TAP CHIi NGHIEN ClPU Y HOC

LOAN SAN SQI XWWONG TIEN TRIEN:
BAO CAO CA BENH VA BOI CHIEU Y VAN

Can Thi Bich Ngoc™, Vii Chi Diing

Bénh vién Nhi Trung wong

Loan sén sgi xuong tién trién (FOP) la bénh di truyén tréi nhiém séc thé thuong hiém gédp, géy héa xuong

dan dan & co, géan, day chang va mé soi khéc. Bénh khéi phét tur thoi tho 4u, ddn dén bién dang chi va than

minh. Ph&u thudt cé thé kich hoat hoéa xuong, vi vy cdn chéng chi dinh. Ching t6i bdo céo truong hop tré

trai 3,5 tudi tai Bénh vién Nhi Trung uong. Tré cé khéi u ving gay, that lung, sung né bung nhung khéng sét,

khéng viém ré rét. Hai ngén chén cai bét thuong, ngan va quap. Sau phéu thuat cat u, vét mé xo héa tao seo

ctrng. Xét nghiém huyét hoc, sinh héa, canxi, vitamin D binh thuong. X-quang cé veo cot séng, moc xwong bét

thuong. M6 bénh hoc phét hién t6 chirc m&, collagen, nguyén bao soi va nhiéu ving cét héa. Phén tich gen
c6 bién thé di hop tir tréi gdy bénh ACVR1: c.617G>A (p.Arg206His). Chdn doan FOP duwa vao lam sang, déc

biét a dj tat ngén chén cai va phan tich gen. Cén tranh can thiép xam lan dé han ché kich hoat héa xuong.

Tir khéa: Loan san xo héa xwong tién trién, bat thweng ngén chan cai.

l. DAT VAN BE

Loan san soixwong tién trién (Fibrodysplasia
ossificans Progressiva -FOP) la mot bénh moé
lién két cwe ky hiém gép lién quan dén dot bién
gen thu thé activin A loai 1( ACVR1)." Cho dén
nay, c6 khoang 16 bién thé clia gen ACVR1 da
duwogc xac dinh gay nén FOP (HGMD), trong d6
bién thé p.R206H (c.617G>A) la bién thé hay
gdp. Ngoai ra con cé cac bién thé p.R258S
(c.774G > T), p.R258S (c.774G > C), p.G328V
(c. 983G>A), p.G328E (983G>T), p.R258G
(c.772C>T), p.G356D (c.1067G>A), p.G328W
(c.982G>T). Tuy nhién, c6 qua it di liéu vé cac
dot bién nay dé& ching minh cho gia thuyét vé
méi twong quan gitra kiéu gen va kiéu hinh.?

Bénh déc trwng bdi sy swng tdy mé (bung
phat) va sau d6 la s hda xwong clia mang, co,
gan, day chang va cac mé soi khac bat dau tw
thoi tho 4u, do d6 dan dén bién dang cac chi
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va than. Dot “bung phat” dau tién, dan dén hinh
thanh xwong lién quan dén FOP, thudng xay ra
trwéc 10 tudi.!

Bénh dwgc md ta lan dau tién trén
Philosophical Transaction of the Royal Society
of London nam 1740." Nam 1940 tén goi
Fibrodysplasia Ossificans Progressiva (FOP)
dwoc Bauer & Bode dé xuét va dwoc McKusick
théng qua vao nam 1960 dé ghi nhan s lién
quan chinh ctia mé lién két bao gdbm gan, day
chéng, can va mac co. Ty Ié mac bénh khac
nhau gitra cac khu vyc dao dong tir 0,65 - 0,47
trén mot triéu ngwdi & Bac My va Tay Au, dén
0,27/1000000 nguwdi & My Latinh va ty 1& thap
hon & Chau Phi va khu vwec Chau A - Thai Binh
Dwong. Ty Ié mac bénh FOP wéc tinh chung la
0,5/1.000.000 ngwdi, ngoai trir & Vwong qudc
Anh (UK) va Phap, noi ty I1&é nay vuwot qua 0,5
trén mét triéu.® Bénh dac trwng bdi cac triéu
chirng riéng biét, ndi bat la di tat ngén chan cai
hai bén ttr khi sinh. B&€nh thudng biéu hién cac
dot swng mdé mém tai phat va dau goi la dot
bung phat, thwéng do chan thwong nhw tiém
chiing hodc phau thuat.* O tré so sinh, cac nbt
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san trén da dau c6 thé la ddu hiéu du tién. FOP
cling anh hudng dén chi, gay di tat ngon tay cai
do thiéu san hoac loan san. Veo cot sdng la
triéu chirng phd bién, co thé tién trién nhanh do
cac tdn thwong canh cot séng, lam nang thém
tinh trang bién dang l6ng ngwc.5-” Loan san
xwong héong gap & 60% bénh nhan, thwdng
gay dau, v&i X-quang cho thdy cb xwong dui
ngan va rong. U sun xwong xuat hién & 90%
trwdng hop, chi yéu & dau trén xwong chay.
Khoang 50% bénh nhan bij mét thinh Iwc dan
truyén, tinh trang xau dan theo thoi gian.’

Hién nay chwa c6 phwong phap diéu tri dac
hiéu, phwong phap tiép can chinh la tranh chan
thwong hodc sang chan co. Phau thuat dé loai
bd xwong hoéa thuwéng dan dén tai phat va tién
trién. Nep khong hiéu qua di véi di tat cot sdng,
nhwng han ché cac hoat dong cé thé gidp giam
chan thwong. Binh hwdng nghé nghiép va giao
duc nghé nghiép rat cé ich.2 Nhiéu loai thudc va
phwong phap diéu tri nham muc tiéu nhw liéu
phap gen, ghép té bao gbc, liéu phap mién dich
hién nay dang dwgc nghién ctru.®

Il. GIOI THIEU CA BENH

Tré con dau, dé thwong, da thang, P 3,1kg,
sau dé binh thuwong. Khéi dau tré xuét hién khéi
vung gay, khéng swng néng dd, an dau. Kham
tai phong kham so mét, chan doan u xo than
kinh, cho diéu tri Zinnat, corticoid, sau 1 tun
tré xuét hién sbt, xuat hién thém khéi vung vai
phai sau do lan sang vai trai, diéu tri tai bénh
vién tinh bang khang sinh 4 ngay (ceftriaxone)
khong d&, tré xuét hién swng né vung bung lan

ra sau lwng, nach phai lan sang bén trai, sét cao
lién tuc, rét run. Tré dén kham: tré tinh, viing vai
trai co khdi 6x7cm, chic, khdng swng néng do,
né thanh ngwc sau trai, bung né, khéng suwng
néng dd, bung né, gan lach khé xac dinh, khéng
phu mat va tay chan.

Tré dwoc chan doan nhiém khuan huyét,
viém tdy mé mém, dwoc diéu tri tai khoa
diéu tri tich cwc ndi khoa bang khang sinh
Vancomycine, tobramycin, gidm dau, levonox
chbéng déng do cé tinh trang tang déng. Tré
dwoc phau thuat khdi u ving vai trai. Td chire
u clrng chac, mau trang, xam lan té chirc xung
quanh, ranh gi&i khéng ré. Tré duwoc cat khéi u
ving vai tréi va sinh thiét. Dién cét chdy mau
nhiéu, dwoc khau cdm mau. Sau phau thuat,
vung vét mé xo chai, clrng chac.

Sau 1 thang, tré xuét hién khéi vung thét
lwng chéc 5x6cm, khong di dong, khéng swng
néng dé, khéng dau. Kham: tré tinh, khéi viing
ba vai trai, that lwng trai, ngwc trén trai, mat
dé cirng chac, khéng di dong, khéng dau, van
doéng cb han ché, cirng hai bén cot sdng ¢b, van
ddng hai canh tay binh thwdng, van déng cot
sbng that lwng binh thuwdng, khéng bién dang
xwong dai, 1éng ngwc can dbi. Tré dwoc sinh
thiét khéi vung thét lung.

Khi tré 3 tudi 5 thang, 15,4kg, h 100,8cm.
Khong dysmorphy, khdi xo' héa ving vai trai,
that lwng. Bién dang cot sdng lwng, khéng bién
dang xwong dai. Tim phdi binh thwdng. Bung
mém, khéng chuéng, gan lach khéng to. Phat
trién tam than, van dong binh thudng. Thiéu
san ngén chan cai hai bén.
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Hinh anh thiéu san ngén chan cai hai bén
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Hinh anh khéi xo héa vung vai trai

Hinh 1. Hinh anh thiéu san ngén chan cai va khéi xo héa vung vai trai

Cac xét nghiém cbéng th’c mau, sinh
héa théng thwdng, canxi, phospho, magie,

phosphatase kiém, vitamin D binh thwdng
X-quang:

Hinh 2. Hinh anh veo cét séng, moc gai xwong & dau dwéi xwong dui,
dau trén xwong chay va thiéu san ngén chan cai hai bén

Siéu am: phan mém vung that lwng doc
cot sébng cé cau tric tdng am, kich thuéng
11x52mm, |&p co vung cb phai tham nhiém
tang am dang tham nhiém viém bén trong co
nhiéu hach 6x10mm, phu né lan tda phdn mém
viing bung hai bén va thanh nguwc phai. Day t6
chtrc vung thai dwong bén phai 6mm.

MRI viing ham maét, gay c6 tiém thubc can

quang: t6 chirc da vung chdm, gay lan vao td
chtrc phdn mém dwéi da la tén thwong lan tda
tao thanh khéi tin hiéu khéng ddng nhét, cé khoi
55x28x43mm, gi¢i han xung quanh khéng rd,
tang tin hiéu trén T2W, T2FS, giam tin hiéu trén
T1W. Sau tiém thudc, khdi ngdm thuéc manh,
khong déng nhéat. Hinh anh nang nhén hé sau
25x32mm.
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Hinh 3. Hinh anh chup céng hwéng tir khéi viing gay va vai trai

CTscan tam soat toan than: khong phat hién
béat thwong.

Két qua choc huat té bao khdi vung vai trai:
trén tiéu ban choc huat thay nhidu hdng cau, it
lympho bao, t& bao tang sinh mach, t& bao noi
mo, mot sb t& bao xo, khéng thay té bao bat
thwong.

Két qua sinh thiét: manh sinh thiét da thay
thwong bi gi¢i han binh htwdng. Vung dudi
mang day, md mém thay cé xam nhap viém
quanh mach mau, t& bao viém don nhan.
Tuyén phu thudéc da khéng thay tén thwong
d&c biét. Mau sinh thiét mo sau thay cé rai rac
dam té bao mé& va cac bo soi collagen lan tda,
kém theo nguyén bao soi nhan ovan kiém tinh.
Nhiéu vung thay c6 biéu hién cét héa, md nén
dang oseous ¢o tdng tap trung canxi, co chd
c6 hdc chira t& bao nhan to dang tao cbt bao.

Khéng thay hinh anh &c tinh.

M&u DNA dwoc chiét tach tr mau toan
phan cé chéng déng bang EDTA va tat ca cac
exon cua 5447 gen dwoc gidi trinh tw song
song s lwong Ion s dung panel Celemics G
Mendeliome DES. Két qua dwoc phan tic trén
nén tang lllumina NextSeq v&i cac doan doc
ghép cap 150 bp. Cac doan trinh ty thu dwoc
dwoc can chinh va phan tich bang cach so sanh
v&i bd gen tham chiéu clia nguwdi da dwoc cong
bd UCSC GRCh37 hodc hg19. Két qua phat
hién dwoc bién thé di hop t&r trdi gay bénh cla
gen ACVR1: c.617G>A (p.Arg206His). Bién thé
dwoc phan loai la gay bénh theo ACMG. Khdng
phét hién dwoc bién thé nay trén mau mau cla
b6 me.

Trong qua trinh theo ddi, tré co6 tré cé mot
dot bung phat khi 4 tudi 7 thang, xuét hién
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nhiéu khdi swng viing dau, sau tai, khdi chéc
vung vai va canh cot séng that lwng, cirng
khép vai hai bén, han ché gio tay, khéong quay
duoc cd, thoat vi ben phai, dwoc diéu tri bang
prednisolone liéu 2 mg/kg/ngay. Sau 1 tuan tré
d& swng dau cac khdi & vung dau va sau tai,
khéi vung vai va canh cot séng that lwng khong
thay dbi.

Ill. BAN LUAN

Fibrodysplasia  Ossificans  Progressiva
(FOP) 1a mét réi loan di truyén cwc ky hiém gap
cla qua trinh hinh thanh xwong ngoai xwong,
nhung c6 thé duwoc coi la mét rdi loan khéi phat
cla qua trinh tao xwong sun. Trong FOP, cac
dot bién kich hoat nguyén nhan cda thu thé
Activin A loai | (ACVR1) la thu thé protein hinh
thai xwong (BMP) loai I, chju trach nhiém cho
chtrng loan san xwong sun anh hwéng dén kiéu
hinh phat trién cling nhw cac dac diém sau sinh
cua réi loan nay.’

Hon 95% ca thé bi bénh mang bién thé
di hop t&, nucleotide G bj thay thé b&i A &
nucleotide ¢.617 lam thay déi codon CGC
ma hoéa arginine thanh CAC, ma hda histidine
(R206H).2 Phan con lai nay ndm trong mién
GS cua protein thu thé. Ty 1& nhé sbé ngudi
bénh con lai mang cac bién thé khac nhau
trong cung mién GS hodc trong mién kinase
cla protein.'®'? Trwong hop bénh nhi cla
chuing t6i mang bién thé phd bién nay.

Viéc chin doan FOP trwéc khi bat dau qua
trinh ¢t héa di vi la rat khé khan trong mot thoi
gian dai vi khéng c6 dau 4n sinh hoc dang tin
cay nao cho cdn bénh nay cé thé dwoc danh
gia trong mau ngoai vi hodc nuéc tiéu. Hon
ni*a, cac co ché phan t&r co ban ctia qua trinh
sinh bénh dugc quan sat thy & nhirng nguoi
bénh FOP van chwa dwoc biét vi cac mau md
khong thé tiép can dwoc do chéng chi dinh
ddi voi cac tha thuat xam 1an. Viéc xac dinh

thu thé activin A loai | (ACVR1), mét gen chiu
trach nhiém cho FOP vao nam 2006 la mét
budc dot pha dbdi véi can bénh hiém gap nay.2
Gen ACVR1 ma héa mét thu thé kinase xuyén
mang, ALK2, lién két v&i cac protein hinh thai
xwong (BMP). BMP ban dau dwoc phat hién
vao nam 1965 va dwoc mo ta 1a mét phan to
ddc dao trong ma tran xwong cé tac dung kich
thich xwong di vi phat trién trong co’ xwong."

Dé&c diém |am sang dién hinh nhat cia FOP
la sy hinh thanh xwong di vi tién trién & cac mo
mém gay ra tinh trang khuyét tat & cac khép.
Su tién trién cda tinh trang khuyét tat & ngudi
bénh FOP theo mot sb kiéu sau: tir trén xudng
duéi, tlr gan dén xa va tlr lwng dén bung.™ C6,
cot sdng va vai la nhirng vi tri bi anh hwéng
thwdng xuyén nhét (hon 80% trwdng hop duoc
quan sat thdy & nhitng trudng hop dudi 15
tudi).™ Ngworc lai, cb tay va mat ca chan bi anh
hwéng & khoang 50% ngudi bénh trén 30 tubi.
Khuyu tay, dau géi, hdng va ham bj anh hwéng
dan dan theo tudi tac cho dén khi 40 tudi. Qua
trinh cbt hoa di vi bat dau tiv thei tho du va tiép
tuc trong subt tudi trwdng thanh nhung khéng
dwoc quan sat thay khi sinh ra.

Trwong hegp bénh nhi clia ching téi khéi
dau xuét hién khéi & vung vai, lwng canh cot
sbng sau d6 swng né viing bung.

Triéu chng biéu hién ngay tir sau sinh &
nhirng trwerng hop cé dot bién R206H chiém
wu thé 1a biéu hién ngoén chan cai léch hai
bén.'® Tuy nhién, triéu chirng nay it dwoc chu
y va chi khi xuat hién céac biéu hién bung phat
cac khdi trén da thi méi dwoc dé y. Trudng
hop bénh nhi clia chung toi cling vay, trai qua
nhiéu chan doan cho dén khi sinh thiét cho két
qua cbt héa, mé nén dang oseous cdé tang tap
trung canxi, cé chd cé héc chira té bao nhan
to dang tao cbt bao va vung sinh thiét cé biéu
hién cét héa thi tré méi dwoc chan doan nghi
ngo bénh FOP va dwoc chi dinh xét nghiém
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phan tich gen mé&i c6 chan doan xac dinh. Két
qua phan tich xac dinh dwoc bién thé gay bénh
cla gen ACVR1: c.617G>A (p.Arg206His) phu
hop véi biéu hién lam sang.

Trong FOB, biéu hién cét héa di vi thuong
xuét hién trudc cac triéu chirng viém tai chd
(swng, dau, mat chirc nang, néng, dd) tai vi
tri xwong di vi sé phat trién, dwoc goi la bung
phat. Cac dot bung phat va sy hinh thanh
xwong di vi sau do coé thé dworc kich hoat bdi
chén thwong co (nga, tiém bép, can thiép phau
thuat) nhwng ciing c6 thé xay ra tw phat.'s Mot
bién chirng da biét clia sy hinh thanh xwong
di vi la mat kha nang van déng. Nhwng, nhw da
mo ta trwdc do, bién chirng de doa nhét |4 suy
tim phdi do xwong di vi hinh thanh xung quanh
I6ng ngwe. Do d6, nén thuc hién xét nghiém
chirc néng phdi, dién tam dd va siéu am tim
thwong xuyén dé theo ddi chirc nang phdi va
tim va hang nam & nhirng bénh nhan bi anh
hwéng nghiém trong hon.

Mot khdo sat tir ndm chau luc ciia Kitterman
va codng sw cho thdy khodng 90% chan doan
sai v&i 67% nguwdi bénh phai thwc hién cac
tha tuc chan doan xam lan c6 hai.™ Nhan thic
cla bac s 1a chia khéa dé chan doan sém va
phong nglra cac can thiép chin doan hoac
diéu tri c6 hai. Mac du, day la mot can bénh
hiém g&p nhwng cac dic diém lam sang rat
dodc dao va rd rang. Cac xét nghiém di truyén
gan day da dwoc ap dung va trwong hop bénh
cta ching t6i da dwoc khéng dinh chan doan
bang két qua phan tich gen vé&i bién thé gay
bénh dac trwng.

Hién nay, bénh chwa c6 bién phap diéu tri
dac hiéu ciing nhw dy phong hay dw bao céac
dot bung phat. Viéc quan ly va diéu tri y t& cho
nhirng ngu®i mac FOP rat phirc tap, ddi hoi
s cham soéc dac biét va do d6 thuwong dwoc
phéi hop da chuyén khoa. Cac bién phap
phong nglra chan thwong mé mém la rat quan

trong trong viéc hwédng dan ngudi bénh FOP.
Nguwdi bénh FOP dwoc khuyén cédo tranh cac
mon thé thao tiép xuc va cac hoat dong thé
chét khac cé thé gay chan thwong mé mém.
Twong tw nhw vay, phdi thwc hién cac bién
phap phong ngtra d& ngan ngwra té nga cé thé
xdy ra thwdng xuyén hon khi khd nang van
déng giam sut. Corticoid liéu cao c6 thé duoc
str dung trong cac dot bung phat va ciing cé
thé duwoc coi la bién phap phong ngra sau
chén thwong hodc trwdc khi phau thuat khong
thé tranh khdi. Cac dot bung phéat & cb va lwng
it nhay cdm hon véi liéu phap corticosteroid
va trong nhirng trerng hop nay, khéng khuyén
cao dung corticosteroid. Trwdng hgp bénh nhi
cla chung téi cé s dung corticoid trong dot
bung phat va dat dwoc lui bénh sau 1 tuan
diéu tri v&i cac khdi xuét hién & vung dau.
Tuy nhién, trong mét nghién cru toan ciu vé
dién bién tw nhién cla cac dot bung phat FOP,
31% cac trwong hop duwgc bao cao cac triéu
chrng cai thién khi dung corticosteroid va chi
12% bao cdo rang liéu phap corticosteroid dan
dén viéc cac triéu chirng dwoc gidi quyét hoan
toan.'® Hién tai, khang thé khang activin A cla
con ngudi (REGN2477) dang trong giai doan
thr nghiém lam sang 2."

IV. KET LUAN

Bénh xo héa xwong tién trién (FOP) la mot
bénh di truyén vé qua trinh cbt hoa di vi, la mot
rdi loan clia qué trinh tao xwong sun do cac
dot bién kich hoat trong gen ACVR1, mét thu
thé& BMP loai | lam thay ddi sy phat trién binh
thwong clia bd xwong bang viéc thuc day sy
hinh thanh xwong ngoai bdé xwong. Can chan
doan sém dwa vao cac biéu hién 1am sang voi
dac diém diac trwung & ngoén chan cai, nhdm
tranh cac can thiép xam l4n dé chan doan va
didu tri. Xét nghiém phan tich gen dé khang
dinh chan doan.
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Summary

FIBRODYSPLASIA OSSIFICANS PROGRESSIVE:
A CASE REPORT AND LITERATURE REVIEW

Progressive Fibrodysplasia Ossificans (FOP) is a rare autosomal dominant genetic disorder that
gradually causes ossification of muscles, tendons, ligaments, and other fibrous tissues. The disease
begins in early childhood, leading to limb and trunk deformities. Surgical interventions can trigger
ossification and should be contraindicated. We report a case of a 3.5-year-old boy treate at the
National Children's Hospital. The child presented with tumors in the nape and lumbar region, as
well as abdominal swelling without fever or signs of significant inflammation. Both great toes were
abnormally short and inwardly curved. After tumor excision, the surgical site developed fibrosis with
a firm scar. Blood tests, including hematology, biochemistry, calcium, and vitamin D, were normal.
X-rays revealed spinal scoliosis and abnormal bone growth. Histopathological examination showed
fatty tissue, collagen bundles, fibroblasts, and multiple ossified areas. Genetic analysis identified
a pathogenic heterozygous dominant variant in ACVR1: ¢.617G>A (p.Arg206His). FOP diagnosis
is based on clinical features, particularly great toe malformations, and genetic analysis. Invasive
procedures should be avoided to prevent ossification activation.

Keywords: Fibrodysplasia ossificans progressiva, great toe deformities, heterotopic
ossification.

TCNCYH 189 (04) - 2025 375



