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CAP NHAT CHAN POAN VA PIEU TRI

U CAN HACH VUNG PAU CO
Trdn Viin Bitu*, Nguyén Duy Mién”, Lé Thanh Thai™
TOM TAT

Dit van dé: Nhing phat hién méi vé di truyén va sinh bénh hoc cia u cdn hach da
lam thay doi dang ké chién heoc xit tri bénh ly ndy. Muc tiéu: Chung tdi tém tat nhing
hiéu biét gan déay vé mat di truyén hoc phan tiz va nhing khuyén co cdp nhdt vé chan
dodn, diéu trj va quan Iy bénh nhan u cdn hach ving dau cé. Phwong phap: Tim kiém céc
bai bao lién quan chu @é nghién cizu bang cdng cu PubMed. Thudt ngiz duoc sir dung gom:
"paraganglioma”, "glomus tumor”, "head and neck", "genetics", "endocrinology",
"investigation" and "treatment". Két qud: u cdn hach ving dau cé chi yéu lién quan dén
dét bién dong mam trong he gen succinate dehydrogenase (SDHX), trong dé dét bién
SDHD va SDHB lam ting nguy co cia bénh Iy da khoi u va &c tinh. Xét nghiém di truyen
dwoc khuyén céo thuc hién cho tdt ca bénh nhan. Gallium 68 tetraazacyclododecane
tetraacetic acid-octreotate c6 dé nhay rat cao va dwrgc khuyén céo la phirong tién chan
dodn hinh dnh dau tay ¢ nhiing bénh nhan c6 nguy co bi bénh 1y da khéi u va di can, hodc
c6 chi dinh ligu phép thu thé peptid nhadm dich. Diéu tri bao ton dwoc wu tién néu khoi u
nho, khong tiét catecholamine, va khéng gay triéu chitng, nguoc lai, phau thugt lay bé khoi
u duwoc dat ra. Xa tri dwoc chi dinh cho nhiing khéi u tai phat sau mé va nhiing khai u
khong tiét catecholamine nam & vi tri ma viéc cat bé ¢6 nguy co gay ton thirong nang né
cac cdu tric mgch mau va than kinh quan trong. Liéu phap phéng xa tring dich
(theranostics) dang dwoc ching minh 1a mét lia chon day hira hen va kha thi cho nhing
trirong hop di can hogc khéng thé phdu thudt lay bé khoi u dwoc. Bénh nhan dioc Xac
dinh c6 dét bién gen succinate dehydrogenase can duwoc theo déi 1au dai bang cac xét
nghiém sinh hod va hinh anh toan than. Két lugn: U can hach ving dau ¢é 1a nhiing khéi u
than kinh ngi tiét hiém gap, tién trién chdm va thuong lién quan dén dst bién dong mam
trong he gen succinate dehydrogenase. Nhizng phat hién gan day vé sinh bénh hoc va tién
trién cua u cdn hach da lam thay doi dang ké chién liroc xir tri bénh 1y nay. Bam sat cac
khuyén céo cdp nhdt sé gilp ich cho cac bac si tai miii hong trong chdam séc va diéu tri

bénh ly u cgn hach dat diroc hiéu qua cao.

Tar khod: paraganglioma, glomus jugulare, glomus tympanicum, carotid body tumor,
succinate dehydrogenase.
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SUMMARY

THE STATE OF THE ART IN DIAGNOSIS AND MANAGEMENT
OF HEAD AND NECK PARAGANGLIOMAS

Background: The management of head and neck paragangliomas has changed
significantly as a result of increased understanding of the genetic and pathophysiologic
basis of this disease. Objective: We summarize the recent advances regarding molecular
genetics, along with updated recommendations on workup, treatment, and surveillance of
these tumors. Method: The literature search was undertaken with PubMed. The search
terms "paraganglioma”, "glomus tumor”, "head and neck”, "genetics", "endocrinology",
"investigation”, and "treatment" were used. Results: HNPGLs are predominantly
associated with germline mutations in the succinate dehydrogenase (SDHx) gene family, in
which germline SDHD and SDHB mutations carry an increased risk for multifocal primary
disease and metastatic disease, respectively. Genetic testing is recommended for all
patients. Gallium 68 tetraazacyclododecane tetraacetic acid-octreotate has high sensitivity
and is recommended as first-line imaging in patients with head and neck paragangliomas
with concern for multifocal and metastatic disease, and in candidates for targeted peptide-
receptor therapy. Conservative management is the first choice treatment for small
asymptomatic non secreting paragangliomas, otherwise, resection is preferred for
catecholamine-secreting tumors and those that are locally symptomatic from tumor bulk.
Radiotherapy is indicated for non-catecholamine secreting paragangliomas where
resection would require extensive sacrifice of critical vascular and/or neural structures,
and for those with recurrent tumors after previous surgery. Theranostics is proving to be a
promising and viable option for patients with locally unresectable or metastatic disease.
Patients with SDHx mutations should undergo long-term biochemical screening and
whole-body imaging. Conclusion: Head and neck paragangliomas are rare, typically
indolent neuroendocrine tumors and predominantly associated with germline mutations in
the SDHx gene family. Recently, the management paradigms have changed significantly
due to a better understanding regarding pathophysiologic and natural course of these
tumors. Keeping abreast of the latest recommendations will help otolaryngologists
appropriately manage this challenging disease.

Keywords: paraganglioma, glomus jugulare, glomus tympanicum, carotid body
tumor, SDHXx.
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1. TONG QUAN

U can hach 1a cac khéi u than kinh-noi
tiét hiém gap xuat phat tir cac paraganglia
(can hach). Paraganglia gdm céc cum té
bao dwoc biét hod chuyén biét cd ngudn
gdc tir mao than kinh. Cum té bao I6n nhit
1a ¢ tuy thuong than va cac cum té bao nho
hon phan tan khap co thé, nd lién quan chat
ché véi cac hach than kinh tu dong (do d6
duoc goi 1a can hach) va bao gom hai nhém
giao cam va phé giao cam. Theo do, u xuét
phét tir cum té bao can hach giao cam & tuy
thuong than duoc goi 1a u sic bao thuong
than (pheochromocytomas), trong khi do, u
c6 ngudn gdc tir cac can hach ngoai tuyén
thuong than duogc goi la paragangliomas (u
can hach) [1]. U can hach giao cam ngoai
tuy thuong than thuong tiét catecholamines
va dugc tim thdy & gan cac chudi hach giao
cam canh song & nguc, bung va chau.
Nguoc lai, cac u can hach phé giao cam
hiém khi tiét catecholamines va nam doc
theo céc day than kinh thiét hau, phé vi va
cac mach mau 16n ¢ ving ¢o va nén so [2].
U can hach ving dau c6 hau hét c6 ngudn
goc tir cac can hach phd giao cam va duoc
tim thay & khoang 20 vi tri giai phau khac
nhau, thuong gap nhat ¢ thé canh (60%), tai
gitta (30%), day than kinh phé vi (10%) va
thanh quan (<100 truong hop da dugc béo
cao) [3-7]. U dugc dat tén theo vi tri giai
phau cua cac can hach (paraganglia), noi
khdi u xuat phat, chang han u can hach thé
canh (carotid body paraganglioma), u céan
hach tai gitra (middle ear paraganglioma,

trué6c day goi la  jugulotympanic

paraganglioma), u can hach phé vi (vagal
paraganglioma) hoac u can hach thanh
quan (laryngeal paraganglioma) [1]. Trudc
day, u can hach duoc biét dén véi nhiéu tén
goi khac nhau bao gom “glomus tumors”
va “chemodectomas”. Thuat ngr “glomus
bodies” di dugc dung dé chi cac can hach
boi Vi truéc day nguoi ta 1am tuong ring
c4c té bao chinh cua can hach c6 nguén gdc
tir cac té bao ngoai mach (precytes) & 16p
40 ngoai cua mach mau, twong ty nhu dugc
thdy ¢ cau trdc than Kinh-co tron-dong
mach (neuromyoarterial structures - glomus
bodies) tham gia vao chtc nang diéu nhiét
nam & 16p trung bi da [4, 5, 8]. Mat khéc,
méc du “chemodectoma” duogc ding dé chi
ban chat 13 cac té bao thu thé hoa hoc
(chemoreceptor) cua cac khdi u can hach
thé canh va dong mach chu, thuat ngit nay
khong phu hop dé chi tat ca u can hach. Do
do6, theo to chic y té thé gioi, khdng nén
ding céc thuat ngir ndy dé chi u can hach
nira [1].

U can hach ving dau c6 chiém khoang
60-70% céac u can hach va 0,6% cac u vung
dau co, véi ty Ié phat sinh 1a tir /100000
dén 1/30000 [4]. Truéc day, u can hach
ving dau ¢ dugc chi dinh diéu tri hoan
toan bang phau thuat cat bo u. Tuy nhién
do khdi u gidu mach mau va nam gan véi
cac ciu trGc mach mau than kinh quan
trong nén bénh nhan thuong cd céac di
chang nang né sau phau thuat tham chi la
tar vong [6, 9]. Trong nhitng nim gan day,
nhitng phéat hién méi vé co ché bénh sinh
va tién trién tu nhién caa bénh da lam thay
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dbi cach tiép can, diéu tri va quan ly bénh
nhan bi u can hach. Bai b4o nay nhiam tom
tat nhitng hiéu biét hién nay vé& u can hach
ving dau ¢b va nhitng khuyén céo cap nhat
vé chan doan va diéu tri bénh Iy nay.

2. DI TRUYEN HOQC

Di truyén déng vai trd rat quan trong
trong bénh sinh cia u can hach. C6 it nhit
18 gen duoc phét hién c6 lién quan dén sy
phat trién cua bénh [10]. U can hach c6
nguy co di truyén cao nhit so véi bat ky
khdi u ndo, véi khoang 40% truong hop
dugc xac dinh c6 xay ra dot bién dong mam
[1, 5, 6, 10]. U can hach vung dau cb hau
hét lién quan dén dot bién gen ma hoa 4
tiéu don vi cia phuc hop succinate
dehydrogenase (SDH) va protein phu cua
no, bao gom gen SDHA, SDHB, SDHC, va
SDHD va SDHAF2 (goi chung la gen
SDHx) [10-14]. Phuc hop SDH tham gia
vao chudi van chuyén electron va chu trinh
Krebs, chuyén succinate thanh fumarat. Dot
bién gen SDHx gy bat hoat SDH dan dén
tich tu succinate, wc ché prolyl hydroxylase
(tham gia diéu hoad yéu t6 cam wung khi
thiéu oxy alpha (hypoxia-inducible factors
alpha: HIFa), lam ting hoat dong cua HIFa
(hinh 1). HIFa tham gia can bang ndi mai
oxy va bi phan huy khi bdo hoa oxy binh
thuong. Khi dugc hoat hod, HIFa kich hoat
phién ma cac gen cua con duong thu cam
khi thiéu oxy (hypoxia-inducible pathways)
din dén phat trién khdi u va ting sinh
mach. Dot bién gen gay hoat hoa HIFa
trong méi truong oxy binh thuong dugc
xép vao nhém pseudohypoxia cluster [5,
15, 16].
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Bén canh u can hach, cac dot bién gen
SDHx con l1am xuét hién cac khdi u khac
bao gébm ung thu biéu md té bao than, u
tuyén tuyén yén, u md dém da day ruot, tao
thanh cac hoi ching u can hach [3, 6]. Hoi
chitng u can hach 1 (PGL1) la hoi ching
phd bién nhét trong u can hach ving dau
cd, do dot bién gen SDHD trén nhiém séc
thé 11g23.1, chi yéu xay ra & tiéu thé canh
(80-90%) va thuong c6 nhidu khéi u. Hoi
chang PGL2 va PGLS5, gay ra bai dot bién
gen SDHAF2 va SDHA trén nhidm sic thé
11012.2 va 5p15.33, rat hiém gap va it
dugc biét [3, 17]. Hoi chiing PGL3 lién
quan dén dot bién gen SDHC trén nhiém
sac thé 1g23.3, thuong gap ¢ ving dau co,
don doc, hiém khi c6 da khdi u. U can hach
dugc gay ra boi dot bién gen SDHD va
SDHC c6 ty I¢ 4c tinh rat thap (<5%). Hoi
chung PGL4 duogc gay ra bai dot bién gen
SDHB trén nhiém sic thé 1p36.3 va co
nguy co &c tinh rat cao (30-50%). Pot bién
nay thuong gap ¢ cac u can hach giao cam
& nguc, bung va u sic bao thugng than, it
gap ¢ vung dau cd. Cac hoi chang trén déu
di truyén theo kiéu troi trén nhidm sic thé
thuong, véi tinh thim khong hoan toan va
phu thudc do tudi, trong d6 hoi chang u can
hach 1 va 2 di truyén theo dong bé [4, 17].
Nhiing dic tinh riéng biét nay chi ra rang
mot minh kiéu gen khong thé giai thich hét
toan bo bdi canh 1am sang cua bénh ly u
can hach lién quan dot bién gen SDHXx.

Hau hét cac khéi u can hach phat trién
rat cham, véi toc do phat trién trung binh
0,8-2 mm/nam nhung theo thoi gian,
khoang 15-35% truong hop biéu hién &c
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tinh. Chi diém duy nhét cua biéu hiéu ac
tinh 1a c6 di can vao cdc md khong phai
than kinh-noi tiét (hach, gan, phdi, xuong).
Cac yéu t6 nguy co cua bénh ly 4c tinh
trong u can hach ving dau c¢6 gébm bénh
nhan tré tudi, kich thuéc khdi u ting nhanh,
khoi u c6 tiét catecholamines, vi tri khdi u
(u can hach phé vi: 10-19%, thé canh: 4-
6%, tai giita: 2-4%), va quan trong nhat Ia
c6 dot bién gen SDHB [6, 18].

3. CHAN DOAN
3.1. L&m sang

U can hach ving dau ¢ thuong dugc
phat hién vao do tudi 40-50, gap & nit nhiéu
hon nam. Bénh ly da khéi u gap trong
khoang 25% truong hop va thuong lién
quan dén dot bién gen SDHD [3, 13]. N6
c6 thé biéu hién dudi dang khéi u ving ¢6
bén khong dau tién trién cham (u can hach
thé canh va phé vi), U tai theo nhip mach,
nghe kém dn truyén (u can hach tai giita),
c4c triéu chung ton thuong day than kinh
so (VII, VIII, IX, X, XI, XII), phét hi¢n
tinh co hoac nho vao xét nghiém sang loc.
Cac khdi u co tiét catecholamines (hiém
gap <4% u can hach ving dau cb) gay ra
cac trieu chirng cuong catecholamine nhu
tang huyét &p, nhic dau, tang tiét mo hoi,
hdi hop, danh trong nguc, lo u.

U can hach thé canh khi so thuong
thiy di dong theo chiéu ngang nhiéu hon
chiéu doc (diu Fontaine). Qua soi tai, u can
hach tai giira thuong duoc thdy dudi dang
mot ton thwong mau tim nam phia sau
mang nhi va nhat mau khi dung deén soi khi
nén (dau Brown) [3, 6].

3.2. Xét nghiém sinh ho&

Mic dU u can hach ving dau cé rat
hiém khi tiét catecholamine, nhung Xét
nghiém danh gid su tiét catecholamine
dugc khuyén céo thuc hién & tat ca bénh
nhan nghi ngo u can hach [11, 12]. Ly do la
dé phat hién mot u sic bao thugng than
hoic u can hach giao cam (tiét
catecholamine) kém theo, ma néu c6 thi
can phai duogc diéu tri trudc u can hach
ving dau cb. Mat khac, néu 1a u co tiét
catecholamine thi s& phai dung cac thubc
hay giao cam truéc phau thuat dé phong
tranh con tiang huyét ap trong qua trinh
khoi mé va lay bo khdi u. Bénh nhéan cé
khéi u tiét catecholamine khong dugc chan
doan (do d6 khong dung thubc huy giao
cam trudc mo) co nguy co tir vong cao do
tang huyét ap, loan nhip tim &c tinh va suy
da tang trong va sau md [18]. Cac xét
nghiém nén dugc lam la dinh luong
metanephrines ty do trong huyét tuong
hoac fractionated metanephrines niéu/24
gior [11,12,19].

3.3. Hinh anh

Cit 16p vi tinh (CT scan) va cong
huong tr (MRI) dong vai trd quan trong
chan doan va phan do u can hach ving dau
c6. Ca 2 déu c6 do nhay (80-90%) va do
dac hiéu (90%) cao [20]. Trén CT scan, u
can hach c6 dang mot khéi co ty trong mo
mém gigi han rB, twong d6i dong nhat va
ngam thudc manh sau tiém. Trén MRI, n6
giam tin hiéu trén T1, tang tin hiéu trén T2,
ngam thudc manh. Do day 1a khéi u giau
mach mau nén thuong thiy c6 dong chay
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tréng (flow voids), va cac ving xuat huyét
trong u tang tin hiéu. Cac dong chay tréng
giam tin hiéu va cac ving xuit huyét ting
tin hiéu ndm xen ké& véi nhau tao thanh dau
hiéu mudi-tiéu (Salt and pepper sign) dic
trung thuong thiy & cac u can hach kich
thudc 16n hon 1 cm [21]. Dya vao vi tri cua
khéi u, mdi lién quan vai cac mach mau lan
can va dic diém xam lan céc ciu tric xung
quanh sé& giup phan biét cac u can hach véi
nhau.

U can hach thé canh thuong lam dodng
rong khoang cach gitra dong mach canh
trong va canh ngoai (lyre sign), day dong
mach canh trong phia sau ngoai [7,21].

U can hach phé vi day ca dong mach
canh trong va ngoai ra truéc vao trong,
thuong bao mon va lam rong 16 tinh mach
canh trong [2,7,21].

U can hach tinh mach canh trong
(jugular paraganglioma) thuong bao mon
xuong nham nhé, khong déu, cho hinh anh
xuong thai dwong bi nhay can (moth-eaten
appearance) va pha hay chudi xwong con,
nhitng dau hiéu nay hiém khi gap ¢ u can
hach nhi (tympanic paraganglioma) [21].

Chyp mach (CTA, MRA, DSA) cho
phép xac dinh mach mau nudi, huéng dan
gay tic mach truéc md va danh gia kha
nang lay bo khdi u dya vao méi lién quan
cua khéi u véi céc cau tric than kinh mach
méu 1an can. Ngoai ra, n6 rat hiru ich dé
khao sat tinh toan ven caa tuan hoan noi so
néu bat budc phai hy sinh dong mach canh
trong trong mé [18, 21].
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Chan doan hinh anh chac ning dugc
st dung dé danh gid tinh trang da khéi u, di
can, phan giai doan lai sau diéu tri va cho
nhitng bénh nhén cé chi dinh liéu phép
phdng xa trung dich (theranostics) [4, 5, 14,
22, 23].

8Ga-DOTATATE PET/CT.

8Ga-DOTATATE gém c6 mot dong
vi phéng xa gallium (Ga) 68 lién két,
thdng qua mot chat gin (chelator) DOTA
(tetraxetan; tén qudc té&  1,4,7,10-
tetraazacyclododecane-tetraacetic acid), voi
mot peptide chudi ngian Tyr3-octreotate
(TATE) - la mét chit tuong tu (analog)
somatostatin. ®Ga-DOTATATE c6 i tinh
rat manh véi thu thé somatostatin 2
(SSTR2) - 1a mot thu thé biéu hién quéa muc
trén bé mat t& bao u can hach (hinh 1). Do
d6 chat danh dau phong xa s& duoc hap thu
manh vao trong té bao u, va dugc phat hién
qua ky thuat ghi hinh y hoc hat nhan. Bay
la phuong phap c6 d6 nhay cao nhat gidp
phat hién u can hach, bénh ly da khdi u va
di can ¢ ving dau c6 (nhat Ia khi c6 lién
quan dot bién gen SDHD va SDHB) [22-
26]. N6 c6 thé gilp phét hién téi 96% cac
ton thuong ké ca nhiing ton thuong nho
hon 1cm, anh huéng dén quyét dinh dicu tri
[23, 26].

BF.FDG  PET/CT: '8F-2-fluoro-2-
deoxy-D-glucose (**F-FDG) la mot chét
tuong ty glucose c6 gin dong vi phong xa
Fluorine-18, duoc van chuyén vao trong té
bao théng qua cac chat van chuyén glucose
trén mang té bao va dugc phosphoryl hoa
bai hexokinase thanh '®F-FDG-6P. U can
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hach c6 dot bién gen SDHXx gia ting hoat
dong duong phan do su hoat hoa cua yéu tb
cam ung khi thiéu oxy alpha, yéu té nay
chuyén qua trinh chuyén hoé cua té bao tir
phosphoryl héa oxy hoa sang duong phan
hiéu khi. Do hiéu qua ning luong cua qua
trinh dwong phan hiéu khi thip hon nén
nhu cau glucose tiang trong cac té bao khoi
u, qua dé 1am ting sy hap thu chat danh
dau phéng xa (hinh 1). Phuong phép nay c6
do6 nhay rit cao (80%-100%) trong phéat
hién u can hach ving dau c6 ¢ dot bién
gen SDHXx [23].

BF_.FDOPA PET/CT: 18F.
fluorodihydroxy-phenylalanine (*8F-
FDOPA) la mot chat twong ty L-DOPA ¢6
gan ddng vi phéng xa Fluorine-18, duoc
hap thu thdng qua cac chat van chuyén axit
amin loai L (LATSs), cha yéu LAT1 va
dugc chuyén thanh *8F-fluorodopamine boi
L-aromatic amino acid decarboxylase nam
bén trong céc té bao tiét catecholamine
(hinh 1). U can hach ting biéu hiéu LAT1,
nén tang hap thu ®F-FDOPA. Phuong phép
nay c6 dé nhay cao trong phat hién u can
hach khong c6 dot bién gen SDHx (>90%)
nhung d6 nhay thap ddi vai u can hach co
dot bién gen SDHx (gia thiét 1a do su biét
ho& nguoc cua té bao u dan dén lam giam
biéu hién céc chat van chuyén mang té bao,
giam hap thu ®F-FDOPA) [22,23].

1Z31.MIBG SPECT/CT:
Metaiodobenzylguanidine (MIBG) la mot
chat twong ty noradrenaline dwoc hap thu
vao trong té bao thdng qua chat van chuyén
noradrenaline sau do tich tu trong cac hat

ché tiét cua cac té bao tiét catecholamine.
MIBG duoc gan nhan phong xa véi 21 dé
chan doan u can hach va gin vai 3 dé su
dung trong liéu phap phdéng xa trang dich
(theranostics). Phuong phap nay c6 d6 nhay
cao trong phat hién u sic bao thuong than
nhung do nhay rat thip ddi u can hach ving
dau cb, do do, d6i vai nhirng khéi u nay,
1231.MIBG chu yéu duoc chi dinh khi liéu
phap ¥11-MIBG dugc xem xét [22].

Nhitng khuyén céo hién nay vé chi
dinh ciia cac phwong phap chan doan
hinh anh ddi véi u can hach ving dau co:
Hoi nén so Anh va nhém nghién cau vé
tang huyét ap noi tiét cua hoi tang huyét ap
Chau Au khuyén cao chup MRI dau co dé
danh gia vi tri khdi u nguyén phat va lam
thém CT scan nén so trong truong hop u cé
lién quan dén nén so [12,27]. Ngoai ra, can
chup MRI toan than hoic ©3Ga
DOTATATE PET/CT & tat ca bénh nhan u
can hach dugc chan doan lan dau dé loai
trir bénh |y da khdi u hoic di can [12, 20,
27]. ®Ga DOTATATE PET/CT Ia phuong
phap duoc khuyén cdo dau tay ddi véi u
can hach ving dau c6 nhung ®F-FDG
PET/CT va ®F-FDOPA PET/CT lan luot la
nhitng giai phap thay thé c6 thé duogc chi
dinh & bénh nhan duoc xac dinh la c6 dot
bién va khong c6 dot bién gen SDHx. %Ga
DOTATATE PET/CT va *?%-MIBG dugc
khuyén cao dau tay khi can xac dinh tng
cu vién cho liéu phdp phong xa tring dich
[22,23].

3.4. Xét nghiém gen

Tat ca bénh nhan u can hach viing dau
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cd nén dugc xét nghiém sang loc dot bién
gen SDHD, SDHB va SDHC. Pé dat duoc
chi phi-hieu qua (cost-effectiveness),
phuong phép tiép can ting buéc duoc
khuyén nghi. Céc chi diém 1am sang gidp
dinh hudng gen nao nén dugc xét nghiém
truge. Chi khi ndo gen thir nhat am tinh thi
méi xét nghiém gen tiép theo. Ngoai ra,
sang loc di truyén nhim muc tiéu c6 thé
thich hop ¢ nhitng bénh nhan biéu hién cac
triéu chung dién hinh [2,11,12,17].

Viéc phét hién cac dot bién dong mam
& bénh nhan u can hach I rat quan trong
boi vi nguy co bi nhiéu u can hach, di can
hoac kém theo véi cac bénh ly khac nhu
ung thu than, u mé dém da day rudt, ung
thu biéu mo tuyén giép dang tuy, u nguyén
bao mach mau cua mat, ndo hoic tuy s&
phu thudc vao dang dot bién gen. Do do,
biét duoc tinh trang dot bién cua bénh nhan
dé thuc hién ké hoach tam soat, diéu trj va
theo doi, khéng chi cho bénh nhan ma con
cho nhiing nguoi thén caa ho [6, 11, 28].

3.5. Giai phiu bénh

Vé mat dai thé, u can hach ving dau
cb thuong ¢ dang hinh trang, mau nau do,
mat do chac, ranh gigi rd, c6 thé co xuat
huyét trong u hoic nang hod. Vé mit vi thé,
c6 2 loai t& bao 1a té bao chinh va té bao
nang dd. Céc té bao chinh c6 hinh tron
hoac bau duc, luong bao twong vira phai va
nhan c6 hinh dang mudi-tiéu (salt-and-
pepper nuclei), n6 dwong tinh véi cac dau
4n cua té bao than kinh-noi tiét
(chromogranine A, synaptophysin, and
NSE, CD56). Té bao chinh xép thanh 6
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(m6 hinh Zellballen), bao quanh & ngoai Vi
ctia cac 6 nay la cac té bao nang do duong
tinh véi ddu 4n S100. Xen k& gitta cac 6 la
hé thdng lugi giau vi mach, giébng nhu md
hinh cua cac phé nang & phdi (hinh 2)
[3,6,14].

Céc té bao can hach binh thuong co
phan ung nhuém duong tinh véi SDHB.
Khi c6 dot bién gen SDHXx, phic hop SDH
s& tro nén kém bén viing, tiéu don SDHB bi
giang hod, su nhuém mau cua SDHB sé
giam di hoac hoan toan khéng cd. Do do,
nhudém hoa moé mién dich SDHB gitp phan
biét u can hach cé hoac khdng c6 dot biét
gen SDHx. B nhay va d6 dac hiéu cua
phuong phép nay trong phat hién sy hién
dién cua dot bién gen SDHx 1a 100% va
84% [28].

4. PIEU TRI

Quyét dinh diéu tri u can hach nén dya
trén y kién cua hoi dong da chuyén khoa
(Multi-Disciplinary Team) va can phai xem
xét hét cac khia canh vé kich thudc, tinh
trang bai tiét, toc do phat trién cua khdi u,
su hién dién cua dot bién gen, bénh Iy da
khdi u, &c tinh, ciing nhu thé trang, triéu
chang va bénh kém caa bénh nhan. Chién
lugce diéu tri u can hach khéng di can bao
gom phau thuat 1dy bo toan b khéi u, xa tri
dé ngan chan sy phat trién cua khéi u va
diéu tri bao ton (theo di tich cyc) nham
tranh cac nguy co cua phau thuat va xa tri,
danh gia dién tién cua khdi u va co chi dinh
can thiép khi cin thiét [12]. Khi lap ké
hoach diéu tri, mot s tac gia chia u can
hach ving dau ¢ thanh 2 nhém 1a u can
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hach thé canh va khong phai thé canh. Diéu
tri bang phau thuat thuong duoc chi dinh
cho u can hach thé canh, trong khi d6, diéu
tri khong phau thuat duoc wu tién cho bénh
nhan c6 u can hach khong phai thé canh do
nguy co tai bién va di chiing cao hon khi
phau thuat nhom bénh nhan nay [6, 29].

Diéu trj bao tdn 1a mot lya chon hop ly
cho nhitng bénh nhan Ién tudi, cd bénh
kém, khong c6 dot bién hoic dot bién gen
SDHXx nguy co thap, u c6 kich thuéc nho,
khéng gay triéu ching va khong bai tiét
catecholamine [5, 6, 12, 13]. Bénh nhan
can duoc theo ddi tich cuc, it nhat 13 bang
tham kham Iam sang va chan doan hinh anh
[12]. Tham kham k¥ cac day than kinh so,
dic biét 12 VII-XII. Chup MRI dau c¢6 mbi
6 thang, sau d6 la hang nam. Khoang cach
nay c6 thé kéo dai hay rat ngan phu thudc
vao yéu té nguy co cu thé cua tung bénh
nhan va téc do phat trién caa khoi u trong
thoi gian theo ddi. Ngoai MRI dau cd,
nhitng bénh nhan ma bi dot bién gen c6
nguy co cao bi bénh ly ac tinh (SDHB)
hoac c6 nhiéu khdi u (SDHD) nén dugc xét
nghiém sinh hod hang nam va chup MRI
nguc-bung-chau mdi 4 thang [12]. Can xem
xét chuyén sang diéu trj tich cuc néu khéi u
tién trién nhanh hoac xuat hién triéu chung
cua chén ép (liét day than kinh so néo).

Phau thuat 1a phwong phép diéu trj triét
dé thuong dugc chi dinh & bénh nhan tré
khoé, khdi u 16n, tiét catecholamine, phat
trién nhanh, nguy co &c tinh cao, gay triéu
chang. Truong hop ¢ nhiéu u can hach
viing dau co ctng lic thi nhitng khéi u co

bai tiét (lam giam triéu ching), gay ton
thuong day than kinh so (han ché nguy co
ton thuwong thém) va u co kich thuéc nhod
hon (it nguy co tai bién hon) nén duoc wu
tién phau thuat truéc [30-32]. Gay tic dong
mach chinh nudi khéi u trong vong 48h
trugc mo ¢é thé gidp 1am giam kich thudc
khdi u, giam mat mau va céc bién chang
trong mo, thuan lgi dé cat bo khéi u, rat
ngan thoi gian phau thuat [18, 33]. Tuy
nhién, tic mach 1a mét bién phap xam lan
va ¢6 nguy co tai bién nghiém trong do d6
can can nhac giita lgi ich va nguy co khi
chi dinh. Hién nay chua c6 khuyén céo nao
vé chi dinh cua tic mach. Mot s tac gia
dwa vao kich thugc khdi u dé chi dinh (>
3cm). Mot sé khac cho rang nén tic mach
trudc mo déi véi u thude nhém C va D theo
phan loai cua Fish (bang 1) va u thudc
nhém 111 theo phan loai Shamblin (bang 2).
Trong khi d6, mot s6 y kién dé xuat tac
mach trudc mo dbi véi tat ca cac khoi u, trix
u can hach thuoc nhom A va B theo phan
loai cua Fisch [18].

Phau thuat van 12 phuong phap diéu tri
chinh cua u can hach thé canh [6, 29, 34,
35]. Ty 18 kiém soat khdi u lau dai caa phau
thuat la trén 95% [36,37]. Phan loai
Shamblin tir l1au di duoc s dung dé du
doan nguy co bi tai bién va tir vong khi
phiu thuat u can hach thé canh [38]. Mot
phan tich tong hop gan day ung ho phan
loai nay va cho biét rang bién chang ¢ day
than kinh so chi xay ra khoang 2,8% khi
phiu thuat u can hach thé canh nhém I,
18,0% & nhém 11 va cé téi 32% & nhom 11
[36]. NO cling giup du doan nguy co cua
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dot quy trong vong 30 ngay sau phau thuat,
trong d6 1,9% d6i véi u can hach thé canh
nhom I, 2,7% & nhém 1l va 4,0% & nhém
[ [37]. Béi vi chan doan chic chan cua u
can hach thé canh 4c tinh 1a c6 di can, trong
d6 chu yéu 1a di can hach vang [39], do d6
nhiéu tac gia dé xuat nao vét hach chon loc
nhom 1A, 1B, va Il cing bén khi phau
thuat cit bo u can hach thé canh dé loai trix
hodc xé&c dinh c6 di cin ma c6 thé khong
phat hién duoc trén chan doan hinh anh
trugc mo [18]. Nao vét hach cho phép bénh
Iy di can tiém an khéng nhitng dugc phat
hién ma con dugc xu tri phu hop va kip
thoi, dong thoi gilp tranh tinh trang phai
mo lai trén ¢ cua bénh nhan da cd nhiéu
x0 seo do phau thuat trudc do6 [39].

L4y bo toan bo khéi u van 1a lya chon
dau tién cho u can hach gay triéu chimng,
thuoc nhom A va B theo phan loai cua
Fisch [40].

Lua chon ti wu trong diéu tri u can
hach tai gita va phé vi tién trién van con
nhiéu tranh cdi. Phau thuat cit bo hoan toan
khdi u thuong di kém voi ton thuong than
kinh va mach méu quan trong do méi lién
quan mat thiét gitra ching véi khdi u [12,
41-44]. Nhiéu tac gia dé xuat cat ban phan
khdi u @& giam nguy co bién ching [12].
Song, vai céach tiép can nay, mot nghién
ctru cho thay ton thuong day than kinh so
van xay ra & 20/36 bénh nhan sau phau
thuat u can hach thuéc nhém C va D theo
phan loai cua Fisch [45]. Mat khac rat kho
dé bao ton day than kinh X khi cat bo khoi
u can hach phé vi, ké ca khi cit ban phan
khéi u [12].
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Mic du xa tri c6 thé khong lam giam
bot céc tridu ching gay ra do khdi u chén
ép vao cac cau trdc than kinh mach méu,
nhung phuong phép nay it gay ra bién
chang va co thé 1a giai phéap thay thé dbi
v6i nhitng khéi u tién trién, khong tiét
catecholamine [42,46]. Xa tri thuong dugc
chi dinh & bénh nhan Ién tudi, nhiéu bénh
nén, khdi u tién trién & vi tri kho 1y bo va
cd nguy co cao gay tén thuong than kinh-
mach mau quan trong, sau phau thuat cat
bo mot phan khdi u, tai phat va & bénh
nhan bi liét day X bén ddi dién voi khéi u
[12]. Xa tri gilp ngan chan sy phat trién
cua khdi u nhung khong lam giam dang keé
kich thudc cta n6. Do do, xa tri khdng phai
la phuong phép diéu tri triét dé va khong
nén chi dinh cho nhitng khéi u tiét
catecholamine, kich thudgc Ion gay chén ép.
Ty Ié kiém soat khéi u vao khoang 90%
hoac cao hon [18, 42, 46-48]. Céac di ching
s&m va muon cua Xa tri bao gom ban do da,
viém niém mac, khd miéng, nghe kém, ung
thu do tia xa, dot quy, viém tuy xuong nén
so va hoai tir, va hoai tr ndo ciing da dugc
bdo c4o, tuy nhién cac bién ching nay it
xay ra voi ky thuat xa tri theo hinh dang
khéi (conformal radiation therapy) [5].

Piéu tri u can hach vung dau cé co di
can

Phuong phép diéu tri bao gdm phau
thuat, xa tri, hoa tri va liéu phap phéng xa
trang dich (*3!1-MIBG or *°Y-DOTATATE
and '"Lu-DOTATATE); can thiét phai
tham khao y kién ciia cac chuyén gia ung
buéu, noi tiét va y hoc hat nhan [4-6]. Ty Ié
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sbéng sau 5 nam 1a 59,5% (76,8% ddi vai di
can ving va 11,8% ddi vai di can xa) [49].
Thoi gian séng thém toan bo (overall
survival) va thoi gian séng thém cho dén
khi chét vi bénh ly nay (disease specific
survival) 1an luot 12 25 va 34 nam [50]. Véi
u di can khu tra tai ving ¢, phau thuat roi
Xa tri s& cho két qua tdt, nhat 12 & nhiing
bénh nhan tré tudi [51]. Piéu trj u di can xa
kh6 khan hon. Phiu thuat cit bo khdi u
nguyén phat duoc chi dinh khi co triéu
ching cua tang tiét catecholamine hoic do
khdi u chén ép. Xa tri c6 thé duoc xem xét
& bénh nhan chéng chi dinh phiu thuat.
Hod tri 1a liéu phap duoc chi dinh nhiéu
nhét hién nay cho u di cin xa voi két qua
trung binh. Cyclophosphamide, vincristine,
va dacarbazine la nhiing duoc chat thuong
dugc sir dung [6, 52, 53]. Gan day, liéu
phap phdéng xa tring dich dugc chirng minh
la mot lua chon day trién vong cho nhitng
truong hop di cin hoac khéng thé phau
thuat 1ay bo khdi u duoc [54-59]. Hién tai,
131_MIBG (Azdera) la phuong phép diéu
tri dwgc nghién ctu nhiéu nhat va da duoc
FDA chép thuan trong diéu tri u can hach
c6 di can. Mot thir nghiém tién ctu gan day
cho thay 59/64 (92%) bénh nhan bi u can
hach ¢6 di cin c6 dap tng mot phan hoic
bénh o6n dinh trong vong 12 thang [57].
U7 y-DOTATATE (Luthera) 1a mot giai
phép khac ciing cho thiy c6 két qua kha
quan trong diéu tri u can hach c6 di can Véi
mot nghién ciru gan day cho thy dap tng
ctia khdi u hodc bénh 6n dinh & 86% bénh
nhan bi u can hach tiét catecholamine c6 di
can [60].

Theo ddi sau diéu tri

Bénh nhan co6 tang metanephrines trudc
phau nén dugc xét nghiém lai 2-6 tuan sau
mb dé xac dinh da ldy bo hoan toan khéi u
hay chwa. Nong do catecholamine ting dai
ding sau mé thuong béo hiéu hoic 1a lay
chua hét khdi u hodc cd mot khéi u tiém an
khac kem theo [61].

Bénh nhan dugc diéu tri bang phiu
thuat cit ban phan khéi u can dugc chup
MRI dau c6 “nén” (baseline MRI) khoang
8-12 tuan sau mo dé danh gia su ton dong
cua khdi u va l1am co s dé theo doi su phét
trién caa nd. Bénh nhan khong c6 dot bién
gen, chi c6 mot u don doc da dugc cat bo
hoan toan thi nén duoc theo ddi bang MRI
dau c6 hang nam trong 3 nam dau tién, moi
2 nam trong 6 nam tiép, mdi 3 nam sau dé
[12].

Bénh nhan cb nguy co cao bi tai phat,
nhiéu khéi u, di cin (dot bién gen SDHB,
SDHD) nén dugc xét nghiém sinh hoé hang
nim va chup MRI toan than khdng thubc
mai 6 thang [61,62].

5. KET LUAN

U can hach ving dau c¢é 1a nhitng khéi
u than kinh-noi tiét hiém gap, thuong tién
trién cham, xuat phaét tir cac té bao can hach
phd giao cam khong tiét catecholamine. N6
¢ nguy co di truyén cao nhat so véi bat ky
khdi u nao, véi khoang 40% truong hop
dugc xac dinh c6 xay ra dot bién dong mam
trong ho gen succinate dehydrogenase. Do
do, xét nghiém gen duoc khuyén céo o tat
ca bénh nhan. Phuong phap tiép can da
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chuyén nganh cé nhan hoa (individualized
interdisciplinary approach) duoc khuyén
cao khi diéu tri bénh nhan bi u can hach.
Phau thuat 13 phuong phap diéu trj triét
dugc chi dinh cho nhitng khéi u bai tiét,
kich thudc 16n, tién trién nhanh va gay triéu
chirng. Xa tri va theo ddi tich cuc la nhirng
lya chon thay thé phd hop trong nhiéu
trudng hop gidp han ché nhirng bién ching
do phau thuat. Biéu tri u can hach ¢ di cin
tap trung vao kiém soat khéi u tai chd, diéu
tri triéu chirng va cham séc giam nhe. Trong
tuong lai can c6 thém cac nghién ctu gilp
lam sang t6 hon nira co s¢ phan tir cta u can
hach, hiéu qua va vai tro cua liéu phép
phdng xa trung dich trong diéu tri cac khdi u
khong thé cit bo dugc hoic c6 di can.

Bang 1. Phan loai Fisch cho u can canh tai gitba

Phan loai Dac diém khéi u
A Khéi u gi¢i han & trung nhi, chwa lan dén ha
nhi
B Khéi u gi¢i han & ha nhi, trung nhi va xwong

chim, chwa bao mon hanh canh

Khéi u pha huy 16 tinh mach canh trong va
C1 hanh canh nhung lién quan rat han ché voi
phan dirng clia 6ng dong mach canh

c2 Khéi u lan dén phan ding cia 6ng dong

mach canh

Khéi u lan t&i phan ngang cta 6ng déng
C3 N

mach canh
c4 Khéi u lan t6i 16 rach

Chi mo ta sw xam lan cda khéi u vao noi so,
D dwoc xem la mot phan bd sung thém cia

phan loai C. De: ngoai mang cing, Di: dudi
mang clrng

Del Khéi u gay dich chuy&n mang ctrng <2 cm

De2 Khéi u gay dich chuyén mang ctrng hon 2 cm

Dil Khéi u xam I4n dwéi mang cteing < 2cm

Di2 Khéi u xam I&n dwéi mang ciing hon 2cm

Khéi u xam l&n dwéi mang cirng khéng phau

Di3 thuat dwoc
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Bang 2. Phan loai Schamblin cho u can canh
thé canh

Phan loai Pac diém khéi u

| Khéi u khu trd, dé dang cat bé

Khéi u dinh ho&c bao quanh mét phan cac

I dong mach canh

Khéi u bao quanh hoan toan cac déng

1] X
mach canh

Somatostatin

y/ /" GaerJTATAYE

2> "Lu-DOTATATE
L-DOPA

M BG.
LM
o
"1-MIBG . .G\ uuuuu

Hinh 1. M6 hinh m6 ta cac co ché hap thu
trong té bao u can hach

AADC, L-aromatic amino acid
decarboxylase; DBH, dobutamine
hydroxylase; DOPA,
dihydroxyphenylalanine; DOTATATE,
DOTA-Tyr3-octreotate; FDA,
fluorodopamine; FDG,

fluorodeoxyglucose; G-6P, glucose 6-
phosphate; GLUT, glucose transporter,
HIF2a, hypoxia-inducible factor 2-alpha;
HK, hexokinase; LAT1, L-type amino acid
transporter; MIBG, meta-
iodobenzylguanidine; NET, noradrenaline
(norepinephrine)  transporter; PNMT,
phenylethanolamine  N-methyltransferase;
SDH, succinate dehydrogenase; SDHX, gen
m& hoé cho 4 tiéu don vi SDH va protein
phu cia n6 SDHAF2; SSTR-2, somatostatin
receptor 2; TCA, tricarboxylic acid
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Hinh 2. Giai phau bénh u can hach.

Té bao chinh xép thanh ting 6 (du
tron), bao quanh 1a té bao nang d& duong
tinh v&i S100 (dau mii tén). Xen k& giira
cac 6 1a hé théng luéi gidu vi mach (mii
tén). Nhan té bao chinh c6 hinh dang mubi-
tiéu (salt-and-pepper nuclei, hinh C).
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