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TOM TAT

Dit van dé&: Mot nghién ctru ban dAu danh gid su anh hudng ctia chat luong thube trong qua
trinh bao quan béi nhiét d6 va do 4m tai cac vung dia ly khac nhau dugce thuc hién trén vién
bao tan trong rudt Asp1r1n pHS, vién bao phim Vitamin C va vién nang Amoxicillin tai ving
ven bién Thuén An, ving nui Nam Dong, thanh ph Hué va Trung tdm kiém nghiém TT-Hué.
Nguyén vit liéu va phwong phap nghién ciru: Cac miu thude nghién ctru c6 cung 16 SX va
han dung dai hon thoi gian khao sat duge dit tai cac quiy thuéc Nam Do6ng, Thuin An, thanh
phd Hue va mau dbi chimg duge bao quan tai TTKN TT-Hué véi sy theo dai diéu kién nhi¢t 6
va d6 4m moi trudng trong subt 12 thang bao quan thudc. Hang thang, tién hanh kiém tra cac
chi tiéu chét lwong thudc theo DDVN III va mot sb tiéu chudn co sd. Két qua: Su suy giam
chat lugng thubc dién ra sém va manh nhét & Thuén An, tiép theo 1a Nam Dong, 1a nhung noi
phal chiu dung mdt diéu kién khi hau khic nghiét hang nam. Dac biét, sy &nh huodng cia yéu td
d6 am tac dong 1én su phan huy thudc manh hon so véi nhiét dd. Su suy giam chét lugng thudc
cling dién ra & thanh phd nhung & mirc dd nhe hon, trong khi tat ca cac thude van gift duge chét
luong t6t trong didu kién bao quan chuén tai Trung tim kiém nghiém Hué (nhiét d6 25°C, do
4m 60%). Két ludn: C6 sy suy giam chat lvong thudc bi anh huéng khoéng chi nhiét d6 va do
4m cao trong qua trinh bédo quan tai cac ving khac nhau ma con bsi d6 bén viing cta mdi loai
hoat chét va mdi cong thic ché tao thudc khac nhau.

ABSTRACT
A STUDY ON THE QUALITY DECREASE OF AMOXICILLIN, ASPIRIN PHS AND
VITAMIN C DRUGS BY TIME UNDER THE EFFECTS OF TEMPERATURE AND
HUMIDITY AT DIFFERENT AREAS IN TT-HUE PROVINCE

Tran Huu Dung, Nguyen Quynh Phuong, Huynh Thi Hong Phuc, Nguyen Huu Tien

Background: A preliminary research about the relation of drug quality decrease through period
of stored time by temperature and humidity at different geographic areas was carried on Aspirin
pHS8 intestine-disolved coated tablets, Vitamin C film coated tablets and Amoxcycillin capsules.
Materials and method: Pharmaceuticals possessing same manufacture batch and date expire
“ longer than experimental period preserved at Thuan An coastal area, Nam Dong mountainous
region, flat country of Hue Province and Hue Drug Quality Control Centre, Vietnam. The change
of temperature and humidity at drug stored pharmacies was recorded continuously. Monthly,
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these drugs were examed quality following Standards of Vietnam Pharmacopie Volumn III,
edition 2002 and in-home Standards. Results: The decrease of drug quality happened earliést
and strongest at Thuan An, then Nam Dong, sustained a severe elimate condition yearly.
Especially, effect of humidity element on the drug decomposition was serious than temperature.
The decrease of drug quality was also happened at Hue city but in gentle degree, while all
drugs were still in good quality under the standard store condition at Drug Quality Control
Centre (25°C, 60%). Conclusion: This research showed an importance of the temperature
and humidity control during the store and delivery periods to maintain the drug quality

sufficiently for treatment.
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1. PAT VAN PE

Theo b4o cio tdng két cong tac kiém tra
chét luong thudc ctia Vién kiém nghiém thubc
TW, trong nim 2008 hé théng kiém nghiém
cd nudc da phat hién 840 mau thude khoéng
dat tiéu chudn chét luong, tap trung chi yéu
& cac nhom thube kém bén ving, d& bi bién
d6i chét luong do tic déng cua diéu kién
mdi truéwrig nhu céc khang sinh, khang viém,
vitamin va cac vacine. Ciing qua ban tdng
két cong tac kiém tra chét luong thudc cua
Trung tdm kiém nghiém thubc, my phim,
thuc phdm Thira Thién Hué tr 2005-2009
[3], tai hdu hét cac diém ban thudc & tuyén
huyén vung sdu, vung xa trén dia ban tinh
noi chung va ddc biét tai cic vung ddi nui
. cao nhu Nam Dong, A Ludi hay tai cac
ving ven bién Thusn An, ph4 Tam Giang,
cho thdy mot thuc trang 1a ty 1é thubc kém
chét luong rit cao va hdu hét tap trung nhiéu
& cac nhém thudc khang sinh, khéng viém
giam dau va c4c vitamin; Thira Thién Hué 1a
tinh ndm trong pham vi thudc vung ndi chi
tuyén nén thuong chiu ché d btc Xa nang
lugng cao, nhiét 6 cao va dic trung cho ché
do khi hau nhiét d6i gié mua. Vay ciu hoi
dit ra 1a liéu c6 mot mdi lién quan nao gitra
su suy giam chét luong thude véi viéc bao
quéan thudc tai cac ving mién dia ly khac
nhau hay khong. Dé tra 1oi ciu héi trén,
chiing t6i tién hanh nghién ctu su thay déi
chét luong céac thube Amoxicillin, Aspirin
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pH8 va Vitamin C theo thoi gian dudi tac
dong cta nhiét @6 va d6 4m tai cac ving dia
ly khac nhau trén dia ban tinh TT-Hué dé c6
thé dua ra mot birc tranh tong thé vé tinh hinh
chét luong, ciing nhu nhitng khuyén cdo va
dé nghi cho viéc bao quan cac ché phdm nay
trén dia ban TT-Hué néi riéng va ca nudc néi
chung, ciing nhu cho viéc quan Iy chit lvong
thudc cta cac co quan quan ly va san xuét,
kinh doanh. ’

2. POI TUQNG VA PHUONG PHAP
NGHIEN CcUU

2.1. Déi twong chon lya:

Méu A, A, A;: 3 miu vién bao Aspirin
pH8 500mg cta 3 cdng ty Dugc trong nuée

MauB,, B, B,: 3 mau vién bao Vitamin C
500mg cua 3 cong ty Dugc trong nude

Miu C, C,: 2 miu vién nang cimg
Amoxicillin 250mg cua 2 cbéng ty Duoc
trong nudc

Céc mau thudc ctia mdi cong ty déu cing
16 SX va ¢6 han dung dai hon thoi gian khao
sat. C& mau chon 13 1600 vién/mdi mau thudc.
Céc chit chun , hoa chét, dung moi dat tiéu
chudn phong thi nghiém.

2.2. Phwong phap nghién ciru:

Céc mau thubc nghién cru duoc chia lam
bén phin bing nhau, dung trong céc hdp bao
quan thudc co niém phong, dit tai cac quiy
thubc huyén Nam DPéng, quiy thube thi trdn
Thuén An, nha thudc tai thanh phé Hué va miu
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d6i chimg duoc bao quan tai Trung tdm kiém
nghiém TT-Hué véi diéu kién nhiét do va do
4m méi truomg ludn duoc kidm soat (25°C +
2°C, 60% =+ 5%). Tai cac noi bao quan thubc,
mét nhiét 4m ké duge dung dé theo doi nhiét
d6 va 46 4m. Hai thong sb nay duoc ghi lai
vao luc 8-9h sang thir Tur hang tuén, 14y trung
binh cong két qua cia bdn tudn lam sb liéu
cta thang, tir d6 xay dung dudng biéu dién su
thay ddi nhiét do, d6 4m trong subt thoi gian
bao quan thudc.

‘Hang thang, tién hanh 1y mau tai cac cac
diém bao quan dé_ tién hanh kiém tra céac chi
tiéu theo tiéu chuén DDVN III va mot sb tidu
chuén co s&: Cam quan, d6 rd (mau Vitamin C)
va dé hoa tan (miu Aspirin va Amoxicillin),
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ham lugng hoat chét [1].

S6 liéu dugc xur Iy bang phdn mém tin
hoc Microsoft Office Excel 2003, danh gia
su-khéc biét c6 y nghia hay khong gitta ham
lugng hoat chat tai cac miu bao quan tai cac
ving dia 1y khac nhau v6i mAu bao quan chuén
tai TTKN mdi thang bang tric nghiém tuong
ung tung cdp (t-Test: Paired Two-Sample for
Means) [4,5]. .

3. KET QUA VA BAN LUAN

Khdo sdt su bién doi nhiét do va dé am taz
cdc diém bdo qudn

Su bién thién nhiét dd va do 4m tai cac
diém bao quan trong thoi gian nghién ciru 12
thang duqc thé hién theo Hinh 1.
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Hinh 1: Su bién thién nhiét do () va d6 4m (b) tai cac diém bao quan trong thoi gian
nghién ctru

Db thi theo doi nhiét d6 (Hinh 1a) cho thay,
trong khi nhiét do tai TTKN luén dugc kiém
sodt & mirc 25°C subt thoi gian bao quan thi nhiét
d6 tai cac diém bao quar khac c6 su bién thién
khé 16n. Tai ca ba diém bao quéan, nhiét do bét diu
tang nhanh dén tir thang 3 va duy tri mirc nhiét &6
cao (trong khoang 33 - 36°C) trong subt cac thang
muahe. Sau d6 nhiét d6 giam dan trong cac thang
mila mua tiép theo, dac bi€t gidm manh bét du tir
théng 10 cho dén thing nam sau.

Db thi theo d5i @6 4m (Hinh 1b) cho thiy
d6 4m & ca ba diém bao quan déu & muc cao,
16n hon & diéu kién chuén tai TTKN khoang tir
10 — 30%. D6 4m bt diu ting tir thang 5, ting
nhanh trong céc théng tiép theo va luén duy tri
& mitc cao (trén 90%) trong sudt mua mua tir
‘thang 10 dén thang 1 nam sau, khac biét c6'y
nghia so V'c’ri.diéu_kién b4o quan chudn ctia nha
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thudc thuc hanh tdt GPP (p < 0,01) [2]. Piéu
dang cht y & day 1a trong khi nhiét do tai cac
ving dia 1y it chénh Iéch nhau thi d6 4m lai c¢6
su khac biét dang ké. Thuén An ludn 14 ving

- ¢6 d0 4m cao nhat trong ba di€m bao quan,

tiép dén 12 Nam Pong va Hué.

Két qua danh gia tinh chat cam quan cho
thiy tai thoi diém bat diu khao sat, cac miu
thudc déu dat cac tiéu chuén cam quan theo
tiéu chudn DDVN III va TCCS. Tuy nhién sau
mdot thoi gian bao quan, trén bé mit cac miu
thubc bao quan xuit hién nhitng bién dbi vé
mat cam quan nhét dinh. Sy xuét hién cac bién
d6i va mirc d6 bién d6i 1a khac nhau d6i véi
mdi loai thudc theo thoi gian tai mdi diém bao
quéan va giita cac thudc cting nhom hoat chét
ciia cac nha san xuét khac nhau dugc thé hién
trong Hinh 2 va Hinh 3.
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Hmh 2: M?L ) v1en bao ASplI‘I‘ll’l pHS 500mg A, tai Thuan An sau (a) th01 dlem ban dau, |
(b) 3 thang, (c) 6 thang va (d) 11 thang bao quan '

Hlllh 3: Mau v1en Amox101lhn 250mg C tai Thuan An sau (a) thon diém ban dau,
(b) 3 thang, (c) 6 thang va (d) 11 thang bao quan.

Hmh4 Céclvién bao Vitamin C 500mg (a) m§uB1,(b) mﬁﬂ B,, (c) miu B, sau 1 thang '
béo quan tai Thuén An. -

" Véi cac mau V1en bao Aspmn pHS, su bién
dbi c&m quan xuét hlen sém- tir thang thir'3 &
mau bao quéan tai Nam Déng va Thuin An, v6i
su xuét hién cta mot vét mau niu nhat & gifta
bé mat vién, ngdy cang lan rong va sim mau.
Dic biét & mAu bao quan tai Thuin An sau 6
thang da xuét hién cac vét 16i 16m kém mét sb
tinh thé acid salicylic 16m chom & bé mit. Didu
ndy khéng phat hién thdy & cac miu bao quén
tai Nam Dong. Nhitng thang cubi, 16p bao mau
Aspirin A, ¢6 thé duoc boc tach d& dang ngay

khi xé vi thudc, dé 16 ra-vién nén bén trong vé6i

mat d tinh thé day déc cna acid salicylic va mui
chua ddm cua acid acetic.

V6i miu vién bao Vitamin C va vién nang-

Amoxicilin, su bién ddi cam quan cling duoc
quan sat thiy tai cac ving diém bao quan khéc
nhau theo thoi gian, r5 nét nhat 13 tai Thuan
An, chi sau 10 thang bao quan, 16p bao phim
vién Vitamin C miu B, d4 bi bac mau (Hlnh
4) va 16i 16m hay phong, rdp lén dugc quan sat
thdy trén nang Amoxicillin (Hinh 3)..

Tuy nhién, diéu dang quan tam 1a véi mire

do bién do6i khac nhau & cic diém bdo quan
cho thay su bién d6i nay c6 moi lién hé véi

viéc bao quan thudc tai cac ving dia 1y khac

nhau. Sy bieén d6i sém nhat va manh m& nhét

dién ra véi cac miu bao quan tai Thuén An,

tiép dén 12 Nam Bong, cac miu bao quan tai
Hué va TTKN it hoéc khong nhan thdy c6 su
bién dbi tinh chit cam quan. :

K,et_, qua khao st do hoa tan dbi véi cac

* vién nén bao tan trong midt Aspirin pH8 cho
“thiy sau 9 thang bao quan, nhitng mau- duoc
‘bao quan tai Thusn An; Nam Dong va sau 12

thang & thanh phd Hué déu khong dat tiéu
chuin vé d¢ hoa tan theo TCCL, trong khi
mau thubc duoc bao quan tai TTKN van giit

dugc.,tinh.c_:hét ndy. D6 1a do luong hoat chit

hoa tan trong méi trudng dich vi sau 120 phit
vuot qua muc cho phép ciia TCCL (> 5%) boi
do 16p mang bao tan trong rudt cia bamau A,
A, vaA, bi bién dang hay rach. Trong khi do
két qua khao sat d6 hoa tan & cac vién nang
Amoxicillin v& d6 tan 13 & céc vién nén bao

phim Vitamin C cho théy tit c& cac mau thir-
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déu dat trong sudt 12 thang nghién ctru.
Trong qua trinh dénh gia chét luong thube
tai cac ving dia ly khéc nhau, thi sy d4nh gia
dd suy giam ham luong hoat chit theo thoi
gian la rd nét va dac trung nhét. Cu thé 1a su
giam ham luong hoat chét nhidu nhét va manh
nhét v6i mau thudc Aspirin pH8 (A, A, A,)
va Amoxicillin (C,, C,) & Thuan An, tiép do la
Nam Doéng va Hué, ma rd nét nhét 1a trén bidu
d6 suy giam ham lwong hoat chét (Hinh 5a,
5c) cho @ dbc rét I6n tir thang tht 9 — 10 trd
di. Véi cdc miu bao quan tai Thudn An, ham
luong Aspirin da tut dudi 95% tinh dén thang
th 9 va tiép theo 1a Amoxicillin vao théng thi
10 (khong dat TCCL theo DDVN III). Tinh
dén thang thir 12, cac miu Aspirin A, A,
A,) tai Nam Dong va thanh ph6 Hué, va mau
Amoxicillin C, bao quan tai Nam Pong bi giam
ham lugng duéi 95%, con & mau Amoxicillin
C, su tut giam ham lugng hoat chét ciing dién
ra rat manh (95,9%) va c6 nguy co khong dat
TCCL vao céc thang khao sat tiép theo. Ciing
tuong tu voi cac ché phdm Vitamin C, ham

luong acid ascorbic ctia mau Vitamin B, bao
quan tai Thudn An sau 12 thadng bao quan da
giam manh con 95,4% (Hinh 5b) va c6 nguy
co khéng dat TCCL & cac thang khao sat tiép
theo. Con cac mau Vitamin C tai Nam Dong va
thanh phb Hué ciing thé hién d6 suy giam ham
lwong tuy nhién & mitrc d6 it hon, ¢ thé do 16p
bao phim da bao vé tdt su cach ly hoat chét acid
ascorbic v6i moi treong bén ngodi. Trong khi
d6, ham lugng hoat chét clia cic mau bao quan
tat TTKN c6 suy gidm theo thoi gian nhung
dién ra rat cham va vin dam bao dat TCCL theo
quy dinh.

Két qua cho thiy c6 mét dic diém chung
o cic mlu thubc nghién ctru la ham luong

- hoat chat cla tat ca cic mau déu giam theo

thoi gian, tc dd cé phan ung phan huy hoat
chét thube x4y ra, tuy nhién véi cac mic do
va tdc d6 khac nhau trén mbi loai thubc khac
nhau (chtra mdi loai hoat chat c6 d6 bén vimg
va theo mdi phuong phap bao ché khac nhau)
va ca tai cac diém bao quan khéc nhau trong
12 thang theo doi.
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Hinh 5: Bién thién ham luong hoat chét ctia (2) mau Aspirin A, (b) méau Vitamin C B, va
(¢) miu Amoxicillin C, & cac ving dia 1y khéc nhau.

'Két qua so sanh su khac biét c6 y nghia
thdng ké (p < 0,01) v& ham luong hoat chit
clia cac mau thudc bao quén tai Nam Dong,
Thuidn An va thanh phé Hué véi didu kién
chuin tai TTKN (Béang 1) da thé hién 16 su
suy giam ham luong hoat chit cia cac miu
hoan toan khéc nhau tai cac vang dia 1y khéc
nhau. Néu hiu hét cac miu Aspirin, Vitamin
C va Amoxicillin dugc bao quan & Thuén
An va Nam Doéng, 1a nhitng viing chiu dung
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nhiét d6 cao va dac biét 1a d6 4m rit 16n, thé
hién sy suy giadm ham lugng khic biét ¢6 y
nghia thc“’)nghké xuét hién sém nhét so véi tai
diéu kién chuin tai TTKN (thang tht 3-4 &
Thuin An va thang tht 4-5 & Nam Dong)
thi v6i cac mau bao quan tai thanh phd Hué,
vang ¢6 diéu kién nhiét d6 va d6 Am it khéc
nghiét hon, thé hién su suy giam ham luong
khac biét ¢6 y nghia théng ké dién ra chim
hon (thang thir 6-12). -
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Bang 1: Thoi gian bat diu nhan thiy c6 su khéc biét ¢6 y nghia théng ké
gitta ham luong hoat chit cac miu tai c4c diém bao quan véi tai TTK

Miu Al | A2 | A3 | Bl | B2 | B3| C1| C2

Tp Hué 7 7108 | 12 | (®

Thang Nam Dong 4 5 4. 7
Thuin An 4 3 3 3 3 6

(*): khong xuét hién su khéc biét c6 ¥ nghia théng ké trong thoi gian nghién ctru.

Tur céc két qua khao sat trén c6 thé cho
thdy c6 mot mdi lién quan gifta viéc bao
quan thudc tai cic ving dia 1y khac nhau va
su bién dbi ham luong thude, su giam ham
luong xay ra nhanh va manh nhéit véi cac
mau thude bao quan tai ving bién, tiép theo
la vang nti. Su suy gidm ham luong & cac
mau béo quan tai thanh phd khéng rd rét nhu
¢ 2 vung trén.

Mot két qua ma chung t6i ghi nhan duogc
- nita la trong yéu té nhiét do va d6 4m thi yéu
6 d6 4m c6 vai trd quan trong hon trong viéc
thuc déy su giam ham luwong hoat chét. Su
giam ham luong hoat chit trén hdu hét cac
mau dién ra manh va rd rét nhét (thé hién &
d6 déc @b thi hinh 5) vao cac thang maa mua
(tur thang 11/2009 - 01/2010) tai c4c ving dia
ly Thudn An, Nam Déng va Hué, trong khi
do6 lai khong nhan thdy diéu nay véi nhitng
thang c6 nhiét d9 cao (thang 05-08/2009) tai
cung céc diém bao quan trén (Hinh 1).

Két qua nghién ctru da cho thiy mot didu
déng bdo dong vé chat lugng thudc nhay cam
V01 moi trudng & cac diém bao quan c6 didu
kién moi tnréng;, khong thuan loi. Nhiéu miu
thuc Vitamin C va Amoxicillin bao quan
tai Thuén An va Nam DPoéng khong dat hodc
c6 nhiéu nguy co khong dat tiéu chi vé ham
luong theo tiéu chudn DPVN III trong khi
han ding ctia thubc van con kha aéi. Nghiém
trong hon 13 trén cac mau thudc Aspirin pHS8
bdo quan tai Thuin An va Nam Dong di cb
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' nhitng bién ddi cam quan rit nghiém trong
va hau nhu khong thé ding dwoc do su xuét
hién cua cac tinh thé acid salicylic trén bé
mit vién kém theo sy bién chét cua 16p bao.
Day la ly giai hop ly cho viéc phat hién nhiéu
mau thudc khong dat chit lugng nht 1a thube
nhay cam véi moi trudng khi bao quan tai
céc ving ven bién hay vung nii la nhitng noi
¢6 diéu kién khi hau khéc nghiét.

4. KET LUAN VA PE NGHI

Céc két qua nghién ctru cho thdy ¢6
mdi lién quan chit ché gifta qud trinh bién
dbi chét lwong thudc véi didu kién khi hiu
tai cac vung dia ly khic nhau trén tinh TT-
Hué, trong d6 su giam chét lwong thuéc x4y
ra sém va 16n hon & cac dia ban mién bién
Thuan An va mién nii Nam Dong so v6i cac
viing ddng béng thanh phé Hué, thé hién r&
trén c4c ti€u chi cdm quan bén ngoai va ham
luong hoat chéit cua thube ma it tac déng 1én
ti€u chi d rd va do hoa tan cta thubc. Piac
biét, yéu t6 d6 4m ¢6 tic dong dén chit luong
thudc 16n hon so véi yéu tb nhiét do trong
qué trinh bao quan thude. Déng thoi, nghién
clru cling da cho thay tim quan trong cla viéc
bao quan thudc trong didu kién cé kiém soat
chit ché vé cac yéu td nhiét do va d6 4m moi
truong nhu tai TTKN dé dam bao thudc lubn
dat TCCL trong sudt qua trinh luru thong, bao
quan va phan phdi dén tay nguoi bénh trong
sudt tudi tho cua né.
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