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HOANG LIEN GIAI POC THANG THANH PHAN HOAT TiNH
VA TAC DUNG DUGC LY CUA BAI THUOC

Chu Anh Tuan®™, Poan Chi Thanh
Bénh vién Béng Quéc gia Lé Hitu Trac

TOM TAT

Hoang lién gidi déc thang la bai thuéc cé phuong cé tac dung thanh nhiét gidi doc,
duoc tng dung trong diéu tri nhiéu bénh, trong dé cé bdng, déc biét Ia trong viéc chbng
lai bénh do virus corona 2019 (COVID-19). Hoang lién gidi déc thang (HLGPT) duoc phbi
hop tir 4 vi thubéc gébm Hoang lién, Hoang cam, Hoang bé va Chi tirtheo ty 16 3:2 : 2 : 3,
chu tri cac chumg nhét thiét thuc nhiét héa déc, tam tiéu nhiét thinh; cé nhiéu téc dung
duoc ly nhw khéng vi sinh vét gay bénh, khang viém, dj tmng, chéng oxy hdéa, can thiép
vao cac khéi u, bénh ly & gan, néo, réi loan chuyén hod; trén I1dm sang duoc st dung rong
rai dé diéu tri cac bénh nhw nhiém khuén huyét, viém loét dai trang, dét quy do thiéu mau
cuc bd, dai thdo duong type 2, bénh Alzheimer. Ba c6 nhiéu nghién ciru co bén cho thay
HLGBT cé thanh phan, téc dung diéu tri va chi dinh 14m sang ré rang.

Ttr khéa: Hoang lién gidi doc thang, y hoc cé truyén, thanh phén hoat tinh, tac dung
duoc ly, co ché téc dung, khang viém, bdo vé than kinh, tu két tda

SUMMARY

Huanglian Jiedu Decoction (HLJDD) is an old traditional medicine with heat-clearing
and detoxifying properties, used in the treatment of many diseases, including burns, and
especially in combating the 2019 coronavirus (COVID-19). HLJDD is composed of four
medicinal herbs - Coptidis Rhizoma, Scutellariae Radix, Phellodendri Cortex, and
Gardeniae Fructus - in a ratio of 3:2:2:3, mainly indicated for conditions of severe heat and
fire-toxin, as well as heat exuberance in the Triple Burner (San Jiao). It exhibits various
pharmacological effects, including antimicrobial, anti-inflammatory, anti-allergic, antioxidant,
antitumor, and protective effects against hepatic and cerebral disorders, as well as
metabolic dysfunctions. Clinically, it is widely utilized in the treatment of diseases such as
sepsis, ulcerative colitis, ischemic stroke, type 2 diabetes mellitus, and Alzheimer's disease.
Numerous basic research studies have demonstrated that HLJDD possesses well-defined
chemical constituents, therapeutic mechanisms, and clinical indications.

Keywords: Huanglian Jiedu Decoction (HLJDD), Traditional Chinese Medicine, active
constituents, pharmacological effects, mechanism of action, anti-inflammatory, neuroprotection,
self-precipitation
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1. DAT VAN DE

Trong nhitng ndm gan day, y hoc cb
truyén d3 nhan dwoc sw quan tam sau
réng bdi vi nhiéu bai thuéc cd ngudn gbc
phong phu, it tdc dung phu va hiéu qua
diéu tri rd rang. Nhirtng bai thubc nay da
duwoc sir dung phd bién nham tang cuong
kha nang mién dich, phong ngwra, diéu tri
cac bénh truyén nhiém va man tinh. Lich
str rng dung lam sang lau do&i hang nghin
nam da ching minh tinh an toan va hiéu
qua cla cac bai thuéc nay. La mét bai
thudc truyén théng cla y hoc cd truyén
(YHCT) co tac dung thanh nhiét giai doc,
Hoang lién gidi déc thang (HLGDT) da
nhan dwoc sw quan tam dac biét nho kha
nang chéng nhiém trung hiéu qua, dac biét
la trong viéc chéng lai bénh do virus corona
2019 (COVID-19).

HLGDT la bai thubc y hoc cb truyén néi
tiéng dai dién cho phwong phap thanh
nhiét t& hda gidi doc ctia Trung Québc, xuét
hién sém nhéat trong tac phdm "Trlru Hau
Bi Cap Phuwong" cia Cat Hong thoi Dong
Tén, sau d6 dwoc dat tén chinh thirc trong
"Ngoai Dai Bi Yéu", dén hién nay da co lich
st str dung hon 1.700 nam va dwgc rng
dung rong rai tai Trung Quéc va nhiéu
nwdc nhw Nhat Ban (v&i tén goi
Orengedoku-to), Han Quéc (Hwangryun-
Hae-Dok-Tang trong tiéng Han), Viét
Nam... HLGDT dwoc phdi hop ttr 4 vi thubc
gdm Hoang lién, Hoang cadm, Hoang ba va
Chi tir theo ty 16 3 : 2 : 2 : 3, chu tri cac
chirng nhét thiét thuc nhiét hda doc, tam
tiéu nhiét thinh; cé nhiéu tac dung dwoc ly
nhw khang vi sinh vat gay bénh, khang
viém, di trng, chéng oxy hoéa, can thiép vao
cac khdi u, bénh ly & gan, nao, réi loan
chuyén hoa; trén lam sang dwoc st dung
rong rai dé diéu tri cac bénh nhw nhiém
khuan huyét [1], viém loét dai trang [2], d6t
quy do thiéu mau cuc bo [3], dai thao
duwong type 2 [4], bénh Alzheimer [5]. Ba

c6 nhiéu nghién clru co ban cho thay
HLGDT c6 thanh phan, tac dung diéu tri va
chi dinh 1am sang rd rang. Thoi gian gan
day, s6 lwong cac nghién cru vé HLGDT
va cac bai thudéc bién phuwong cta bai
thuéc nay ngay cang nhiéu, c6 y nghia
quan trong trong nghién cru khoa hoc va
trng dung lam sang.

Bai viét nay sé trinh bay cac noi dung vé
nguyén tac diéu tri theo y hoc cb truyén,
thanh phan héa hoc, tac dung dwoc ly,
nhirng khoé khan ciing nhw tién bd dét pha
trong nghién cru vé bai thuéc HLGDT,
nham cung cép tai liéu tham khao cho cac
nghién ctu chuyén sau vé HLGBT trong
twong lai.

2. NGUYEN TAC DBIEU TRl BENH CUA BAI
THUOC HOANG LIEN GIAI POC THANG THEO
Y HOC CO TRUYEN

Thanh nhiét 1a bién phap diéu tri cta y
hoc ¢d truyén nham khéc phuc cac chirng
hau nhiét thinh & ly, phat sinh do ngoai ta
xam nhap vao trong, truyén nhap tang phu
va héa nhiét. V& l1am sang, nhiét ta biéu
hién bang than nhiét tang cao so vé&i sinh ly
binh thwdng hodc cam giac sét néng ch
quan. Giai doc |a bién phap trj liéu nham
lam suy gidam déc tinh va doc Iyc cua ta
khi, déng thdi trung hoa, loai trir cac yéu td
gay bénh co tinh ddéc, qua dé gop phan
diéu chinh trang thai bénh ly do nhiét déc
gay ra. 0] day, nhiét va doc la cac dang
mam bénh trong y hoc cb truyén. HLGDT
cho thdy kha nang xua tan nhiét déc, lam
giam cac héi ching lién quan. Kha nang
nay cé dwoc la nhd sy két hop cta bdn
loai thdo dwoc thé phd bién: Hoang lién
(Rhizoma Coptidis - RC), Hoang cam
(Radix Scutellariae - RS), Hoang ba
(Cortex Phellodendri - CP) va Chi twr
(Fructus Gardeniae - FG) theo ty & 3:2:2:3.
Bai thubc nay tuan tha chat ché theo
nguyén tac "Quan, Than, Ta, SG" [6].
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DPuoc phat trién tor "Hoang Dé Noi Kinh"
nham ting cwdng hiéu qua clha cac thao
dwoc va giam doc tinh hoac tac dung phu
bang cach két hop céac loai thdo dwoc khac
nhau, Hoang lién 1a vi thubc Quan véi tac
dung ta héa & tam va trung tiéu. Hoang
cam déng vai tro 1a vi thuéc Than, loai bd
nhiét tr phdi, loai bd hda tr thuwong
tieu. Hoang ba ta héa & ha tiéu voi vai tro
la vi thubc Ta. Chi tr t& héa & tam tiéu,
dwa nhiét tré lai ngudn gdc cla né véi vai
trd 1a vi thudc St [6]. Toan bd cong thirc
cta bai thubc dwoc xay dwng mot cach can
than va chinh xac. Dwa trén thwc hanh 1am
sang, ké thira kinh nghiém gan 1.000 nam,
cung vé&i sw két hop gitra y hoc cb truyén
(YHCT) va phwong Tay, viéc st dung
HLGDT da dan dwoc mé rong tr cac bénh,
triéu chirng cia YHCT sang cac bénh cla
Tay y, cling nhw ap dung tai cac quéc gia
khac ngoai Trung Quédc. V&i hiéu qua diéu
tri dang ké trong viéc loai bé nhiét dw thira
va doc hda, theo Ngoai Pai Bi Yéu, HLGDT
dong mét vai trd quan trong trong viéc diéu
tri mé sang, cudng nhiét lién quan dén noi
nhiét, mat ngd, khé chiu, khd miéng, hong,
thd huyét do nhiét, cac nbt trén da va mun
nhot. Trong tém tat cGa Trlru Hau Bij Cép
Phwong, cong thirc nay cling dwoc st
dung dé diéu tri chdy mau cam, ung nhot,
vang da do nhiét ta gay ra [7].

Cung vé&i cac nghién ctru chuyén sau va
sy phat trién khéng ngirng cta khoa hoc
cobng ngh&, ngay cang cé nhiéu thanh phan
héa hoc ciia HLGDT dwoc phat hién. Hiéu
qua cla thudc dwa trén thanh phan héa hoc
clia chung. Quan diém nay cho rang cac tac
dung dwoc ly va rng dung lIdam sang khac
nhau ctia thubc phu thudc vao sw phan bd &
moé va néng do cla cac thanh phan hoat
tinh ctia chung. Do dé, dwgc dong hoc nén
dwoc ap dung dé giai thich co ché tac dung
cla cac hoat chat trong bai thubc
HLGDT. Dwoc déng hoc cé cac dac diém
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mang tinh tng thé, toan dién va linh hoat,
twong tw nhw khai niém téng thé va bién
chitng luan tri cta thuéc y hoc cb
truyén. Mé&c du cé nhiéu nghién clru voi két
qué kha quan vé HLGDT nhwng hau hét
chuiing chi dwoc thye hién dbi véi mot phan
trong sd cac hop chét cé trong HLGDT [6].

3. NGHIEN C(U THANH PHAN HOAT TiNH

Cac thanh phan trong bai thuéc YHCT
ra4t phirc tap, nhung khéng phai tat ca
ching déu cé hoat tinh dwoc ly, day ciing
chinh la khé khan Ién nhat trong nghién
cwru Bong y. Do do, viéc tach va xac dinh
céac thanh phan cé dwoc lwc hoc ¢ y nghia
rat Ion. Hoat tinh dwoc ly va hiéu qua lam
sang von bat ngudn tr co s& vat chéat cla
bai thudc; viéc xac dinh rd cac thanh phan
hoat tinh déng vai trd cwc ky quan trong
trong viéc ng dung va phat trién thudc
Poéng y. Hién nay, cé nhiéu nghién ctru chi
ra cac thanh phan hoat tinh cia HLGDT,
chi yéu bao gdbm cac Flavonoid trong
Hoang cam, cac Alkaloid trong Hoang lién
va Hoang ba, cac Iridoid trong Chi tir, cac
Acid Phenolic trong Hoang lién va Chi t,
cung cac hop chéat khac. Trong sb cac
thanh phén hoat tinh, Flavonoid va Alkaloid
chiém ty 1& cao hon [8 - 9], trong do
Berberine, Baicalin va Geniposide co6 tac
dung dwoc ly ndi bat nhat. Do dé chung
dwoc coi la cac chat danh dau dé kiém
soat chat lwong cia HLGDT [10].

Trong nhitng ndm gan day, véi sw tién
b6 clia cong nghé phat hién hién dai, cac
nha nghién clru da tich cuwc tim hiéu cac
thanh phan hoéa hoc trong HLGDT, thiét 1ap
cac phuwong phap phat hién dinh tinh va
dinh lwong cho mét sé thanh phan hoat tinh
cla bai thubéc. Bang phwong phap HPLC-
UV/MS, 11 dinh chinh trong séc ky db cua
HLGDBT chiét xuét bang nwéc da dwoc xac
dinh la Geniposide, Jatrorrhizine, Palmatine,
Berberine, Baicalin, Wogonoside, Baicalein,
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Wogonin, Coptisine, Oroxin A,
Obaculactone. Trong sb6 dd, Coptisine va
Obaculactone 13 hai dinh d&c trwng co thé
phan biét Hoang lién vé&i Hoang ba. Phan
tich dinh lwong sau dé cho thay Baicalin |a
ddi dao nhét, tiép theo la Geniposide, ké
tiép 1an lwot 1& Berberine va Wogonoside
[11]. M6t phwong phap dinh Iwong hiéu qua
dwa trén HPLC-DAD da bwéc séng da
dwoc phat trién dé xac dinh dong thoi 14
thanh phén chinh (7 Alkaloids, 4 Flavonoids,
3 Terpenes) trong HLGDT. Téng ham lwong
clia 14 chét phan tich nay dat t¢i 70% [12].
V&i phan tich HPLC-UV, thanh phan hoa
hoc clia cac mau HLGDT da dwoc tao ra,
bao gdbm bdn thanh phan riéng biét la
Berberine, Palmatine, Baicalin va
Geniposide theo ty 1& xap xi 3:1:1:3 [7]. Hon
nira, Q-Exactive da dwoc st dung dé xac
dinh mét cach toan dién cac thanh phan héa
hoc cia HLGDT. 69 hop chét, bao gom
Alkaloids, Flavonoids, Iridoids, Triterpenoid,
Monoterpene va cac Acid phenolic da dugc
xac dinh, 17 thanh phén dac trwng chinh
dwoc chon lam cac chat danh dau kiém
soat chat lwong ctia HLGDT [13].

Thanh phan cta thubc Doéng y rat phirc
tap, nhiéu phuong thuéc Déng y trong qua
trinh séc chiét sé phat sinh twong tac gitra
cac thanh phan hoéa hoc dan dén hién
twong két tha; loai két tha phat sinh tw
nhién nay dwoc goi la "tw két taa". Trong
qua trinh sac nwéc, ty 1& hinh thanh tw két
tda ctia HLGDT dat mirc 2,63% + 0,21%
[14]. Qua nghién clu tach roi phwong
thudc (chiét tach teng vi), nguoi ta nhan
thay sw két hop gitva Hoang cadm va Hoang
lién tao ra hién twong két ta rd rét nhat,
lwong két tha do hai vi nay tao ra chiém
khoang 81,33% tbng lwong két tla cla bai
thudc phirc phwong HLGDT [15]. Khi &ng
dung 1am sang, da sb bénh nhan thwong
chi ubng phan dich trong phia trén cda
thudc sac, bé qua phan tw két tia, diéu nay

c6 thé dan dén viec mét di moét lwong Ion
cac hoat chat, anh hwédng dén hiéu qua
didu tri. Ham lwgng Baicalin va Berberine
trong phan tw két tGa cia HLGDT cao hon
rd rét so v6i trong dich trong [9], tdng ham
lwgng cua ca hai dat mrc 73,29%; nguyén
nhan cha yéu 1a do hai thanh phan Baicalin
va Berberine da xay ra phan rng phirc hop
axit-bazo theo ty 1& 1:1, tao ra két tda
khong tan [14]. Ngoai ra, trong phan tw két
tia con bao gdm Coptisine, Wogonoside
va Palmatine, trong khi Geniposide khéng
dwgc phat hién [16].

4. NGHIEN C(PU TAC DUNG DUQC LY VA
CO CHE

Céac thanh phan phrc tap trong bai
thuéc HLGDT quyét dinh d&c diém da dang
vé tac dung dwoc ly va sy hiép dong gira
cac bia phan t&r (target) va con dwdng
truyén tin hiéu. Nghién cru dwoc ly hién
dai cho thdy, HLGDT c6 nhiéu hoat tinh
dwoc ly nhw khang vi sinh vat gay bénh,
khang viém, diéu hoa chuyén hoa, bdo vé
té bao than kinh, khang khéi u, v.v.

4.1. Khang vi sinh vat gay bénh

Nhiéu nghién ctru da chi ra rang, HLGDT
c6 tac dung e ché dbi véi nhiéu loai ndm,
vi khuidn va virus nhw ndm Candida
albicans, Vi khuan Porphyromonas
gingivalis, Helicobacter pylori va cum A
H1N1 [17]. Nghién ctru phat hién, chiét xuét
ethyl acetate clia HLGDT c6 thé loai bd rd
rét nAdm Candida albicans & than va gan,
gidm néng do6 cac gbc oxy hda ty do (ROS),
thuc day téng hop cytokine va nang cao kha
nang mién dich cla co thé; danh gia tong
hop cho thay hiéu qua cla bai thubc wu viét
hon thubc khang ndm théng dung
fluconazole [16]; nghién clru in vitro phat
hién vj thudc Hoang lién c6 hiéu qua khang
khuin ndi bat nhat. Cac loai Alkaloid nhw
Coptisine, Palmatine, Berberine... trong
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HLGBT la chét phat huy hoat tinh khang
khudn. Hoat tinh khang khuan cuta chung
ddi v&i vi khudn Gram dwong manh hon rd
rét so vé&i vi khudn Gram am [16]. Trong khi
d6, cac vj thuéc Hoang lién, Hoang cam va
Chi t&r trong HLGDT dé&u c6 hoat tinh trc
ché enzyme neuraminidase cla virus [18];
nghién clru sau hon phat hién c6 13 loai
thanh phan hoat tinh sinh hoc, trong do
Baicalin cé hoat tinh ¢rc ché manh déi voi
neuraminidase va virus cam A H1N1 [17].

YHCT dang phat huy vai trd ngay cang
I&n trong diéu tri bénh tat, viéc phong ngtra,
diéu tri nhiém virus corona chiing méi bang
céac thubéc Bong y nhw HLGBDT trong nhiing
nam gan day la mét vi du. Qua phan tich
cac phuwong phap chan doan va diéu tri
nhiém virus corona chling mai bang Béng y
tai 24 khu vuc & Trung Qudc, nguoi ta thay
HLGDT xuét hién 9 1an [16], la mdt trong
nhirtng bai thuéc Pong y dung dé diéu tri
bénh ly nay. Nghién ctru gan day phat hién
cac hop chat hoat tinh trong HLGBT c6 thé
tao ra tac dung diéu tri nhiém virus corona
ching méi théng qua viéc tac dong vao
nhiéu con dwdng tin hiéu nhw yéu t tang
trwdng ndéi mdé mach mau A (VEGFA),
mitogen-activated protein kinase 3 (MAPK3)
[20], phat huy wu thé da muc tiéu, da con
dwdng doc dao cua YHCT.

4.2. Khang viém

HLGBT da dwgc chirng minh la cé kha
nang khang viém manh mé. Nghién ctru
lam sang cho théy, trong thoi gian diéu tri
nén quy chuan chéng nhiém trung, 40 bénh
nhan nhiém khuan huyét dwoc tiép nhan
déng thoi, diéu tri bang HLGBT lién tuc
trong 14 ngay, diém sb triéu chirng YHCT
da dwoc cai thién dang ké [19]. Béng thoi,
HLGDT con co tac dung wc ché hiéu qua
phan (rng viém toan than, giam mc do
cla cac dau hiéu tbn thwong than nhw
Cystatin C huyét thanh, Lipocalin lién quan
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dén gelatinase ctia bach ciu trung tinh
[16]. K&t qua tr nhidu nghién clru chi ra
rang, viéc st dung HLGDT c6 thé lam gidm
dang ké& cac cytokine tién viéem do noi doc
t6 nhw IL-6, IL-1B va yéu té hoai t& u-a
(tumor necrosis factor-a, TNF-a), cac
chemokine nhw phéi tr chemokine 3, cac
chét trung gian gay viém nhw prostaglandin
E2, eicosanoids va NO, tir d6 (rc ché phan
&rng mién dich va phan &ng viém qua mic
[20-22]. HLGDT c6 thé diéu tri viéem da co
dia thdng qua viéc diéu hoa chirc nang
trinh dién khang nguyén cua t& bao
dendritic, 1am suy yéu su hoat hoéa cua
lympho bao T, tr dé phat huy tac dung
khang viém va gidm ngta [23]. HLGDT
cling c6 thé cai thién cac tdn thwong da do
tia X gay ra bang cach lam giam biéu hién
cua protein nhém cé tinh di déng cao B1
(HMGB1), trc ché sy twong tac viém gitra
t& bao biéu bi va dai thwc bao & chudt do
protein nay la trung gian [24].

Tém lai, HLGDT c6 thé phat huy tac
dung khang viém théng qua nhiéu con
dwéng nhw gidm biéu hién cla cac chat
trung gian gay viém, (rc ché sy hoat hoa
cla cac té bao tién viem va diéu hoa su
twong tac gitra cac té bao, gilup cai thién
trang thai bénh ly cla nhiéu bénh viém
nhiém khac nhau.

Céc nghién ciru chi ra réng, cac thanh
phan hoat tinh chinh phat huy tac dung
khang viém trong HLGDT la Berberine,
Geniposide, v.v. [20-21]. Trong d6, cac
thanh phadn don 1& nhw Palmatine,
Berberine, Baicalin, Geniposide déu biéu
hién hoat tinh bdo vé déi v&i cac co quan
khac nhau trong tinh trang nhiém khuan
huyét; chiung cé thé lién két véi Lipid A -
thanh phadn cdu tao chinh cla
lipopolysaccharide, tir d6 lam gidm sy biéu
hién ctia cac yéu td viém [25] va phat huy
hoat tinh khang viém. Lu va céng sy [26]
phat hién ra rang cac thanh phan Iridoid va
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Flavonoid Glycoside trong HLGDT cé hoat
tinh chéng oxy héa manh hon, trong khi
cac thanh phan Alkaloid va Flavonoid
Glycoside cé tac dung trc ché cac chéat
trung gian gy viém nhw IL-6 va NO manh
hon, cac hiéu ng sinh hoc ctia chung bd
tro 1an nhau. TrAn Qué Vinh va cong s
[16] phat hién sy twong tac gilra cac thanh
phan Flavonoid (chd yéu cé trong Hoang
cam) va cac thanh phan Alkaloid (chi yéu
c6 trong Hoang lién va Hoang ba) giup cai
thién van dé sinh kha dung dwdng ubng
thap va tac dung phu cla cac Alkaloid; sau
khi béd sung thém cac thanh phan Iridoid
(cht yéu c6 trong Chi tlr), HLGDT con phat
huy hiéu qua khang viém manh hon dwéi
dang hiép ddng téng thé. Nhirng phat hién
nay cung cap I&i gidi thich hop ly cho viéc
phéi ngli ng dung ciing nhw co s& vat
chét khang viém ctia HLGDT.

4.3. Tac dung diéu hoa chuyén hoa
dworng va lipid

Ly luan Béng y cho rang nhiét doc la
mot trong nhitng nguyén nhan dan dén
chuyén hoéa duong va lipid bat thwong;
nhiét ddc lam tdn thwong chinh khi, khién
chirc néng tang pht bj rdi loan. Dua trén ly
ludn YHCT, HLGDT c6 tac dung thanh
nhiét gidi doc; viéc st dung bai thuéc nay
phu hop v&i can nguyén gay ra réi loan
chuyén héa dwdng va lipid do nhiét doc,
gilp dbi chirng lap phuwong, phat huy tac
dung tdng hop. Nghién clru dwoc ly hién
dai cho thdy, HLGDT c6 kha nang lam tang
ndng do insulin va glucagon-like peptide 1
(GLP-1), cai thién chic nang té
bao B tuyén tuy va t& bao L & hdi trang
[27], 1am gidm dwéng huyét & bénh nhan
tiéu dwong type 2 [28]. HLGDT khi st dung
don 1& dé diéu tri tiéu dwdng type 2 c6 hiéu
qua twong dwong véi metformin - mét loai
thubc ha dwdng huyét 1am sang théng
dung; khi két hop voi thubc diéu tri ha

dwong huyét co ban, bai thubc cho thay
hiéu qua cai thién dwong huyét cta bénh
nhan tét hon [16].

Ngoai cac tac dung néu trén, HLGDT con
cho thdy hiéu qua cai thién tinh trang roi
loan lipid mau. HLGDT c6 thé cai thién tinh
trang rdi loan lipid mau théng qua nhiéu qua
trinh lién quan nhw: &nh hwdng dén phan
&ng hoat tinh ctia cac yéu té phién ma lién
két DNA, diéu hoa sw dinh vi va lwu trir lipid,
tac dong dén qua trinh chuyén héa cac gbc
oxy hoa tw do [29]. Cac két qua nghién ctru
cho thdy HLGDT théng qua viéc (rc ché con
dwdng tin hiéu cta thu thé kich hoat tang
sinh peroxisome y (peroxisome proliferator-
activated receptor y, PPAR vy)/protein lién
két enhancer CCAATa (CCAAT/enhancer
binding protein a, C/EBP a), tr d6 ngan
chén s biét hoa cla cac tién té& bao m& va
sw tich tu lipid [30]; trc ché hoat tinh enzyme
acyltransferase cholesterol, lam giam suw
hinh thanh cholesterol ester trong té bao
gan [31]; c ché phirc hop nicotinamide
adenine dinucleotide  phosphate  khtr
(NADPH) va adenosine diphosphate
(ADP)/Fe3+, gilp &c ché qué trinh oxy hda
lipid [32]; tang hoat tinh cac enzyme chuyén
héa lipid & gan (nhw lipoprotein lipase gan
va hepatic lipase), c ché hoat tinh cla
lipase tuy trong rudt, ttr d6 diéu hoa chuyén
héa lipid ctia co thé tir nhiéu khia canh [33].
Ngoai ra, nghién ctru con phat hién
Berberine |a thanh phan then chét phat huy
tac dung ctia HLGDT, gitp diéu hoa chuyén
héa lipid mau bang cach (rc ché viém, tén
thwong ndéi md mach mau, thic day qua
trinh van chuyén nguwoc, loai bé cholesterol;
trong khi do, Geniposide c6 kha nang thuc
day sw hép thu Berberine, t6i da hoa tac
dung diéu hoa nay [16].

Vi tinh trang rdi loan chuyén héa dwédng
va lipid sé& lam t&ng nguy co mac cac bénh
nhw xo vira déng mach, phi dai co tim nén
tac dung diéu tri nay cia HLGDT cé y
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nghia quan trong trong viéc phong nglra
cac bénh ly néu trén. Cac nghién ctru cu thé
con chi ra rdng, HLGDT c6 thé Grc ché sw
hinh thanh cac té bao co tron mach mau va
té bao bot cé ngudn gbc tir dai thwe bao,
giam tich tu lipid, ttr d6 lam cham sy phat
trién cla xo viva dong mach [34]. Nghién
ctru trwéc day cua nhém tac gia cling cho
thay viéc st dung HLGDT da lam giam murc
dd cholesterol ester, ceramide, glyceride,
axit béo va phospholipid trong huyét thanh;
théng qua viéc diéu hoa chuyén hoa lipid,
bai thubc da cai thién tinh trang phi dai va
tai cu tric co tim bénh ly & chudt, gilp
tang cwong chire nang tim [35].

4.4. Tac dung bao vé té bao than kinh

Nhiéu nghién ciru chi ra rang HLGDT c6
tac dung bao vé té bao than kinh trong qua
trinh diéu tri bénh Alzheimer. Th&r nghiém
Idam sang v&i 100 bénh nhan Alzheimer sau
khi ubng HLGDT lién tuc 12 tuan, mac d6
protein B-amyloid (amyloid B-protein, ApR),
protein Tau phosphoryl héa va cac yéu td
viém trong dich ndo tly da gidm xudng
[16]. Cac nghién cru dwec ly chuyén sau
cho thay, huyét thanh ch&a thubc cla
HLGDT c6 thé &rc ché con dwdng tin hiéu
protein diéu hoa glucose 78 (glucose
regulated protein 78, GRP78) - protein
kinase R-like endoplasmic reticulum kinase
(PERK)/protein déng déng protein lién két
enhancer CCAAT (CCAAT enhancer
binding protein-homologous protein,
CHOP), 1am gidm ti 1& chét t& bao than kinh
vung hai ma do AB cadm (rng, (rc ché stress
oxy hoa, rdi loan chirc nang ty thé, phat
huy tac dung béo vé t& bao than kinh [16].
HLGDT théng qua viéc rc ché biéu hién
cla yéu td cdm (rng thiéu oxy-1a (hypoxia
inducible factor-1a, HIF-1a) va yéu t tang
trwdng ndi mdé mach mau (vascular
endothelial growth factor, VEGF) dé cai
thién réi loan chirc nang mach mau nao &
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chuét bién déi gen kép APP/PS1, nang cao
kha nang mién dich, nang lwc nhan thuc
cua chudt Alzheimer [36].

Viém than kinh ciing 1a mét trong nhirng
yéu tb then chét trong qua trinh thoai hoa
than kinh cGa bénh Alzheimer [37], HLGDT
c6 thé théong qua viéc diéu chinh gidm con
dwong tin hiéu cia thé viem NLRP3
(nucleotide-binding-oligomerization
domain-like receptor protein 3) tai ving hai
ma, (rc ché sy hoat hoa cla té bao vi
ngac (microglia), gidam biéu hién cla cac
yéu td viéem nhw IL-1B, IL-6 va TNF-q, tw
do6 cai thién tén thwong té bao than kinh
[38]. Ngoai ra, Hoang lién giai doc thang
c6 kha nang lam giau hé vi sinh vat
duéng rudt san sinh axit béo chudi ngan
[39], diéu hoa chuyén hoa lipid va
glutamate cha co thé [16], nhuw axit
arachidonic, axit diaminopimelic va axit 1
aminocyclopropanecarboxylic, nham (¢
ché stress oxy hoéa va viém than kinh, cai
thién rdi loan chic ndng nhan thic &
chudt. HLGDT con c6 thé (c ché con
dwong kich hoat tin hiéu trén thu thé & té
bao tay 2 (triggering receptor expressed on
myeloid cells 2, Trem2)/protein kich hoat
DNAX 12 (DNAX activation protein 12,
Dap12) dé phat huy tac dung chéng tram
cdm [40], can bang chuyén hoéa nang
lwong, axit amin va axit nucleic dé cai thién
tbn thwong tai twdi mau sau thiéu mau néo
[41], dbéng thdi phat huy tac dung bao vé
than kinh trong nhiéu bénh ly khac nhw
Parkinson, viém nao B [16], lam cham tién
trinh phat trién ctia bénh.

Liao va cdng s [42] da sang loc va xac
dinh dwogc 15 loai thanh phan hoat tinh
tiém nang cé thé lien két dac hiéu voi
mang t& bao than kinh vung hai ma &
chudt, bao gém Baicalin, Wogonoside,
Berberrubine, Palmatine va
Dehydrocorydaline. Ngoai ra, nghién ctru
phat hién trong dich nao tly ctia chudt bién
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ddi gen kép APP/PS1 c6 thé phat hién
dwoc 9 thanh phan hoat tinh cia HLGDT
nhw Geniposide, Berberine, Berberrubine,
Palmatine, Baicalin, goi y rang cac thanh
phan hoat tinh nay cé thé qua hang rao mau
ndo, thdng qua viéc diéu hoa sy hoat hda
clia t& bao vi ngac, (rc ché phan &ng viém
ctia hé thdng than kinh trung wong dé phat
huy tac dung bao vé than kinh [43]; nghién
ctru cling phat hién rang phan tw két tia
ctia HLGDT c6 tac dung bao vé té bao than
kinh t&t hon so v&i phan dich trong [15].

4.5. Chéng khéi u

Cung véi sy phat trién cta y hoc, viéc
diéu tri ung thw khéng con chi dwa vao
phau thuat, xa tri va hoa tri ma dang phat
trién theo hwéng cac phwong an diéu tri
toan dién, da dang héa. La mét thanh phan
quan trong clia y hoc bé sung va thay thé,
YHCT ngay cang dwoc ng dung nhiéu
hon trong phong ngtra va diéu tri ung thw.

Nhiéu nghién ctru da chi ra rang HLGDT
c6 nhiéu con dwong chéng khéi u. Ngan
chdn chu ky té bao nhd gay ra suw
phosphoryl héa protein déng dang C cua
chu ky phén bao 25 (cell division cyclin 25
homolog C, Cdc25C)/protein chu ky phan
bao 2 (cell division cyclin 2, Cdc2); &c ché
sy truyén tin hiéu sinh ton cda té bao khdi
u bang cach diéu hoa con dwdng tin hiéu
cta yéu td (rc ché nhan kBa (inhibitor of
nuclear factor-kB alpha, IkBa)/yéu t6 nhan
kKB (nuclear factor-kB, NF-kB)/protein
lymphoma té bao B XL (B-cell lymphoma-
extra large, Bcl-XL); gy ra chét té bao khdi
u (apoptosis) théng qua viéc diéu hoa biéu
hién cha yéu t6 lymphoma té bao B 2 (B-
cell lymphoma 2, Bcl-2)/Caspase-9; tc ché
sw hinh thanh mach mau cta khéi u théng
qua con dwdng tin hiéu protein kinase hoat
héa b&éi AMP (AMPK)/protein dich
rapamycin & dong vat cé va (mammalian
target of rapamycin, mTOR)/yéu t6 kéo dai

dich ma té bao nhan thuc 2 (eukaryotic
elongation factor 2, eEF2). Tl do, bai
thudc e ché cé chon loc sw phat trién va
di c&n clia ung thw té bao gan [7 - 44], ma
khoéng gay doc tinh rd rét cho té bao gan
binh thwéng. Ngoai ra, Ta Vé Hdng va
cong s [16] con phat hién ra rang, HLGDT
két hop v&i Thalidomide liéu thap c6 thé
didu hoa hiéu qua sw can bang té& bao
Th1/Th2, gidm bénh ly than kinh ngoai
bién, cai thién dang ké cac triéu chirng clia
da u tiy xwong bang cach diéu chinh méi
trwdng phat trién cta khéi u. Lwu Thwong
Can va cong sw [16] phat hién ra, khi uéng
HLGDT c6 thé lam gidm rd rét sé lwong té
bao hat nguyén thay va té bao tién tiy bao
trong tly xwong, mau ngoai vi, gidam biéu
hién gen heme oxygenase-1 (HO-1) cuia té
bao khdi u, gitp bénh bach cau dong tay
man tinh chuyén tir giai doan cép tinh tr&
lai giai doan man tinh. Nhirng nghién ctru
trén chirng minh HLGBT c¢6 thé duoc st
dung dé can thiép truc tiép hoac diéu tri hd
tro' cho nhiéu loai ung thw nhw ung thw té
bao gan, da u tdy xwong, bénh bach cau,
v.v., nham ¢ ché qua trinh phat trién, di
can va tai phat ca khéi u.

Ngoai tac dung chéng khéi u, HLGDT
con dwoc phat hién cé tac dung cai thién
tinh trang khang thubc cta cac thubc
chéng ung thw trén 1am sang, cai thién tién
lwong cho bénh nhan. Erlotinib 1a mét chét
trc ché tyrosine kinase d&c hiéu cho thu thé
yéu t6 tang trwdng biéu bi, duwoc (rng dung
réng rai trong lam sang dé diéu tri ung thw
phéi khéng té bao nhd. Nghién ctru cho
thdy HLGDT thic day dang ké sy chét té
bao khdi u do Erlotinib gay ra, &c ché con
dwong tin hiéu cha protein chuyén dbi tin
hiéu va kich hoat phién ma 3 (signal
transducer and activator of transcription 3
STAT3)/Bcl-2, tr d6 tang cwdng dé nhay
cam cla ung thw phdi khong té bao nhd
v&i Erlotinib [45], ddng thoi gidm bot cac
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tac dung phu do liéu phap thubc théng
thwong gay ra. HLGBT cling théng qua con
dwong tin hiéu cum biét hda 44 (cluster of
differentiation 44, CD44)/Wnt dé lam giam
tén thwong dwong rudt va tiéu chay do hoa
tri gay ra, cai thién chéat lwong cudc sdng
cho bénh nhan ung thw dai tryc trang [46].
V&i vai trd 1a mot phwong tién diéu tri hd
tro, HLGDT cho thay hiéu qua tét trong diéu
tri khdi u va cd it tac dung phu.

5. KHO KHAN VA CAC TIEN BO POT
PHA TRONG NGHIEN CUPU BAI THUOC HLGBT

Chirng hau trong Bong y la sy phan anh
tdng hop cla cac yéu t6 gay bénh va su
twong tac githa mbi trwdong bén trong va
bén ngoai co thé khi bénh phat trién dén
mot giai doan nhat dinh, biéu hién lam
sang la mot nhém céac triéu chirng, dau
hiéu c6 mbi lien hé noi tai [16]. Nhiéu can
bénh do nhiéu yéu td nguy co cuing gay ra,
biéu hién cac dic diém bénh ly phirc tap,
tao ra nhiéu thach thirc cho viéc diéu tri va
nghién cru. Trong tinh hudng nay, viéc chi
nghién cwu tap trung vao mot dich tac
dong (target) don I1& boc 16 nhivng han ché
rd rét. Thudc Bong y va cac bai thudc phirc
phuwong cé wu thé doc déo la da thanh
phén, da muc tiéu, da con dwdng tac dong
hiép ddng, dong vai trd quan trong trong
viéc diéu tri va nghién ctru cac bénh phirc
tap nay [47]. Do d9, viéc phat trién va danh
gi4 hiéu qua 1am sang cla cac bai thubc
boéng y méi thuéc nhdm "loai hinh chirng
hau" luén la diém néng va ciing 1a khd
khan trong nghién ctru dbi véi YHCT.

Hoang Lién Giai Poc Hoan la thubc
Doéng y méi thuéc nhdm "loai hinh chirng
hau" (loai 6.1.2) dau tién tai Trung Quéc
dwoc phé duyét nghién clru lam sang;
thubc 1dy HLGDT lam bai thuéc co ban, co
tac dung réng rai va hién da hoan thanh
nghién ctu I&m sang giai doan Il. Tén
Diém Quan [16] da chon 229 bénh nhan bi
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loét miéng, viém nwédu va viém hong cép
tinh lam déi twong nghién cu, trién khai
nghién clru xoay quanh cac yéu td lién
quan gay ra chirng "thwc nhiét héa déc" la
"chuyén héa nidng lwong - viém - stress
oxy héa", xac nhan rang Hoang Lién Giai
DPoc Hoan c6é thé cai thién dang ké diém sé
chirng hau Béng y clia bénh nhan chirng
thwc nhiét héa déc, nhw cac triéu chirng:
hoi thd néng & miéng, mii, hong swng
dau, nwéc tiéu vang dam, dai tién tao két,
lwdi d6 réu kho; La Kha Kha va coéng sw
[16] da sang loc va xac dinh hon 10 d4u an
sinh hoc lién quan nhw succinate trong
nwéc bot, 4-hydroxynonenal va adenosine
triphosphate trong huyét twong. Nghién
cru sau hon phat hién Hoang Lién Giai
Poc Hoan théng qua viec (c ché
chi Prevotella trong hé vi sinh vat & nwéc
bot, lam gidm mc d6 succinate va trc ché
sy lién két cla nd voi protein thu thé
succinate receptor 1, tiv dé wc ché con
dudng tin hiéu HIF-1a/matrix
metalloproteinase 9, ¢ ché qua trinh
chuyén héa axit arachidonic, dac biét 1a 4-
hydroxynonenal, giup cai thién tinh trang
bung phat viém va réi loan chuyén héa
nang lwgng & bénh nhan chirng thyc nhiét
hda doc [48]. Nhirng nghién clru trén da
cung cap bang chirng khach quan cho hiéu
qua lam sang "thanh nhiét gidi déc" cua
Hoang Lién Giai Doc Hoan, cung cép tw
duy, muc tiéu méi cho chan doan, can
thiép lam sang, day la mot tién bd dot pha
trong viéc phat trién va danh gia thubc moi
thuéc "loai hinh chirng hau".

Nhirng ndm gan day, cac nghién cliru da
cho thdy chirng hau trong Béng y c6 lién
quan chat ché véi co ché sinh hoc phan tr
hién dai nhw chuyén hoa, vi sinh vat trong
co thé, mién dich. Nghién ctru vé Hoang
Lién Giai Doc Hoan két hop cac bai thubc
kinh dién v&i ky thuat y dwoc hién dai,
kham pha ra con dwdng, cach thiec chwa
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tieng c6 cho nghién ctru th&r nghiém lam
sang thuéc DPéng y mdi thudc "loai hinh
chirng hau", déng vai trd tién phong trong
viéc xay dwng hé thdng tiéu chuin chan

doan, danh gia thuéc Bong y méi.

6. TONG KET VA TRIEN VONG

HLGDT v&i tw cach la mét bai thubc
phirc phuwong truyén théng kinh dién,
khong chi cé lich s&¢r rng dung lam sang
lau d&i ma con dwa trén tinh an toan wu
viét, hiéu qua xac thwc, da ching minh
dwa trén nhidu ca bénh phong phu & ca
trong nghién clru va thwc hanh 1am sang
dbéi v&i nhiéu loai bénh tat. Théng qua hé
théng hda cac tai lieu cé thé thay, céac
phwong phap nghién cru va phwong tién
ky thuat dbi véi bai thubc nay trong nhirng
nadm gan day dang thé hién xu hwéng ddi
ma&i rd rét: Vi du, ky thuat nhan dién ai lyc
mod phdng sinh hoc in vitro dwa trén sw lién
két mang té bao da dwoc st dung dé sang
loc cac thanh phan hoat tinh cta thubc
Doéng y [49]; cac ky thuat nhw dy doan muc
tiéu théng minh bang co s& dir liéu may
tinh, tich hop da omics (multi-omics) dé
gidi ma ching hau Déng y ciing dan dugc
rng dung trong nghién cru - nhirng
phwong phap déi méi nay da cung cap sw
hé tro khoa hoc virtng chac hon cho viéc
lam rd co s& vat chét tao ra hiéu qua dwoc
ly, cling nhw gidi ma cac dich tac déng, co
ché ctia HLGDT. Bdng thoi, viéc kham pha
céac chi dinh cha bai thudc nay ciing duoc
mé& rdng hon, trong tdm nghién clru khdéng
con gi¢i han & viéc diéu tri chinh c&n bénh
do, ma con mé rdong sang cac chién luoc
két hop v&i cac loai thube khac, cling nhw
can thiép vao tac dung phu cla thubc, cai
thién tién lwong bénh. Tw duy diéu tri tbng
hop da dang nay cé thé cung cap cho bénh
nhan cac phwong an chan doan va diéu tri
toan dién hon, vira nang cao hiéu qua diéu

tri, vira cai thién chét lwong cudc séng cla
nguwoi bénh.

Tuy nhién, cac nghién clu lién quan
dén HLGDT hién nay van con mot sb han
ché can cai thién, tap trung chi yéu vao 3
phwong dién sau:

1) Céac thanh phan cla bai thubc nay rat
phirc tap va cac con duwong tac dong rat
nhiéu, hién nay nghién clru vé co ché tac
doéng dbi véi cac qua trinh sinh ly then chét
nhw diéu hoa chuyén héa lipid van con
nhiéu khoang tréng. Do dd, trong twong lai
can lam rd hon quy luat phdi ngi cla
phwong thubc, dong thdi ting cuwong
nghién cru vé xac dinh chinh xac cac thanh
phan hoat tinh va chuyén héa trong co thé.

2) C4c nghién ctru vé hoat tinh dwoc Iy va
co ché tac dong cla hién twong tw két tha
trong HLGDT con it, viec kham pha sau hon
linh viee nay cd y nghia quan trong dbi voi
viéc huéng dan st dung thube khoa hoc trén
lam sang, tranh that thoat hiéu qua duoc ly
tiém nang hoéac cac phan trng c6 hai.

3) Viéc xay dwng tiéu chuadn hoa hé
thédng nghién ctu phét trién thubc Doéng y
m&i, tiéu chuan chan doan bénh Déng vy,
hé théng danh gia hiéu qua diéu tri van can
dwoc hoan thién; sy khong théng nhat cla
cac tiéu chuan lién quan da tré thanh nut
that then chét han ché cac thubc Péng y
truyén théng nhw HLGDT, doi héi can phai
thdng qua cac nghién ciru hé thdng dé xay
dwng hé thdng tiéu chuan.

Dwa trén hién trang nghién cwu néu
trén, trong twong lai cé thé trién khai céc
nghién ctru trong tdm xoay quanh nhirng
han ché nay: mot mat, théng qua dbi méi
céng nghé va téi wu héa phuwong phap dé
l&p day cac khoang tréng trong nghién ctu
co ché, lam rd y nghia dwoc ly cta hién
twong tw két tia; mat khac, day nhanh viéc
xay dwng hé théng tiéu chuan hoa dé thuc
day tién trinh hién dai hoa va toan cau hoa
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thudc Dong y truyén théng, cudi cung cung
cap sw hd tro toan dién hon cho viéc mé
réng wng dung lam sang va khai thac gia tri
khoa hoc ctia HLGDT.
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