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qua nghién clru chua mang tinh dai dién cao khi
chi thyc hién tai mot trung tam y t€ duy nhat la
Bénh vién Da khoa Thanh Hda véi ¢@ mau han
ché. Trong tu’dng lai, phufdng phap nghlen ctru
nay hoan toan cé the md& rong vGi cd mau Ién
hon va trén nhiéu trung tdm y t€ khac nhau
nhdm c6 cai nhin khai quat hon, gilp cung cap
dinh huéng y té vé thuc hanh dinh duGng cho
ngudi bénh CKD.

V. KET LUAN

Tinh trang suy dinh dudng & bénh nhan than
man loc mau chu ky danh gia theo 3 thang diém
BMI, SGA-MDS va nong db albumin huyét thanh
tai Bénh vién Da khoa tinh Thanh Hdéa la phd
bién. Ngusi mac bénh thdn man tlr 5 nam trg 1én
va nhirng ngudi da loc mau trén 2 nam cé nguy
cd SDD cao han. Can co cac bién phap can thiép
dinh duBng sém va hiéu qua dé cai thién tinh
trang dinh duGng va chat lugng cudc s6ng cho
nhom bénh nhan nay.

TAI LIEU THAM KHAO

1. Iorember FM. Malnutrition in Chronic Kidney
Disease. Front Pediatr. 2018;6:161. :10.3389/
fped.2018.00161

2. ZhaY, Qian Q. Protein Nutrition and Malnutrition
in CKD and ESRD. Nutrients. 2017; 9(3):10.3390
/nu9030208

3. N Thi Ha, T Thi Thuy Ducdng, T Tuan Ta. Tinh
trang suy dinh duGng cta bénh nhan suy than
man tinh c6 loc mau chu ki tai Bénh vién Trung
udng Thai Nguyén. Tap chi Y hoc Viét Nam.
2021;501(2):10.51298/vmj.v501i2.535

4. Yovita H, Djumhana A, Abdurachman SA,
Saketi JR. Correlation between anthropometrics
measurements, prealbumin level and transferin
serum with Child-Pugh classification in evaluating
nutritional status of liver cirrhosis patient. Acta
Med Indones.2004;36(4):197-201.

5. Luu XN, Nguyén QD, Phan TK. Tinh trang dinh
duGng bénh nhan than man loc mau chu ki tai
bénh vién Da khoa Lam dong nam 2020 - 2021.
Tap chi Dinh duGng va Thuc
pham.2022;17(2):18-26.:10.56283/1859-0381/71

6. Bramania P, Ruggajo P, Bramania R,
Mahmoud M, Furia F. Nutritional Status of
Patients on Maintenance Hemodialysis at
Muhimbili National Hospital in Dar es Salaam,
Tanzania: A Cross-Sectional Study. J Nutr Metab.
2021;2021:6672185:10.1155/2021/6672185

7. Xi WZ, Wu C, Liang YL, Wang LL, Cao YH.
Analysis of malnutrition factors for inpatients with
chronic kidney disease. Front Nutr.
2022;9:1002498:10.3389/fnut.2022.1002498

XAC PINH POT BIEN GEN VPS13C TREN BENH NHAN PARKINSON
Té Thi Trang', Pham Lé Anh Tuin?, Nguyén Hoang Viét?,

Tran Nguyén Thanh Hing

TOM TAT

Muc tiéu: Xac dinh dot bién trén mot s6 exon
cua gen VPS13C & bénh nhan Parkinson bang ky thuat
giai trinh ty gen Sanger. Do tugng va perdng
phap ngh|en ciru: Nghién cltu mé ta cét ngang trén
30 bénh nhén xac dinh méc bénh Parkinson dugc
tham kham va lua chon bdi bac sy chuyén khoa tai
Khoa Than kinh va Bénh Alzheimer, Bénh vién Ldo
khoa Trung udng. Két qua: Do tu0| trung binh cua
nhom nghién ctru: 51,1 + 10,3, ty lé nam/nuf 1,31. Ty
|é cac dot bién diém phat h|en dugc trén gen VPSl3C
la 13,33% tudng u‘ng 4/30 bénh nhan mang 4 dot
bién khac nhau. Cac bénh nhan mang dot bién déu &
trong giai doan khdi dau (I va II) clia bénh. T4t ca 4
dot bién déu la dot bién di hap tir véi dang dot bién
thay thé nucleotid. Tar khoa: Parkinson, dot bién gen,
gidi trinh tu Sanger, VPS13C, PARK23.

1Bénh vién Da khoa tinh Hung Yén

2Pai hoc Y Ha NGi

Chiu trach nhiém chinh: Tran Van Khanh
Email: Tranvankhanh@hmu.edu.vn
Ngay nhan bai: 4.7.2024

Ngay phan bién khoa hoc: 20.8.2024
Ngay duyét bai: 19.9.2024

2 Tran Van Khanh?

SUMMARY

IDENTFICATION MUTATIONS IN VPS13C

GENE WITH PARKINSON'S DISEASE PATIENTS

Objective: Identify mutations in some exons of
the VPS13C gene in Parkinson's patients using Sanger
gene sequencing technique. Materials and
methods: Cross-sectional descriptive study on 30
patients identified with Parkinson's disease examined
and selected by specialists at the Department of
Neurology and Alzheimer's Disease, National Geriatric
Hospital. Results: Average age of the study group:
51,1 £ 10,3, male/female ratio: 1,31. The rate of
point mutations detected in the VPS13C gene is
13,33%, corresponding to 4/30 patients carrying 4
different mutations. Patients with mutations are all in
the initial stages (I and II) of the disease. All 4
mutations are heterozygous mutations with nucleotide
substitution  mutations. Keywords: Parkinson’s
disease, mutation, Sanger sequencing, VPS13C,
PARK23. Ky hiéu: Bénh Parkinson (Parkinson’s
disease): PD.

I. DAT VAN PE

Bénh Parkinson (PD) la mot bénh r6i loan
thodi hda than kinh ca phé bién th( hai thé gidi
sau bénh Alzheimer. Trong do, khoang 5-10%

167



VIETNAM MEDICAL JOURNAL N°1 - OCTOBER - 2024

s8 bénh nhan PD phéat bénh khi chua dén 50 tudi
va theo phan loai cua hiép hoi PD Hoa Ky
(APDA), nhdm d6i tugng nay dudc xép vao thé
Parkinson khdi phat s6m. Nhirng trudng hgp nay
c6 ty 1€ di truyén cao hon so véi cac trudng hgp
khai phat mudn, dong thdi gay hé qua rat I6n
dén chét lugng cudc sdng cling nhu tudi tho cla
bénh nhan.!2 Mét trong hon 20 bién thé don gen
c6 lién quan truc ti€p dén PD dang chd y gan
day la VPS13C (Vacuolar Protein Sorting 13
Homolog C). Cac dét bién trén gen VPS13C dugc
ghl nhan trén bénh nhan Parkinson thé khai phat
sém, di truyén 13n trén nhiém sic thé thudng
(PARK23).3

Gen VPS13C la mot gen I6n ndm trén nhiém
sic thé 15, véi chliic ndng ma hda protein van
chuyén lipid gilta cdc bao quan endosome/
lysosome V@i IuGi ndi chat théng qua con dudng
ndi thé trong t€ bao than kinh. Cac nghién clu
chi ra protein VPS13C c¢6 lién quan truc ti€p dén
cdu tao va chirc ndng cla ty thé.*> Cac dot bién
trén gen VPS13C gay anh hudng truc ti€p téi
viéc trao déi lipid trong t& bao, gdy doc té bao
va co tac dong tiéu cuc t6i qua trinh khir cuc va
didu hoa chirc ndng ty thé, lam suy gidm cung
cdp néng lugng cho t& bao. Hau qua la day
nhanh qua trinh thodi hda va chét qua murc cla
cac t€ bao than kinh, tir dé khai phat bénh
Parkinson. Do do, gen VPS13C déng mot vai tro
qguan trong trong sinh bénh hoc PD th6ong qua
con dudng ty thé.*7 Pong thdi, mét s& nghién
cu khac cling dua ra bdng chiing vé tac dong
cta gen VPS13C t6i PD khdi phat s6m c6 kha
ndng cao la do dét bién VPS13C gay ki€u hinh
bénh ndng vai su tién trién bénh nhanh va
nghiém trong hon so vdi cac dot bién & gen
khac.®19 Do dd, viéc nghién clfu cac dot bién
trén gen VPS13C cd y nghia trong chan doan
sdm, phat trién cac phuong phap tri liéu nhdm
vao muc tiéu dich dé€ cai thién chat lugng séng
cho cac bénh nhan c6 nguy cg bi Parkinson va
cung cdp thong tin di truyén quan trong cho
bénh nhan cling nhu’ ngudi nha bénh nhan.

Tuy nhién, trén thé gidi chua c6 thong ké
mot cach co hé thong vé cac dot bién trén gen
VPS13C lién quan dén bénh nhan Parkinson.
Nguyén nhan la do gen VPS13C la mét gen I6n,
cuc phirc tap vdi nhiéu mién tugng tac enzym va
protein, cac dot bién trén gen VPS13C khong tap
trung ma nam rai rac trén khdp cac Exon va
Intron va déu co thé 1a yéu t6 gay bénh hodc la
yéu t6 nguy cd gay bénh...*>7° Tai Viét Nam,
tinh dén thsi diém hién nay chua thdy cac
nghién ctu lién quan dén dét bién gen VPS13C.
Xuét phat tur thuc té trén, trong khudn khé dé tai
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nay ching toi quyét dinh tién hanh giai trinh tu
trén mot nira dau cua gen VPS13C dén tinh dén
hét Exon 43 v&i muc tiéu: Xdc dinh dot bién trén
mot s6 exon cua gen VPS13C & bénh nhan
Parkinson bang ky thuat giai trinh tu’ gen Sanger.

II. DOl TUQONG VA PHUONG PHAP NGHIEN CU'U

1. Poi tudng nghién ciru: Nghién ciu
dugc thuc hién trén cac bénh nhan dugc xac
dinh mac bénh Parkinson dudc tham kham va
luva chon bgi bac sy chuyén khoa tai Khoa Than
kinh va Bénh Alzheimer, Bénh vién L3ao khoa
Trung uang.

- Tiéu chudn lua chon: Cac bénh nhén
dugc lua chon lay mau cta nghién ctu phai dap
('ng cac tiéu chun xac dinh bénh Parkinson theo
tiéu chudn cla Ngan hang ndo thudc Hdi bénh
Parkinson Vuong qudc Anh (United Kingdom
Parkinson’s Disease Society Brain Bank/
UKPDSBB). H6 sG bénh an cung cap day du
thong tin.

- Tiéu chudn loai trir:

+ Bénh nhan mac cac bénh di truyén than
kinh khac.

+ Bénh nhan co tién sir mac cac bénh vé
nao khac nhu: chan thuong so ndo nhiéu lan, u
nao, viém ndo, tai bi€én mach mau ndo.

Bénh nhan thudc tiéu chudn loai trir theo
tiu chudn chan dodn cua Ngan hang ndo Hdi
bénh Parkinson Vuong quéc Anh (United
Kingdom Parkinson’s Disease Society Brain Bank/
UKPDSBB).

2. Phuong phap nghién ciru:

- Thiét ké nghién cilru: M0 ta cat ngang.

- Thai gian nghién clru: Tu thang 5/2023
dén thang 6/2024.

- Pia diém nghién c{ru: Trung tdm nghién
ctu Gen - Protein, truGng Pai hoc Y Ha Noi va
Khoa Than kinh va Bénh Alzheimer, bénh vién
Lao khoa Trung uong.

- C8 mau: 30 mau.

- Cach chon mau:
cha dich.

- Quy trinh thuc hién:

+ Thu thap mau: Miu nghién cdu 13 2 ml
mau tinh mach cta bénh nhan Parkinson dugc
thu thap vao 6ng ch6’ng dong EDTA.

+ Tach chiét va do do tinh sach DNA:
DNA tong s6 dudc tach chiét tir mau mau toan
phan bang kit The Wizard® Genomic DNA
Purification Kit clla hdng Promega (USA). Téat ca
mau sau tach chiét dugc tién hanh do dd tinh
sach bang may do quang phd Nanodrop. M3u
dat tiéu chudn OD260/ OD280 > 1,8 dudgc su
dung dé€ phan tich gen.

Chon mAu thuan tién c6
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+ Ky thuat PCR: SU dung nhitng cdp moi
ddc hiéu dé€ khuéch dai mét s6 exon trén gen
VPS13C. Trinh tu moi dugc thi€t ké st dung tién
ich Primer3 (v.0.4.0). Thanh phan phan (ng
PCR: téng thé 10ul gdm: 1pl DNA, 1pl primer
(F/R), 5ul Gotaqg 2x, 2ul nudc cat. Chu trinh nhiét
cla phan ng PCR: 95°C/5 phut, [95°C /30 gidy,
580C/30 gidy, 72°C/30 gidy] x 35 chu ky, 72°C /5
phit, gilt & 15°C. San pham PCR dudc dién di
trén gel agarose 1.5%, 120V trong 30 phut.

+ Ky thuat giai trinh tu gen Sanger:
Thanh phan phan PCR gidi trinh ty gen gom:
Buffer Big Dye 5X2ul, Big Dye 1pl, primer 5 pMol
(F hodc R) 0.7pl, san san phdm PCR 0.3pl, nudc
cat 6pl. Quy trinh thuc hién theo hudng dan cua
b6 kit BigDye™ Terminator v3.1 Cycle
Sequencing Kit (ABI- M§). San phdm PCR giai
trinh tu sau khi tinh sach dudc gidi trinh tu gen
Sanger bang may ABI-3500 va dugc phan tich
bang phan mém CLC Main Workbench. Két qua
gidi trinh tu dudc so sanh vdi trinh tu chuan:
NG_027782 cta gen VPS13C trén GeneBank.

+ Xur ly so liéu: Két qua giai trinh tu dugdc
xr ly trén phan mém CLC Main Workbench
(Qiagen) va so sanh vdi trinh tu' chudn tir NCBI
GeneBank. Phan mém Excel dugc s dung dé
thu thap thong tin tr hG s bénh nhan va x{r ly
s0 liéu.

3. Pao dirc nghién ciru: Nghién clru nay la
thr nghiém trong phong thi nghiém, khong can
thiép vao qua trinh diéu tri, khong anh huéng
dén két qua diéu tri va tam ly ngudi bénh. Moi
thong tin cla bénh nhan dudc ma hda va dam
bdo an toan. Thu thap sO li€u dugc tién hanh
mot cach trung thuc, chi phuc vu cho muc dich
nghién clu.

INl. KET QUA NGHIEN cU'U

1. Péc diém chung cia nhém nghién
clru: Nghién ciru luva chon ngau nhién 30 bénh
nhan dugc chan dodn mac Parkinson thdng qua

Phan bd tudi 8 nhém bénh nhan nghién clu
lan lugt: bénh nhdn > 50 tudi chiém ty 1é
43,33%, nhédm cac bénh nhan < 50 tudi chiém
56,67%. Nhu vay, nhdm bénh nhan dudi 50 tudi
chiém da s6 trong nghién c(tu. Cac bénh nhan
trong nghién cltu ¢d tudi trung binh 51,1 + 10,3
tudi, dao dong tir 36 dén 73 tudi. Phan b8 gidi
tinh nam/n{ c6 chénh léch 1,31.

Ngoai ra, thong tin Idm sang clia bénh nhan
dudc téng hdp va sdp xép giai doan bénh theo
nhu phan loai cia Hoehn va Yahr. Thong tin vé
ddc diém giai doan bénh & cac d6i tugng nghién
ctru dudgc trinh bay trong bang 2.

Bang 2: Pac diém vé giaia doan bénh
cua doi tuong nghién ciru

Giaidoan| Codot | Khongco | .~ ~
bénh theo| bién | dét bién | TOng s
HoehValn=4| % [n=4| % "= | %
I 2 [6,67] 9 | 30 | 11 [36,67
il 2 [6,67] 11 |36,67| 13 143,33
il 0 [ 0] 6 | 20620
IV 0 (0] 00 0[O0
Vv 0 0] 00 00

D3c diém giai doan bénh cla PD dugc chia
lam 05 giai doan. Trong do, ca 4 bénh nhan co
dot bién trén gen VPS13C déu G giai doan I va II.

2. D3c diém cac ddt bién VPS13C dugc
xac dinh trong nghién ciru: Tat cd cdc mau
nghién cltu dugc xac dinh dot bién trén gen
VPS13C bang ky thudt giai trinh tu' gen Sanger.
Chang t6i phat hién dugc 4/30 (13.33%) bénh
nhan mang dot bién trén gen VPS13C. Trong do,
hai dot bi€n nam trén cac Exon la: Exon 20 va
Exon 35. Ngoai ra, trong qua trinh giai trinh tu,
nghién ctu cling phat hién thém hai dot bi€n
ndm trén vung Intron Ia Intron sau Exon 41 va
vung Intron trudc Exon 42 (Sau day goi tat la:
Intron 41, Intron 42). (Bang 3)

Bing 3. Dic diém théng tin bénh nhin co @t bién va cic dot bién dwge tim thiy

Vi tri

cac triéu chling 1dm sang. Céc d3c diém phan bd ar M i T Bit bién Thaydsi ~ Mit
~ PN - . A H B idi Tudi  Exon/ : . ) ok
vé tudi va gidi cua doi tugng nghién ciu dugc s Inton  ‘havthe acidamin  djt bién
trinh bay & bang 1. - :
Ba’ng 1: Phan bé vé tuéi va gio';i cua I PK2I Nam 36 Exon20 ¢ 1866C>A pAspe22Glu Dihopta
nhom déi tuong nghién ciru 2 PKOS Nit 63 Exon3S 31306 pllel24IMet  Dihopti
ong ng |
NI:O SJ,“am S"Nu 'S"9,"9 so 3 PKIT Nt 44 Tuwondl c4596+12A>G DBvingcitn§i  Dihopt
o > 1A 0o > 1A 0o > ra
tudi |lwgng Tylé lwgng Tylé lugng Ty lé 4 PK2® Nam 46 Tnond2 c4597-6TG  DBvingcitndi Djhopti
50 11 36,67 6 20.00 17 56,67 Chii thich: Asp: Aspartic acid, Glu: Glutamic acid, Ile: Isoleucine, Met: Methionine
< % % % Nghién cltu da xac dinh dét bién trén 4 bénh
>50| 6 20,00 . 23,33 13 43,33| nhan. Tat ca cac dot bién dugc ghi nhan déu la
= 56%6 . . ;/% 3 % _cIT_cht bi%n, di hzc_ngtCr: dﬁpg tlh?i tg_é; nucleotide.
N , , o rong d6, cé 2 bénh nhan cé dét bién trén viing
Tong| 17 % 13 % 30 |100% Exon lam bién d6i acid amin va 2 bénh nhan co
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dot bién trén vung Intron la dang dét bién ving
cat nGi.

3. Cac dot bién gen VPS13C dugc xac
dinh. Hai dot bién trén gen VPS13C la dot bién
c.1866C>A  (p.Asp622Glu) va doét bién
€.4596+12A>G da dugc xac dinh trong nghién
clu nay dugc ching minh déng gop vao kha
nang gay bénh PD (theo cd s& dir liéu Clinvar).
Hinh anh két qua gidi trinh tu cla bon dot bién
dugc trinh bay dudi day.

¢.1866C>A (p.Asp622Glu)

CCTGCTGACCAGACT CCTGCTGAACAGACT
4 A D Q T P A E Q T

Wi Viooel /\ WA

Nguoi binh thimg Béuh nhn PK21

Hinh 1: Két qua djt bién ¢.1866C>A (p.Asp622Glu) ciia bénh nhin PK21
Két qua giai trinh tu cho thdy bénh nhan
PK21 tai vi tri 1866 trén phan t&r mRNA cua gen
VPS13C tuong (g vdi nucleotid C & ngudi binh
thudng da dugc thay thé bang nucleotid A dan
dén bo ba thr 622 ma hda acid amin Acid
Aspartic thanh Acid Glutamic.

©3723C>G (p.Jle1241Met)

l

N
r

v 5 N
X e A X ) j[ﬂ\k

Nguii binh thuing Bénh nhin P03

Hinh 2: Két qua djt bién ¢.3723C>G (p.Tle1241Met) cfia bénh nhin PKOS

O bénh nhan PK05, dot bién dang di hgp tir
lam thay d6i tai vi tri nucleotid 3723 trén Exon
35, nucleotid C bién ddi thanh G. Dan dén sy
thay thé acid amin th{r 1241-Isoleucine thanh
Methionine.

c4396+12A>G

Mg

Bénh nhin PK17

MM

Newi binh thuing

Hinh 3: Két qui dot bién c.4596+124>G ciia bénh nhin PK17

Két qua giai trinh tu cho thdy bénh nhan
PK17 tai vi tri 4596+12 trén vung Intron 41 cla
gen VPS13C tuogng Ung vdi nucleotid A & ngudi
binh thudng dad dugc thay thé béng nucleotid G
G dang di hop tr dan dén su thay thé nucleotid
tai vi tri cat nGi & vung intron do.
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c4397-6T>G

!

TCATTATCTTAGG TCATTAGCTTAGG

Nguoi binh thuimg

Bénh nhin PK28

Hinh 4: Két qua dot bién ¢.4597-6T>G ciia bénh nhin PK28

Bénh nhan PK28 xuat hién mot dot bién thay
th€ nucleotide dang di hgp tr trén Intron 42, tai
vi tri 4597-6 tudgng (’ng véi nucleotid T & ngudi
binh thudng dugc thay thé thanh nucleotid G tai
vi tri cdt ndi & vung intron do.

IV. BAN LUAN

Parkinson cung v@i Alzheimer’s la hai bénh ly
than kinh co phé bién nhét hién nay. Bénh dang
nhan dugc su quan tam I8n tr xa hoi bdi nhitng
hé qua né dem lai cho bénh nhan, gia dinh va
cong dong. Nguyén nhan gay bénh do nhiéu cg
ché& bénh sinh két hgp véi nhiéu bién d6i gen
khac nhau géy ra, nén moi nghién clru vé mot
nguyén nhan cadu thanh bénh hay trén nhiing
vung dia ly khac nhau ciing cé y nghia gép phan
déng gdép khong nhé t6i cd sé dit liéu Parkinson
¢ Viét Nam noi riéng va trén thé€ giGi n6i chung.

Nghién cltu tuyén chon ngau nhién 30 bénh
nhén d& dudc chdn doan mac bénh Parkinson
bdi cac chuyén gia 1dm sang. V& do tuGi, tudi
trung binh nhom nghién clru thu nhan dugc la
51,1 + 10,3 tudi, dao dong tir 36 dén 73 tudi.
Cac dot bién trén gen VPS13C dugc cho la co
lién quan t&i bénh Parkinson thé khdi phat sém
(trudc 50 tudi) véi bi€u hién triéu ching 1am
sang va hé qua nghiém trong. Trong nghién cltu
nay, 4 bénh nhan phat hién dot bién gen trong
nghién cfu nay cé do tudi [an Iugt la: 36, 44, 46,
63 tudi. Nhu vay, 3/4 trudng hop phét hién doét
bién c6 tubi dudi 50, tré hon dang ké so véi Vi
tudi trung binh cta nhém nghién clu. B tudi
hién tai cia nhédm bénh nhan mang dot bién
VPS13C cling phu hgp vdi giai doan bénh ma 4
bénh nhan nay dang phai trai qua. Bang 2 cho
thdy hai bénh nhan dang & giai doan I cua bénh
va hai bénh nhan dang & giai doan II. Day la 2
giai doan mdi khdi phat ciia bénh. Vé ti Ié gidi
tinh, chénh léch bénh nhdn nam cao gap 1,31
lan so v@i nit khdng mang lai nhiéu y nghia bdi
cac nghién ciru khac trén thé gidi khdng tim thay
m&i lién hé vé gidi tinh vai ty Ié mac PD.

Trén nghién cllu nay, ching t6i da xac dinh
dugc 4 bénh nhén mang dot bién trén gen
VPS13C (chiém 13,33%). Tat ca cac dét bién thu
dugc déu la dot bién di hgp tr, dang thay thé
nucleotid. Piéu nay tuang dong vdi cac nghién
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ctru trén thé gigi vé dot bién trén gen VPS13C
cho thay phan I6n la doét bién thay thé nucleotid
va la dot bién di hgp tlr. Trong dod, hai dot bién
trong s6 bon dot bién da dugc chirng minh bdi
cac thr nghiém lam sang hoac in vivo, la dot
bién c¢.1866C>A (p.Asp622Glu) va dot bién
€.4596+12A>G da dudc ghi nhan trén ngan
hang dir liéu ClinVar, tuy nhién chua c6 du doan
chdc chan vé tac dong Idm sang ddi véi co thé.

Dot bién c.1866C>A (p.Asp622Glu) trén
Exon 20 cua gen VPS13C cua bénh nhan PK21
gay bién d6i acid amin tai vi tri 622 tir Acid
Aspartic thanh Acid Glutamic. Ca acid Aspartic va
acid Glutamic déu dudc x€ép la loai amino acid cé
tinh axit (cung cdp proton), mach thdng, khong
phan nhanh, tich dién dm. DU hai acid amin nay
cung nhéom nhung vi cdu tric phan t& khac
nhau, kich thudc khac nhau nén su thay ddi nay
vé mat ly thuyét s& lam thay déi vé cdu tric
khdng gian cua protein cling nhu anh hudng dén
chirc nang protein. Tuy nhién, van can cé cac thi
nghiém ch®ng minh cu thé anh hudng clia dot
bi€n nay in vivo cling nhu trén lam sang.

Dot bién ti€p theo la ¢.3723C>G
(p.Ile1241Met) tai Exon 35 cla gen VPS13C cua
bénh nhan PKO5 gdy bién ddi acid amin tur
Isoleucine bién ddi thanh Methionine. Isoleucine
la mot acid amin mach nhanh, khong chira luu
huynh. Isoleucine dugc dung dé téng hgp chéat
dan truyén than kinh. Trong khi do, Methionine
lai & mot acid amin mach thang, khdng phan
nhanh, khong phan cuc, cé cha lvu huynh. Vé
mat ly thuyét viéc thay déi cla hai acid amin
khac nhdm cé thé gay ra su bién ddi I6n vé ciu
tric khdng gian ctia protein. Nhitng thay déi nay
cd thé anh hudng dén chét dan truyén than kinh
dudc tao ra, tUr do gay ra bénh Parkinson. Du
vdy, van can cd cac thi nghiém chdng minh cu
th€ anh hudng cia ddt bién nay in vivo ciing
nhu trén Iam sang.

Hai dot bién ti€p theo dugc ghi nhan la dot
bién c.4596+12A>G clia bénh nhan PK17 va dot
bi€én c.4597-6T>G cla bénh nhan PK28. Ca 2
bién d6i trén déu la 2 dot bién di hop tir trén cac
Intron 41, Intron 42 cta gen VPS13C. Tuy khong
truc tiép lam thay déi trinh tu ma hoda acid amin
cua protein VPS13C nhung 2 do6t bién trén ving
cat n6i nay lam anh hudng dén vi tri cat Intron
nGi cac Exon d€ tao nén mRNA hoan chinh. Cac
Intron khong cé chifc nang ma hda protein, tuy
nhién, cac doan gen trén Intron cé chiic néng
kifm soat va diéu hoa hoat ddng cta gen. Do
do, dét bién trén Intron tac dong dén su bi€u
hién cla gen. Vi vay, mac du kha nang gay bénh
chua rd rang, nhung vé mat ly thuyét viéc bién

ddi nucleotid trén cac Intron cta gen VPS13C ¢
thé gay ra réi loan hoat déng chirc ndng cla gen
VPS13C, tir do khai phat bénh ly Parkinson.

DPay la bdo cao dau tién vé dot bién cua gen
VPS13C dugc xac dinh & bénh nhan Parkinson
Viét Nam. Nghién ctu chua loai trir duge mot so
kha ndng nhu mic dé &n dinh ciia mRNA, cdu
tric hay nhitng thay déi trong qud trinh téng
hgp protein cd lién quan dén cg ché cia mot s6
thay d6i nay. Hon nita, cac yéu t§ vé mdi truding
sdng ciling ¢ thé gop phan vao su bién dai kiéu
hinh gilta nhitng bénh nhan Parkinson. Nghién
cltu con ton tai mot s6 han ché nhu s6 lugng
mau nghién clru chua nhiéu (30 mau) va ching
t6i chi lua chon giai trinh tu trén nira dau cua
gen do khéi lugng cong viéc qua I16n nén nghién
cltu chua thut su cung cap bao quat day du cac
dot bién trén ca gen VPS13C, va ciing chua khai
thac thém cac bién so lién quan tdi thong tin 1am
sang va can lam sang.

V. KET LUAN VA KIEN NGHI

Bang ky thudt gidi trinh tu Sanger, nghién
ciru da phat hién dugc 4/30 bénh nhan (ty lé
13,33%) mang do6t bién trén gen VPS13C. Cac
dot bién déu la dot bién di hap tir, dang thay thé
nucleotid, ndm trén Exon 20, Exon 35 va Intron
41, Intron 42.

Ngoai cac yéu t6 vé gen, cac yéu to khac vé
mdi trudng cling nhu thé trang tdm ly cling ¢
thé gop phan vao su bién déi vé kiéu hinh trén
nhitng bénh nhan Parkinson. Vi vay, cac nghién
clu tiép theo can thay d6i phuong phap nghién
clru va lua chon ddi sanh dé lam rd vai trd cua
dot bién lién quan dén ngudi bénh Parkinson &
Viét Nam, ngoai ra cling can tdng cudng cd mau
I6n hon dé cd thé ching minh dugc day du vy
nghia cla nhitng dot bién diém nay va tim kiém
thém nhitng dot bién méi trong quan thé ngudi
Viét Nam.
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KHAO SAT VA PHAC THAO DANH MUC TUONG TAC PIEU TRI CAN CHU
Y TRONG THUY'C HANH LAM SANG TAI BENH VIEN PA KHOA PONG NAI

TOM TAT

M@ dau: Tuong tic trong diéu tri la van dé
thudng gap trong thu‘c hanh Iam sang va la mot trong
nhitng nguyén nhan gay ra cac bién c6 bat Igi dm VO'I
bénh nhan. Muc tiéu: Khado sat dac diém nén cua
bénh nhan gém tudi, gidi tinh, dic diém bénh Iy va
tinh trang thudc trong ké don, xac dinh cac yéu t6 anh
hugng dén tinh trang tuong tac thudc trong thuc hanh
Iam sang tai bénh vién da khoa Dong Nai. Dou tugng
va phu’dng phap: Nghién clru cit ngang mo ta dugc
thuc hién trén 500 don thuSc thudc tiéu chuan diéu tri
ngoal tra tal bénh vién ba khoa Pong Nai trong thoi
gian tur ngay 01/11/2019 dén ngay 30/3/2020. DT liéu
dugc thu thap va phan tich don thuéc bao gébm cac
d3c diém bénh nhan, s6 lugng don thudc, dac diém
bénh ly, dac diém tu’dng tac thuoc yéu to anh hufdng
dén tuaong tac thudc. Két qua: Ty Ié don thubc co
tuong tac co y nghia Id&m sang chiém 44,60%. S6 dan
thuBc c6 1 tuong tac chiém 14%, 2 tufdng tac chiém
9,80%, 3 tudng tac chiém 3, 60% Do tudi tir 65 tudi
trG 1én c6 nguy cd gap terng tdc gap 2,2 lan bénh
nhan dudi 65 tudi. SO lugng bénh tang Iam tang nguy
co tuong tac thudc xuat hién gap 2 lan. Bénh nhan bi
dai thdo dudng cdé nguy cd gap tuang tac gap 8,9 lan
so vdi cac bénh khac, ti€p dén la cac bénh rGi loan
lipid mau (5,4 lan), bénh ly tim mach vanh (5,4 lan),
tang huyét ap (3,4 lan), bénh hé tiéu hda (3,3 lan),
bénh ly vé gan (3,1 lan). Trong dé, s6 lugng bénh
cling lam tang nguy cd xuat hién tuong tac nghiém
trong gap 1,5 lan. Két luan: Tuong tac thudc xay ra
tugng doi cao khi bénh nhan sir dung dong thgi nhiéu
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thuGc. Do vay, can xay dung danh muc cac thudc co
tuong tac dang chd y va co tan suadt gap cao, tang
cudng vai trd, chlic ndng tu van cla cac dugc si lam
sang dén nhifng nguGi bénh cd st dung nhiéu thudc
hodc cac thudc ph6i hgp mot cach hgp ly, han ché
tugng tac xay ra va dat hiéu qua cao trong diéu tri.

Tur khoa: Tuadng tac thudc, bién c6 bat Igi.

SUMMARY
SURVEY AND OUTLINE OF MINDFUL
TREATMENT INTERACTIONS ON CLINICAL

PRACTICE IN DONG NAI GENERAL HOSPITAL

Background: Drug interactions are a common
problem in clinical practice and are one of the causes
of adverse drug reactions. Objective: This study was
thus conducted to survey on patient background
characteristics and drug status in prescriptions,
identify factors affecting drug interactions in clinical
practice at Dong Nai general hospital. Study
population and methods: A descriptive cross —
sectional study was conducted on 500 prescriptions of
outpatient treatment standards from November 1%t
2019 to March 30%™ 2020 at Dong Nai General
Hospital. Data collected and analyzed on prescriptions
included patient characteristics, number  of
prescriptions,  pathological  characteristics, drug
interaction characteristics, and factors affecting drug
interactions. Results: The rate of prescriptions with
clinically significant interactions accounts for 44.60%.
The number of prescriptions with 1 interaction
accounts for 14%, 2 interactions account for 9.80%,
and 3 interactions account for 3.60%. People aged 65
years and older are 2.2 times more likely to
experience interactions than patients under 65 years
old. An increase in the number of diseases increases
the risk of drug interactions occurring by 2 times.
Patients with diabetes are 8.9 times more likely to
experience interactions than other diseases, followed
by lipid disorders (5.4 times), and coronary heart
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