NGHIEN CU’U MOI LIEN QUAN GIJ’A DA HINH
GEN MTHFR C667T VOI DAC DIEM LAM SANG
VA CAN LAM SANG CUA BENH GUT O VIET NAM

NGUYEN TUAN ANH', PANG HONG HOAZ,
NGUYEN HUY BINH?, NGUYEN HAI HA*
Benh vién E

ZBenh vién Da khoa Tam Anh

Trwo’ng Dai hoc Y Ha Néi

“Vién Nghién ctru hé gen - Vién Han Iam Khoa hoc va Céng nghé Viét Nam

TOM TAT

Ty Ié mac bénh gut dang gia tang nhanh
chong, néu nguoi bénh khéng duoc chén doan,
diéu tri va theo d6i chat ché sé lam gia téng ty Ié
bénh tat, tr vong, tan phé va gidm chét luvong
cudc séng. Nhiéu nghién ctru chi ra méi lién quan
gitra ndng do homocystein (Hcey) voi tang axit uric
mau lam tidng nguy co mdc bénh gut va bién
ching cua bénh. Pa hinh gen MTHFR C667T
lam giam hoat tinh enzymemethyl
tetrahydrofolate reduce (MTHFR) dan t6i tang
nbng dé Hcy méau gay téng axit uric va bénh guit.
Nghién ctu trén 72 bénh nhén gut chdn doan
theo tiéu chudn ACR/EULLAR 2015 tai Bénh vién
E, nhirng bénh nhan nay dwoc kham, lam xét
nghiém va l&y méu tach DNA dé xéac dinh da hinh
gen MTHFR C667T. Khi phén tich thdy 50%
mang gen CC, 50% mang gen CT, 0% mang gen
TT. Bénh nhédn mang kiéu gen CT c6 khé néng
méc bénh gut man tinh cao hon ( 56.6 %), chi s6
xét nghiém CRP (46,96 + 68,84 mg/L) ciing cao
hon khi so sanh véi nhiing nguoi cé kiéu gen CC.
Suw khéc biét nay cé y nghia théng ké (p < 0,05).

Twe khéa: Gut, MTHFR C667T, homocystein,
1&m séng va cén ldm sang.

SUMMARY

AMR - PCR application to determine the
polymorphism of MTHFR C667T with clinical and
subclinical characteristics of gout patients.

The incidence of gout is increasing rapidly, If
the patient is not diagnosed, treated and closely
monitored, it will increase the morbidity, mortality,
disability and reduce the quality of life. Many
studies have shown an association between
homocysteine (Hcy) levels and hyperuricemia,
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which increases the risk of gout and its
complications. The MTHFR C667T gene
polymorphism reduces the activity of the enzyme
methyl tetrahydrofolate (MTHFR) leading to
increased Hcy levels in the blood, causing
hyperuricemia and gout. In a study of 72 gout
patients diagnosed according to ACR / EULLAR
2015 criteria at Hospital E, received a clinical
examination, laboratory testing, and blood
sampling to determine the MTHFR C677T
polymorphism. Our study indicated that, 50%
carried the CC gene, 50% carried the CT gene
and 0% carried the TT gene. Patients carrying
the CT gene have a higher probability of chronic
gout (566.6%), and the CRP test index (46.96 +
68.84 mg/L) is also higher than that of CC
genotype carriers. There is statistical significance

(p <0,05).

Keywords: Gout, MTHFR C677T,
homocystein, clinical and subclinical.

DAT VAN BE

Gut la bénh ly chuyén héa lién quan dén tang
ndng dé axit uric trong méau, dac trwng béi nhirng
dot viém khép cép hoac viém kh&p man tinh do
ldng dong tinh thé mononatriurat trong cac khép
va mo lién két " . Nghién ctru Khao sét tinh trang
strc khée qubc gia va danh gia dinh duéng
(National Health and Nutrition Examination
Survey, NHANES) ndm 2015 - 2016 da cho thay
c6 khoang 3,9% ngudi trwdng thanh tai My méc
bénh gut“. & trén thé gioi, tly tirng chau luc va
déi twong nghién ctru ty 1& mac bénh gut dao
dong tr 1 - 6, 8%, O Viét Nam trudc day con
hiém gap nhwng hién tai do diéu kién kinh té
phat trién, ché d6 an udng, sinh hoat khong horp i
ty 1& méc bénh  ngay cang gia tang.

Ngoai ra, yéu t6 di truyén ca nhan cling co thé
& mét trong cac nguyén nhan gay rdi loan trao
ddi axit uric & bénh nhan. Nguoi ta da ghi nhan
murc homocysteln cao cd lién quan v&i nong do
axit uric cao™. Mat khac, da hinh gen MTHFR
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C677T lam gidm hoat tinh  enzyme
methyltetrahydrofolat reductase (MTHFR), do d6
lam tang nong d6 homocystein (Hcy) trong mau
U Tren thé gi&i c6 rat nhiéu nghién ctru chi ra
mdi lién quan gita da hinh gen MTHFR C677T
lam tang axit uric huyét thanh gay nén hoi chung
réi loan chuyén héa acid uric va bénh gut 1O
Viét Nam chwa cé nghién ciru nao dé cap den
van dé trén, vi vay chung toi tién hanh dé tai nay
v&i muc tiéu xac dinh ty 1& da hinh kiéu gen
MTHFR C677T & bénh nhan gut & Viét Nam va
mod t& ddc diém lam sang va can Iam sang cla
bénh nhan gut theo da hinh gen MTHFR C677T.

DOI TUONG, PHUONG PHAP NGHIEN CUU

1. P6i twong nghién ctru

72 bénh nhan tr 25 - 85 tubi dwoc chan doan
gut theo tiéu chudn ACR/EULAR dén kham va
diéu tri tai Bénh vién E tir 3/2021 - 8/2021.

Nghién ctru xac dinh kiéu gen MTHFR C667T
dwoc thwe hién tai Vién Nghién ciru hé gen -
Vién Han lam Khoa hoc va Coéng nghé Viét Nam.

2. Phwong phap nghién ctru

2.1. Quy trinh, tham kham lam sang

Bénh nhan dwgc hdi bénh, thdm kham lam
sang dwa trén bénh an nghién ctu co san.

2.2. Quy trinh ldy méau

Bénh nhan dwoc lay mau lam xét nghiém va
bé vao 3 6ng nghiém.

Ong 1: LAy 2ml mau xét nghiém huyét hoc
dwng trong 6ng chdng dong EDTA

Ong 2: LAy 2ml mau xét nghiém sinh hoa
dung trong dng chéng déng heparin

Ong 3: Léy 2ml mau xét nghiém DNA dwng
trong 6ng chong dong EDTA

Ong 1, éng 2 duoc chuyén dén khoa Huyét
hoc va khoa Sinh héa Bénh Vién E lam cac xét
nghiém thuwdng quy

Ong 3 dwoc chuyén dén khoa Sinh héa bénh
vién E lwu gilk, bdo quan & nhiét dé -20 do, khi
thu thap du sb lwong, mau nghién clru sé duwoc
chuyén sang Vién Nghién ctu hé gen — Vién Han
lam Khoa hoc va Céng nghé Viét Nam dé tién
hanh phan tich gen.

Quy trinh tdch triét DNA:

Tach triét DNA bang kit Exgene Blood SV mini
(Geneall Biotechnology Co. LTD, Seoul, Korea).

Xac dinh gen bang ky thuat AMRS—PCR, kiém
ching bang phwong phap giai trinh tw gen.

Cac s0 liéu sau do dwgc nhép va xt li bang
phan mém SPSS 20.0

3. Pao durc nghién cru

Céc sb liéu, théng tin nghién clu hoan toan
chinh xac, trung thyc, khach quan dwoc xac
nhan va chdp nhan bdi co' s& nghién ctru.

Nhirng théng tin vé bénh nhan duwoc gitr bi
mat, chi phuc vu cho cdng tac nghién clu.

KET QUA

1. Két qua xac dinh da hinh kiéu gen
MTHFR C677T

Bang 1. Phan bd kiéu gen va tan sb alen cla
gen MTHFR C677T trén bénh nhan gut

MTHFR BN gut (72BN) Ty 1& %
Kiéugen | CC 36 50,0
CT 36 50,0
1T 0 0,0
[® 108 75
Alen T 36 25

Nhan xét: Ty 1é gen MTHFR C677CT la 50%,
ty 1&é mang alen T la 25%.

2. Lién quan giira da hinh gen MTHFR
C677T v&i mot s6 diac diém lam sang bénh
nhan guat

Bang 2. Lién quan gitra da hinh gen MTHFR
C677T v6i dac diém tudi, thdi gian mac bénh,

BMI, va huyét ap ctia bénh nhan gut.
cC CT+TT
(n = 36) (n = 36) P
Tudi (nam) | 57,11 £ 15,04 60,61 * 14,250,314
Thoigian mac | 4 g4 4 4 144 | 5,16 + 5,606 | 0,982
bénh (nam)
BMI (kg/m2) | 22.98 £ 1,57 | 23.81 £ 1.77 |0.555
Huyét ap tam 125,56 +
e (oo o 130+ 9,86 0,186
Huyetaptam | 27 56 695 | 75,56 +6,07 |0,595
trwong (mmHg)
Huyetap hiéu | yq . 598 | 5444 +146 0,778
sO (mmHg)

Sé lieu dwoc biéu dién dudi dang trung binh
va dd léch chuan +SD.

Gia tri p nhan dwoc tir kiém dinh independent
samples t — test.

Nhan xét: Nhitng ngwdi mang gen CT +TT ¢
dd tudi trung binh va thei gian mac bénh cao hon
nhirng ngwdi mang gen CC tuy nhién khac biét
khéng c6 y nghia théng ké (p > 0,05). Khéng c6
sw khac biét gitra chi s6 BMI va huyét ap cua
kiéu gen CC va CT +TT (p > 0,05).

Bang 3. Lién quan gitra da hinh gen MTHFR
C677T vo&i dac diém cla bénh gut

CC CT+TT
N % N %
Gut cép 13 68,4% 6 31,6%
Gut man 23 43,4% 30 56,6%
P 0,048

SO ligu duoc biéu dién dudi dang phéan trém
va so lugng %(n). .

Gia tri p nhan duoc tir kiem dinh chi-square
test.
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Nhan xét: Nhirxng nguwdi mang alen T ¢ xu
hwéng méc bénh git man tinh cao hon so voi
nhirng ngudi khdng mang alen T. Khac biét nay
c6 y nghia théng ké (p < 0,05).

Bang 4. Lién quan gira da hinh gen MTHFR
C677T v&i bién chirng hat Tophi trong bénh gt

CcC CT+TT Tbng p
N| % | N % N %
Hat 13 139420 | 60,6 | 33 | 100
tophi 0,098
Khéng | 23 | 59 | 16 | 41 39 | 100
co hat
tophi
SO liéu duwoc biéu dién dwdi dang phan tram

va sé luong %(n).

Gié tri p nhén duoc tir kiém dinh chi-square
test.

Nhan xét: Nhirng ngwdi mang Alen T cé ti 1é
xuét hién hat Tophi cao hon so v&i nhitng nguoi
khéng mang alen T. Tuy nhién, khac biét nay
khéng c6 y nghia théng ké (p > 0,05).

3. Lién quan gitra da hinh gen MTHFR
C677T v&i mot sé6 diac diém can lam sang
bénh nhan gut.

Bang 5. Lién quan gitra da hinh gen MTHFR
C677T v&i xét nghiém huyét hoc

Chi sb CC CT+TT P
Glucose mau | 6,38 + 1,81 6,45+2,27 |0,476
(mmol/l)

HbA1c (%) 6,05 + 0,61 6,22+0,91 0,134
Axit uric 522,92 + 530,36 + 0,985
(umol/L) 106,31 105,75

Cholesterol 5,22 +1,23 531+1,15 (0,119

TP (mmol/l)

Triglyceride | 2,02 £ 1,02 219+1,05 (0,769
(mmol/l)

GOT (U/L) | 29,31 £14,28 | 28,25 + 15,47 |0,995
GPT (U/L) [ 33,69+ 33,44 | 32,36 + 22,76 |0,290
GGT (U/L) | 62,39 +£39,49 | 65,53 +48,69 |0,510
Na (mmol/L) | 137,78 +2,69 [ 138,31 + 2,25 | 0,081
K (mmol/L) 3,94 +0,41 3,97 £0,17 0,098
CL (mmol/L) | 100,08 +2,56 | 99,89+244 [0,724

CRP (mg/L) | 29,93 + 44,60 | 46,96 + 68,84 (0,015

Cac thong cC CT+TT P
SO
Hongcau | 4,92 +0,501 | 4,23+0,622 | 0,620
(T/L)
Huyét sic 138,47 + [130,92 +19,58| 0,251
t6 (G/L) 14,66
Hematocrit | 0,43 +0,052 | 0,39+0,051 | 0,415
(LIL)
Bachcdu | 11,16 +2,77 | 10,65+3,24 | 0,381
(G/L)
Bachcau | 68+9,335 | 66,11+10,35 | 0,499
trung tinh
(%)
Tiéu cau 28339+ [268,69+9841| 0,801
(G/L) 86,45
Mau lang 46,75 + 44,72 +£31,34 | 0,074
1gi® (mm) 39,473
Mau ldng | 70,17 + 46,32 | 67,39 + 38,66 | 0,292
| 2gi& (mm)

S0 liéu dwoc biéu dién dwdi dang trung binh
va do léch chuan +SD.

Gia tri p nhan dworc tir kiém dinh independent
samples t - test.

Nhan xét: Khéng cé sy khac biét gilra cac
chi s xét nghiém huyét hoc cla nhirng nguoi
mang alen T so v&i nhirng nguwdi khéng mang
alen T (p > 0,05).

Bang 6 Lién quan gitra da hinh gen MTHFR
v&i xét nghiém sinh hda

Sé ligu duoc biéu dién dudi dang trung binh
va dé léch chuén £SD.

Gig tri p nhéan duoc tir kiém dinh independent
samples t - test.

Nhan xét: Nhirng ngwoi mang alen T ¢6 chi sb
xét nghiém CRP cao hon nhirng nguoi khong
mang alen T, khac biét cé y nghia théng ké (p <
0,05).

BAN LUAN

1. Két qua xét nghiém da hinh gen MTHFR
C677T & bénh nhan gut

Trong 72 mau nghién ctru ty 1& kiéu gen trong
nghién ctru la CC (50%), CT(50%), TT(0%). Ty Ié
mang alen C (75%), ty Ié mang alen T (25%). Két
qua nay cho thay ty 1& mang gen di hop t&r CT
twong tw véi cac nghién clru trén thé gidi. Cu thé
nhw nghién clu cuta tac gid M Zuo trong sb 58
nam gi¢i Nhat Ban c6 tang axit uric mau nam
trong do tudi tr 40 - 79, trung binh la 52.6 tudi
cho két qua ti 16 mang gen CT Ia (45 %)®. Hay
nghién clru cla tac gia YS Hong trong s6 84 nam
gidi Han Quéc c6 tang axit uric mau trén 40 tudi,
trung binh Ia 51,87 tudi ty 1& mang gen CT la (56
%) ty 1& alen T xuét hién trong quan thé 1a
(25%) tu’o’ng dwong v&i nghién clru cla tac gia
Golbahar J 1.

2. Lién quan gitra da hinh gen MTHFR
C677T vé&i diac diém lam sang va can lam
sang bénh gut

Chung tdi khong tim thy sy khac biét gitra
chiéu cao, can ndng va chi s BMI véi cac kiéu
gen MTHFR C677T (p > 0,05), két qud nay
twong déng véi nghién clru cha Laura Di Renzo
khi danh gia vai tro ctia gen MTHFR v&i cac héi
chtrng réi loan chuyén héa . Khong thay co sw
khac biét gilba da hinh gen MTHFR C677T v&i
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HATT, HATTr va HAHS cla cac nhém nghién
ctvu. Didu nay khac véi nghién clu cla Boyi
Yang két luan c6 méi lién quan chét ché gitra da
hinh gen MTHFR C677T v¢i tinh trang THA (OR
= 1,86, 95%Cl = 1,22 2,82)°. C6 thé trong
nghién clru cla chung téi nhirng bénh nhan gut
c6 bénh tang huyét ap kém theo, nhwng nhirng
bénh nhan nay da dwoc kham va diéu tri tang
huyét &p trwéc d6. Day cé thé 1a nguyén nhan
gay ra sy khac biét. Nghién cu cla chdng toi
cho thdy nhirng bénh nhan mang alen T thuwong
c6 nhirng dac diém cla bénh gut man tinh nhiéu
hon nhirng ngwdi khédng mang alen T khac biét
nay cé y nghia théng ké (p < 0,05), nhitng ngudi
mang alen T ciing cé ty 1& bién ching hat Tophi
cao hon nhirng nguwdi khéng mang alen T,
khéng cé y nghia théng ké (p > 0,05). Do c&
mau cla ching t6i con chwa du Ién nén chi md
td mot phan ddc diém 1am sang cta bénh nhan
gut theo da hinh gen MTHFR C677T.

Nhi*ng nguwdi mang alen T cé chi sb xét
nghiém axit uric cao hon nhirng ngwdi khdng
mang alen T, tuy khac biét nay khdng c6 y nghia
théng ké (p > 0,05). Nhwng két qua nay phu hop
v&i nhirng nghién ctu trwdc d6 vé mdi quan hé
gitra nhirng ngu®i mang alen T v&i tang axit uric
mau nhw nghién clru clia Rai V (2016). Nghién
ciru da hinh gen MTHFR C667T va nguy co
tang axit uric mau, nghién ctru téng hop trén
558 trwdng hop coé tang axit uric mau va 912
trwdng hop khong tang axit uric nhém déi chirng
c6 két qua nhirng ngwdi mang alen T cd mbi
lién quan dang ké& voi tang axit uric mau (OR =
1.8401, 95% Cl = 1,55 - 2,18, p <0,001)1.
Nghién clru clia tac gia Golbahar J ciing cho
thay dot bién gen MTHFR C667T ciing gop
phan lam tang cao chi sé xét nghiém axit uric &
ca nam va nov . Nghién ctu ciing cho thay
nhitng ngudi cd kidu gen CT cé chi sb xét
nghiém CRP la (46,96 + 68,84 mg/l) cao hon
nhirng ngwdi mang gen CC (p < 0,05) c6 yéu t6
théng ké. Két qua nay twong (rng véi nghién
clru cla tac gid Ai-Rong Chen va cong suw
nghién ctu mdi lién quan gita CRP. Vitamin
B12 MTHFR C667T vé&i tinh trang khang insulin
va cac yéu td nguy co dbi voi hoi chﬂ’n? réi loan
chuyén hoa & ngwdi dan Trung Quédc!'™®.

KET LUAN

Ty lé kiéu gen MTHFR C677T & bénh nhan
gut la CC 50%, CT 50%, TT 0%. Ty |é alen C
75%, alen T 25%.

Nhirng ngwdi mang Alen T thwdng co dac
diém cta bénh gut man tinh chiém ti 1& (56,6%)
cao hon so v&i nhirng ngwdi khong mang Alen

T (43,4%) khéc biét nay cé y nghia théng ké (p
<0,05).

Nhirng ngw&i mang alen méc bénh gut cé chi
sb xét nghiém CRP (46,96 + 68,84) cao hon
nhirng nguwdi khéng mang alen T (29,93 +
44,60) cé y nghia théng ké ( p< 0,05).

KIEN NGHI

Can dwa xét nghiém nay tré thanh thuong
quy dé xac dinh kiéu gen lién quan dén bénh gut
trwde khi didu tri & nhém bénh nhan nay.
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NOQI SOl PHE QUAN TRONG CHAN DOAN VA BIEU TRI
CAC BIEN CHUNG BU'ONG THO SAU GHEP PHOI:
BAO CAO TRUONG HOP LAM SANG

VU VAN THOI', HOANG ANH BUC??,
NGUYEN NGOC DU’“ PHAM TIEN QUAN',

NGUYEN KIM DAN', NGUYEN TUNG SO’N1 LE NHAT TIEN',
DUONG HOANG LONG', NGUYEN HOU u’o’c1 3 , VU VAN GIAP>®

TOM TAT

Bién chung duong thé la mét trong nhiing
nguyén nhén lam tang chi phi va ty Ié t& vong
sau ghép phéi. Thiéu méau cuc b6 miéng néi va
nhiém trang la hiing nguyén nhéan chinh géy ra
cac bién chirng duong thé. Céc bién chimg nay
bao gém nhiém trung, hep phé quan, nhuyen phe
quén, mé hat, 16 ro dwong thé. Noi soi phé quan
vG6i ky thuét riva phé quan phé nang va ky thuéat
can thiép néi phé quan cé vai tro quan trong trong
chén doan va xtr tri céc bién ching duong thé
sau ghép phdi. Chung téi bdo cdo mot truong
hop mé t& biéu hién I4m sang, ndi soi phé quén
va vai tro cua ndi phé quan trong diéu tri bién
chirng duong thé sau ghép phéi & Viét Nam.

Twr khéa: Ca ldm sang, néi soi phé quan can
thiép, bién chirng dwong thé, ghép phoi.

SUMMARY

INTERVENTIONAL BRONCHOSCOPY IN
MANAGEMENT OF AIRWAY COMPLICATIONS
POST LUNG TRANSPLANTATION: A CASE
REPORT

Airway complications are one cause of
increased costs and mortality post-lung
transplantation. Anastomotic ischemia and
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infections are major causes of airway
complications. These complications include
infection, bronchial stenosis, broncho malacia,
granulation tissue, airway fistula.

The bronchoscopy with bronchoalveolar
lavage and  endobronchial  interventional
techniques have an important role in the
management of airway complications post-lung
transplantation. We report a case to describe
clinical manifestations, bronchoscopy, and the
role of endobronchial in the treatment of airway
complications following lung transplantation in
Vietnam.

Keywords: Case report, interventional
bronchoscopy, airway complications, lung
transplantation.

DAT VAN BE

Mét trong nhirng phwong phap diéu tri cho
cac bénh ph0| giai doan cudi la ghep phoi. Tuy
nhién, ty Ié song sau ghép ph0| gidm vi cac bién
chtrng duong the 1. Cac bién ching cua dLPO’ng
thé bao gom tang smh md hat, hep phe quan,
nhuyén sun phé quan, hoai t& miéng noi, 16 ro
duong thd va nhiém trang. Noi soi phé quan
can thiép cho thdy hiéu qua trong viéc chéan
doan va x{ tri cac bién chirng dwong thé sau
ghép phdi. Viéc ap dung cac ky thuat ndi soi phé
quan can thiép doi hdi phai ap dung cho tirng
trwong hop cu thé vi cac bién chirng, mirc dd
nghiém trong va tinh trang bénh nhan khac
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