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Tém tét

Cac khéi u nguyén phat & tim cuc ky hiém gap va chi chiém khoang 0,71% téng
s6 cac khéi u & tim, trong s6 cac khéi u nay, u co' van & tim con hiém hon. Cac u nay
thwerng dwoc phat hién trong nhitng ndm ddu doi khi danh gia van hoac tdc nghén
dong mau. Biéu hién 1am sang tly thudc vao vi tri, sb lwong va kich thwéc u. U ¢
thé gay ra réi loan huyét ddng nghiém trong nhw tic nghén dwéng ra that trai hodc
gay rdi loan nhip tim. Hon 90 % u co van da & c6 dau hiéu clia phirc hop bénh xo
ct. Phau thuat cét bo khéi u 1a phwong phap diéu tri hiéu qua khi khdi u 16n gay ra
céac bién chirng huyét dong ndng hodc réi loan nhip tim tai phat va khang tri. Chan
doan mé bénh hoc Ia chan doan quyét dinh. Viéc phat hién dét bién dong mam trén 2
gen TSC1 va TSC2 ¢ lién quan dén sy hinh thanh phtrc hop xo cl, gép phan chan
doan u co van da & & tim, bénh xo ¢l va tw van di truyén cho gia dinh bénh nhan.

Bao cao ca: Bénh nhan nam hon 1 thang tudi dwoc chan doan u tim, tdc nghén
dwong ra that trai bang siéu am tim va MRI tim. Bénh nhan dwoc phau thuat tim,
va cac khdi u (bén dwéi van ddng mach chii va & b tiéu nhi phai) da dwoc cat bd.
Xét nghiém mé bénh hoc va héa mé mién dich khéng dinh 1a cac u co van. Bénh
nhan hdi phuc tét sau phau thuat. Ngoai ra, xét nghiém sinh hoc phan t& cho thdy
mot dot bién trong gen TSC2.

Két luan: Chung t6i trinh bay trudng hop nay dé chia sé nhirng phat hién vé
u nay véi cac ddng nghiép. Mac du day 1a moét trwong hop hiém dwoc béo céo,
ching téi hy vong bao céo vé u nay va téng quan tai liéu cé thé nang cao nhan
thirc vé khéi u & tim.

Twr khéa: U nguyén phat & tim, U co van, Phirc hop xo clrng cl 2, Brong Ra
Thét Trai (LVOT).

Abstract

Primary multiple cardiac rhabdomyomas associated with the
tuberous sclerosis complex 2 (TSC2) gene mutation: A rare
case report and litterature review

Background: Primary cardiac tumors are extremely rare and account for
only about 0.71% of all cardiac tumours, among these tumours, the cardiac
rhabdomyomas are even rarer. They are commonly discovered in the first years of
life during an evaluation for a valve or other flow obstruction. The clinical features
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depend on the site, number and dimensions of the tumors. The tumors can cause
serious hemodynamic disturbances as obstruct the left ventricular outflow tract
or arrhythmia. More than 90 % multiple cardiac rhabdomyomas have signs of
tuberous sclerosis complex. The surgical resection is indicated when large tumours
cause severe haemodynamic complications or recurrent resistant arrhythmias. The
histopathological diagnosis is the decisive diagnosis. The detection of germline
mutations on 2 genes TSC1 and TSC2 are related to the formation of tuberous
fibrous complex, contributing to the diagnosis of multiple cardiac rhabdomyoma,
tuberous sclerosis and genetic counseling for the patient’s family.

Case presentation: An over 1-month-old boy was diagnosed with cardiac tumors,
left ventricular outflow tract obstruction by echocardiography and cardiac MRI. He
undergoes heart surgery, and the tumors (below the aortic valve and in the right
auricle) were removed. Histopathological and immunohistochemical examination
confirmed the rhabdomyomas. The patient recovered well after surgery. In addition,

molecular biology testing revealed a mutation in theTSC2 gene.

Conclusions: We present this case to share our findings with the colleagues.
Although a rarely reported case, we hope this cardiac rhabdomyoma case report
and literature review can increase cardiac tumor awareness.

Key words: Primary Cardiac Tumors, Rhabdomyoma, Tuberous Sclerosis
Complex 2, Left Ventricular Outflow Tract (LVOT).

1. PAT VAN PE

Céc khdi u tim nguyén phat rat hiém gap
va hau hét c6 ban chit lanh tinh [7]. Cac khéi
u di can phd bién hon [5], [6]. U co van & tim
chiém 50 - 80% cac loai u nguyén phat & tim
tré¢ em [1], [2], [3]. U co van tim ¢ thai nhi
thuong tang kich thudc cho dén khi sinh va co
thé gay ra thai chét luu trong tir cung va dot tir
& tré so sinh [8]. Khoang mét nta sd trudng
hop u dan dan thoai trién sau khi sinh. Tuy
nhién, phiu thuat cit bo u tré nén can thiét dé
ngan nglra dot t & nhitng bénh nhan co6 cac
triéu chimg nghiém trong, chang han nhu tic
nghén duong ra tam that trai hodc rdi loan nhip
tim tai phat [7], [8].

Cac u co van ¢ tim thudng xuét hién voi
phuc hop xo cung cu (Tuberous Sclerosis
Complex-TSC) va hon 90% céc u co van da 6
O tim c6 lién quan dén TSC do hién tuong dot
bién gen TSC1 hodc TSC2 gay ra [4], [7], [8].

Viée bio céo ca lam sang nay, co két qua
giai phau bénh va két qua dot bién gen gitip quy
ddng nghiép nang cao nhan thirc vé nhoém bénh
ly do dot bién gen co tinh di truyén, dé chin
doan sém, xur tri dung va kip thoi cac truong
hop c6 nguy co de doa tinh mang bénh nhan
va phat hién bénh 1y lién quan trong gia dinh
bénh nhan.
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2. BAO CAO CA

Bénh nhan nam, sinh thuong du thang &
bénh vién tinh, cén nidng lac sinh la 3 kg,
khong ghi nhan di tat bén ngoai va khong ghi
nhén tién st gia dinh vé bénh tim bam sinh.
Bénh nhan xuét hién tim tai sau sinh, phat
hién c6 am thoi bat thuong & tim, nén duoc
chuyén v6 bénh vién Nhi Pong 1 (Tp.HCM)
dé kiém tra va xu tri. Két qua kham luc nhap
vién khoa tim mach (Ilic khdm bénh nhan
hon 1 thang tudi) can ning 4,4 kg, chiéu cao
65 cm (khong suy dinh dudng), khong sot,
khong phat hién hién bat thuong vé phat trién
tam than van dong, kham tim phat hién c6 am
th6i tam thu cuong do 3/6 & khoang lién suon
II-1V, bo trai xuwong tre. Kham than kinh ghi
nhan thép phang, khong ddu than kinh khu
tra. Sau d6 bénh nhan duoc siéu am tim, két
qua 1a: ton tai 16 bau duc d = 2 mm, Shunt
(T) - (P), theo ddi u co van & vach lién that,
ho va hep van dong mach chu V=2.6 m/s, hd
van ba 14 2/4, ap luc phdi PAPs = 29 mmHg,
chtrc ndng tim binh thuong.

Sau d6, bénh nhan dugc chup cong hudng tir
hat nhan (MRI) tim, két qua 1a:

Chirc nang thét phai tt, chirc ning thét trai
t6t. Khoi u co tim dong nhit, ddng tin hiéu véi
co tim, vi tri dudi van dong mach chu (BMC)
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giy hep duong ra that trai (LVOT), duong kinh Xét nghiém mau: test nhanh tim vi khuan
9.3mm x 6.7mm (mit cit sagittal) (Hinh 1),9,7  treponema pallidum: két qua 4m tinh.
x 11,4mm (mat cit axial), gidi han 1o, co cuéng, Sau d06, bénh nhan duoc ph?iu thuat tim cat

khong bt thude twong phan. Bé day vach lién  bo cac khéi u (u & bén dudi van dong mach chi
thit phan trung tim dudi van PMC dk=8.8mm.  (PMC), dudng kinh 10 x 10 mm va u & bo tiéu
LVOT bi khéi u chén duong kinh con 3.4mm,  nhi phai, duong kinh 5 x 5 mm), giri xét nghiém
Annulus 9.8 mm. Két luan cia MRI 13 u co van giai phau bénh (Hinh 4 va Hinh 5).

gdy hep tic nghén duong ra that trai (LVOT).
Chung ta con ¢6 hinh anh khéi u co van nay trén
mat cit frontal (coronal) (Hinh 2).

Hinh 1. U co van ¢ dudi van dong mach chu
(miii tén), gay hep duong ra that trai (mat ct
frontal, chup MRI).

Hinh 4. Phiu thuat cit khdi u ¢ tim: dong
mach chi ¢t ngang (vong mau vang), u trong
that trai nam ngay dudi van PMC (mili tén), vi

tri nay la Buong Thoat That Trai (LVOT).

Hinh 2. U co van ¢ dudi van dong mach chu
(miii tén), gdy hep duong ra that trai (mdt cit
sagittal, chup MRI).

Hinh 5. Khdi u trén dai thé: (1) 1a u ¢ bén dudi
van dong mach chu, duong kinh 10 x 10 mm. (2)
_ 13 u & bo tiéu nhi phai, dudng kinh 5 x 5 mm.
Hinh 3. két qua siéu am nao: ton thuong xo 2 unay cd mat cét dac, kha dé)ng nhét,

cing cu vung thuy tran 2 bén. mau tring Xam, gi6i han 1.
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3. XET NGHIEM GIAI PHAU BENH MO
BENH HQC

Viung md u c6 gidi han rd so voi mo co
tim & ria, khong c6 vo bao. Cac té bao u biét
héa theo huéng co van (nhudom héa md mién
dich - HMMD: desmin (+) & bao tuong té
bao u, té bao u phdng to, bao tuong sang,
dang c6 khong bao, bao twong nhuo¢m PAS
(+), nhan té bao u thuong xép & trung tam.
Khéng c6 ting sinh trong té bao u (HMMD:
nhan té bao u c6 Ki67 4m tinh). Xen k& gitta

dam té bao u c6 cac vach xo mong (nhudm
trichrome) (Hinh 5, Hinh 6 va Hinh 7).

Hinh 6. M6 bénh hoc u co van ¢ tim: (1) mé u
co vén, (2) md co tim binh thuong canh khéi u
(nhudm trichrome, x 200).

Hinh 7. M6 bénh hoc u co van ¢ tim: bao tuong
té bao u nhudm PAS (+) (miii tén) (x 200).

Hinh 8. M6 bénh hoc u co van ¢ tim: nhuom
héa mé mién dich: té baou c6 desmin (+) &
bao tuwong (mii té€n) (x 200).

4. KETLUANGIAIPHAUBENH: UCOVAN
O TIM(CARDIAC RHABDOMYOMA).
DIEN TIEN

Sau phau thuét tim, bénh nhan hoi phuc tét.
Po dién tam dd cho két qua binh thuong. sirc
khoe 6n va duoc xuit vién.

5. XET NGHIEM GIAI TRiINH TU GEN
(SAU KHI CO KET QUA GIAI PHAU
BENH) tim dot bién dong mam trén 2 gen TSC1
va TSC2 c6 lién quan dén sy hinh thanh phirc
hop X0 ¢l va u co van ¢ tim. Mau té bao niém
mac ma cua bénh nhan dugc thu thap va thyuc
hién xét nghiém giai trinh tu gen thé hé méi
(NGS) trén hé thong Illumina véi do phu trung
binh 100 x nhim phat hién cac bién thé don
nucleotide (SNV), mat doan va thém doan nho
(duéi 10 nucleotide) trong viing ma hoa va vung
lan can voi intron (-10/+10 nucleotide tir exon)
ctia 2 gen nay. Bénh nhan c6 ghi nhan mot bién
thé dong mam ¢.5027G > A (p.Arg1676GIn) thé
di hop tr trén gen TSC2. Tuy nhién bién thé nay
nam & ving giau CG trén gen, c6 thé gay duong
tinh gia, do d6 bénh nhan dugc thyc hién thém
xét nghiém giai trinh ty Sanger dé tai khing
dinh bién thé nay.

Poan do cho bién thé can kiém tra duoc 1iy
tr co s& dir liéu GRCh38 cua NCBI. Cac doan
do duogc thiét ké bang phan mém Primer3Plus
va dugc danh gia do dac hiu bﬁng cong cu
Primer-BLAST cuia NCBI va cong cu In-Silico
ctia UCSC. Sau khi dugc tong hop va khuéch
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dai, mdu DNA tach chiét tir t& bao niém mac
mé ctia bénh nhan duge tién hanh giai trinh ty
Sanger. Két qua giai trinh tu dugc phan tich
bang phan mém CodonCode Aligner (v.9.0.1)
dé xac dinh vi tri va loai dot bién. Két qua
(Hinh 8) ghi nhéan c6 2 dinh tin hi¢u G (den)
va A (xanh 14) ¢ vi tri NM_001077183 cé
cudng do bang nhau, qua dé tai khing dinh su

Gai XN: SANGER
Théng tin ldm sang: Xde nhin 8t bién
i A & & & & ¥ m .

*.H

el f VAV

hién dién cta bién thé dong mam thé di hop
¢.5027G > A trén gen TSC2. Theo phan loai
ctia ClinVar, bién thé nay duoc xép vao nhom
Gay bénh.

Bénh nhan cling duoc thuc hién xét nghiém
phat hién bat thuong vésd luong, vi mét doan va
vi lap doan nhiém sdc thé trén toan bo bo nhidm
sdc thé nhung khong ghi nhan bat thuong.
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KET LUAN: Phét hién 01 bién thé dj hop cdn khao sat

Hinh 8. Két qua xac dinh dot bién trén gen TSC2 bang phuong phap Sanger: vi tri duong thang
¢6 2 dinh tin hiéu khac nhau G va A, gan nhu chong 14p 1én nhau.

6. BAN LUAN

Chin doan u: cac dic diém lién quan,
hoan canh chin dodn va bénh két hep: U co
van & tim rat hiém gap. Cac khdi u tim nguyén
phat chi ¢6 ty 1& méic bénh tir 0,0017% dén
0,028% (tuy theo cac nghién cuu loat ca), va
hau hét ¢6 ban chat lanh tinh [8]. Cac khdi u di
can phé bién hon, ¢6 tin suit méc bénh cao hon
30 dén 40 1an [5], [7], [9]. U nhiy (myxoma) la
loai u lanh tinh nguyén phat thuong gip nhat &
ngudi 16n, trong khi d6 u co van & tim chiém
50 - 80% cac loai u nguyén phat ¢ tim tré em
(1], [2], [31, [9]- ,

Vi tri u co van: thuong gap nhat la ¢ tam
thit, tuy nhién ciing c6 thé gip & tim nhi.U c6
thé don doc hay nhiéu 6 trong tim. Ti 1& nam -

nit mic bénh nhu nhau [6], [8]. Thoi diém chén
doan co thé trude sinh (siéu am thai nhi), sau
sinh. Tubi bénh nhan tir vai thang tudi dén 10
tudi. U c6 thé duoc phat hién qua tir thiét hodc
sinh thiét [4].

90 % u co van da 6 & tim c6 ddu hiéu cua
phic hop xo cung cu (Tuberous Sclerosis
Complex-TSC) [4], [6], [8]. Tuy nhién, cé
truomg hop 14 u co van da 6 & tim khong kém
theo bénh xo ct dd dugc bao céo trong y van
[8]. Bénh nhén c¢6 bi xo cung cu thudng cd6 mo
thira dang u (hamartoma) ¢ nhiu co quan: tim,
da, ndo, than, tuy va phoi [4], [8]. O bénh nhan
nay, ngoai biéu hién ¢ tim, chi két qua siéu 4m
ndo cho thiy c6 ton thuong xo cii ving thiy
tran 2 bén (do diéu kién strc khoe va khong co
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du hiéu than kinh nén khong dat ra viéc sinh
thiét mé ndo dé chan doan bénh xo ¢ (tuy nhién
bénh xo ¢t c6 thé gy ra dong kinh, chimg tu ky
va thiéu nang tri tué¢ vé sau, cling nhu u sao bao
ving mang nio thét) [5].

Vé chan doan mé bénh hoc: bao twong té
bao u nhuom PAS (+) vi c6 chura glycogen [7].
Viéc tim ra ban chat té bao s& gip kho khin
néu & Khoa Giai phﬁu bénh khong nhudm dugc
HMMD (té bao u ca nay c6 desmin + nén chan
doan duoc su biét hoa co van) [7], [8].

Nguon gbc sinh u, ban chat u: Hai gen da
dugc xac dinh trong bénh xo cu (bénh di truyén
troi trén nhidm sic thé thuong voi su xAm nhap
va biéu hién khac nhau): TSC1 (9q34), mi hoa
protein hamartin va TSC2 (16p13.3), ma hoa
protein tuberin. Hai protein nay thuong két hop
dé ngan chan sy phat trién mTORCI. Do do,
su r6i loan diéu hoa phirc hop TSCI-TSC2 la
co s6 sinh hoc phan tir dé hinh thanh khéi u.
Chi bi dot bién 1 trong 2 gen TSC1 hoac TSC2
ciing c6 thé gdy ra u co van & tim nhu truong
hop nay [6].

U co van 1a ton thuong co van khong c6 hoat
dong tang sinh va vi vay dugc xem nhu mo thira
dang u (hamartoma) cta co tim trong qué trinh
phat trién [7]. Bénh nhéan cta ching t6i ¢6 ton
thuong mo bénh hoc ¢ tim am tinh véi Ki67
(nhuém HMMD) nhu viy, diéu nay ung ho cho
1y thuyét u 1a hamartoma.

Xét nghiém tim soat di truyén cho gia
dinh bénh nhén

O bénh nhan nay, c6 dot bién thé di hop tir
c.5027G > A & gene TSC2. Theo cac tac gia,
truong hop nay cé kha nang la bénh co tinh gia
dinh [4], [9]. Vi vay gia dinh bénh nhan (me va
anh trai) can duoc kham bénh va xét nghiém di
truyén dé tim cac bat thuong lién quan, dé xur tri
som [4]. Me bénh nhi da duoc kham tong quat,
tuy nhién chua tim thdy bat thuong trén 1am
sang. Tuy cac xét nghiém dot bién gen TSC1 va
TSC2 & cac nudc tién tién da dugc khuyén cdo
dé tAm soat bénh [6], nhung do diéu kién kinh
té cua gia dinh kho khan, nhom tac gia dang lién
hé tim ngudn tai tro dé lam cac xét nghiém nay
cho gia dinh bénh nhan.

Cach xir tri thich hgp cho tung trwong hop

U co van tim ¢ thai nhi thuong tang kich
thudc cho dén khi sinh va c6 thé gy ra thai
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chét luu trong tir cung va dot tir & tré so sinh [8].
Khoang mot nira s6 trudng hop u din dan thoai
trién sau khi sinh. Do d6, mot s6 trudng hop
bénh nhan c6 thé chi can dugc theo ddi thém
sau sinh néu khong c6 triéu chimg.

Biéu hién 1am sang tuy thudc vao vi tri, sb
luong va kich thudc u. Phiu thuat cit bo u trd
nén can thiét d& ngan ngira dot tir & nhirng bénh
nhan c6 cic tridu chimg nghiém trong, ching
han nhu tic nghén dudng ra tdm that trai hoic
r6i loan nhip tim [8], [9]. Viéc cit bé mot phan
khdi u, nham muc dich bao tdn cac ciu trac
sinh ton & tim, van co thé thanh cong dya trén
su thodi trién dan cua u theo thoi gian. Mot $6
thudc trc ché mTOR kinase (nhu everolimus) da
dugc sir dung thanh cong dé day nhanh sy thoai
trién cua khéi u nay [7].

Tién lugng

U co vén tim c6 tién lugng tot néu dugc phat
hién som (qua si€u am thai va xét nghiém di
truyén) dé xir tri kip thoi [2], [3], [9].

7. KET LUAN

Chung t6i bao cdo truong hop nay dé chia sé
nhiing phét hién vé u nay véi cac dong nghiép.
Mic du day 13 mot truong hop hiém duoc bao
c4o, chuing t6i hy vong bao cdo vé u niy va tong
quan tai liéu c6 thé nang cao nhan thirc vé khoi
u ¢ tim.
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