gay kho khan cho viéc viét
bao céo 1. Vi thé viéc thiét ké mau bao céo riéng
véi mot sb khoa phong hodic nhom thube déc trung
la can thiét tao diéu kién thuan loi cho CBYT. M6t
s6 nghién ctru trong nwéc va trén thé gidi cho thay
mau bao cdo phurc tap 1a mét trong cac nguyén
nhan gay kho khan cho CBYT 9. Pa dang hinh
thirc bao céo khac ngoai hinh thirc béo céo gidy
sé gia tdng sb lwong bao cdo ADR. Nghién clru
tai Thuy Dién ndm 2009 ciing da chi ra day la bién
phap tét giup téng ty 1& bao cao ©. Hién nay, trung
tam DI & ADR Quéc gia da trién khai hé tro CBYT
str dung nhiéu hinh thirc d& bao céo ADR (qua
website, dién thoai, gidy...).

Nhan lwe ma mét trong nhirng yéu té quan trong
quyét dinh sy thanh cdng clia cac giai phap. Theo
két qua nghién cru clia tac gia Tran Thij Lan Anh
va cdng sty cho thay tai cac bénh vién co su tham
gia tich cyec clia dwgc sT trong hoat ddéng bao céao
ADR, sb lwgng va chét lwgng bao céo co cai thién
ré rét 19, Trong diéu kién han ché vé ngudn nhan
le nhw hién nay, bién phap cu thé cé thé trién khai
duwoc do la tdng cudng vai trd cla dwoc s dac biét
vai tro 1a dau méi trong hoat déng bao cao ADR.
Giai phap c6 can bd dau méi phy trach cing la
giai phap dwoc lia chon véi ti 1& cao trong nghién
clru tai Bénh vién Phu san Trung wong (88,3%)
hay Trung Quéc (32,9%)© 9. Thire trang bénh vién
khong chi thiéu vé nhan lwc ma CBYT con co kién
thirc chuwa day da va thai dé thiéu tich cuc. Nhiéu
nghién ctru chi ra rang kién thirc, thai do co méi lién
quan dén hién twong bao cao thiéu 9, Két qua tr
PVS va TLN cho thay CBYT chuwa nhan thirc duoc
tdm quan trong clia bao cdo ADR, nhirng trudng
hop ADR can bao cao. O' nhiéu nuwéc khong biét
ADR can bao cao la mét trong nhizng ly do chl yéu
khién CBYT khéng bao céo 91... Do dé can dao tao,
tap huan cho CBYT, day la giai phap dwoc CBYT
tham gia khao sat trong nghién clru la chon
cao nhat (chiém 92,3%). Ty Ié nay twong ty voi
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Trung wong (94,4%) ¥ Pao tao va tap huén ciing
la gidi phap dwoc d& xuét chd yéu trong nhiéu
nghién clru trwdre day 1. Dao tao, tap huén vé ADR
va vai tro ctia bao céo ty nguyén ciling dworc coi la
mét trong nhitng chién lwoc lau dai dé ting cudng
Céanh giac Duwoc va han ché tinh trang béo céo
thiéu trong hé théng bao céo ty nguyén ©. Trong
qua trinh thyee hanh 18m sang, 69,7% CBYT tham
gia nghién ctru khi ngudi bénh gap ADR khé xac
dinh ADR . Pidu nay xay ra do nhiéu nguyén
nhan khac nhau nhw: triéu chirng ADR khéng dién
hinh, thiéu cac may maéc xét nghiém can thiét gitp
chan doan phan biét, bénh nhan ty dung thubc va
chwa co thai dd phan anh moi biéu hién I&m sang
v@i CBYT. Ngoai ra, CBYT phai chiu ap lwc cong
viéc va tam ly Ién tlr bénh nhan va xa hdi. Bénh
nhan déng, khéi lwgng cong viéc nhiéu, e ngai quy
két trach nhiém ciing véi lam bao cao mét thai gian
la nhirng Iy do gép phén lam cho CBYT thudng bo
qua, khéng bao cédo dac biét la nhirng phan (rng
nhe, nhi*ng phan (rng da biét r6 cla thube.

Thém vao niva, dé ting cudng codng tac bao
c4o ADR can cho CBYT phai thdy dugc hiéu qua
clia hoat dong nay, phan hdi tir trung tam DI &
ADR c&n mang lai nhitng ¥ nghia thyc té trén 1am
sang, dap (r’ng mong mudn clia CBYT, tép trung
vao nhirng ndi dung nhw: nguyén nhan gay ra
phan (rng, hwéng dan x tri, ty 1& phan (rng trong
va ngoai don vi. Tuy nhién, dé phan hoi co hiéu
qua khong thé thiéu sw hop tac tich cwe tiv phia
bénh vién bang cach bao c4o ADR day du, kip thoi
va chét lwong. Vi vay, théng tin hai chiéu tir trung
tam DI & ADR Quéc gia va cac don vi la vo clng
quan trong.

Két luan

Mot sb giai phap tang cudng hoat ddng béo céo
ADR quan trong da dwgc xac dinh béi nghién ctru
gdm: co can bd dau méi 1a dwgc si tai cac bénh
vién, tang cwong hinh thirc bao céo tryc tuyén;
tang cudng tan suat, mé rong déi twong dao tao,
tap huén; ndi dung phan héi tir trung tdm DI & ADR
Quéc gia can dwa ra nhitng théng tin mang tinh
chét chuyén mén hon.
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Din chat lai hoa giira 11-azaartemisinin va
9 2-methoxy-6-cloroacridin:
Tong hop va hoat tinh khang te bao ung thw
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Summary
A new series of hybrid derivatives via amide linkage (8a-d) were obtained by a reaction between
11-azaartemisinin carboxylic acid (7) and 2-methoxy-6-chloroacridine diamine (6a-d). The cytotoxicity of the
synthesized compounds was evaluated against the Hep-G2 (hepatocellular carcinoma) and MCF-7 (human
breast carcinoma) cancer cell lines. Of the tested compounds, the hybrid derivative 8d exhibited the strongest
anticancer activity on both cancer cell lines with IC, value of 2.03-2.21 ug/mi.
Keywords: Hybrid, 11-azaartemisinin, 2-methoxy-6-chloroacridine, anticancer, cytotoxicity.

Dat van dé

Artemisinin la mét hop chat sesquiterpen duoc
phan lap tir cay thanh hao hoa vang (Artemisia
annua L.), dugc phét trién va st dung lam thubc
diéu trj sét rét. Gan day, artemisinin cling véi cac
dén chét dwoc phéat hién co nhidu tac dung sinh
hoc khac nhu khang virus, khang ung thw. Co ché
khang ung thu clia artemisinin ¢6 thé dira trén phan
(rng clia cdu ndi peroxyd trong phan ti artemisinin
va ion Fe tao thanh géc tu do tiéu diét cac té bao
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ung thw. U'u diém cla artemisinin va cac dan chat
la tinh chon loc trong viéc tiéu diét cac té bao ung
thw. Hoat tinh khang ung thw cla artemisinin va
cac dan chét duoc tang cudng khi két hop véi cac
phan tt» khac dya trén phuwong phap lai hoa. Pa co
mét sb bao céo vé cac hop chét lai hda chéng ung
thw dwoc phat trién nhw cac hop chét artemisinin-
chalcon, artemisinin-acridin 13,

Lai hoa gitra cac phan tlr cé hoat tinh sinh
hoc la mét huéng tiép can trong phat trién thudc
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