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BANH GIA TON THU’'O'NG SIEU VI THE NHU MO GAN O NGU’O’ 1VIET BI PHO'
NHIEM CHAT POC DIOXIN MAN TiNH TREN KiNH HIEN VI PIEN T’ QUET

TOM TAT

Muc tiéu: Panh gid tén thugng siéu vi thé nhu
mo gan & ngudi Viét bi phoi nhiém chat doc Dioxin
man tinh. P&i tu'gng va phuong phap: Nghién ciu
nay st dung mau sinh thiét gan tir 33 bénh nhan da
phd| nhiém vai dioxin. Phuang phap nghlen clru la mé
ta cat ngang va st dung kinh hién vi d|en o quet
(SEM) de phan tich. Quy trinh chudn bi mau bao gom
rira va ¢ dinh bang dung dich qutaraIdehyte va acid
osmic trudc khi ma phu béng vang va quan sat két
qua trén SEM. Két qua: Quan sat trén SEM cho thay
hinh anh cta tén thuong nhu mo gan o} tat ca 33
trl.rdng hgp. Cac ton thuong chl yéu la su xam nhap
cla cac té bao V|em G cac muc do khac nhau. Hinh
anh tham nh3dp cta cac dai X0 Vao khoang Disse,
khoang gian bao té bao nhu mo6 gan. Dong thai, con
thay ro su thay doi trong hinh thai siéu vi thé cla ty
thé, va Ierl ndi chat. Pay 1a tén thuong dién hinh cua
nhu mb gan do nhiém doc dioxin. K&t luan: Qua
quan sat trén SEM, phai nhiém man tinh vdi Dioxin da
gay ton thu‘dng tai gan, d3c biét I3 tai khoang Disse va
cac bao té bao gan. Céc ton thtrdng nay cha yeu do
su’ xam nhap cua cac te bao viém va cac dai xc & cac
erc doé khac nhau, va cb sy thay doi trong, hinh thai
siéu vi thé cua cac bao quan gan. Pay la ton thuang
dién hinh ctia nhu mé gan do nhiém doc Dioxin.

Tur khéa: Dioxin, ton thuong nhu mo gan, siéu vi
thé, SEM.

SUMMARY
EVALUATION OF ULTRASTRUCTURAL
LIVER TISSUE DAMAGE IN VIETNAMESE
WITH CHRONIC DIOXIN TOXICITY USING

SCANNING ELECTRON MICROSCOPY

Objective: To evaluate the ultrastructural liver
tissue damage in Vietnamese with chronic dioxin
toxicity. Subjects and methods: This study used
liver biopsy samples from 33 patients exposed to
dioxin. The research method was cross-sectional and
analyzed using scanning electron microscopy (SEM).
The sample preparation process included washing and
fixation with glutaraldehyde and osmic acid solution
before gold plating and observation under
SEM. Results: SEM observation showed images of
liver tissue damage in all 33 cases. The damage was
mainly due to the infiltration of inflammatory cells at
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different levels. The images showed the infiltration of
fiber bands into the Disse space, the space between
liver cells. At the same time, changes were observed
in the ultrastructural morphology of mitochondria, and
endoplasmic reticulum. These are typical liver tissue
damage due to dioxin poisoning. Conclusion:
Through SEM observation, chronic exposure to dioxin
has caused liver tissue damage, especially in the Disse
space and liver cells. This damage is mainly due to the
infiltration of inflammatory cells and fiber bands at
different levels, and there are changes in the
ultrastructural morphology of liver cells. These are
typical liver tissue damage due to dioxin poisoning.

Keywords: Dioxin, liver tissue damage,
ultrastructure, SEM.

I. DAT VAN DE

Viét Nam la mot trong nhitng qudc gia chiu
anh hudng nghiém trong cla chién tranh, dac
biét 1a chiu tac dong lau dai, dai ddng cla chat
déc mau da cam (Dioxin). Cac két qua nghién
cltu & Viét Nam va thé gidi cho thay, chat doc
Dioxin cd kha ndng gay tén thuong da dang va
phuic tap trén tat ca cac bd may sinh ly cla co
thé: gy ung thu da, ton thuong da; ton thuong
gan, ton thuong hé thdng h6 hép, tuan hoan,
ti€u hda, ndi tiét, than kinh; gay dot bién gen va
nhiém séc thé, tir dé gay nén cac di tat bam
sinh, cac tai bién sinh san [1] [2]. Vién Han lam
khoa hoc Qudc gia My da cong bé danh muc 14
bénh, B Y té Viét Nam cong b6 danh muc 17
bénh tat, di dang, di tat do phai nhiem chat doc
hda hoc/dioxin. Bac biét, s6 nan nhan la con,
chdu va cac ddi sau cla ngudi bi nhiém trong
chién tranh & Viét Nam cd thé Ién dén hang triéu
ngudi [3].

Chat doc da cam la mot loai chat doc hoa
hoc khong mau, khong tan trong nudc, tan trong
dau diezel va cac dung moéi huu cd. Dioxin la tén
goi chung clia mét nhém hang tram cac hgp chat
hod hoc cé tén khoa hoc la 2-3-7-8 tetra chloro
dibenzo - dioxin, goi tat la 2,3,7,8 -TCDD. Day la
chat doc manh nhat ma loai ngudi biét dugc cho
dén nay va dugc téng hop lan dau tién ndm
1957 [4]. V&i dac tinh khéng hoa tan trong nudc,
kho thodi hda nén trong moi trudng bi 6 nhiem,
dioxin 1ang dong trong dat, can bun va tich trif
sinh hoc vao mét s6 loai dong vat cd trong chuoi
thirc 8n cla con ngudi. Khi xam nhép vao cd thé
con ngudi, dioxin tich Ity chd yéu & cac mé ma
trong co thé va dao thai rat cham [5].
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Vi thé, Dioxin la nguyen nhan chinh gay phdl
nhiém man tinh V@i cac quan thé dan cu tai cac
khu vuc bi & nhiém. Hay ndi cach khéc, cac quan
thé dan cu tai nhitng khu vuc nay co nguy co
cao mac nerng bénh Iy do phai nhiém dioxin,
d&c biét 1a ton thucng gan. Nghlen cru moé benh
hoc tén thu’dng do phai nhiém man tinh dioxin
cho thay, céc thay d&i md bénh hoc khdng qua
khac biét so véi cac tén thucng bénh ly khac
thudng gdp & gan, khong co tinh chat déc hiéu
cho phdai nhiém véi dioxin. Cac phat hién mo6 hoc
chinh bao gém cac tén thuong gan cac mach,
céc du hiéu cla viém gan man tinh thé tin
cdng, viém gan man tinh thé ton tai [6].

Cho tdi nay, hau hét cac nghién clru doéc hoc
trén dong vat thuc nghiém da cho thay cd nhiing
ton thuong hinh thai hoc chic chan trén cac t&
bao nhu mé gan & murc siéu cdu trdc. Cac thay
d6i & mc siéu cdu tric ¢ t€ bao nhu md gan
phai nhiem cap tinh hodc man tinh dioxin tUr cac
két qua nghién clu thuc nghiém trén dong vat,
da cho thay c6 su’ tuang déng clia cac tdn thuong
gitta ngudi va dong vét thuc nghiém. Vi thé, dé
lam rd hon cac ton thuong gan & mic dd siéu cau
tric, ching t6i tién hanh nghién cu danh gia trén
cac doi tugng c6 phai nhiem véi dioxin.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

2.1. Pai tugng nghién ciru: Cac mau sinh
thi€t gan tur 33 bénh nhan sinh séng lau dai tai
khu vuc San bay Pa Nang va San bay Bién Hoa
(khong phan biét gidi tinh) co xét nghiém duong
tinh v&i dioxin trong thgi gian tir 2009 dén nay.
Tat cd cac bénh nhan déu dugc than nhan va
ngudi nha dong y tham gia nghién clru.

2.2. Phuaong phap nghién ciru:

Phuang phap: Nghién c(tu mé ta, cdt ngang.

Ky thudt tién hanh: S dung kinh hién vi
dién tur quét (SEM)

Dia diém: Khoa Hinh thai, Vién 69, Bd tu
Iénh Bao vé Lang Chu tich H6 Chi Minh.

Quy trinh chudn bi mau cho nghlen ctu trén
kinh hién vi dién ti quét: Cac mau sau khi sinh
thiét dudc rira dung dich dém cacodylate (pH
73) 2 lan. C6 dinh bang dung dich
glutaraldehyte 2% trong dém cacodylate pH 7,3
ty 1& 1/10). Thoi gian 2 dén 3 ngay (tuy thudc
kich thuéc mau). Pha mau thanh manh kich
thudc 1x1x2 mm. Rira ti€p bang dém cacodylate
2 — 3 [an trong 1 gid. C& dinh lai bang dung dich
acid osmic 1% trong dém cacodylate pH 7,3: 1
gi®. Rira ti€p bang dém cacodylate pH 7,3: 2 - 3
[An. Kh&* nudc bang chuyén lién tuc qua cac
dung dich con 50%, 60%, 70%, 80%, 90%,
100%, 15 phut/ dung dich. Cac manh mau sau
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khi ngam trong con 100%, dugc lam khd bang
thiét bi lam kho & diém tdi han (Critical pomt
drier — EMS850, My).  Gén mau trén dé bang
bdng dinh carbon hai mat. Ma phu bang vang
trén thiét bi boc bay kim loai (JFC 1200 - JEOL -
Nhat). Soi, doc két qua trén kinh hién vi dién ti
quét (JSM 5410LV - JEOL - Nhat).

IIl. KET QUA NGHIEN CU'U_

Nghién cdu_ trén cac mau sinh thiét tor 33
ngerl phdi nhiém man tinh véi Dioxin thay cé
cac tén thuong rd rang ddi véi gan. Tat ca céc
trudng hop déu cd cac mic dd tén thuong gan
khi quan sat trén SE.

Céc t6n thuang co ban bao gém tén thuong &
nhu md gan trén cac mat cat & tinh mach trung
tam, xoang tinh mach nan hoa, va khoang ctra.

M3t cdt qua tinh mach trung tam la khoang
trong, bén trong dugc 16t bdi cau tric phdng cla
biéu mé ndi mac mach, bat gdp hinh &nh nhd
cao & phan nhan cla cac té bao ndi mac. Xung
guanh cd cac té bao gan xép sat nhau, thdy ro
cac dudng thong cua tinh mach nan hoa. M6t s
vi tri thdy r6 hinh anh cla cac sgi, bd sgi

coIIagen nam & khoang gilfta ndi mac va té€ bao

Hlnh 1 Hmh anh cac dai sa’ bao quanh cac
té' bao gan. (A) SEM,x1000; (B) SEM, x2000

M3t cdt qua xoang tinh mach nan hoa la
khoang tréng kich thuGc nho, bao quanh bdi cac té
bao gan. Bén trong thdy rd6 bé mat nhan cla té bao
ndi mac, ving nhan nhé cao hon, ddi khi bt gap
t& bao Kupffer ndm trong long mach véi cac nhanh
bao tuong dai, ngdn bam vao b& mat ndi mac
mach. Khoang Disse thay ro, mot s6 trudng hgp
th SO'IC ag n(HlnhZ H|nh 3) N

Hlnh 2 Hinh &nh catngangqua t/nh mach nan
hoa, quanh tinh mach théy ré cac bo soi collagen
(A) va té bao Kupffer (B) SEM, x3500
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. Hinh anh siéu cdu truc cua gan

(A) T& bao Kupffer nam trong long mach, cac
bo sgi collagen xam 13n vao khoang Disse. SEM,
x5000; (B) T€ bao Kupffer nam trong long mach.
SEM, x3500.

M3t cdt qua khoang clfa ¢ cau trac phic
tap, v6i sy c6 mat cla t|nh mach clra, dong
mach gan. O tat c& cac mau déu thdy co cac sdi,
bé sgi collagen (H|h 4

Hinh 4 Hmh anh bo sa’l collagen tham nhap
vao khoadng gian bao ciia té bao nhu mé
gan. SEM, x3500.
T6n thuong ciu trdc t&€ bao gan thé hién chd
yéu G ty thé, va IuGi ndi chdt (Hinh 5, H|nh 6)

Hinh 5, Hinh anh ton thu’dng ty thé g té bao gan

(A) Hinh anh ty thé véi mang ngoa| bi bi€n
dang. SEM.x7500; (B) Hinh anh mét cat qua ty
th€. Mang bao quan, cdu tric bén trong bao
quan dudc tao bdi chudi hat mat do day dic.
SEM, x15000

" Hinh 6. Hlnh anh tan thu’dng va ay do:
céu trac Iudi néi chat va cac ty thé
(A) Céc t&€ bao gan ndm sat nhau, thdy rd
cac thanh phan ndi bao: ty thé, glycogen, V(]
ndi bao khdng hat ton thuong va thay déi cdu

trGc. SEM, x1500; (B) Hinh anh mét cat qua bao
tudng t& bao, thdy ton thuong va thay déi cdu
tric cla Iugi ndi bao hat va cac ty thé cé kich c&
khac nhau. SEM, x7500.

IV. BAN LUAN

Céc két qua nghién clfu céu tric cla 33 mau
sinh thlet gan tUr cac bénh nhan dugc xac nhan
phai nhiém man tinh véi dioxin cho thay nhing
ton thuang dong nhat nhu mo gan.

Phdi nhiém man tinh véi dioxin, gay tac dong
cdng thang, kéo dai véi su dap ng giai doc cla
t& bao gan, diéu nay, gdy nhiing thay déi vé
hinh thai siéu cau trdc cla té bao gan, bao gom
d ty thé, Iuéi ndi chat ma dic biét dugc thira
nhan 1a cac ty thé. Trong nghién cliu cla ching
t6i 100 % (33/33) trudng hgp quan sat trén SEM
thdy cac ty thé trong t€ bao nhu mé gan cd
nhiéu hinh dang khac nhau véi co kich thudc
khdng déu, doi khi gap cac ty thé cd kich thudc
rat I6n cling véi nhitng bién d6i 6 mang dang tao
nép gap va dut tao khe hé & mang. bBay la mot
ddc diém dugc thdy va dugc thira nhan & tat ca
cac nghién cltu vé phdi nhiém man tinh vdi
dioxin trén doéng vat va trén ngufc‘ii. Cac bién
dang vé mang ty thé dudc cac tac gia trudc day
nhac dén va cho day la mot tiéu chuan thudng
gap, la mot trong cac ton thuong nhiém doc d6i
vGi nhitng ngudi phdl nhiém véi dioxin.

Theo két qua nghién cliu tdn thuong & gan
khi cho thay su gia tang mang Iudi ndi chat trong
té bao gan va sy sung tdy cla cac té€ bao
Kupffer, véi su gia tang sO lugng lysosome va
cac khong bao. C6 su gia tang nhe cla cac giot
lipid trong t& bao chat va cac ty thé co kich
thudc khac nhau véi dang hinh cau dén hinh
elip. Cac hat nhan cé dudng vién tron va nhiéu
hat nhan cha. Cac bao quan khac cla té bao
nhu mang Iudi ndi chat, phirc hgp Golgi va cac
ti€u thé dudgc phan bS binh thudng. Cac hat
glycogen day dac khac nhau vé s6 lugng va vi tri
tir t€ bao nay sang té bao khac Mot so giot lipid
dugc bao quanh mot phan hoac hoan toan bdi ty
thé. Cac phlc hgp Golgi va Iudi ndi bao khdng
hat phong phd han, Iugi ndi bao hat phan I6n
dugc sdp xép song song [7].

Céac két qua nay cling tudgng déng vé&i nghién
clfu cla Renate D.K va cong su (2013) [8] va
phit hdp vd&i nghién clu cla Fenton
Schaffner,M.D (1970) [9] va Barry J.C (1999)
[10]. Theo tac gid Amreek Singh va cs (1995)
nghién cltu siéu cau trdc va hod sinh nhiem déc
gan chuét man tinh véi nhém 2,4,4-
trichlorobiphenyl th3y rang su thay ddi siéu cau
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tric trong t€ bao gan bao gom su tang sinh ro

rét cla Iugi noi bao khong hat va su' gia tdng s6

lugng ti€u thé peroxisome va trong céc giot lipid.
Harris va Bradshaw da bdo cdo su trugng phong
cla ludi ndi bao hat va cac ty thé ngung tu véi
mao phan b& khdng dién hinh trong t& bao gan;
ty thé cho thdy nhiing thay déi rd rét bao gdm kiéu
da hinh, khdng 16 va day ddc cac hat ndi bat.

V. KET LUAN

Nhu vay, quan sat trén SEM cho thdy hinh
anh cla ton thuong nhu mé gan. Hinh anh xam
nhap cla cac dai xd vao khoang Disse, khoang
gian bao t& bao nhu md gan. Cac tdn thuong cha
yéu la su xam nhap cla cac té€ bao viém & cac
mic d6 khac nhau. Pong thdi thdy rd nhiing
thay d6i trong hinh thai siéu vi thé cua ty thé, va
lugi ndi chdt. Day la ton thuong dién hinh cla
nhu mo gan do nhiem doc dioxin.
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MOI LIEN QUAN GIT'A TANG KHOANG TRONG PUONG HUYET
VA KET CUC NOI VIEN O' NGU’O'l BENH NHOI MAU CO’ TIM CAP
CO PAI THAO PUONG

Tran Thai Hung!, Tran Kim Trang!, Nguyén Thanh Sang?

TOM TAT

Van dé: Co thé c6 mdi lién quan gilta ting dudng
huyét cap tinh vai két cuc lam sang ndi vién & ngudi
bénh dai thao derng (PTD) bi nhoi mau cg tim
(NMCT) cap Khoang trong derng huyet (KTPH) la
mot chi s6 méi dugc dung de khao sat mai lién quan
nay. Muc tiéu: Khao sat méi lién quan gilra KTPH va
cac k&t cuc 1dm sang ndi vién trén ngudi bénh DTD
nhap vién vi NMCT cdp. Poi tugng va phuong
phap: Tién clu trén 100 bénh nhan NMCT cap ¢b
DTD tai khoa Tim mach can thiép Bénh vién Chg Ray
(3/22- 9/2022). Khoang tr6ng dudng huyét = dudng
huyét lic nhap vién — (28,7 x HbAlc - 46,7) (mg/dL).
Cac yéu to lien quan dén két cuc 1am sang cla bénh
nhan dugdc xac dinh bdng hoi quy da bién. Tuong
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quan gilta KTDH va két cuc lam sang dudc xac dinh
bdng phan tich tuong quan Pearson. Két qua Tudi
trung binh cta bénh nhan 1a 65,6 + 11,2 tudi. Nam
gidi chi€ém 46%. KTbH trung vi I 52,2 mg/dL (& vi:
39,0-94,4). KTDH c6 méi tugng quan manh (r=0,634,
p<0 001) va la yéu to tién Ierng bién c6 tim mach bat
Igi & nglrdl bénh. NguBng cit t6i uu cla KTPH dé du
doéan cac bién cb tim mach bt Igi 13 56,9 mg/dL véi
dd nhay 91,7%, dd dac hiéu 85,9%, AUROC 0,926
(KTC 95% 0, 874 0 978) Két Iuan Tang KTPH ¢4 lién
quan dén gia tang cac bién c6 tim mach bét Igi. KTDH
nén dudc xem xét sir dung nhu mot chi s6 lic nhap
vién trong danh gia anh hudng cua tang dudng huyét
do stress cap tinh trén két cuc 1dam sang & ngudi bénh
NMCT cap c6 DTD. Tar khoa: Khoang trong dudng
huyét, két cuc lam sang noi vién, nhdi mau ca tim cap,
dai thao dudng.
SUMMARY

ASSOCIATION BETWEEN AN ELEVATED
GLYCEMIC GAP AND ADVERSE OUTCOMES

IN DIABETIC PATIENTS WITH ACUTE

MYOCARDIAL INFARCTION
Background: The association between acute



