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NGHIEN CUU QUY TRINH THAM BINH 1
HIEU LU'C PHUONG PHAP TIET KHUAN BANG NHIET AM

Truong Vin Pat, D6 Quang Dwong, Huynh Vin Héa
Khoa Duoc, Truwong Dai hoc Y Duoc Thanh pho Ho Chi Minh

Tom tat

Pit van dé: Quy trinh tham dinh phwong phap tiét khuan bang nhiét Am bao gom rat
nhiéu cong doan. Panh gia IQ, OQ cua thiét bi phai tudn thu theo cac quy trinh thao tac
chuan (SOP) ciia nha san xuit hay nha cung cip. Tuy nhién, hiéu luc cta quy trinh tiét
khuén phai dugc chiing minh bﬁng cac con s6 dua vao hé sb tiét khuan D, gia tri Z, gia
tri F va gia tri SAL. Déi twong va phwong phap nghién ciru: Nghién ctru tinh toan téng
thoi gian can thiét cho mot quy trinh tiét khuan bang nhiét am dwa vao két qua khao sat trén
13 nha may c6 san xuat thudc vo khuan va céc tai liéu dugc cong bd. Két qua: Két qua
nghién ctru di tinh toan dugc tong thoi gian tiét khuan C (néu gia dinh ring SAL =
10-°), thoi gian nay s& dung dé so sanh vé&i thoi gian thuc té ciia quy trinh tiét khuén.
Két luan: Thoi gian thyc té ctia quy trinh tiét khuan cang gan gia tri C thi quy trinh ¢6 hiéu
luc tiét khuan cang cao.

Tir khoa: Thude vo khuan, tiét khuan bang nhiét am, gia tri D, gia tri Z, gié tri F, chi thi sinh
hoc, quy trinh thdm dinh.
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Abstract:
STUDYING THE EFFICIENCY OF MOIST HEAT STERILIZATION
VALIDATION PROCESS
Truong Van Dat, Do Quang Duong, Huynh Van Hoa
Faculty of Pharmacy, Ho Chi Minh City University of Medicine and Phramacy

Background: Moist Heat Sterilization validation process comprises several steps. The
1Q, OQ have to follow the specified SOPs of manufacturer or equipment supplier. However,
the efficiency of the sterilization process must be expressed in numberized values based on
sterilization coefficient D, Z value, F value and SAL value. Materials and methods: Studying
to calculate the total Moist Heat Sterilization time based on the survey results process validation
at 13 pharmaceutical factories having chains of sterile drugs and the other published documents.
Results: The researched results were calculated the total sterilization time C (if the assumption
that SAL = 10), this time will be compared with the real time of the process. Conclusion: The
real time of the sterilization process is as similar as the C value, the efficiency of sterilization

process is highlier.

Keywords: Sterile drug, Moist Heat Sterilization, D value, Z value, F value, Biological

indicator, process validation.

1. PAT VAN PE

Phuong phéap tiét khudn bang nhiét am
(Moist Heat Sterilization) duoc tién hanh trong
mot thiét bi chuyén dung goi 1a ndi hép va tac
nhan tiét khuan 1a hoi nude bao hoa dudi ap
suat cao (Hinh 1). Phuong phap nay thuong
duoc ap dung cho cac dang thude dung dich.

Trong sudt qua trinh tiét khuan, yéu cau
phai theo dai nhiét 6 va ap suit bén trong ndi
hap ciing nhu thoi gian thyc hién quy trinh tiét
khuan. Cac thong s6 nay phai ching minh 13
¢6 hiéu lyc tiét khuan va duoc thé hién bang
két qua tham dinh.

Chi thi sinh hoc (CTSH) dugc st dung
trong quéa trinh tham dinh thuong 13 bao tu
Bacillus stearothermophilus hodac Geobacillus
stearothermophilus do c6 tinh dé khang nhiét
cao, ndng do str dung 1 10°bao tir [4, 8].

Bai bao nghién ciru xdy dung quy trinh thim
dinh hiéu luc quy trinh tiét khuan bang nhiét Am.

Hinh 1. N6i hép tiét khuan

2. PHUONG PHAP VA POI TUQONG NGHIEN
cUu

Nghién ctru xay dung cong thure tinh toan
téng thoi gian tiét khuan 1y thuyét dam bao
cap d6 vo khuan cho mot quy trinh tiét khuan
bang nhiét 4m dya vao két qua khao sat thuc té
tai 13 nha may c6 day chuyén san xuat thudc
vo khuin va cac cong trinh khoa hoc dugc
cong bd c6 lién quan [3].

3. KET QUA VA BAN LUAN

Tham dinh hiéu lyc quy trinh tiét khuan
bang nhiét 4m trong ndi hap bao gdom : danh
gia lap dat (Installation Qualification — IQ),
danh gia van hanh (Operational Qualification
— 0Q) va déanh gid hi¢u nang (Performance
Qualification — PQ).

3.1. Panh gia lip dit va van hanh

Viéc danh gia lip dat, van hanh thiét bi duogc
thyuc hién theo quy trinh thao tac chuan (SOP)
ctia nha san xuit cung cap hodc SOP riéng ctia
nha may, tuy nhién phai dam bao thim dinh
day du cac yéu to sau: thiét bi co khi (budng,
van, loc, bo loc, diéu ap, bom chan khong, bd
trao d6i nhiét, binh ngung ty,...), thiét bi két
nbi (dién, ndi dét, ngudn cung cip dién lién tuc,
nudc, khong khi, hoi nuée sach, may cung cap
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hoi nudc, hé théng thoat nudc, hé théng van,
cong tic dién,...), kiém tra mdi han, d6 nham
bé mat, bang vé k¥ thuat, quy trinh chuén (diéu
hanh, bao tri, hiéu chuén) [1, 2].

Hiéu chudn dung cuy: qua trinh hi¢u chuin
cac dung cu rat quan trong cho viéc van hanh
cta thiét bi, bao gém hiéu chudn bo cam bién
nhiét, dong hd do thoi gian, may do ap sudt. .. diéu
nay phan anh tinh chinh xac cua dung cu [1, 2].

Yéu cau cdp nhiét: cap nhigt dé kiém sodt nhiét
do trong sudt qua trinh van hanh, gia tri nhiét do
duoc thé hién trén man hinh may vi tinh. Ty
theo kich thudc ciia budng hip (chamber) ma sb
luong cap nhiét thay dbi tir 15-20 cap. Do chinh
xac cua cap nhi¢t nén co sai sO dudi +£0,5°C vi
chi can sy thay doi 0,1°C thi gié tri F, da thay doi
2,4% gia tri binh thuong 1a 8 [1, 2].

Phai kiém tra hoat dong ciia may va kiém
tra lugng hoi nudce bao hoa.

3.2. Panh gia hiéu ning

Panh gia hiéu niang nham ching minh tinh
1ap lai va hi¢u lyc cua quy trinh tiét khuén
(efficiency of the sterilization process) trong
viéc bit hoat hodc loai bo vi sinh véat dé dam
bao su v6 khuan. Ching minh su phi hop cua
quy trinh véi cac san pham duoc tiét khuan
thong qua viéc danh gid anh hudng cua qua
trinh tiét khuan 1én san pham.

Pdnh gid sw phdn phoi nhiét am trong
buong hdp khong tdi

Dé danh gia sy phan phdi nhiét d6 nhim
xac dinh vi tri cac khu vyc néng hodc lanh
trong buéng hép, dat it nhét 10 cap nhiét ¢ cac
vi tri khac nhau va lap ban d6 nhiét do tai cac
diém trong budng hép [6, 7].

Ldap so do nhiét va cdc vi tri lanh trong cdc
do dung (container)

Trudc khi bit ddu nghién ctru phan phdi
nhiét trong budng hip co tai, can phai l1ap
so do cac vi tri trong cac dd dung. Muc dich
ctia nghién ciru nay 1a tim ra diém lanh nhat
bén trong cac d6 dung da dong diy chat long
[6, 71.

Padnh gid sw tham nhdp ciia nhiét am trong
buong hdp c6 tdi (Loaded chamber steam
penetration tests)

Muc dich nham tim va xac dinh céc san pham
kho tiét khuan nhat hodc nhitng vi tri lanh nhat
trong budng hap. Viéc nay s& tn nhiéu thoi gian
néu c6 nhiéu loai san pham khac nhau.

Quy trinh thye hién: van hanh thiét bi theo quy
trinh binh thuong, dat cac cap nhiét vao buéng
hap co tai, sau thoi gian van hanh, lay cic cip
nhiét ra va xac dinh nhiét do tai diém do, danh
dau cac vi tri lanh nhét trong budng hap. Nghién
ctru sy tham nhap nhiét thuc hién trén lugng tai
t0i da va tdi thiéu va phai duoc 1ap lai cho dén khi
dix liéu nhiét do thu duoc dai dién cho tt ca cac
khu vuc trong budng hip, mdi lan chay thuc hién
3 lan dé dam bao d6 lap lai. [5, 6, 7).

Thur nghiém voi CTSH

Sau khi tim duoc cac vi tri lanh trong budng
hép, cac vi tri nay tiép tuc dugc thtr nghiém
véi cac CTSH. Tai mdi vi tri dit CTSH phai
c6 1 cdp nhiét kem theo. CTSH dung cho thir
nghi¢m la bao tr Bacillus stearothermophilus
hodc Geobacillus stearothermophilus do co
tinh dé khang nhiét cao, nong do s dung
thuong 1a 10° bao tur [4, 7].

Thir nghiém thanh cong khi 03 lan thyc
hién lién tiép cho két qua khong cé su ting
trudng cua CTSH sau thoi gian U trén cac moi
truong dinh dudng (medium) [4, 7].

3.3. Tinh toan mot so thong sd

H¢ s6 tiét khuan D

D la thoi gian tiét khuan can thiét (tinh
bang phat) & mot nhiét d6 xac dinh dé lam
giam 90% s luong vi khudn ban dau N,. Theo
cong thure tinh mau khong tang trudng [5], thi

U
Dy = logA — logB

Giatri Z
Gia tri Z 1a gia tri gia ting nhiét do dé lam
giam dugc 1/10 tri s6 D [5]
7o - T
logD,; —logD-
Gia tri F
Gia tri F, thé hién thoi gian tiét khuan
(dugc tinh bang phut) can thiét dé diét vi
sinh vat & mot nhiét d6 khac 121 °C va dat
hiéu qua twong duong nhu khi tiét khuan &
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nhiét d§ 121 °C trong thoi gian quy dinh [5]
Fo

T-121
10 :z

FZ —

3.4. Dy doan thoi gian tiét khuan C ngoai
suy tir gia tri SAL =10

MotmauCTSH Bacillusstearothermophilus
v6i s6 luong 1a N, = 10° bao tir dugc cung cap
bai hing SGM Biotech (MY), ¢6 gia tri D =
2,5 phut duoc dung dé tham dinh hiéu luc quy
trinh tiét khuan béng nhiét m.

Thoi gian can thiét dé dwa muc vi khuan vé
zero (giam 6 logarit) D, la:

D =25xlog 10% =15 phut

Khi d6, can phai ting thém lidu gdy chét L

dé thu dugc hiéu qua giam 12 logarit.

F,
La:[12xio)—F0

L, =(12x 30,2

]— 30,2=30,2

y&i R =log 10°= 6 va gia tri F tich lily ¢
cuoi chu ky dugc xéac dinh 1a 30,2 phut.
Nhiét do lanh nhat trong ndi hép do duoc
vao cubi chu ky 1a T= 119,4 °C.
Giatri F:
F = (10(77121,1)/2)
F :(10 (119,4-121,1)/10) _ 0,676

Thoi gian can thiét thém vao T, dé lam
giam 12 logarit:

T, = L,
F,
L= 30,2 = 44,7 phut
0,676

Téng thoi gian cho quy trinh tiét khuan C:
C=T,+D,
C=44,7 + 15=159,7 phat # 60 phut

Nhu vay, voi thoi gian hap tiét khuan 1a 60
phut, quy trinh dat SAL = 10°.

3.5. Panh gia tinh ning sin phim sau
khi tiét khuin

San pham sau khi tiét khuan phai dam bao
tinh tuong thich sinh hoc va day du chirc ning
nhu ban dau trude khi tiét khuan.

4. KET LUAN

Hiéu luc cta quy trinh tiét khuén phai duoc thé
hién bang con s6 thong qua hé s6 tiét khuan D, gia
tri Z, gid tri F va gia tri SAL dé tir d6 tinh toan duoc
xac sudt san pham khong dat d6 vo khuan.

Két qua trén da tinh toan duoc tong thoi gian
tiét khuan C néu gia dinh rang gia tri SAL = 10°,
thoi gian C nay s€ dugc so sanh véi thoi gian thuc
té ctia quy trinh dé tir d6 c6 su didu chinh cho phu
hop, thoi gian thuc té cang gan gia tri C thi quy
trinh ¢6 hiéu Iuc tiét khuan cang cao.
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DANH GIA KET QUA PHAU THUAT CAT THU'C QUAN NOI
SOI NGU'C TRONG DPIEU TRl UNG THU THU'C QUAN

Dwong Xudn Loc', Ho Vin Linh’,

Hoang Trong Nhit Phwong', Lé Manh Ha’, Lé Ljc’
(1) Khoa Ngoai Tiéu Héa — BVTW Hué

(2) B6 mon Ngogi, Truong BPai hoc Y Duoc Hué

Tom tat:

Muc dich: Nghién ctru chi dinh, phuong phép va danh gia két qua cit thyc quan ndi soi
nguc trong diéu tri ung thu thue quan. Phwong phap: nghién ctru hdi ctru, mo ta, theo ddi doc
dua trén tit ca bénh nhan ung thu thuc quan duoc phéu thuat cat thuc quan ndi soi nguc tai
Khoa Ngoai tiéu hoa Bénh vién Trung wong Hué tir 2009-2011, trong d6 ¢ 13 trudng hop u
1/3 nguc trén, 41 truong hop u 1/3 ngyc gitra va 17 truong hop u 1/3 nguc dudi. Pa sé u ¢ giai
doan T3, N1. Két qua: 71 truong hop trong d6: nam/nir 1a 69/2, tudi trung binh 63 (43-73), 2
truong hop ton thuong phé quan, 1 truong hop ton thuong nhu mé phoi, khong co trudng hop
nao phai chuyén mé ma. 6 truong hop do miéng ndi cd, 12 truong hop viém phoi trong d6 o 1
truong hop tir vong. Két ludn: Cit thuc quan ndi soi nguc trong diéu tri ung thu thyc quan an
toan, hiéu qua, bién chimg trong giéi han cho phép. Tuy nhién, can nghién ctru 1au dai dé danh
gia hiéu qua vé mat ung thu hoc.

Abstract:
TO ACCESS THE OUTCOMES OF THORACOSCOPIC ESOPHAGECTOMY
FOR INTRATHORACIC ESOPHAGEAL CANCER
Duong Xuan Loc', Ho Van Linh', Hoang Trong Nhat Phuong!, Le Manh Ha’, Le Loc'
(1) Digestif Surgery Department of Hue Central Hospital
(2) Dept. of Surgery, Hue University of Medicine and Pharmacy

Objective: To research the indications, methods and access the outcomes of thoracoscopic
esophagectomy for intrathoracic esophageal cancer. Methods: From 2009 to 2011, 71 patients
of intrathoracic esophageal cancer underwent thoracoscopic esophagectomy at Digestif Surgery
Department of Hue Central Hospital. Upper third: 13 cases, middle third: 41 cases and lower
third: 17 cases. T3, N1 was found with the highest percentage. Results: Ratio male/female is
69/2, mean age: 63, no case of open conversion, 2 cases broncheal rupture, 6 cases anastomotic
leak, 12 cases pneumonia (1 case to be death). Conclusion: Thoracoscopic esophagectomy
for esophageal cancer is a a feasible and safe procedure with perioperative complication are
acceptable. However, let is a long-term research to evaluate the oncology effection.

1. PAT VAN PE

Ung thu thyc quén 1 loai ung thu pho bién
& cac nude Chau A, dic biét & Trung Quéc,
n6d ding hang thu tu trong cac loai ung thu
thuong gip va thuong 1a ung thu té bao vay,
hay gap & 1/3 gitra thuc quan. Ngugc lai, ung

thu thuc quan it gdp & My va cac nudec Chau
Au va thuong 13 ung thu biéu mé tuyén, hay
gip ¢ 1/3 dudi thuc quan [8],[12],[14]. O Viét
Nam, ung thu thuc quan cling la loai ung thu
thuong gip, nhung tir trudc dén nay chua
duoc thong ké ddy da vé tan sudt mac bénh,
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