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NGHIEN CUU TAC DUNG BPIEU TRI VET THUGNG THUC
NGHIEM CUA GEL NANO BERBERIN TREN DIEN BIEN CAN
LAM SANG, VI SINH VAT VA GIAI PHAU BENH

Nguyén Ngoc Tuan', Nguyén Quang Dong’,
Trwong thi Thu Hién', Nguyén Thiy Linh?
'Bénh vién Béng Quéc gia Lé Hitu Trac

2B6 mén Gidi phdu bénh, Hoc vién Quén Y

TOM TAT
Berberin duwoc phén lap tir cdy Coscinium fenestratum va mét s6 cdy trong ho
Ranunculaceae cé6 tac dung chira vét thuong (VT), vét béng. Nghién ciru xac dinh tac
dung diéu tri vét thuong mét da & thé trén dién bién cén Iam sang va gidi phdu bénh cua
gel nano Berberine do Bénh vién Bdng Quéc Gia sén xuét.

Tién hanh trén 45 con thd, tao VT mét da duong kinh 3,5cm & 2 bén da lung thé (2
VT/thd), thé duoc chia thanh 3 nhém (15 thé, 30 VT/nhém), nhém nghién ctu (A): Diéu tri
tai ché bdng gel nano Berberin; nhém chiing (B): Piéu tri bdng SSD; nhém chuén (C):
Piéu tri bang nuéc mudi sinh ly 0,9%. Theo d6i dién bién xét nghiém huyét hoc va sinh
hoa, vi sinh vét tai bé mét vét thuong trong qua trinh nghién ctru, gidi phdu bénh gan lach
than thé khi két thic nghién ctru.

Két qua: Khéng cé sw khac biét xét nghiém céan Iam sang, gidi phdu bénh giira 3
nhém thé; vét thuong nhém A cé ty 1é nhiém khuén thdp hon han vét thwong nhém B
va C.

Két luan: Gel nano Berberin diéu tri vét thuong mat da thuc nghiém cho thay an toan,
c6 téc dung trc ché vi khuén.

Ttr khéa: Gel nano Berberin, thd, vét thuong mat da

ABSTRACT

Berberine is isolated from the plant Coscinium fenestratum and some plants in the
family Ranunculaceae has affected wound healing and burn healing. The research to
determine the repair of full skin loss wounds of rabbits on the subclinical and
histopathological development with Berberine nano gel produced by the National Burn
Hospital. Conducted on 45 rabbits, creating a skin loss of 3.5cm of diameter on each side
of the rabbit's back (2 wounds/rabbit), rabbits were separated into 3 groups (15 rabbits, 30

Chiu trach nhiém: Nguy&n Ngoc Tuan, Bénh vién Béng quéc gia Lé Hivu Trac

Email: ngoctuan64@gmail.com

Ngay nhan bai: 28/12/2022; Ngay phan bién: 17/01/2023; Ngay duyét bai: 20/01/2023
https://doi.org/10.54804/yhthvb.5.2022.167


https://doi.org/10.54804/yhthvb.5.2022.167

14 TCYHTH&B sb 5 - 2022

wounds/each group), research group (Group A): Topical treatment with Berberine nano
gel, control group (Group B): Topical treatment with SSD 1%, standard group (Group C):
topical treatment with 0.9% Sodium Chloride.

Monitor the progress of hematological and biochemical tests, microbiology at the VT
surface during the study, and the histopathology of rabbit liver, spleen, and kidney at the

end of the study.

Results: There was no difference in laboratory tests or histopathology between the 3
groups of rabbits; Group A wound has a significantly lower infection rate than the wound

in group B and C.

Conclusion: Berberine nano gel for treating skin loss wounds has been
demonstrated in the study to be safe, bacteria-inhibiting.

Keywords: Berberine nano gel, rabbit, skin loss wound

1. DAT VAN DE

Vét thwong 1a sw pha v& tinh toan ven
cta biéu md va co thé di kém véi sy pha
v® clu tric va chirc ndng ctia md binh
thwdng bén dwdi. Dé phuc héi clu tric cla
moé bi thwong, phai xay ra mot qua trinh
phtrc tap lién quan dén sy di chuyén, tang
sinh, twong tac va biét hda cta nhiéu loai
té bao (vi du: biéu bi, ha bi, té bao viém
tham nhiém), twong tac phan t& sinh hoc,
tbng hop cac thanh phan nén matrix va
mang lwéi tin hiéu phire tap [1-3]. Lién vét
thwong (LVT) cép tinh bao gdm cac giai
doan chdng chéo, cé twong tac cac sw kién
& mlrc phan tl, t& bao va ngoai bao, két
thic bang viéc déng vét thwong trong vong
vai ngay hodc vai tuan [3, 4].

Berberin dwoc tach chiét tor cay vang
déng, hoang lién gai (cosinium gagbep -
myrtaceae), thuéc ho hoang lién
Ranunculaceae. Berberin da dwoc sir dung
nhw mot thube cd truyén diéu tri bénh ly ia
chay... Hién nay, Berberin da dwoc chirng
minh la c6 nhiéu tac dung dwoc Iy va van
tiép tuc dwoc nghién clu do phat hién
thém nhiéu tac dung méi, mé ra kha nang
(ng dung réng rai trong nhiéu bénh ly... Uu
thé ndi bat cta Berberin 14 tac dung nhw

khang sinh thwc vat va tac dung chéng
viém, chéng ung thu va ha dwdng huyét
[5]. Do c6 tac dung vé&i nhiéu loai vi khuén,
nam, virus, Berberin con dwoc st dung
diéu tri cac bénh ly nhiém khuan da do tu
cau, lién cau, vét thwong, vét bdéng vdi wu
thé nhw an toan, gidm dau, gidm viém, kich
thich lién vét thwong [5, 6 ].

O Viét Nam, Berberin dang dung dich
va cream da dwoc bao ché va ¢ng dung
réng rai dé diéu tri vét thwong, vét béng [7].
Tuy nhién, viéc wng dung Berberin trong
dwoc phdm néi chung van con han ché
do d&c diém cla Berberin la it tan trong
nwdc va sinh kha dung thap [8]. M6t xu
hwéng hién nay la st dung cac hoat chét
dang nano do nhitng wu thé riéng. Hé dua
thuéc cé céu trGc nano (nanostructured
systems, nanoparticles-based system) do
c6 bé mét tiép xuc 1&6n nén cé téc dod giai
phéng hoat chat nhanh, qua dé lam tang
sinh kha dung cua thubc [9]. Nghién clru
hién dai hoa cac san phdm chra Berberin
kich thwéc nano dwoc bao ché tir cay
thuéc sdn c6 & Viét Nam; cé tac dung
khang khuan va chéng viém bén virng; cé
tinh an toan cao dap (ng yéu cau thyc tién
va khoa hoc.
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Chung téi da nghién clru bao ché dwoc
gel nano Berberin, thuéc da dwoc nghién
ctru doc tinh cAp, ban cép, kha nang dung
nap. Trong mdt nghién clru dién bién lam
sang vét thwong thyc nghiém dwoc didu tri
bang gel nano Berberin, ching t6i ghi nhan
thudc c6 tinh an toan, cé tac dung gidm
viem va kich thich lién vét thwong [10].
Trong pham vi bai bao, ching t6i trinh bay
tac dung diéu tri ctia gel nano Berberin tai
chd vét thwong (VT) thwe nghiém trén dién
bién can l1am sang, vi sinh vat tai bé mat
VT, va giai phau bénh gan lach than tho khi
két thic nghién ctru.

2. DOl TUONG VA PHUGNG PHAP NGHIEN CUU
2.1. Nguyén vat liéu

Gel nano Berberin do Khoa Duwogrc,
Bénh vién Béng Quéc gia L& Hiru Trac bao
ché, dat TCCS.

Thudc dbi chirng: Cream SSD do xi
nghiép dwoc phdm Trung wong Hué san
xuét, dat TCCS.

2.2. bong vat thi nghiém

Thé nha khée manh, khéng phan biét
gidng, trong lwong tr 2kg - 2,2kg. Truwéc
khi nghién ctru, thé dwoc theo déi tr 4 - 5
ngay, lwa chon thdé khoé manh, nhanh
nhen, 16ng muot, khéng co bénh ngoai da
va duwdong tiéu hoa.

Thé dwoc nudi dwéng trong diéu kién
chung cua phong thi nghiém tir 5 ngay
trwdc khi tién hanh nghién ctu (OECD
402, 2017, trang 3 - 4) [11]. Cu thé: An
th'c &n theo tiéu chudn cho dong vat
nghién ctru, nwéc (dun séi dé ngudi) ubng
tw do. Thé dwoc nudi trong chudng riéng
dé tranh lay chéo co thé xay ra theo dwong
hé hap va tiép xtc. Nhiét d6 phong 23 +
3°C, d6 &m: 50 - 60%, thoi gian ngay (anh
sang) dem xem ké: 12/12 gi&. Hang ngay

theo ddi ghi chép dién bién két qua thi
nghiém. Sé lwong thd: 45 con.

2.3. Phuong phap nghién cuu

- Phuong phép géy vét thuong va thiét
ké nghién ctru:

Théd dwoc gady mé tinh mach bang
Ketamin liéu 10mg/kg trong lwong co thé.
Thé dwoc cb dinh vao ban thi nghiém
chuyén dung. Cao I6ng hai bén vung lwng
ddi xrng qua cot séng, lam sach 16ng bang
kéo va sau dé bang lwdi dao cao, sat tring
con 70 do.

Sau do vé vong tron duwdng kinh
3,5cm trén da lwung 2 bén. Tao vét
thwong mét toan bd da bing dao mbd
thwong va kéo voi dwong kinh 3,5cm
theo hinh vé. Dién tich vét thwong sé la
mr? = 3,14 x 1,75% = 9,61cm?. Sau do, tho
dwoc chia thanh 3 nhém:

Nhém nghién ctru (A): VT dwoc didu tri
gel nano Berberin 1%; bao gém 15 thd (30
VT) & 2 bén cot sbng thé. Tién hanh boi
I&p mdng gel nano Berberin [&én bé mé&t VT;
dap 4 - 6 16p gac kho vé trung, bang kin,
cd dinh thém bang bang dinh (tranh tut
bang gac do thé chay nhay, do ding mém
dé c&i bé bang gac hoac liém vét thwong).
Thay bang hang ngay theo quy trinh t&i
khai.

Nhém so sanh (B): VT dwoc didu tri
bang SSD 1%, gdm 15 con, méi con bao
gdbm 2 VT. Tién hanh béi 1 Iép méng
cream SSD 1% lén VT & 2 bén cot séng
thd; dap 4-6 l&6p gac vo khuan kho, bang
kin lai. Thay bang hang ngay t&i khoi.

Nhém chudn (C): VT duwoc diéu tri
bang Natri Chloride 0,9%. Gac tdm dung
dich nwéc mubi dép 1én VT. Dap 4 - 6 lop
gac kho, bang kin. Thay bang hang ngay
t&i khoi.
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Anh 2.1. (a): V& tao tén thwong 2 bén co6t séng; (b): Vét thwong sau khi dwoc tao ra;
(c): Vét thwong dwoc boi SSD; (d): Bang kin vét thwong

- Theo d6i cén Id&m sang: Xét nghiém
huyét hoc (héng ciu, bach cau, tiéu ciu,
huyét sac t6, haematocrit). Xét nghiém sinh
héa: SGOT, SGPT, creatinin, protein,
albumin, dién giai dd, ure, creatinin,
glucose. Thoi diém: trwdc diéu tri, sau 1
tuan - 2 va 3 tudn & ca 3 nhém dong vat.
Tién hanh tai Khoa Can |am sang - Bénh
vién Béng Quéc gia.

- Theo déi vi sinh vét: Lay dich ma
tai chd VT, cAy khuan va dinh danh vi
khuan & cac giai doan: trwdc khi nghién
ctru (d4p thudc nghién ctru), sau 1 tuan,
sau 2 tuan.

Ky thuat 1y bénh phdm: Theo phuong
phap Ivanov N.A (1984) do Nguyén Thj Ty
mo ta [12]. D&t miéng film vo trung c6 duc
16 kich thwéc 1cm? 1én VT vung |4y bénh
phadm. Dung tdm béng vé triing nhing vao
nwédc mudi sinh ly 0,9%, sau do dat Ién
vung duc 16 1 cm?, 1an nhe diu tdm béng
trong 30 gidy dé l4y bénh phadm. Cho tam
béng bénh phdm vao éng chiva 5 ml nwéc
mubi 0,9%. L&c nhe éng nwéc mubi sinh ly
c6 tdm bdng bénh pham trong 15 giay.

Xac dinh loai VK: Dung que cay khuan
ldy 14y mét it khuén lac lam tiéu ban nhudm
gram. Lam céac thlr nghiém vi sinh vat dé
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xac dinh gibng va loai VK theo ky thuat
thwong quy cua labo vi sinh (mbi trwdng
nudi cly nutrient Agar Muller Histon cla
hang Oxford - Anh, mdi tredng thach mau,
canh thang pepton cua hang Sanofi -
Phap) [13].

Phwong phap xac dinh s lwong VK
trén bé mat VT: Dung loope dinh lwgng loai
1ul da dwoc khir tring bang dén cén, chd
ngudi, lay 1 loope dung dich nwédc mubi néi
trén. Cay lén dia méi trwdng thach thuéng,
0 4m dia thach. D&m sb lwong khuén lac
sau 18 h (may dém khuén lac BZG 30 -
Pwe): Sb lwong VK/cm? VT = Sb khuén lac
x 10%x 5. Xét nghiém dwoc thwc hién tai
Khoa Can lam sang - Bénh vién Béng
Quéc gia Lé Hivu Trac.

- Giai phdu bénh: Két thuc nghién ctru
(khi tén thwong khéi), thd dwoc gay mé
nhe, giét thd. Phau tich lay gan, lach, than
cla chudt. Quan sat dai thé. Gan, lach va
than dwoc cét bd tr tt cd cac dong vat
nghién ctru, cb6 dinh trong formaldehyde
4% ngay sau khi cat bd. Sau do, x ly theo
quy trinh. Kiém tra vi thé 100% nhing
dong chét va xac suat 30-50% sb dong vat

& mdi 16 sau khi két thuc nghién ctru [11].
Ky thuat dwoc tién hanh tai B6 moén Giai
phau bénh, Hoc vién Quan Y.

2.4. Phuong phap xi ly so liéu

S liéu thu dworc tinh ra sé trung binh
hoac ty 1& % (d0 tin cay 95%), so sanh theo
thuat toan T test hoac khi binh phwong. Sy
khac biét cé y nghia khi p < 0,05.

3. KET QUA NGHIEN cUU

3.1. Dién bién toan than cua tho

Sau gay VT khoang 40 phut, thdé tinh
tdo hoan toan. Trong ngay dau sau bdng:
thd mét, it di lai hon, an uéng kém hon. T&i
ngay th&r 2: Thé sinh hoat, chay nhay, an
udng, di tiéu nhw binh thweng. Khong gap
rbi loan tiéu hod nhw fa chay, an kém.
Khéng gap nhiém khuin/ndm ngoai da
lanh. Khéng c6 thé chét trong quéa trinh
nghién ctru.

Thoi gian lién VT trung binh nhém A:
17,6 = 2,1 ngay; VT nhém B: 19,1 + 2,5;
VT nhém C: 19,2 + 2,5 (pas, pac < 0,05;
ps-c > 0,05)

Anh minh hoa VT nhém A

Naity 1200872021

Anh 3.1. VT dwoc tao ra 2 bén cé6t sdng
trwérc khi dap thuée

Anh 3.2. VT sau 8 ngay. Vay kho phu bé
mét day, bé mép bat dau bong,
phia dwéi biéu mé hoa. Dich xuét tiét it
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Anh 3.3. VT sau 15 ngay, thu hep dang ké, Anh 3.4. Tén thwong sau 18 ngay, vét
vay khé che phi; b mép biéu mé hoa thwong biéu mé hoa co ban (coi khéi)

Anh minh hoa VT nhém B

: 4

THO SO 28

THO SO 28
N E;'.:,' :U."U‘J.";"UE ]

Ny 15/09/2021

e

Anh 3.5. VT sau 7 ngay, bé mat che phu Anh 3.6. Ton thwong sau 21 ngay,
gan toan bé b&i mét 16p vay khéi co’ ban
dich huyeét twong déng dac, dich vira

Anh minh hoa VT nhém C

-
F

THO SO 3
My 29/09.202

Anh 3.7. VT sau 10 ngay, dich tiét vira, con gia Anh 3.8. VT sau 21 ngay, khéi co ban
mac, biéu mé hoa b& mép rd, dién tich thu hep
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3.2. Dién bién can lam sang thd gay VT thuc nghiém
Bang 3.1. Bién d6i mot s6 chi tieu huyét hoc
, Thoi diém xét nghiém
Chi so - - -

Trwéc NC Sau 1 tuan Sau 2 tuan Sau 3 tuan
Thé 16 chivng (diéu tri SSD)
Héng cau (T/L) 5,43 £ 0,47 5,17 £ 0,82 5,29 + 0,41 5,38 + 0,34
Hb (g/L) 113,27 + 8,82 109,27 + 17,89 110,18 + 7,69 112,73 £ 5,57
Bach cu (G/L) 10,12+ 2,17 10,26 + 1,91 10,79 + 3,24 10,72 £ 2,27
Tiéu cau (G/L) 367,4 £ 72,36 381,73 + 85,26 323,45 £ 72,49 365,36 + 84,93
Hematorit (L/L) 36,13 £ 2,56 34,05 £ 5,50 35,62 + 2,28 36,05 £ 2,27
Thé 16 nghién clru
Héng cau (T/L) 5,41+0,52 5,30 £ 0,45 5,41+ 0,25 5,26 + 0,54
Hb (g/L) 113,93 £ 9,45 109,67 + 11,26 111,50 + 8,16 110,64 + 11,43
Bach cu (G/L) 10,64 £ 2,72 11,39 £ 2,08 10,50 + 1,65 10,10 + 4,08
Tiéu cau (G/L) 310,3 £ 102,1 315,67 £ 109,2 317,93 £ 113,8 320,07 £ 136,2
Hematocrit (L/L) 36,95 + 2,71 35,45 + 3,53 36,32 £ 2,45 34,69 £ 3,83
Thé 16 chuén
Héng cau (T/L) 5,31 +£0,54 5,19 0,48 5,46 + 0,36 5,54 0,37
Hb (g/L) 115,5 £ 10,39 112,42 + 8,26 115,42 + 6,91 116,83 + 8,21
Bach cau (G/L) 10,37 £ 2,31 11,18 £ 2,02 10,01 £ 1,69 10,03 £ 1,78
Tiéu cau (G/L) 324,08 £88,2 | 331,08+143,63 | 336,8+122,39 | 355,17 + 127,67
Hematocrit (L/L) 35,83 + 3,05 35,19 £ 2,55 37,24 £ 2,96 38 £2,96

Khoéng cé sw khac biét gitra cac thoi diém trong tirng nhém va gitra cac nhém, p > 0,05.

Bang 3.2. Bién d6i mét s6 chi tiéu sinh héa

Thoi diém xét nghiém

Chisé - - -
Trwéc NC Sau 1 tuan Sau 2 tuan Sau 3 tuan
Thé 16 chirng
Urea (mmol/L) 4,87 +2,05 4,01+ 0,81 4,20 + 0,64 5,15+ 1,05
Glucose (mmol/L) 7,20 £ 1,03 7,31+£0,81 6,56 + 0,91 6,85+ 0,99
Creatinine (umol/L) 102,03 + 34,79 90,04 + 18,89 85,26 + 27,64 95,44 + 9,57
Protein (g/L) 64,17 £ 6,92 58,54 + 7,05 62,24 + 7,93 63,63 + 4,30
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Thoi diém xét nghiém

Chisé - - -
Trwéc NC Sau 1 tuan Sau 2 tuan Sau 3 tuan
Albumin (g/L) 35,06 + 2,01 33,85+ 3,44 31,40 £ 9,57 35,39 £1,12
AST (U/L) 34,60 + 28,65 36,07 + 24,17 46,09 + 37,85 33,44 + 14,87
ALT (U/L) 74,90 + 28,26 7212 +17,12 83,12 + 35,33 82,565 + 30,75
Na 134,55 + 6,20 136,27 £+ 7,73 137,09 + 4,01 137,45 + 2,54
K 4,00 £ 0,40 4,01+0,35 3,78 +0,39 3,95+ 0,25
Cl 97,55 + 6,88 99,73 £ 6,56 98,91 £4,78 101,64 + 3,14
Tho 16 nghién ctru
Urea (mmol/L) 4,57 + 1,46 5,03 + 2,57 5,13+ 1,64 6,49 + 3,00
Glucose (mmol/L) 7,2+0,95 6,78+ 1,15 6,93 + 1,09 7,02+ 1,01
Creatinine (umol/L) 99,29 + 31,71 90,91 £ 19,02 94,93 £ 15,45 107,89 + 17,24
Protein (g/L) 66,93 + 7,26 60,91 £ 6,44 58,16 + 16,69 63,56 + 6,28
Albumin (g/L) 35,69 + 1,55 33,78 £2,74 32,96 + 2,57 33,62 + 3,03
AST (U/L) 26,07 £ 10,31 28,89 + 13,54 27,11 £ 14,95 36,90 + 27,64
ALT (U/L) 73,92 £ 24,80 68,19 £ 23,02 59,17 + 34,79 74,36 £ 34,79
Na 134,20+ 5,94 139,33+ 4,76 136,07 + 3,63 138,14 + 3,59
K 3,79+0,48 3,90+0,33 3,95+ 0,46 3,96 + 0,37
Cl 97,73 £ 6,05 101,93 + 4,64 102,29 + 9,11 101,00 + 3,59
Thé 16 chuédn
Urea (mmol/L) 5,28 + 1,88 4,47 £ 0,83 4,38 +0,68 4,72 +0,82
Glucose (mmol/L) 7,53 +0,80 7,68 £ 0,59 7,47 £ 0,71 8,00+ 1,12
Creatinine (umol/L) 111,23 £ 30,19 95,52 + 11,78 97,11 £ 10,36 96,29 + 13,88
Protein (g/L) 63,90 + 7,77 64,45+ 7,13 67,00 £ 5,57 66,55 + 7,88
Albumin (g/L) 34,54 + 2,89 35,61 +2,81 35,28 +2,09 35,96 + 3,04
AST (U/L) 53,16 + 25,49 27,33 £22,76 28,32 £ 18,23 34,50 £ 22,11
ALT (U/L) 103,37 + 45,46 62,01 £ 18,78 66,07 £ 32,01 76,68 £ 29,90
Na 136,17 £ 7,16 142,50 + 2,07 138,08 + 5,76 141,42 + 2,47
K 3,99+0,30 4,18 + 0,46 4,23 + 0,59 4,43 + 0,67
Cl 101,67 + 4,96 106,25 + 2,18 104,33 + 4,27 103,33 +2,42

Cac chi s6 khong cé sw khac biét gitra cac thdi diém, p > 0,05.
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3.3. Dién bién vi sinh vat tai bé mat vét thuong thuc nghiém
Bang 3.3. Dién bién vi sinh vat tai VT thwc nghiém
Thoi diém VungNC (A) | Vungsosanh(B) | Vungchuan(C) | p
Ty |& % cdy khuan vét thwong dwong tinh
Sau 1 ngay 0/32 3/30 0/30 > 0,05
Sau 7 ngay 7132 13/30 14/30 p as,ac<0,01
Sau 14 ngay 0/32 4/30 0/30 > 0,05
p Pa1-d7, d7-d14 < 0,05 Pat-d7, d7-d14 < 0,05 Pat-d7, d7-d14 < 0,05
Sé lwong vi khuan trén bé mat vét thwong (x5x 10%/cm?)
D7 193,33 + 196,44 257,57 + 265,63 265,33 £ 281,05 pas, ac < 0,01;
(71 - 329) 29 - 532) (31 - 869) pec> 0,05

O ngay thir nhat sau nghién ctru, Ty lé
VT khéng moc vi khuén 1a cao.

Sau 7 ngay, s6 VT nhiém khuan tang
ca 3vung A, Bva C, p <0,01. Tai vung B
va ving C, VT nhiém khuan tang gép doi
so v&i ving A, p < 0,01. Sau 14 ngay, sb
VT nhiém khuan lai giam xubng dang ké, p
< 0,01. So sanh gitra 3 vung twong duong.

Sé lwong vi khuén: Tai cac thoi diém D1,
D14, s6 mau ciy moc vi khuan thdp nén
khong tinh tri gia trung binh. Tai D7, sb
lwong vi khuan tang cao nhét va sé mau moc
I&n nhét trong trng nhém. Sé lwong tai vang
A nho nhét, sau do toi vung B va C; p <0,01.

3.4. Thay déi giai phau bénh tang gan,
lach va than

Dién bién giai phdu bénh

- Dai thé: Quan sat va so sanh dai thé
bang mat thuwéng va dwéi kinh lUp co do
phdéng dai 25: mau séc, hinh thai cta gan,
than va lach & 3 16 khéng khac. Gan
nguyén ven, mau héng, min, khéng bi bam
tim, tén thwong. Than nguyén ven, cé mau
nau nhat, min, khéng bi bam tim, tén
thwong. Lach nguyén ven, cé6 mau nau
dam, min, khéng bi bam tim, tbn thwong.

- Vi thé: Khong thay cé thay déi, khac
biét gitra 3 nhéom.

Gan: Té bao gan binh thwdng, bao
twong thuan nhét, khéng cé ton thwong
thoai hoa. CAu truc tiéu thuy rd, cac bé gan
va tiéu thuy gan khong thay dbi vé ciu truc.
khoang ctra binh thwong, khdng cd xam
nhap viém. Tinh mach trung tam tiéu thuy
khéng gidn, khéng gian, khéng sung huyét.

Than: C4u tric vung vé va tuy rd rang.
Mao mach méau thanh méng, t& bao ndi mé
rd. cu than binh thwong, cudn mach cla
céc tiéu cau than cé clu tric binh thudng,
cac té bao ndi md clia cudén mach nhd va
déu nhau; khoang Bowmann ré. Cac 6ng
than déu. Céac té bao éng than déu nhau,
rd céu trdc, cac té bao biéu md éng than
binh thwong. Khe than hep.

Lach: CAu truc vung tly cac nang
limphé rd rang. Nhu mé lach véi vang tay
trdng va tay dé. Vung tly trdng co cac
nang lympho. Vung tdy d6 c6 day Billroth
va cac xoang mach. Cac nang lympho
kha dong déu véi dong mach but long &
trung tdm. Céu truc mach mau binh
thwong, khong sung huyét. CAu tric
xoang binh thuwéng.

Minh hoa hinh anh thé nhém nghién ctru,
VT dworc diéu tri bang gel nano Berberin.
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VT6, H.E 10X VT6, H.E 20X

Hinh 3.1. Té bao gan sap xép thanh dai, thanh bé; giira cac dai, cac bé gan cé xoang mach.
Té bao gan khéng bi thoai héa. Khoang cira khong viém

VT8, H.E 10X VT8, H.E 20X

Hinh 3.2. V6 than cé cac cau than (miii tén xanh), cac 6ng than (mii tén vang)
va cac mach mau giira cac 6ng than. Té bao biéu mé dng than khong bi thoai héa.

VT8, H.E 10X VT8, H.E 20X

Hinh 3.3. Nhu mé lach, vung tay trang: nang lympho kha déng déu, déng mach but léng
& trung tam (miii tén xanh); vuing tay do: day Billroth va cac xoang mach.
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4. BAN LUAN

4.1. Tinh an toan cua thudc

Qua theo déi can lam sang va giai
phau bénh cac tang gan lach than cla tho,
nhan thay thudc gel nano Berberin twong
dbi an toan, biéu hién:

Cac xét nghiém sinh hoéa va huyét hoc
phan anh chirc nang tao mau, chlrc nang
gan, than va lach khéng bi réi loan, khéng
c6 sy khac biét gil(ra ba nhém thé trong
qua trinh nghién ctru.

Nghién clru trén gidi phadu bénh khi
két thuc nghién ctu, quan sat dai thé va
cdu truc vi thé clha 3 tang quan trong cua
co thé, lién quan truc tiép hodc gian tiép
t&i co ché bao vé, chuyén héa, thai doc
cia co thé la gan, lach va than & ca 3
nhém thé dwoc gay vét thuwong cép tinh,
dwoc diéu tri theo phac dé khac nhau tdi
khdi cho thdy khéng anh hwéng céu tric
clia 3 tang nay.

Két qua nay ciing twong (ng Voi
nhirng nghién ctru chung téi da tién hanh.
Trén lam sang, khéng gap thé chét; khéng
gap rdi loan 1am sang toan than va tai ché
lién quan t&i thudc [10]. Két qua nghién
ctu doc tinh cép, ban cép, kich rng da
déu cho thay Berberin an toan [14-17].

4.2. Tac dung chéng nhiém khuan

Nhiém khuén 1a bién chirng hay gdp &
VT h&, cé &nh hwdng xau téi LVT. Téac
dung chéng nhiém khuadn cta gelnano
Berberin trén két qua cly khuadn VT cho
thdy: Sau 7 ngay, sd VT nhiém khuén tang
ca 3 vung A, B va C. Tai vét bdng nhém B
va nhém C, VT bi nhiém khuén tang gép
ddi so v&i nhém A, sw khac biét rd rét voi
p < 0,01. Twong (rng sau 7 ngay, s lvong
vi khun (VK) la tdng cao nhéat va s mau
moc I&n nhat trong ttrng nhém.

Khi so sanh gilra cac nhom tai thoi
diém nay, sé lwong vi khudn nhém A nhd
nhét, sau d6 t&i nhom B va C, khac biét co
y nghfa v&i p < 0,01. Két qua nay ciing phu
hop v&i theo dbi trén l1am sang [10]. O
nhém nghién cru, dich tiét VT, gid mac
trong tudn dau c6 sw khac biét rd rét voi
hai nhém con lai. Dich xuét tiét ciing 1a biéu
hién cGa quéa trinh nhiém khuan, nhw vay
cd thé noi nano berberin c6 tac dung han
ché nhiém khuan.

Cac nghién ctru ghi nhan Berberin co
tac chéng nhiém khuan. Berberin cé tac
dung v&i ndm (nhw Candida utilis, C.
albicans), ky sinh trung (Giardia lamblia,
Trichomonas vaginalis), VK gram dwong
(nhw S. aureus, phé cau, lién cau); gram
am (VK dwong rudt nhw Salmeonella typhi,
Shigella shigae, Sh. flexneri) va virus (ké
cd v&i HIV) [18]. M6t s6 nghién clru cho
thay Berberin con tac dung véi tu cau vang
khang methicillin [20-22].

Nghién ctu in vitro vé kha ndng trc ché
cua Berberin v&i S.aureus khang Methicillin
(methicillin resistant S. aureus- MRSA)
thdy ndng do trc ché téi thiéu véi MRSA 1a
32 - 128 yg/mL. Berberine lam giam dang
ké lidu MIC cta ampicillin va oxacillin vé&i
MRSA, phuc hdi tdc dung cla cac khang
sinh B-lactam. Berberin lam gidm dang ké
kha n&ng dinh két va xam lan vao ndi bao
ctia MRSA [20,21]. Berberin do c6 c4u truc
5'-methoxyhydrocarpin (5-MHC) @&c ché
bom da khang (Multidrug resistance pumps
- MDRs- b&o vé vi khuan khai tac dung cta
khang sinh [20].

Gan day cé nhirtng nghién ctru ghi
nhan tac dung khang khuan cla berberin
gén v&i NP da tang 1én rd rét. Nghién ciru
cia M. U. K. Sahibzada ghi nhdn NP
Berberin cé hoat tinh khang khuan chéng
lai vi khudn Gram dwong tang dang ké


https://www.ncbi.nlm.nih.gov/pubmed/?term=Sahibzada%20MU%5BAuthor%5D&cauthor=true&cauthor_uid=29491706
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(300% - 400%), hoat tinh khang C.
albicans va C. glabrata cling tang [23].

Nasef M 2016 nghién ctru tac dung
khang khuén in vitro cta berberin theo
phwong phap Kirby - Bauer khuéch tan
trén dia thach; két qua cho thay berberin
cé tac dung voi S.aureus ATCC 25923,
P. aeruginosa ATCC 27853, E. coli ATCC
25922, K. pneumoniae ATCC 700603,
Salmonella typhimurium, Shigela. flexner [6].

Zhengiang Liu (2022) [24] nghién ctru
in vitro cho thay hoat tinh khang khuan cua
berberin va nano Berberin phu thudc vao
pH (manh hon & pH 5 va 6). Berberin dang
nano c6 hoat tinh khang khuan véi S.
aureus manh hon t&i 40 1an so VO
Berberin thuwdng.

Nghién ctru hoat tinh khang khuén cua
nano Berberine, Mohammed Al-Awady ghi
nhan cé sy tang cwdong manh mé trong
hoat déng chdng vi khuan cta Berberin
duwoc bao boc trong cac nano gel. Do dién
tich bé mat tang cao, chit mang nano gel
khuéch dai su tiép xtc cla Berberin v&i vi
sinh vat va tang hiéu qua khang khuan.
Céc chat mang c6 thé bam tryc tiép vao
mang VK va duy tri nébng do Berberin rat
cao truc tiép trén bé mat VK. Hoat dong
khang khudn clia nanogel chira Berberin
dbi voi vi khuén E. coli cao hon nhiéu so
véi tac dung khang khuan cia dung dich
Berberin tw do [25].

Trong mét tbng quan [26], Suliman
Khan da téng hop co ché khang khuén
cta berberin, nhw phan hady thanh té bao,
rd ri ndi dung té bao ra bén ngoai, gian
doan van chuyén proton, sy bién méat cta
cac dai protein, c ché sy tbng hop
protein va DNA, va ngan chan sy trao doi
chat cla vi khuan.

5. KET LUAN

Danh gia tac dung diéu tri ctia gel nano
Berberin tai vét thwong phan mém thuc
nghiém (so sanh v&i SSD) trén thdé ching
t6i nhan thay:

- Thubc cé tinh an toan, khéng gay rbi
loan xét nghiém can lam sang, khéng gay
rbi loan cAu trac dai thé va vi thé cac tang
gan, lach va than.

- Thubc c6 tac dung chéng nhiém
khuén, 1am gidm ré rét sd lan ciy khuan
dwong tinh va sb lwong vi khuan so voi
thuéc chirng 1a cream SSD va nwéc mubi
sinh ly.
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