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NGHIEN C(*U MC PO BIEU HIEN GEN CYLD
O’ BENH NHAN U LYMPHO AC TiNH KHONG HODGKIN

Nguyén Trong Ha', D5 Thi Trang?, Nguyén Hoang Giang?,

TOM TAT

Muc tiéu: Xac dinh mdc do bléu hién mRNA gen
CYLD & benh nhan NHL. Danh gia mai lién quan gilra
mdc do b|eu h|en mRNA gen CYLD vGi mét s6 dac
diém 1am sang, can lam sang & bénh nhan NHL. Doi
tugng, phucng phap nghién cfu: 83 bénh nhan
dugc chan doan xac dinh bénh NHL va 83 nguGi khde
manh lam nhém d6i chu’ng Ky thuat RT-PCR dugc st
dung dé& phan tich erc d6 biéu hién gen CYLD. Két
qua: tudi trung binh cla nhém bénh nhan NHL I3 56, 4
+ 16,1. Tu0| tudi cao nhat la 86, thap nhéat [a 17 tudi.
Nhom tudi < 60 va trén 60 co ty Ié [an lugt 1a 51,8%
Vva 48,2%. Trong d6 c6 63,9% bénh nhan ia nam g|d|
nir g|d| chiém 36,1%. Co 41% bénh nhan & giai doan
I, Il va 59% benh nhan & giai doan I1I, IV. Bénh nhan
NHL thuéc nhom thé tién trién nhanh chiém ty 1&
84,3% va chi c6 15,7% bénh nhan thuc nhom tién
trién cham. Muc do bi€u hién mRNA gen CYLD &
nhém bénh nhan NHL cao hon nhém chitng, su’ khac
biét co y nghia théng ké vdi P < 0,05. Khong c6 su
khac biét c6 y nghia thong ké vé mirc do biéu hién
mMRNA cua gen CYLD vd| nhém tu0| giai doan, thé tién
tri€n va mot s6 chi s6 can 1dm sang & bénh nhan NHL.
K&t luan: Mdc d6 biéu hién mRNA gen CYLD & nhém
benh nhan NHL cao han nhém chufng, su khac blet co
y nghia thong ké. Chua thdy mdi lién quan c6 y nghia
thong ké glLra mu’c do bleu hlen mRNA cla gen CYLD
vGi mot sO chi s lam sang, can lam sang & bénh nhan
NHL. Tu’khoa U lympho &c tinh khdng Hodgkin, mdc
dd biéu hién gen CYLD.
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Objective: Determine the mRNA expression level
of CYLD in NHL patients. Evaluate the relationship
between mRNA expression level of CYLD and some
clinical, subclinical characteristics in NHL patients.
Methods: 83 patients were diagnosed with NHL and
83 healthy people as a control group. Quantitative RT-
PCR was used to analyze mRNA expression of CYLD.
Results: The average age of the NHL patient group
was 56.4 £ 16.1 years. The highest age is 86 years
old, the lowest age is 17 years old. The percentage of
age group < 60 and over 60 is 51.8% and 48.2%,
respectively. Male account for 63.9%, female only
36.1%. Stage (I and II) is 41% and 59% is stage (III
and 1IV). Aggressive lymphoma group account for
84.3% and only 15.7% in indolent group. The mRNA
expression level of CYLD in the NHL patient group is
higher than the control group with P < 0.05. There is
no statistically significant in the mRNA expression level
of CYLD with age , stage, progression group and some
subclinical characteristics in patients with NHL.
Conclusion: The mRNA expression level of CYLD in
the NHL patient group was higher than the control
group, has statistically significant. There is no
statistically significant relationship between the mRNA
expression level of CYLD and some clinical, subclinical
in NHL patients. Keywords: Non-Hodgkin lymphoma,
CYLD expression level

I. DAT VAN PE

U lympho &c tinh khéng Hodgkin (NHL) la
bénh Iy ac tinh cla t& chirc lympho, cd thé ton
thuang tai hach hodc tdn thuong ngoai hach
ngoai hach. Theo GLOBOCAN 2020, trén thé gic’ii
bénh NHL ditng th(r 12 vé ty 1é méi méc va ty 1€
tr vong so véi tat ca cac loai bénh ung thuf1]. O
Viét Nam ndam 2020 ghi nhan khoang 3725 ca
md&i mac va 2214 ca tir vong do bénh NHL. Hién
nay nguyén nhan gay bénh NHL chua rd rang,
nhung véi sy phat trién clia cdng nghé sinh hoc
da gop phan lam sang té cd ché bénh sinh cua
NHL. Nhiéu nghién cfu da chi ra rang su kich
hoat lién tuc dLrong truyén tin hiéu NFkB thuic
ddy sy tang sinh va song sét cua té bao lympho
dan dén su khdi phat va tién trién bénh ung thu
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hach [2]. CYLD la gen deubiquitinase (DUB) co
vai tro Uc ché hoat hoat hda con dudng NF-kB
thong qua dd Uc ché hoat dong cta khéi u. Cho
dén nay da cdé nhiéu nghién cttu vé gen CYLD &
cac bénh ly ac tinh khac nhau nhu ung thu gan,
ung thu vU, ung thu dai truc trang... tuy nhién
vai tro cla gen CYLD & bénh NHL con it dugc
biét dén. Do vay nghién cru nay dugc thuc hién
nham muc tiéu:

1. Xdc dinh muc dé biéu hién mRNA gen
CYLD & bénh nhén NHL.

2. Banh gid mdi lién quan gitta muec dé biéu
hién mRNA gen CYLD vdi mét sé dgc diém 1m
sang, cadn 1dm sang & bénh nhén NHL.

Il. DOI TUONG VA PHUONG PHAP NGHIEN CU'U

2.1. Poi tugng nghién ciru

Nhom bénh: 83 bénh nhan dudc chan doan
xac dinh bénh NHL tai Bénh vién Quan y 103 va
Vién Huyét hoc - Truyén mdau Trung udng tu
thang 03/ 2020 dén thang 06/ 2022 va 83 ngudi
khoe manh hién mau tinh nguyén tai Bénh vién
Quan y 103 lam nhém d6i chiing.

- Tiéu chudn lua chon nhém bénh:

+ Bénh nhan dugc chan doan xac dinh bénh
NHL bdng mé bénh hoc va héa mé mién dich.

+ Bénh nhén dugc chdn doan bénh lan dau,
chua dugc can thiép diéu tri.

- Tiéu chuan loai tru:

+ Loai bo cac doi tugng bénh nhan khéng cd
day du cac chi s6 nghién clu.

+ Bénh nhan khdng hgp tac nghién ciru

+ Bénh nhan mdc bénh tu mién: lupus ban
do hé thoéng, xo cing bi, viém khdp dang thap.

+ Bé&nh nhan mac bénh ly ac tinh két hop
khac

2.2. Phuang phap nghién ciru

Thiét k& nghién cltu: mé ta cat ngang, c6 so
sanh nhéom chiing, ¢d mau thuan tién.

Cac budc tién hanh: Bénh nhan NHL ndm
trong tiéu chuan lya chon (Thu nhdp thong tin
theo mau bénh an nghién ciru), gom:

- Thu th&p cac théng tin: tudi, gidi, giai doan
bénh, thé tién trién.

- Xét nghiém can lam sang: Cong thirc mau,
sinh héa mau, mé bénh hoc, chan doan hinh anh
va cac xét nghiém khac.

- 4mL mau ngoai vi cla dbi tugng nghién
citu dudc sir dung d€ tdch RNA bdng kit
QIAshredder va RNeasy Mini Kit tir Qiagen
(Hilden, Btrc) theo hudng dan cla nha san xuat.

- Xac dinh mirc d6 biéu hién cua gen CYLD,
GAPDH bang ky thudt gRT-PCR véi Hé thdng
LightCycler (Roche, Basel, Thuy Si). Cac doan
moi sau da dugdc st dung: Doan mdi gen CYLD:
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5'-GGAGCGAGATCCCTCCAAA -3' (mGi xudi) va
5'-GGCTGTTGTCATACTTCTCAT-3' (mbi ngugc).
Cac phan Uing gRT-PCR dugc thuc hién véi cung
thé tich 20 pL chifa 2 L cDNA, 2,4 pL MgCl2
(3uM), 1 pL hon hgp moi (0,5 PM cla ca hai
moi), 2 YL cDNA SYBR Green I Master mix
(Roche), va 12,6 pL nudc da xur ly DEPC. DNA
dich dugc khuéch dai trong 40 chu ky & 95°C
trong 10 giay, 62°C trong 10 giay va 72°C trong
16 gidy, moi lan c6 téc do chuyén ddi nhiét dd la
20°C/s. Panh gia mdc d6 biéu hién gen A20 dua
trén chu ky ngudng (Ct) so véi gen GAPDH theo
phuang phap Livak [74]:

M{c dd biu hién gen CYLD = 275¢ (ACt =
Ct gen CYLD - Ct cta gen GAPDH).

- Toan bd ky thuat tach RNA dén gRT-PCR
dugc thuc hién tai Vién nghién clru hé Gen- Vién
Han Lam Khoa hoc va Cong nghé Viét Nam

- 86 liéu sau khi thu thap sé duoc sur' ly
bang phan mém SPSS.

Ill. KET QUA NGHIEN cU'U

83 bénh nhan NHL cd tudi trung binh 56,4 +
16,1 tudi, tudi cao nhat la 86, thadp nhat la 17
tudi. Trong d6 cd 63,9% bénh nhan 1a nam gidi,
nlt giGi chiém 36,1%. Nhém tudi < 60 va trén 60
cé ty 1€ lan lugt la 51,8% va 48,2%.

Bang 3.1. Pdc diém giai doan va thé
tién trién & bénh nhén NHL (n= 83)

N ohién i | SSluong | Ty 18
Giai doan I 20 24,1%

Giai doan | Giai doan II 14 16,9%
bénh Giai doan III 22 26,5%
Giai doan IV 27 32,5%

Tong 83 100%

Nhan xét: Co 41% bénh nhan & giai doan I,
II va 59% bénh nhan & giai doan III, 1V, trong
dé bénh nhan & giai doan IV chiém ty Ié cao
nhat la 32,5%.

Bdng 3.2. Pac diém giai doan va thé
tién trién & bénh nhédn NHL (n= 83)

Nhém bgnré(?t?an nghién S6 Ivgng| Ty 18
DLBCL 53 63,9%
Thé tién| FL giai doan 11, IV 2 2,4%
trién MCL 5 6%
nhanh | NHL t€ bao T tién
trién nhanh 10 12%
TONng 70 84,3%
2 MZL 5 6%
The fien SLL 3 | 3,6%
cham FL giai doan 1,11 3 3,6%
i Mucosis Fungoides 2 2,4%
Tong 13 15,7%
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DLBCL: u Imypho t€ bao B I6n lan tda; FL: u
lympho thé nang; MCL: u lympho t& bao Mantle
MZL: u lympho vlng via, SLL: u lympho t€ bao nhd

Nhdn xét: Chu yéu bénh nhan bénh nhan
NHL thudc nhdm thé tién trién nhanh chiém ty 1&
84,3% va chi cé 15,7% bénh nhan thudc nhom
tién tri€n cham.
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Hinh 2. Mirc dé biéu hién mRNA gen CYLD
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Nhan xét: Khong co su khac biét cé y nghia
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Hinh 3. Mic dé biéu hién mRNA gen CYLD
theo giai doan & bénh nhan NHL (n=83)
Nhén xét: Khong cd sy khac biét cd y nghia
thdng k& vé mirc dd bi€u hién mRNA cla gen
CYLD gitra giai doan I,II va III, IV & bénh nhan
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Hinh 4. Mic dé biéu hién mRNA gen CYLD
0 NHL theo thé tién trién & bénh nhan NHL
(n=83)

Nhan xét: Khong co su khac biét cd y nghia
théng ké v& mdrc do bi€u hién mRNA cua gen
CYLD gitra hai nhém NHL tién trién nhanh va tién
trién cham.

Bang 3.3. Tuong quan mirc dé biéu hién mRNA gen CYLD vdi mét sé chi sé can I13m

sang nhom bénh nhan nghién ciru (n= 83)

Chi s0 CLS| <~ a ~ -
, SO lugng| Luong |So6 lucng . SO lugng Tiéu

Muc do eI : . .~ 2 INeutrophil Lymphocyte o

biu hién ge Hong cau/Hemoglobin|Bach cau cau

I's -0,03 0 -0,2 -0,18 -0,003 0,05

CYLD —, 0,78 0,99 0,07 0,1 0,97 0,67

Protein | Albumin AST ALT LDH B2-Microglobulin
CYLD Is 0,24 0,21 0,16 0,02 -0,03 -0,05
0,53 0,06 0,88 0,83 0,80 0,67

P

Nh3n xét: O bénh nhan NHL mic d6 bi€u
hién mRNA gen CYLD khong cé su tudng quan
¢ y nghia théng ké v8i mot s6 chi s6 can lam
sang nhu s6 lugng hdng cau, lugng Hemoglobin,
sO lugng bach cau, Neutrophil, Lymphocyte, sG
lugng ti€u cau, AST, ALT, protein, albumin, LDH,
B2-microglobulin mau.

IV. BAN LUAN
- Mirc d6 bi€u hién mRNA gen CYLD &

bénh nhan NHL. CYLD la gen deubiquitin diéu
chinh nhiéu quéa trinh sinh ly bao gém nguyén
phan té bao, cdn bang ndi moi t€ bao B, dap (ing
mién dich va phat trién t& bao T. Ngoai ra cac
nghién cttu trudc day da chirng minh CYLD Ila
mot gen Uc ché khdi u thdng qua vai tro Uic ché
con dudng NF-kB [3]. Su biéu hién gen CYLD d3
dugc ngién ciru 6 mot s6 bénh ung thu khac
nhau, co rat it nghién clu trong cac bénh ly ac
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tinh vé huyét hoc.

O nhdm bénh ly ac tinh huyét hoc, nam
2014 Wei va cs nghién cltu y nghia Idam sang cua
gen CYLD & 125 bénh nhan bi bénh bach cau
lympho man cho thdy & t€ bao bach cau lympho
man mdc d6 bi€éu hién mRNA gen CYLD thap
hon t€ bao B binh thuGng, dong thai cd lién
quan dén trang thai dot bién vung chudi nang
cta gen IGH cu thé & bénh nhan cé dot bién gen
IGH m{c dd biéu hién gen CYLD cao hon nhém
khong dét bién, su khac biét cé y nghia thdng ké
vGi p = 0,0018. Nam 2016 Andel va cs ti€n hanh
nghién cu & bénh nhan da u tuy xuong thay
rang mdc dd bi€u hién gen CYLD gidm cd y
nghia théng ké so vdi nhom khoe manh, dong
thdi nghién clu cling chi ra rdng su’ giam biéu
hién gen CYLD lién quan chat ché véi dudng
truyén tin hiéu Wnt hon la con dudng NFkB[4].

Nghién clfu ¢ d6i tugng mac bénh ung thu
cac tang dac, Tang va cs (2023) két qua cho
thdy mic d6 biu hién gen CYLD & bénh nhén
ung thu biéu mé t€ bao gan (trung binh 13 0,06)
thap han ¢ y nghia thdng ké nhdm chiing khoe
manh (trung binh 1,262), 8 nhdm bénh nhan xc
gan muc dd biéu hién gen CYLD cao han nhém
ching cd y nghia théng ké [5].

Gen CYLD ban dau dugc mo ta la gen Uc ché
khoi u trong bénh u hinh tru, mét loai ung thu
da mang tinh chat gia dinh. Sau d6 gen CYLD
dugc phat hién cd nhiéu chifc nang khac nhau
trong do c6 chic nang diéu hoa con dudng NFkB
thong qua qua trinh kh(r ubiquitin do d6 anh
hudng dén su tang sinh , apoptosis va su’ s6ng
sot cua t& bao [6]. Nhung biéu hién gen CYLD
rat it dudc nghién clru & bénh nhan NHL. Két
qua nghién clfu cla chdng toi cho thdy & bénh
nhan NHL cé mic dé biéu hién cao hon nhém
chirng, su’ khac biét co y nghia théng ké végi P <
0,05. Két qua nay cd su khac biét vai cac nghién
cltu trudc day kha nang la do cac nghién clu
dudc thuc hién & cac doi tugng khac nhau. CYLD
dugc coi la chat Uc ché khéi u ton tai phd bién
trong nhiéu loai khéi u. Tuy nhién, mirc dé bi€u
hién cta CYLD khong dong nhat & cac loai ung
thu khac nhau. Trong ung thu vi, mic d6 biéu
hién protein CYLD trong khéi u thap han so véi
cac mo binh thudng. Nhung & ung thu dai truc
trang giai doan dau, mirc d6 biéu hién CYLD cao
va giam dan theo tién trién clia bénh. Cé mot sd
nghién clrtu vé mdc dd bi€u hién protein cla
CYLD trong cac khéi u ac tinh vé huyét hoc.
Trong bénh CLL, m{c d6 biéu hién protein CYLD
thdp hon so vdi nhom chiing binh thudng.
Nhung trong u lympho t€ bao T, mic do biéu
hién CYLD khdng cé su' khac biét dang ké gilra
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mau hach &c tinh va mAu hach binh thudng.
Nhitng phat hién nay cho thdy rang cé cac cd
ché& diéu chinh chlic nang cia CYLD rat khac
nhau trong cac khoi u khac nhau [7]. Do d6 can
phai cé nghién c(u thém dé lam rd ca ché diéu
hoa CYLD trong bénh u lympho ac tinh.

- Lién quan mirc d6 bi€u hién mRNA
gen CYLD véi mot s6 dac diém lam sang,
can lam sang & bénh nhan NHL. Trong
nghién cfu nay chdng t6i nhan thdy & bénh
nhan NHL m{c dd bi€éu hién mRNA gen CYLD
khong cé madi lién quan cé y nghia thong ké nao
véi cac chi s6 1dm sang nhu tudi, giai doan bénh,
thé tién trién cla bénh cling nhu cac chi s6
huyét hoc, sinh hdéa & doi tugng nghién clu.
Trong da s6 cac nghién cfu déu thé hién CYLD
cd vai tro c ché khoi u trong nhiéu bénh ung
thu khac nhau va la chi s6 tién lugng bénh. Cho
dén nay co rat it cac nghién clu vé lién quan
mUc dd bi€u hién gen CYLD vdi chi s6 Idm sang,
can lam sang va y nghia tién lugng cta CYLD &
bénh ly ac tinh huyét hoc noéi chung va NHL noi
riéng, vi vy can phai tiép tuc nghién cltu dé lam
ro van dé nay.

V. KET LUAN

M{c dd biéu hién mRNA gen CYLD & bénh
nhan NHL trong nghién cfu cao han so véi nhdém
chirng khoe manh, su’ khac biét cé y nghia théng
ké véi p < 0,05.

Trong nghién c(tu chua nhan thady mai lién
quan cd y nghia thdng ké giita mirc do bi€u hién
mRNA gen CYLD vdi giai doan bénh, thé tién trién
va mot s6 chi s6 can lam sang & bénh nhan NHL.
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MOT SO DAC PIEM DICH TE VIEM NAO T MIEN
DO KHANG THE KHANG THU THE N-METHYL-D-ASPARTATE
TAI TRUNG TAM THAN KINH BENH VIEN BACH MAI NAM 2023

Trwong Thanh Thiy!, V6 Hong Khéil23, Phan Vin Toan?

TOM TAT

Muc tiéu: Mo ta ddc diém dich te viém ndo tv
mién do khang thé khang thu thé N-methyl-D-
aspartate (Viém nao NMDA) tai Trung tdm Than Kinh
bénh vién Bach Mai ndm 2023 Poi tuong nghién
clru: 46 bénh nhan dudc chan doan viém nio NMDA
trong thdi gian tir 01/01/ 2023 -31/12/2022 tai Be_nh
vién Bach Mai. Phuang phap nghién ciru: Mo ta cat
ngang. Két qua: Trong 46 bénh nhan V|em nao
NMDA d3 dugc nghién clu, tudi trung binh clia bénh
nhan la la 30,22 + 14,055, phan I6n la bénh nhan tré
tudi (tLr 18- 44 tudi) chlem ty 1& 69,6%. Nif chiém uu
thé vai ty Ié nam: nu‘ la 1/2 07. Phan I6n bénh nhan
den tu‘ dong bang song Hong chiém 60,9%, Trung du
va vung ndi ph|a Bic, Bac trung tuong ducng nhau,
cung chiém gan 20%. Ty 1é mac bénh nhiéu nhat quy
3 (30,4%), it nhat vao quy 4 véi ty 1&é mic 19,6%.
Khong 6 su khac biét vé tudi trung binh g|Lra hai gldl
gilfa cac vung mién cling nhu gilra cac quy trong nam.
Khéng co su’ khac biét co y nghia thdng ké vé gidi tinh
clia nhom doi tugng trong tirng ving mién. Tuy nhién
xu huéng ty 1& bénh nhan nit vugt trdi hon nam &
vung Dong béng song Hong va Bdc Trung bo C6 sy
khac biét vé gldl trong nhém doi tugng mac vao quy 3
(p<0,05). Két luan: Qua nghlen cifu nay, chung toi
nhan thdy dic diém tudi gidi bénh nhan viém ndo
NMDA tai trung tam than kinh nam 2023 tuong tw V(i
cac nghlen clfru vé viém ndo NMDA khac tai Viét Nam
vdi ty 1& nit chiém da s6, terdng hay gap bénh nhan
tré tudi. Ty Ié bénh nhan & vung dong bang song
Hong chiém ty 18 i8n nhat va quy 3 ndm 2023 co ty Ié
bé&nh nhan cao nhat ndm.

T’ khoa: Viém ndo tu mién, khang thé khang
thu thé N-methyl-D-aspartate, NMDA
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Objective: Descriptive epidemiological Anti-
NMDA receptor encephalitis at Neurology Center of
Bach Mai Hospital in 2023. Subjects: We enrolled 46
patients who were diagnosed with Anti-NMDA receptor
encephalitis at Bach Mai Hospital from January 1t
2023 to October 31%t, 2023. Methods: Cross-sectional
descriptive study. Results: Among the 46 NMDA
encephalitis patients studied, the average age was
30.22 * 14.055, with the percentage of young
patients (from 18-44 years old) the highest,
accounting for 69.6%. Females predominated over
males, with the ratio of males to females was 1/2.07.
More than half of the patients came came from the
Red River Delta, accounting for 60.9%, while the
proportions of them from the Northern Midlands and
Mountains, and the North Central region were similar,
accounting for nearly 20%. In 2023, the highest
incidence rate was in the third quarter (30.4%), and
the lowest was in the 4th quarter with an incidence
rate of 19.6%. There was no difference in average
age between the two genders, and this also happened
among regions, and among quarters of the year.
There was no statistically significant difference in the
gender of target groups in each region. However, the
proportion of female patients surpasses that of males
in the Red River Delta and North Central region. A
difference in gender among NMDA encephalitis
patients was found in the third quarter (p<0.05).
Conclusion: We have observed that the demographic
characteristics of NMDA encephalitis patients at the
neurology center in 2023 were similar to those
reported in other studies of NMDA encephalitis in
Vietnam.  These  characteristics included a
predominance of female patients and a tendency for
the condition to affect younger individuals. The
highest proportion of patients was found in the Red
River Delta region, and the third quarter of 2023 had
the highest incidence rate.

Keywords: Autoimmune Encephalitis, Anti N-
methyl-D-Aspartate receptor, NMDA

I. DAT VAN DE

Viém ndo cdp la tinh trang viém cap tinh nhu
md ndo, biéu hién bang su réi loan chiic ndng
than kinh-tdm than khu trd hodc lan toa.! Bénh
xay & khap nai trén thé gidi, gdp & moi Ira tudi.
Céc nghién c(fu dich té trudc day tap trung cha
yéu nghién clru cac nguyén nhan ldy nhiém.>>
Tuy nhién trong khoang han 1 thap ky vira qua,
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