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THE LE GUI BAI DPANG TAP CHi SINH LY HOC VIET NAM

Tap chi Sinh ly hoc Viét Nam la tap chi chuyén nganh Sinh ly hoc. Tap chi dang tai cac cong

trinh

nghién ctru, cac bai tbng quan, théng bao khoa hoc thudc chuyén nganh Sinh Iy hoc va

cac chuyén nganh cé lién quan v&i Sinh ly hoc Y hoc, Sinh ly hoc Ngu&i va Bong vat.

1. Quy dinh chung vé bai dang trén Tap chi Sinh ly hoc Viét Nam

Cac thuat ngir thdng nhét theo tw dién Bach khoa Viét Nam.
Bai gl dang phai danh may bang tiéng Viét ré rang, phéng chi Unicode, kiéu chiv Arial,
c& chir 12, khd gidy A4, 1& trén 2cm, 1& dwdi 2cm, |é trai 3cm, 1& phai 2cm, cach dong
1.15 line. Céc chir viét tat phai dwoc chu thich cac tiv gbe clia cac chiv viét tit d6. Thir tw
cac dé muc danh s A-rap, khong danh sé La Ma (Thidu 1, 1.1, 1.1.1, 2, 2.2...).
Bai dang Tap chi gvi vé dia chi email tapchi@sinhlyhoc.com.vn, giri kém theo tén, dia
chi lién lac, dia chi email va sb dién thoai cta tac gia chiu trach nhiém khoa hoc vé bai
bao (Tap chi khédng nhan ban in).
Mbi tac gid dwoc phép dang nhiéu bai trong 1 sd nhwng chi dwoc dirng tén dau & 1 bai.
Bai khong dang dwoc, khdng tra lai ban thao.
Tac gia chju trach nhiém khoa hoc cua bai bao phai ky vao van ban cam két ve ban
quyen ctia minh, cac sé liéu ngh|en ctu, ndi dung dwoc dua ra trong bai bao, cac van dé
vé dao dirc nghién clru va glri vé dia chi Ban bién tap:

Van phong Héi Sinh ly hoc Viét Nam

Tang 1, B2, Trwong Pai hoc Y Ha Noi

Sb 1, Phé Tén That Tung, Quan Béng Pa, TP Ha Noi

2. Mot s6 yéu cau cu thé vé bai dang cong trinh nghién ctru khoa hoc

Bai gt dang chwa dwoc ding & bat ky Tap chi qubc gia nao.

Téng sb trang clia bai dang cong trinh khéng qué 8 trang gidy A4, khéng qua 10 trang véi

bai téng quan.

Téng sb cac dbi twong minh hoa, két qua (gdm hinh, bang, biéu) khéng qua 5 (géom

bang, biéu, hinh, anh, biéu dd) va/hodc 1/4 tbng sbé trang cla bai bao. Tén cac dbi twong

duwoc ghi theo sé thir tw cho méi loai (vi du hinh 1, hinh 2, bang 1, bang 2). Tén bang
duwoc dat & trén, chinh gitra bang, tén hinh, biéu db dwoc dat & dwdi, chinh gitra hinh,
biéu db.

Lé phi d&ng cong trinh nghién ctvu 1a 600.000 ddng/bai. Kinh phi dwoc thu nop khi bai

bao dwoc chdp nhan dang. Théng tin tai khoan ctia Hoi Sinh ly hoc Viét Nam nhuw sau:

Poan Thi Van Du
Sb tai khodn: 1221 0001 39 0003.
tai Ngan hang BIDV chi nhanh Ha Thanh

Trinh ty cac muc trong bai:

+ Tén bai bao: Puoc viét ngén gon, thé hién dwoc ndi dung chinh cla bai bao va bat
dau bang danh tw

+ Ho va tén cac tac gia, dia chi co quan, noi thye hién cong trinh (khéng ghl hoc ham,
hoc vi, chirc danh). Tac gia thwc hién chinh dwoc viét dau tién, tac giad chiu trach
nhiém khoa hoc vé bai bao dugc V|et cudi cuing néu c6 (vi du tén thdy hwéng dan)
Cuéi trang th(r nhéat ctia bai bao can ghi rd tén tac gla chiu trach nhiém khoa hoc vé
bai bao, kém theo dia chi lién lac, dia chi email va s6 dién thoai. Liét ké day du tat ca
céac tac gid tham gia bai bao, dé nghj khong viét “va cong su’”.

+ Tom tat tiéng Viét: Viét khong quéa 300 twr, viét dwdi dang bai van xubi thé hién dwoc
muc tiéu, dbi twong nghién ciru, phwong phap nghién ctru, két qua chinh cia nghién
ctu va két luan. Tir khéa khéng qua 5 tir, cum tor.

+ Tén bai bao va tém tat bang tiéng Anh dat & cudi bai bao, sau tai liéu tham khao, can
duwoc dich day dd chinh xac tir tén bai bao, tém tat va tir khéa bang tiéng Viét.

+ Noi dung toan van gdém:

\ P&t van dé& (bao gdm ca muc tiéu nghién clru clia dé tai): Can néu rd ly do hodc
gia thuyét nghién ctru, muc tiéu nghién ciu (khéng trung 13p véi tén bai bao).
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V' Bbi twong va phwong phap nghién cru: Viét ngan gon, day du thong tin bao gém:
déi twong nghién ctu, thiét ké nghién ciru, cong cu nghién ctru, phwong phap thu
thap sé liéu, phwong phap phan tich sé liéu, dao drc nghién clru.

Két qua nghién ctru: dwoc thé hién bang cac bang, biéu dd, hinh ho&c bang I&i.
Ban luan (ban luan co thé viét chung voi két qua nghién ctru, trong trwong hop viét
chung thi d& muc can ghi ré “Két qua va ban luén”): tac gia can so sanh két qua
nghién ctru cla minh v&i cac tac gid khac va ly glal vé két qua thu duoc.

Két luan: viét ngan gon, trd &1 day da muc tiéu dé ra.

Khuyen nghi: néu co.

L&i cdm on: cdm on quy tai trg, noi thwe hién nghién clru, cac cong sy dong gop
cho céng trinh.

V' Tailigu tham khéo

2 2

<2 2 =2

3. Quy dinh vé tai liéu tham khao

Tai liéu tham khao (khéng quéa 15 tai liéu) dwoc xép theo thr tw van chiy céi A, B, C...,
tiéng Viét trwdc, tiéng nwédc ngoai sau.

Néu tai liéu 1a tap chi thi ghi tén tac gid, nam xuét ban, t&n bai, tén tap chi, tap, sb, trang
(dau va cudi). Vi du:

Dean P, Michell 13, Redgrave P (1988), Responses resembling defensive behaviour
produced by microinjection of glutamate into superior colliculus of rats. Neuroscience,
24(2):501-510.

Trwéng hop tai liéu tham khao cé tir 10 tac gia tré xudng thi ghi day dd ho tén ctia 10 tac
gid. Trong trwong hop co tir 11 tac gia trd 1&n thi ghi ddy du ho, tén cta 5 tac gia dau
tién, sau do viét "va cs" néu bai bao viét bang tiéng Viét hodc "et al" néu bai bao viét
bang tiéng nwéc ngoai. Vi du:

Dommett E, Coizet V, Blaha CD, Patricia G, Carol C et al (2005), How visual stimuli
activate dopaminergic neurons at short latency. Science, 307(5714):1476-1479.

Néu |a sach chuyén khao thi ghi tén tac gid, nam xuét ban, tén sach, nha xuét ban, TP
xuét ban, trang tham khao. Vi du:

Stein BE, Meredith MA (1993), The merging of the senses. Cambridge, MA: MIT,
pp.230-235.

Néu 1a mét chwong trong séch thi ghi tén tac gid ctia chuwong, ndm xuét ban, tén chwong,
tén sach, tén nguoi bién tap, thanh phé xuét ban, nha xuét ban, trang tham khao. Vi du:
Gerfen CR, Wilson CJ (1996), The basal ganglia. In: Handbook of chemical
neuroanatomy, Vol 12: Integrated systems of the CNS, Part Ill. (Swanson LW, Bjorklund
A, Hokfelt T, eds), Amsterdam: Elservier, pp.371 - 468.

Néu tai liéu khéng thudc hé chir Latinh thi phién &m tén tac gia (theo tiéng Latinh) va dich
toan bo phan con lai ra tiéng Viét, sau d6 mé ngoadc ghi chu tiéng cla tai liéu do. Vi du:
(tiéng Nga).

Céac tai lieu dwa ra phai dwoc trich dan day du trong nodi dung bai bao. Trong dé it nhét
50% sb tai liéu tham khao can xuét hién trong phan ban luan.

4. Yéu cau dbi v&i cac bai tdng quan, théng bao khoa hoc va bai dich

Dbi v&i cac bai Téng quan can cé day di cac tai liéu tham khao va ngudn sé liéu dwoc
trich dan trong bai. Tac gid bai Téng quan dwoc ghi rd chirc danh khoa hoc, hoc vi,
chuyén nganh, dia chi co quan (ghi & cubi trang dau cta bai Tdng quan). Néu bai téng
quan dai, Ban bién tap sé& chia lam 2 ky, méi ky dai khéng qua 10 trang, k& ca hinh anh,
bang, biéu va tai liéu tham khao. Sé tai liéu tham khao khéng qua 20 tai liéu.

Ddi v&i cac bai Thong tin khoa hoc, cac bai dich can ghi ré xuét x& cGa ngudn dir liéu
duwoc sir dung dé viét bai thong tin hodc bai dich. Déi v&i bai dich cin photocopy toan
van ban bai bao tiéng nuwéc ngoai glri kém theo ban dich.

Déi véi bai tbng quan va céc bai théng tin khoa hoc, tac gid giri dang sé khong phai nop
I& phi khoa hoc.
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MUC LUC
Trang
Céac bai dang cong trinh
Nghién ctru ndng d6 DOPAC dich nao tdy va mdi lién quan véi mot sb triéu chirng & 1
bénh nhan Parkinson
Trinh V&n Quynh, Nguyén Puc Thudn, Pham Ngoc Thao,
Nguyén Viét Nam, Nguyén Trong Nghia
DPanh gia chirc ndng hoat ddng hang ngay trén bénh nhan cao tudi tai Khoa cép ctru, 7
Bénh vién Lao khoa Trung wong
Nguyén Trung Anh, Nguyén Thj Hoai Thu, P&ng Thj Xuén, Pham Théng
Méi lién quan gia hoi chirng dé bi tén thwong va chirc nang thé chat & nguoi cao 14
tudi c6 bénh than man giai doan 3, 4, 5
Vi Thi Thanh Huyén, Nguyén Thi Thu Huwong, Nguyén Trung Anh
Mot sb yéu td lien quan dén chirc ndng nhan thirc & bénh nhan dai thao dwdng cao 20
tudi
Nguyén Ngoc Tam, Vii Thi Thanh Huyén, Nguyén Trung Anh
Nghién ctru déc diém tudi, gi¢i, hdoa hop HLA va méi lién quan véi dai thao dwong & 25
bénh nhén sau ghép than
Nguyén Birc Thuén, Bang Thanh Chung
Dé&c diém mot sb bién chirng sém & bénh nhan sau ghép than 33
Pang Thanh Chung, Nguyén Buc Thuédn
Nghién ctru tac dong ctia EBV Ién méi trudng vi thé khdi u va dét bién lién quan tin 39

hiéu hoat héa NF-kB & lymphoma hé than kinh trung wong nguyén phat
Hoang Thj Mai Thanh, Colm Keane, JoshuaTobin, Dipti Talaulikar , Sanjiv Jain, Frank
Vari, Clare Gould, Santiyagu Francis, Maher Gandhi

Nghién clru tac dung clia cao sam Viét Nam (Panax Vietnamensis) dbi v&i t& bao co 47
tim H9C2 trong mé hinh thiéu oxy-tai cung cap oxy in vitro
Vi Thi Thu, Ngé Thj Hai Yén, Pham Thj Bich

Danh gia tac dung gidm nhu déng ruét ctia bai thuéc “DAI TRANG - HV” trén dong vat 57
thyc nghiém

Pham Ngoc Linh, Tran Anh Tuén, Nguyén Trong Nghia, Nguyén Hoang Ngéan
Tac dung chéng viém cla vién nang "Théong Xoang Vwong HV" trén dong vat thuc 64
nghiém

Bui Ttr, Lé Thi Thanh Nhan, Pham Ngoc Théo, Nguyén Hoang Ngén

Téac dung céi thién dong tiéu cha vién nang "Tién Liét HV" trén chuét cdng trdng tang 72
san lanh tinh tuyén tién liét

Nguyén Van Hung, Lwu Minh Chéu, Nguyén Hoang Ngén, Lé Thj Thanh Nhan

Gidy phép xuét ban s6 312/GP-BVHTT do Bd Van hoa - Théng tin cp ngay 23 thang 7 nam 2002.
In xong va ndp lwu chiéu thang 3/2021
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NGHIEN Cl’U NONG DO DOPAC DICH NAO TUY VA MOI LIEN QUAN
VOl MOT SO TRIEU CHUNG O BENH NHAN PARKINSON

Trinh Van Quynhl’*, Nguyén Birc Thuan™”, Pham Ngoc Thao’, Nguyén Viét Nam?,
Nguyén Trong Nghia®

TOM TAT

Muc tiéu: Nghién ctu néng dé6 DOPAC djch n&o tdy va mai lién quan véi moét sé triéu
ching & bénh nhan Parkinson . Phwong phédp: Nghién ciu tién ciu, mo tg cdt ngang,
trén 59 bénh nhan Parkinson. Két qua: Nhém bénh c6 91,5% tir 50 tudi tré Ién, trong d6
c6 40,7% tir 60-69 tudi. Tudi trung binh nhém bénh (63,4 + 9,4 tudi), ty 16 mac bénh cda
nam thdp hon ni ( nam/ni: 0,51) Néng dé trung binh DOPAC djch n&o tdy xu hwéng
gidm dan theo mdrc do bénh va giai doan bénh, tuy nhién khdng cé sw khac biét gida cac
mure do cling nhw gitka cac giai doan bénh.Néng d6 DOPAC djch n&o tdy trung binh c6
méi twong quan nghich hé sé twong quan r = -0,814 véi diém UPDRS. Két ludn: Nghién
ctru chi ra bang ching vé sw bién déi nébng d6 DOPAC dijch ndo tdy theo mét sé triéu

chimg trén bénh nhan Parkinson.
Ter khoéa: Parkinson; DOPAC.
1. DAT VAN BE

Bénh Parkinson la bénh thwdng gap
thudc nhém bénh thoai héa tién trién man
tinh cda hé ngoai thap, thuwdong gap &
ngudi cao tudi ty 18 1-2% nguoi trén 65
tudi [1]. Pac trwng cta bénh 1a mét cac té
bao than kinh thuéc hé dopaminergic.Cac
nghién cru hién nay da tap trung rat nhiéu
vao cac chat chuyén héa, cac dau 4n sinh
hoc ctia qua trinh thoai héa than kinh. Viéc
xac dinh cac chat d6 co vai trd quan trong
trong chan doan, theo dai diéu tri cling nhw
dw phong bénh Parkinson. O Viét Nam
hién nay da c6 mot sbé nghién clru tap
trung vao dopamin, tuy nhién 3,4-
dihydroxyphenylacetic acid (DOPAC), mot
chat chuyén hoa cltia dopamin chwa dugc
nghién ciru. Vi vay, ching toi tién hanh

. Bénh vién Quéan y 103, Hoc vién Quany
2 Bénh vién Trung Wong Quan dsi 108
* Tac gia thwc hién chinh
Trinh Van Quynh
** Tac gia chiu trach nhiém khoa hoc:
Nguyén Birc Thuan
Email: thuanneuro82@gmail.com
Ngay tiép nhan: 30/11/2020
Ngay phan bién: 2/12/2020
Ngay chap nhan dang: 25/3/2021

thwc hién @& tai nay nhadm muc tiéu:
nghién céu néng d6 DOPAC dijch ndo tdy
va méi lien quan véi mét sé triéu ching &
bénh nhan Parkinson.

2. bOI TWUONG VA PHUONG PHAP
NGHIEN clru

2.1. B6i twong nghién ciru

59 bénh nhan bj bénh Parkinson, dwoc
kham va diéu tri tai Khoa Noi Than kinh,
Bénh vién Quan y 103 tw thang 9/2018
dén thang 10 /2019.

* Tiéu chudn lwa chon: Nhém bénh
dwoc chan doan bénh Parkinson theo tiéu
chudn cia Ho6i Ngan hang Ndo va
Parkinson Vwong quéc Anh [2]. Buoc
chén doan qua 3 buéc:

- Buwéc 1: Chan doan hdéi ching
Parkinson (Run, ctrng do, gidm dong va
bét 6n tw thé).

- Bwéc 2: Chan doan loai trlr bénh
Parkinson (H6i chirng thap, hdi chirng tiéu
n&o, chan thwong so nao, viém n&o...).

- Bwéc 3: Chan doan quyét dinh sau
khi qua bwéc 1,2 (Khéi phat mét bén, run
khi nghi, dap &ng tét véi L-dopa...)

Bénh nhan déng y tham gia nghién ctu.
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* Tiéu chudn loai trez Bénh nhan
khéng hoan thanh duwoc céac test kiém tra
nhw khong biét chi¥ hodc réi loan chirc
nang ngdén ngl nhw doc, nghe hodc mac
cac bénh Iy anh hwédng dén ndng do
DOPAC dich néo tay.

2.2. Phwong phap nghién ctru

- Thiét ké nghién cru: Tién ctu, md ta
cét ngang.

- Phwong phap: Lwa chon dbi twong
theo tiéu chuan nghién ctu.

+ Danh gia mic do6 rdi loan van déng
theo thang diém théng nhat danh gia bénh
Parkinson phan Ill cta Fahn [11]: Thang
gdm 14 muc, mdi muc cho diém ti 0 t&i 4
diém. Binh thwong (0 diém); mic dd nhe
(1 - 14 diém); mirc do vira (15 - 28 diém);
muerc dé nang (29 - 42 diém); mirc do rat
nang (43 - 56 diém).

+ Danh gia giai doan bénh theo Hoehn
va Yahr [12], gbém 5 giai doan: Giai doan 1
- Cac dau hiéu & mét bén co thé, triéu
chirng & mrc d6 nhe; Giai doan 2 - D4u
hiéu & hai bén co thé, c6 anh huwéng tw
thé dang di; Giai doan 3 - D4u hiéu hai bén
co thé, méat thang bang khi ding va di;
Giai doan 4 - Triéu chirng nang, can su tro
gilp mét phan ngudi xung quanh; Giai
doan 5 - Giai doan suy mon, tan phé, doi
héi cé sw tro gitp nhan vién y té.

+ Thu thap mau: Trwéc khi ldy mau cho
bénh nhan dirng thudc diéu tri Parkinson
ho&c céc thubc c6 &nh huédng dén néng do
DOPAC it nhat 8-12 gio.

+ Pinh lwgng ndng d6 DOPAC dich nado
tdy bang phwong phap sac ky lédng hiéu
nang cao thwc hién tai trung tdm nghién
ctru rng dung Sinh Y Dwgc hoc- Hoc Vién
Quan.

2.3. Phan tich sé liéu

St dung chwong trinh x& i sé liéu
thédng ké SPSS 22.0 va phan mém Excel

dé tinh cac théng sbé thwc nghiém: Sb
trung binh, phwong sai, d6 léch chuan.

Céc trj sb dwoc trinh bay dwéi dang sb
trung binh, dé léch chuén (SD), kiém dinh
sy khac biét théng ké bang test Student
(T-test) v&i do tin cay 95%.

Twong quan Pearson gitra cAc tri s6 va
dwoc biéu thi bing hé sb twong quan (r).

2.4. Pao drc nghién ciru

Bénh nhan tham tw nguyén gia nghién
ctu, phwong phap thu thap sé liéu khéng
anh huéng dén sirc khde, bénh nhan
khéng phai trd bat ki chi phi nao cho
nghién cuu.

3. KET QUA VA BAN LUAN

3.1. Pac diém chung cta nhém doéi
twong

Tudi cGa bénh nhan nghién ctu chd
yéu phan b & Itva tudi tir 50 tré 1én chiém
91,5% trong dé Itra tudi tir 60 - 69 chiém ty
l&é cao nhat la 40,7%. Tudi trung binh cua
nhém bénh 1a 63,4 + 9,4 tudi (Bang 1);
Theo tac gid Nguy&n Thanh Binh tudi trung
binh ctia nhém bénh 1a 66,63 + 8,27 tubi
[3], theo Wang va coéng sw (2015) tudi mac
bénh trung binh & 62,8 + 7,89 tudi [4]. Két
gua nghién ctru cla chang téi phu hop véi
cac tac gia.

Ca nam va ni¥ déu mac bénh Parkinson,
trong do theo da sb céac tac gia ty Ié mac
bénh cda nam cao hon nir. Tac gid Barone
va cdng su cho thay ty 1& nam/ni la 1,52
[5], Matei va cbng sy trong 30 bénh nhén
nghién ctru thi c6 18 nam va 12 niv,ty 1é
nam/ni la 1,5 [6]. Nghién clru cla chang
toi, ty 1&6 m&c bénh cta nam thap hon ni,
cu thé ty 1é nam/nir 1a 0,51. Két qua nghién
clru cla ching t6i c6 sy khac biét voi cac
nghién ctu khéac c6 thé do nhém bénh cé
¢& mau nhd, thi gian thu nhan mau ngén
nén chwa da dé thé hién dac diém vé phan
bd gidi tinh cta bénh.
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Bang 1. D&c diém tudi, gioi

Nhom tudi (tudi) — Gio — Téng Ty 18
<40 1 0 1 1,7

40 - 49 0 4 4 6,8

50 -59 4 10 14 23,7

60 - 69 9 15 24 40,7
270 6 10 16 27,1

Coéng 20 39 59 100

2. N 64,5+ 10,5 62,9+ 8,8
Tudi trung binh 634194

3.2. Méi liéen quan giira nong do
DOPAC dich ndo tay va mét sé triéu
chirng & bénh nhan Parkinson

* Méi lién quan gida néng dé6 DOPAC
djch néo tay véi mirc do va giai doan
bénh

Trong hé than kinh trung wong,
dopamin la mét chat c6 vai trd quan trong,
ngoai tham gia vao cac hoat dong diéu
chinh van déng, con tham gia vao cac hoat
dong nhan thiec, tri nhe, cdm xudc va céac
hoat déng tam than khac, 1a chéat chuyén
héa doéng vai trd quan trong trong co ché
cla bénh Parkinson. Trong co thé
dopamin dwgc van chuyén qua
dopaminsulphate c6 thé qua hang rao méau
n&o, tuy nhién bj &nh hwéng bdi ché d6 an
ubng cho nén viéc danh gia hoat dong
dopamin trung wong khdng chinh xac. Do
do, DOPAC 1a mét chat chuyén héa chinh
cta dopamin, chi sé quan trong danh gia
hoat dong clia dopamin trung wong.

C6 mot sb quan diém nghién ciru vé
DOPAC cho rang néng dé dopamin cang
gidm khi khéng dwoc diéu tri bénh
Parkinson va cang gidm khi diém muc do
bénh Parkinson cang tang va khi phan tich
ndng d& DOPAC trong dich n&o tdy cula
bénh nhan bj bénh Parkinson diéu tri bang
L-Dopa, thay réng L-Dopa lam t&ng ndng
dd dopamin va DOPAC trong dich néo tady,
didu d6 ching t rdng & bénh nhan

Parkinson néng d6 DOPAC xu huéng
giam.

Mét s6 nghién clru vé DOPAC & bénh
nhan Parkinson: Tac gid Goldstein thay
néng dd DOPAC trong dich nao tiy & bénh
nhan Parkinson (0,94 + 0,09 pmol/ml) thap
hon dang ké v&i nhém chirng (1,60 + 0,12
pmol/ml). Sy suy gidm dopamin & bénh
nhan Parkinson do tén thwong té& bao than
kinh hé dopaminergic & thé van va liém
den, DOPAC Ia chét chuyén hoéa chinh
cta dopamin [7], do d6 cé thé giéi thich sw
gidm ndéng dd DOPAC & bénh nhan
Parkinson [8]. Nghién ctu clGia Anderson
va cong sw (2017) cho rang DOPAC dich
n&o tay c6 thé chan doan phan biét PD voi
nhém chang véi d6 nhay 100% va dé dac
hiéu 89% v&i bénh nhan PD mdéi dwoc
chan doan, va tét hon so v&i HAV dich ndo
tay, chirng to réng DOPAC la dai dién va
d&c hiéu hon cho PD [9].

Két qua nghién ctru cla chang téi cho
thdy ndng dd trung binh DOPAC & murc do
bénh nhe la 22,3 = 7,4 pmol/ml, gidm dan
theo mirc d6 nang cla bénh, & mirc do
bénh rat ndng l1a thap nhét 6,56 + 0,001
pmol/ml, tuy nhién khéng c6 sy khac biét
giCra cac mirc d0 v&i p>0,05 (Bang 2).

Néng d6 trung binh DOPAC giai doan 1
la 24,9 + 8,1pmol/ml, giai doan 5 la 6,6 +
0,06 pmol/ml, diéu d4 cho thdy nong do
DOPAC ty Ié nghich v&i giai doan bénh,
giai doan bénh cang cao thi ndng dd
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DOPAC cang thap, tuy nhién khéng c6 sw
khac biét gilra cac giai doan véi p>0,05
(Bang 3). DOPAC c6 thé bat ngudn tr hé
norepinergic hodc hé dopaminergic ctia hé
than kinh trung wong, vi DOPAC khéng
qua dwoc hang rao mau néo nén ndng dod
DOPAC dich nao tay thuwong thdp hon so
véi huyét twong. Nghién céu Endrup va
cong sw chi ra rang néng d6 DOPAC dich
n&o tdy thdp hon & bénh nhan Parkinson
va c6 twong quan nghich véi diém murc do
bénh Parkinson [10].

Mwc d6 bénh va giai doan bénh duoc
danh gia dwya trén mirc d nang cua triéu
chirng rdi loan van déng trong bénh
Parkinson. Ma sy sut giam DOPAC la mét
trong nhirng nguyén nhan gay ra cac triéu
ching rdi loan van dong. Nghién ctu méi
lién quan gitra ndng d6 DOPAC v6&i mirc
do rdi loan van ddng va giai doan bénh
ching tdi nhan thdy rdng mic do bénh
cang nang va giai doan bénh cang cao thi
ndng khi ndng dd DOPAC cang giam.

Bang 2. Lién quan gira ndbng d6 DOPAC va mirc do bénh

Mirc d6 bénh S6 lwong Nong dé6 DOPAC (pmol/ml) P
Nhe 27 223+74
Vira 16 9,0+2,7
N&ng 14 6,6 + 0,03 p >0,05
Rat ndng 2 6,56 + 0,001
Tdéng 59 14,4+ 9,0

Bang 3. Lién quan gitra ndbng d6 DOPAC va giai doan bénh

Giai doan bénh S6 lwong Néng dé DOPAC (pmol/ml) P

Giai doan 1 17 249+8,1
Giai doan 2 20 13,6 £5,3
Giai doan 3 17 73+1,9

— p >0,05
Giai doan 4 2 6,6 + 0,05
Giai doan 5 3 6,6 £ 0,06
Téng 59 14,4+ 9,0

* Méi lién quan gitka néng dé DOPAC  nhiéu diém gibng cac triéu ching

dich néo tay va diém UPDRS

Phuwong trinh twong quan: y = -0,627x
+ 26,54 (y: ndng dd DOPAC dich n&o tdy,
x: Diém UPDRS). Gira diém UPDRS va
ndng d6 DOPAC dich ndo tdy c6 mdi
twong quan nghich mic dd chat ché véi
hé sb twong quan r = -0,814 (p < 0,05). T
do ta thy diém UPDRS cang cao thi ndng
dd DOPAC dich ndo tly cang giam.

Bénh Parkinson xdy ra chi yéu sau 60
tudi. O nhirtng ngwdi gia dwoc coi la binh
thwong, cac héi chirng van dong ciing co

Parkinson: di ngay cang khé khan, di buéc
nhd, tw thé cta than cé khuynh huwéng gép.
C6 nhiéu béng chirng cho thdy c6 thé co
rbi loan chirc nang clta hé théng dopamin
& nhitng nguwoi nay [13], [14]: Lwong
dopamin & thé van gidm ré & nguoi gia;
Cang gia, sd lwong cac tan cung synap
dopamin I&n thé van cang gidm; C& sau 10
n&m, sé lwong neuro dopaminergic & liém
den lai gidm di 5%.

Nhw vay, c6 thé bénh Parkinson c6 lién
quan dén qué trinh ldo hoa sinh ly. Diém
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UPDRS dac treng cho mirec d6 bénh, cang
giai doan sau mrc d0 bénh cang nang,
diém UPDRS cang cao, vi DOPAC la moét
chét chuyén héa cta dopamin nén diém
UPDRS cang cao thi ndng d6 DOPAC
cang giam.

4. KET LUAN

- Tudi cta bénh nhan nghién ctu cha
yéu phan b & Itra tudi tir 50 tré 1én chiém
91,5% trong d6 Itra tudi tiv 60 - 69 chiém ty
l&é cao nhat la 40,7%. Tudi trung binh cla
nhém bénh 1a 63,4+9,4 tudi, ty 1& méac
bénh cta nam thap hon ni (nam/ni:0,51)

- Néng d6 DOPAC xu hwéng gidm dan
v&i mirc dé va giai doan bénh, khéng co
sw khac biét gilra cac mrc do6 va giai doan
véi p>0,05.

- Gitra ndng d6 DOPAC dich ndo tay va
diém UPDRS c6 méi twong quan nghich
mac do chat ché véi hé sb twong quan la
-0,814.

L&i cam on

Ching t6i xin chan thanh cdm on B6
mon than kinh (Bénh vién Quan y 103) va
Vién Y Dwgc hoc Quén sy (Hoc vién Quan
y) da giup d& ching téi hoan thanh nghién
clru nay.
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SUMMARY

INVESTIGATION LEVELS OF DOPAC IN THE CEREBROSPINAL
FLUID AND ASSOCIATIONS WITH SOME SYMPTOMS
IN PATIENTS WITH PARKINSON DISEASE

Trinh Van Quynh', Nguyen Duc Thuan®, Pham Ngoc Thao', Nguyen Viet Nam?,
Nguyen Trong Nghia?

lMilitary Hospital 103, Vietham Military Medical University
2108 Military Central Hospital

Objective: Investigating the level of DOPAC in the cerebrospinal fluid and the
associations with some symptoms in patients with Parkinson’s disease. Methods: Cross-
sectional and prospective studies were carried out on 59 patients with Parkinson’s
disease. Results: 91.6% of total subjects showed their age more than 50 years old with
the subjects from 60 to 69 years old occupied 40.7%. The average age (SD) was 63.4
(9.4) years olds, the rate of males was lower than females (male/female: 0.51). The
average concentration of DOPAC in the cerebrospinal fluid was gradually decreased
following the levels and stages of Parkinson’s disease, but there was no significant
difference among the levels and stages of Parkinson’s disease. There was a negative
correlation between the concentration of DOPAC and the scores of UPDRS with
correlated coefficients -0.814. Conclusion: These findings indicated the change of
DOPAC levels in the cerebrospinal fluid associated with some symptoms in the patients
with Parkison’s disease.

Keywords: Parkinson; DOPAC.
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DANH GIA CHU'C NANG HOAT DONG HANG NGAY TREN BENH
NHAN CAO TUOI TAI KHOA CAP CclU, BENH VIEN LAO KHOA

TRUNG UONG
Nguyén Trung Anh**", Nguy&n Thj Hoai Thu'?, Bang Thj Xuan®, Pham Thing"?
TOM TAT
Muc tiéu: Panh gia chirc ndng hoat dong hang ngay trén bénh nhan cao tuéi diéu trj
tai khoa cép ctru Bénh vién L&o khoa Trung Uong. Phwong phdp: Nghién ciru duoc tién
hanh theo phuong phép nghién ciu mé ta cdt ngang tai khoa Cép ciu bénh vién Lao khoa
Trung wong, tir thang 10 ndm 2015 dén thang 10 ndm 2016 trén bénh nhan tr 60 tudi tré Ién.
Céc bién sé bao gém : dédc diém chung (tudi, gisi, sé bénh Iy déng mac) va chic ndng hoat
dong hang ngay véi 6 hoat déng, chire ndng hoat déng hang ngay véi dung cu bao gém 8 hoat
déng. Két qua : Téng sé c6 389 bénh nhan véi do tudi trung binh 1& 79,1 + 8,9. T/ 1é bénh
nhan c6 suy giam chdre ndng hoat déng hang ngay la 75,6% va suy giam chirc ndng hoat
déng hang ngay véi dung cu 1a 72%. Trong 6 thanh phan cda ADL, t/ |é suy gidm chic
néng di lai chiém ty 1é cao nhat véi 74%. Trong 8 thanh phéan cda IADL, t7 16 bénh nhan
c6 suy gidm khd ndng néu &n la 67,9%. ADL va IADL c6 méi lién quan don bién véi héi
chung dé bj tén thuong (p<0,0001). Két ludn: T71é suy gidm chirc ndng hoat déng hang
ngay va chirc ndng hoat dong hang ngay véi dung cu trén bénh nhan cao tudi tai khoa
Cép ctru tvong déi cao. Do vay cén sang loc chirc ndng hoat déng hang ngay trén nguoi
cao tudi diéu trj tai khoa cép ctru.

T khéa: hoat déng chirc ndng hang ngay, hoat déng chirc nang hang ngay véi dung
cu, nguoi cao tudi, Viét Nam

1. DAT VAN BE hwéng nay, Viéet Nam vao nam 2010 cw
100 ngudi c6 6 ngudi tr 65 tudi tré 1én.
Vao nam 2050, ty trong dan sb cao tudi tai
nwéc ta sé tidng gan gap bén 1an hién nay
[1]. Gibng nhw viéc gia ting dan sb, dan sé
gia héa cling gay ra nhiéu thach thirc cho
tang trwdng kinh té ciing nhw ha tang co
s® va cac dich vu an sinh x& hoi. Bén canh
do, cac nghién cru con chi ra rang dan sb
gia hdéa con tac dong manh dén médi quan
hé gia dinh, 16i séng, hé théng an sinh x&
hoi, d&c biét 1a hé théng hwu tri quéc gia.

L Bai hoo Y Ha N&i Nguoi cao tudi 1a déi twong c.h‘iém Fy Ie
% Bénh vién Lo khoa Trung wong cao trong sO cac bénh nhan dieu tri tai

° Bénh vién Bach Mai khoa cdp ctu [2]. Khac véi bénh nhan
* Tac gia thyc hién va chiju trach nhiém chinh:

Bién d6i co ciu tudi dan sb co tac
doéng manh dén kinh té va xa hoi & cép
quéc gia, khu vyc va toan cau. Mét trong
nhitng xu hwéng bién ddi manh mé gan
day 1a xu huéng gia hoa dan sé, trong dod
ngudi cao tudi tang ca vé sé lvong vaty lé
so vo&i tbng dan sb. Tai cac nwdc dang
phét trién, dbi twong dan sé ngudi cao tudi
dy kién tang tlr 554 triéu nam 2013 1én 1,6
ty vao nam 2050. Khéng nam ngoai xu

Nguyén Trung Anh trwdéng tha’nh, bénh nhé? caor tu()i’ di(“?u tri
Email: trunganhvik@gmail.com tai khoa cap ctru c6 nhiéu bién cd bat lgi
Ngay tiep nhan: 11/3/2021 hon nhw kha nang phuc hdi thwéng cham
Ngay phan bién: 12/3/2021 . R . N JRRR A

Ngay chap nhan dang: 25/3/2021 hoac khdng hoan toan, khuyét tat, tham
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chi t¢ vong [3]. Sang loc, danh gia lao
khoa toan dién dong vai trd quan trong
trong tién lwong va xay dwng ké hoach
diéu tri lau dai cho bénh nhan cao tudi. Mot
trong nhitng thanh phan quan trong cda
danh gia lao khoa toan dién la danh gia
suy gidm chirc nang hoat ddong hang ngay.
Ty lé suy gidm chirc nang hoat dong hang
ngay trén nguwdi cao tudi theo cac nghién
ctu trén thé gioi thwong kha cao va lién
quan chat ché dén ty 1& t& vong & nguoi
cao tudi [5,6].

Tai Viét Nam dén nay van chuwa co
nhiéu nghién ctru dwoc coéng bbd vé suy
gidm chirc nang hoat dong trén cac bénh
nhan diéu tri tai khoa cip ctu. Do vay
chang toi tién hanh nghién ctru nham dénh
gia chire nang hoat dong hang ngay trén
bénh nhan cao tuéi tai khoa cép ciu, bénh
vién L&o khoa Trung wong.

2. DOl TUONG VA PHUONG PHAP
NGHIEN clru

2.1. B6i twong nghién cru

DPé6i twong nghién ciru 1a bénh nhan tir
60 tudi tré 1én diéu tri tai Khoa Cap ctu
Bénh vién Lao khoa Trung Uong.

Tiéu chudn lyra chon

- Cac bénh nhan phai cé tinh trang tinh
than tinh téo, cé kha ndng nghe va tra 1&i
phdng van.

- Bénh nhan ddng y hop tac nghién
clru.

- Tudi = 60 tudi diéu tri tai Khoa Cap
clru.

Tiéu chuén loai tree

- Chéng chi dinh van dong va hoat
dong thé lwc ctia bac si diéu tri cho bénh
nhan (suy hd hép, nhdi mau co tim....).

- Khéng ddng y tham gia nghién ctru.

2.2. Phwong phap nghién ctru

Nghién clru duwgc tién hanh theo
phwong phap nghién ctru mo ta cét ngang.

2.2.1 Pia diém va thi gian nghién cteu

- Nghién cru dugc tién hanh tai Khoa

Cép ctru Bénh vién Lo Khoa Trung wong.

- Thoi gian nghién ctru: Twr thang 10
ndm 2015 dén thang 10 ndm 2016 (téng
12 thang)

2.2.2. Bién sé, chi sé va cac tiéu
chuan danh gia.

- Théng tin vé déi twong nghién ciru:
tudi, gidi, tinh trang da bénh ly

- DBanh gia suy gidm chirc nang

Sk dung bang danh gia hoat déng co
ban hang ngay (ADL), va bang danh gia
hoat dong hang ngay c6 st dung céng cu,
phwong tién (IADL) dé danh gia chirc nang
tdng thé cho bénh nhan [5].

+ Bang danh gid hoat dong co ban
hang ngay (Activity Dailly Living/ADL).
Phdng van bénh nhan hodc ngu®i chadm
séc vé cac hoat dong sinh hoat hang ngay
cGa bénh nhan theo sau cau hdi vé cac
hoat déng: An udng, di vé sinh, méc quan
40, chdm séc ban than, di lai, tdm ria.
Bénh nhan/ngwoi cham soéc tra 1&i tirng
cau theo cach chdm diém tuwong rng Voi
tinh trang cda bénh nhan (1 ho&c 0 diém).
Danh gia két qua: diém téi da dbi véi mot
nguwdi binh thwong khée manh 1a 6 diém:;
dwdi 6 diém la co suy gidm chirc nang
hoat déng hang ngay. DPiém cang thap
twong ng véi kha nang tw chd cla bénh
nhan cang thap va nguoi cham séc phai
phuc vu bénh nhan nhiéu hon.

+ Bang danh gia hoat dong hang ngay
c6 si¢r dung phwong tién, dung cu
(Instrument Activity Dailly Living/IADL):
phdng van ngudi chadm séc vé cac hoat
dong sinh hoat hang ngay cla bénh nhan
vé cac hoat dong s dung cac dung cu
phwong tién: st dung dién thoai, mua ban,
néu &n, don dep nha clra, giat quan 4o, st
dung phwong tién giao théng, st dung
thudc, kha néng quan ly chi tiéu. Panh gia
két qua: diém tbi da d6i véi mot ngudi binh
thwdng khée manh [a 8 diém; dudi 8 diém
la c6 suy giam chc nang hoat dong hang
ngay c6 st dung dung cu, phwong tién.
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2.3. Xt ly sé liéu

Sé liéu dworc thu thap va x ly bang
phan mém SPSS 17.0. Céc bién dinh lvong
dwoc thé hién dwéi dang trung binh + do
léch chuén. Cac tan suét duwoc trinh bay
theo ty 1&é %. Sy khac biét dwgc coilacé y
nghia théng ké khi p < 0,05.

2.4. Pao drc nghién ctru

T4t ca cac dbi twong nghién ctu sé
dwoc giai thich cu thé vé muc dich. nghién
cu va déng y tw nguyén tham gia vao
nghién ctru. Bam bao tinh bi mat thdng tin
nghién ctru. Nghién clru nhdm bao vé va
nang cao stc khée cho nguodi cao tudi,

3. KET QUA

Trong téng sé 389 dbi twong nghién
ctru c6 183 bénh nhan ni¥ chiém 47% thap
hon so v&i 206 bénh nhan nam chiém
53%. Ty lé nam/ni = 1,125/1. Sw khac biét
khéng cé y nghia thdng ké véi p > 0,05.
Tudi trung binh cla cac bénh nhan la 79,1
+ 8,9. Thap nhét la 60 tudi va cao nhat |a
101 tudi, trong d6 nhém tir 60 dén 69 tudi
chiém ty 1& thdp nhét 1a 18%, nhém Ién
hon 80 tudi chiém ty 1& cao nhat 54,8%.
Diém trung binh cta chi sé cac bénh ddng

khéng nhdm muc dich nao khac. mac Charlson 1a 355 + 1,95
Bang 1. Bac diém chung bénh nhan (n= 389)
Bién sé S6 bénh nhan Tile %
Gioi Na~m 206 53
Nr 183 47
60-69 70 18
Nhém tudi 70-79 106 27,2
>80 213 54,8
Tuébi trung binh 79,1+8,9
Tubi tdi thiéu — t6i da 60-101
Chi sé da bénh ly Charlson trung binh 3,55+ 1,95

44.2

Bénhly  Bénhly  Bénhly
nhiém chuyén  ungthw
trung hoéa

Bénh ly Bénh ly Bénh ly
tim mach - suy chic khac
tai bién nang -
mach ndo thodi héa

Biéu dbé 1. Ty I& cAc bénh diéu tri tai Khoa Cap ctu — Diéu tri tich cuwc (n = 389)

Trong 389 bénh nhan dwoc nghién clru
tai Khoa Cap clu bénh vién Lao khoa

Trung Uong, sé bénh nhan phai nhap vién
va diéu tri vi bénh ly nhiém trung chiém
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44,2%, trong d6 c6 115 bénh nhéan bj viém
phdi chiém 29,6%, tiép dén la nhém bénh
ly tim mach — tai bién mach mau nao
chiém 36% trong d6 cé 100 bénh nhan bi
tai bién mach mau néo chiém 25,7%.

Trong 389 bénh nhan nghién ctu, s
bénh nhan c6 suy gidm chirc nang hoat
dong hang ngay theo ADL la 294 bénh
nhan chiém 75,6%, suy gidm chic nang
tiéu chi di lai la hay gap nhat chiém 74%, it
gdp nhat la dai tiéu tién khong tw cha
chiém 27%. Céc tiéu chi khac déu chiém ty
|é trén 50%.

Theo tiéu chi IADL thi tbng sé bénh
nhan c6 suy gidm chrc nang la 280 chiém
72%, trong d6 tiéu chi khéng tw nau an
duwoc chiém ty 1& cao nhat 1a 67,9%, tiéu
chi tw don dep nha clra la thap nhéat chiém
37,8%. Céc chi sb khac khoang 50%.

Bang 4 dwa ra méi lién quan don bién
gitra hdi chirng dé bj ton thwong véi tinh
trang suy gidm chirc nang hoat dong ADL
va IADL. Méi lién quan cé y nghia théng ké
v&i p<0,0001.

4. BAN LUAN

Trong tdng sé 389 dbéi twong nghién
clru clia chung t6i c6 183 bénh nhan nir
chiém 47%, thap hon so véi 206 bénh
nhan nam chiém 53%. Ty l&é nam/ni =
1,125/1. Nghién ctu cta ching téi khac
v&i nghién ciru cia Chang va cong suw
(2011), tai Bai Loan thi 53,8% la nir va
46,2% la nam [6], nghién ctru cla Oliveira
va cbébng sy (2013) c6 50,5% la nlr va
49,5% la nam [7]. Nguyén Xuan Thanh
(2015), bénh nhé&n n& la 56,8%, nam la
43,2% [8]. Nhwng sy khac biét nay clia cac
tac gid ciing khong co y nghia théng keé.

Bang 2. Ty Ié chirc nang hoat déng hang ngay theo ADL trén bénh nhan nghién ctru

Tiéu chi ADL S6 bénh nhan Ty lé %
. o C6 suy giam 294 75,6
Suy giam chirc nang theo ADL — —
Khéng suy giam 95 24,4
, B 0-3 diém 232 59.6
Phéan loai suy giam chirc nang —
2 4-5 diém 62 15.9
ADL theo diém =
6 diém 95 24.4
.. Cé suy giam 222 57,1
An udng — —
Khoéng suy giam 167 42,9
s C6 suy giam 220 56,6
Mac va cdi quan ao — —
Khoéng suy giam 169 434
. L C6 suy giam 229 58,9
Cham s6c ban than — —
Khoéng suy giam 160 41,1
o C6 suy giam 288 74
bi lai — —
Khoéng suy giam 101 26
.. C6 suy giam 234 60,2
Tam rira — —
Khoéng suy giam 155 39,8
s C6 suy giam 105 27
Dai tiéu tién — —
Khoéng suy giam 284 73

10
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Bang 3. Ty |Ié chirc nang hoat ddng hang ngay cé sir dung phwong tién, dung cu theo
IADL trén bénh nhan nghién ctru (n =389)

Tiéu chi IADL S6bénhnhan  Tylé%
Cé suy giam 280 72
Suy giam chirc nang theo IADL - y9 —
Khéng suy giam 109 28
Suv aiam chire ndna IADL th 0-4 diém 215 55.3
Uy giam chtre hang o 5-7 didm 65 16.7
diem =
8 diém 109 28.0
. N . C6 suy gidm 203 52,2
St dung dién thoai — —
Khéng suy giam 186 47,8
S dung phwong tién C6 suy gidm 199 51,2
giao théng Khoéng suy giam 190 48,8
. Cé suy gi3 255 65.6
bi mua sam — y glaT
Khoéng suy giam 134 34,4
) C6 suy gidm 191 49,1
Giat quan ao — Y9 —
Khéng suy giam 198 50,9
< C6 suy giam 264 67,9
Nau an — =
Khoéng suy giam 125 32,1
Cé suy giam 147 37,8
Don dep nha ctra — Y9 —
Khoéng suy giam 242 62,2
) . C6 suy gidm 227 58,4
uong thuodc — Y9 —
Khéng suy giam 162 41,6
S C6 suy giam 180 46,3
Quan ly tai chinh ~ —
Khoéng suy giam 209 53,7

Bang 4. Méi lién quan gitra ADL, IADL v&i hoi chirng dé bi tdn thwong

Khong Tien

Cé

Pic diém HCDBTT  HCDBTT HCDBTT T?]n(%/?
n (%) n (%) n (%) °
Khoéng suy giam
49 (51 1 16 (1 1
DL 9 (51,6) 30 (31,6) 6 (16,8) 95 (100) <001
C6 suy giam ADL 1(0,3) 43 (14,7) 250 (85) 294 (100)
Khoéng suy giam
49 (4 4 22 (20,2 109 (1
DL 9 (45) 38 (34,8) (20,2) 09 (100) w001
C6 suy giam IADL 1(0,4) 35 (12,5) 244 (87,1) 280 (100)

Tudi trung binh cla cac bénh nhan cao
tudi trong nghién cru ctia ching t6i 1a 79,1
+ 8,9. Thap nhét la 60 tudi va cao nhat la
101 tudi, trong d6 nhém tir 60 dén 69 tudi
chiém ty Ié thdp nhat 1a 18%. Nhom Ién
hon 80 tudi chiém ty I& cao nhat 54,8%.
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Trong nghién clru ctia Chang va cdng sw
tai Dai Loan (tudi trung binh 14 71,1 + 3,8)
[6]. M6t nghién cwu khac tai An D9, tudi
trung binh cta déi twong nghién ctu 1a
66,4 + 6,27. TAc gia Oliveira nghién ctu tai
mot bénh vién & Brazil cé d6 tudi trung
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binh 14 74,5 + 6,8 [7].

Trong 389 bénh nhan nghién ctu, s
bénh nhan c6 suy gidm chirc nang hoat
dong hang ngay theo ADL la 294 bénh
nhan chiém 75,6%. Tiéu chi rdi loan di lai
la hay gap nhat chiém 74%, va it gap nhéat
la dai tiéu tién khong tw chd chiém 27%.
Cac tiéu chi khac déu chiém ty lé trén
50%. Vay qua day chang t6i thay céc tiéu
chi dé& xac dinh suy gidm chirc nang hoat
dong theo ADL rat phd bién trong nhirng
bénh nhan dang diéu tri tai Khoa C4p ctru
— DPiéu tri tich cwc Bénh vién ldo khoa
Trung Uong. Wilber va céng sw nghién
clu nguwdi cao tudi sau khi diéu tri tai khu
Cép ctu - Diéu trj tich cuwc véi mot nguyén
nhan cép tinh thay rang, déi twong nay cé
nguy co bi suy gidm chirc nang hoat déong
hang ngay, dan dén cac két qua bét loi
dac biét la gay xwong dui [9].

Theo tiéu chi suy giam chirc nang hoat
dong hang ngay theo IADL thi téng sb
bénh nhan cé suy gidm chirc nang la 280
chiém 72%, trong dé tiéu chi khong tw
ndu an dugc chiém ty & cao nhét la
67,9%, tiéu chi khéng tw don dep nha ctra
la thAp nhat chiém 37,8%. Céac chi sb
khac khodng 50%. Gibng nhw nghién ctru
cla chang tbi, nghién clru cta Wilber va
céng sy (2006) ciing cho két qua tlr 90
bénh nhan nghién ctu, sy phu thudc vao
it nhat mot chirc nang hoat déng hang
ngay c6 str dung phwong tién dung cu
theo IADL la 68%, c6 suy gidm chirc nang
theo IADL la 74% [10]. Caplan va cong sw
(2004), qua mét nghién cteu ngau nhién
toan dién, danh gia tac dong cla can thiép
da nganh trén déi twong ngwdi cao tudi,
sau khi phai diéu tri moét dot bénh cép tinh
tai khu Cép ciru — Diéu trj tich cuc trd vé
thdy rdng: Cham séc can thiép da nganh
cai thién dwogc chirc nang hoat dong hang
ngay cho ddi twong nay, dic biét cho
ngudi trén 75 tudi [11].

Xét mdi lien quan cta suy gidm chirc
ndng ADL va IADL v&i méi tiéu chi thanh
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phan clGa hoi chirng dé& bi tén thwong
ching t6i thy: Sw gidm can khéng cha v,
strc bén va nidng lvong kém, téc do di bd
cham, hoat dong thé lwc thdp va co luc
yéu déu c6 mdi lién quan mat thiét véi suy
gidm chlrc nang hoat ddng hang ngay theo
(ADL) va chirc nang hoat déng hang ngay
v&i dung cu (IADL).

5. KET LUAN

Ti 1& bénh nhan tai khoa Cép ctu co
suy gidm chirc nang hoat dong hang ngay
va chtrc nang hoat ddng hang ngay voi
dung cu twong déi cao. Do vay can dua
cbng cu sang loc suy gidm chirc nang hoat
dong hang ngay va chic nang hoat dong
hang ngay vé&i dung cu tai cong dong va
trong bénh vién véi ngudi cao tudi.

L&i cam on

Nhém nghién clru tran trong cdm on cac
bénh nhan tham gia nghién cu, Ban giam
dbc, khoa Cép ctru va cac phong ban Bénh
vién L&o khoa Trung wong, da tao diéu kién
gilp d& trong qua trinh thuc hién dé tai.
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SUMMARY

ACTIVITY DAILY LIVING AND INSTRUMENTAL ACTIVITY DAILY
LIVING IN OLDER PATIENTS WERE TREATED AT EMERGENCY
DEPARTMENT, NATIONAL GERIATRIC HOSPITAL

Anh Trung Nguyen'? Thu Thi Hoai Nguyen®? Xuan Thi Dang ?, Thang Pham™?

'Hanoi Medical University
*National Geriatric Hospital
®Bach Mai Hospital

Objective: evaluating the activity daily living and the instrumental activity daily living in
older patients treated at Emergency Department, National Geriatric Hospital. Methods:
This is a cross-sectional study with older inpatients over 60 years old in Emergency
Department, National Geriatric Hospital from October, 2015 to October 2016. Data were
collected by using variables included general information and the activity daily living
(ADL)- 6 activities and the instrumental activity daily living (IADL) — 8 activities. Results:
A total 389 participants with mean of age was 79,1 + 8,9. The prevalence of ADL
impairment was 75.6% and IADL impairment was 72%. Percentage of walking impaired
was the highest domain in 6 domains of ADL with 74%. In IADL, the highest proportion of
patients with cooking impaired was 67.9%. Conclusion: The prevalence of functional
disability was high in older patients treated at Emergency department. Therefore, it is
necessary to have routine screening of ADL and IADL in older patient treated in
Emergency Department.

Key words: activity daily living, instrumental activity daily living, elderly people,
Vietnam.
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MOI LIEN QUAN GIOPA HOI CHIPNG DE Bl TON THUONG VA CHUC
NANG THE CHAT & NGUO'l CAO TUOI CO BENH THAN MAN GIAI
DOAN 3,4,5

Vii Thi Thanh Huyén™*’, Nguyé&n Thi Thu Hwong'? Nguyén Trung Anh'?
TOM TAT
Muc tiéu: Xac dinh t7 16 hoi ching dé bj tén thuong va méi lién quan véi chic ndng
thé chét & nguoi cao tudi c6 bénh than man giai doan 3,4,5 diéu trj tai bénh vién Lo
khoa Trung wong. Béi twong va phwong phéap: nghién ciu mé ta cdt ngang trén 101
bénh nhan = 60 tudi c6 bénh than man giai doan 3,4,5 diéu trj tai bénh vién Lao khoa
Trung wong ttr théng 01 dén thang 05/2018. Bénh nhan duwoc phdng vén theo bd cau hdi
théng nhét, hoi ching dé bj tén thuong dwoc danh gia bang tiéu chuén Fried, chire ndng
thé chét danh gié bang test Short Physical Performance Battery (SPPB). Két qua: tudi
trung binh cda déi trong nghién cuu 1a 78,6 + 8,4. T71é ni chiém 56,4%. T71é bénh nhan
c6 héi ching dé b tén thuong 1a 40,6%. Ty Ié bénh nhan suy gidm thé chét danh gia
bang bai kiém trathang diém SPPB |a 62,4%. Bénh nhan c6 suy gidm churc ndng thé chét
lam tdng nguy co dén dén HCDBTT lén 2,55 lan, 95%Cl: 1,1-6,85 (p < 0,05). Két luan:
Ty |é ngudi cao tudi c6 bénh than man giai doan 3,4,5 c6 HCDBTT trong nghién ctiu la
kha cao. Suy gidm thé chét lam ting nguy co mdc HCDBTT. Do dé, khuyén khich hoat
dong thé luc va dua ra cac bai tap cu thé gilp nang cao stc manh thé chét cé thé cai
thién chire ndng & déi tuong trén.

Terkhoéa: Héi ching dé bj tén thuong, chire ndng thé chét, bénh than man, nguoi cao tudi.

1. DAT VAN BE chrng vé suy gidm chlrc nang, gidm st
bén, gidm dw tri¢ sinh ly, d& bi mac céac
bénh va tlr vong. Do dé phan Ién cac dinh
nghia gébm céac triéu ching lam sang vé
suy gidm tbc dd di lai, siec manh, sirc bén,
dinh dwé&ng va hoat déng thé chat [1].

Bénh than man c6 xu hwéng ngay cang
tang theo tudi 1a mét ganh nang cho nganh
y t& va gay nén nhiéu bién cb bat loi trén
lam sang. Bénh nhan cao tudi cé bénh
thadn man thuwdng cé nguy co cao di kém
HCDBTT [2], [3], [4].

Sy twong quan gitva HCDBTT, bénh
than man va nhirng bién cb bt loi & nguodi

Hoi chirng dé bj tén thwong (HCDBTT)
la mét héi chirng 1am sang thwéng gap &
ngudi cao tudi, dw bao nguy co' cao nhirng
bat lgi vé strc khde nhw tinh trang nga,
khuyét tat, tang s6 1&n nhap vién va tham
chi t& vong. HCDBTT thé hién la sw hoi
phuc cham va khéng hoan toan sau khi
méc cac bénh cép tinh mé&i, sau nhirng tén
thwong hodc céac yéu td cing thang. Binh
nghia mé t& HCDBTT bao gdm céc triéu

! Bénh vién Lao khoa Trung wong
% Trwdng dai hoc Y Ha Noi

* Tac gia thuc hién chinh: cao tudi la mot van dé trong tam nghién
Vi Thj Thanh Huyén clru, dac biét & cac bénh nhan cé yéu té

** Tac gia chiu trach nhiém chinh: ; N A A
Nguyén Thi Thu Hwong nguy co t|m'mach vai cac bf,anh nhan:dan,g.
Email: thuhuonglk@hmu.edu.vn duwoc loc mau [5]. Bénh than man dan toi
Ngay tiép nhan: 8/3/2021 sw gidm du trir protein co thé, bap co tré

Ngay phan bién: 8/3/2021

: nén yéu di nho lai va lam gidm su
Ngay chap nhan dang: 25/3/2021 én yéu di, teo nho lai va lam giam strc
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manh co [6], [7]. Bénh than man con lam
gidm dap (ng cla co thé trwdc nhivng yéu
t5 bat loi, dan t&i tinh trang nhiém trung,
suy yéu chirc ndng cac co quan bd phan,
két hop véi qué trinh &0 héa & ngwdi cao
tudi co thé tao ra cac diéu kién thuan lgi
cho sy phét trién HCDBTT, tdng mic do
khuyét tat, gidm chirc nang thé chat va gia
téng cac bién chirng. Nguwoc lai HCDBTT,
sy suy gidm thé chat lam cho dién bién
cta bénh than man & nguwdi cao tudi tré
nén nang né hon va gay ra nhiéu bién
ching hon [5].

Viét Nam hién nay c6 rat it nghién ctu
méi twong quan gitra chirc nang thé chéat
véi cac yéu t6 lién quan, trong do co
HCDBTT trén nguwoi cao tudi co bénh than
man. Vi vay ching tdi tién hanh nghién
clru v&i muc tiéu xac dinh t7i 1lé HCDBTT va
méi lién quan véi chirc ndng thé chét &
nguoi cao tudi cé bénh than man giai doan
3,4,5 diéu trj tai bénh vién Lao khoa Trung
wong.

2. DOl TUQNG VA PHUONG PHAP

2.1. B6i twong nghién cru

Bénh nhan cao tudi c6 bénh than man
giai doan 3,4,5 chan doan va diéu trj tai
bénh vién Lao khoa Trung wong tir thang
1 dén thang 5 nam 2018 thda man cAc tiéu
chuan sau:

Tiéu chuan lya chon: Bénh nhan = 60
tudi c6 bénh than man dwoc chan doan
theo tiéu chuan cta KDIGO 2012 [8].

Tiéu chuén loai trtr: Bénh nhan méac
cac bénh tam than, bénh cép tinh nang
khéng thé tham gia hodc khong thé hoan
thanh bd cau héi phéng van va céc test
van dong.

Nghién clru cla chang t6i thwc hién
trén 101 bénh nhan.

2.2. Phwong phap nghién ctru

Thiét ké nghién clru: mé t& cat ngang,
phwong phap chon mau thuan tién. Qua
trinh tham kham dworc tién hanh theo mau bénh
an thdng nhét.
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- C4c bién sb nghién ctru:

+ Cac dac diém chung cta dbi thuong
nghién ctu: tudi, gioi, chi sé khdi co thé
(BMI).

+ Phén loai giai doan bénh than man
theo KDIGO 2012 [8]: giai doan 3 (MLCT
tr 39-59 ml/phat/1,73m?); giai doan 4
(MLCT tw 15-29); giai doan 5 (MLCT < 15).

+ Panh gia chirc nang thé chét bang
test SPPB (Short Physical Performance
Battery) [9]: Cho bénh nhan thyc hién céac
test: do thoi gian di bd 4 mét, danh gia kha
nang ding thang bang, do thdi gian ding
lén ngdi xudng tlr ghé 5 1an. Diém téi da dbi
v&i mét nguwdi binh thwong khée manh la
12 diém: < 10 diém: suy gidm chirc ning
thé chét; = 10 diém: khong suy gidm chirc
nang thé chét.

+ Chan doan hoi chirng dé& bj tén
thwong (HCDBTT) theo tiéu chuan cla
Fried da sira dbi, da dwoc ap dung tai Viét
Nam [10]. Tiéu chuan Fried bao gém ndm
tiéu chi: giam can khong cha vy, tinh trang
yéu dubi, sirc bén va nang lwong kém, sw
cham chap, mic hoat dong thé lwc thép.
Bénh nhan co6 tir ba trong sé nam tiéu chi
tré lén thi chdn doan xac dinh la co
HCDBTT.

2.3. Dao dirc nghién cwru

Nghién ctu tuan thd cac nguyén tac
cta nghién ctu y sinh hoc. Tat cad nhirng
théng tin cung cap dwoc gitv bi mat va ho
c6 quyén rat khéi nghién ctu véi bat ky ly
do gi. Nghién ctru chi la m6 ta lam sang,
dwoc thue hién nhdm gép phan nang cao
hiéu qua diéu tri va chat lwong cudc séng
cho bénh nhan va khéng vi muc dich nao
khac.

3. KET QUA

3.1. Dac diém chung

Nghién ctru dwogc thwc hién trén 101
bénh nhan cao tudi c6 bénh than man diéu
tri cac bénh ndi khoa tai Bénh vién Lao
Khoa Trung wong tir thang 2 dén thang 5
nam 2018.
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Bang 1. Bac diém chung cta déi twong nghién ciu

O

Bién s

n %
L Nam 44 43,6
Gi&i —
N 57 56,4
Nhém tudi 60-79 54 53,5
>80 47 46,5
Thiéu can 20 19,8
BMI Binh thuwdng 67 66,3
Thtra can, béo phi 14 13,9
Phan | iai d banh Giai doan 3 89 88,1
anfoan giai doan ben Giai doan 4 10 9.9
than man —
Giai doan 5 2 2,0
+ Co6 suy giam 63 62,4
Chtrc nang thé chat — y9 —
Khéng suy giam 38 37,6
Tudi (nam) 78,6 + 8,4 (62 — 99)
BMI (kg/m°) 20,7 + 2,6 (13,3 - 26,2)

= CO HCDBTT

Khéng c6 HCDBTT

Biéu d6 1. Tilé hoi chirng dé bi tén twong (n=101)

Tudi trung binh cta déi twong nghién
clru la 78,6 + 8,4 (cao nhét 1a 99 tudi, thap
nhéat 1& 62 tudi). Ti I&é n&r chiém 56,4% cao
hon so v&i nam gidi la 43,6%. Nhom tudi
60-79 chiém 53,5%; nhom tudi = 80 chiém
46,5%. Ti I& bénh nhan c6 chi sb khéi co
thé (BMI) binh thwéng chiém ti 1é cao nhét:
66,3%; ti I& bénh nhan thiéu can 1a 19,8%;
thtra can béo phi la 13,9%. BMI trung binh
cta déi twong nghién ctu la 20,7 + 2,6
(kg/mz). Ti 1& bénh nhan c6 bénh than man
giai doan 3,4,5 lan lwot 1a 88,1%; 9,9%: 2,0%.
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3.2. Tilé hoi chirng dé bi tén thwong

Sé bénh nhan c6 HCDBTT trong nhém
déi twong nghién ctu & 41 bénh nhan,
chiém 40,6%. S6 bénh nhan khéng cé
HCDBTT la 60 bénh nhan (chiém 59,4%).

3.3. Méi liéen quan gilra chirc nang
thé chéat va hoi chirng dé bj tén thwong

Ty 1&€ bénh nhan c6 HCDBTT trong
nhém suy gidm chirc ndng thé chat cao
hon nhém khéng c6 suy gidm chirc nang
thé chét (47,6% so v&i 26,3%), khac biét
c6 y nghia théng ké (p < 0,05).
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Bang 2. Méi lién quan gitra chirc ndng thé chat (SPPB) va hi chirng dé bi tén thwong

SPPB =10 (n = 37)

SPPB < 10 (n = 63)

HCDBTT
n % n %
Co 10 26,3 30 47,6
P 0,034
Khéng 28 73,7 33 52,4

Bang 3. Méi twong quan gitra chirc nang thé chat va nguy co HCDBTT

Bién sb Héi chirng dé bi ton thwong
Odd Ratio 95% ClI
Suy giam chirc ning thé chat
Khéng (SPPB = 10) - -
Co suy giam (SPPB < 10) 255 11-685

*p<0,05

Két qua phan tich hdi quy don bién ghi
nhan trong nhém bénh nhan cé bénh than
man giai doan 3,4,5, bénh nhan c6 suy
gidm chtrc ndng thé chéat 1am tang nguy co
dén dén HCDBTT lén 2,55 lan, 95% ClI:
1,1-6,85 (p < 0,05).

4. BAN LUAN

DPé khao sat méi lién quan gitra sw suy
gidm chirc nang thé chét véi HCDBTT trén
déi twong bénh nhan cao mac bénh than
man giai doan 3,4,5, ching t6i da tién
hanh nghién ctru trén 101 bénh nhan cao
tudi (= 60 tudi) c6 bénh than man dwoc
chan doan theo tiéu chuan KDIGO 2012
dang diéu tri tai bénh vién Lao khoa Trung
wong. Tudi trung binh cGia nhém nghién
ctu & 78,6. Cao nhét la 99 tudi, thap nhat
la 62 tudi. Ty 1& bénh nhan t 80 tubi trd
lén chiém 46,5%, ty |& bénh nhan tir 60 —
79 tubi chiém 53,4%. Ty 1& bénh nhan
trong nhom thiéu can chiém 19,8%, thra
can chiém 13,9%, 66,3% bénh nhan cé
can nang binh thwdng. BMI trung binh la
20,7, trong d6 thap nhéat la 13,3, cao nhat
la 26,2. Trong nhdm bénh nhan bénh than
man tinh, ty 1& tap trung chd yéu vao nhém
bénh than man giai doan 3 (MLCT twr 30 —
59 ml/phat/1.73 m2 da), c6 89 bénh nhan
chiém 88,1 %. Sau d6 lan lwot dén nhom
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bénh nhan bénh th&n man giai doan 4
(MLCT tr 15 — 29 ml/ph(t/1.73 m2 da) 10
bénh nhan chiém 9,9%, nhém bénh than
man giai doan cudi (MLCT < 15
ml/phGt/1.73 m2 da) 2 bénh nhan chiém
2,0%. Trong nhém déi twong nghién ciru,
ty 1& suy gidm chirc ndng thé chat danh gia
theo thang diém SPPB la 62,4%.

Ty lé bénh nhan cao tudi c6 HCDBTT
trong nghién ctru la 40,6% (41 bénh nhan).
Ty & nay cé cao hon so véi két qua
nghién ctu cla bac sy Nguyén Xuan
Thanh tai bénh vién Lao khoa (2015), ty 1&
bénh nhan cao tudi c6 HCDBTT chi c6
35.4% [11]. Sw khac nhau c6 18 la do dbi
twong bac sy Nguyén Xuan Thanh Iya
chon Ia d6i twong ngwoi cao tudi ndm vién
néi chung, con cda nghién clu ching toi
déi twong la ngudi cao tudi co bénh than
man giai doan 3,4,5.

Theo két qua cho thay ty I& bénh nhan
c6 HCDBTT trén nhém cé suy gidm chirc
néng thé chat cao hon nhém khéng cé suy
gidm ch&c nang thé chét (47,6% so voi
26,3%). Trén nhém bénh nhan bénh than
man, suy gidm thé chat lam tang nguy co
mé&c HCDBTT Ién 2,55 lan, 95%Cl 0,99 —
6,85 (p < 0,05).

HCDBTT theo Fried dwgc dinh nghia la
mét hodi chirng lam sang, gébm nam tiéu
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chi: giam can khéng cha y, tinh trang yéu
dudi, strc bén va nang luong kém, su
cham chap, mic hoat dong thé lwc thap.
Ngudi cao tudi co tir ba tiéu chi tré Ién sé
dwoc chan doan 1a co HCDBTT [12].
Trong d6 sy suy gidm chic nang thé chat
anh hwéng trwe tiép dén nhiéu yéu té trén
nhw lam gia tang sw cham chap, gia tang
tinh trang yéu dudi vé co bap, gidm strc
bén va nang lwong kém, tr d6 gay ra cac
han ché va gidm murc dd hoat dong thé lwc
trén bénh nhan. Gidm hoat dong quay lai
tac dong lam nang thém tinh trang bép co
yéu. teo co, suy nhwoc co thé,... gay nén
mot vong xodn bénh ly va gia tdng nguy co
tr vong trén bénh nhan. Piéu nay tram
trong hon khi c6 kém theo cac dau hiéu
bénh ly trdm cam, sw cd lap v&i xa hoi dan
dén ngai hoat ddng va méat chirc ndng hon
nira. Diéu nay giai thich tai sao nhém dbi
twong c6 suy gidm chirc nang thé chét lai
cé nguy co cao hon gap nhiéu lan mac
HCDBTT.

Nghién ctru cGa ching t6i c6 mot sbé
han ché. M6t |a, day la nghién ctu mo ta
cét ngang do do6 chwa danh gia méi quan
hé nhan qua gitra cac bién nghién ctru. C&
mau khong 1én ciing la mét han ché cua
nghién ctu. Cac nghién clru tiép theo véi
phuwong phap theo ddi doc va c& mau lén
hon sé gitp giai quyét cac han ché nay.

5. KET LUAN

Ty l& nguoi cao tudi cd bénh than man
giai doan 3,4,5 co HCDBTT trong nghién
ctu 1 kha cao. Suy gidm thé chat lam
tding nguy co méc HCDBTT. Do dé,
khuyén khich hoat déng thé lwc va dwa ra
cac bai tap cu thé gilp nang cao strc manh
thé chat c6 thé cai thién chirc nang & dbi
twong trén.

L&i cam on

Nhém nghién clu tran trong cadm on
cac bénh nhan tham gia nghién cu, Ban
giam dbc va cac phong ban Bénh vién L&o
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khoa Trung Uong, da tao diéu kién giup
dé trong qué trinh thuc hién dé tai.
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SUMMARY

ASSOCIATION BETWEEN FRAILTY SYNDROME AND PHYSICAL
FUNCTION IN OLDER PEOPLE WITH CHRONIC KIDNEY DISEASE
STAGE 3,4,5

Huyen Thi Thanh Vu *?, Huong Thi Thu Nguyen'?, Anh Trung Nguyen'?

'National Geriatric Hospital
? Hanoi Medical University

Objectives: determining the rate of frailty syndrome and the relationship with physical
function in the elderly with stage 3, 4, 5 chronic kidney disease treated at the National
Geriatric Hospital. Methods: a cross-sectional study on 101 patients aged = 60 years old
with stage 3, 4 and 5 of chronic kidney disease treated at the National Geriatrics Hospital
from January to May 2018. Patients were interviewed according to a unified
questionnaire, frailty syndrome was assessed by Fried criteria, physical function was
assessed by the Short Physical Performance Battery (SPPB) test. Results: average age
of study subjects was 78.6 + 8.4 (year). The proportion of women accounts for 56.4%.
The proportion of patients with the frailty syndrome was 40.6%. The proportion of patients
with physical function impairment assessed by SPPB score was 62.4%. Patients with
impaired physical function increase the risk of frailty by 2.55 times, 95% CI: 1.1-6.85 (p
<0.05). Conclusion: The proportion of elderly people with stage 3, 4 and 5 with chronic
kidney disease had fraitly syndrome in the study was quite high. Physical impairment
increases the risk of frailty. Therefore, encouraging physical activity and giving specific
exercises that enhance physical strength can improve function in the above subjects.

Key words: Frailty syndrome, physical function, chronic kidney disease, elderly.
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MOT SO YEU TO LIEN QUAN DEN CHU’C NANG NHAN THUC O
BENH NHAN DAl THAO BUONG CAO TUOI
Nguy&n Ngoc Tam"*’, Vii Thi Thanh Huyén'? Nguyé&n Trung Anh**”
TOM TAT
Muc tiéu: Xac dinh mét sé yéu té lién quan véi tinh trang nhén thic & bénh nhan dai
thdo duong cao tudi. Phwong phdp: Nghién ctu mé ta cat ngang duoc thuc hién tai
Bénh vién Lo khoa trung wong trong thoi gian 10 thang, trén 354 déi twong bénh nhan
dai thdo dwong, ttr 60 tudi tré [én. Trac nghiém MOCA (Montreal Cognitive Assessment)
duoc st dung dé dénh gia chirc ndng nhén thire. Cac déc diém xa hoi hoc (tudi, gidi, noi
&, trinh do hoc véan), dic diém |am sang (tién st ngd, nguy co ngé, trdm cam, chét lvong
gidc ngu, tang huyét &p) va cac dac diém lién quan téi bénh déi thdo duong (glucose
méu, HbA7Tc) duoc thu thdp trong nghién ciu. Két qua: Céac yéu té lién quan téi ting
nguy co suy gidm nhén thiéc bao gém: cao tuéi > 80 (OR 6,3), ¢c6 trinh d6 hoc vén cép
LILII (OR 4,7); noi & thanh thj (OR 2,4); trdm cdm (OR 1,7); tién st ngd (OR 2,5); téng
huyét 4p (OR 2,1); glucose méu chwa duwoc kiém soat (OR 3,7). Két ludn: Chén doén
sém suy gidm chirc ndng nhén thirc cho céc bénh nhan cao tubi cé déi théo duong déc
biét la cac dbi turong cé nguy co cao trén la can thiét.

Tor khéa: Suy gidm nhan thire, dai théo duong, nguoi cao tudi, trdc nghiém MOCA.

1. DAT VAN BE hanh c6 lién quan dén nguy co bj nga cao
[6]. Suy gidm chirc ndng nhan thirc lam
nguwdi bénh ting sb 1an nhap vién, tang ty
I& t& vong, con & ganh nang kéo dai dbi
v&i gia dinh, ngudi cham séc va hé thdng
y t& [9].

Dai thao dwong la do hau qua cua tinh
trang gidm tuyét dbi hodc twong dbi
insulin. Bénh c6 thé gay ra nhiéu bién
chirng nhw véng mac, than, than kinh
ngoai vi, gidm kha nang di chuyén cua
khép va sirc manh co [3]. Chirc nang
nhan thivc cling bj suy gidm & ngwoi bi dai
thao dwong [12]. Va cé nhiéu yéu td anh
hwéng téi chirc ndng nhan thic & dbi
twong nay nhw sy kiém soat dwdng mau,
thoi gian méc dai thao dwong. O Viét Nam

'Suy giam chirc nang nhan thirc 1a tinh
trang suy gidm kha nang khai quat héa,
trru twong héa biéu hién la nguwdi bénh
khé khan khi thwc hién mét nhiém vu méi
va ngudi bénh tranh né cac tinh hubng doi
hdi phai xt ly nhirng théng tin m&i va phirc
tap [3]. Suy gidm chic nang nhan thic
ciing thé hién & sw gidm kha nang chuyén
trang thai tam tri, giam kha nang cung cép
céc thdng tin moi duwdi dang &1 ndi hoac
khéng va diéu hanh mét chudi cac hanh
dong [4], [8]. Thay dbi trong chirc ndng diéu

! Bénh vién Lao khoa trung wong
% Trwong Dai hoc Y Ha Noi
* Tac gia thyc hién chinh:

Nguyén Ngoc Tam hién nay, chwa c6 nhiéu nghién ctu vé
** Tac gia chiju trach nhiém chinh: chrc nang nhan thirc & bénh nhan dai
Nguyen Trung Anh thao dwong cao tudi. Ching t6i tién hanh

Em‘eul:.t:unqetnhvlk@qmall.com nghién ctu nay vé&i muc tiéu xac dinh mét
Ngay tiep nhan: 11/3/2021

Ngay phan bién: 12/3/2021 sé yéu té lien quan véi tinh trang nhn
Ngay ch&p nhan dang: 25/3/2021 thire & bénh nhan déi thdo duong cao tudi.
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2. POl TUONG VA PHUONG PHAP
NGHIEN cUrU

2.1. Pia diém va th&i gian nghién
ciru

Nghién cru dwoc thwc hién tai bénh
vién Lao khoa Trung U'ong, trong thoi gian
10 thang (t&r 9/2017 — 7/2018).

2.2. Péi twong nghién clru

C6 354 bénh nhan t 60 tubi tré 1&n
duwgc chan doan PTD typ 2 theo tiéu
chuan chan doan clta T chirc Y t& Thé
gioi (WHO-2006) dén kham va didu tri tai
Bénh vién Lao khoa Trung wong duogc
chon vao nghién ctru [12]. Tiéu chuén loai
tr: bénh nhan khong déng y tham gia
nghién ctu; dang c6 bénh ly cép tinh hoac
dot cAp ctia bénh man tinh

2.3. Phwong phap nghién ctu

* Thiét ké nghién cdu: Nghién clru mo
ta cat ngang.

* Bién sé nghién ctru

- CAc bién sb vé théng tin chung cua
bénh nhan BTD cao tudi: tudi, gidi tinh,
nghé nghiép, trinh d6 hoc véan.

- Trc nghiém danh gia nhan thic
Montreal (MOCA) duwoc st dung dé& danh
gia tinh trang nhan thirc. Diém MOCA la t
26 diém tré lén 14 binh thwong.

- Céc yéu tb liéen quan téi tinh trang
nhan thirc bao gébm: tudi, gi&i, noi &, trinh
doé hoc van, trdm cam, chat lwong giac ngu,
tién st ngd, nguy co ngé, tién si bénh
tding huyét &p, ndng do6 glucose mau,
HbA1C.

2.4. Phan tich sé liéu

Cac sb lieu dwoc xir ly va phan tich
bang phadn mém théng ké y hoc SPSS
20.0. Céc bién sé dwoc thé hién bang ty lé
phan tram, tinh gia tri trung binh va dd léch
chuén. Ty suét chénh (OR) dé tim méi lién
guan gilra chirc nang nhan thirc véi cac
yéu t6.

2.5. Bao durc trong nghién cdru

Nghién ctu tuan thd cac nguyén tac
trong nghién ctu y sinh hoc. Théng tin cta
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ngwdi bénh dwoc gitr bi mat. Cac két qua
cta nghién ctu chi nhdm phuc vu cho
khoa hoc nhdm nang cao hiéu qua chan
doan va diéu tri cho ngwdi bénh.

3. KET QUA

Nghién cru dwoc thwc hién trén 354
bénh nhan dai thdo dwong cao tudi, tudi
trung binh 73,15 + 8,88 tudi. Ty lé suy
gidm chirc ndng nhan thirc st dung tric
nghiém MOCA la 40,7%.

V6i cac yéu td xa hoi hoc, chung téi tim
thdy méi lién quan gitra trinh d6 hoc van,
noi & va do tudi cia ngudi bénh dén suy
gidm nhan thic danh gia béi trdc nghiém
MOCA: nhirng ngwdi c6é trinh dd hoc van
Cép |, I, lll suy giam nhan thirc theo tréc
nghiém MOCA gép 4,71 1an nhém dai hoc
va sau dai hoc; bénh nhan co6 do tudi tir 80
tré 1én suy gidm nhan thirc gép 6,34 lan
nhom tudi khac; bénh nhan séng & néng
thén suy gidam van doéng chi bang 0,44 lan
s0 v&i nhém sbng & thanh thi.

V6i cac yéu tb 1d0 khoa, ching toi thay
rang nhitng ngudi co tién st nga sé suy
gidm nhan thirc cao gap 2,51 1an nguoi
khac. Cung v&i dé ngudi cé trAm cam va
c6 tién str tang huyét ap sé& suy gidm nhan
thirc cao gap 1,66 lan va 2,14 1an so voi
ngudi khac.

Chuang t6i tim thdy mdi lién quan gitra
chrc néng nhan thirc véi tinh trang kiém
soat duwong huyét. Cu thé: nhirng ngudi co
dwong huyét > 7,2 mmol/l sé& c6 suy gidm
nhan thirc cao hon gap 3,71 1an so Vo
nhém khéng c6 rdi loan dwdng huyét.

4. BAN LUAN

Nhirng bénh nhan c6 do tudi tlr 80 tré
Ién suy gidm nhan thirc gap 6,34 1an nhom
tr 60-79 tudi, sw khac biét nay khong c6 y
nghia thdng ké véi 95%Cl: 3,63 - 11,07.
Két qua nay ciing twong duwong véi tac gia
Lé Anh Ta, thwc hién nghién clru nam
2015: Nhém tudi = 80 tudi cé ty 1& suy
gidm nhan thirc la 62,2% cao hon so voi
nhém 70-79 tudi (24%) va nhém 60-69 tudi
(13,1%) véi p < 0,05 [1].



Vietnam Journal of Physiology 25(1), 3/2021 ISSN: 1859 - 2376

Bang 1. Méi lién quan gitra chirc nang nhan thirc véi mot s yéu tb xa hoi hoc & bénh
nhan dai thao duwéng cao tudi

Pac trwng OR 95%Cl p
NG 1
Gioi 0,711
Nam 0,89 0,49-1,63
. 60-79 1
Tuoi 0,001
=280 6,34 3,63- 11,07
. Thanh thi 1
Noi & — — 0,001
Néng thén 0,44 0,27-0,72
Trinh d6 hoc  Dai hoc, sau dai hoc 1 0.001
vén Cap |, Il, 1l 4,71 1,86-11,90 ’

Bang 2. Méi lién quan gitra chirc ndng nhan thirc véi mot sé dac diém 130 khoa & bénh
nhan dai thao dwong cao tudi

Pac trwng OR 95% ClI p
e 3 Khéng 1
Tien st ngd 12 thang qua — 0,001
Cé 2,51 1,46-4,31
X > Khﬁng 1
Tram cam — 0,045
Cé 1,66 1,01-2,72
o - Khéng 1
Yéu td nguy co nga — 0,98
Céo 1,01 0,63-1,56
. . Tot 1
Chat lvgng giac ngu — 0,268
Kém 0,756 0,46-1,24
S  , Khéng 1
Tién s Tang huyét ap — 0,003
Cé 2,14 1,30-3,52

Bang 3. Méi lién quan gitra chirc ndng nhan thirc véi mot sé yéu t6 ctia bénh dai thao
duwdng & bénh nhan dai thao dwdng cao tudi

Pac trwng OR 95% ClI p
) < 7,2 mmol/l 1
Glucose mau 0,007
> 7,2 mmol/l 3,71 1,42 -9,69
27% 1
HbAlc 0,304
<7% 1,71 0,62-4,72
Khéng 1

Bién chirng ban chan 0,851

Cé 3,56 0,95 -5,26

S dung trdc nghiém suy gidm nhan
thdc MOCA, ngudi cé rdi loan dwdng
huyét s& suy gidm nhan thirc cao gép 3,71
ldn so véi nhém cé dwong huyét binh
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thwong. Da cé rat nhiéu nghién ciu da
chirng minh dwoc viéc kiém soat dwdng
huyét c6 méi lién quan chat ché vdi suy
gidm nhan thic. Két qua cta chang toi
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cling twong tw voi Lé Anh TG [1] voi: Ty lé
suy gidm nhan th&rc & nhom glucose mau
> 7,2 mmol/l va HbA1c =27 % la 32% va
33,5%, cao hon & nhém glucose mau <
7,2 mmol/l (19,8%; p < 0,05; OR: 1,92,
95% ClI: 1,13 - 3,42) va nhom c6 HbAlc <
7% (18,2%; p < 0,05; OR: 2,26, 95% CI:
1,34 - 3,77). Phéan tich twong quan cho
thay, ndng doé glucose mau va HbAlc cang
cao thi nhan thi&c cang giam (rglucose-
MiniCog = - 0,429 va rHbAlc-MiniCog= -
0,432, p < 0,05). Két qua nghién clru cta
Pham Thang chi ra rang [2], cac bénh
nhan cé mac BTD sa st tri tué cao hon
h&n so v&i nhém bénh nhan khéng cé
PTD. Cung véi d6 nhiéu nghién ctu tai
coéng ddng da chi ra rang: BTD két hop
lam tang 50-100% nguy co' mac cac bénh
Alzheimer va sa sut tri tué néi chung va
tang 100-150% nguy co sa sut tri tué do
mach mau [7]. Nhw vay, nghién ctu cla
chang t6i gibng hau hét véi cac nghién
cu khéc trén thé gioi khi da chi ra duwoc
s lién quan chat ché gitra Glucose mau
cao voi sy suy gidm nhan thirc.

C6 mot sb co ché giai thich tinh trang
nguwdi cao tudi dai thao dudng typ 2
thwoéng cé biéu hién suy gidm nhan thirc
hon so vé&i nhitng nguwdi cao tudi khdng bi
dai thao dwong [11]. Cung v&i nhirng thay
ddi cAu trac va chirc nang trong hé théng
than kinh trung wong xay ra do qué trinh
ld0 héa, cAu tric cta vé ndo va ndo co thé
thay dbi thém do sw thay ddi trong qua
chuyén héa. Théi quen hoc tap va tham
hut tri nhé & nhirng nguwdi nay co thé la do
sy twong tac gitra thay déi trong chuyén
héa lien quan dén bénh dai thdo dwong.
Su trao déi chét lien quan dén bénh tiéu
dudng, trong d6 sw thay déi mirc dwdng
trong mau nhanh chéng anh hwéng dén
chtrc nang clia ndo. Tuy nhién nhirng tham
hut ¢ thé chi giéi han trong cac quy trinh
phtrc tap hon lién quan truc tiép dén thay
trdn la ch&rc nang hanh phap, cé nghia la
kha nang hoach dinh chién lwoc dé giai
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quyét van dé va dé thuc hién cac muc tiéu
[5, 10].

5. KET LUAN

Céc yéu tb lién quan téi suy gidm chic
nang nhan thc & bénh nhan dai thao
duéng cao tudi bao gdm tudi = 80, trinh do
hoc van thap, & thanh thi, cé nguy co nga
cao va co6 tinh trang dwdng mau chua
dwoc kiém soat. Vi vay, danh gia chirc
nang nhan thirc moét cach thwong quy la
can thiét cho bénh nhan cé céac dac diém
nhw trén.

L&i cam on

Nhom nghién clu tran trong cdm on
cac bénh nhan tham gia nghién ctru, Ban
giam dbc va cac phong ban Bénh vién Lao
khoa Trung wong, da tao diéu kién giup d&
trong qua trinh thwc hién dé tai.
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SUMMARY

ASSOCIATED FACTORS WITH COGNITIVE FUNCTION IN OLDER
DIABETIC PATIENTS

Tam Ngoc Nguyen®?, Huyen Thi Thanh Vu'?, Anh Trung Nguyen *?
'National Geriatric Hospital
’Hanoi Medical University

Objective: To investigate some associated factors with cognitive impairment in older
diabetic patients. Subjects and methods: A cross-sectional study was conducted in
National geriatric hospital in 10 months among 354 older diabetic patients, aged 60 years
old or above. Cognitive function was evaluated by using MOCA (Montreal Cognitive
Assessment) test. Socio-demographic (age, gender, area, educational level), clinical
characteristics (history of fall, risk of fall, depression, sleep quality, hypertension) and
diabetic characteristics (blood glucose, were noted. Results: Factors associated with
higher odd ratio of cognitive impairment included: advanced age > 80 (OR 6.3), low
educational level (OR 4.7); rural area (OR 2.4); depression (OR 1.7); history of fall (OR
2.5); hypertension (OR 2.1); blood glucose uncontrolled (OR 3.7). Conclusions: Early
diagnosis for cognitive impairment among older diabetic patients who had higher risks as
above.

Keywords: cognitive impairment, diabetes, older people, MOCA test.
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NGHIEN Cl’U BPAC PIEM TUOI, GIOI, HOA HOP HLA VA MOI LIEN
QUAN VOl DAl THAO BPUONG & BENH NHAN SAU GHEP THAN

Nguyén Birc Thuénl*, Pang Thanh Chungz’**
TOM TAT

Muc tiéu: Phén tich lam ré déc diém tudi, giéi, hda hop HLA va méi lién quan dén
phét trién dai thado duong trén déi trong sau ghép than. Phwong phdp: 508 bénh nhan
c6 thoi gian sau ghép than = 3 thang duoc theo déi va diéu trj sau ghép tai BV Viét P,
ter 09/2017 dén 04/2018. T4t cd cac bénh nhan déu tw nguyén tham gia nghién cuu.
Théng tin tudi, giéi, mdc do hoa hop khang nguyén bach cdu (HLA) cda déi tirong nghién
ctru duwoc thu thdp qua bénh an tuyén chon truéc ghép. Bénh nhén duoc xét nghiém
chén doan dai thao durong theo tiéu chuén cda Hiép héi dai thado duong Hoa ky. Két qua:
Tuéi trung binh cua déi twong 1a 42,41 + 11,18; nam gi6i chiém 68,11%, ni giéi chiém
31,89%; céc dbi turong ghép cb 2 va 3 alen hoa hop chiém ti 1é cao nhét 1a 26,91% va
23,23%; nhom tudi ter 50-59 chiém ti 1é dai thao duong cao nhéat 41,03% su khac biét vé
t7 16 phan bd nhom tudi cé y nghia thdng ké véi p < 0.01; T7 Ié bénh nhan bj dai théo
dwong sau ghép thén la 15,35%, trong dé ti |é dai thao dwong & nam 17,63% cao hon &
niz 10,49% cao hon so véi ni¥ giéi 1,81 14n véi sw khac biét cé y nghia théng ké =0,038.
Két luan: Két qua cho thdy nhém tudi 50-59 chiém t71é dai théo duong cao nhét 41,03%,
va nam giéi co t7 1é méc déi thdo durong sau ghép than cao hon niv giéi 1,81 |an day la co
s& gilp c& nhan héa nhing déi tong cé nguy co cao dé cé chién luoc diéu trji va bién
phép ngén ngtra phat trién dai thdo dwong sau ghép thén.

Ter khoa: tudi, gidi, HLA, dai thao duong sau ghép than.

1. DAT VAN BE nhan. Mét sé nghién ctu da danh gia anh
hwéng cla dai thao dwong sau ghép than
dai thao duong xuét hién sau ghép cac 'OF ket qua sau ghep than. Theo ket qua

< - T cua cac nghién ciru 10 nam gan day, dai
tang dac hoac sau ghép tay va céc té bao

£ P - . . R thao dwdng sau ghép than dwgc xem nhw
goc tao mau & nhirvng nguoi trwéc day 0 T, Y R
& mét yéu to tién lwong déc lap gay giam

khong co tién st dai thao dwong [1], [2]. O L AR
kha nang song [3] va tédng cac yéu td nguy

bénh nhan ghép than day la mét bién oY do tt c3 c4 5n nha
chirng dwoc biét kha rd, gay anh hwéng CAG gaAy w vong‘ ?tatvca c:j\cﬂnguiyen n an
Ién dén 87% va lam tang ti 1& that bai sau

dén chlrc nang va thdi gian séng ctia bénh ] ) . R N
ghép khi so sanh v&i nhirng ngudi sau

ghép khong c6 tiéu dwong [4]. Mot sb yéu
! B6 mén - Khoa ndi than kinh, Bénh vien Quan  td nguy co dwoc cho la cé thé dan dén

Dai thao duwong sau ghép dé cap dén

ys o phat trién NODAT va can duoc danh gia
B& mon Sinh ly bénh, Hoc vién Quan y 2 . . .. , N s LA

*T4c gia thuwe hién chinh: dé ngan ngwra dai thdo dwong & bénh
Nguyén Birc Thuan nhan sau ghép than. Tudi la mot yéu td

** Tac gia chiu trach nhiém chinh: 21 4R 25 g >
Dang Thanh Chung quan tr?ng t[ong ptlat trién fﬁ'?l th,ao dEI’O’ng,
Email: dangthanhchung@vmmu.edu.vn sau ghép than. Nhitng nguwdi ghép than cé
Ngay tiép nhan: 25/2/2021 tudi trén 45 c6 kha ndng phat trién dai thao

Ngay phan bién: 1/3/2021

Ngay chap nhan dang: 25/3/2021 dwong cao gap 2,2 nhirng nguwodi tré hon
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[5], va béng ching vé tudi c6 lién quan
dén tdng nguy co phat trién dai thao
dwong sau ghép than da duwgc xac nhan
[4]. VAn dé gidi cling anh hwdng dén phat
trién dai thao dwong sau ghép than, nguy
co phét trién dai thao dwong & ngwdi nhan
ciing cao hon khi ngwdi hién than 1a nam
gidi [4]. Yéu t6 di truyén c6 thé goép phan
vao sw phat trién cta dai thao dwong sau
ghép than, va mac du anh hwédng cla cac
yéu t6 di truyén khac nhau da dwoc danh
gia, viéc xac dinh tinh nhay cadm vé di
truyén cho tat ca cac bénh nhan van can
phai dwoc tiép tuc nghién ctru thém. Trong
nhitng ndm qua, moét sbé khang nguyén
bach ciu nguwdi (HLA - human leukocyte
antigens) nhuw HLA-B2 [6] va HLA-B27 [7]
da dwoc phan tich va dwoc coi nhw [a yéu
t6 dw bao cla dai thdo dwdng sau ghép
than. Gan day, cac kiéu hinh HLA-B13 va
HLA-B15 da duoc xac dinh la cac yéu té
dw bao doc lap clha dai thao dwong sau
ghép than [8]. Tai viét nam danh gia dac
diém tudi, gidi, hoa hop HLA va méi lién
guan v&i dai thao dwdng & bénh nhan sau
ghép than con chua dwgc danh gia mot
cach cu thé, vi thé nghién cla cla ching
tdi tap trung lam ré van dé nay.

2. POl TUONG VA PHUONG PHAP
NGHIEN clru

2.1. Péi twong nghién clru

Gdm 508 bénh nhan, khoéng c6 tién st
st dai thao dwong trwde do, céd thdi gian
sau ghép than = 3 thang dugc theo dbi va
didu tri sau ghép tai BV Viét Bic. Thoi
gian nghién ctru tir 09/2017 dén 04/2018.

2.2. Phwong phap nghién ctru

Théng tin tudi, gi¢i, mic dd hoa hop
khang nguyén bach cau (HLA) cia débi
twong nghién ctru dwoce thu thép qua bénh
an tuyén chon trwéc ghép. Bénh nhan
dwoc lay mau vao budi sang trwdc khi an
va udng thubc trc ché mién dich.
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Tiéu chuén chén doan dai thdo duong
sau ghép tang: dwa trén tiéu chuédn cla
Hiép hoi Dai thao dwdng Hoa Ky (ADA -
American Diabetes Association) dbi v&i dai
thao duwong tuyp 2 [9, 10], nhv sau:
Glucose huyét twong luc doéi (nhin an
trwéc thoi didm xét nghiém it nhat 8 tiéng)
> 7,0 mmol/ L (126 mg/ dL)/ hoac Glucose
huyét twong trong 2 gi&> sau Nghiém phap
gay tadng duong huyét theo duworng ubng
(OGTT - Oral glucose tolerance test) >
11.12 mmol/ L (200 mg/ dL)/ hoac Glucose
huyét twong binh thuwérng > 11.1 mmol/ L
(200 mg/ dL), & 3 lan do khac nhau.

Tiéu chuén chén doén tién dai théo
dwong.Glucose mau luc déi 56 - 6,9
mmo1/1 va glucose mau gio thlr 2 cla
nghiém phap dung nap glucose dudng
udng 7,8 - 11 mmo1/l. Glucose luc d6i 5,6 -
6,9 mm1/1 va glucose mau gi¢ th(r 2 cla
nghiém phap dung nap glucose dwdng
udng < 7,8 mmo1/1. Glucose luc déi < 5,6
mmo1/1 va glucose mau gio thlr 2 cla
nghiém phap dung nap glucose dudng
ubng 7,8 - 11 mmo1/l .

2.3. Phwong phap xtr ly sé liéu

S6 liéu dwoc xt ly theo cac thuat toan
théng ké y hoc st dung phadn mém Stata
12.0 v&i p < 0,05 sé dwoc chap nhan la sy
khéac biét c6 y nghia théng ke.

2.4. Pao dwc nghién ctru: bénh nhan
ddng y tham gia nghién ctru va ddng y lay
mau lam xét nghiém.

3. KET QUA NGHIEN clru

Nhén xét bang 1: Téng sé c6 508 bénh
nhan da tiéu chuan lya chon nghién ciru.
Tudi ctia quan thé nghién ciu dao déng tw
15 dén 75 trong d6: Nhom tudi tlr 30-39
chiém ti 1&é cao nhat véi 33,27%, tudi trung
binh cta dbi twong la 42,41+11,18 tudi.

Nhan xét biéu db 1, 2: Trong 508 dbi
twong nghién ctru, c6 353 dbi twong co
théng tin vé hoa hop HLA. Trong d6, cac
déi twong ghép c6 2 va 3 alen hoa hop
chiém ti 1& cao nhét la 26,91% va 23,23%.
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Nhan xét bang 2: V&i dai thao dwong
sau ghép than, nhém tudi tir 50-59 chiém ti
lé cao nhat 41,03%. Ty & phan bé vé
nhém tudi trong chan doan dai thao dwéng
sau ghép than la khac biét c6 y nghia
thdng ké véi do tin cay 95% p < 0,01. V&i
tién dai thao dwong, nhom tudi tir 40 - 49
chiém ti 1& cao nhat 38,24%. Ty Ié phan bb

vé nhém tudi trong chan doan tién dai thao
dwong la khac biét khong cé y nghia théng
ké v&i p = 0,622. Trong nhém Glucose
mau binh thwdng, nhém tudi 30-39 chiém
ti I&é cao nhat 38,13%. Ty I& phan bd nhém
tudi trong nhém Glucose mau binh thwdng
la khac biét khéng c6 y théng ké véi p =
0,622.

Bang 1. Phan bd dbi twong nghién ctru theo nhom tudi

Nhém tubi S6 lwong (n) Ty 1é (%)
<20 5 0,98
20-29 49 9,65
30-39 169 33,27
40 -49 148 29,13
50 - 59 96 18,90
=60 41 8,07
Tdng sb 508 100
Tudi trung binh 42,41+11,18
Min-Max 15-75
[
162 - = Nam
(31.89‘V/'
s Niv

-

Biéu dd 1. Phan bb dbi twong nghién clru theo gidi.
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100 - 95(26.91%)

90 1 82(23.23%)

80 - 73(20.68%)
70 -

60 - 5515.58%)
50 -

30 . 27(7.65%)
20 - 17(4.82%)

10 - 4(1.13%)

0 ..

0/6 Alen 1/6Alen 2/6Alen 3/6Alen 4/6Alen 5/6Alen 6/6Alen

Biéu d6 2. Phan bb dbi twong nghién ciru theo sy hoa hop HLA

Bang 2. Lién quan gira dai thao dwérng sau ghép than va tién dai thao dworng theo nhém

tudi.
e . Tien dai Glucose
Nhom tudi Bai tha°od”’°’”g thao dwong binh thwong
n (%) n (%) n (%)
<20 1(1,28) 0 (0,00) 4 (1,01)
20-29 1 (1,28) 3(8,82) 45 (11,36)
30-39 9 (11,54) 9 (26,47) 151 (38,13)
40-49 19 (24,36) 13 (38,24) 116 (29,29)
50-59 32 (41,03) 6(17,64) 58 (14,65)
260 16 (20,51) 3(8,82) 22 (5,56)
Tdng sb 78 (100) 34 (100) 396 (100)
P <0,01 0,622 0,622

Bang 3. Lién quan gitra dai thao dwdng (DTD) sau ghép than va tién dai thao dwong véi

gidi.
Glucose BT 2 <

Gi&i (?To?) va Tién DTD TZ}”%/? p OR

70 (n, %) » 70

Nam 61 (17,63) 287 (82,37) 346 (100)

_ P=0,038 1,81
NP 17 (10,49) 145 (89,51) 162 (100)
Téng 78 (15,35) 432 (84,55) 508 (100)
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Nhén xét: Ti 1é bénh nhan bj dai thao
duwéng sau ghép than 1a 15,35%. Trong sb
346 bénh nhan nam, cé 61 bénh nhan
duwoc chan doan dai thao dudng sau ghép
than chiém ti 1& 17,63%. Trong 162 bénh
nhan ni¥ ¢ 17 bénh nhan dwoc chan doan
dai thao dwong sau ghép than chiém
10,49%. Sy khéac biét cé y nghia thdng ké
v&i p = 0,038. Bénh nhan nam co ty |é mac
dai thao duwdong sau ghép thdn cao hon
nt 1,81 1an.

4. BAN LUAN

Trong nghién ctu nay dbi twong suy
than man c6 chi dinh ghép than c6 tudi dao
dong trong khoadng 15 dén 75 tudi, voi do
tudi trung binh 1a 42,41+11,18. Tudi trung
binh cGa déi twong trong nghién ctu cta
ching t6i cao hon so vé&i két qua trong
nghién cu cta Nguyén Van Thuan véi
tudi trung binh cda bénh nhan 1a 36,84 +
9,97 nam [11] va twong dwong v&i Lé Thi
Hwong Thay 40,9 + 10,5 [12]. C6 két qua
nay la do day Ia do tudi bi mac cac bénh
dan dén suy than nhiéu nhét. Tuy nhién &
cac nwdc phat trién trén thé gii nhizng ddi
twong cé chi dinh ghép than thwdng c6 do
tudi cao hon so véi nghién ctu cta ching
t6i, nhw trong mét phan tich théng ké tong
hop cla Margaret va céng sy trén 4.839
déi twong co chi dinh ghép than thi do tudi
trung binh la 62,6 £ 14,0 & nam gi&i va
64,0 + 12,6 & ni¥ gi&i [13]. Diéu nay co thé
do mét phan diéu kién cham séc y té & cac
nuwéc phat trién tét hon, dac biét c6 thé do
co ciu gay suy than 1a khac nhau gira cac
nwéc phat trién va dang phat trién, dai
thao dwdng va tang huyét ap la nhém déi
twong chd yéu gay ra suy than & cac nuwéc
phét trién nhém dbi twong nay thwéong cao
tudi, trong khi Viét Nam nguy&n nhan gay
suy than cha yéu la viém cau than man
tinh [11]. Viét Nam cling c6 xu hwéng tang
dd tudi bénh nhan cé chi dinh ghép than,
diéu nay dwoc thé hién qua két qua nghién
clru clia chung téi so v&i nghién clru cla
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Nguyé&n Van Thuan hay cta Lé Thi Huvong
Thay [11], [12].

Tudi cao dwoc cho 1a yéu td nguy co
quan trong cho phét trién dai thao dwéong
sau ghép than. Coisio va cong sw da chira
nguwdi nhan tudi trén 45 cé nguy co phéat
trién dai thao dwong sau ghép than cao
gép 2,2 lan so vé&i ngwoi tré hon & cung
mot thoi diém ghép véi p < 0,0001 [5].
Twong tw, trong mét phan tich cda Hé
théng di¥ liéu than cha Hoa Ky trén 11000
ngwoi dwgc ghép than trong khodng thoi
gian 1996 — 2000, Kasiske va cong sy da
chi ra ¢ méi lién quan chat ché gitra tudi
cao voi dai thao duwdng sau ghép than [4].
Khi so sanh gitra khoang tudi 18 — 44 véi
khoang 45 — 59, nguy co twong déi cta
dai thao dwong sau ghép than & nhém tudi
cao la 1,9 v&i p < 0,0001, trong khi nhirng
nguoi = 60 cé nguy co twong dbi la 2,09
v6i p < 0,0001 [5]. Chung tdi tién hanh
danh gia sw khac nhau vé ti 1& bj dai thao
dwéng sau ghép than gitra cac nhém tuéi,
két qua cho thdy nhém tudi 50 — 59 chiém
ti 1& cao nhéat 1a 41,03%, nhém = 60 chiém
20,51%, sw khac biét vé ti 1& dai thao
duong sau ghép than gitka cac nhém tudi
c6 y nghia théng ké v&i p < 0,001. Két qua
cla chung t6i cling cho thdy & nhém tudi
dudi 59 tudi cang cao ti 1&é méc dai thao
dudng sau ghép than cang cao, diéu nay
phu hop véi cac két qua nghién ciu khac
trén thé gidi, tuy nhién & nhém tudi = 60, ti
lé nay gidm xudng. Sy khac biét nay cé
thé do & nhém tudi nay bénh nhan bi suy
than giai doan cudi ti 1& t&r vong cao hon
SO V&i cac nwdc phat trién trén thé gidi.

Trong nghién clru cda chdng tdéi nam
gi&i chiém 68,11% cao gap doi so v&i ni
gi¢i chiém 31,89%. Két qua nay twong
dwong v&i nghién cu cla tac gid Tran
Ngoc Sinh thwc hién trén 176 bénh nhéan
ghép than tai bénh vién Cho Ray, ti 1é
nam/n® la 122/54 twong dwong véi ti 1€
nam la 69,3% [14]. Trong khi dé ti 1&
nam/ni cGa moét sé nghién ciu khac trén
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thé gioi cho ti 1& twong dwong gitra hai
gi®i. Trong ngién cku cla Tse va cdng sw
ty 16 nam/nt¥ [a 122/99 (nam chiém ty I& 1a
55,2%) [15]. Diéu nay cho thdy & Viét
Nam, ti Ié ghép than & nam gid¢i cao hon
rat nhiéu so voi niv gidi, co 18 do nam gidi
la nhém dbéi twong co6 nguy co suy than
cao hon. Sy phan bd theo gi¢i cha Viét
Nam ciing rat khac biét so v&i cac nghién
clvu khac trén thé gioi. Dé lam ré van dé
nay can phai thwc hién nghién ctu sau
hon vé cac yéu td nguy co va co ché bénh
sinh cla suy than lién quan dén giéi tinh &
Viét Nam.

Yéu té gidi tinh it dwoc nhac dén trong
nguy co phat trién dai thao dwdng sau
ghép than, mac du sé it nghién ciu cho
rang ngwdi hién tang 1a nam giéi co nguy
co phat trién dai thao dwong sau ghép
than cao hon niv gi¢i. Trong nghién ctru
cla chung tdi cho thdy khong cé sy khac
biét v& gioi trong sw phat trién dai thao
dwong sau ghép than.

Trong sbé céac yéu td nguy co lién quan
dén cly ghép dan dén sy phat trién dai
thao dwong sau ghép than, cé néi dén su
hoa hgp HLA (human leukocyte antigens)
gita ngwdi hién tang va ngudi nhan. it
hoa hop HLA lam téng nguy co phat trién
dai thao duwong sau ghép than. Trong
nghién ctru cla chdng t6i, ti & bénh nhan
duwgc hién tdng bdi ngwdi tinh nguyén
khac huyét théng chiém ti 1& cao nhéat
77,36% va tuwong ng v&i do la sy hoa
hop HLA c6 2 va 3 alen hoa hop chiém ti
I& cao nhat 1a 26,91% va 23,23%. Nhw vay
day ciing 1& mét trong nhirng yéu té nguy
co quan trong chiém ti 18 1&n c6 thé tham
gia vao co ché phat trién dai thao dwong
sau ghép than & cac dbi twong tham gia
vao nghién cu nay.

5. KET LUAN

Két qud cho thdy nhém tudi 50-59
chiém ti 18 dai thdo dwong cao nhéat
41,03%, va nam gidi c6 ti 1& mac dai thao
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dwong sau ghép than cao hon nir gidi
1,81 lan day la co s& gilp ca nhan hoéa
nhirtng déi twong cé nguy co cao dé céd
chién lwoc diéu tri va bién phap ngan ngira
phét trién dai thao dwédrng sau ghép than.

L&i cam on

Chung t6i xin chan thanh cdm on Hoc
vién Quan y; B moén Sinh ly bénh, Hoc
vién Quan y da giup d& chdng t6i hoan
thanh nghién ctu nay.

TAI LIEU THAM KHAO

Viberti G (2001), Diabetes mellitus:
A major challenge in transplantation.
Transplantation Proceedings,
33(5A):3S - 7S.

. Woo M, Przepiorka D, Ippoliti C et
al (1997), Toxicities of tacrolimus
and cyclosporin A after allogeneic
blood stem cell transplantation,
Bone Marrow Transplant,
20(12):1095-8.

Cosio FG, Pesavento TE, Kim S,
et al (2002), Patient survival after
renal transplantation: 1V. Impact of
post-transplant diabetes, Kidney Int,
62(4):1440-1446.

Kasiske BL, Snyder JJ, Gilbertson
D, et al (2003), Diabetes mellitus
after kidney transplantation in the
United States, Am J Transplant,
3(2):178-185.

Cosio FG, Pesavento TE, Osei K,
et al (2001), Post-transplant
diabetes mellitus: increasing
incidence in renal allograft recipients
transplanted in recent years, Kidney
Int, 59(2):732-737.

Sumrani NB, Delaney VERA, Ding ZK,
et al (1991), Diabetes mellitus after renal
transplantation in the cyclosporine era--
an analysis of risk factors,
Transplantation, 51(2): 343-347.
Hjelmesaeth J, Hartmann A,
Kofstad J, et al (1997), Glucose



Vietnam Journal of Physiology 25(1), 3/2021 ISSN: 1859 - 2376

intolerance after renal
transplantation depends upon
prednisolone dose and recipient
age, Transplantation, 64(7):979-83.

. Bee YM, et al (2011), Incidence and
risk factors for development of new-
onset diabetes after  kidney
transplantation, Ann Acad Med
Singapore, 40(4):160-7.

. Expert Committee on the
Diagnosis and Classification of
Diabetes Mellitus (2003), Follow-up
report on the diagnosis of diabetes
mellitus, Diabetes Care,
26(11):3160-3167.

10.American Diabetes Association

(2010), Diagnosis and Classification
of Diabetes Mellitus, Diabetes Care,
33(Suppl 1): S62-S69.

11.Nguyén Van Thuan (2013), Nghién

clru dac diém lam sang, chic ning
than ghép va réi loan lipid mau & bénh
nhan sau ghép than, Hoc vién Quan y.

31

12.Trweong Van Viét, T Thanh Tri
Diing (2005), Két qua cac trwdng
hop ghép than tai Bénh vién Chg
R&y Tap chi Y hoc Viét Nam, Téng
hdi Y-Dwoc hoc Viét Nam, 503-07.

13.Margaret KY, Lyles CR, Bent-
Shaw LA (2012), Risk factor, age
and sex differences in chronic
kidney disease prevalence in a
diabetic cohort: The Pathways
Study, American  journal of
nephrology. 36(3):245-251.

14.Tran Ngoc Sinh (2000), Suy nghi
qua theo dbi cac trwdng hop ghép
than tai Trung Quéc, in Ky yéu céng
trinh 1992-2000, H&i nghj tdng két
chwong trinh ghép than, Bénh vién
Cho Réy, 6-79.

15.Tse KC, Lam M.F, Yip PS, et al
(2004), A long-term study on
hyperlipidemia in stable renal
transplant recipients, Clin
Transplant, 18(3):274-80.



Vietnam Journal of Physiology 25(1), 3/2021 ISSN: 1859 - 2376

SUMMARY

CHARACTERISTICS OF AGE, GENDER, HUMAN LEUKOCYTE
ANTIGEN (HLA) MATCHING, AND RELATIONSHIP WITH THE
NEW-ONSET DIABETES MELLITUS AFTER RENAL
TRANSPLANTATION

Nguyen Duc Thuan', Dang Thanh Chungz*

'Department of Neurology, Military Hospital 103, Vietnam Military Medical
University
’Department of Pathophysiology, Vietnam Military Medical University

Objectives: Investigate the characteristics of age, gender, human leukocyte antigen
(HLA) matching, and relationship with the new-onset diabetes mellitus after renal
transplantation. Subjects and methods: We recruited 508 patients more than three
months after the kidney transplant at Viet Duc University Hospital from September 2017
to April 2018 in the study. All patients volunteered to participate in the research and
collecting the information on age, gender, and (HLA) matching of study subjects through
pre-transplant selection records. Patients diagnosed with diabetes according to the
American Diabetes Association. Results: Average age of patients was 42.41 + 11.18;
male accounted for 68.11%, female for 31.89%; HLA matching with 2 and 3 alleles were
26.91% and 23.23%, respectively; the age group 50-59 onset diabetes were the highest
proportion as 41.03%, with p <0.01; The prevalence of diabetes in male is 17.3%, higher
than that of female 10.49% with the difference having a statistically significant difference
p =0,038. Conclusion: The results show that age and gender factors are related to the
development of diabetes after kidney transplantation, which is the basis for personalizing
high-risk subjects to develop treatment strategies and preventive the new-onset diabetes
mellitus after renal transplantation.

Key words: Age, gender, HLA, new-onset diabetes mellitus after renal
transplantation.
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DAC DIEM MOT SO BIEN CHNG SOM & BENH NHAN
SAU GHEP THAN

Ding Thanh Chung®’, Nguyén Dirc Thuan'”
TOM TAT

Muc tiéu: Phén tich déc diém mét sé bién ching & bénh nhan 3 thang sau ghép than.
Phuwong phdp: Gém 508 bénh nhan c6 thoi gian sau ghép théan = 3 thang duoc theo doi
va diéu trj sau ghép tai BV Viét Buc, tir 09/2017 dén 04/2018. Tién hanh kham lam sang,
lam xét nghiém can 1am sang sinh héa va huyét hoc. Chén doan ting huyét ap theo tiéu
chuén cda Héi tim mach hoc Viét Nam; Chén doén va phan dé thiéu mau & bénh nhan
bénh than theo tiéu chudn cda té chirc y té thé giéi WHO. Chan doan réi loan lipid mau
theo tiéu chudn cda Héi Tim mach hoc Viét Nam. Két qua: Trong 508 déi tuong nghién
ctru: c6 269 (52,95%) bénh nhén cé ting huyét ap; cé 56 (11,05%) bénh nhan thiéu mau:;
c6 318 (62,6%) bénh nhan c6 réi loan it nhat 1 thanh phan lipid mau. Két luan: Két qua
ctia nghién cuu cung cdp mot cach khach quan t7 16 cac bién ching quan trong sau ghép
than bao gém tdng huyét ap, thiéu mau, va réi loan lipid. D&y la nhimg bién chimg quan
trong c6 lién quan truc tiép dén chire ndng tim mach, két qué ghép ciing nhw thoi gian
séng cta bénh nhén sau ghép. Trén co s& dé gitp cac bac silam sang cé dir liéu chi tiét
vé cac bién chimg nay va bién phap can thiép phu hop.

Terkhoa: tdng huyét ap, thiéu mau, réi loan lipid, sau ghép than.

1. DAT VAN BE Thiéu méau sau ghép than |a bién chirng
phd bién & nhirtng bénh sau ghép, vai ti lé
tr 20-51% tai cac thdi diém khac nhau
sau khi ghép [5], [6]. Thiéu méau sau ghép
da dwoc ching minh la c6 lién quan tiéu

Tang huyét 4ap la mot bién ching
thwong gap va nghiém trong sau ghép
than [1]. Pay la mét yéu td nguy co quan
trong d6i gay bénh ly tim mach va t& vong
& bénh nhan dwoc cAy ghép [2] . Hon CuC véi tinh trang sau ghép nhuw: ty 1& to
nira, day la moét yéu té nguy co cao lam vong cao hon [6], suy than ghép [7], suy
suy giam kha nang séng cla than trén @i tim sung huyét [8] va gidam mic loc cau
twong sau ghép [3], [4]. Trong nhitng nam  than [9]. Mac du vay bién chirng nay van
gan day, ngay cang co6 nhiéu sy quan tam chwa dwoc nghién cteu ky lwdng, va chi
dén quan ly tdng huyét ap sau ghép, vi ddy  moét trong nhirng nghién cu trén da phan
la mot céng cu tiém nang dé cai thién viéc  loai bénh nhan theo ndng d6 hemoglobin
ghép va thoi gian séng clia bénh nhan. [7]. C6 nhiéu yéu t6 lien quan dén thiéu
mau sau ghép bao gdém: thiéu sat, suy
1 B& mén - Khoa ndi than kinh, Bénh vién Quan  gidm chirc nang than, si dung thubc tc

ys . ché mién dich, st dung thuéc tac dong Ién
B& mon Sinh ly bénh, Hoc vién Quan y

* Tac gia thuc hién chinh: truc renin angiotensin, nhiém trang, tudi
Nguyén Birc Thuan cta nguwoi hién ting ...[10]. Tuy nhién, chi

** Tac gia chiu trach nhiém chinh: LA, X . . J FYRTA
Diing Thanh Chung co motmso rlghlen cAu’u cﬂo th?y mo’l |I(3n
Email: dangthanhchung@vmmu.edu.vn guan gilra can nguyén thieu mau (cha yeu
Ngay tiép nhan: 25/2/2021 la thiéu sat [11]) v&i tién lwong bénh nhan
Ngay phan bién: 28/2/2021 hé
Ngay chap nhan dang: 25/3/2021 sau ghep.
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Cac bat thuwong vé lipid 14 nhivng phéat
hién thwong xuyén & nhirng ngudi dwoc
ghép than, mac du chirc nang than thwong
binh thwéng hodc gan binh thuéng [12].
Do xuét hién vé&i ty 1é cao clia xo vira dong
mach trén bénh nhan ghép than, vi vay rdi
loan lipid nén dwoc coi nhw mdt yéu td
nguy co quan trong gay bénh ly tim mach
sau ghép, viéc phat hién va can thiép rbi
loan lipid mau c6 tiém n&ng quan trong dé
cai thién két qua sau khi ghép than [13].
Trong nghién clru nay, ching t6i khdo sat
t/ 16 va mdrc dé cac bién chung lién quan dén
tdng huyét ap, thiéu mau, va réi loan lipid
trén bénh nhan 3 thang sau ghép than.

2. POl TWUONG VA PHUONG PHAP
NGHIEN cUrU

2.1 B6i twong nghién ctu

Gom 508 bénh nhan suy than man giai
doan Illb — IV dwoc diéu trj tai BV Viét Blrc
tinh trang toan than twong déi tét, huyét ap
va cac chi sb sinh dwoc kiém soat 6n dinh
trwéc khi ghép, sau dé tién hanh thu thap
sb lieu sau ghép = 3 thang. Thoi gian
nghién cu t» 09/2017 dén 04/2018. Tt
ca cac bénh nhan déu tw nguyén tham gia.

2.2 Phwong phap nghién ciru

Tién hanh kham lam sang gdm: Kham
tim mach (nhip tim, huyét 4p); Kham thiéu
mau (da xanh, niém mac nhot...). Lam xét
nghiém can lam sang: bénh nhan duoc lay
mau vao budi sang trwdc khi &n va ubng
thubc rc ché mién dich lam xét nghiém
sinh héa va huyét hoc.

Chén doan tdng huyét &p: Theo tiéu
chuadn cda Hoéi tim mach hoc Viét Nam
nam 2018

Chén doén va phan do thiéu méau & bénh
nhan bénh than: Theo tiéu chuan cua té
chic y t& thé giéi WHO bénh nhan bénh
than man nguoi 16n (>16 tudi) dwoc chan
doan thiéu mau khi ndng d6 Hemoglobin
(Hb) <130g/L & nam, va <120g/L & niv [14].

Chén doan réi loan lipid mau: Theo Hoi
Tim mach hoc Viét Nam réi loan lipid mau
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khi cé mét hodc nhiéu céac réi loan sau:

- Tang Cholesterol huyét twong: tang
gi¢i han 5,2 dén 6,2 mmol/l (200 — 239
mg/dl); tang cholesterol mau khi > 6,2
mmol/l (> 240 mg/dl).

- Tang TG (Triglycerid) trong mau: tang
gi¢i han tr 2,26 — 4,5 mmol/l (200-400
mg/dl); tang TG tir 4,5 — 11,3mmol/l (400-
1000mg/dl); rat tding TG mau > 11,3 mmol/l
(> 1000 mg/dl).

Gidm HDL-C (High  Density
Lipoprotein Cholesterol): khi HDL-C mau <
0,9 mmol/l (< 35mg/dl)

Tang LDL-C (Low Density
Lipoprotein Cholesterol): tang gi¢i han 3,4
— 4,1 mmol/l (130-159 mg/dl); tdng nhiéu
khi > 4,1 mmol/l (>160 mg/dl).

- Réi loan lipid mau kiéu hdn hop: khi
Cholesterol > 6,2 mmol/l va TG trong
khoang 2,26 — 4,5 mmol/l.

Sau khi cac théng tin va sé lieu da duoc
thu thap day du tién hanh phan tich trinh bay
dwdi dang tan suét va ty 1é phan tram.

2.3. Phwong phap xtr ly sé liéu

Sé lieu dwoc xt ly theo cac thuat toan
thong ké y hoc st dung phan mém Stata
12.0 v&i p < 0,05 sé& dwoc chap nhan la sy
khéac biét c6 y nghia théng ke.

2.4. Pao dwc nghién clru: bénh nhan
ddng y tham gia nghién ctru va déng y lay
mau lam xét nghiém.

3. KET QUA NGHIEN CclrU

Nhan xét biéu d 1: Trong 508 dbi twong
nghién ctu, c6 269 bénh nhan cé tang huyét
ap, chiém 52,95% téng s bénh nhan.

Trong 508 bénh nhan, 452 bénh nhan
khong c6 thiéu mau, chiém 88,95%, khong
¢6 bénh nhan nao thiéu mau rat nang. Téng
s6 BN thiéu mau 1a 11,05% (biéu db 2).

Trong 508 dbi twong nghién ciru, co
318 bénh nhan cé rdi loan it nhat 1 thanh
phan Lipid méau, chiém 62,6%.

4. BAN LUAN

Tang huyét &p 1a bién chirng phé bién
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gap & 70% - 80% bénh nhan & giai doan
s&m sau ghép va mét sb trwong hop huyét
ap co6 thé tr& vé binh thwong & giai doan
mudn hon [15]. Nhi*rng bénh nhéan bj thai
ghép man tinh thi hau hét bj ting huyét ap.

239
(47.5%)

Trong nghién ctru clia chung t6i ti Ié bénh
nhan c6 tang huyét ap chiém 52,95%, ti lé
nay thap hon & mot sd nghién ctru cé thé
do bénh nhan sau ghép da bwéc vao giai
doan 6n dinh.

269
(52.95%)

mC6 THA
m Khéng THA

Biéu dé 1. Ty l& BN tang huyét 4p

500 452
(88.95%)

450
400
350
300
250
200
150
100
50 42(8.29%)

0

- 10(1.97%) 4(0.79%) 0(0%)

Khong thiéu mau  Thiéu maunhe  Thiéu mau vira Thiéu mau Thiéu mau rat
(Hb>11) (9.5sHb<10.9)  (8.0sHbs9.4) nang(6.5sHb<7.9) nang (Hb<6.5)

Biéu dd 2. Ty I& bénh nhan thiéu mau
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190(37.4%)

318(62.6%)

mC6 RLLM
mKhéng RLMM

Biéu do 3. Ty I& bénh nhan réi loai it nhat 1 thanh phan lipid mau

Trong nghién ctu cla chung toi, ti 1é
bénh nhan thiéu mau vé&i cac mre dd khac
nhau chiém 11,05%. Thiéu mau sau ghép
than la mot bién chiing kha phd bién.
Nguyé&n nhan quan trong cta né gén lién
v&i chirc nang than ghép bi suy gidm. Cac
yéu t6 khac lién quan la viéc s dung
nhirng thuéc rc ché mién dich, thiéu sét,
nhiém trung d6 tudi nguoi hién tang, phan
(rng thai ghép, sw gia tang tinh trang viém,
va sy thiéu hut Erythropoietin [16-18].

R&i loan lipid mau la bién ching hay
gép sau ghép than. Béi twong cé rdi loan it
nh4t moét thanh phan lipid mau trong
nghién cru clia ching t6i chiém 62,6%. Ty
I& bénh nhan c6 it nhat 1 réi loan lipid mau
ciing dwoc thdng ké trong nghién ciu cla
Djamali [19]. Mtc d6 réi loan chuyén héa
lipid & cac bénh nhan ghép than thay ddi
tuy thudc vao muarc xac dinh cé rdi loan
chuyén hoéa lipid, loai thubc (rc ché mién
dich duwgc dung va thoi diém thwc hién
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cudc nghién clru va cac yéu té khac.
5. KET LUAN

Két qua cda nghién ciu cung cip mét
cach khach quan ti 1& cac bién ching quan
trong sau ghép than bao gém tang huyét
ap, thiéu mau, va réi loan lipid. Day la
nhirng bién chirng quan trong c6 lién quan
truc tiép dén chire nang tim mach, két qua
ghép ciing nhu thdi gian séng cda bénh
nhan sau ghép. Trén co s& dé giup cac
bac si 1am sang cé di liéu chi tiét vé cac
bién chirng nay va bién phéap can thiép
phu hop.

L& cam on

Chung t6i xin chan thanh cam on Hoc
vién Quén y; B6 mdn Sinh ly bénh, Hoc
vién Quan y da giup d& chdng téi hoan
thanh nghién ctru nay.
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SUMMARY

CHARACTERISTICS OF EARLY POSTOPERATIVE
COMPLICATIONS IN KIDNEY TRANSPLANTATION

Dang Thanh Chung®, Nguyen Buc Thuan'

1Department of Neurology, Military Hospital 103
’Department of Pathophysiology, Vietnam Military Medical University

Objectives: Characterization of complications in patients three months after a kidney
transplant. Subjects and methods: Including 508 patients with kidney post-transplant
more than three months who are followed up and treated after transplantation at Viet Duc
Hospital, from September 2017 to April 2018. Carry out the clinical examination, make
biochemical, and hematological laboratory tests. Diagnosis of hypertension and
dyslipidemia according to the standards of the Vietnam National Heart Association;
Diagnosis and grading of anemia in patients with kidney disease according to the
standards of the World Health Organization. Results: In 508 subjects: 269 (52.95%)
patients with hypertension; 56 (11.05%) patients with anemia; There are 318 (62.6%)
patients with disorder of at least 1 component of lipid blood. Conclusion: The results of
the study objectively provide the ratios of significant post-transplant complications,
including hypertension, anemia, and lipid disorders. These are important complications
that are directly related to cardiovascular function, transplant results, and patient survival
after transplantation. On that basis, it helps clinicians to have detailed data on these
complications and appropriate interventions.

Key words: hypertension, anemia, lipid disorders, after kidney transplantation.
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NGHIEN Cl’U TAC DONG CUA EBV LEN MOI TRUONG VI THE
KHOI U VA BOT BIEN LIEN QUAN TiN HIEU HOAT HOA NF-kB &
LYMPHOMA HE THAN KINH TRUNG WONG NGUYEN PHAT

Hoang Thi Mai Thanh™**, Colm Keane®, JoshuaTobin*, Dipti Talaulikar %6
Sanjiv Jain’, Frank Vari*, Clare Gould®, Santiyagu Francis® Maher Gandhi*®

TOM TAT

Muc tiéu: Panh gia téc déng cta EBV lén méi truomg vi thé khéi u va mé hinh dét
bién lién quan dén tin hiéu NF-kB & PCNSL. Phwong phdp: M&u mé bénh hoc duoc thu
thdp ter 39 bénh nhan PCNSL va 18 EBV+ PCNSL & bénh vién Princess Alexandra va
Canberra (Uc). Hé thdng dém phan t ki thuat sé NanoString do mirc dé biéu hién gene
cua cac immune effectors (CD4+, CD8+, CD137, CD56); immune checkpoints (PD-L1,
PD-L2, TIM3, LAG3) va Macrophage (CD68 va CD163) dé danh gia TME trén PCNSL.
Target Sequencing (lllumina) duoc thuc hién nham phat hién dét bién lién quan dén céac
gene tham gia vao tin hiéu NF-kB. Két qua: EBV+PCNSL thé hién ré méi trurong trc ché
mién djch béi sw tdng cao cda PD-L1, PD-L2, TIM3, LAG3 va M2 macrophage
(CD163/CD68 (p < 0.05). Piéu nay khién cac phan ung mién djch & méi trvomg c6 EBV
tré nén kém hiéu qud, gop phén thuc day khéi u phat trién. 80% bénh nhan PCNSL xuét
hién dét bién lién quan dén hoat hda tin hiéu NF-kB: MYD88 (64%), CD79A/B (56%),
CARD11 (13%) and TBL1XR1 (33%). Trong do, dét bién gene MYD88 va CD79B/A gay
hoat h6a NF-kB thuwong xuét hién déng thoi. Nguoc lai, EBV+PCNSL c6 tan sé xuét hién
dot bién thdp hon han (22%) (p<0.05) véi mé hinh dét bién riéng 18. Két ludn: EBV déng
vai trd quan trong trong viéc thuc déy khéi u chd yéu théng qua viéc tao ra méi truomg trc
ché mién djch hon téc déng dén con dudng dét bién.

Twrkhéa: EBV+PCNSL, MYD88, CD79A/B, méi triromg khéi u drc ché mién djch

1. DAT VAN BE System Lymphoma-PCNSL) 1a mét trong
nhirng thé bénh hiém va rat ac tinh cua
lymphoma non-Hodgkin, thwong xay ra
khu tr tai hé than kinh trung wong [4].
Tién lwong séng trén bénh nhan PCNSL

Lymphoma hé than kinh trung wong
nguyén phat (Primary Central Nervous

! Trwong Pai Hoc Y Duoc, Hué thuwong réNt thap, dac bié:t |4 cac bénh nhan
% Vién nghién ctru Mater, Brisbane, Uc c6 hé mién dich suy yéu véi EBV dwong
% Bénh vién Princess Alexandra, Brisbane, Uc tinh. Mot sd md hinh dot bién dac trwng

* Vien Diamantina, Truong Bai hoc  cho PCNSL da duoc tim thdy nhu: dot

S}f‘;ensr']a“‘}t E“Sbgf)e'h Ue carberra. bién didm dan dén viéc hoat héa tin hiéu
Oa huyet hoc, benn vien Canberra, UC. ~ . X >
yer e i i NF-kB (dét bién & gene MYD88, CD79A/B,

® Trwong DPai Hoc Y, Pai hoc quéc gia Uc, ”
Canberra, Uc CARD11, TBL1XR1, PRDM1 va CREBBP)

7 B&nh vién Canberra, Uc [10] va sw mat biéu hién cta nhém gene
* TAc gia thwe hién va chiu trach nhiém chinh: HLA | va HLA Il [3]. Hau qua cla céc bién
Hoang Thi Mai Thanh ddi nay khién té bao ung thw thoat khéi sw

Em\ail:.r,ltmthanh@huemed-univ.edu.vn ra soat cta hé mié&n dich va phat trién
Ngay tiep nhan: 20/9/2020

Ngay phan bién: 1/10/2021 manh [1?,111. Thanh Hoarjg vavcong ’SL_,I’
Ngay chép nhan dang: 25/3/2021 (2020) da chi ra PCNSL c6 sw tang dang
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ké ctiia M2 macrophage vé&i sw biéu hién
CD163 cao va CD68 thap, gay thic day sw
phét trién cta khéi u va gidm sut té bao T
va NK hoat hoa héa (CD137) trén PCNSL
hon so v&i lymphoma & ngoai bién. DBléu
nay gop phan thac day té bao ung thw trén
PCNSL c6 phan &c tinh hon so véi
lymphoma ngoai bién [1].

PCNSL c6 thé xuét hién & nguodi co
hé mién dich suy yéu nhw: bénh nhan cay
ghép tang hodc méc HIV thwong kém theo
EBV dwong tinh. Khac véi & ngwoi binh
thwdng, PCNSL & bénh nhan suy gidm
mién dich cé tién lwong séng xau hon
nhiéu [5]. Do tinh hiém va thiéu mé bénh
hoc ctia bénh ly nay, nén co ché sinh bénh
hoc cia EBV+ PCNSL con it dwoc biét
dén. Viéc tim xac dinh vai trd cta EBV lén
co ché bénh sinh cia PCNSL phan nao
gitp gidi thich nguy&n nhan vé sw &c tinh
cla loai ung thw nay. Do d6, nghién ctru
cla chang t6i nham vao hai muc tiéu sau:

1) Danh gia tac dong cua EBV Ién moi
triromg vi thé khéi u cda PCNSL

2) Panh gia &nh huéng cia EBV Ién
mé hinh dét bién lién quan dén con duwong
tin hiéu NF-kB & PCNSL.

2. DOl TUQNG VA PHUONG PHAP
NGHIEN CUU

2.1. Péi twong nghién cru

- Tiéu chudn chon mau: Mau mé gén
parafin da c dinh formalin (FFPE) duoc
thu thap tr 39 bénh nhdn PCNSL v&i EBV
am tinh va 18 bénh nhan PCNSL xuét hién
sau cay ghép tang véi EBV+, tir Bénh vién
Princess Alexandra va Canberra tai Uc.
Cac mau PCNSL chi dwoc chon khi dwoc
xac nhan vé moé bénh hoc 1a DLBCL khu
trd tai tai hé than kinh trung wong va
khéng c6 diu hiéu cla ung thw & céac hach
ngoai bién.

- Tiéu chuan loai trr; CAc mau PCNSL
c6 dau hiéu ung thw & cac hach ngoai bién
dwoc xac dinh tai thdi diém chan doan
duwoc loai ra khdi nhém nghién ctru.
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2.2. Phwong phap nghién ctru

- Thiét ké nghién ctu: C4t ngang mo
ta

- Phwrong phap nghién ciru:

+ RNA/DNA tlr cac mau FFPE duwoc
chiét xuat bang kit Allprep DNA/RNA FFPE
(Qiagen). RNA duoc st dung dé& do mirc
dd biéu hién gene bang may NanoString,
DNA dwoc st dung dé xac dinh dot bién
lién quan dén con dwdng tin hiéu NF-kB
bang ky thuat Next Generation Sequencing
(NGS).

+ Hé thédng dém phan tl ky thuat sb
NanoString phan tich m&c dd biéu hién
gene cla 2 nhém té bao trong méi trwéong
vi thé khdi u gdm: nhém té bao mién dich
chéng khéi u - immune effectors (CD4+,
CD8+, CD137, CD56); va nhom té bao
thuc day sy phat trién cta khdi u (PD-L1,
PD-L2, TIM3 va LAG3), CD68 (M1l-dai
thywc bao) va CD163 (M2-dai thyc bao)
trén PCNSL.

+ Next Generation Sequening dugc
thwc hién trén hé théng lllumina dé xac
dinh dot bién cta 10 gene tham gia vao
con duwdng tin hiéu NF-kB: MYDS88,
CARD11, CD79A, CD79B, TNFAIP3,
TBL1XR1, NFKBIE, TMEMB3O0A,
HIST1H1C, ITPKB [10]. Kit chudn bi thw
vién Agilent SureSelectXT dwoc st dung
dé tdi wu hod giai trinh tw dich trén mau
moé FFPE.

2.3. Phan tich sé liéu

- NanoString data dwoc phan tich bang
phadn mém GraphPad Prism 7 va SPSS
17.0. Céc chi sé duwoc so sanh gitva hai
nhém bang Mann Witney unpaired t-test.

- NGS: Dot bién diém dwoc xac dinh
b&i 2 phdn mém: Mutech2 va Lofreq.
Chung tdi chi thu thap cac dét bién khéng
ddng nghia (non-synonymous mutation).
Cac dot bién dwoc loai néu (1) c6 tan sb
bién thé trén allele dwdi 5%, (2) xuét hién
trén ExAC database
(http://exac.broadinstitute.org/) véi tan sbé
dudi 1%, (3) dot bién xuét hién trén bat ky
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mau nao trén 24 mau mo binh thwong.

2.4. Pao drc nghién ciru

Nghién ctru nay duoc thwc hién voi sy
déng y tham gia cta bénh nhan va duoc
sy ddéng y tir hoi ddng nghién ctru y hoc-
Metro South Health, Uc. Cac déi twong
tham gia nghién clru dwoc gidi thich ro
rang v& muc dich va quy trinh tién hanh
nghién ciru.

3. KET QUA NGHIEN clru
3.1. Tac dong caa EBV Ién thanh phan
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trong méi trudng vi thé khéi u ciia PCNSL

Nhdm danh gia tac déng cta EBV lén
moi trwdng vi thé khéi u cta PCNSL,
chang tdi tién hanh so sanh cac immune
effector va cac immune checkpoint va
macrophage trén 39 ca PCNSL va 18 ca
EBV+ PCNSL.

* Nhém té bao mién dich chéng khdi u

Khéng c6 sy khac biét gitra CD4, CD8
va CD56 gilta hai nhém bénh. Nhém
EBV+ PCNSL c6 CD137 cao hon so voi
nhém EBV am tinh (Biéu d6 1).
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Biéu dd 1. Mrc d6 biéu hién cla cac immune effector gitka PCNSL va EBV+ PCNSL.
(A): CD4, (B): CDS8, (C): CD58 va (D): CD137.
*Mann Witney Unpaired T-Test (2-tailed): Sy khac biét c6 y nghia khi p<0.05; NS:

Khbéng c6 y nghia.

* Nh6m té bao thuc day khéi u

Tat cd cac immune checkpoint va
macrophage & EBV+PCNSL déu cao hon
S0 v&i nhom EBV am tinh (p<0.05). Bac
biét, PD-L1 va PD-L2 Ian lwot cao gép 7,5
va 3 lan & nhém EBV+ PCNSL so v&i
EBV-ve PCNSL (Biéu d6 2).

3.2. Tac doéng cuaa EBV Ién mé hinh
dot bién lién quan dén con dwong tin
hiéu NF-kB cua PCNSL
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* M6 hinh dét bién trén hai nhém bénh

DPé danh gia tac dong cta EBV l1én md
hinh dét bién lien quan dén con duong
NF-kB cta PCNSL, tdn sb6 dét bién xuét
hién trén hai nhém bénh dwoc so sanh
(Fisher va Chi Square’s test- SPSS). Hau
hét PCNSL déu xuét hién dot bién trén toi
thidu mot gene lién quan dén NF-kB, trong
khi dé chi 22% EBV+ PCNSL xuét hién dot
bién lién quan (p < 0.05).
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Biéu dd 2. M(rc do biéu hién clia cac immune checkpoint va macrophage gitra

NFKB
pathway
(80%)

EBV+PCNSL va PCNSL

(A): PD-L1, (B): PD-L2, (C): TIM3; (D): LAG3; (E): CD68 va (D): CD163
*Mann Witney Unpaired T-Test (2-tailed): Sw khac biét c6 y nghia khi p<0.05; NS:

Khéng c6 y nghia
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Biéu doé 3. Heatmap m6 t& md hinh d6t bién clia cac gene lién quan dén con duong
tin hiéu NF-kB xuat hién & 39 PCNSL va 18 EBV+PCNSL. C4c loai dot bién dwoc ma
hoéa theo mau va chi sé phan trdm dai dién cho tan sd xuét hién dot bién lién quan dén

NF-kB ctia mdi nhém
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Céac dot bién tiéu biéu xuét hién trén
PCNSL gdm: MYD88 (64%), CD79A/B
(56%), TBL1XR1 (33%); cac gene con lai
xuét hién cac dot bién thwa thét hon nhw
CARD11, HIST1H1C, ITPKB,
TMEM30A(<13%).

DPac biét, hdu hét cac dot bién cua
MYD88 va CD79B déu Ian lwot lién quan
dén loai dot bién sai nghia (MYD88-%°°F)
trén mién TIR va (CD79B "**°). Cac dot
bién nay da dwoc xac nhan bang Sanger
Sequencing

* Po6t bién trén cac gene MYDSS,
CD79B va TBL1XR1 xuét hién dong th&i
trén PCNSL

Dot bién lién quan dén 3 gene: MYDSS,
CD79B va TBL1XR1 xuét hién thuong
xuyén trén bénh nhan PCNSL. 18/39 ca
PCNSL c6 cung doét bién cia MYDS88 va
CD79B, 10/39 ca xuét hién ca 3 loai dot
bién trén. Ngwoc lai, cac doét bién trén
EBV+PCNSL lai rai rac va khong xuét hién
dong thoi.

4. BAN LUAN

PCNSL xuét hién trén bénh nhan sau
ghép tang thwong cé tién lwong nang hon
va kém theo sw xuat hién cua virus EBV
[5]. Diéu nay goi y rang EBV c6 thé déng
vai trd quan trong trong sw phat trién ac
tinh ctia PCNSL va thuc day chang toi tién
hanh nghién cru vé tac déng ctia né dén
PCNSL.

4.1. Tac dong cua EBV Ién mbi
trwong vi thé khéi u ctia PCNSL

Khi so sanh cac thanh phan trong moi
trwdng vi thé khdi u & hai nhém: PCNSL
va EBV+PCNSL, ching t6i thdy rang
nhitng ca EBV dwong tinh ¢ mac d6 biéu
hiéen gene & nhém thic day khéi u:
Macrophage (CD68, CD163), immune
checkpoints (PD-L1, PD-L2, TIM3 va
LAG4) cao hon han so véi nhirng ca EBV
am tinh. Ngwoc lai, cac m&c dd biéu hién
cla cac gene lién quan dén nhém (¢ ché
khéi u lai khéng co sy khac biét dang ké
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gitra 2 nhém. CAc nghién clru gan day da
chi ra anh hwéng cia EBV Ién Hodgkin
Lymphoma va DLBCL thé hé théng, tuy
nhién di¥ liéu vé PCNSL con rat han ché.

Sw két hop gitra PD-1 (xuét hién trén té
bao T hoat hda) véi phdi t&r ctia n6 la PD-
L1 va PD-L2 sé gay ra hién twong té bao T
b4t hoat (exhausted T cell) [9]. Nhiéu
nghién clru gan day da cho thay sy ting
merc d6 biéu hién cla cac phdi ti nay trén
t& bao ung thw lién quan dén tién lwong
x4u trén cac bénh nhan lymphoma
Hodgkin, DLBCL va gan day nhét la
PCNSL [9], [12]. Nghién clru cta Green va
coéng sw (2012) cho thay sw tang mirc dod
biéu hién cta PD-L1 va PD-L2 lién quan
dén sy tang sb lwong ban sao doan gene
vi tri 9p24.1 & bénh nhan Hodgkin
Lymphoma [6]. Ngwoc lai, EBV lai c6 kha
ndng gay tdng m&c d6 biéu hién cta PD-
L1 Hodgkin Lymphoma khéng théng qua
sy bién ddi sbé lwong ban sao & vi tri
9p24.1. Nhém nghién clru da chi ra rang
viéc EBV c6 thé gay tang cwdng biéu hién
cla PD-L1 théng qua viéc tac doéng Ién
gene LMP1, tv d6 tac dong Ién vung tang
cwong va khéi dong cua PD-L1 va gay
tdng mirc dd biéu hién cda gene nay [7].
Pdng quan diém véi nghién ciru trén,
nhém tac gid Brown va cong sw (2017)
cling tim thdy két qud twong tu trén
EBV+DLCBL [3]. Nghién clru cta ching
t6i da cho thdy EBV khong chi c6 kha ning
tang cwong biéu hién PD-L1 ma con ¢
kha nang gay tang biéu hién cla céac
immune checkpoint con lai: PD-L2, TIM3,
LAG3 va CD68, CD163 (M2 macrophage)
trén PCNSL. Sy ting dbéng loat céc
immune checkpoint va M2 macrophage
b&i EBV gay (¢ ché hoat dong phat hién
va tiéu diét t& bao ung thw cla t& bao T.
Két qua nay khang dinh thém vai trd quan
trong cla EBV trong viéc tao ra moi trwdng
&c ché mién dich trong khéi u & PCNSL.

4.2, Tac doéng cua EBV lén dét bién
lién quan dén NF-kB trén PCNSL
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Bén canh viéc danh gia anh hwéng cla
EBV lén méi trwong vi thé khéi u cla
PCNSL, mé hinh dodt bién NF-kB ciling
duwoc danh gid trong nghién ctu nay. Ly
do chdng t6i chon con dwong tin hiéu NF-
KB vi cac nghién clru gan day da khang
dinh sy kich hoat tin hiéu nay théng qua
dot bién mot sé gene thanh phan cé vai tro
bénh sinh quan trong trong PCNSL [10],
tuy nhién EBV+PCNSL thi van con la an
sb. Nghién ctru ctia Nakamura va cong sv,
tai Nhat (2016), da chi ra hdu hét PCNSL
déu c6 sw kich hoat tin hiéu NF-kB théng
qua dot bién tai gene MYD88 va CD79B
[10]. Nghién ctu cla ching t6i cho két qua
twong tw v&i 80% PCNSL bi anh hwéng
b&i dét bién lien quan dén tin hiéu nay,
trong d6 phd bién nhéat 1a MYD88 (64%),
CD79A/B (56%). MYD88 |a adaptor protein
c6 vai tro khéi dong tin hiéu NF-kB thong
qua thu thé TIR. Hau hét cac dot bién cia
MYD88 dwoc tim thay tai mién TIR gay ra
sy thay thé Leucine thanh Proline (22/25
ca c6 dot bién MD88), c6 vai tro khéi dong
tin hiéu NF-kB giup té bao lymphoma séng
s6t tot hon [2]. CD79B ciing cé “Hot-spot
mutation” 1am thay thé tyrosin196 trén
mién ITAM. Hon thé nira, ching toi phat
hién thdy sw ddng thoi xuét hién cua
MYD88 va CD79B trén phan I&n cac bénh
nhan c6 dot bién nay. 81% bénh nhan cé
dot bién CD79B thi c6 kém theo dot bién
MYD88. Piéu nay cho thdy sw phdi hop
hoat déng cGa hai gene nay trong co ché
bénh sinh clGa PCNSL. Cac nghién ctru
gan day da cho thdy viéc ct dut con
dwong tin hiéu NF-kB (thudc Ibrutinib) cho
hiéu qua lam sang kha quan trén bénh
nhan PCNSL. Thir nghiém thubc lbrutinib
pha 1 da cho thdy 70% bénh nhan PCNSL
tai phat cé dot bién CD79 c6 phan rng tét
v&i Ibrutinib [8]. K&t qua nghién ciru trén
da chi ra tac dung tiém nang cla lbrutinib
va vai trd cla dot bién lién quan dén NF-
kB trén PCNSL.

Nguwoc lai, nghién ctru clia ching toi
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cho thdy hau hét cac ca EBV+PCNSL lai
c6 sw vang boéng cac dot bién lién quan
dén con dwdng tin hiéu NF-kB. Chi 4/18 ca
xuét hién cac dot bién riéng 1& va roi rac,
cac dot bién lien quan dén MYDS88 va
CD7B hiém xuét hién. Nghién ctru d& gép
phan bwéc dau chi ra md hinh ddt bién
thwong xuét hién trén PCNSL (NF-kB)
khong xuat hién khi cé sw cé mét cla EBV.
Diéu nay ching té vai trd quan trong cla
EBV lén mé hinh dét bién NF-kB &
PCNSL. Két qua trén tao tién dé& cho céc
nghién clru vé sau danh gia dé lam rd tac
dong cta EBV co ché bénh sinh & PCNSL.
5. KET LUAN

Nghién clu clha chang t6i chi ra sw
khac biét vé méi trwong vi thé khéi u va
mé hinh dét bién lién quan dén NF-kB gitra
PCNSL va EBV+PCNSL. EBV dong vai tro
quan trong trong viéc thac ddy khédi u
thdng qua viéc tao ra mai trueng khdi u bi
&rc ché vé&i sy tang cao biéu hién cia PD-
L1, PD-L2, TIM3, LAG3, CD68 va CD163,
hon 1a tac déng dén con dwéng dot bién NF-
KB & bénh nhan. Nhirng phat hién trén cé y
nghia quan trong cho viéc thiét ké chién lwoc
tri liéu mién dich trén EBV+ PCNSL.
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SUMMARY

IMPACT OF EBV ON TUMOUR MICROENVIRONMENT AND
MUTATIONS INVOLVED IN NF-kB PATHWAY IN PRIMARY CENTRAL
NERVOUS SYSTEM LYMPHOMA

Hoang Thi Mai Thanh™**, Colm Keane®, Joshua Tobin®*, Dipti Talaulikar %6
Sanjiv Jain’, Frank Vari*, Clare Gould®, Santiyagu Francis® Maher Gandhi*®

! Hue University Of Medicine and Pharmacy

% Mater Research Institute, Brisbane, QLD, Australia

% Princess Alexandra Hospital, Brisbane, Australia

* University of Queensland Diamantina Institute, Brisbane, Australia

° Haematology Department, The Canberra Hospital, Canberra, Australia

® Medical School, The Australian National University, Canberra, Australia
" The Canberra Hospital, Canberra, Australia

Objectives: 1) To determine the impact of EBV on TME and mutation pattern of NFkB
in PCNSL. Methods: FFPE tissue samples of 39 PCNSL patients were collected from PA
hospital and Canberra hospital. NanoString was used to measure gene expression of
effectors (CD4, CD8, CD137 and CD56); checkpoints (PD-L1, PD-L2, TIM3 and LAG3)
and Macrophage (CD68, CD163). Target Sequencing was performed to identify
mutations in NF-kB pathway. Results: EBV+PCNSL exhibits immunosuppressive TME
with the elevated level of all immune checkpoints (PD-L1, PD-L2, TIM3, LAG3) va M2
macrophage (CD163/CD68) compared with PCNSL (p < 0.05). This leads to the
ineffective immune response in TME which contributes to the tumour growth in
EBV+PCNSL. 80% PCNSL had mutations involved in NF-kB: MYD88 (64%), CD79A/B
(56%), CARD11 (13%) and TBL1XR1 (33%) with the common co-occurrence of MYD88
and CD79B/A mutations. In contrast, only 22% of EBV+PCNSL had mutations in NF-kB
(p<0.05) and these mutations are spares. Conclusion: EBV plays an important role in
promoting the tumur growth via immunosuppressive TME, rather than via genetic
alterations involved in NF-kB.

Keywords: EBV+PCNSL, MYD88, CD79A/B, immunosuppressive TME.
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NGHIEN Cl’U TAC DUNG CUA CAO SAM VIET NAM (PANAX
VIETNAMENSIS) BOI VO'I TE BAO CO' TIM H9C2 TRONG MO HINH

THIEU OXY-TAI CUNG CAP OXY IN VITRO
Vi Thi Thu'’, Ng6 Thj Hai Yén®, Pham Thij Bich®
TOM TAT

Muc tiéu: Sam Viét Nam (Panax viethamensis, SVN) hay Sam Ngoc Linh la dwoc liéu
quy duoc sir dung phé bién & Viét Nam. Tuy nhién, tac dung cia SVN déi véi té bao co
tim trong tén thwong thiéu mau-tai twéi méau van chuwa duoc lam sang té. Nghién ctu nay
duroc tién hanh nhdm danh gia tac dung bdo vé té bao co tim HIC2 cida cao SVN trong
tén thwong thiéu mau-téi twéi méau s dung md hinh thiéu oxy-tdi cung cép oxy
(hypoxia/reoxygenation, HR) in vitro duwoc gay béi CoCl,. Phwong phéap: Té bao H9C2
duoc nubi trong diéu kién thuong (déi ching) va diéu kién HR. Khd ndng séng, thanh
phén cardiolipin va dién thé mang ty thé cda té bao HIC2 & cac nhém mau thi nghiém
duwoc phan tich bang cac kit phu hop. Két qua: Két qué thu duoc cho thdy, bé sung cao
SVN (10+500 pg/ml) lam tdng dang ké ty 1é séng cua té bao HIC2 trong diéu kién HR.
Pé&c biét, cao SVN c6 hiéu qua bdo toan chirc ndng ty thé cao nhét & néng dé 31,25
pg/ml. Trong diéu kién HR, ham lwong cardiolipin va gia trj dién thé mang ty thé cua té
bao HIC2 gidm manh, chi con khodng 59,78+1,15% va 67,40+1,54% so vé&i nhém dbi
chung (100%); khi bé sung cao SVN, céac théng sé ty thé ké trén tang cé y nghia thdng ké
VGi CAc gia trj twong umg A 77,67+2,29% va 84,52+4,14% (p<0,05). Két ludn: Két qua
thu duoc la dan liéu budc déu vé tac dung cda SVN trong viéc bdo vé té bao co tim

huwéng dich ty thé chéng lai tén thuong HR.

Terkh6a: H9C2, Sam Viét Nam, cardiolipin, ty thé, CoCl,.

1. DAT VAN BE ctu da chi ra rang ty thé dong vai trd quan
trong trong sinh ly bénh HR [10]. Do vay,
sy bdo toan chic ndng ty thé 1a can thiét
dé han ché nhirng tén thwong cho té& bao
co tim, qua d6 han ché tién trién bénh.
Trong thap nién gan day, viéc sang loc va
tim ra cac hoat chat thién nhién cé tac
dung bao vé co tim huéng dich ty thé da
dat dwoc nhitng thanh twu dang ké, tuy
nhién, cac nghién cku van can tiép tuc

Tén thuwong thiéu oxy-tai cung cép oxy
(hypoxia-reoxygenation, HR), la hién
twong tén thwong mé co tim gay ra béi sw
tai théng dong mau dén mé co tim sau mét
thdi gian vang mé nay bi thiéu méau hoac
ngrng cung cip mau [6]. Nhiéu nghién

! Pai hoc Khoa hoc Tw nhién, Dai hoc Quéc gia

i—l_?_él\éoéié thuc hién dwgec mé rong nham tim ra cac hoat chat
Va chju trach nhiém chinh: tiém nang mai ciing nhuw téi wu héa didu
Vi Thi Thu _ kién st dung céc thubc cé san.
Email: vtthu2015@gmail.com R N . .
Ngay tiép nhan: 19/10/2020 Sam Viét Nam (Panax Vietnamensis,
Ngay phan bién: 20/10/2020 SVN) hay con goi la SGm Ngoc Linh la mét

Ngay chap nhan dang: 25/3/2021
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dwoc liéu quy véi nhiéu cong dung nhw
tdng cwong stc khde, gidm cang thang,
chéng viém, chdng ung thw [12]... Mac du
duoc st dung phd bién & Viét Nam nhwng
toi thoi diém hién tai, co s& khoa hoc lién
quan dén tac dung cGa SVN trong bénh
tim mach néi chung va trong tén thwong
HR ndi riéng con chwa dwoc lam rd. Vi
vay, nghién ctu nay dwoc tién hanh voi
muc dich khdo sat anh hwéng cla cao
SVN trong m6 hinh bénh ly HR in vitro
dwoc gay béi Cobalt chlorit (CoCl,) trén té
bao co tim chudt H9C2.

CoCl, la tac nhan c6 kha nang mb
phéng diéu kién thiéu oxy. Khi vao trong té
bao, Co®* 1am bét hoat enzym hydroxylase
lam HIF-1a bén virng gitp té& bao phan
&ng Véi tinh trang thiéu oxy [4]. Mé&t khac,
CoCl, con lam tang qua trinh san sinh géc
tw do oxy héa, gidm dién thé mang ty thé
va kich thich sw chét theo chwong trinh
cta té bao [7]. Do vay, CoCl, dwoc s
dung kha phd bién d& mé phéng bénh ly
HR in vitro. Trong nghién ctru nay, chdng
t6i (rng dung quy trinh gay ton thwong HR
bang CoCl, da duoec thiét 1ap truéc day [1]
dé danh gia anh hwéng cia SVN théng
qua phan tich ty & séng, cau tric va chirc
nang ty thé té bao H9C2.

Két qua thu dwoc cho thay, cao SVN c6
tac dung bao vé té bao HIC2 chéng lai tén
thwong HR va c6 doc tinh yéu dbi voi té
bao co tim (ICsy = 1059,84 pg/ml). Téac
dung bao vé t& bao co tim chéng lai tbn
thwong HR thé hién r8 & dai néng do
10+500 pg/ml. Trong do, & ndng dé 31,25
pg/ml, cao SVN thé hién hiéu qua bao vé
té bao co tim va chirc néng ty thé cao nhat
théng qua viéc lam gidm ty Ié té bao chét,
gidm sy bat thworng cAu tric va chire nang
ty thé gay ra do HR. Két qua thu dwoc la
dan lieu buéc dau vé tac dung ctia SVN
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trong viéc bdo vé t& bao co tim hwéng
dich ty thé chdng lai ton thwong HR.

2. POl TWUONG VA PHUONG PHAP
NGHIEN cUU

2.1. B6i twong

Dong té bao co tim phdi chudt HOC2
(hdng ATCC®, M¥) dwoc tang b&i Trung
tam nghién clu bénh chuyén hoéa tim
mach, Trwdng Pai hoc Inje, Han Québc
(CMDC, Inje, Han Quéc). Cao SVN duwoc
cung cap béi PGS.TS. Nguy&n Hivu Tung,
Trwdng Dai hoc Phenikaa, Viét Nam.

2.2. Héa chat, thiét bi

Méi trwdng Dulbecco's Modified Eagle
Medium (DMEM, Gibco, My); photphate
buffered saline (PBS, Gibco, My); huyét
thanh phéi bé (fetal bovine serum, FBS,
Gibco, MY¥); Cell Counting Kit-8 (CCK-8,
Dojindo, Nhat Ban); chat nhuém chi thi
cardiolipin mang ty thé 10-N-nonyl acridine
orange (NAO, Invitrogen, My); chét chi thi
dién thé mang ty thé
Tetramethylrhodamine, ethyl ester (TMRE,
Invitrogen, MY); penicillin-streptomycin
(PS, Gibco, My); dimethyl sulfoxide
(DMSO, Sigma, My);, dia nudi cay
60x15mm, 90x20mm, dia 96 giéng trong
(SPL-Life Sciences, Han Québc); dia 96
giéng den (Corning, My); tG &m CO,; kinh
hién vi soi ngwoc Axiovert (Carl Zeiss,
Prc); kinh hién vi Apotome 2 (Carl Zeiss,
DPwrc); may doc dia 96 giéng SpectraMax
plus 384 (Molecular devices, My) va cac
thiét bj vat tw tiéu hao khac.

2.3. Phwong phap nghién ctru

* Nubi cay té bao co tim chuét H9C2

Té bao co tim chudt H9C2 dwoc nudi
cdy trong modi truodng DMEM 4,5 g/l
glucose c6 bd sung 10% FBS va 1% PS &
diéu kién 37°C va 5% CO,. Mai trwdong
nudi dwoc thay sau 2-3 ngay va té bao
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dwoc cay chuyén khi mat d6 che pha dia
nudi dat 80%.

* Gay mo6 hinh thiéu oxy-tai cung cép
oxy va thatac dung cda cao SVN

M6 hinh thiéu oxy-tdi cung cap oxy
(HR) dwoc tao ra bang cach s dung
CoCl, nhw da dwoc mé ta trong cdong bd
trwdc day ctia nhom nghién ctru [1]. Cao
SVN duwoc hoa tan trong DMSO 0.1% va
duwogc pha trong méi treong nubi thanh cac
ndng d6 khac nhau. Té bao H9C2 duoc
nudi trong dia 96 giéng v&i mat do 5x10°
t& bao/giéng. Sau 24 gi®& nudi cay, t& bao
duwoc chia thanh nhém déi chirng va nhém
thir nghiém mo hinh nhw sau:

1) Nhém dbi chirng 1a nhém té bao tiép
tuc dwoc nudi trong diéu kién thwong
(DMEM, 10% FBS, 1% PS, 37°C va 5%
CO,) trong 48 gio;

2) Nhém ther nghiém 1a nhém té bao
dwoc nudi trong mdi trwrng DMEM ¢6 bd
sung CoCl, trong 24 gio (m6 phéng giai
doan thiéu oxy) & 37°C va 5% CO,. Sau
do, méi trwong chra CoCl, dwoc loai bd,
t& bao tiép tuc dwoc nudi thém 24 gi®
trong cac méi trwong méi (mé phoéng giai
doan tai cung cap oxy) dé gay md hinh HR
hodc HR+DMSO hodc HR+SVN. Cu thé:

+ Nhém HR (hay HR-CoCl,): mbi
trwdng giai doan tai cung cip oxy chira
DMEM, 10% FBS, 1% PS.

+ Nhom DMSO (hay HR-
CoCl,+#DMSO): mdi trwdng giai doan tai
cung cap oxy chra DMEM, 10% FBS, 1%
PS, DMSO 0,1%.

+ Nhom SVN (hay HR-
CoCl,#DMSO+SVN): moi trwdng giai doan
tai cung cap oxy chira DMEM, 10% FBS,
1% PS, DMSO 0,1%, SVN (& dai ndng do
10+500 pg/ml).

Cubi thoi diém thi nghiém, hinh anh té
bao dwoc ghi lai bang kinh hién vi soi
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ngwoc Axiovert va kinh hién vi huynh
quang Apotome 2. Ty Ié séng cla té bao
dwoc danh gia bang kit CCK-8. Thanh
phan lipid va dién thé mang ty thé duwoc
xac dinh gian tiép théng qua phan tich chi
thi huynh quang NAO va TMRE. Méi thi
nghiém dwoc 13p lai it nhat 3 1an.

* Pdnh gia kha ndng séng cda té bao
bdng kit CCK-8

Kha nang sbng cla té bao duwgc xac
dinh théng qua CCK-8 nhw mo ta trong
nghién ctu trwdc day [11]. Té bao duoc
nubi trén dia 96 giéng thanh trong véi mat
do 5.10° té bao/giéng & didu kién 37°C,
5% CO,. Tai cudi thoi diém méi thi
nghiém, mau té bao dwoc G véi CCK-8 &
37°C, 5% CO, trong thoi gian 2 gio. Tiép
do6, mau phan tich dwoc do badng may doc
dia 96 giéng & buéc séng hap thu 450 nm.
Méi thi nghiém dworc 13p lai it nhat 3 1an.

* Pdnh gid thanh phan cardiolipin va
dién thé mang trong ty thé

Thanh phan cardiolipin va dién thé
mang trong ty thé dwoc do gian tiép bang
kit huynh quang NAO va TMRE nhuw mé ta
trong nghién ctu cta Thu VT et al [11]. Té
bao HIC2 dwoc nubi cay trén dia 96 giéng
thanh den, day kinh trong v&i mat dé 5.10°
té bao/giéng & didu kién 37°C, 5% CO,.
Sau buwédc gay moé hinh HR va thir tac
dung cia cao SVN, té bao dwoc nhuém
NAO (0,1 pM, ex/em: 495/519 nm) va
TMRE (1 pM, ex/em: 549/575 nm) trong 30
phat & nhiét d6 phong va dwoc rira 2-3 1an
bang PBS. Hinh &nh huynh quang va mat
dd huynh quang NAO, TMRE duwgc ghi lai
bang kinh hién vi Apotome 2 va duwoc
phan tich bdng phdn mém Zen Blue 2.5.
Mbi thi nghiém dworc 1ap lai it nhat 3 1an.

2.4. Xt ly sé lidu

Phan mém Excel 2016 va Origin 8.5
duoc st dung dé xi ly théng ké. Sé liéu
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dwoc trinh bay dwéi dang X + SD (X: gia 3.1. Cao SVN thé hién déc tinh yéu
tri trung binh, SD: d6 léch chuan). Sy khac ~ déi vé&i dong té bao HIC?2
biét dwoc gitka cac nhém dwoc phan tich Té bao H9C2 dwoc nudi trong didu kién

bang Anova va t-test. Gia tri p theo hai thwdng cé bd sung cao SVN & dai ndng do
phia < 0,05 phan anh sw khac biét c6 y 102000 pg/ml trong 48 giv. Cudi thoi
nghta théng ké. diém thi nghiém, anh hwéng hay doc tinh
cla cao SVN Ién té bao H9C2 dwoc danh

3. KET QUA VA BAN LUAN DR oy RSP AR
gia théng qua ty 1& song/chét cua té bao.
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Hinh 1. Anh huéng ctia cao SVN dbi véi khéd néng sbéng cla té bao HIC2

100 g H& 48 “HE

Ty lé té bao song
(% so v&i dbi chimg)
(5]
o
1

0

Béichirng +
HR - + + + + + + + +
DMSO - 2 + + + + + + +
SVN (pg/ml) 0 0 0 10 31,25 625 125 250 500

Hinh 2. Anh huéng cta cao SVN Ién kha nang sdng cla té bao HIC2 trong diéu kién
HR-CoCl,

Péi chimg: nhém té bao duoc nuéi trong diéu kién thuong; HR: té bao duoc nudi
trong diéu kién HR gay béi CoCl, 300 uM; DMSO: té bao duoc nudi trong diéu kién HR-
CoCl, c6 bé sung DMSO 0,1%; SVN: té bao duoc nuéi trong diéu kién HR-CoCl, c6 bé
sung cao SVN & cac ndng do 10+500 pg/ml; *: s khac biét so véi déi chimg; *: sw khac
biét so véi nhém HR-CoCl,+DMSO; % s khac biét so véi nhom SVN 10 pg/ml va 500
pg/ml (p<0,05).

Két qua cho thdy cao SVN thé hién doc  1059,84 pg/ml (Hinh 1). Trén co sé& di liéu
tinh yéu trén té bao HI9C2 vé&i ICsy = nay, nhém nghién ciu lwa chon dai ndng
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dd 10+500 pg/ml dé tiép tuc khao sat tac
dung cla cao SVN lén kha nang séng cia
t& bao H9C2 trong md hinh HR-CoCl,.

3.2. Cao SVN lam ting ty |é séng cua
té bao H9C2 trong mé hinh HR-CoCl,

Tac dong cua cao SVN & cac ndng do
khac nhau déi v&i t& bao H9C2 trong mo
hinh HR-CoCl, dwgc danh gia théng qua
xac dinh ty 1& sbng cta t& bao bang kit
CCK-8. Két quéa trén Hinh 2 cho thay, ty 1&
t& bao HI9C2 sbéng trong diéu kién HR
dwoc x& ly bang CoCl, 300 uM gidm dang
ké (63,96+3,49%) la twong dwong trong
diéu kien DMSO (63,171£2,78%). biéu nay
thé hién md hinh thiéu oxy-tai cung cép
oxy st dung CoCl, 300 uM hoat déng kha
tot va sy c6 méat ciia DMSO 0.1% khong
gay anh hwéng téi md hinh. Do vay DMSO
0,1% tiép tuc dwoc st dung lam dbi chirng
am trong céac thi nghiém tiép theo.

Hon niva, két qua & Hinh 2 con chi ra
rang ty 1& séng ciia nhém té bao trong mé
hinh HR-CoCl, c6 bé sung cao SVN & dai
néng dd 10+500 pg/ml tang 1&n dang ké so
v&i nhom té bao DMSO (p<0.05). bac biét,
ty 1& t& bao séng tdng manh & nhém co
SVN v&i cac n6ng do 31,25; 62,5, 125 va
250 pg/ml véi gia tri % lan lwot la
89,5+2,84%, 91,32+4,81%, 93,09+1,99%
va 88,25+6,76%. Diéu nay chirng té cao
SVN & dai ndng dd 10+500 pg/ml cé kha
néng bao vé té bao co tim HIC2 trwéc tén
thwong HR-CoCl,. Két qua nay kha twong
ddng v&i cac nghién clru trén mot sb loai
thuéc ho S&dm nhw Korea red ginseng [9],
Panax Japonicus [5].... Dich chiét cta cac
thdo dwoc ké trén c6 tac dung bao vé té
bao co tim thé hién & viéc lam gidm kich
thwéc vang nhdi mau, cai thién chirc nang
tim nhd kha nang chéng oxy hoa, chéng
viém [5, 9]. Vi vay, kha nang bao vé té bao
H9C2 cla cao SVN c6 thé dwoc giai thich
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la do trong dich chiét chra mot sé hop
chét chéng oxy hoa, chéng viém [2].... Tuy
nhién, cac nghién ctu vé& SVN va saponin
cla thao dwgc nay trén bénh ly HR tai Viét
Nam cling nhw thé gi¢i con chwa nhiéu.
Do d6, cac nghién ctvu sau hon la can thiét
nhdm tim ra céc tac dung cta SVN trong
bénh ly tim mach.

Mat khac, dir liéu thu dwgc cling cho
thay ty 1& séng cua té bao HIC2 trong md
hinh HR-CoCl, c6 bd sung cao SVN & céac
néng dé 31,25, 62,5, 125 va 250 ug/ml
khong c6é suw khac biét dang ké (p>0,05).
Day la goi y cho viéc Iwa chon cao SVN &
ndng d6 31,25 pg/ml cho cac thi nghiém
tiép theo nham téi wu hiéu qua st dung.

3.3. Cao SVN bao vé ty thé cua té
bao H9C2 trong mé hinh HR-CoCl,

Ty thé la bao quan déng vai trd quan
trong trong co ché phéat sinh cta bénh ly
HR [10]. Do vay, dé tim hiéu co ché bao vé
clia cao SVN dbi véi té bao co tim trong md
hinh HR-CoCl,, nhém nghién clru tiép tuc
danh gia anh hwéng cta thdo dwoc nay Ién
clu tric va chirc nang ty thé clha té bao
H9C2 théng qua hai chi sé: ham lwong
cardiolipin va dién thé mang trong ty thé.

* Cao SVN bao vé cau tric mang
trong ty thé trong tén thwong HR

Cardiolipin la phospholipid dac truwng
cla mang trong ty thé c6 vai tro thiét yéu
ddi v&i nhiéu chirc nang ty thé [3]. Trong
sinh Iy bénh HR, sw san sinh qua murc gbc
cac gbc oxy tw do dan dén sy oxy hda
cardiolipin. Piéu nay &nh hwéng tdi hoat
doéng cta chubdi van chuyén dién te |, 1, IV
va qua d6 lam réi loan hoat déong chirc
nang ty thé va co thé gay chét té bao [3].
Do vay, viéc duy tri én dinh clu tric va
ham lwong cardiolipin co vai trd quan trong
nhd&m han ché nhirng tén thwong ty thé va
té bao gay nén bai diéu kién HR.
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Tac dung cta cao SVN Ién ciu tric ty
thé té bao H9C2 duwoc danh gia théng qua
sy bién déi ham Iwong cardiolipin mang

P6i chirng

HR

DMSO

SVN

trong ty thé. Sw thay déi ham Iwong lipid
nay dwoc xac dinh bang viéc do mic dod
thay ddi mat dd huynh quang NAO (Hinh 3).

100+

Mat dé huynh quang NAO
(% so v&idoi chirng)
g
I

Déi chirng HR DMSO SVN

B

Hinh 3. Mat do cardiolipin ctia ty thé té bao HIC2 trong cac diéu kién khac nhau

A) Hinh dnh huynh quang NAO; B) Pham trdm mét dé huynh quang NAO. Mau xanh:
mau huynh quang NAO chf thj cho cardiolipin mang trong ty thé; Vat kinh 20X; Thuéc do
100 um; Béi chimg: nhém té bao duoc nudi trong diéu kién thuong; HR, DMSO, SVN:
cac nhém té bao dwoc nuéi trong diéu kién HR-CoCl, va dwoc bé sung DMEM, DMSO
0,1% hodc SVN 31,25 pg/ml tai thoi diém tai cung cép oxy. *: sw khac biét so véi doi

ching; *: swrkhac biét so vai HR (p<0,05).

Hinh 3A cho thy cac nhom té bao HR
va DMSO ¢6 su suy gidm dang ké tin hiéu
huynh quang NAO so v&i nhém déi chirng,
thé hién & mau xanh me& dan, sb lwong té
bado mang mau xanh it hon so véi dbi
chng. B sung cao SVN ndng d6 31,25
pg/ml tai thoi diém tai cung cap oxy lam
tang tin hiéu NAO (mau xanh dam hon, sb
lwong té bao mang mau xanh nhiéu hon)
so v&i nhom HR va DMSO. Twong tng
v&i hinh anh huynh quang, sw giam mat dé
huynh quang NAO dwoc thé hién rd trén
Hinh 3B. Trong dd, diéu kién HR lam gidm
mat d6 huynh quang NAO cla té bao
H9C2 xudng con 67,40+1,54% (nhém HR)
va 67,93+1,01% (nhém DMSO) so véi
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100% dbi chirng. Tuy nhién, khi bd sung
cao SVN 31,25 pg/ml tai thoi diém tai cung
cép oxy, mat dd huynh quang NAO cua
nhém té bao SVN téng 1én 84,52+4,14%.
Diéu nay thé hién cao SVN & ndng do
31,25 pg/ml c6 kha ndng bado ton
cardiolipin mang ty thé trong tn thwong
gay ra do HR, qua dé lam tang kha nang
chéng stress oxy hoéa va hiéu qua hoat
dong cua chudi van chuyén dién to [10].
Tac dung bdo vé cardiolipin ctia SVN cb6
th& do thdo dwgc nay chira mot sb
saponin c6 hoat tinh chéng oxy héa nhw
Majonoside R2, Vina-ginsenoside R2 [2].
M&c du vay, co ché tac dong chinh xac
cla cao SVN t&i cardiolipin van chua
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dwoc lam sang té.

* Cao SVN lam tang cwong churc
nang ty thé trong tén thwong HR

Dién thé mang ty thé la tham sé quan
trong dé danh gia chirc nang cua ty thé.
Su sut gidm dién thé mang do nhiéu

Déi chirng

HR

DMSO

SVN

Mat doé huynh quang TMRE

(% so vé&i dbi chirng)

nguyén nhan, c6 thé gay tén thwong ty thé
va gay chét té bao [13]. Trong nghién cru
nay, sw bién dbi dién thé mang ty thé té
bao HIC2 dwoc thé hién qua tin hiéu (mau
dd) va mat d6 hynh quang cia TMRE
(Hinh 4).

100,

50

HR DMSO SVN

Béi chirng

B

Hinh 4. Dién thé mang ty thé té bao HI9C2 trong céc diéu kién khac nhau

A) Hinh dnh huynh quang TMRE. B) Phéan trédm méat dé huynh quang TMRE. Mau dé:
mau cda TMRE, vat kinh 20X, thuéc do 100 um; Péi ching: nhém té bao duoc nudi
trong diéu kién thuong; HR, DMSO, SVN: cac nhém té bao duwoc nuéi trong diéu kién
HR-CoCl, va duoc bé sung DMEM, DMSO 0,1% hodc SVN 31,25 pg/ml tai thoi diém tai
cung cap oxy. *: st khac biét so véi déi chimg; *: sw khac biét so véi HR (p<0,05).

Hinh &nh huynh quang trén Hinh 4A thé
hién sy gidm manh tin hiéu cia TMRE
(mau dd) & nhom té bao HR va DMSO,
dong thoi sb lwong té bao c6 mau dé it
hon so v&i nhém déi ching. So véi dbi
chirng (100%), mat d6 huynh quang TRME
& nhém HR va DMSO lan Ilwot la
59,78+1,15% va 61,16+0,56% (Hinh 4B).
Sy sut gidm dién thé mang cé thé giai
thich do trong giai doan tai cung cap oxy,
pH ndi bao tang trd lai kich thich mé& 16
mang trong ty thé, lam céc ion 6 at di vao
chat nén dan dén sy khir cwc mang [10].
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Két qué ghi nhan trong nghién céu clta
chang t6i kha twong déng véi cac nghién
cru str dung CoCl, gady mé hinh HR da
duogc cong bb trudc day [15].

Bén canh d6, két qua dwoc thé hién &
Hinh 4 ciing cho thdy nhém té bao bi gay
mé hinh HR duwoc bd sung SVN & néng do
31,25 pg/ml c6 tin hiéu mau dé cling nhw
mat d6 huynh quang TMRE ting dang ké
(77,67£2,29%) so v&i nhom HR-CoCl,
(p<0,05). Biéu do6 cho thdy, cao SVN c6
kha nang bao ton dién thé mang ty thé té
bao HI9C2 chéng lai tén thwong do HR.
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Dién thé mang ty thé dwoc gitr 6n dinh sé
lam gidm sw réi loan chirc nang ty thé va
tdng kha ndng séng cla té& bao [13]. Sw
bién dbi dién thé mang ty thé té bao H9C2
dwéi tac dung ctia SVN twong dbi phu hop
véi két qua vé ty I1& séng cla té bao va
thanh phan cardiolipin mang ty thé da néu
& trén. Tac dung bao toan chirc nang ty
thé cla cao SVN ciing kha twong déng véi
tac dung ctha mot sé tinh chat nhw
ginsenoside Rgl [8] va polysaccarid [14]
tach tr Panax ginseng. Bay cling la goi y
cho céac nghién ctu tiép theo vé tac dung
bao vé ty thé té bao co tim trong bénh ly
HR cha SVN dic biét 1a d6i voi cac
saponin c6 trong loai cay nay.

Nhw vay, cac dir liéu thu dwgc chirng
t6 rdng SVN v&i doc tinh thap, co6 kha
ndng bdo vé té& bao co tim chudt HIC2
trwéc tén thwong HR gay béi CoCl, theo
con dwong ty thé. Méc du két qua nghién
ctu cho thay cao SVN c6 tiém nang trong
viéc chéng lai tbn thwong do HR nhung
con duwdng tac dong ciing nhw thanh phan
tac dong chinh cta thdo dwoc nay van can
tiép tuc dwoc trién khai. Vi vay, cac nghién
ctru sau hon |a can thiét.

4. KET LUAN

Day la nghién ctru dau tién cung cép sbé
liéu vé anh hwéng cta cao SVN lén kha
nang sbng, cling nhw ciu tric va chirc
nang ty thé cda té bao co tim chudt H9C2
trong md hinh HR-CoCl,. Két qua cho thay
tac dung bédo vé cta cao SVN & dai ndng
dd 10+500 pg/ml dbi véi té bao co tim
trong mé hinh bénh ly nghién ctru. Pac
biét, & néng dd 31,25 pg/ml, cao SVN thé
hién hiéu quéd bao vé tét nhat déi voi té
bao HI9C2 trong tén thwong gay béi CoCl,
théng qua con dwdng ty thé. Két qua nay
la tién d& cho cac nghién ctru tiép theo
nhdm tim ra con dwdng tac dong lén té

54

bao cta cao SVN cling nhw tac dung cla
cac tinh chat dwoc tach chiét tiv loai thao
dwoc nay.
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SUMMARY

STUDYING THE PROTECTIVE EFFECTS OF VIETNAMESE
GINSENG EXTRACT ON H9C2 CARDIOMYOCYTES IN HYPOXIA-
REOXYGENATION MODEL IN VITRO

Vu Thi Thu'*, Ngo Thi Hai Yen®, Pham Thi Bich'
1 VNU University of Science

Objective: Vietnamese Ginseng (Panax vietnamensis, SVN) or Sam Ngoc Linh is a
potential herbal drug and is widely used in Viet Nam. However, the effects of SVN on
cardiomyocytes in hypoxia-reperfusion injury have not been elucidated yet. This study
aimed to evaluate the protective effects of SVN extract on H9C2 cardiomyocytes in
CoCl,-induced hypoxia-reperfusion model in vitro. Methods: H9C2 cells were cultured
under normal (control) and subjected to HR conditions. The cell viability, the cardiolipin
contents and the mitochondrial membrane potential were analyzed. Results: The results
showed that, SVN extract at doses of 10+500 pg/ml significantly increased the survival
rate of H9C2 cells against HR. Especially at the dose of 31.25 pg/ml, SVN extract
strongly preserved the cardiolipin contents and the mitochondrial membrane potential of
H9C2 cells under HR condition. Conclusion: These obtained results demonstrated that
SVN extract effectively protected cardiomyocytes agaist HR injury targeting mitochondria.

Keywords: H9C2, Vietnamese Ginseng, cardiolipin, mitochondria, CoCl..
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DANH GIA TAC DUNG GIAM NHU BONG RUQT CUA BAI THUOC “PAl
TRANG - HV” TREN DONG VAT THU'C NGHIEM

Pham Ngoc Linh"", TrAn Anh Tuan®”, Nguyén Trong Nghia®, Nguyén Hoang Ngan*
TOM TAT

Muc tiéu: Pénh gié tac dung gidm nhu déng ruét cta cao chiét nwéc bai thube “Pai
trang HV” trén dong vét thuc nghiém. Phwong phap: Danh gia tac dung giam nhu déng
ruét théng qua thtr nghiém do bién d6 va tan sé co bép cua rudt thé cé lap theo phuong
phép Magnus, va phwong phép do dé di déng ctia chét chi thi mau trong Iong ruét chuébt
nhét tréng theo phuong phap cla Dobrescu. Két qua: Cao chiét nuéc bai thubc “Pai
trang - HV” khi thir trén ruét thé cé Iap lam gidm tan sé co bép khi thir & néng do 2% (p <
0,05) va 3% (p < 0,01), gidm bién dé co bdp khi thir & néng d6 1%, 2% (p < 0,05) va 3%
(p < 0,01) so véi tréc khi dung thudc. Khi cho chudt nhét tréng udng liéu 22g/kg/ngay va
44g/kg/ngay lam gidm nhu dong ruét théng qua gidm d6 di déng cda chét chi thi mau
(than hoat tinh) trong long ruét (p < 0,05 so véi I6 ching). Tac dung nay cuda “Pai trang -
HV” twong duong véi Duspatalin 80 mg/kg/ngay. Két luén: cao chiét nuéc bai thube “Pai
trang HV” ¢6 tac dung lam giam nhu déng ruét trén déng vét thurc nghiém.

Twr khéa: “Dai trang HV”, nhu déng rudt, dong vat thurc nghiém.

1. DAT VAN PE té bat budc. Diéu nay dan dén sw khac biét
vé tan suat méc bénh gitra cong ddng va
trong bénh vién [3]. Ty |1&é nay tai Phap la
1,123-4,724; Singapore la 2,336-11,037;
Nhat la 6,145-14,406; Dai Loan la 17,556-
22,156; Hong Kong la 3,727-6,628 [3]. Tai
Viét Nam, con sb nay dwoc ghi nhan qua
mot sé nghién ctru la khoang 7,2% - n&m
2006 [4]; 10,3% (trén sinh vién) - nam
2016 [5].

Trong nhitng ndm gan day, xu hwdng
st dung thdo méc trong diéu tri dang ngay
* Bénh vién Cham ciru trung wong cang phd bién, déc’biét la tro‘ng mot sb
% Hoc vién Y dwoc hoc ¢ truyén Viét Nam bénh ly man tinh. Xuat phat tir nén tang cac

j Bénh vién Trung Uong Quan doi 108 bai thuéc cd phwong, nghiém phwong
Hoc vién Quéany

Hoi chirng rudt kich thich [a mot réi
loan chlrc nang man tinh cta hé théng tiéu
héa [1]. B&nh nhan thwdng biéu hién bang
dau bung va thay déi théi quen dai tién
(hoac tiéu chay, hoac tao bon, hodc ca hai)
[2]. Triéu chirng cda hoéi chirng rudt kich
thich thwdng gdp trong cong ddng, tuy
nhién, biéu hién bénh thwérng dé bi bd qua
bdi dién bién am thdm va dic biét la bi
khéng nhét dinh can dén mét cham séc y

* Tac gia thuc hién chinh: dwoc gia gidm phu hop véi tinh hinh 1am
Pham Ngoc Linh sang cla tirng bénh nhan theo hwéng ca

** Tac gia chiu trach nhiém khoa hoc: 2, . 3 Lo Ls .2 L a
Trin Anh Tuin thé héa trong diéu tri nham giam thiéu triéu
Email: trananhtuan1983123@gmail.com ching lam sang, gidi quyét mot sé can

Ngay tiép nhan: 18/2/2021
Ngay phan bién: 22/2/2021 X
Ngay chap nhan dang: 25/3/2021 “Hwong sa luc quan” Ia mét trong so

nguyén va nang cao chat lwgng cudc séng.
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nhirtng bai thudc dwoc chi dinh dau tay
trong diéu tri cac chirng bénh lién quan
dén tieu hoa noi chung va rdi loan chirc
nang dai trang — hay con goi 1a hdi ching
rudt kich thich néi rieng dem lai hiéu qua
cao. Toan phwong c6 tac dung kién ty ich
khi, swéng trung, diéu ly khi co, chd tri
ching ty vi suy yéu, dau bung lam ram.
Dwa trén nén tdng do, nhém nghién clru
xay dwng “Dai trang - HV” v&i thanh phan
la “Hwong sa luc quan” gia thém bach
thwoc 20gam (duéng huyét, chi thdng va
than khac 12gam (tiéu thuwc hoa vi) [6]
giup hé tro tdng tac dung cha “Hwong sa
luc quan” trong diéu tri hoi chirng ruét kich
thich trén lam sang. Bé c6 co s& khoa hoc
vé tac dung cla bai thuéc, nghién ctu
dwoc tién hanh dé danh gia tac dung lam
gidm nhu doéng rudt cua dich chiét nuéc
bai thubc “Pai trang - HV” trén déng vét
thure nghiém.

2. CHAT LIEU, POI TUONG VA
PHUONG PHAP NGHIEN CUU

2.1. Chét liéu, déi twong va thiét bi
nghién clru

2.1.1. Thubéc nghién ciru: dich chiét
nwéce bai thude “Pai trang - HV”.
Céng thirc bai thubc: Tran bi
(Pericarpium Citri reticulatae perenne) 06g,
Ban ha (Rhizoma Typhonii) 09g, Sa nhén
(Frutus Amomi) 03g, Méc hwong (Radix
Saussureae lappae) 06g, Bach truat
(Rhizoma Atractylodis macrocephalae)
09g, Cam thao (Herba et Radix Scopariae)
06g, bang sam (Radix Codonopsis
javanicae) 09g, Phuc linh (Poria) 12g,
Bach thwoc (Radix Paeoniae lactiflorae)
20g, Than khic (Massa medicata
fermentata) 12g. T4t ca cac vi thubc trong
bai thubéc déu dat tiéu chuan trong Dwoc
dién Viét Nam V [7]. Thubc dwoc chiét voi
dung méi la nwéc, bang may séc thubc tw
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déng Han Quéc, tai khoa dwgc bénh vién
Tué Tinh. Dich chiét thu dwgc sau khi sac
c6 ty 1é 1:1 (100ml dich chiét twong dwong
100g dwogc liéu). Cao léong nay sau do
dwoc cd dic dén cac ty Ié thich hop dé
cho chuot udng véi liéu lwong va thé tich
thich hop. Liéu dung cla thubc dwoc tinh
theo gam dwoc liéu. M6t thang thubc 92g
dw kién dung cho 1 nguwdi trong 1 ngay,
quy ddi ra liéu twong dwong trén chuot
nhét trang (hé sb 12) la 22,08g/kg/ngay
(lam tron l1a 22g/kg/ngay).

2.1.2. Péi twong nghién ciru: Chuodt
nh&t trdng ching Swiss trwdng thanh, ca
hai gidng, can nang 18-22g. Thé ching
Newzealand White, cd 2 gibng, khoe
manh, trong lvgng 2,2 — 2,5 kg. Bong vat
do Ban déng vat Hoc vién Quan y cép,
nudéi dwdng theo tiéu chuén dong vat
nghién ctru.

2.1.3. Thiét bj stz dung trong nghién
ctru: Bé nudi co quan co 1ap c6 én nhiét
(Two chambers Isolated organ bath 4050)
cta hang Ugo Basile (ltalia). May ghi tan
sb va bién dd (The 2-Channei Recorder
GEMINI Cat.7070) ctia hang Ugo Basile
(Italia). Céc chia vach, bom tiém cac loai,
dung cu phau thuat déng vat nho.

2.1.4. Hoa chéat str dung trong nghién
ctru: Dung dich Tyrod A va dung dich
Tyrod B.

- Thanh phan va cach pha:

+ Tyrod A: NaCl:18g; KCI: 8,4g; CaCl,:
2,4g; MgCl,: 0,1g; Nwéc cét viva di 1000ml.

+ Tyrod B:NaHCOg3: 50g; Nwéc cét vira
da 1000ml

Dung dich Tyrod = Dung dich A 50 ml +
Dung dich B 10ml + 0,5g glucose + 940 ml
nwéc cat vira da.

2.2. Phwong phap nghién ctru

2.2.1. banh gia tac dung giam nhu
doéng ruét trén rudt thoé cé lap theo
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phwong phap Magnus [9]

* Nguyén tac: Ghi nhu dong ruét theo
nguyén tac don bay qua but ghi cia may
photography 2 pha téc d& 20cm/phut tai
thoi diém trwdc va sau khi dung thudc thir.
Dung dich nudi ruét non luén dwoc thay
mé&i sau mdi 1an tiém thudc thkr. Nghién
clu sy co bép rudt thé trén gidy ghi
chuyén dung, tan sb co bop thé hién bang
s6 lan nhu déng cda rudt trong thdi gian 1
phat (twong ng véi 20cm chiéu dai) va
bién d6 co bop clha rudt (dwgc xac dinh
thong qua bién d6 trén ban ghi nhu dong
ruét).

*Cac bwérc tién hanh

- Gay chét thd: Thé dwoc gay chét dot
ngdt bang phwong phap bom khi vao tinh
mach tai thd, ngay sau d6 14y doan ruét
lam thi nghiém.

- LAy doan ruét nghién ctru: Boc 16 rudt
thd qua dwong gitra bung, 14y doan ruét
nghién ctru. Cac doan rudt dung cho thi
nghiém ndm dwéi mén vi 5cm cé chiéu dai
2cm, dwoc cat bd mac treo thanh rudt.
Ruét dwoc nudi trong bé& nudi co quan co
l&p chira dung dich Tyrode c6 théng khi,
lubn dwgc duy tri & nhiét d 37C nhd mét
bd &n nhiét. Mot ddu doan rudt dwoc cb
dinh bang chi & day bé nudi, mét dau nbi
véi cAn may ghi. Thoi gian ghi nhu déng
ttrng doan co chu ki 3 — 5 pht.

- Ghi nhu déng ruét: Bat may ghi hoat
déng cla rudt & diéu kién binh thwong (30
giay). Ghi hoat dong cla rudt & diéu kién
binh thwdng trwéc dung thubc (30 giay).
Nhé thudc nghién ctru 1an lwot & ba mic
noéng dod 1%, 2% va 3%. Ghi lai hoat déng co
bép (bién dd va tan sé) clia doan rudt trong
30 giay tai cac thoi diém trwéc va sau khi
cho thuéc “Pai trang - HV”. Danh gia bién do
va tan s6 nhu dong ruét & méi mic néng do,
s0 sanh vai trde khi cho thube.
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2.2.2. Nghién ctru tac dung giam nhu
dong rudt théng qua do dé di dong cua
chat chi thi mau trong long ruét: theo
phwong phap cua Dobrescu trén chudt
nhat trang [9]

*Nguyén tic: Do do di dong clia chat
chi thi mau tai cac thoi diém 20 phuat, 40
phat sau khi cho chuét ubéng than hoat.
DPanh gia nhu dong rudt qua ty 1&é % chiéu
dai doan rudt cé than hoat va toan b
chiéu dai doan rudt. So sanh gitva cac 16
v&i nhau.

*Cac bwdc tién hanh: Chudt nhat
trdng dwoc chia ngdu nhién thanh 4 16
(méi 16 20 con). L6 1: ubng nwéc mudi sinh
ly 09%. L& 2: ubng Duspatalin
(mebeverin) 80 mg/kg/ngay. L& 3: ubng
“Dai trang - HV” liéu 22g/kg/ngay. Lo 4:
udng “Pai trang - HV” liéu 44g/kg/ngay.
Chuét dwgc nhin déi 20 gi¢ tredc khi lam
thi nghiém, cho uéng nwéc binh thwdng.
Chuét dwoc cho ubng thubc theo phan 16
trong 5 ngay. Ngay cudi cung, sau khi
udng thuéc 1 gi®, cho chudt ubng 0,2 ml
than hoat 10% (10g than hoat treo trong
100ml CMC 3%). L&y ngdu nhién 10
chudt/méi 16/méi thei diém (20 phat, 40
phat sau khi cho chudt uéng than hoat).
Giét chudt, do khoang cach di chuyén cla
than hoat bang cach do do dai doan ruét
c6 vét mau den (mau than hoat) bat dau tw
mon vi. Nhu dong rudt ctia chudt dworc tinh
bang ty 1& phan trdm chiéu dai doan rudt
c6 than hoat so v&i chidu dai rudt tinh tir
mon vi t&i manh trang.

2.3. Xtr ly sé liéu

S6 lieu dwoc trinh bay dwéi dang
MEAN # SD. X ly s6 liéu bang phdn mém
SPSS 16.0, s dung thuat toan ONE -
WAY ANOVA hau kiém béng LSD test dé
s0 sanh gia tri trung binh. Sy khac biét co
y nghia théng ké khi p < 0,05.
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3. KET QUA NGHIEN cUrU dong rudt caa “Pai trang - HV” trén ruét
thoé co lap

3.1. Panh gia tac dung lam giam nhu B R . oL .
Két qua dwegec trinh bay & bang 1 va 2

Bang 1. Anh hwéng cta cac ndng do thubc “Pai trang - HV” t&i tan sé co bop cla rudt
tho co lap

Tan s6 co bép (lan/phat)

N6ng doé thubc (%) . - P
Trwée dung thuoc Sau dung thuoc
1,0 8,64 + 2,46 6,93 £ 2,58 > 0,05
2,0 8,96 + 2,15 6,29 + 1,82 < 0,05
3,0 9,08 + 2,62 6,05 + 1,69 <0,01

Nhan xét: & ndéng d6 1% thudc “Pai  rudt thd cd lap gidm so véi trwdc dung
trang - HV”, tAn sé co bop cua rudt thd cd  thudc, dat y nghia thdng ké véi p < 0,05. O
lap gidm so v&i trudc dung thudc nhuwng  ndng d6 3% cla thudc “Pai trang - HV”
chwa dat y nghia théng ké& (p > 0,05). O trong dung dich tyrode, tdn s co bép cua
ndng dd 2% cda thubc “Pai trang - HV”  rudt thd co lap gidm so véi trudc dung
trong dung dich tyrode, tdn sb co bép clia  thudc, dat y nghia théng ké véi p < 0,01.

Bang 2. Anh hwédng cltia cac ndng do thubc “Pai trang - HV” t&i bién d6 co bop clia rudt
tho co lap (Mean + SD, n = 8)

Bién d6 co bop (mm)

N6ng doé thubc (%) - . P
Trwée khi cé thuoc Sau khi cé6 thuoc
1,0 33,62 + 8,29 26,31 + 6,45 < 0,05
2,0 32,95+ 7,64 22,93 +7,26 < 0,05
3,0 33,49+8,12 20,86 + 6,26 <0,01

Nhan xét: O ndng dd 1% va ndng dd 2 lap gidm so v&i trwdc dung thube, dat y
% cua thubc “Pai trang - HV” trong dung  nghia théng ké vé&i p < 0,01.
dich tyrode, tdn sb co bép cla rudt thé co 3.2. Tac dung cua “Dai trang - HV”
lap déu gidm so véi trude dung thube, c6y  1én nhu déng ruét théng qua dé di déng
nghfa théng ké véi p < 0,05. O ndng d6 cuda chéat chi thi mau trong long ruét caa
3% cla thudc “Pai trang - HV” trong dung  chudt nhét trang
dich tyrode, tdn sb co bép cla rudt thé co Két qua duwoc trinh bay & bang 3 va 4

60



Vietnam Journal of Physiology 25(1), 3/2021 ISSN: 1859 - 2376

Bang 3. Anh hwéng cuta “Dai trang - HV” Ién % chiéu dai doan ruét c6 than hoat tai thoi
diém sau 20 phat (Mean + SD, n = 10)

Lé nghién ctru % chiéu dai Giatrip
L& 1 (1) Chirng sinh hoc 72,16 £12,31
— . p.1<0,05
L6 2 (2) Duspatalin 80 mg/kg 58,96 + 10,83 > 0.05
Lo 3 (3) “Pai trang - HV” 22g/kg/ngay 62,05 + 10,56 p;"‘ '2> 0.05
L6 4 (4) “Dai trang - HV” 44glkg/ngay 59,64 + 11,25 o

Bang 4. Anh hwéng ctia “Pai trang - HV” [én % chiéu dai doan rudt cé than hoat tai thoi
diém sau 40 phat (Mean + SD, n = 10)

Lé nghién ctru % chiéu dai Giatrip
L6 1 (1) Chng sinh hoc 85,92 + 11,54
L6 2 (2) Duspatalin 80 mg/kg 79,36 £ 10,72 0.05
>
L6 3 (3) “Pai trang - HV” 22g/kg/ngay 77,95+ 10,14 '
L6 4 (4) “Pai trang - HV” 44g/kg/ngay 79,63 +11,29

Nhan xét bang 3: So vé&i 16 chirng sinh  hién di kém |a di ngoai nhiéu lan trong
hoc, 16 dung Duspatalin va hai 16 dung “Pai  ngay, trwéng bung, day hoi nguyén nhan
trang - HV” déu cé % chiéu dai doan ruét  do tinh trang rdi loan van déng dai trang
c6 than hoat so v&i chidu dai doan rudt tv  dan dén tiéu chay/tao bén hodc dai trang
mén vi dén manh trang gidm c6 y nghia  qua man cam. C4c rdi loan béat thwdng cia
thdng ké v&i p < 0,05. So sanh gitra cac 6 rudt cé thé xdy ra & cac doan khac nhau
dung Duspatalin va “Dai trang - HV” (ca hai  cla ruét khi doi hoac sau khi an. O bénh
murc lidu), % chidu dai doan rudt cé than  nhan bi hoi ching rudt kich thich, sy dap
hoat so v&i chiéu dai doan rudt tr mén vi (rng cla dai trang voi thirc an thay déi tuy
dén manh trang & cac 16 nay la twong theo thé bénh nhwng thwong la dap (ng
duwong (p > 0,05). thai qua va kéo dai [2]. Mebeverine

Nhan xét badng 4: Tai thoi diém sau 40  (Duspatalin) din xuédt tir papaverine, cé
phat, % chiéu dai doan rudt cé than hoat tac dung chéng co that co tron, lam gidm
so v&i chidu dai doan rudt t» mén vi d&n  nhu déng rudt, nhwng khong lam gidm
manh trang & céac 16 chudt nghién ciru 1a  trwong lwc co. Thubc cé tac dung binh
twong dwong (p > 0,05). thwong hoa cac van dong cla rudt (téo,

4. BAN LUAN Ic’)’ng) \’/é biAnh thwdng hoa sy tadng nhay

cam cua rudt [1].

Hoi ching rudt kich thich la mot héi “Dai trang - HV” gébm 10 vi dwoc liéu,
chirng bénh ly dwoc biéu hién bang dau  guoc xay dung trén co sé bai thubc
bung va ri loan phan, thuong khong kem  “Huong sa luc quan” dé diéu tri hoi ching
ton thwong thie thé tai dai trang. Cac bieu  rust kich thich. Danh gia tac dung lam
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gidm nhu dong rudt nhdm ching minh cho
mét trong nhirtng tac dung didu tri hoi
chirng rudt kich thich cGa bai thuéc nay.
Két qua nghién ciu cho thay thubc lam
gidm ca bién do va tan sé co bdp cta rudt
thd co lap, dong thei lam gidm nhu déng
rudt khi cho chuét udng théng qua lam
gidm d6 di dong cla chét chi thi mau (than
hoat tinh) trong long ruét cta chudt nhat
trdng. Cac vi thubc trong bai thudc déu cod
tac dung trong diéu tri cac triéu ching roi
loan tiéu hda, cho thay sw phu hop cla két
qua nghién clru tac dung cutia bai thubc voi
d&c diém tac dung dwoc ly cla cac duoc
liéu thanh phan. Tinh diu tran bi cé cong
dung kich thich dwdng tiéu hoa, gilp rudt
bai khi tich tré ra ngoai mét cach dé dang.
Ban ha cé tac dung chéng nén. Sa nhan
cé tac dung hanh khi héa thap kién ty,
khang khuan, kich thich tiéu héa, gidm co
that dwong rudt, thwdng dwoc dung trong
dau bung, day bung, &n khoéng tiéu, ta ly.
Méc hwong ¢6 tac dung chéng co that co
rudt, lam gidm nhu déng rudt, khang
Histamin va Acetylcholin, thwéng dung tri
bung day trwéng, bung dau, nén mira, tiéu
chay. Bach truat co tac dung diéu hoa nhu
dong rudt. Cam thdo cé tinh khang viém,
khang khuan, chéng oxy héa, hiéu qua
trong diéu tri viém loét da day, duwéng rudt.
Déng sam véi thanh phan giau vitamin va
khoang chét, tdng cwdng mién dich, cung
cép nhiéu nang lwong cho co thé, gitp boi
bd strc khoé, hd tro tich cwc cho hé tiéu
hod, giup hé tiéu hoa khoé manh. Nwéc
sac tlr bach thwoc cé tac dung Gc ché co
tron cGa da day, rudt. Than khuc la ché
phdm tlr bot mi va cac vi thudc khac
(khoang 40 — 50 vi) dwoc ép thanh khudn,
Ién men ty nhién. Dwoc liéu dwgc dung
chd yéu trong diéu tri chirng bung day,
thuc tich, &n kém, séi bung tiét ta...[1], [8].
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Sw phéi hop cac vi thudc theo nguyén ly
cta y hoc cb truyén, 1a co sé& ly luan khoa
hoc dé tao nén tac dung hiép ddng cua
toan bai thubc, gidp cho tac dung cla bai
thudc dwoc tadng cwdng va han ché cac
tac dung phu [6]. Tac dung cla bai thubc
dwoc so sanh véi Duspatalin cho thay
twong duwong, la co s& cho viéc nghién
clru sadu hon vé céac tac dung cla bai
thudc trong diéu tri hdi chirng ruét kich
thich ca trén thwc nghiém va lam sang.

5. KET LUAN

- Cao chiét nwéc bai thube “Pai trang -
HV” c6 tac dung lam gidm nhu dong ruét
trén rudt thd cd lap theo phwong phap
Magnus, cu thé lam giam tan sé cé bép khi
thtr & ndng dd 2% (p < 0,05) va 3% (p <
0,01), gidm bién dod co bop khi thir & ndng
ddé 1%, 2% (p < 0,05) va 3% (p < 0,01) so
vé&i trwde khi dung thube.

- Cao chiét nwéc bai thube “Dai trang -
HV” lidu 22g/kg/ngay va 44g/kg/ngay co
tac dung lam gidm nhu déng rudt thong
qua do dd di ddng cha chét chi thi mau
(than hoat tinh) trong ldng ruét nhat trang
(p < 0,05 so v&i 16 chirng). Tac dung nay
cla “Pai trang - HV” twong dwong voi
Duspatalin 80 mg/kg/ngay.

L&i cam on

Chung t6i xin chan thanh cdm on Hoc
vién Y dwoc hoc cb truyén Viét Nam; Bo
moén Dwoc ly hoc, Hoc vién Quan y da
giup d& chang t6i hoan thanh nghién clu
nay.
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SUMMARY

INVESTIGATION ON EFFECTS OF REDUCING PERISTALSIS OF
THE WATER EXTRACT OF “DAI TRANG HV” REMEDY ON
EXPERIMENTAL ANIMALS
Pham Ngoc Linh?, Tran Anh Tuan? Nguyen Trong Nghia®, Nguyen Hoang Ngan*
'National Hospital of Acupuncture
%\/ietnam University of Trational Medicine
%108 Military Central Hospital
“VVietnam Military Medical University

Objective: To evaluate the effect of reducing peristalsis of the water extract of "Dai
trang HV" remedy on experimental animals. Methods: Evaluate the effect of reducing
peristalsis by measuring the amplitude and frequency of contraction of rabbit intestines
isolated by Magnus method, and measuring the mobility of color indicator in the in the
intestines of the Swiss mice according to Dobrescu's method. Results: The water extract
of "Dai trang HV" remedy when tested on isolated rabbit intestines reduced the frequency
of contractions at concentrations of 2% (p<0.05) and 3% (p<0.01), decreased amplitude
of contractility at concentrations of 1%, 2% (p<0.05) and 3% (p<0.01) compared to before
using the drug. When giving Swiss mice at dose of 22g/kg/day and 44g/kg/day reduces
peristalsis by reducing the mobility of color indicator (activated carbon) in the intestine (
p<0.05 compared to the control group). This effect of " Dai trang HV" is equivalent to
Duspatalin 80 mg/kg/day. Conclusions: The water extract of "Dai trang HV" remedy had
a effect on reducing peristalsis in experimental animals.

Key words: "Dai trang HV", peristalsis, experimental animals.
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TAC DUNG CHONG VIEM CUA VIEN NANG THONG XOANG VUWONG
HV TREN DONG VAT THUC NGHIEM

Bui T#**, Lé Thi Thanh Nhan'**, Pham Ngoc Thao®, Nguyén Hoang Ngan®
TOM TAT

Muc tiéu: Panh gig tac dung chéng viém cép va man cda vién nang Théng xoang
vwong HV trén déng vét thuc nghiém. Phwong phdp: Tac dung chéng viém cép duoc
dénh gia trén mé hinh gay viém mang bung & chuét nhat trdng. Tac dung chéng viém
man duoc danh gia trén trén mé hinh gay u hat & chuédt céng trang. Két qud: Thong
xoang vuong HV liéu 960 mg/kg/24h va 1920 mg/kg/24h udng trong 5 ngay thé hién tac
dung chéng viém cép trén mé hinh gay viém mang bung & chuét nhat trdng, lam gidm thé
tich djch r7 viém, gidm ham lwong protein va sé lirong bach céu trong dich ri viem (p <
0,05 so véi 16 chung bénh ly), twong dwong so véi diclofenac 15mg/kg/24h. Vién nang
Théng xoang vwong HV liéu 560mg/kg/ngay va liéu 1120mg/kg/ngay udng trong 7 ngay
thé hién tac dung chéng viém man trén mé hinh gay u hat & chuét céng tréng, lam gidm
trong lurong u hat twoi (sau béc tach) va trong lrong u hat kho (sau sdy kho), véi p < 0,05
so véi 16 chdmg bénh ly, twong duong so véi prednisolon liéu 15mg/kg/24h. Két luén:
Vién nang Théng xoang vurong HV ¢6 tac dung chéng viém cép va chdng viém man trén
déng vat thyc nghiém.

Terkhoa: chéng viem, Théng xoang vuong HV, dong vat thuc nghiém.

1. DAT VAN BE lam can tr& sinh ly binh thwong cha niém
mac mii xoang, lam xudt hién cac triéu
chirng khé chiu cho nguwdi bénh: ngat mii,
tac mdi, chay mii, dau dau... qua trinh nay
kéo dai lam thay dbi cAu tric va sinh ly mi
xoang, anh hwéng dén stc khde va tinh
than ngwoi bénh [1].

T xwa dén nay, Y hoc cb truyén da cé
nhidu phwong phap diéu tri viém mdi
xoang man tinh nhw dung thubc ubng
trong, x6ng hoi, chdm ctu ... va da dat
dwoc nhitng hiéu qud nhat dinh [2]. Bai
thuéc Théng xoang vuong HV dwoc xay

Viém mdi xoang man tinh [a mét bénh ly
man tinh phé bién khéng chi cac nwédc dang
phét trién nhw Viét Nam ma ngay ca & cac
nwéc co nén y té phat trién thi t7 1& viém mii
xoang man tinh cGa ngwdi dan van con cao.
Bénh ly viém mii xoang man tinh xay ra bao
gdm qua trinh viém, phu né, xuét tiét dich,

! Hoc vién Y Dwoc hoc C4 truyén Viét Nam
2 Bénh vién Y hoc Cb truyén Ba Ning

® Hoc vién Quan Y

* Tac gia thyc hién chinh:

Bui T dwng dwa trén kinh nghiém st dung thuéc
** Tac gia chiu trach nhiém khoa hoc: cta Lwong y Nguyén Kiéu dwoc ghi chép
Lé Thi Thanh Nhan trong sach “Nhing bai thuéc nghiém
Email: tinhtam102@gmail.com phuong Nguyén Kidu” [3], st dung didu tri

Ngay tiép nhan: 22/2/2021
Ngay phan bién: 23/2/2021
Ngay chap nhan: 25/3/2021

cho bénh nhan viém mii xoang man tinh
tai bénh vién Tué Tinh cho thdy cé tac
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dung cai thién tét cac triéu ching lam
sang. Dé thuan tién cho s dung, vién
nang Théng xoang vwong HV da dwoc
nghién cru bao ché tlr bai thudéc Théng
xoang vuong HV. Viéc bao ché ché pham
ma&i doi héi cac nghién clu danh gia vé
tinh an toan, hiéu qua trén thwc nghiém va
lam sang, lam co s& khoa hoc cho viéc st
dung trén lam sang. Nghién ctru nay dwoc
tién hanh nham danh gia tic dung chéng
viem cédp va man cda vién nang Théng
xoang vuong HV trén dong vat thyc nghiém.

2. CHAT LIEU, POl TUQNG VA
PHUONG PHAP NGHIEN CcUU

2.1. Chat liéu, déi twong va thiét bi
nghién ciru

2.1.1. Thuéc nghién cdu: vién nang
Théng xoang vwong HV ham Iwong
500mg, do Hoc vién Y Dwoc hoc cé truyén
Viét Nam bao ché va cung cép, dat tiéu
chuan co s&. Thanh phan cao duwoc liéu
trong 01 vién nang Théng xoang vwong
HV dwoc bao ché tr 15 vj dwoc lidu bao
gdbm: Té tan (Herba Asari ) 14mg, Tan di
(Flos Magnoliae) 28mg, Cam thao (Radix
Glycyrrhizae) 14mg, Hoang cam (Radix
Scutellariae) 42mg, Thwong nhi tk
(Fructus Xanthii) 28 mg, Cat can (Radix
Puerariae) 84 mg, Sai hd (Radix Bupleuri)
42mg, Pang sam (Radix Codonopsis)
42mg, Théng thdo (Medulla Tetrapanacis)
14mg, Cat canh (Radix Platicodi) 28mg,
Bach chi (Radix Angelica) 28 mg, Dai
hoang (Radix et Rhizoma Rhei) 17 mg, B6
cbng anh (Herba Taraxaci) 56 mg, Pai tao
(Fructus Zizyphi) 28 mg, To6 t&r (Fructus
Perillae) 37 mg. Liéu dung dwoc tinh theo
mg bot thubc trong vién nang. Liéu st
dung trén ngwdi mbi ngay 08 vién (4000
mag), hay 4000mg/50kg/24h
80mg/kg/24h. Bot thuéc dwoc phan tan
déu trong nwéc cat thanh dung dich thube
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ther, v&i cac ndng d6 khac nhau tly theo
mic liéu dung, va cho chudt ubng bang
kim cong dau tu chuyén dung. Quy dbi liéu
tr nguoi sang dong vat, lidu trén chudt
nhét (hé sb quy déi 12) 1a 960mg/kg/ngay,
lidu trén chuodt cdng (hé sb quy ddi 7) la
560mg/kg/ngay.

Thudc tham chiéu: Prednisolon vién
nén ham Ilwong 5mg (Ha NO6i Pharma
JSC). Diclofenac sodium vién nén 50mg
(cong ty cb phan dwoc phdm Trung wong
2 - Dopharma.JSC).

2.1.2. Péi twong nghién ciru: Chuodt
nhat trdng trwéng thanh, ching Swiss, sb
lwong 40 con, khéng phan biét giéng, can
nang 18 - 22g, dung cho danh gia tac dung
chdng viém cap. Chuét cong tréng truéng
thanh, ching Wistar, s6 lwong 40 con,
khéng phan biét giéng, can nang 160 -
180g, dung cho danh gia tac dung chéng
viém man. Bong vat do Ban déng vat Hoc
vién Quan y cép, nudi duwéng trong phong
nudi dong vat thi nghiém it nhat mét tuan
trwéc khi tién hanh thi nghiém.

2.1.3. Thiét bj, h6a chét: Can phan tich
10 g Sartorius (Btrc); kim dau ti cho chudt
udng thuéc (Nhat Ban); B6 dung cu mb dong
véat c& nhd; Kit dinh lwong protein clia hang
Hospitex Diagnostic (ltaly), Carrageenan
(Sigma); Formaldehyde (Sigma).

2.2. Phwong phap nghién ctru

2.2.1. Panh gia tic dung chéng viém
cap trén mé hinh gay viém mang bung
& chuét nhat trang.

Chuét nhét trdng dwoc chia ngau nhién
thanh 4 16, méi 16 10 con:

- L6 1 (chirng bénh ly): Ubng nwéc cht
hang ngay v&i thé tich 0,2 ml/10g chuét.

- L6 2 (Diclofenac): Ubng Diclofenac
liéu 15mg/kg/ngay.

- L6 3 (tri 1): Ubng Théng xoang vwong
HV lidu 960mg/kg/ngay.
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- L6 4 (tri 2): Udng Théng xoang vwong
HV liéu 1920mg/kg/ngay.

Chuét dwoc udng nwéc cat hodc thube
the 4 ngay lién trwdc khi gay viém. Ngay
ther 5, sau khi uéng thubc thtr 1 gi®, gay
viém mang bung chuét bang dung dich
Carrageenan 0,1g + formaldehyd 1,4 ml,
pha vira da trong 100ml nwéc muéi sinh ly,
v&i thé tich tiém 0,1 ml/10g vao & bung
mdi chudt. Sau gay viém 48 gid, mé 6
bung chudt hut dich ri viém, do thé tich,
dém sb lwong bach cau va dinh luvong
protein trong dich ri viém.

Cdc chi s6 ddnh gia: Thé tich dich ri
viém (ml); Sé lwong bach cau trong dich ri
viém (sb bach cau/ml); Ham luwong protein
trong dich ri viém (mg/l).

2.2.2. Danh gia tdc dung chéng viém
man trén mé hinh gay u hat & chudt
céng trang

Chubt cbng trang dwoc chia ngau nhién
lam 4 16, mdi 16 10 con. Sau khi nhin doi
qua dém, cac chuét dwoc cho ubng thudc
hodc nwéc cat voi cung thé tich 5
mi/kg/24h.

+ L& 1 (chirng bénh ly): ubng nwéc cét.

+ L& 2 (Prednisolon): ubng Prednisolon
liéu 15mg/kg.

+ L& 3 (tri 1): Ubng Thong xoang vwong
HV 560 mg/kg/ngay.

+ L& 4 (tri 2): Ubng Théng xoang vwong
HV 1120 mg/kg/ngay.

Ba muoi phut sau khi dung thubc, chuét
dwoc gay mé nhe bang Calypsol va dwoc
cay hat amian vo khuan (30 + 0,1mg) vao
dwé&i da lwng hai bén cla chubt.

Tiép tuc cho chudt ubng thubc them 6
ngay, sang ngay tht 7, chudt dwoc phau
tich boc tach Iéy u hat bao boc quanh hat
amian, can bang can phan tich chinh xac
dén 10-4 g va xac khéi lwong thwe cia u
hat sau khi triv di khéi lwgng cGa hat amian
(tinh theo mg/100g can nang chuét ). Sau
do6 say kho dén trong lwong khong ddi roi
can lan 2 [4]. So sanh khéi lwgng trung
binh twoi va khé cia u hat gilra cac 16
chuédt dé danh gia tac dung &c ché viém
man.

2.3. Xt ly sé lidu

S6 lieu dwoc trinh bay dwdi dang
MEAN = SD. Xt ly sb liéu bang phan mém
SPSS 20.0, s dung thuat toan ONE -
WAY ANOVA hau kiém bang LSD test dé
S0 sénh gia tri trung binh. Sy khac biét c6
y nghia théng ké khi p < 0,05.

3. KET QUA NGHIEN clru

3.1. Két qua danh gia tac dung
chéng viém céap

Két qua dwoc trinh bay & cac bang 1,
bang 2 va bang 3.

Bang 1. Anh hwéng ctia Théng xoang vwong HV dén thé tich dich ri viém (n = 10)

Thé tich dich ri viém

L6 chuét nghién clru (ml/10g) Giatrip
L6 1 (chung banh 1Y) @ 1,61+ 0,29
L6 2 (Diclofenac) @) 1,0320,16 P1<0,05
(63 (i 1) ©) 122025 Pas2 > 0,05
L6 4 (tr] 2) @) 1,08 + 0,22 P2+ > 0,05
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Nhan xét: So véi |6 chirng bénh ly, thé
tich dich ri viém & 2 16 dung Thong xoang
vwong HV va 16 dung Diclofenac giam co y
nghta théng ké (p < 0,05). S gidm thé tich
dich ri viem & 16 dung Diclofenac so v&i 2
16 dung Théng xoang vwwong HV khac biét

khong c6 y nghia théng ké (p > 0,05). So
sanh gitra 2 16 dung Théng xoang vwong
HV, 16 dung liéu cao c6 thé tich dich ri
viém nhé hon so véi 16 dung liéu thap, tuy
nhién sw khac biét chwa cé y nghia théng
ké (p > 0,05).

Bang 2. Anh hwéng ctia Thong xoang vwwong HV dén sb lwong bach ciu trong dich ri
viém (Mean £ SD, n = 10)

L6 S6 lwong bach cau (G/1) Giatrip
L6 1 (chung bénh 1Y) O 14,02 + 4,53 .
L6 2 (Diclofenac) ) 9.68 1,26 P1<0,05
— - P32 > 0,05
163 (tr 1) 3 10,02+ 1,96 0,05
Lo 4 (tr] 2) @) 9,56 * 2,02 o

Nhan xét: So véi 16 chirng bénh 1y, sé
lwong bach cau trong dich ri viem & 2 16
dung Théng xoang vwong HV va 16 dung
Diclofenac gidm cé y nghia théng ké (p <
0,05). Sw gidm sb lwong bach cau trong
dich ri viem & 16 dung Diclofenac so v&i 2
16 dung Théng xoang vwong HV khac biét

khéng co6 y nghia théng ké (p > 0,05). So
sanh gitra 2 16 dung Théng xoang vuong
HV, 16 dung liéu cao c6 sb6 lwgng bach
cau trong dich ri viem nhd hon so véi 16
dung lidu thap, tuy nhién sw khac biét
chwa c6 y nghia théng ké (p > 0,05).

Bang 3. Anh hwédng cua vién nang Théng xoang vuwong HV dén ham lwong protein trong
dich ri viém (n = 10)

Lo Ham lwong protein (mg/dl) Giatrip
L6 1 (chtrng bénh ly) 1) 36,46 + 3,82
L6 2 (Diclofenac) 2) 32,05 + 3.64 p1<0,05
L6 3 (tri 1) 3) 32,62 + 3,48 Psez > 0,05
L6 4 (tri 2) (4) 31.94+339 pz4 > 0,05

Nhan xét: So v&i 16 chirng sinh ly, ham
lwgng protein trong dich ri viem & 2 16
dung Théng xoang vuwong HV va 16 dung
Diclofenac gidm c6 y nghia théng ké (p <
0,05). Sy gidm ham lwong protein trong
dich ri viéem & 16 dung Diclofenac so v&i 2
16 dung Théng xoang vwong HV khac biét
khdng c6 y nghia théng ké (p > 0,05). So
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sanh gitra 2 16 dung Thong xoang vwong
HV, 16 dung liéu cao c6 ham lwong protein
trong dich ri viém nhé hon so v&i 16 dung
liéu thap, tuy nhién sw khac biét chwa cé y
nghia théng ké (p > 0,05).

3.2. Két qua danh gia tac dung
chéng viém man

Két qua dwoc trinh bay & bang 4, bang 5.
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Bang 4. Tac dung giam trong lwgng u hat twoi (mg/100g) clta vién nang Théng xoang
vwong HV (n =10)

L6 Khoi lwong Ty lé giam khéi 0
u hat twoi Iwong u hat
L6 1 (ch’ng bénhly) (1) 114,82 + 13,12 0% -
L6 2 (Prednisolon) (2) 89,44 + 9,56 22,35 %
L6 3 (tri 1) 3) 91,28 + 10,29 20,50 % P2341< 0,05
Lo 4 (tri 2) 4) 88,52 + 9,36 22,56 %

Nhan xét: Ca prednisolon va Théng
xoang vwong HV & 2 mac liéu déu lam
gidm khdi lwong u hat twoi (trwéc khi say
kh6) so v&i 16 chirng bénh Iy (p < 0,05).
Trong lwgng trung binh u hat twoi & 16
dung Théng xoang vuwong HV liéu cao
dwéng nhw gidm hon so véi & 16 dung liéu

thap, tuy nhién su khéc biét nay chwa cé y
nghia théng ké (p > 0,05). So sanh gira
cac 16 dung Théng xoang vwong HV va
prednisolon, tac dung lam gidm khéi lwong
u hat twoi & cac 16 nay khac biét khéng cé
y nghia théng ké (p > 0,05).

Bang 5. Tac dung gidm trong lwgng u hat khé (mg/100g) ctia Théng xoang vweong HV (n

= 10).
L6 Khéi lwong Ty lé giam khéi
u hat khd lwong u hat (%)
L6 1 (chirng bénh 1Y) (1) 34,49 + 3,65 0% -
L6 2 (Prednisolon) (2) 26,81 +354 22,27 %
L6 3 (tri 1) (3) 27,34 + 2,61 20,73 % P2341< 0,05
Lo 4 (tri 2) (4) 26,72 +3,12 22,41 %

Nhan xét: Ca prednisolon va Thong
xoang vwong HV & 2 mac liéu déu lam
gidm khéi lwong u hat kho khi so véi 16
chirng bénh ly (p < 0,05). Trong lwgng
trung binh u hat khdé & 16 dung Théng
xoang vwong HV liéu cao dwéng nhw gidm
hon so v&i & 16 dung liéu thap, tuy nhién
sy khac biét nay chwa cé y nghia théng ké
(p > 0,05). So sanh gitra cac 16 dung
Théng xoang vwong HV va prednisolon,
tac dung lam gidm khéi lwong u hat kho &
cac 16 ndy khac biét khéng co6 y nghia
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thdng ké (p > 0,05).
4. BAN LUAN

Téac dung chdéng viém duoc xem la mot
trong nhitng tac dung chinh trong diéu tri
viém xoang. Trong viém xoang man tinh,
c6 ca viém man tinh va viém cép tinh, dac
biét khi bung phéat dot cip cla viém xoang
man. Vi vay, danh gid tac dung chéng
viém cla vién nang Thong xoang vwong
HV dwoc tién hanh véi ca viém cép va
viem man. M6 hinh dwgc lwa chon phu
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hop dung cho nghién ctru nay la md hinh
gay viém mang bung chuét nhét trdng dé
danh gia tac dung chéng viém cap va mo
hinh gay u hat trén chuét céng tréng dé
danh gia tac dung chdng viém man.

M6 hinh gay viém mang bung trén
chudt nhét trdng 1 mot mé hinh duwoc ly
kinh dién dung dé danh gia tac dung chéng
viém cép, tap trung danh gia tac dung trc
ché qua trinh tang tiét dich ri viém, giam
tinh thAm thanh mach, tc ché sy di
chuyén bach cau téi 6 viém [4]. Théng qua
moé hinh nay danh gia dwoc thudc nghién
ctu ¢ tac dung lam gidm tinh thdm thanh
mach, gidm dich ri viém, gidm sw xam
nhap bach cau vao 6 viém hay khéng, t
dé lam gidm céc triéu chirng phu né swng
dau va tiét dich. Két qua nghién ctru cho
thdy Thong xoang vwong HV liéu
960mg/kg/ngay va 1920mg/kg/ngay déu
thé hién tac dung lam gidm thé tich dich ri
viém, gidm sb lwong bach cdu va ham
lwong protein trong dich ri viem (p < 0,05
so v&i 16 chirng bénh ly). Nhw vay Thong
xoang vwong HV da thé hién tac dung
chéng viém cép trén md hinh gay viém
mang bung trén chudét nhat tréng.
Diclofenac 1a mét thubc chéng viém khoéng
steroid, trén mé hinh gay viém mang bung
& chudt nhét trdng ludn thé hién tac dung
chéng viém tét, dwoc st dung lam thubc
tham chiéu trong nghién clru danh gia tac
dung chdéng viém cép clGa Théng xoang
vwong HV. Tac dung chéng viém cla
Théng xoang vwong HV  liéu
960mg/kg/ngay va 1920mg/kg/ngay trén
mé hinh gay viém mang bung & chudt nhat
trang 1a twong dwong so véi Diclofenac liéu
15mg/kg, khdng dinh thém vé tac dung chéng
viém cap ctia Théng xoang vuong HV.

Tac dung chéng viem man dwoc danh
gi& trén md hinh gay u hat & chuét céng
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trdng. Khi nhirng triéu ching xuat hién
sém cla phan (rng viém da gidm di, 6 kich
¥ng bi xdm nhiém b&i nhirng t& bao di
dong t» mau va mo lién két & ké bén téi,
nhw nhitng té bao ctia md lwdi. Ching tao
thanh moét khéi t& bao non rat hoat dong,
lam nhiém vu thyc bao va tap hgp xung
guanh nhirng vung hoai t&r va nhirng vat
la, rdi chang gay nén sy téng sinh nguyén
bao soi va sw tao thanh mé hat. Toan bd
cac chuodt dwoc cly hat amiant vé khuén
vao dudi da déu cé hinh thanh té chic u
hat (granuloma tissue) bao quanh hat
aminant. Mé hinh gay u hat thwc nghiém
dwoc xem 1& mot md hinh tin cay dé danh
gia tac dung cuta thubc e ché chéng lai sw
hoat héa (activation), tham nhiém
(infiltration) va két tap (aggregation) cua
dai thwc bao, chéng lai qua trinh hinh
thanh céac td chirc u hat trong viém man
[4]. Pay la nhitng van dé cé vai trd trung
tdm trong viéc hinh thanh, duy tri va phéat
trién u hat trong nhiéu tinh trang bénh. Két
quéd nghién cru cho thdy Théng xoang
vwong HV lidu 560 mg/kg/ngay va liéu
1120 mg/kg/ngay lam gidm ca trong lwgng
u hat twoi (sau boc tach) va trong lwong u
hat kho (sau sdy khé) (p < 0,05 so v&i 16
chirng bénh ly). Trong lwgng wét cla u hat
lién quan dén dich ri viém, trong lwgng khé
cda u hat lién quan dén sé lwong cac mo
cta u hat [4]. Prednisolon la thuéc chéng
viém steroid kinh dién, tdc dung chdng
viém man tinh tét do (rc ché dap ng mién
dich qua trung gian t& bao do céac lympho
bao T dam nhan, nén dwgc dung lam
thubc tham chiéu trén mé hinh gay viém
man tinh. Tac dung chéng viém cta Théng
xoang vwong HV liéu 560 mg/kg/ngay va
1120 mg/kg/ngay trén md hinh gay u hat &
chudt cbng trdng Ia twong duong so voi
Prednisolon liéu 15mg/kg, khang dinh
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thém vé tac dung chdng viém man cla
Théng xoang vuong HV.

Két qua nghién ctru vé tac dung chdng
viém cla Théng xoang vwong HV hoan
toan phu hop véi dac diém tac dung cla
cac dwoc ligu trong bai thuéc dung bao
ché Vién nang Théng xoang vuwong HV.
Ngw tinh thdo hay diép ca (Houttuynia
cordata Thumb) dwoc sir dung trong y hoc
cb truyén véi tac dung tan nhiét tiéu ung
thiing. Y hoc hién dai da cé nhiéu nghién
ctu chirng minh tac dung chéng viém cda
Houttuynia cordata Thumb [5], [6]. Kinh
gioi tué (Schinozepeta tenuifolia Briq) [7] ,
To t&r (Perilla ocymoides L.) [8], La bac t
(Raphanus sativus L) [9], Kim ngan hoa
(Lonicera japonica Thumb.) [10] déu la cac
duwoc liéu co tac dung chéng viém tét. Sy
phéi két hop bai thudc theo nguyén ly y
hoc cé truyén la co s& khoa hoc dé tao ra
tac dung phdi hop dat hiéu qua tbt. Tac
dung chéng viém tét cta vién nang Théng
xoang vuwong HV la mét trong nhirng co
s& khoa hoc cho viéc sir dung réng réi va
phét trién san phdm cham séc strc khoe.

5. KET LUAN

Vién nang Théng xoang vuwong HV ¢é
tac dung chéng viém cép trén mé hinh gay
viém mang bung & chudt nhat trdng va
chéng viém man trén mé hinh gay u hat &
chuét cbng trang.

L&i cam on

Chang t6i cdm on Hoc vién Y Duoc
hoc cé truyén Viét Nam va Hoc vién Quan
y da giup d& ching tdi hoan thanh nghién
clru nay.
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SUMMARY

EVALUATION THE ACUTE AND CHRONIC ANTI-INFLAMMATORY
EFFECTS OF THONG XOANG VUONG HV CAPSULES IN
EXPERIMENTAL ANIMALS

Le Thi Thanh Nhan®, Bui Tu?, Pham Ngoc Thao®, Nguyen Hoang Ngan®

vienam University of Traditional Medicine
’Da Nang Traditional Medicine Hospital
3Vietnam Military Medical University

Objective: Evaluating the acute and chronic anti-inflammatory effects of Thong
xoang vuong HV capsules in experimental animals. Methods: Acute anti-inflammatory
effect was evaluated on peritonitis model in Swiss mice. Chronic anti-inflammatory effect
was evaluated on the granuloma model in Wistar rats. Results: Thong xoang vuong HV
at dose 960 mg/kg/24h and 1920 mg/kg/24h orally for 5 days showed acute anti-
inflammatory effect on the model of peritonitis in Swiss mice, reduced inflammatory fluid
volume, decreased protein level and white blood cell count in inflammatory exudate (p <
0.05 compared to model group), equivalent to diclofenac 15 mg/kg/24h. Thong xoang
vuong HV at dose 560mg/kg/day and dose of 1120mg/kg/day orally for 7 days showed
chronic anti-inflammatory effect on the the granuloma model in Wistar rats, reducing the
weight of wet granuloma (post-dissection) and weight of dry granuloma (after drying), with
p <0.05 compared to the pathology group, equivalent to Prednisolon at dose of
15mg/kg/24h. Conclusion: Thong xoang vuong HV capsule has acute and chronic anti-
inflammatory in experimental animals.

Keywords: anti-inflammatory, Thong xoang vuong HV, experimental animals.
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TAC DUNG CAI THIEN DONG TIEU CUA VIEN NANG TIEN LIET HV
TREN CHUQT CONG TRANG TANG SAN LANH TiNH TUYEN TIEN LIET

Nguyén Vin Hung"’, Lwu Minh Chau®, Nguyén Hoang Ngan®, Lé Thi Thanh Nhan®”

TOM TAT

Muc tiéu: Panh gié tac dung cai thién dong tiéu cda vién nang Tién ligt HV trén mo
hinh gdy tdng san lanh tinh tuyén tién liét & chudt céng trdng bang testosterone
propionate (TP). Phwong phép: chudt céng trdng duoc tiém duéi da TP liéu 3mg/kg/24h
hodc ddu vemg (16 chiing sinh ly), dong thoi cho uéng Tién liét HV (16 trj 1, trj 2),
Dutasteride (I6 tham chiéu) hodc nwéc muéi sinh ly (16 chdng va 16 mé hinh) trong 28
ngay lién tuc. Két qua: Tién liét HV liéu 700mg/kg/24h va 1400mg/kg/24h l1am gidm sé
l&n tiéu tién, tdng thé tich méi lan tiéu tién (p < 0,01 so véi ching md hinh). Két luan:
Vién nang Tién liét HV c6 tac dung céi thién dong tiéu trén chuét céng tréng géy ting san
lanh tinh tuyén tién liét bang testosterone propionate.

Terkhoa: tdng san lanh tinh tuyén tién liét, chudt céng trdng, dong tiéu.

1. DAT VAN BE

Tang san lanh tinh tuyén tién liét (TSLT-
TTL) 14 mét trong nhirng nguyén nhan hang
dau gay ra tinh trang réi loan tiéu tién, anh
hwéng dén chét lwong cude sdng cho nam
gioi khi bwédc vao do tudi trung nién. Tai Hoa
Ky méi nam c6 tdi 1,2 triéu ngudi di kham vé
bénh nay, trong d6 cé téi 400.000 ngudi
phai can thigp [1]. O Viét Nam, 63,8% nam
gidi trén 50 tubi mac bénh nay [2]. Hién nay,
tudi tho dan sb ngay cang cao ciing 1a mot
trong nhitng nguyén nhan khién ty 1& nam

! Banh vién Y hoc C4 truyén Da Néng
% Hoc vién Y Dwoc hoc C& truyén Viét Nam
® Hoc vién Quan Y
* Tac gia thyc hién chinh:
Nguyén Vin Hung
** Tac gia chiju trach nhiém chinh:
Lé Thi Thanh Nhan
Email: tinhtam102@gmail.com
Ngay tiép nhan: 22/2/2021
Ngay phan bién: 23/2/2021
Ngay chap nhan dang: 25/3/2021
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giéi méc tdng san lanh tinh tuyén tién liét
cling tang theo.

Hién nay, ngoai khoa la phwong phap
diéu tri t6i wu nhét, nhwng van chua thé kiém
soat dwoc hoan toan bién chirng sau phau
thuat va c6 bénh nhan chéng chi dinh voi
phau thuat. Néi y hoc hién dai (YHHD) c6
nhiéu tién bd nhwng van dé lai tac dung
khong mong mubdn, cac thudc diéu tri noi
khoa con it va phan Ién 1a nhap ngoai [3].
Thuébc c6 ngudn gdc thao duoc véi tac dung
lam gidm triéu chirng, it tAc dung phu ttr 1au
da gop phan diéu tri, hé tro diéu tri bénh ly
TSLT-TTL mét cach hiéu qua. Bai thudc “Ty
gidi phan thanh &m gia gidm” da dwoc s
dung diéu tri tai Bénh Vién Tué Tinh cho
bénh nhan tang san lanh tinh tuyén tién liét
dat két qua tét. Vién nang Tién liét HV dwoc
bao ché tr bai thudc trén nhdm chuan héa
chat lwong san phadm va tién loi trong st
dung. Bé c6 co sé khoa hoc vé hiéu qua cha
ché phdm bao ché méi nay, nghién ciru
dwoc tién hanh nham muc tiéu danh gia tac
dung céi thién dong niéu cda vién nang Tién
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liét HV trén chudt cong trdng gay tdng san
lanh tinh tuyén tién liét.

2. CHAT LIEU, BOI TUQNG VA
PHUONG PHAP NGHIEN CcUU

2.1. Chat liéu, déi twong va thiét bi
nghién ciru

2.1.1. Thuéc nghién cdu: vién nang
Tién liét HV ham lwong 500mg, do Vién
nghién cru y dwoc Bach Thao Dwoc san
xuét, dat tiéu chudn co s&. Thanh phan
duwoc liéu twvong dwong (tinh theo dwoc
liéu kho) dé bao ché 01 vién nang Tién liét
HV bao gbébm: Ty gid (Rhizoma
Dioscoreae) 500mg, O dwoc (Radix
Linderae) 350mg, ich tri nhan (Fructus
Alpiniae oxyphyllae) 350mg, Thach xwong
bd (Rhizoma Acori gaminei macrospadici)
350mg, Phuc linh (Poria) 500mg, Cam
thao (Radix Glycyrrhizae) 100mg, Hoang
ky (Radix Astragali membranacei) 700mg,
Ban ha ché (Rhizoma Typhonii trilobati)
250mg, Tran bi (Pericarpium Citri
reticulatae perenne) 100mg, Hoai son
(Tuber Dioscoreae persimilis) 450mg, Kim
anh (Fructus Rosae laevigatae) 450mg,
Khiém thwc (Semen Euryales) 350mg,
Vién tri (Radix Polygalae) 150mg, Tiéu hdi
hwong (Fructus Foeniculi) 250mg. Liéu
dung duoc tinh theo mg bét thubc trong
vién nang. Liéu s& dung trén ngwdi mbi
ngay 10 viéen (5000 mg), hay
5000mg/50kg/24h 100mg/kg/24h. Quy
ddi ra liéu trén chuét cdng (hé sé 7) la 700
ma/kg/24h.

Thubc tham chiéu: Dutasteride vién nén
0,5mg cla Glaxo Smith Kline. L& san xuét:
11618. Han dung: 10.2022.

2.1.2. Béi twong nghién ctu: Chudt
cbng trdng chdng Wistar trwéng thanh,
khée manh, gibng dwc, can nang 180g-
220g. Bong vat do Ban déng vat Hoc vién
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Quan y cép, nudi duéng theo tiéu chuan
ddng vat nghién ciru.

2.1.3. Thiét bj, héa chat: Can phan
tich 10 g Sartorius (Btrc); kim dau ti cho
chudt ubng thudc (Nhat Ban); Testosteron
propionat (Sigma).

2.2. Phwong phap nghién ctru

Chuét cbng trdng dwc dwoc chia
ngau nhién thanh 516 (m&i 16 10 con) gdm
4 16 gay tang san tién liét tuyén bang cach
tiém dwdi da testosterone propionate (TP)
liéu 3mg/kg/24h trong 28 ngay lién tuc theo
phwong phap dwoc mo ta béi Sik Shin va
cs (2012) [4], va mét 16 ching sinh ly (tiém
dau thyc vat thay cho TP). Céac 16 chudt
duwoc cho udng (Tién liét HV, Dutasteride,
nwdc mubi sinh ly) theo phan 16, ubng
cudng blrc bang kim cong dau tu, véi
cung thé tich 5mL/kg/24h va tiém dwoi da
(TP, dau thwc vat) véi cung thé tich
1mL/kg/24h lién tuc trong 28 ngay, cu thé:

+ L6 1 (16 chirng): tiém dau thyc vat,
udng nwéc mudi sinh ly.

+ L& 2 (md hinh): tiém TP, ubng nwéc
mudi sinh ly.

+ L& 3 (Dutasteride): tiém TP, uébng
Dutasteride liéu 25ug/kg/24h.

+ L6 4 (tri 1): tiém TP, ubng Tién liét HV
liéu 700mg/kg/24h.

+ L6 5 (tri 2): tiém TP, ubng Tién liét HV
liéu 1400mg/kg/24h

Xac dinh Can nang twong dbi cua
tuyén tién liét /100g khdi lwong co thé.
Tinh phan trd&m (¢ ché sy tang can nang
tuyén tién liét (hay phan tram (¢ ché tang
sinh) theo cong thuc [4].

Tién hanh danh gia tac dung cai thién roi
loan tiéu tién trén chudt cong trang gay tang
sinh lanh tinh tuyén tién liét theo phuong
phap moé ta béi Jing Li va cs (2018)[5]. Chi
tiéu nghién ctru dwgc danh gia vao ngay thir
28. 20 phut sau khi dung thubc lan cudi, cac
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chudt dwoc cho udng nuéc cat 30mlkg.
Ngay sau khi ubng nwéc, chudt dwoc dat
vao vao mot chué‘mg nudi chuyén biét danh
gia chuyén héa (Ugo Basil), trong d6 nwéc

1(%) =

tiéu dwoc hing truc tiép vao cbéc do. Tan
xuét tiéu tién va lwong nwéc tiéu trung binh
dwoc danh gia trong vong 2 gio k& tir khi
cho chuot vao 16ng.

X 100 %

Trong dé | (%) Ia ty 1é phéan trdm (rc ché su tdng can ndng tién liét tuyén. B, T, S l&n
lurot Ia trung binh cén ndng tuong dbi tuyén tién ligt 16 chirng bénh ly, 16 dung thube va 16

chieng sinh ly.

2.3. Xtp ly sé liéu

Sé liéu dwoc trinh bay dwéi dang
MEAN = SD. Xt ly sb liéu bang phan mém
SPSS 16.0, s dung thuat toan ONE -
WAY ANOVA hau kiém béng LSD test dé
S0 sanh gia tri trung binh. Sy khac biét co
y nghia théng ké khi p < 0,05.

3. KET QUA NGHIEN clru

3.1. Két qua can nang twong déi tuyén
tién liét cua céc 16 chuét nghién clru

Nhan xét bang 1: So véi 16 chirng, céan
ndng tuyén tién liét chuét & 16 mé hinh
tédng c6 y nghia théng ké véi p < 0,01; So
v&i 16 mé hinh, can nang tuyén tién liét
chuét & 16 dung Dutasteride 25pg/kg/24h
va 2 16 dung tién liét HV gidm cé y nghia
théng ké véi p < 0,01. Can nang tuyén tién
liét chuét & 16 dung Dutasteride va 2 16
dung tién liét HV cao hon khéng cé y
nghia théng ké (p > 0,05) so v&i 16 chirng.

3.2. Két qua cai thién dong tiéu caa
vién nang Tién liét HV

Bang 1. Két qua can nang twong ddi tuyén tién liét chudt nghién ctu (n = 10)

Can nang twong déi tuyén tién liét chuét nghién clru

L6 nghién ctru Can nang % tpc ché
twong do6i (mg) tang sinh P
L6 chirng (1) 128,62 + 16,83 - -
L6 md hinh (2) 188,59 + 21,65 - D71 < 0,01
L6 Dutasteride (3) 138,34 + 16,12 83,79% D, < 0,01
Lo tri 1 (4) 143,91 + 18,84 74,50% Paz < 0,01 Pss > 0,05
Lo tri 2 (5) 140,86 + 15,69 79,59% D5 < 0,01: Pags > 0,05

Bang 2. Sé 1an tiéu tién cGa chudt trong 2 gid dau sau udéng nwéc (30 mi/kg) (n = 10)

L6 nghién ctru S6 lan tiéu tién p
L6 chirng (1) 4,30+ 1,15 -
L6 mé hinh 2) 6,10+ 1,31 Psq < 0,01
L6 Dutasteride 3) 5,20 + 1,09 ps.1 < 0,05; ps.» < 0,05
Lo tri 1 (4) 4,80 + 1,03 Ps13 > 0,05; psp < 0,01
L6 tri 2 (5) 4,50+ 0,98 Ps.134 > 0,05; ps., < 0,01
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Nhan xét: Sé lan tiéu tién & 16 m6 hinh
tédng c6 y nghia théng ké so véi 16 chirng,
véi p < 0,01; Sé lan tiéu tién & hai 16 dung
Tién liet HV déu gidam cé y nghia théng ké
so v&i 16 md hinh véi p < 0,01, tré vé
twong dwong so v@i 16 chirng (p > 0,05).
S lan tiéu tién & 16 dung Dutasteride
gidm cé y nghia théng ké so véi 16 mé hinh

(p < 0,05), nhwng cdon cao hon so véi 16
chirng (p < 0,05); So sanh gilra céc 16
dung thudc (hai 16 dung Tién liét HV va 16
dung Dutasteride), s6 lan tiéu tién & 16
dung Dutasteride 1a cao nhat. Tuy nhién
sw khac biét vé sé Ian tiéu tién gitra cac 16
nay khong cé y nghia thdng ké (p > 0,05).

Bang 3. Thé tich trung binh méi 1an tiéu tién cta chudt (n = 10)

Thé tich trung binh

L6 nghién ciu méi Ian tidu tién (ml) Gia trip
L6 ching ) 1,86 + 0,43 :
L6 mo hinh ) 1,21+0,28 021 < 0,01
L6 Dutasteride  (3) 1,46 0,25 D1 < 0,05; Pas < 0,05
L6 tri 1 ) 1,65 + 0,37 Pass > 0,05, pas < 0,01
L6 tri 2 ) 1614034 Pssa1> 0,05 pss < 0,01

Nhan xét: Thé tich trung binh méi
l&n tiéu tién & 16 m6 hinh gidm c6 y
nghia théng ké so vé&i 16 chirng véi p <
0,01; Thé tich trung binh mdi lan tiéu
tién & hai 16 dung Tién liét HV déu gidm
cé y nghia théng ké so v&i 16 mé hinh

voi p < 0,01, tr& vé twong dwong so voi
16 chirng (p > 0,05). Thé tich trung binh
mdi lan tiéu tién & 16 dung Dutasteride
gidm cé y nghia théng ké so véi 16 mé
hinh (p < 0,05), nhwng con cao hon so
v@i 16 chirng (p < 0,05).

Bang 4. Téng sb thé tich nwéc tiéu cha chudt trong 2 gid dau sau ubng nwédc (30 mi/kg)
(n=10).

Tong so6 thé tich nwérc tiéu cta chudt

L6 nghién ctru trong 2 gi® dau sau uéng nwéc (ml) Giatrip
L6 chung &) 7,32+ 0,29
L6 md hinh R 7.36 0,31
L6 Dutasteride 3) 7,35+ 0,36 > 0,05
Lot 1 @) 7.34+0,33
Lot 2 ) 7.37+0,35

Nhan xét: Téng sb thé tich nwdc tiéu
ctia chudt trong 2 gi®& dau sau ubng nwéc
& céac 16 chuét nghién cru khéng c6 sw
khéac biét cé y nghia théng ké (p > 0,05).

4. BAN LUAN

Tang sinh lanh tinh tuyén tién liét gay
triéu ching rdi loan tiéu tién, 1a moét trong
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nhitng van dé& khé chiu ma thubc diéu tri
bénh ly nay can phai giai quyét dwoc [3].
Vi vay, cung v&i danh gia tac dung lam
gidm can nang tuyén tién liét, nghién ctu
da tap trung vao danh gia tac dung lam cai
thién tinh trang réi loan tiéu tién.

Két qua nghién ctru cho thay, téng sb
thé tich nwéc tiéu cha chudt trong 2 gio
dau sau udng nwéc & cac 16 chudt nghién
ctru khéng cé sy khac biét c6 y nghia
thdng ké (p > 0,05), chirng té lwong nwéc
tiéu chudt dwoc tao ra 1a binh thwong.
Triéu ching réi loan tiéu tién & chudt 1a do
tang sinh kich thwdc tuyén tién liét lam
chén ép dwong niéu. Két qua danh gia tac
dung lam gidm can nang tuyén tién liét trén
chuét gay tang sinh lanh tinh tuyén tuyén
tién liét cho thdy vién nang tién liét HV &
cd 2 muic liéu (700 mg/kg/ngay va 1400
mg/kg/ngay) cé tac dung twong dwong so
véi Dutasteride 25ug/kg/24h  (bang 1).
Dutasterid c6 tac dung ¢ ché 5-alpha
reductase ma 5-alpha reductase lai la mét
chét thiét yéu dé bién ddi testosteron thanh
dihydrotestosteron (DHT), 1a hoat chat chju
trach nhiém chinh cho sy phat trién cla
tuyén tién liét. Do lam gidm can ndng (va
kich thwéc) tuyén tién liét, do d6 lam gidm
chén ép, tlr d6 Dutasteride cling thé hién
tac dung lam giam réi loan tiéu tién (bang
2, 3, 4). Két qua nghién ctu cho thay vién
nang tién liét HV tuy lam gidm can nang
tuyén tién liét twong dwong so V&i
Dutasteride (bang 1), nhwng lai thé hién
tac dung cai thién réi loan tiéu tién (lam
gidm sb l1an tiéu tién va tang thé tich mbi
lan tiéu tién) vé twong dwong so vé&i 16
chirng, trong khi Dutasteride cé cai thién
rbi loan tiéu tién nhwng chwa vé muic
twong dwong so voi 16 chivng (bang 2, 3).
Diéu nay c6 thé do vién nang tién liet HV
ngoai tac dung lam gidm can nang tuyén
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tién liét con c6 nhirtng co ché khac nhw co
co bang quang, gidn co tron cbé bang
quang...gitp lam tang tac dung cai thién rdi
loan tiéu tién, va can dwoc nghién ctu
thém. Két qua nghién ctru cta chang toi
cling phu hop véi két qua nghién ciru vé
tac dung cai thién rdi loan tiéu tién cta mot
s6 dwoc liéu thanh phan nhu O dwoc [6],
ich tri nhan [7], Phuc linh [8], cling nhw tac
dung cai thién réi loan tiéu tién ctia mot sé
bai thuéc y hoc cb truyén cé chira mot sb
thanh phan dwoc liéu st dung trong bao
ché vién nang tién liét HV [9[, [10].

5. KET LUAN

Vién nang tién liét HV liéu 700
mg/kg/ngay va liéu 1400 mg/kg/ngay c6
tac dung c6 tac dung cai thién dong tiéu
trén chudt céng trdng gay tang san lanh
tinh tuyén tién liét bang testosterone
propionate, lam gidm s 1an tiéu tién, tang
thé tich méi lan tiéu tién (p < 0,01 so v&i 16
md hinh).

L&i cam on

Ching t6i cdm on Hoc vién Y Dwoc
hoc cb truyén Viét Nam va Hoc vién Quan
y da giup d& chiang téi hoan thanh nghién
clru nay.
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SUMMARY

EVALUATIONS THE URINARY FLOW IMPROVEMENT EFFECT OF
“TIEN LIET HV” CAPSULES ON MODEL OF BENIGN PROSTATIC
HYPERPLASIA IN WISTAR RATS

Nguyen Van Hungl , Luu Minh Chau?, Nguyen Hoang Ngan3, Le Thi Thanh Nhan?

'Da Nang Traditional Medicine Hospital
%\/ietnam University of Traditional Medicine
Svietnam Military Medical University

Objective: Evaluating the urinary flow improvement effect of Tien liet HV capsules on
model of benign prostatic hyperplasia in Wistar rats using testosterone propionate (TP).
Methods: Wistar rats were injected subcutaneously with TP at a dose of 3mg/kg/24h or
with sesame oil (physiological control group), and given Tien liet HV (treatment 1 and 2
groups), Dutasteride (reference group) or physiological saline (control and model groups)
for 28 consecutive days. Results: Tien liet HV at dose 700mg/kg/24h and
1400mg/kg/24h reduced the number of urination times, increased volume per urination (p
< 0.01 compared to the model groups). The effect of improving the urinary flow of Tien liet
HV is better but not statistically significant compared with Dutasteride 25ug/kg/24h.
Conclusions: Tien liet HV capsules have the effect of improving urine flow on benign
prostatic hyperplasia induced by testosterone propionate in Wistar rats.

Key words: benign prostatic hyperplasia, rats, urinary flow.
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