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TOM TAT

Tién hanh diéu trj cho 59 BN ung thw di can xuwong da 6 bang duwoc chét phong xa (DCPX) %P két hop
v6i Zometa . Két qua dat dwoc: Hiéu qua gidm dau nhanh, sau diéu tri 7 ngay hiéu lyc gidm dau dat 100%,
hiéu Iyrc gidm dau bét d4u tir ngay thir 2 ting ddn dén ngay thir 4 (57,6%). Mirc d6 gidm dau dat ty Ié cao,
trwée diéu tri 100% BN dau ndng va vira, sau didu trj théng thr 1 va théng thir 2 khéng con BN nao dau
nd@ng ma chd yéu la dau nhe (55,9%; 45,8%) va khoéng dau (20,3%.; 10,1%), dén théng thir 3 thi hiéu luc
gidm dau gidm rd rét, c6 20,3% BN tr& vé dau ndng, tuy nhién van con 3,4% sé BN khéng dau. Chi sé toan
trang (KPI) dwoc céi thién tét. Khéng cé bién chirng Ién co quan tao méu, gan, than.

T khéa: Dugc chét phéng xa 2P, ung thw di can xwong da o.

ABSTRACT
PALLIATIVE TREATMENT FOR MULTIFOCAL BONE METASTASIS BY
RADIOTRACER P-32
Tran Dinh Thiet', Nguyen Kim Luu’

Treatment of 59 cancer patients with multifocal bone metastasis was undergoing radiotracer %P
and Zometa in a combination. Achieved results: fast pain relief after 7 days of treatment, the palliative
effectiveness was 100%; the palliative effectiveness started from the 2 day and progressively increased to
the 4" day (57.6%). Pain control was high, before treatment 100% patiens was in severe pain or moderate
pain, after first and second month, there is no more patients with severe pain but mostly patients with mild
pain (55.9%, 45.8% respectively) and no pain (20.3%; 10,1% respectively), until the 3rd month, palliative
effectiveness reduced clearly, 20.3% patients was back to severe pain, however 3.4% patients still had no
pain back. KPI was improved significantly with no complication on liver, kidney and hematopoietic system.

Key words: Radiotracer 2P, multifocal metastasis bone cancer '

I. PAT VAN PE

Bénh ung thu (UT) tién trién lau dai, & giai doan
dAu triéu chimg nghéo nan va mo hd vi vay bénh
thudng dugce chin doan & giai doan mudn, di cé
di can. Di can xuong la loai di can thuong gép,
nhiéu bénh c6 ty 1€ di can xwong cao nhu: ung thu
tién liét tuyén, v, phéi, da u tay... Di can xuong &

bénh nhan (BN) ung thu c6 thé xuit hién rat sém
ma khong c6 triéu chirng 1am sang, theo cac nghién
ciru trén thé gidi ty 1¢ ung thu di cin xuong chiém
vao khoéng tir 30-90% tuy theo loai ung thur va giai
doan bénh. Trong do, 90% di cdn vao xuong x6p
(cot sbng, xwong chau, xwong suom); 10% di can
vao xuong so, 5% di can vao xuong chi.

1. Trung tim UB&YHHN
Bénh vién Quany 103
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Di cén xwong do UT ngoai dau dén, bénh nhan
con ¢ nguy co cao gip cac bién cb trim trong nhu:
gdly xuong, xep, v& dt sdng gy chén ép tay dan téi
tan phé hoic tir vong. VAn d& dt ra 1a phai phat hién
sém di can xuong dé diéu tri kip thoi triéu chimng
dau ddng thoi ngan ngira tién trién va bién cb gay
xuong nhim cai thién chét lugng cude séng va kéo
dai thoi gian sdng cho ngudi bénh.

Chéan doan ung thr di cin xwong phai dya vao
nhiéu phuong phap nhu tham kham 14m sang, chup
X quang thudng quy, chup cét 16p vi tinh (CLVT),
chup cong hudng tir (MRI)... Tén thuong thiy duoc
trén X quang mat 30-50% mat d6 xuong nén thudng
phat hién mudn va khong danh gia dugc tinh trang

di can & nhidu vj tri. CLVT va MRI c6 kha ning.

phéat hién di cin xwong va phin mém tSt hon X

quang thuong quy nhung chi ap dung khi cd tri¢u '

chung khu trii va khong danh gia duoc toan by hé
thdng xuong,

Hién nay, Y hoc Hat nhéan 1a phuong phap dugc
sir dung d& phét hién sém ung thu di cin xwong voi
dd chinh xac cao, cac ky thuat thudng ap dung la:
xa hinh xuong (bone scans) bang SPECT, PET/CT
[3]. Uu diém ndi bat cta xa hinh xuong toan than
(XHXTT) 14 c¢6 thé cho hinh anh toan bd hé théng
xuong, 1a phuong phap chin doan c6 d nhay cao
va d0 dac hiéu cao. Ngoai ra XHXTT con cho ta
biét duoc loai di can xwong huy cbt bao hay tao cot
bao dé tién lugng va lya chon phuong phap diéu tri.
Chup xa hinh cit 16p toan than (SPECT-CT) cho
phép xéac dinh rd cac dac diém, vi tri tn thuong,
dinh vi cho viéc sinh thiét... Day la phuong phéap
khong can thiép, an toan c6 thé lam thudng quy &
bénh nhan ung thu ké ca khi chua c6 tridu chimg di
can trén lam sang. :

DPau do di cdn xuong & bénh nhan UT 1a mdt tri¢u
chimg trdm trong, diéu tri bing c4c thudc giam dau
khong steroid, steroid va ngay ca cac opiod manh
it hidu qua do thudc c6 thoi gian giam dau hiéu luc
ngén va hién tugng dung nap thubc ciia co thé nén
thuong xuyén phai ting liéu diéu tri, ddng thoi voi
tac dung giam dau 1a nhidu tac dung khéng mong
mudn cta thudc. Vi vay liéu phap chiéu xa giam dau
cho BN c6 di cin xuong 1a mét liéu phéap tdi wu cho
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hiéu qua giam dau tdt, hiéu luc giam dau kéo dai va
it x4y ra bién chirng trdm trong cho ngudi bénh.
Péi véi nhitng BN ¢6 di cin xwong da & thudng
c6 tién lugng rat xdu, mic d6 dau ning chiém ty
1€ cao, toan trang kém. Tuy vay cac nghién ciru
gan day cho thay viéc sir dung céc ddng vi phéng
xa 2P, ¥ Sm, ®Sr du6i dang cac DCPX dé didu tri
cho céc bénh nhan UT di cin xuong da & c6 tac
dung tdt, khong nhitng hiéu lyc giam dau cao ma
né con 1am nho khéi di cin va ngan ngira cac ton
thuong mai.

Trong ung thu di cin xwong, ngoai diéu trj giam
dau cho bénh nhan thi mot van d& hét sic quan
trong 1a dy phong va giam thiéu bién c6 gay xuong,
xep, v& dbt séng, vi vy ngudi ta thudng ding
Biphosphonate phéi hop diéu trj dé ting hiéu qua
giam dau va han ché bién c6 xuong.

Biphosphonate 14 chat chira nito di vong c6
chudi bén 1a vong Imidazole, Zoledronic acid 1a mét
biphosphonate. Co ché dic biét ciia Zoledronic acid
1a tre ché sy trudng thanh cia huy cbt bao ddng thoi
kich thich ting trudng tao cit bio trudng thanh va
lam giam san xut cac cytokine tién viém nhu IL-1,
IL-6, tac dung khang u tryc tiép, trc ché sy phan tan,
tAn cong va bam dinh vao co chit xuong cia té bao
u, chéng tang sinh tdn mach trong u. Biphosphonate
c6 tac dung giam canxi huyét do hau qua cta huy
xuong gy ra [6].

Zoledronic acid phdi hop véi tia xa dugc chimg

“minh c6 tac dung phéi hop kéo dai va ting hiéu luc

giam dau ddng thoi gidm nguy co gdy xuong bénh
ly, ngin ngra va lam chdm qua trinh xuat hién céac
6 di cin méi.

I. POI TUQONG VA PHUONG PHAP
NGHIEN CUU

2.1. P6i twong nghién ciru

- GOm 59 bénh nhan ung thu di cin xuong duge
diéu trj ndi tra tai Trung tim Ung budu & Y hoc Hat
nhan- Bénh vién Quan y 103 tir thang 10/2010 dén
9/2014. . .

- Tiéu chuén lya chon bénh nhan:

+Bénh nhan dugc chin doan xac dinh ung thu
bing Giai phiu bénh,
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+ C6 hinh anh di can xuong trén XQ quy udc,
MRI

+ Xa hinh xuong toan than ¢6 hinh anh nhiéu 6 ting
hoat tinh phéng xa cao, khu tru.

+ Bénh nhéan c6 dau mirc d vira hoic nang.

+ Xét nghiém mau: bach cau > 3,0 G/L; tiéu
cau> 100 G/L.

+ Creatinin mau < 110umol/L.

+ Bénh nhan ddng y tham gia nghién ctru va phdi
hop tt vé6i thay thudc trong danh gia dau.

- Tiéu chuén loai trir:

+ Xét nghiém mau: tiéu ciu < 100 G/, bach céu
<2,0G/.

+ C6 gdy xuong bénh ly, c6 d4u hiéu chén ép
tuy sdng.

+ Chi s6 KPI < 30 diém; tién lrong séng s6t
<2 thang.

+ Nhirng BN khong danh gia du cac chi tiéu
nghién ctru

2.2. Phwong phap nghién ctru

- Nghién ciru tién ciru, theo doi doc.

- Xa hinh xuwong toan than vé&i ®mTc-MDP liéu
20mCi trén may SPECT.

- Tién hanh diéu tri:

+ Phosphor-32 liéu 6-7 mCi udng vao ngay 1.

+ Zometa 4mg pha 100ml dd NCI 0,9% truyén
tinh mach trong 30 phut, vao ngay 3, chu ky 28 ngay

- Danh gia két qua:

+ Déanh gia mic d6 dau theo thang diém VAS
(Visual analogue scale), két hgp phuong phép danh
gia dau theo 3 bac cia WHO.

Mitc do dau | Theo WHO T'E;;’éX";S
Paunhe Bac 1 1-3
Pau vira Bac 2 4-6
Dau nédng Bac 3 7-10

+ Péanh gia tong trang ciia bénh nhan, ding chi
s6 toan trang KPI (Karnofsky performance index)
[1]. Phuong phép danh gia cu thé nhu sau:

+ Mirc 0 diém: t6i t¢ nhdt, bénh nhdn chét (trvong).

+ Mirc 100 diém: ngueoi khoé manh binh thuong
khong co dau.
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+Tét: 80— 100%.

+ Kha: 60 —70%.

+ Trung binh: 30 — 50%.
+ Kém: <30%.

- Danh gi4 dép g giam dau sau diéu trj theo
tiéu chuan ciia Co quan nguyén tir nang lugng quéc
té (IAEA) [7]:

+ Khong dap tmg, dau tién trién: diém dau ting
2 diém tr& 1én hodc dau khéng thay ddi nhung phai
tang liéu thudc giam dau trén 25%.

+ Khong thay déi: diém dau giam 2 diém dén
tang dudi 2 diém.

+ Dap (g mot phan: diém dau giam >2 hoic
giam liéu thudc >25%.

+ Dép tmg hoan toan: hét dau hoan toan.

- Danh gi4 tac dung phu: Cac bién dbi vé mau
ngoai vi, chirc nang gan than trudc va sau diéu trj.

III. KET QUA NGHIEN CUU
Bang 1. Ddc diém bénh nhdn
Pic diém N Ty 18 %
Giéitinh | Nam 35 59,3
Nir 24 40,7
Cong 59 100,0
Tudi trung binh 56,4 + 10,4

Trong 64 bénh nhdn, nam 35 (59,3%), nit 24
(40,7%), ty 1é nam: nir 1a 1,5:1, tudi trung binh
56,4+10,4.

Bang 2. Vi tri di can trén xq hinh xuong

toan than
Vi tri n Ty 1€ %

Cot sbng cb 5 49 | 7,8 | 83,1
Cot sdng nguc 21 40,6

Cot sbng lung 23 39,1
Xuong cung 16 25,0
Xuong chau 29 49,2
Xuong suon 25 42,4
Xuong so 12 20,3
Xuong chi trén 3,4
Xuong chi dudi 4 - 6,8
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Ty 1€ di can & ¢t séng chiém ty 1€ cao (83,1%),
tiép dén 1a xwong chau, xuong sudn va thap nhét 1a
chi trén, chi duéi (3,4%, 6,8%).

Bang 3. Sé luong 6 di cin trén mot bénh nhdn

Céc loai ung thu nguyén phat di can xwong &
59 BN, cao nhit 12 ung thu phdi (32,2%), tiép dén
1 ung thu v (20,3%), tién liét tuyén va vom hong
(15,3% va 8,5%).

$6 6 di ciin & 1 BN n Ty 1¢ % Bang 5. Thoi gian bt dau cé hiéu lyc giam dau
3-5 19 322 o TR %
5-10 "24 40,7 ol = e Al
>10 16 27,1 Ngay 1 ¢ i
Cong 59 100,0 Ngay 2 8 5,1
S6 BN ¢6 5-10 4 di can chiém ty 1& cao nhit Ngay 3 8 13,5
(40,7%), tiép dén 12 3-5 6 (32,2%) Nedy 4 - 39.0
Bang 4. Cdc ung thu nguyén phdt Ngdy 5 13 22.0
Loai UT nguyén phat n Ty 1€ % Ngay 6 7 11,9
Ung thu phoi 19 32,2 Ngay 7 5 8.5
Ung thu vu 12 203 -
Ung thu tidn liét tuyén 9 15,3 Cong " 5 - L 100.
Ung thu vom hong s 8.5 ) Sau 7 n%ay ’dleu ’tr!, lf)OI:A ’so BhN dathh\l.eu ?L_rc
Ung thy budng trimg 4 6.8 g{zqam dau or' ce?cﬂ: miuc d;Q Ahac‘ n a‘u, t ’01 gvlan
Une thr dai — trae tran 3 51 giam dau c6 hiéu lyc bat dau tir ngay thir 2 ting
= | h ki], - £ d dan dén ngay 4 (5,1% — 13,5% — 39,0 % —
IGAN e : IL8 | 22,0%, chiém 79,6%) v tiép tuc gidm cho dén
Cong 59 1000 | p4t noay ther 7.
Bang 6. Ty I¢ giam cdc mirc do dau sau diéu tri
Mirc d§ dau Trwée BT Sau BT Sau DT Sau BT
(Diém) 1 thang 2 thang 3 thang
n % n % n % n %
Nang (7-10) 39 66,1 19 322
Vira (4-6) 20 33,9 14 23,8 26 44,1 28 47,4
Nhe (1-3) 0 33 55,9 27 45,8 10 16,9
Khong dau 0 12 20,3 6 10,1 2 3,4
Tdng sb 59 100,0 59 100,0 59 100,0 59 100,0

So véi trude diéu trj (100% BN dau nang va vira, khdng ¢6 BN nao dau nhe), sau thang thir 1 khong con BN
nao dau ning ma chii yéu 14 dau nhe (55,9%) va c6 12,59 BN (20,3%) hét dau hoan toan, & thang thir 2 khong
¢6 BN nao dau ning ma chii yéu van 14 dau nhe (45,8) va khong dau giam xudng con 10,1%, dén thang thir 3 thi
hiéu lyc giam dau gidm r3, c6 28,1% BN tai vé dau nang, tuy nhién van con 3,4% s BN khong dau.

Bang 7. Thay doi chdt lwong cujc séng ciia bénh nhdn trde va sau didu tri

Chi s6 KPI Truwée DT Sau DT 1 thang Sau DT 2 thang Sau PT 3 thang
(n; %) (n; %) (n; %) (n; %)
100 - 90 0 0 0 0
80 0 8 (13,5) 6(10,2) 3 (5:1)F
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70 2(3,4) 20 (33,9) 15 (25,4) 9 (15,2)
60 13 (20,3) 17 (28,8) 19 (32,2) 17 (28,8)
50 23 (40,0) 14 (23,7) 16 27,1y 21 (35,6)
40 16 (27,1) 0 3(5,1) 6 (10,2)
30 5(8.5) 0 0 3(5,1)

20-0 0 0 0 0
Piém TB 485+9,5 60,8 + 11,4 55,4+ 10,2
63,7+ 12,6 (2)
59 BN (1) (3) )

P ' P,,<0,0001; P, ,<0,0001; P, <0,001

Chét lugng cudc song ctia bénh nhén sau dleu tri dugc cai thlen dang ke chi sb toan trang (KPI) trude
didu tri 12 48,9 £9,5, sau DT thang thir nht ting 1én 63,7 12,3 (c6 46,9% dat 70-80 diém, khong c6 BN
nio & mirc 30-40 diém), sau 2 thang van duy tri & 60,8+ 11,6 va 3 thang la 55,4 £ 10,2. So sanh truée DT
va sau 1, 2, 3 thang DT chi s6 KPI khac biét c6 y nghia thdng ké (p<0,001).

Bdng 9. S6 lwong bach cdu, tiu céu trude va sau diéu tri

Chi 6 n Truoe PT Sau PT 1 thang p
S lwong hdng cau (T/L) 59 3,96 + 0,50 3,81 +0,51 > 0,05
(3,1-4,9) (3,0-5,0)
S6 lugng BC (G/L) 59 8,9+3,9 8,3+3,2 > 0,05
(2,8-21,0) (2,1-19,3)
S6 lwong tidu cau (G/L) 59 305 + 123 248 + 102 > 0,05
(87 - 580) (75 - 594)

S6 lwgng BC, TC trude diéu tri va sau diéu trj trong gidi han ctia binh thuong. Céc bénh nhan trong nhém
ngh1en ciru déu 1a nhimg BN ung thu giai doan cudi, nén trude khi diéu tri bing 2P d3 c6 s6 lwong:hdng
cdu giam nhe, tuy vay khi so sanh trude va sau diéu tri, su khac biét khong c6 y nghia théng ké (p>0,05).

' Bang 10. Chirc ndng gan, thdn trudc va sau diéu tri

Chi s6 Truéc diéu tri Sau DT 1 thang
GOT(BT: <37 U/L) 36120 37117
GPT(BT: <40 U/L - 37°C) 31124 36 £23
Ure(BT: 2,5 - 7,5 mmol/L) 56%2,0 6,0+2,7
Creatinin(BT: < 62 - 120 pmol/L) 7517 7817

~ Cacchi s6 GOT, GPT, Ure, Creatinin trudc va sau diéu tri ndm trong gi6i han binh thuong, didu nay cho
thiy diéu tri giam dau cho BN ung thu di cén xwong béng *P 14 an toan va hau nhu khong anh hudng dbi

v6i chitc ning gan, than.

IV. BAN LUAN

Pau 12 mot triéu ching thudng gép trong bénh
ung thu, nhiéu nghién ciru cho théy khoang 70%
s6 BN ung thur c6 dau tir khi bénh dugc chén doan,
90% BN giai doan cudi c6 dau mic do vira dén
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ngdng. Néu khong duoc chén 'doénr—v—e‘x—diéu—trfiwkipi —

thi dau s& 1am cho bénh trdm trong hon va dau dai
déng s& tré nén dau vinh vién va trg nén kho diéu
tri. Vi vdy giam dau la van dé& cin dugc chi trong
hang dau trong diéu tri bénh nhan ung thu, khong
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duoc tri hodn viée chin doéan va didu tri dau. Pau
don s& 1am suy sup ngudi bénh mdt cach toan dién
vé chit lugng cudc séng, thé luc, tinh thin, dinh
dudng, nhiéu khi anh hudng dén sinh hoat téi thidu
clia ngudi bénh va ca két qua chira bénh.

Muc tiéu cta diéu tri dau 1a [1]:

- Loai bd hoan toan con dau hojc it nhét cling
1am giam murc d6 trAm trong ciia con dau dén mirc
bénh nhan c6 thé chju dung duoc, c6 thé thyc hién
duoc cac sinh hoat hang ngay.

- Phong ngira dau tai phat.

C6 nhiéu phuong phép nhu: diéu trj bang thubc
theo khuyén céo 3 bac thang cia WHO, giy té,
phong bé, phau thuat, liéu phap tam 1y, bing chiéu
xa...M&i phuong phép chi c6 tac dung trong nhitng
trudng hop nhét dinh.

Sir dung thubc giam dau 12 bién phép don gian,
BN duoc didu trj sém ngay khi c6 dau tai co sy té
hay tai gia dinh, thu6c cho tac dung giam dau sém,
tuy nhién tac dung trong thoi gian ngén, ¢6 nhidu
tac dung khong mong mudn, dic biét 1a tinh trang
nhon thudc, phai ting liéu ding, dén mot mic nac
d6 thudc s& khong con tac dung giam dau nhit 13 &
nhitng bénh nhén dau do di can xuong.

Co ché cua dau do ung thu di cin vao xuong rat
phitc tap, nhung c6 thé hiéu theo mét sb co ché sau:

- Céc khdi di cin phét trién 1am cing mang
xuong gdy dau.

- C4c té bao ung thu 1am ting qua trinh hiy xuong,
lam yéu md xwong va hau qua cudi cing 1a xep, gdy
xuong 1am t6n thwong thin kinh, mach mau.

- Kich thich qua trinh viém, ting tdng hop cac
cytokine tién viém nhu TNF-a, IL-1, IL-6 va cac
chit trung gian héa hoc bradikinin, serotonin...

Céc thudc giam dau chi tic dong dugc vao cac
yéu té gy dau thir ba ma khong tac dong dugc khau
s6 mot va sb hai dan t6i hiéu qua giam dau kém,
khong bén vitng.

Co ché giam dau trong diéu trj bing DCPX 2P
1a: phospho-32 phat ra birc xa B v&i nang lugng lon
va quing chay ngin, trudc hét né lam cho cac thu
thé than kinh nhan cam dau & khdi u va quanh mang
xuong bj tbn thuong hoan toan trong thoi gian ngén
ngay sau chiéu xa, nhu vay cung phan xa nhan cam
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dau khong con nguyén ven, 1am cho céc kich thich
dau khong dugc nhan cam dé truyén vé ndo. Pdng
thdi cac birc xa B 1am chét cac té bao ung thu tai &
di cin & xwong din din 1am giam thé tich khéi u,
giam tinh trang hity xuong do cac té bao ung thu,
lam giam tinh trang cing mang xuong, giam ton
thuong mod xwong. Ngoai ra né gitp didu hoa dap
ing sinh hoc (biomodulation), lam thay ddi nhay
cam cua co thé noi tén thuong bi chiéu xa, dién ra
nhanh ngay sau chiéu xa 6 - 8 gid, khi ma sb lugng
té bao ung thr chwa giam. Tén thuong xuong sé&
gidm manh hon va tai thiét t&t hon khi c6 h3 tro ciia
biphosphonate (Zometa).

Nguyén ly diéu trj giam dau bing DCPX: dua
vao cac dic tinh chuyén hoa dic hiéu cua td chic
xuong ddi véi calci va phospho. T4 chirc xuong bi
xam l4n va ph4 huy giy tbn fhuong dan dén thay
ddi va tang nhanh qué trinh chuyén hod, tin mach
phét trién, tuan hoan ting 1én, phin bao ting manh
tai kh6i u. Nhu cdu cung cdp céc chét nhu calci,
phospho ting manh. Do d6 néu dwa P vao, ching
s& tap trung cao & xuong, nhét 1a nhitng noi ¢6 ton
thuong (ting sinh mach méu, ting sinh té bao) [7].

P-32 dugc (ng dung rong rai diéu trj ung thr di
cin xuong tir cach day hon 30 ndm &.cac nude chiu
Au, My. Hiéu qua ding thudc duong ubng va duong
tiém la twong dwong, nhung ding dudong ubng cé
gia thanh thip hon. Két qua twong duong véi Sr-89.
Dap g giam dau tét dat 60-90%. Nhugc diém 1a
c6 thé gay giam tiéu cu. Pap tng giam dau & ngay
thir 5-14 sau diéu tri.

Cac hghién ctru_gin ddy cho thiy Zometa chi
dinh phdi hop diéu trj giam dau cho bénh nhan ung
thu di can xuong lam ting hiéu qua giam dau ddng
thoi ting thoi gian giam dau hiéu luc rd rét. Tac
dung cht yéu cia Zometa 1a (rc ché sy trudng thanh
va hoat dong cia huy cbt bao lam giam qua trinh
hity mé xwong, ddng thoi né lai kich thich hoat
ddng cua tao cdt bao trudng thanh, téng(téi thiét mo
xuong 1am cho mé xwong ving tén thuong viing
chic hon. Ngoai ra Zometa con 1am giam san xuat -
cac cytokine nhu IL-1, IL-63, tac dung khang u tryc
tip, rc ché sy phan tan, tAn cong va bam dinh vao
co chat xwong ciia té bao u, chdng ting sinh tin
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