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V. KET LUAN

- Ty |é huyét thanh duong tinh véi au trung
Toxocara canis ¢ déi tugng tai diém nghién clu
la 57,8%;

- Ty |é huyét thanh duong tinh véi au trung
Toxocara canis & nif 61,5% cao hon nam gidi
51,9%;

- Ty Ié huyét thanh duong tinh vGi au trung
Toxocara canis 6 nhém tudi dudi 15 tudi cao
hon nhom trén 15 tudi (58,3% va 57,6%);

- Ty |é huyét thanh duong tinh véi du trung
Toxocara canis @ dan toc E dé 66,67% cao nhat,
dén dan toc Kinh 56,9%.

- Ty |é huyét thanh duong tinh véi au trung
Toxocara canis ¢ vung nong thon (61,5%) cao
han khu vuc thanh pho (38,5 /o),

- Nhitng hd nubi chd co nguy cd nhiém
Toxocara canis gap 13,99 lan so vdi ho khong
nudi cho;

- Ngug@i thudng xuyén &n rau sbéng c6 kha
nang nhiém Toxocara canis gap 1,62 lan so vdi
ngudi khéng an rau song;

- Ngudi thudng xuyén ti€p xdc dat c6 nguy cd
nhiém Toxocara canis gap 1,72 lan so véi ngudi
khong thudng xuyén ti€p xdc dat;

- Nhitng nguGi c6 thdi quen bong bé chd co
nguy cd nhiém Toxocara canis gap 6,05 lan véi
ngugdi khong cé thoéi quen béng bé chd;

- Nhitng ngudi khéng thudng xuyén rra tay

trudc khi &n cd nguy co nhiém Toxocara canis
gap 2,8 lan so v8i nhdom nhom ngudi thudng
Xuyén rua tay trudc khi an.
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Muc tiéu: Xac dinh tinh trang mang dot bién gen
6 than nhan ngudi bénh ung thu dai truc trang
(UTDTT) cb6 y nghia quan trong trong viéc chon
phugng an tam soat phat hién sé6m, phong ngira ung
thu. Nghién clru nay nhdm mé ta tinh di truyén cla
dot bién gen trong UTDTT & bénh nhan Viét Nam. Doi
tugng va phuong phap nghién ciru: Nghién ciru
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mO ta cat ngang. Thu nhan 21 mau mau tir than nhan
clia 7 bénh nhan mic UTBTT mang dét bi€n mam,
thuc hién g|a| trinh tu Sanger dé ghi nhan tinh chat di
truyen Ket qua: Ty |é UTDTT lién quan dén dot bién
t€ bao mam la 9,9% (10/101). Trong dé, ghi nhan
trong 7 bénh nhan tham gia nghién clu, 3 gia dinh co
dot bién di truyén trén cac gen MLH1, MSH6 va PMS2,
Két luan: Nghién clu dau tién mo ta tinh di truyén
clia dot bién dong mam trong UTDTT tai Viét Nam.

T khoa: dot bién dong mam, khai phat sém, ung
thu dai truc trang.

SUMMARY

INHERITANCE OF GENE MUTATIONS IN
EARLY-ONSET COLORECTAL CANCER PATIENTS

Aim: Determining the carrier status of gene
mutations in relatives of colorectal cancer (CRC)
patients is of great importance in choosing a screening
plan for early detection and cancer prevention. This
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study aims to describe inheritance of gene mutations
in CRC in Vietnamese patients. Materials and
methods: This is a cross-sectional descriptive study.
A total of 21 peripheral blood samples were recieved
from relatives of 7 patients with germline mutations,
and then performed Sanger sequencing to document
the genetic characteristics. Results: CRC caused by
germline mutations occurs at a rate of 9.9% (10/101).
In which, three families had inherited gene mutations
in MLH1, MSH6, and PMS2. Conclusion: This is the
first study in Vietnam to describe inheritance of
germline mutations in CRC.
Keywords. germline
colorectal cancer.

I. DAT VAN DE

Ung thu dai truc trang (UTDTT) la loai ung thu
phé bién th(r ba 6 nam gii va th( hai & ni gidi,
vGi udc tinh han 1,1 triéu trudng hgp bénh mdi
phat hién va hon nifa triéu bénh nhan tir vong
theo thong ké nam 2020 cia GLOBOCAN [1].
Khoang 5% dén 6% nhiing ngudi bi UTDTT co
mang dot bién gen di truyén gay ra cac hoi chiing
ung thu gia dinh [2,3]. Nhiéu gen lién quan dén
UTDTT di truyén, trong do dot bién trén cac gen
lién quan hoi chirng Lynch (MLH1, MSH2, MSHS,
PMS2 va EPCAM) la ph& bién nhat. Ngoai ra, mot
s6 hoi chirng c6 lién quan dén UTDTT di truyén
nhu hoi chirng da polyp tuyén gia dinh, hdi chiing
da polyp vi thanh nién (JPS - juvenile polyposis
syndrome) va nhiéu héi chL'rng khac.

HGi chiing Lynch la mot rGi loan di truyén tréi
trén nhiém sic thé thudng, lam ting nguy cd
nhiéu loai ung thu, dac biét la UTPTT. Cac dot
bién trén cac gen MLH1, MSH2, MSH6, PMS2 va
EPCAM co6 lién quan dén khi€m khuyét sira chira
nhitng sai hdong xay ra khi sao chép DNA dé
chuén bi cho budc phan chia t& bao. D4t bién
trén cac gen nay dan dén ngan chan viéc slra
chifa nhitng sai hong trong sao chép DNA trong
cac t€ bao, cac t€ bao tich luy dot bi€n cod thé
dan dén téng sinh mat kiém sodt, tao tién dé cho
ung thu [4].

Bénh da polyp tuyén gia dinh la mot rdi loan
di truyén gay ra UTDTT, dot bién trén gen APC
gay ra_ thé cd dién va thé nhe [5] Dot bién gen
APC dan dén téng sinh t& bao qua mic va tao ra
cac polyp dai trang [6]. Trong khi do, dot bién
gen MUYTH gay ra da polyp tuyén gia dinh thé
ldn trén nhiém sic thé thu’dng Nhitng dot bién
nay ngan chan té bao stra sai DNA trong qua
trinh sao chép DNA cua phan chia t€ bao, nhing
DNA bj tdn thuong dugc tich Iu§ trong cac té bao
qua cac lan phan chia lam téng kha ndng phat
trién mat kiém sodt, din dén hinh thanh cac
polyp dai trang.

mutation, early-onset,

Tam soat UTDTT dinh ky la mét trong nhirng
bién phap hitu hiéu ngan chan bénh nay, la mét
qua trinh tim ki€ém tén thuong ung thu hodc tién
ung thu & nhitng nguGi khong c6 triéu chitng cla
bénh. Hau hét cac polyp dai trang dugc phat
hién trong qua trinh tdm soat dugc loai bd trudc
khi tré thanh ung thu, tang kha nang chira khéi.
Nhirng ngudi ¢ nguy cd cao vd&i ung thu dai
trang nhu: tién cdn cd nhan mac UTDTT hodc
polyp tuyén; tién cdn mac viém rudt; tién can gia
dinh mac UTDTT hodc polyp; tién cdn gia dinh
c6 hoi chirng UTDTT di truyén.

Xac dinh tinh trang c6 hodc khong mang dot
bién gen & than nhan ngudi bénh co y nghia
quan trong trong viéc chon phugng an tam soat
phat hién sém ung thu [7].

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

Poi tuong nghién clru: Trong 101 bénh
nhén UTDTT khdi phat trudc 50 tudi dugc khao
sat dot bién trén 21 gen lién quan dén UTDTT
bdng phuong phap giai trinh tu gen thé hé méi
trén nén téng Illumina, ching t6i ghi nhan 10
bénh nhan cé dot bién dong mam khi khao sat
trén mau mo phau thuat vui nén va xac nhan dot
bi€n mam trén mau mau tuong i’ng d moi bénh
nhan. Nghién ciu da dugc thong qua bgi Hoi
dong DPao duc trong Nghién cru Y Sinh hoc cua
Pai hoc Y Dugc TPHCM (s8: 291/PHYD-HPDPD
ngay 14 thang 05 nam 2019).

Moi bénh nhan dugc tu' van va nhan sy dong
y tham gia nghién clfu cta than nhan. Mau mau
cla than nhan dugc ti€n hanh khao sat dot bién
trén cac gen tuong Ung da phat hién cd dot bién
trén moi bénh nhan bang phu’dng phap_ Sanger

Tach chiét DNA tir mau mau: Mau mau tir
than nhan cla cac bénh nhan dudgc tach chiét
DNA bang bd kit Illustra Blood GenomicPrep Mini
Spin Kit (GE Healthcare), thu dugc 200 pl dung
dich chita gDNA, ndng dd gDNA dudc kiém tra
bdng may NanoDrop 2000, néng dd thu dugc téi
thi€u 20 ng/pl.

PCR khuéch dai viing muc tiéu: Nhiing
bénh nhan UTDTT c6 mang dot bién mam da
dugc xac nhan dot bién bang giai trinh tu
Sanger. Cac cdp moi khuéch dai timng vi tri dot
bién tudng ng trén moi bénh nhan da dugc
thiét k& va khuéch dai thanh cong. SUr dung cac
cap moi nay, thuc hién cac phan rng trén mau
DNA cua than nhan.

Giai trinh tu theo phuong phap Sanger:
Két qua PCR dugc kiém tra bang dién di qua gel
agarose 2%. Tinh sach san phdm PCR v&i bd kit
Ex0SAP-IT® PCR Product Cleanup (Thermo
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Scientific). Gidi trinh tu theo phudng phap
Sanger véi bd kit BigDye® Terminators V3.1
Cycle Sequencing Kit (Applied Biosystems), dugc
thuc hién trén hé théng tu dong ABI 3500
Genetic Analyzer (Applied Biosystem). Két qua
giai trinh tu dugc phan tich bang phan mém CLC
Main Workbench v5.5.

I1. KET QUA NGHIEN cU'U

Cac dot bién mam trén bénh nhan. Ching
t6i ghi nhan 10 trudng hogp trong s6 101 bénh
nhan tham gia nghién citu cd mang dot bién
mam (Bang 1). Tat ca dot bi€n nay déu dugc xac
nhan bang ky thudt Sanger thuc hién trén mau
mau bénh nhan, dugc Clinvar phan loai la gay
bénh va déu da dugc bao cdo lién quan cac hoi
ching Iam sang UTDTT.

Bang 1: Thong tin dét bién mam trong nghién cuu

Gen Gen/Dot bién mam Ma s6 bénh nhan | Hoi chirng Iam sang li€én quan
€.1905insG (p.G637Wfs*14) YCRC-4 HOi chlrng da polyp c6 tinh gia dinh
APC CBQ@%??S;S%@Q‘?GA YCRC-92 HOi ching da polyp c6 tinh gia dinh
MSH?2 €.1165C>T (p.R389%*) YCRC-87 Hoi chirng Lynch
€.2038C>T (p.R680%*) YCRC-91 Hoi chirng Lynch
MSHg | C:394_395deICA (p.Q132Vfs*3) YCRC-100 Hbi chiing Lynch
¢.1572_1573delCA (p.Y524%) YCRC-110 Hbi chiing Lynch
pMsy |_C:341_348del (p.L114Pfs*22) YCRC-3 Hbi chiing Lynch
.1738A>T (p.K580%) YCRC-59 Hbi chiing Lynch
CDH1 c.377del (p.P126Rfs*89) YCRC-62 Ung thu da day di truyén lan téa
MLH1 €.1975C>T (p.R659%*) YCRC-101 HOi chiing Lynch

Khao sat dot bién trong than nhan. Chung tdi tién hanh tu van va nhan dugdc sy dong y tham
gia nghién cltu cta 7 trudng hdp bénh nhan cé mang dét bi€n mam. S6 than nhan cia mai trudng
hdp thay déi trong khoadng tir 1 dén 8 ngudi tuong (ng v8i moi bénh nhan. Trén 7 trudng hdp bénh
nhan mang dot bién méam, 21 than nhan tham gia vao nghién ctu, cu thé: YCRC-Y101 (8 than nhan),
YCRC-Y59 (4 than nhan), YCRC-Y110 (3 than nhan), YCRC-Y87 (2 than nhan), YCRC-Y92 (2 than
nhan), YCRC-Y62 (1 than nhan) va YCRC-Y91 (1 than nhan).

Mau mdu cla moi thdn nhan dugc tién hanh tach chiét DNA tong s8, thuc hién phan (ng PCR
khuéch dai vung gen dot bién muc tiéu vdi cac cap moi thich hgp (Bang 2).

Bang 2: Trinh tu’ méi su’ dung khuéch dai cho ving muc tiéu cua dét bién mam

e < ' Nhiét do bat | Kich thudc
Gen Moi PCR Trinh tu (5’ - 3') cdp (°C) (bp)
PMS?2 PMS2-Y59F1 AATTTCGAGTTTTGCCTCAG 56 140
PMS2-Y59R TACATCAACCTGAGAGGCTG
CDH1 CDH1-Y62F2 TACGGTTTCATAACCCACAG 58 184
CDH1-Y62R1 GAAACCTGGATTAGACAGCG
MSH2-Y87F GGAAGCTTTTGTAGAAGATG 56 135
MSH2 MSH2-Y87R TAGAGTCGGTAACAATCTTG
MSH2-Y91F TCATCAGTGTACAGTTTAGG 56 213
MSH2-Y91R CTAAGATGCAGTCCACAATG
APC APC-Y92F ATCTTTGTCATCAGCTGAAG 56 175
APC-Y92R TCTGCTGGATTTGGTTCTAG
MLH1 MLH1-Y101F CTTGTCCTTTTTCCTGCAAG 56 204
MLH1-Y101R TCATTCCAGATCAAAGGGTG
MSH6 MSH6-Y110F TGGAGGCACGATGTAGAAAG 56 135
MSH6-Y110R TGCACGAGTATGGCCAGAAG

Phan 'ng PCR dudc thuc hién thanh cong
trén 21 than nhan vdi cac vung khuéch dai cua
dét bién tuagng (ng tir cac bénh nhan. Toan bo
21 san phdm PCR dudc tién hanh giai trinh ty va
phan tich két qua dot bién di truyén.

Chung t6i phat hién trong 3 gia dinh c6 mang
dot bién di truyén (CRC-Y59, CRC-Y101 va CRC-
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Y110) trén 3 gen tuong Ung PMS2, MLH1 va
MSH6 (Hinh 1). Cu thé& bénh nhadn CRC-Y59
mang dot bién vO nghia p.K580* trén gen PMS2,
khao sat trén ngudi than bénh nhan phat hién 2
ngudi than mang clng dot bién nay (cha va em
trai bénh nhan). Bénh nhan CRC-Y101 mang dot
bién v6 nghia p.R659* trén gen MLH1, phat hién
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dot bién trén 2 nguGi con gai cla bénh nhan.
Bénh nhan CRC-Y110 mang dot bién mat 2
nucleotide, tao codon két thic sm tai vi tri 524
trén gen MSH6 (p.Y524*), phat hién dot bién nay
trén 2 ngudi con clia bénh nhan.

CRC-Y101 (MLHT): c.1975C>T (p.A658")

SURN S )

CRC-Y59 (PMS2): c.1738A>T (p.K5807) CRC-Y110 (MSHE): ¢.1572 1573delCA (p.Y524°)

Hinh 1: So' do dot bién mam trong nghién cuu

IV. BAN LUAN

Khoang 5% dén 6% UTDTT c6 mang dét bién
gen di truyén gay ra cac hoi chiing ung thu gia
dinh [3]. Cac hdi chling di truyén ph& bién nhat
c6 lién quan dén UTDTT la héi chirng da polyp
tuyén gia dinh (FAP) va hdi chirng Lynch; nhung
cac hdi ching hiém gép khac cling c6 thé lam
tang nguy cg UTDTT. Cac dot bién gen di truyén
da dugc xac dinh la nguyén nhan gay ra nguy cd
ung thu di truyén & mét s6 gia dinh UTDTT. Co
thé cac gen chua dugc phat hién khac, két hap
vGi cac yéu t6 nguy cc khong di truyén, dong
gop vao su phat sinh UTDTT gia dinh.

Trong nghién clru nay, ching t6i ghi nhan doét
bi€n t€ bao mam la 9,9%; ty |€ nay rat dang quan
tdm vi trong nghién cu nay chi c6 2 bénh nhan
c6 tién s polyp dai trang va UTDTT trong gia
dinh. Ca hai bénh nhan nay déu mang dot bién
gen APC. Cac bénh nhan mang cac dét bién gen
lién quan dén hoi chiing Lynch khong ghi nhan
tién s’ gia dinh hay tién can ban than mac
UTDTT; do do, it kha ndng dugc khuyén cao xét
nghiém di truyén. Hon nita, cac ddc diém lam
sang va giai phau bénh khong goi y dugc nhom
bénh nhdn cd mang cac yéu to di truyén, ngoai
trir duy nhat yéu to tién can polyp cla bénh nhan.
biéu nay gdi y, néu chi can c vao bénh st Idam
sang, c6 thé bo sét nhitng bénh nhan mang yéu
to di truyén gay khdi phat sém UTDTT.

Trong 7 gia dinh bénh nhan tham gia khao
sat tinh chat di truyén cla cac dot bién gen lién
quan UTDTT, chung toi phat hién c6 3 gia dinh
thé hién su di truyén cla cac dot bién gen gay ra
hdi chiing Lynch. O céc gia dinh c6 mang hoi
chitng Lynch, UTDTT thudng khdi phat s6m va

tién trién nhanh han; 25% than nhan dugc ghi
nhan mac UTDTT [7]. Tuy nhién, 4 trudng hgp
con lai ¢ thé do s& lugng than nhan tham gia
nghién cliu con han ché, do vay viéc khao sat
tinh chat di truyén cla cac doét bién trong UTDTT
chua dugc thé hién.

DOt bién ¢.1738A>T (p.K580%*) trén gen PMS2
o] gia dinh CRC-Y59 lam mé&t hodc tdn hai san
phdm protein va dugc chiing minh kha ndng gay
bénh & bénh nhan UTDTT. Dot bién ¢.1975C>T
(p.R659%) trén gen MLH1 trong gia dinh CRC-
Y101 din dén loai bo exon 17 trong qua trinh
ghep ndi va Iam ngdn mRNA dan dén mét chirc
nang Uc ché khéi u cta gen MLH1. CuGi clng,
dot bién c.1572_1573delCA (p.Y524*) trén gen
MSH6 trong gia dinh bénh nhan CRC-Y110 tao
stop codon tai exon 4, dugc bao cao la dot bién
gay bénh va lién quan dén UTDTT. Viéc tu van di
truyén can thié€t cho nhitng than nhan bénh nhan
gilp tam soat, phat hién va diéu tri sém ung thu.

Trong cac gia dinh c6 mang dot bién gen cua
hoi chitng Lynch: cac thanh vién trong gia dinh
cd két qua xét nghiém ducong tinh véi dot bién
nay va nhirng ngudi chua dugc xét nghiém nén
bat dau kiém tra ndi soi dai trang trong nhiing
ndm dau cua tudi 20, hodc sém hon tir 2 dén 5
tudi so vGi ngudi tré nhat trong gia dinh lic dugc
chén doan. Cu thé& hon: nhitng ngudi lanh mang
dot bién gen MLH1 hodc MSH2 can dugc bat dau
kifm tra ndi soi dai trang tUr khi 25 tudi; trong
khi néu mang dot bién gen MSH6 hoac PMS2 thi
bt dau ndi soi tir 35 tudi. Kiém tra ndi soi nén
dugc Iap lai sau mdi 1 ho&c 2 ndm. Béng cach
nay, cac polyp c6 thé dugc tim thdy va loai bd va
bénh ung thu cé thé dugc phat hién & giai doan
s6m nhat [8].

V. KET LUAN

Nghién clfu cla ching t6i ghi nhan 10/101
truGng hgp UTDTT & nguGi tré cé mang dot bién
dong mam. Trong 7 gia dinh tham gia sang loc dot
bién di truyén, cd 6 ngusi than cla 3 bénh nhan
ghi nhan mang dét bién di truyén trén cac gen
PMS2, MLH1 va MSH6 lién quan hdi chiing Lynch
Nhithg thén nhan nay dugc tu van truc ti€p va
huGng dan sang loc theo ddi dé co thé can thiép
kip thdi khi phat hién ung thu giai doan sém.
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TiM HIEU TON THU'O'NG THAN & BENH NHAN X0 CO’NG Bi
Lé Thi Lé Ny, Ping Thi Viét Ha'2 Nguyén Thi Phwong Thiiy’,

TOM TAT

Muc tiéu: M6 ta ddc diém 1am sang, can lam sang
cla ton thuang than trong bénh xd cliing bi. DOi
tugng va phu’dng phap nghlen ctru: Nghlen ctru
mo ta (két hgp hoi clru va cdt ngang) gém 82 bénh
nhén xd CLrng bi (XCB) dudc chan doan theo tiéu
chuan clia Héi thdp khdp hoc My va Hoi thap khdp hoc
Chau Au (ACR/EULAR 2013), diéu tri tai Trung tam Cd
xuong khdp, Trung tam Than Tiét n|eu Loc mau,
bénh vién Bach Mai va bénh vién Da liéu Trung u’dng
tlr thang 1/ 2021 dén thang 7/ 2022. Két qua va két
luan: Bénh hay gép G Ira tudi tur 30-50 tudi vai ty 18
mac bénh cta nif/ nam = 3,1/1. T6n thuong than gap
o} 18/82 bénh nhan, chiém ty Ié 22%, trong dé cac
biéu hlen clia tén thu’dng than hay gap G cac bénh
nhan nay la tdng tdng huyét ap (61,1%), phu
(33,3%), tiéu it (33,3%), protein niéu (44, 4%), hong
cau niéu (38,9%). Chlng t6i ghi nhan 2 tru‘dng hgp
cd con bénh than kich phat (CBTKP) di kem ton
thuong da lan tda, ti€n trién nhanh. 1 bénh nhan dugc
diéu tri bang thudc (c ch& men chuyen dé ki€ém sodt
huyet ap, 1 bénh nhan dugc loc mau hé trg thanh
cobng. Trong nhém 18 bénh nhan o ton terdng than,
hay gép XCB toan thé vdi tén thucng xd cling da Ian
tda (14/18 bénh nhan) Nhom bénh nhan XCB ¢4 ton
thuagng than gap § dob tudi 16n hon, cac triéu cerng
thi€u mau va tang huyét ap ciing gép nhiéu hon so vdi
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nhém bénh nhan kh6ng 6 tdn thuang than. Bén canh
dd, trong nhom nay, ty Ié€ bénh nhan cdé mirc do day
da trung blnh hodc nang gap cao han rd rét so vdi
bénh nhan co mu’c do day da nhe (p<0, 05) O nhém
benh nhan XCB c6 ton thuong than, ty & gap tu khang
thé ARN- Polymerase I1I cao hon so véi & bénh nhan xa
cling bi khong c6 t6n thuong than, véi p < 0,05.

Tu khoa: Xo CLrng bi, can benh than kICh phat, tu
khang thé trong xo cling b|

SUMMARY
KIDNEY INVOLVEMENT IN SCLEROSIS

SYSTEMIC

Objective: To describe the clinical and subclinical
characteristics of renal involvement in scleroderma.
Subjects and Methods: A descriptive study
(combining restrospective and cross-sectional study),
including 82 patients diagnosed according to the
Criteria of the American Society of Rheumatology
(ACR/EULAR 2013) were treated at the Rheumatology
Center and Center of Nerprology, Urology and Dialysis
in Bach Mai Hospital and National hospital of
Dermatology and Vereneology from January 2021 to
July 2022. Results and Conclusions: The disease is
common in the age group from 30-50 years old with
the female/male ratio = 3,1/1. Renal involvement was
found in 18/82 patients, accounting for 22%, of which
the most common signs in these was
hypertension(61,1%), edema (33,3%), proteinuria
(44,4), erythrocytosis (38,9%). The proportion of
patients with moderate/severe thickening group was
strongly higher than in the mild thickening group. We
had 2 cases of scleroderma renal crisis with diffuse,
rapidly progressive skin lesions. 1 patient was treated
with angiotensive- converting enzyme inhibitor therapy



