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TOM TAT

Denosumab la mét liéu phdp tring dich rdt hira hen va tuwong déi méi trong diéu tri budu
dai bao xwong. Denosumab cé vai tré nhu la liéu phdp triede mé trong nhitng truong hop danh gid
cat budu kho khan hoac nhuw la mot phdn trong dzéu tri da mo thirc nhitng truong hop buou khong
thé cdt va di can. Tuy nhién, tranh cdi van con vé liéu hrong, thoi gian sit dung, ciing nhw sw an toan
khi sit dung denosumab lién quan dén tac dung phu, tai phat va chuyén dc. Chung toi da su dung
denosumab trong 2 triong hop dé lam dé dang phdu thudt va 1 truong hop diéu tri lau dai cho budu
khong thé ciit.

Tir khod: Denosumab, buou dai bao xuwong, khong thé cdt.

ABSTRACT

ROLE OF DENOSUMAB IN MANAGEMENT OF GIANT CELL TUMOR
OF BONE: A CASE REPORT AND LITERATURE REVIEW
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2. University of Medicine and Pharmacy at Ho Chi Minh City

Denosumab is a relatively new, very promising targeted therapy option for patients with

giant cell tumor of bone. It has a role as a neoadjuvant therapy in borderline resectable cases and

as a part of multidisciplinary management for primary unresectable lesions or metastases. However,

controversies remain regarding the dose and duration of denosumab therapy for different

indications, as well as the safety of denosumab relating to side effects, local recurrence, and

malignant progression. We used denosumab as a neoadjuvant therapy for two cases to facilitate
surgery, and as a long-term treatment for an unresectable giant cell tumor of bone.

Keywords: Denosumab, giant cell tumor of bone, unresectable.

I. PAT VAN PE

Budu dai bao xuong 1a mot budu xam 14n tai chd, di can hiém gap, bao gém cac té
bao budu la cac té bao nén don nhan tan sinh, tron 13n voi cac dai thuc bao va cac dai bao
gidng huy cbt bao. Mot phan nho truong hop 1a 4c tinh [1].

Chan doan budu dai bao xuong trong da sO truong hop c6 thé dwa vao 1am sang,
hinh anh hoc va giai phau bénh. Dot bién G34W va G34L & gen H3F3A dugc mo ta trong
88.4-95,5% truong hop budu dai bao xwong & xwong dai va rat hiém trong cac budu gidu
dai bao khac khong phai budu dai bao xuong [2]. Hoa md mién dich G34W c6 d6 nhay cao
va o gia tri chan doan (dwong tinh trong 94,7-100%), tham chi trong trudng hop tai phat,
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di can hodc chuyén 4c [2]. Giai trinh tir gen cho d6 chinh x4c gan nhu tuyét d6i (100%) va
duoc xem 14 tiéu chuan vang chan doan budu dai bao xuong [3].

Viée phat hién ra RANKL c¢6 vai tr6 quan trong trong hleu biét vé sinh 1y bénh ciia
budu dai bao xuwong. RANKL duoc tiét ra qua mirc boi té bao nén don nhan tan sinh khong
chi tang thu dung cac té bao bach cdu don nhan tir tuan hoan ma cdn ting tao dai bao giéng
huy c6t bao. Denosumab la mot khang thé don dong chéng lai RANKL, do d6 co tac dong
lam giam huy cot bao va giam huy xuwong. Tuy nhién, cac té bao budu tlep tuc ton tai va c6
nhirng thay doi vé mo hoc, trong khi do, dot bién G34W & gen H3F3A van con giit lai gip
phan biét véi mot sb budu ¢ dac diém giai phiu bénh tuong tu, cling nhu phéan biét truong
hop budu dai bao xuong ac tinh nguyén phat hogc thir phat voi mot budu ac khac [2].

Diéu tri budu dai bao xuong hién nay nén tang la phau thuat, v6i nao budu hodc cit
rong budu. Trong do6 phuong phap nao busu két hop mai cao tdc (c6 thé co hodc khong kém
theo cac bién phap hd trg khac nhu H202, phenol, ni to long, d6t dién,...) duoc xem la tiéu
chuan vang ddi véi nhimg budu co thé nao. Cit rong budu d6i v6i nhitng budu do 111 theo
Campanacci xam l4n phan mém rong giup lam giam ti 1€ tai phat so v6i nao budu, tuy nhién
hau qua 13 hi sinh khép va han ché chtc nang. P6i voi nhitng budu khong thé cat, mot
phuong phép dugc chon 1a sir dung denosumab.

Gan day, nhiéu bao cdo vé denosumab c6 loi ich lam dé dang hon cho phau thuét
cit rong budu hodc chuyén tir chi dinh cit rong budu sang nao budu hoac chuyén tir chi
dinh doan chi sang cit rong. Mic du hiéu qua da dugc xac nhén, tranh cai vé cach st dung,
su an toan van tiép tuc, dic biét lién quan dén tai phat va chuyén ac.

Chiing t0i bao céo 3 trudng hop st dung denosumab trong diéu trj budu dai bao
xuong tai Bénh vién Chén thuong Chinh hinh va xem xét y van hién tai lién quan sur dung
denosumab trong diéu trj budu dai bao xuong.

1. CA LAM SANG

2.1.Calamsang 1

Bénh nhan nit, 26 tudi, chan doan budu dai bao xuong cua xuwong sén trai, phan do
Campanacci III, buéu pha vo xuong xam lan phan mém nhiéu mit phang, c6 chi dinh cat
rong (Hinh 1). Tuy nhién, phuong phép tdi tao sau cit bo xuong sén kho khin, dong thoi
dan dén han ché chirc nang dang ke va xem xét tinh chat lanh tinh cua budu dai bao xuong,
denosumab duoc chi dinh trude mé muc dich chuyén chi dinh cat rong sang nao budu. Liéu
sir dung 1a 120mg tiém dudi da vao ngay 1, 8, 15 va hang thang. Phau thuat (nao budu, mai
cao toc, hd tro vai dot dién va H202, ghép xuong mao chiu) dugc thuc hién sau 3 thang (5
liéu) ké tir Iuc bat dau denosumab (Hinh 2 va 3). Theo ddi sau 19 thang ghi nhan chirc ning
t6t, budu khong tai phat (Hinh 4).
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Mg S

Hinh 3. Hinh anh 1am sang trong mé va X quang sau mé
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SC: 71 % | EXP: 03.08.2022

Hinh 4. X quang sau m 19 thang

2.2. Calam sang 2

Bénh nhén nit, 29 tudi, chin doan budu dai bao xuong dau dudi xuong dui trai, gay
bénh 1y da phau thuat két hop xuong tuyén trudc, phan do hién tai 1a budu tai phat. Phuong
phap cit rong han ché chirc ning chi, phuong phap nao budu dugc danh gia la rat kho khan
do phiu thuat ban dau khong tuan theo nguyén tic cat budu nguy co nhiém ban nhiéu, budu
hién tai lam mong vo xuong dang ké va pha v& vo xuong nhiéu mit phang, kha ning nao
sach budu cling nhu 1am ving t6n thuong sau nao budu rat kho. Denosumab dugc sir dung
trude md nhim muc dich 1am dé dang hon cho phau thuat nao budu. Liéu str dung 1a 120mg
vao ngay 1, 8, 15. Phau thuat (thio dung cu, nao budu, mai cao toc, hd trg voi dot dién va
H202, ghép xuong mao chiu va xi mang, két hgp xwong bang dinh Rush va vit) dugc thuc
hién sau 1 thang (3 liéu) ké tir luc bit ddu denosumab. Theo ddi sau 9 thang chic niang chi
t6t va khong tai phat (Hinh 5).

Hinh 5. X quang trudc si dung Denosumab, sau 1 thang sir dung va 9 thang sau mé
2.3. Calamsang 3
Bénh nhan nit, 35 tudi, chan doan budu dai bao xuong nganh ngdi mu phai, phan do
Campanacci III. Day la truong hop c6 chi dinh cat rong, tuy nhién danh gia kho khéan do
giai phau phtrc tap vung chau, cting nhu phuong phap tai tao sau cat rong. Bénh nhan dugc
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diéu tri Denosumab nhu 1a phuong phéap diéu tri cho budu dai bao xwong khong thé cit.
Liéu str dung 14 120mg tiém duéi da vao ngay 1,8,15 va hang thang. X quang theo d&i sau
15 thang md ta tao xwong mai, kich thude budu giam dang ké va bénh nhan khéng triéu
chung (Hinh 6).

Hinh 6. X quang trudc va sau st dung Denosumab 15 thang
I11. BAN LUAN

3.1. Hiéu qua ciia Denosumab trong diéu tri buéu dai bao xwong.

Denosumab dugc FDA cip phép ndm 2013 sir dung cho nhiing bénh nhan budu dai
bao xuong khong thé phau thuat hoic phau thuat s& gay ra nhitng ton hai khong thé chap
nhan hoic bénh di can. Nhiéu nghién ciu da chiing minh lgi ich caa st dung denosumab
trong diéu tri budu dai bao xwong [4],[5],[6],[7]. Piéu tri denosumab duoc tim thay la co
dap ung dang ké trén 1am sang, hinh anh hoc va md hoc. Bénh nhan budu dai bao xuong
dugc diéu tri denosumab duoc bao céo Ia cai thién trigu chimg dau, chirc ning chi tt hon.
Su giam kich thudc budu, tang tao xwong va lanh cua gay xuwong bénh Iy cling duoc quan
sat trén x quang. Su thay doi trén mo hoc bao gom tang tao xuong méi, giam dang ké s6
luong dai bao gidng huy cét bao, sé luong té bao nén don nhan tan sinh van ton tai dang ké
va thay d6i hinh thai [1],[2].

Ca 3 trudng hop cua ching t6i déu ¢6 cai thién triéu ching dau va nhitng thay doi
rd rét trén x quang sau diéu tri denosumab. Truong hop 1 va 2, denosumab da gitip chuyén
chi dinh tir cit rong sang nao budu. Truong hop 3, denosumab gilp kiém soat va giam triéu
ching, cai thién chirc ning ddi véi budu dai bao xwong ving chau khéng thé cit, hoac phau
thuat cit rong sau d6 néu 1én ké hoach s& dé dang va an toan hon.

3.2. Liéu lwgng va thoi gian sir dung denosumab

Tranh cdi van tiép tuc vé liéu lugng va thoi gian sir dung denosumab theo cac chi dinh
khéc nhau. Hai tinh huéng str dung denosumab trén bénh nhan budu dai bao xwong hién nay:
diéu tri trudc md ddi vaéi bénh nhan c6 chi dinh phau thuat nham muc dich lam dé dang cho
phau thuat, va diéu tri 1au dai véi bénh nhan budu dai bao xuong khong thé phiu thuat.

Hdi nghi Khoa hoc thudng nién lan thir 28
Lién Chi hdi Chan thuong Chinh hinh Thanh phd H6 Chi Minh
48



TAP CHi Y DU'O'C HOC CAN THO - SO 68/2023

Trong hau hét cac nghién cuu hién nay, denosumab dugc chi dinh véi liéu 120 mg
tiém dudi da vao ngay 1,8,15 va hang thang [4],[5],[6],[7]. Thoi gian sur dung la cho dén
khi phau thuat cat budu dugc thuc hién, hoac khong thdy su cai thién trén 1am sang, hoic
bénh nhan mong mubn ngung str dung do tac dung phu [4]. Huéng dan nay dua trén cac
nghién ctru vé denosumab cho thiy RANKL bi chiém dung ¢ mic 6n dinh >97% véi liéu
hang thang. Thém vao dé, thdi gian ban huy cua denosumab 12 4 tuan va hiéu qua Gc ché
cua denosumab trén huy cot bao kéo dai it nhét 3 thang [5]. Céc tac gia khuyén céo thoi
gian str dung 1 3-4 thang khi sir dung denosumab truéc md nhu bién phap gidp 1am dé dang
cho phau thuat cét budu, tuy nhién thai gian sir dung véi muc tiéu diéu tri lau dai cho nhiing
truong hop khong thé phiu thuat van chua dugc thiét 1ap [4]. Ngung sir dung denosumab
trong truong hop nay dan den tai phat da duoc bao cao [6]. Cindy Y. Jiang va cong su trong
mét nghién ctu két luan riang, kéo dai khoang cach lidu van gidp kiém soat buéu nhu lidu
hang thang va kha nang giam tac dung phu [5].

Truong hop 1 va 2, ching t6i st dung lidu theo hudng dan va thoi gian st dung trong
truong hop 1 1 3 thang va thoi gian sir dung trong truong hop 2 1a 1 thang, két thic sém
hon khuyén céo vi da dat dugc muc dich 1am dé dang cho phau thuat nao budu. Trudng hop
thir 3 véi muyc tiéu diéu tri 1au dai cho budu dai bao xuwong khong thé cit, chiing tdi sir dung
lidu theo hudng dan va thoi gian sir dung dén theo dbi gan nhat la 15 thang.

3.3. Tac dung phu cia denosumab

Denosumab duoc sir dung trong diéu tri lodng xwong hon 10 nim nay va duoc danh
gia 1a an toan. Tuy nhién liéu st dung trong diéu tri budu dai bao xuong cao hon nhiéu so Véi
liéu str dung trong diéu tri lodng xwong. Tac dung phu mac 3 hoic 16n hon duoc quan sat thay
trong diéu tri denosumab & ha phosphate, hoai tir xuwong ham, dau chi va thiéu mau [7]. Cac
bién chang 1a hiém gap nhung anh hudng diéu tri. Hau hét cac nghién cau cho thay bién
chiing nghiém trong xay ra trong truong hop budu dai bao xwong khong thé cat va denosumab
duoc st dung lau dai 1én dén hang nam [7]. Do d6 nghién ctiu vé liéu va thoi gian sir dung
can duoc thyc hién dé dam bao hiéu qua va an toan trong diéu tri cac truong hop nay.

Trong 3 trudng hop cua ching t6i, vai thoi gian sir dung theo liéu chuan tir 1-15
thang, cac tac dung phu nghiém trong chua duoc quan sét thay.

3.4. T4i phat sau diéu tri buéu dai bao xwong c6 sir dung denosumab

Mic du nhitng cai thién dugc quan sat trong hau hét cac nghién ctru, muc tiéu giam
ti Ié tai phat tai chd cua diéu tri denosumab trudc mo da khong dat dugc, tham chi nguy
co tai phat tai chd cO vé cao hon & nhdm nao budu, dic biét khi sir dung véi thoi gian dai
|6n hon 6 thang [4],[6],[7]. Mot giai thich 1a sau diéu tri denosumab, mo phan ang va mo
xuong mai tao tron 1an véi mé budu 1am khé phan biét budu tir md binh thuong, dong
thoi, bo xuong day va vach xuong giam giir té bao budu bén trong gay kho khan cho nao
sach budu. Mot sb tac o] ia goi y, can danh gia _pham vi thuong ton trudc sir dung
denosumab va nao buéu can rong rai, thuc hién phau thuat nao buéu sém hon (3-4 thang
sau bt dau denosumab) dé ngan chin bo xuong qua day va su dung cac bién phap ting
cuong nhu ni to long,... ¢6 kha nang xuyén thau qua 16p xuong moi giup giam tai phat.
Céac nghién ctru gan day vai thoi gian su dung 3 thang trudc md cho thay két qua khéc
biét (cao hon, trong tu nhau hoac thip hon) gitta hai nhém nao buéu c6 hodc khong sir
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dung denosumab [6[,[7]. Vi vay, két luan vé viéc sir dung denosumab trugc mé Ién tai
phét tai chd sau nao budu 1a chwa dugc thiét 1ap.

Véi muc tiéu lam dé dang hon cho phau thuat nao buéu, ching toi thuc hién phau
thuat nao budu sém sau diéu tri denosumab khi ma hinh anh hoc cho thay giam kich thuéc
buéu va bd xuong day du dé 1am dé& dang cho phiu thuat nao budu. Phau thuét nao budu
két hop mai cao tdc va ting cudng véi H202, dét dién. Hai trudng hop theo ddi hién tai
chua ghi nhan téi phat.

3.5. Chuyén &c ciia buéu dai bao xwong sau sir dung denosumab

Vai thay ddi 4c tinh nhu sarcom tao xuong, sarcom da hinh khong biét hod da duoc
mo ta trong y vin sau str dung denosumab diéu tri budu dai bao xuong [1],[4],[6],[7]. Tuy
nhién, mot nghién ctru da trung tim cho thay 4 truong hop chuyén 4c (1%) tuong duong voi
dién tién chuyén 4c ciia budu dai bao xuong. Dit liéu hién tai khdng xac nhan denosumab
gy budu dai bao xuwong chuyén &c [6]. Hon nita, mot s6 trudng hop nghi 1a chuyén &c co
thé 12 mot chan doan nham 1an budu dai bao xwong luc dau hodc do 15i sinh thiét khong dai
dién. Theo y kién mot s tac gia, diéu quan trong 1a chan doan chinh xac budu dai bao xuong
dua trén céc ky thuat sinh hoc phan tir trude diéu tri denosumab,va do ti 1& dap wng cao cua
budu dai bao xuong vai denosumab, nhirng treong hop khong dap ung véi denosumab nén
dugc sinh thiét lai [6].

IV. KET LUAN

Denosumab 1a mét liéu phap trang dich trong diéu tri budu dai bao xuwong. St dung
véi lidu luong, thoi gian va chi dinh hop ly mang hiéu qua trong diéu tri. Tuy nhién, tinh an
toan, cling nhu cach sir dung trong diéu tri 1au dai budu dai bao xwong khong thé cit van
chua duoc thiét 1ap. Tur nhitng dir liéu hién tai, nguy co tai phat sau nao budu va kha ning
chuyén &c sau sir dung denosumab 13 chua c6 bang chiing thuyét phuc.
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