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BISPHOSPHONATE VA BIEN CHI’'NG HOAI TU XUUO'NG HAM
THEO DOI CA LAM SANG SAU 5 NAM

Nguyén Viét Phwrong', Nghiém Thi Hong Nhung?

TOM TAT

Bisphosphonate la nhoém thudc dugc dung diéu tri
lodng xudng, da u tdy xuong, ung thu di can vao
xuong. Cd ché hoat dong cla BP la glam tiéu xuaong
do (rc che hoat dong cua huy cot bao. Do vay, chi
dinh cta BP ngay cang rong rai va tré thanh nhém
thudc dau tay trong diéu tri lodng xucong. Tuy nhién,
dén nam 2003 Marx lan dau cong bd ca lam sang hoa|
tr xuong ham lién _quan dén viéc st dung BP. K& tr
dd, ngay cang nhleu cac truGng hgp hoai tor xuong
ham dugc bao cdo cd Ilen quan dén BP. Trong bai bao
cao nay, chung toi mo ta hai tru‘dng hop bénh nhéan
nir 85 tudi va bénh nhan ni¥ 61 tudi dugc chan doan
hoai tur xuong ham do BP. B&nh nhan co tién st lodng
xuang, diéu tri b&ng Fosamax 4,5 nam lién tuc.

Tu khéa: Bisphosphonate, hoa| t&r xugng ham do
bisphosphonate.

SUMMARY
BISPHOSPHONATE INDUCED
OSTEONECROSIS OF THE JAWS: CLINICAL

CASE FOLLOWED- UP AFTER 5 YEARS

Bisphosphonate is a group of drugs used to treat
osteoporosis, multiple myeloma, skeletal metastasis
cancer. BP's mechanism of action is to reduce bone
resorption by inhibiting the osteoclasts activity.
Therefore, the indication of BP is increasingly
widespread and becomes the first class of drugs in the
treatment of osteoporosis. However, in 2003 Marx
reported for the first time a clinical case of
bisphosphonate induced osteonecrosis of the jaws
(BION3J). Since then, an increasing number of reported
cases of osteonecrosis are associated with BP. In this
report, we describe two cases of an 85-year-old
female patient and a 61-year-old female patient
diagnosed with BIONJ]. The patient was diagnosed
with osteoporosis and treated by Fosamax for 4,5
consecutive years.

Keywords: Bisphosphonate, bisphosphonate
induced osteonecrosis of the jaws (BIONJ)
I. DAT VAN DE

Bisphosphonate dugc biét tdi tur thé ky 19,
1960 mdi dugc nghién clru thir nghiém lam sang
diéu tri roi loan chuyén héa xuong. TU 1995,
Bisphosphonate (BP) d@ md& ra mét cudc cach
mang trong diéu tri lodng xuong, da u tay
xuong, ung thu di can vao xudng. Co ché hoat
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dong cua BP la giam tiéu xuong do Uc ché hoat
dong clia hay cb6t bao, do dod chi dinh cia BP
ngay cang dugc s dung rong rai. [3]

Tuy nhién, dén nam 2003 Marx lan dau cong
b6 ca lam sang hoai tr xuagng ham lién quan dén
BP. K& tir d6, ngay cang nhiéu cac trudng hop
hoai tir xuong ham dugc bao cdo. [2, 8]

Tai bénh vién Hitu Nghi cta chdng toi, doi
tugng bénh nhan chd yéu la ngudi cao tudi cb
nhiéu bénh ly man tinh toan than, cac bénh
nhan dugc chan doan lodng xuong, ung thu di
can xuong gap rat nhiéu. Tuy nhién, chua cé su
phdi hgp t6t gilra bac sy ndi khoa va bac sy rang
ham mat trong viéc du phong cac bién chiing
gay ra do BP.

Trong bai viét nay, chdng toi trinh bay 2 ca
ldm sang tai khoa RHM vdi triéu chiing cé hoai
t&r xugng ham & bénh nhan diéu tri BP kéo dai
trén 3 nam. Qua day chlng téi cling mudn nhan
gui tGi cac bac sy RHM can khai thac ky tién sty
khoa chung clia bénh nhan dé ¢4 hudng diéu tri
toan dién hon va cling mong mudn cé sy phoi
hgp chat ché vai cac bac sy ndi khoa trong qua
trinh diéu tri bénh nhan.

. CO CHE HOAT DONG CcUA
BISPHOSPHONATE VA CO CHE GAY HOAI

TU XUONG HAM

BP la nhitng chat tuong dong Véi
pyrophosphate vo cg, it dugc hap thu qua rubt
va dugc bai tiét qua thdn ma khdng bi chuyén
héa. BP c6 ai lyc dic biét véi tinh thé
hydroxyapatite clla xuong va dugc hap thu & bé
mat xuagng. Khoang mot nlra liéu BP tinh mach
dugc hé xuong hap thu va dugc gilr lai rat lau
v@i thdi gian ban hdy I1én dén 11 nam. Trong tat
cd cac xuong, xuong ham dudi cdé chu trinh
chuyén hod xuong cao hon cac xudng chi va
xuong & rang con cao han nita. Do vy, BP dugc
tich tu c6 chon loc 6 xuang ham. Tac dung diéu
tri cta BP la lam gidm ti€éu xuong nhd Uc ché
hoat ddng clia huy cdt bao, gilip 6n dinh xuong.
Co ché tac dong clia BP trén hdy cot bao tuy
theo phan tr nay cé hay khong co chira nhom
amin. BP khéng amin dudc hay cét bao chuyén
héa thanh chdt tuong dong adenosine
triphosphate khong thuy phan dugdc, cé doc tinh
t€ bao va lam t€ bao chét theo lap trinh. Thé hé
BP mdi c6 chlra amin c6 dugc luc manh han do
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cd thém tac dong Uc ché men farnesyl
diphosphonate synthase tham gia trong tdng hop
cac protein thiét yéu cho hoat déng chiic nang
va su song con cua té bao. Ngoai ra BP con lam
giam yéu to tang trudng ndi mo thanh mach, do
dd lam giam su tao mach trong xuong. Tac dung
lam giam hoat dong cua huy c6t bao va giam tao
mach dudgc cho la c6 lién quan véi BIONJ do lam
cham chu trinh chu chuyén xucng binh thudng
rét nhanh & xuong & rang. Tuy nhién, gan day
da c6 ching c cho thdy chu chuyén xudng
khong hé giam trong BIONJ. [1, 4, 6]

Nhiing khao sat dudi kinh hién vi dién to
quét cho thé’y 3 bé mat xuong ham bi BIONJ
[udn ludn cd sy hién dién cia moét mang bam vi
khuan rat phong phu va da dang. C6 thuyet cho
réng s& di xuong cd BP dé hap thu vi khuan 13 vi
dién thé (+) dugc amin trén nhom thudc nay tao
G bé mat xugng tuong thich vai dién thé (-) & bé
mat vi khuan. Va sau do, ciing nhu trong moi
tinh hudng nhiém tring xuong khac, cac huy cot
bao dugc huy déng dén vi tri cd vi khudn va gay
tiéu xuong. Nhirng nghién cu in vitro cho thay
dung dich BP c6 doc tinh doi véi nhiéu loai té
bao nhung doc tinh nay giam di rat nhiéu khi cé
su’ hién dién cta xudng. Tuy nhién, khi cho thém
hiy c6t bao vao, xuong bi tiéu hdy va lic do
nong do BP tang lén trong dung dich gdy doc
tinh cho cac loai t€ bao khac. Nhu vay, cg ché
sinh bénh hoc ctia BIONJ hién nay c6 thé vi nhu
mot cdn bao bénh ly trong d6 sang thuagng
xuong va mé mém ban dau lam cho nhiéu loai vi
khuan tu tap trén bé mat xuong chia BP. Tinh
trang nhiém khuan nay hoat héa huy cét bao va
gay tiéu xudng. Khi xuong bi tiéu thi BP dugc
phdng thich va phat huy doc tinh trén tat ca cac
té bao khac dua dén BIONJ. [1]

lIl. HOAI TU XUONG HAM DO BISPHOSPHONATE

3.1. Chan doan _

Nam 2014 HG6i phau thudt miéng va ham mat
Hoa Ky dua ra dinh nghia hoai t&f xugng ham do
bisphosphonate (BIONJ]) bao gom cac yéu t6
sau:[5]

- Xuong vung ham mat bi 16 it nhat 8 tuan

- Hién dang hodc da tirng dung BP

- Khong cé tién sur tia xa

HOi cling phan loai BION] thanh cac giai
doan clia bénh va hudng xUr tri tuy theo giai
doan
Cac giai doan cua BIONJ

Hudng xIr tri
Khong ¢ chi dinh
diéu tri
Gido duc BN

C6 nguy ca: khong thay
xudng hoai tir § BN dung BP

Giai doan 0: khong thay
xuang hoai tr nhung cé dau
hiéu 1dam sang khong dac
hiéu: thay d&i trén xquang
hoac 1 vai dau hiéu

X tri toan than bao

gdm kiém soat dau

va dung khang sinh
néu can

Giai doan 1: xudng hoai tur
bi 16 hodc 16 do thdng dén
xuong,khéng cd triéu chiing
hoac khong nhiém trung

Suc miéng vdi dung
dich sat khun
Chlohexidine 0,12%
Theo d6i BN mai 3
thang
Gido duc BN va xem
lai diéu tri ti€p tuc
vd@i BP hay khong

Giai doan 2: xuang bi 10
thong dén xuang, co biéu
hién nhiém trung bang viéc

sung dd tai vi tri 10 do

biéu tri triéu chirng
bdng khang sinh udng
Suc miéng bang
dung dich sat khuén
Ki€ém soét dau
Lam sach vét
thuang giam kich
thich m6 mém
tranh nhiém khuan

Giai doan 3: xuang hoai tur
bi 16 théng dén xucng & BN
bi dau hodc cé 1 trong cac
dau hiéu sau: xuang hoai tur
bi 16 lan ra khoi xuang &
dén cac vi tri (bG nén, canh
Ién xuong ham dudi, xoang
ham trén va xuong go ma)
dan dén gay xuang bénh ly,
16 dd ngoai miéng, thong
gitta miéng va xoang ham,

hay gilta miéng va mdii

Suc miéng dung
dich sat khuan
Kiém soat dau

biéu tri khang sinh

Lam sach vét

thuong bdng phau
thudt hodc cat bod

xuang ham dé giam
nhe dau va phong
tranh nhiém khuan

1du dai

3.2. Diéu tri. Muc tiéu diéu tri BIONJ la
giam dau, loai boé nhitng nhiém trung 8 moé mém
va xudng, han ché téi da nhitng can thiép ti€n
trién dén hoai tir xucng

Chién lugc xtr tri BION] [7]

Chién lugc xir tri

BIONJ Diéu tri

Suc mleng VGi dung dich sat

Diéu tri bao ton khudn + gidm dau

Diéu tri khdng

phiu thuat Khang sinh + khang nam

Diéu tri phau thuat

Khong lat vat

- Taicho C6 I3t vat
a0 Cat chira bs

- Trict de Cat doan
Oxy cao ap

Hormon can giap

Dicu trj bo trg Huyét tuang giau tiéu cau

Laser Ozone
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IV. BAO CAO CA LAM SANG

4.1. Ca lam sang th{&r nhat. Bénh nhan
(BN) nir 85 tudi, da dudgc theo ddi stic khoe tai
Bénh vién H{ru Nghi cach day hon 20 nam. TU
thang 11/2013 BN dugc chan doan lodng xuong,
diéu tri bang Fosamax plus udng 1 vién/ 1 tuan
trong vong 2 thang, sau dé nghi 4 thang va lai
ti€p tuc udng 2 thang. Dén thang 12/2014 BN
uéng Fosamax plus 1 vién/ 1 tuan lién tuc 4,5
nam cho tGi thang 5/2019. Trong thdi gian ung
Fosamax BN c6 dudc kham rang miéng dinh ky 6
thang mét [an, bdt dau xudt hién gdy than rang
bén cung 1 (sau udng thudc 1 ném), tiép theo
dd la cac dot diéu tri tuy rang, gay than chan
réng, nhd chan rang viém nhiém, cap dan thudc.
bgt xuat hién dau hiéu s6m cua BIONJ tai rang
miéng la thang 8 nam 2018 (sau u6ng thudc 4
nam) BN c6 do ma & ngach Igi tugng (’ng R25,
sau nhd R24 va 25 subt 3 thang khdng lanh
thuang ma 16 xuang 8 rdng tuong 'ng. BN dugc
dieu tri khang sinh  (Spiramycin  +
Metronidazole), sic miéng bang Chlohexidine
0,12%. Ti€p theo d6 BN dugc tham kham 3
thang 1 [an, triéu chi'ng BIONJ ngay cang biéu
hién rd rét, cu thé 13 thang 5/2019 (sau dung
thudc 4,5 ndm) BN 1§ toan bd xuong 6 réng ham
trén. BN dugc hudng dan dirng BP, didu tri
khang sinh (Spiramycin + Metronidazole), suc
miéng bang Chlohexidine 0,12%, giam dau va
hen tai kham dinh ky 3 thang 1 [an d& nhd cac
chan réng viém nhiém ham trén.

Thang 8/2020 BN tai kham véi 16 do viing
cam kém chay mu nhiéu, da nong do, dau, 10
xudng ham duéi. BN dugc chan doan l1a BIONJ
giai doan 3. XU tri: phau thudt nhé céc ring ham
dudi, 18y xuong chét, nao dudng do. Sau phau
thué’g ,» BN dugc theo dbi dinh ky moi 3 thang

Anh trudc phau thuat

© . - -

———c -
- A

Hinh 1a: 6 do kém chdy Hinh 1b: 15 toan bg
mu &u'nhién vang cam  xuong 6 rang ham trén

Hinh 1c: 16 1 phan xu’dng é rang ham dudi,
tén thuong lan dén ngach tién dinh
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Hinh 2: Hinh anh Conebeam CT: 6 hoai tur'lan
rong @ ham dudi, gian doan bo' nén XHD

Anh troni va sau phau thuat 1 nga

Hinh 3: Trong phau thudt: NhG céc ring
ham dudi, 18y xuong chét, nao duong do

Hinh 4: Sau phau thuat 1 ngay: Ving phiu
thudt né nhe
Anh sau phau thuat 4 nga

cam dong kin

Anh sau phau thuat 2 ndm, 4ném'

Hinh 6b: Sau phéu
thuat 4 nam: co it
dlch tai 16 do
4.2. Ca lam sang thir 2. Bénh nhan nit 61
tudi dén kham vi ly do chdy ma quanh réng tu
nhién, BN da kham va diéu tri theo hudng viém

Hinh 6a: Sau Qéu
thuat 2 nam: Io do
khé, sach
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quanh rang nhiéu ngi nhung khong khoi. BN cé
tién sur diéu tri ung thu v bdng BP trén 5 nam
lién tuc va da dudc bac sy diéu tri khuyén cao vé
tac dung phu cua BP. Qua tham kham, hédi bénh
va chup xquang ch ti thdy:

Hinh 7: Triéu ching 15m sang khéng dic
hiéu: viém nha chu cap, chay mu quanh
ing tu’ nhién

Hinh 8: Hinh anh phim CT conebeam: hinh
anh thau quang quanh nhiéu RHD, Co pha
huy vo ngoal ving R44,45

O bénh nhan nay, ching téi chan doan
BIONJ giai doan 2, tién hanh diéu tri khang sinh
(Amoxicillin + Acid CIavuIanic) , hudng dan vé
sinh véi nudc suc mleng c6 Chlohexidine 0,12%
va hen tai khdm moi 3 thang.

V. BAN LUAN

Ca lam sang dau tién cta ching toi du tiéu
chuén chan doan BIONJ theo AAOMS: 16 xudng
ham trén 8 tuan, da dung BP 4,5 ndm lién tuc va
khong cé tién sir xa tri.

Bénh nhan dén [an dau dugc chan doan
BIONJ vdGi bi€u hién & xucng ham trén: BN xuét
hién dd mu & ngach Igi tuong ng R25, sau nhG
R24,25 su6t 3 thang khong lién thuong, ma 106
xuong 8 rang. Nhitng déu hiéu 1&m sang tuong
U'ng giai doan 2 cla bénh. Hugng xu tri chung
téi da thuc hién la: erdng dan dirng BP, slc
miéng hang ngay véi dung dich séat khuan
chlohexidine 0,12%, giam dau, khang sinh
derng u6ng. Nhitng lan tai kham ti€p theo cach
moi 3 thang, nhirng dau hiéu ctia bénh nang hon
va sau 2 nam BN chuyé&n sang giai doan 3 cla
bénh véi cac biéu hién: 16 toan bd xu’dng d rang
ham trén; ham dudi co 16 do vung cam chay dich
mu, ton thuang lan dén bd nén xuong ham dudi.
Chung t6i da thuc hién phau thudt nhé cac rang
va chan rang ham du@i, cit nao dudng do két
hop khéng sinh va erc'Sng dan stc miéng hang
ngay V@i chlohexidine 0,12%. Két qua sau 4
ngay, 16 do dudc déng kin, bénh nhan d& dau,

an udng dugc cai thién. Qua trinh theo dbi sau
dé dudc duy tri mdi 3 thang va két q~ua sau 2
nam ghi nhan bénh nhan dong dugc 16 do, suc
khoé BN &n dinh. Tuy nhién, sau phau thuat 4
nam xudt hién dich trong tai 16 do, bénh nhan
dugc theo doi, hu’dng dan vé sinh rang miéng,
dung khang smh néu c6 bdi nhiém.

O bénh nhan thir 2, vdi triéu ching nhiém
tring, bi€u hién 16 do thong vdi xuong ham
dudi, ching t6i diéu tri khang sinh két hgp suic
miéng hang ngay v@i Chlohexidine 0,12% va
huéng dan BN vé sinh rang miéng, hen tai kham
dinh ky mdi 3 thang.

VI. KHUYEN CAO

Vi nhitng triéu chifng va hau qua nang né
ma bénh nhan phai ganh chiu, ching toi xin dua
ra nhifng khuyén cao sau [9]:

6.1. Quan ly bénh nhan s dung BP
gianh cho bac sy diéu tri:

- Thong bao cho bénh nhan biét tac dung
phu ctia BP c6 thé gdy ra hoai ti xudng ham néu
st dung thudc kéo dai.

- Khi bénh nhan cé triéu chitng sém & RHM,
can nhac cé nén dirng BP hay khong?

6.2. Quan ly bénh nhan s dung BP
gianh cho bac sy RHM:

- Tat ca cac bénh nhan can dugc hdi vé tién
st sir dung BP (dac biét BP dudng tinh mach)

BN chua batdau| gy 45 giay tri BP

diéu tri BP
- Kham va di€u tri | - Ti€n hanh vé sinh rang
miéng, lay cao rdng.

nha khoa tong thé
- Nhé rang cd chi | - Nén tranh tat ca nerng

dinh nho diéu tri cd nguy cg gay
- Phau thudt nha |HTXH: nhd réng, phau thuat
chu nha chu... )
- Thay thé phuc |- Nén diéu tri tuy han la nho
hinh néu can rang

- VG8i bénh nhan b3t budc phai nhd rang:

+ Trao dd&i véi bac sy diéu tri viéc dirng BP

+ Lua chon phuong phdp nhd nhe nhang,
tranh I3t vat

+ VO trung phai dudc kiém soat

+ Duy tri st dung Chlohexidine 2 lan / ngay
trong 2 thang.

+ Néu cb thé dudc: cit than rang, gilr lai
chan rang sau diéu tri tuy.

- V@i bénh nhan da xuat hién hoai tr xuong ham

+ Néu nghi ngd hoai tr xuong ham: chup xq
toan canh dé xac dinh muic dé va vi tri ton thuong.

+ C&y vi khuan & vi tri md mém lién guan
su’ng tdy hodc chay mu dé xac dinh bdi nhiém va
st dung khang sinh phu hgp.

+ Can tranh thém bat ky chan thuong rang
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miéng nao.

+ Hoai t&r xuong ham can xac dinh dung
triéu chl*ng va giai doan dé diéu tri hap ly.

6.3. Khuyén cao gianh cho bénh nhan
c6 st dung BP

- Ndm dudc cac triéu chiing cia HTXH dé
BN cd thé bdo cdo sém véi BS néu cac triéu
chirng phéat trién.

- Hiéu dugc tdm quan trong cia vé sinh
rang miéng tot va thuc hién nghiém tudc.

- Khdm réng dinh ky mdi 3 thang.

VII. KET LUAN

BIONJ tuy la bién chirng hi€m gdp nhung lai
vO clng nang né. Du phong van la yéu t6 quan
trong trong diéu tri BION]. Do vay, trudc khi
diéu tri vGi BP, cac bac sy nén chd y cho bénh
nhan thdm kham chuyén khoa rdng ham mat dé
cham soc ciing nhu du phong loai trir nhitng
nguy cd tiém nang. Trong qua trinh diéu tri,
cling nén cho bénh nhan biét vé nguy cc BIONJ
va viéc ti€ép tuc duy tri hay ding thubc nén la
quyét dinh cua bac sy nodi khoa. Ching ta nén cd
su’ phbi hgp chat ché gilra bac sy no6i khoa va
bac sy rdng ham mat trong qua trinh diéu tri
bénh nhan cd s dung BP dé han ché nhiing
bién chitng nhu BIONJ va dé clung hudng tdi
muc tiéu la mang lai két qua diéu tri tot nhat cho
bénh nhan.
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MO TA HAI CA BENH UNG THU’ TUYEN TIEN LIET
MANG POT BIEN GEN BRCA2

TOM TAT
Ung thu tuyén tién liét (UTTTL) la loai ung thu
phé bién va dirng thr ndm vé ty 18 tir vong lién quan
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Nguyén Thi Hoai!, Lwong Thi Lan Anh!,
Bui Bich Mai2, Pham Cam Phwong!??

dén ung thu & nam trén toan thé gigi. Cac dot bién
dong mam gen BRCA2 c6 lién quan ddc biét dén viéc
tang nguy cc mac ung thu tuyén tién liét va cac két
cuc bat Igi vé lam sang va diéu tri. Ngoai ra dot bién
gen BRCA2 con la mot trong nhitng tiéu chi lya chon
diéu tri cac thubc Uc ché PARP (Poly ADP ribose
polymerase) trong cac trerng hgp ung thu tuyen tién
liét khang cét tinh hoan, di can. Nghlen cu‘u mo ta cac
dac dlem lam sang, tién trién cua bénh va tu van di
truyén ctia hai ca bénh UTTTL cé dét bién dong mam
tai vi tri c.8364G>A va c.2612C>G trén gen BRCA2.
Dot bién gen BRCA2 dugc phat hién bang xét nghiém
gidi trinh ty thé hé mdi va gidi trinh tu truc tiép
Sanger. Tur khoa: Ung thu tuyén tién liét, gen BRCA2.
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