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Héi chirng Emanuel (Emanuel Syndrome - ES) Ia mét héi ching di truyén hiém gép, biéu hién 1dm sang véi da

di tat bAm sinh va cham phat trién tam than van déng (OMIM609029). Nguyén nhén cta héi chiecng Emanuel do

nhiing bét thuong lién quan dén nhiém séc thé s6 11 va nhiém séc thé sé 22. Pa s cac truong hop méc héi chiing

Emauel do ngui bénh nhan thém 01 nhiém sac thé 22 bat thuong dang der(22)t(11;22) cé ngudn géc tirbb hay me.

Chuing téi bao céo mét trirong hop tré nam 1 thang tudi c6 cham phat trién tam than van déng, da di tat duoc chén

doan méc héi chirng Emanuel bdng céc ki thuat xét nghiém di truyén té bao va di truyén phén ti tai Bénh vién Nhi

Trung wong. Nguoi bénh mang céng thirc nhiém séc thé: 47,XY,+der(22)t(11,22)(q23;q11.2)dpat. Nhiém séc thé

der(22)t(11;22) ¢6 ngudn géc tir ngudi bé mang nhiém séc thé chuyén doan can bang: 46,XY,t(11;22)(q23;q11.2).

T khoa: Hdi chirng Emanuel, di tat bAm sinh, nhiém sac thé der(22)t(11;22).

I. DAT VAN DE

Hoi chirng Emanuel (Emanuel Syndrome -
ES) dac trwng bdi cac triéu chirng cham phat
trién tdm than van dong, chém Ién, ndo bé,
di tat tai, di tat ham nho, cam tut, khe hé vom
miéng, di tat than tiét niéu, tim bam sinh va bat
thwong co quan sinh duc trén tré nam (OMIM:
609029)."2 Day la mét hoi chirng hiém gap, ty
l&é mac bénh chua dwoc cong bd, téng sb ca
bénh dwoc bao cao trén y van khoang 100 ca.?
Do vay, ching téi tién hanh nghién ctvu bao cao
ca bénh nay nhdm muc dich cung cap thém di
liéu vé kiéu hinh ctia cac hoi chirng hiém gép
va cac ky thuat xét nghiém di truyén ap dung
trong chan doan. Nguyén nhan cla hoi chirng
nay do phat sinh 01 nhiém séc thé (NST) 22 do
chuyén doan gitra NST 11 va NST 22: der(22)
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t(11;22)(923;q11). Sy phat sinh NST der(22)
nay thwdng do béat thwérng trong qua trinh gidm
phan tao giao t&r dang 3:1.3 Trén NST 22chuyén
doan (der(22)) c6 nhén doan vung 22q10-
22911 va nhan doan vung 11g23-qter, do do
nguwdi bénh mang trisomy mét phan NST 11
va NST 22.4 Pa sb nhitng nguwdi bénh méc hoi
chirng nay c6 bb hodc me mang chuyén doan
can bang git!a NST 11 va NST 22.5 Nhirng
ngwdi mang chuyén doan can bang nay khéng
c6 biéu hién bat thuwdng vé kiéu hinh va thuong
duoc xac dinh sau khi sinh con méc hdi chirng
Emanuel.

Il. GIOI THIEU CA BENH

Ngw&i bénh nam 1 thang tudi, vao vién vi
viém dwong ho hap tai dién nhiéu 1an tai Bénh
vién Nhi Trung wong. Vé tién s san khoa:
ngudi bénh 1a con th 2, sinh thwéng, tudi thai
39 tudn, can nang 2,8 kg, chiéu dai 48 cm. Chu
vi vong dau nhd so véi tudi thai. Siéu am thai
trong subt thai ky khéng phat hién bat thuwong;
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sang loc NIPT cho 4 cap NST 13; 18; 21; XY
khong phat hién léch boi. Vé tién st gia dinh:
con dau khoé& manh; bé me két hon khong can
huyét, kiéu hinh binh thwérng. Me 6 tién st lwu
thai 4 1an, tudi thai tor 10 - 12 tuan.

Vé lam sang: nguwoi bénh dwoc kham tai
Bénh vién Nhi Trung wong phat hién cac dac
diém: bd mat bat thwong, tran do, thiva vat da
cb, cam nhd, tut ra sau, tai moc thap, cé nu thit
vanh tai tré c6 di tat mat: sup mi méat hai bén,
lac mat trai, tdc tuyén 1& hai bén; bat thwong co
quan sinh duc ngoai: an tinh hoan trai, dwong
vat nhé; giam trwong lwc co. Giai doan dwoi 12
thang tudi tré can hd tro an uéng, khéng bu muat
duwoc, phai dé thia.

V& can lam sang: ngudi bénh dwoc chi dinh
cac xét nghiém dé khao sat bat thuwdng cac hé
co quan, két qua nhw sau: gian dai bé than hai
bén, hep eo ddng mach chd, rd luan nhi. Siéu
am thép va chup MRI so ndo khéng phat hién
bat thwong.

Nguwoi bénh hién 22 thang tudi, duoc theo
doéi, quan ly diéu tri tai Bénh vién Nhi Trung
wong Vv&i cac dac diém lam sang: cham phat
trién tri tué mirc do nang, chwa néi dwoc, cong
veo cot sdng, tré cé chiéu cao, can nang trong
gi¢i han binh thwong. Nguwdi bénh phai vao
vién diéu tri nhiéu 1an do viém dudng hod hap va
viém tai & dich tai dién, tré xuét hién con dong
kinh Itc 4 thang tudi, hién kiém soat dwoc béng

N ac 1 o

thuéc.

Nh&m muc dich tim nguyén nhan gay bénh,
tw van di truyén cho gia dinh, nguwoi bénh duoc
tién hanh cac xét nghiém di truyén. Gidy déng
y tham gia xét nghiém dwoc chép thuan bdi b
nguwdi bénh. Mau mau ngoai vi clia ca gia dinh
dwoc thu thap. Thwe hién xét nghiém nudi céy
té bao trong méi trung RPMI (Gibco) véi sw
c6 mat cia Phytohemagglutinin (PHA - Sigma)
nhdm kich thich sy phat trién cla té& bao
Lympho T, véi diéu kién 37°C, 5% CO, trong 72
gi®. Té bao sau nudi cdy duwoc nhwoc treong
b&ng dung dich KCI, ¢ dinh béng dung dich
Carnoy (1 acid acetic : 3 methanol). NST dwoc
nhudm bang Giemsa (Merk) va dwoc phan tich
dwdi kinh hién vi. NST dwoc boc 16 & ky gita,
da diéu kien dé phan tich cac bat thwong vé
s6 lwong va cau tric NST. Chung t6i phat hién
ngwdi bénh mang bat thueng NST 22 ¢6 ngudn
gbc tir bd: 47, XY,der(22)t(11;22)(q23;q11)dpat.
Nguwoi bd mang NST chuyén doan can bang:
46,XY,1(11;22)q23;q11). K&t qua phan tich NST
cla me va anh ngwoi bénh binh thwong. pé
khéng dinh bat thwérng NST 11 va NST 22 trén
mAu mau ngoai vi clia ngwdi bénh va bd ngudi
bénh chung t6i thwc hién ky thuat lai huynh
quang tai ché (FISH), phat hién nguwdi bénh
mang 3 ban sao vung gen 11923 va 3 ban sao
vung gen 22q11.
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Hinh 1. Céng thirc NST ngw&i bénh:
47,XY,+der(22)t(11;22)(q23;q11)dpat

Hinh 2. Céng thirc NST b6 nguwi bénh
46,XY,(11;22)(q23;q11)
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Ky thuat FISH dé xac dinh bat thwdng ciu
trac NST 22 dang nhan doan vung 22910-q11
va nhan doan NST 11923-qter, v&i 2 dau do:
dau do trén NST 11, danh diu vao ving 11923,
két qua c6 3 tin hiéu ving 11923, thé hién nhan
doan NST 11g23-qter; dau do trén NST 22: d4u

der(22)t(ﬁ' \

TAP CHi NGHIEN CU’U Y HOC

do6 danh diu vao ving 22q11.2, tin hiéu cé mau
dd; dau do danh dau vao ving 2223, tin hiéu
cé mau xanh. Két qua thay co6 3 tin hiéu mau
do, 2 tin hiéu mau xanh, thé hién nhan doan
vung NST 22g10-q11.

NST 22

Hinh 3. Két qua ky thuat FISH, str dung dau do trén NST 22: tin hiéu mau dé danh dau vao vi

tri 22q11.2; tin hiéu mau xanh danh dau vao vij tri 22913. Trén 2 NST s6 22 m6i NST mang 1

cap tin hiéu dé (22q11.2), 1 cap tin hiéu xanh (22q13); trén 01 NST der(22)t(11;22): chi mang
1 cap tin hiéu dé (22q11.2)

Hinh 4. Két qua ky thuat FISH, str dung dau do trén NST 11 tai vung gene MLL vi tri 11923.
Dau do danh dau lan lwot vao dau 3’ va 5’ ctia gene MLL bang mau xanh va mau dé, do vay tin
hiéu thé hién ving gene MLL c¢6 mau cam la mau trén lan gitra hai mau nay
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Két qua: 3 c&p tin hiéu mau cam trong d6 2 cdp tin hiéu trén 2 NST sb 11 viing 11923; 01 cap tin

hiéu 11923 trén NST der(22)t(11;22)

Hinh 5. a, b, ¢, d: diac diém b6 mat bat thwong; e,g: siéu am tim hep eo dong mach chu

IV. BAN LUAN
Co ché di truyén

Chuyén doan NST t(11;22)(q23;q11) la
chuyén doan NST khong thudc nhém chuyén
doan Robertsonian phé bién nhét trong quan
thé nguwdi. Nhitng ngudi mang chuyén doan
nay thworng khéng coé bat thudng vé kiéu hinh
vi tbng vat liéu di truyén khong bi thay déi. Tuy
nhién, nhitng ngwdi mang chuyén doan can
béng c6 nguy co sinh con mang bat thuong
NST, vo sinh hay gay say thai lién tiép.6 Nguoi
mang chuy&n doan can béng cé thé sinh con
khéng mang bat thuong NST; mang chuyén
doan NST can béng hodc mang NST phat sinh
(derivative chromosome - NST der), NST der |a
NST bét thwérng c4u tric dang nhan doan hoéc
mat doan. Nhitng ca thé mang bat thuweng cau
trac NST dang der nay sé cé biéu hién kiéu hinh
bat thwong, thong thwdng cé tinh trang cham
phat trién tam than van dong va mac cac di tat
bam sinh.

Nhitng ca thé mang NST phat sinh do
chuyén doan NST 11 va NST 22: NST der(22)
t(11;22)(q23;q11) la két qué cha qua trinh gidm

phan tao giao ttr bat thwdng dang 3:1, cac biéu
hién kiéu hinh do hau qua cta nhan doan NST
11 vung 11923-qgter va nhan doan NST 22 vung
22910-q11.478

Co ché gidam phan tao giao t& dang 3:1, giao
t&r mang 24 hoac 22 NST, do vay thai s& mang
47 hodc 45 NST. Trong da s cac trwdng hop
thai sdng ton tai dén khi ra d&i mang 47 NST.
Trong do c6 2 dang bat thwong NST: thir nhat
ca thé mang trisomy tirng phan ctia cd 2 NST
chuyén doan (tertiary trisomy), th& hai ca thé
mang trisomy ctia 1 trong 2 NST chuyén doan
(altechange trisomy). Nhirng thai mang 45 NST
v6 cling hiém, hau nhw chwa duoc bao céo.
Dic diém lam sang

Cac trieu chirng lam sang chinh clia nguoi
bénh mac hoi chirng Emanuel'®9: cham phat
trién thé chét, cham tang trwdng trong thdi ky
bao thai, m&rc dd ndng hodc trAm trong; gidm
kha nang van dong tinh, van déng tho. Tré cé
thé dirng dwoc, tuy nhién chi mot sé it tré co
kha n&ng di lai do khé khan trong viéc phdi hop
doéng tac; cham phat trién tri tué mirc dd néng,
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Hinh 6. Cac dang giam phan tao giao ttr ciia ngw®i mang chuyén doan can bing

cham nai, réi loan phat trién ngdn ngiv, thuwdng
chi néi duoc tir don.

Di dang so mat: biéu hién bo mat bat thwdng
bao gdm tat diu nhé, tran dé, di dang xwong
mi, mii tet, sbng mi dai va sau. Bat thuong
vanh tai, nu thit vanh tai, cé nhirng trwd'ng hop
gap di tat nang nhw mét thinh lwc. Khe hé vom
miéng gap trén 50% sb ngudi bénh. Cé thé gép
di tat dwdng hod hép: nhuyén thanh quan, di
dang xoang phé quan...

Di tat tim bam sinh: gép trén 60% nguoi
bénh méc hoi chirng Emanuel, 1a nguyén nhan
chinh gay nén tinh trang nang ctia ngwoi bénh.
Cac dj tat thwong gap 1a: thong lién that, théong
lién nhi, t& chirng Fallot, hep 6ng doéng mach,
teo van ba |8, teo déng mach chd, di dang dong
mach dwéi don, hep tinh mach canh tay dau
trai va tinh mach chu.

Di tat than tiét niéu: di tat than tiét niéu gap
& 30% nguwdi bénh mac hoi chirng Emanuel, co
thé Ia bat san than ho&c thiéu san than.

Di tat co quan sinh duc: thwdng gap an tinh
hoan, tinh hoan nhé, dwong vat nhd, hep bao
quy dau & tré trai. O’ tré gai co thé thay di dang
tlr cung doi.

Di tat co quan tiéu hod: c6 thé gap thoat vi
hoanh, thiéu san hoac dj tat co hoanh. Sa hau
moén c6 hoac khong cé duwdng ro gap & khoang
20% sb ngudi bénh. Cac dj tat khac cia duwong
tiéu hoa it gap nhuw: hep hdu mbn, teo dwdng
mat, bénh Hirschsprung, bat thwong tiéu thuy
gan, tang sinh dwdng méat ngoai gan, khdong cé
tUi mat, réi loan phan xa nudt, khé nuét...

Di tat hé co xwong: da sb cac trudng hop
déu cé giam trwong lwc co thdi ky so sinh.
Nhirng bat thuwong khac hiém gap nhw: cong
veo cot sdng 1a bién chirng clia gidm trwong
lwc co, trat khép hang bam sinh, di tat ban chan
khoéo, di tat ban ngén tay, chan...

Di tat mét: thwong gap lac, can thi. Hau hét
cac nguwoi bénh co thi lyc binh thwdng.

Di tat hé than kinh: hau hét cac nguwdi bénh
déu c6 dau nhd. Cac di tat khac dwgc bao céo
gém: di tat Dandy-Walker, con co giat, déng
kinh...

Suy gidm mién dich: bao gébm ca suy giam
mién dich globulin badm sinh, suy gidm mién
dich phu thuéc tuyén Grc.

Nhirng biéu hién ndng thuong xdy ra &
trong thang dau sau khi sinh, 1a nguyén nhan
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gay t& vong chi yéu ctia ngudi bénh mac hoi
chirng Emanuel. Mac du ty 1é t& vong cua hoi
ching nay chwa duwoc cong bd nhwng cling da

c6 nhiéu y van bao cao nhitng ngudi bénh nay
c6é doi séng lau dai, dac biét la nhirtng nguoi
bénh séng qua dwoc giai doan tré nhd.*

Bang 1. Péi chiéu cac dac diém lam sang trén ca bénh bao cao

Hé théng co’ quan

Biéu hién lam sang

Ca bénh bao cao

1. Tang trwdng va phat trién

Cham phat trién tam than van
dong xuét hién ca sau sinh va
trong thoi ki bao thai. Cham
phat trién ngon nglv

Can nang lic sinh thap hon so
v6i tudi thai.

Tré 22 thang: chwa dirng dworc,
chwa no6i duwoc tr don, cham
phat trién tri tué mdc dd nang.

2. B4t thwong so mat

Di tat dau nhd, bd mat bat
thwong, di tat vanh tai. Khe
héd vom miéng, nhuyén thanh
quan, di dang dwdng ho hép...

Dau nhd, bd méat bat thuong,
tran do, thra vat da cd, cam
nhd, tut ra sau, tai moc thap.

Di tat nu thit vanh tai,

ro luan nht,

viém tai & dich tai dién nhiéu
lan.

3. Hé théng than kinh trung
wong

La dj tat thweng gép, biéu hién
hdi chirng ndo bé gay co giat,
dong kinh, bat thwéng nao chat
trdng, cham phat trién thé chat
va van dong.

Bong kinh,
cham phat trién tam than van
dong.

4. Dj tat tim bam sinh

Géap trén 60% sdnguwoi bénh,
biéu hién thong lién that, thong
lién nhi, t&¢ ching Fallot, hep
than déng mach ch...

Hep eo dong mach chu.

5. Di tat hé théng tiét niéu, sinh
duc

Géap trén 30% sdnguodi bénh,
biéu hién bat san than, thiéu
san than... Bat thwdng co quan
sinh duc ngoai.

Gian dai bé than,
dwong vat nhd,
An tinh hoan trai.

6. Bat thworng co xwong

La triéu ching thwong gap,
biéu hién: gidm trwong lwc co,
trat khép hang bam sinh, di tat
ban ngdn tay, chan...

Giam trwong lwc co,
cong veo cot séng.

7. Suy gidm mién dich

Suy gidm mién dich bam sinh

Suy gidm mién dich bam sinh,
biéu hién nhiéu dot viém dwdng
hd hép, viém tai & dich, viém
dudng tiét niéu.
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8. Dj tat mat
thi...

Thuwdng gap, biéu hién lac, can  Sup mi hai bén,

lac mat trai,
tac |& dao hai bén.

Céc ky thuat xét nghiém di truyén cé thé st
dung dé chan doan hoi chirng Emanuel bao
gom:

- Lap cong thire Nhiém séc thé (Karyotype).

- Lai huynh quang tai ché (Fluorescence In
situ Hybridization -FISH): st dung cac dau do
danh dau trén NST 1123 va NST 22q11.2.

- Laisosanh hé gen (Microarray Comparative
Genomic Hybridization - aCGH).

- Khuéch dai da dau do (Mutiplex Ligation
dependent Probe Amplification - MLPA): st
dung dau do P070-B2,P036-E1,P245 (MRC
Hollan), bao gédm 15 d&u do danh dau trén NST
11 va NST 22.1°

Bang 2. Cac xét nghiém di truyén dung dé chan doan hoi chirng Emanuel

Phwong phap Phat hién bat thwong NST Do nhay
Cong thirc NST der(22) 100%
FISH Nhan doan NST 11923 100% khi str dung ca
Nhan doan NST 22q11 hai loai dau do
aCGH Nhan doan NST 11923 va NST 22q11 100%
MLPA Nhan doan NST 11923 va NST 22q11 100%

Tw van di truyén

Tw van di truyén trong hoi chirtng Emanuel
c6 vai trd rat quan trong do hau hét cac trudong
hop méc hoi chirng Emanuel cé tinh chat di
truyén trong gia dinh. Tw van di truyén giup cho
gia dinh hiéu rd nguy co sinh con méc di tat
badm sinh hay nguy co sdy thai, lwu thai cho
nhirng 1&n mang thai tiép, tr d6 chd déng trong
k& hoach chan doan di truyén trwéc sinh va
quan ly diéu tri ngudi bénh sau sinh.

Nguy co’ cta nhikng thanh vién trong gia
dinh

B6 me ctia nguoi bénh

phan tich céng thirc NST cla bd me dé
phat hién chuyén doan can béng NST 11 va
NST 22. Hon 99% cac ca bénh c6 bd hodc me
mang chuyén doan can bang t(11;22)(q23;q11),
nhi*ng ngudi nay co kiéu hinh binh thudng.35
Ty 1& ngwoi bénh c6 me mang chuyén doan
NST can bang t(11;22) cao hon cé bdé mang

chuyén doan.

Pa sb cac trwong hop bé me nguoi bénh
mang chuyén doan can bang t(11;22) dwoc di
truyén ti thé hé truwéc.

Anh chj em ruét cta nguoi bénh

nhitng anh chi em rudét cla ngwoi bénh
khong cé biéu hién triéu chirng ctia hoi chirng
Emanuel c6 50% nguy co mang chuyén doan
can bang t(11;22) hodc 50% khong mang bét
thwdng NST nao.

Néu bé hodc me ngwdi bénh mang chuyén
doan can bang t(11;22), nhirng lan sinh sau cé
thé sinh con mang céc dang céng thirc NST
sau:

- Khéng mang bat thuwong NST.

- Mang NST der(22)t(11;22)(q23;911).

-Mang chuyén doan can bang t(11;22)
(923;911).

- Say thai hodc lwu thai do mang cac béat
thwong NST 11 hoac NST 22, hau qua cla cac
rbi loan gidm phan tao giao tcr.
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Nhitng cdp bd me cd mang chuyén doan
can bang khi sinh con, nguy co' sinh con mang
NST der(22) phu thudc vao bd hay me la nguoi
mang chuyén doan NST: nguy co sinh con
mang NST der(22) ctia nhirng ngwoi nir mang
chuyén doan can bang t(11;22) cao hon nhirng
ngwoi nam.

Tbng nguy co sinh con mang NST der(22)
ctia bd hay me mang chuyén doan NST can
bang lan lwot la 1.8% va 5.6%. Tdng nguy
co gay sdy thai hodc chét thai ctia bé hay me
mang chuyén doan NST can bang lan lwot |a
23% va 37%.

Con cua ngwoi bénh: chwa co6 y van nao bao
cdo vé tinh trang con clia nhitng ngudi bénh
mac hdi chirng Emanuel.

Cac thanh vién khac trong gia dinh: nhirng
ngudi anh chi em rudt cia bd hay me nguoi
bénhcd nguy co mang chuyén doan can bang
NST va cé nguy co sinh con mang NST bét
thwong. Nhirtng ngwdi nay can duoc tw van di
truyén, phan tich cong thirc NST dé phat hién
chuyén doan can béng, tr d6 tw van di truyén
trwéc sinh néu gia dinh cé nguy co sinh con
mac bénh.

V. KET LUAN

Ho6i chirng Emanuel 1a mét hdi chirng bénh
do bat thwong nhiém séc thé gay nén. Pay la
mot hoi chirng bénh di truyén hiém gap. Da sbé
cac trwong hop ngudi bénh co6 bd hodc me
mang chuyé&n doan nhiém sac thé can bang, co
kiéu hinh binh thuwéng. Bénh cé biéu hién lam
sang v&i cac triéu chirng nang né & nhiéu co
quan, gay cham phat trién tam than van déng
va da dj tat bAm sinh. Viéc ap dung cac ky thuat
xét nghiém di truyén dé chan doan bénh va xac
dinh ngwdi mang chuyén doan nhiém sac thé
can bang cé y nghia quan trong trong quan ly
diéu tri ngwoi bénh va tw van di truyén chéan
doan trwéc sinh cho cac gia dinh cé nguy co
sinh con mac bénh.
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Summary
EMANUEL SYNDROME: A CASE REPORT
AT VIETNAM NATIONAL CHILDREN’S HOSPITAL

Emanuel syndrome is a rare genomic syndrome that is characterized by multiple anomalies
and developmental disabilities (OMIM609029). Mental and developmental retardation are major
clinical features. This syndrome is related to the presence of the supernumerary derivative
chromosome originating from both chromosomes 11 and 22. Affected children are usually
identified in the newborn period as the offspring of balanced (11;22) translocation carriers.
We report a one-month-old boy with der(22)t(11;22)(g23;q11) chromosome, transmitted in an
unbalanced fashion from his father. He has a severe mental disabilityand some congenital
abnormalities. Cytogenetic revealed a karyotype 47,XY,+der(22)t(11;22)(q23;q11). To determine
the origin and trait of this supernumerary derivative chromosome der(22), karyotyping of his
parents was performed. The father was found to be a balanced carrier: 46,XY,t(11;22)(g23;q11).

Keywords: Emanuel syndrome, congenital abnormalities, supernumerary derivative
chromosome 22: der(22)t(11;22)(q23;q911).
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