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LIEU PHAP DIEU TR| UNG BUGU (TUMOR) G CHO, MEO

Qua nhiéu tai liéu nghién ctru va hoat dong
lam sang & cac nudc phat trién, cho thdy qua
trinh hinh thanh ung thu va cac dic diém sinh
hoc, bénh hoc cua ung thu ¢ cho, ge‘in giéng voi
bénh dién ra & nguoi. Theo Béladi (Hungari,
2012), bang cac phuong phap ung thu hoc so
sanh (gitra nguoi va cho), da rit ra dugc nhiéu
tai liéu quy gia vé: Chung loai ung thu giéng
nhau, di truyén ung thu gidng nhau, phenotype
phan tir khdi u giéng nhau, hinh anh t6 chirc
hoc, thoi gian dién bién bénh va tinh man cam
v6i nguyén nhan bénh giéng nhau.

O cho, can ctr vao tai liéu chan doan, cac
loai ung thu thuong gip nhat 1a: ung thu vu,
tiép dén 1a ung thu limpho (lymphoma), ung
thu da (trong d6 c6 ung thu sic t§ melanoma),
céc sarcoma & tO chitc mém, t6 chirc lién két,
ung thu vom hong. Cling thuong gédp 1a ung thu
xuong, ung thu tién liét tuyén, phoi, két trang. it
gap hon la ung thu bang quang.

O méo, hay gip nhat 1 u limpho, sau d6 1a
ung thu va, ung thu da, ung thu vom hong. Rét
nhiéu trudng hop ¢ dang ac tinh. Do d6 phan
16n viée diéu tri khong c6 két qua.

I. HOA TRI LIEU UNG BUOU CHO
CHO VA MEO

1.1. Tinh dic hiéu va khong dac hiéu cia
thudc héa tri

1.1.1 Chu ky phén chia té bao ung thuw

Céc té bao ung thu phan chia theo 4 pha;

- Pha G1 (Growth = to 1én): t& bao 16n dan
1én, mot sb acid ribonucleic bit dau dugc téng
hop, ciu tric bao twong bat dau thay doi.

- Pha S (Syntesis = tong hgp): ADN méi

Pham Khic Hiéu
Chi hoi Thu y Hoc vién Nong nghiép Viét Nam

dugc tong hop va nhan 1én. Cac protein moi
cling duoc tong hop va chuan bi cho giai doan
phan chia t& bao ung thur.

- Pha G2 (Growth 2): té bao tiép tuc phat
trién, chuan bi phan chia sau khi da tong hop
acid nhan va protein méi. Con goi 1a giai doan
trude phan bao.

- Pha M (Mitose = phan bao): cac té bao ung
thu tién hanh phan chia.

Ngoai 4 pha phan chia néi trén, cac té bao
ctia khéi u con ¢ “pha im lang”, hay con goi 1a
giai doan “nam nghi”. S5 lugng cac té bao dang
phan chia & cac khoi u thuong chi chiém 20%.
S6 con lai 1a cac té bao “im ling”, “ndm nghi”
(G,). Cac té bao “nam nghi” (nutrient starved
cells) ndm & phia trong, vung giita ciia khéi u,
vi thé rat kho diét n6 khi khdi u da to.

Céac thudc chong ung thu khac nhau, tic
dung 1én cac pha khac nhau cua qua trinh phan
chia té bao ung thu. Khi chi tic dung 1én 1 pha,
ta ¢6 cac thudc dic hiéu. Khi tac dung 1én 2 pha
trd 18n, ta c6 cac thude khong dac hi¢u.

Céc thudc we ché tong hop ADN (cac chat
khang chuyén héa va cic chat khang Folat) 1a
nhing thudc dic hiéu véi pha S.

Thude e ché téng hop cac vi tiéu quan
(microtubulus) cuia té bao ung thu, nhu Taxan,
cac ancaloid cdy dua can, la nhiing thude dic
hi€u véi pha M.

Nhig thudc alkyl hoa 1a nhitng thudc tac
dung 1én nhiéu pha. D6 1a thude khong dic hiéu.
Ta ciing goi cac thue chong ung thu 1a cac
Cytostaticum. Cac thudc nay biéu hién tac dung
cam Ung apoptosis manh mé (chét theo chuong
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trinh); ma khong truc tiép sat hai ngay cac té
bao ung thu.

Trén 1am sang, cac thubc chéng ung thu
thudng dugce phdi hop sir dung nhiéu loai voi
nhau. Chung ciing thuong phai phdi hop lién tuc
v6i thude khang sinh (antibioticum). Céc thudc
chdng ung thu déu gy doc hai véi cac t6 chirc
khoe manh, nhét 1a véi cac t6 chic ¢ t& bao
dang phén chia. T6 chirc ndo cang phan chia
nhanh (nhu toc, niém mac, tiy xuong, budng
tring, tinh hoan...), cang nhay cam nhiéu voi
thube va cang d& nhiém doc. Vi vay, khi hoa
tri, s& xuét hién cac tic dung phu nhu: giy bt
thuong ¢ tiy xuong, kich tng da day-rudt, suy
giam tinh nang sinh duc; & nguoi, gy rung toc
v.v... Sau khi ngimg cho thudc, cac tic dung
nay ciing s& nging, cac to chirc bi hai c6 thé dan
dan hoi phuc.

1.1.2 Mé hinh Loga diét té bao ung thw

Su tang sinh (to 1én) ctia khdi ung thur 13 ting
sinh theo s6 mii (exponencial). Thoi gian nhén
d6i cua chung, phu thudc vao loai ung thu. Ung
thu dich hoan dudi 1 thang. Ung thu dai trang
c6 thé toi 3 thang. Theo mé hinh Loga diét té
bao, trong qua trinh hoéa tri, voi moi lieu diéu
tri, phan té bao ung thw bi diét la 1 hang s6
(constants).

V& mat 1am sang, dic trung cua cac khéi u
4c tinh 1a to 1én, xdm l4an (1am huy diét cac to
chirc xung quanh), va di cin (dén khu trai & cac
co quan khéc cua co thé). Céc té bao ung thu c6
nhiéu bién dang va sy thay doi cac bién dang dé
cling ludn xay ra.

Ching san  xudt  metalloproteinase
(collagenase type 1), gitp cac té bao ung thu
thoat ra khoi khéi u, xdm nhap vao vong tuin
hoan. Rdi sau d6, ndi mot cach vi von, chung di
“chu du” khip co thé; dimg chan & dau s& hinh
thanh céc di can ¢ do.

Nam 2000, cac tac gia Hanahan va Weinberg
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da hé théng lai va chi ra nhitng dac diém doc
d4o cua té bao ung thu 1a:

- Loai trir duong truyén tin hiéu thong tin
apoptosis.

- Tu no6 phat di tin hi€u tang sinh.

- Mat nhay cam voi cac duong truyén tin
hiéu trc ché tang sinh.

- Tiém luc lap lai (tai dién) 1a khong han ché.
- U mach.
- Xam lan t6 chirc va di can.

- Loai trir hé théng thim quyén mién dich.
(Dic diém thi 7 nay 1a do Hanahan va Weinberg
phat hién).

Nhin chung, c6 thé ndi rang: ung thi dwoc
hinh thanh do nhitng roi loan ting sinh té bao
va roi loan apoptosis. Tat ca cdc thuoc héa tri
chéng ung thu, & méi tricong thich hop, déu gay
apoptosis (chét theo chiong trinh) cho té bao
ung thu.

1.2 Khang thudc chéng ung buéu

Su dé khang cua té bao ung thu véi cac thude
chbéng ung thu, co thé 1a khang ty nhién (c6
nhirng thudc bi khang ngay tir lan st dung dau
tién), c6 thé 1a khang “thu dwoc” (hinh thanh
trong qua trinh diéu tri). Khang thudc thu dugc
1a hau qua cta sy thich nghi cta té bao ung thu,
hodc do hinh thanh dot bién.

Sw giam dung nap thuoc cia cdc té bao ung
thw la hé qua ciia khdang thuéc. Thube phai dén
dugc dich tac dung, mai co6 hi¢u qua tac dung.
Su hién dién cac chét mang (carriers), cac chét
van chuyén dé bom thudc ra khoi té bao (efflux)
tang 1én & bé mit t& bao, 1am cho thude khong
dén dugc véi dich tac dung, cling 1a h¢ qua cua
khang thudc. Hé théng van chuyén bom thudc
nay, duoc goi 1a hé da khang thudc (multidrug
resistants — MDR). V6 s thudc chong ung thu
¢6 ciu trac hoa hoc khac nhau, cling déu bi hé
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thong MDR bom ra khoi té bao, ngay khi chiing
vira m&i xam nhap vao té bao. Tt nhién mdi
chat hoa hoc (mdi thudc) c6 mot bom chuyén
dung cua no; song cac bom chuyén dung nay
déu nam trong hé thong bom ra (efflux). Xin
lwu ¥ ring c6 2 hé thdng bom. D6 1a hé thong
bom thude vao (influx) va hé théng bom thude
ra (efflux). Cac thudc Doxorubicin, Vinblastin,
Methotrexat...1a nhiing thudc dién hinh bi
khéang theo co ché bom ra nay. Su c6 mat cla
glucoprotein P (ky hiéu 1a P170) 1a yéu t6 thuc
day loai bom ra (efflux) ting cuong hoat dong.

Khang thuéc con do hoat lwe néi tai ciia thuéc
bi giam di. Sy thay ddi vi tri két ndi ciaa DHFR
(Dihydrofolat reductase) va cua topoisomerase
lam giam hoat luc cua thude hoa tri. Pidu nay
dugc ghi nhan ¢ cac thudc Mercaptopurin,
Fluoruracil, Cytarabin...

C6 nhiéu thuéc chong ung thir ¢ dang “tién
dwoc” (prodrug), sau khi vao co thé, méi chuyén
hoa thanh dang co hoat luc, co tac dung chéng
ung thue. Néu thiéu sy chuyén héa nay s& khong
hinh thanh dugc tac dung ta mong mudn. Thi du
Fluoruracilkhéng chuyén thanh FAUMP (5-fluor-
2’-deoxyuridine 5 monophosphat), Cytarabin
khong dugc phosphorin héa, Mecaptopurin
khong hinh thanh hamis nucleotide. .. thi khong
thé c6 dugc tac dung chong ung thu. Khi té bao
ung thu khang cac thudc nay, s& lam triét tiéu
céc qua trinh chuyén héa do.

Hoat dong cua cac enzim la dich tac
dung ciia thuéc bi thay doi, thi du sy hinh
thanh topoisomerase — II s& lam mat tic dung
cia Doxorubicin. Ham lugng enzim dich
dihydrofolat — reductase (DHFR) tang Ién, lam
cho viéc didu tri bang Methotrexat khong c6
hi¢u qua mong doi.

C6 rat nhiéu co ché khang thudc khac nhau.
Tuy thude vao mdi loai thudc st dung, vao con
bénh cu thé, dé xem xét va van dung trong 1am
sang.

Cac nguyén nhan di truyén khong nhay cam
vGi apoptosis, ciing co thé lam bat hoat cac
thubc hoa tri, lam giam hép thu thudc, lam tang
bom thude ra, 1am thay d6i ciu tric cua phan tir
dich v.v... Néu nhitng didu nay say ra thi viéc
hoa tri ung thu s& tré' nén bat loi, d& di dén that
bai cudi ciing. Mot s6 to chirc ung thu & ngudi
nhu ung thu mau, ung thu dich hoan, ung thu to
churc 1am ba... san sinh loai protein p53 khong
ddt bién nén ndé man cam hon véi thude hoa tri.
Con ung thu tuyén tuy, phéi, dai trang...lai thz?iy
dot bién p53 nhiéu nhit, nén no6 lam giam dén
murc thip nhat hiéu qua cta thube véi té bao ung
thu ¢ cac khi quan nay.

Phéi hop sir dung cac thudc hoa tri, s& lam
giam khang thudc. Néu phdi hop cac thude 6
co ché tac dung khac nhau, s& 1am cho té bao
ung thu khang thudc it nhét, tac dung phu ciia
thube cling it nhét; vi lidu lugng cua mdi thube
s& dugc giam di khi phdi hop.  Truong hop
dung phdi hop cac loai thube khang u tan sinh
(antineoplasm), do tac dung phu duoc tbi thiéu
hoa, nén c6 thé cho thudc véi liéu dung nap tbi
da.

II. PHAN LOAI DUOC LY HQC VA
CAC THUOC CU THE

Céc thudc chong ung thu c6 tic dung ngin
tro su phan chia té bao, gay doc hai cho ADN va
gdy apoptosis. Trén co s& co ché tac dung, chia
cac thudc chdng ung thu thanh cac nhom sau:

- Céc chét trc ché tong hop ADN.

- Cac chat tuong ty purin (purin analog) va
tuong tu pirimidin (pirimidin analog); c6 tac
dung khang chuyén hoa.

- Céc chét truc tiép gy phuong hai dén cau
trac cia ADN.

- Cac chat urc ché topoisomerase.

- Cac chat uc ché vi tiéu quan (microtubules).
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- Cac thuéc khing mao mach (anti
angiogenetics).

- Céc chit trc ché poli-ADP-ribopolymerase
(PARP).

- Céac hormone va cac chat dong vi phong xa.

Céc hoat chat chéng ung thu con 1a nhiing
khang thé don dong dic hiéu véi khdi u, 13 cac
factor ting trudng, cac dbi khang receptor, cic
chat trc ché truyén tin hidu thong tin v.v...

Céc thudc chéng ung thu rat doc, vi dich tac
dung ciia né trong cac khdi u ciing gibng véi
céc té bao & céc to chirc khac. Bé dam bao liéu
luong dung, chinh xac (voi cac thude doc nhiéu)
ta khong tinh theo khdi lugng co thé, ma tinh
theo dién tich bé mat co thé. Thong thudng tinh
bang mg/m>.

2.1 Cic chit trc ché tong hgp ADN

Trong nhom nay, thudc lai dugc chia thanh
cac nhém nho sau:

2.1.1 Cidc chit ikc ché timidilat syntase

Fluorouracil (5- FU) C6 cau tric hoa hoc
tuong tyu uracil (uracil analog). Sau khi vao co
thé, no bién ddi thanh desoxyuridylate va gin
khong hdi phuc vao enzim timidilat syntase,
hau qua lam giam dTMP (deoxythymidin 5'-
monophosphat) ciia té bao, giy chét t& bao
(chét d6i timin). 5- FU ciing con wc ché tong
hop protein do chat chuyén hoa cia né 1a FUTP
(5- fluoruridin triphosphat) lip rép cai dat vao
mARN. Acitd folic lam tang tac dung cua 5-FU.
Trong céac t& bao khoe manh, 5- FU ciing gy
thiéu dTMP, nén ciing rat doc voi co thé.

Chi dinh cho ch¢ : ung thu v, ung thu vom
hong. Liéu luong 150 mg/ m2. Tiém tinh mach.
Khong st dung cho méo vi rat doc véi meo.

Chéng chi dinh: ton thuong tily ning, suy
mon co thé, co nhiém khuin nang, co6 chua.

Capecitabin : La tién duoc cia 5- FU. Kinh
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nghiém dung trong thu y con it. O ché duoc
dung dé trc ché mién dich.

2.1.2 Cic chit irc ché chuyén héa purin

Céc thudc thuong dung 1a Thioguanin (TG),
6- mercaptopurin (6-MP) va  Azathioprin
(AZA). Ca ba chit nay déu 1a tién duoc.

- TG trong co thé, duoc chuyén thanh
thioguanin nucleotide c¢6 hoat tinh (TGN).
Chung bi mét hoat tinh do tac dung cua
Thiopurin- metyl transferase (TPMT). Trong 1
sb dang ung thu, hoat tinh cia TPMT cao, nén
lam giam manh tac dung cta thudc nay.

Co ché tic dung : Chat chuyén hoa
thioguanin nucleotide s& ¢ ché IMPDH
(inozin-monophosphat-dehydrogenase) va hoat
dong cua 1 s enzim khac, do d6 wc ché tong
hop AMP va GMP.

- 6-MP va AZA truée hét 1a cac thube tre ché
mién dich. Vi ung thu, st dung 6-MP diéu trj
bénh ting bach cu limpho cap tinh. Cac dang
limphosarcoma, lymphoid leukaemia, viém
khép dang cap (Rheumatoid arthritis). Vi ch,
liéu 50mg/ m? / cho udng / 24 gio 1 lan. Cam
chi dinh khi c6 chira.

AZA diung lidu 1-2mg/kgTT/ 24 gid cho
thudc 1 lan / cho lién tyc 2 tuan. Sau d6 ding
0,5 mg/kgTT, cho 2 tuan tiép theo. Nén dung
phdi hop véi cyclosporine; lac nay ap dung licu
1-2 mg/kgTT/24 gid. Vi méo, chi khi nao bat
budc phai chi dinh mdéi dung, vi gy doc hai tiy
xuong rat ning, liéu 1mg/kgTT/48 gio.

2.1.3 Cdc chit irc ché ribonucleotide reductase

Ribonucleotide  reductase la  enzim

xic tac chuyén doi ribonucleotide va
desoxyribonucleotid. Khi trc ché, enzim nay s&
gdy trd ngai cho viéc tong hop ADN. Co cac

thude:

Hydroxiurea: Uc ché  ribonucleotide

reductase bang su tac dong 1én cac goc tirozil
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trén phan hoat dong ciia enzim. Khi thiéu cac goc
tu do nay, enzim ribonucleotide reductase khong
thé chuyén cac nucleotid thanh desoxynucleotid
va su tong hop ADN bi nging tré. Trong 1am
sang, dung diéu trji ung thu cta cac to chirc tao
mau va ung thu vi. Lidu luong cho chd 50mg/
kgTT, cho méo 25mg/kgTT. M&i tuan cho thude
(cho udng) 3 lan.

Chéng chi dinh: khi c6 ton thuong tity xwong
nang.

2.1.4 Cic chit twong tw purin va pirimidin

Day 1a cac chat khang chuyén hoa, ding dé
cai lap vao ADN. Chung nhu 13 nhimg co chét
ctia chuyén héa nucleotide.

Co ché tac dung: ching lap rap, cai dat vao
ADN va ARN, ngan tré hoat dong ciia ADN-
polymerase, tir &6 gy nén céi chét cho té bao.

Cac chét tuong tu purin c6: Fluradabin-
phosphat va Cladribin. Cac chat tuong tur
pirimidin c6: Cytarabin (ara C) va Azacytidin.

Cytarabin (ara C): Trong co thé, ara C chuyén
thanh ara CTP (cytarabin triphosphat). Ara CTP
di vao canh tranh dbi khang v&i CTP (cytidin
triphosphat) trén enzim ADN-polymerase, dé
lap rap vao ADN géy chét té bao.

Liéu luong véi cho, hang ngay 100mg/m>,
chia 4 phan, cho udng 4 lan trong ngay. Véi
meo, lidu nay chia ra dung trong 2-4 ngay.

Azacytidin: gdy dimetyl héa ADN, dan dén
su thé hién cac gen (gen expression) kim hdm
khdi u. Thude ciing (rc ché phan chia té bao va
gdy cam Ung apoptosis. Trong lam sang, dung
diéu tri ung thu tay song di cin (myelodisplace).
Chéng chi dinh: ung thu gan 4c tinh.

Trén cho, cho udng, sinh kha dung 67%.

2.1.5 Cdc chit giy déc hai truc tiép dén ciu
truc ctia ADN

Céc thuoc alkyl hoa, céc nitrogenmustar, cac

dan xuat platin va thudc bleomycin thugc nhém
nay.

2.1.5.1 Cic chit alkyl héa

Cac chét alkyl hoa 1a nhitng phan tir electrofil.
Chung gin vao phan nucleofil cia ADN bang
cac ndi cong hoa tri. Tly timg thudc ma ching
alkyl hoa trén base nito, trén nguyén tr oxygen
hay trén “xuong song” phosphate ctia ADN.

Cyclophosphamid: Cac phan tir cua ching l1a
nhing “tién duoc”. N6 duge chuyén hoa chi yéu
trong gan nho hé enzim microsom dé tré thanh
cac chét co hoat tinh chéng ung thu. Thudc vira
¢6 tac dung uc ché mién dich, vira c6 tac dung
chéng u tan sinh. Trong 1am sang, dung diéu tri
cac bénh lién quan dén mién dich ty dong, diéu
tri cac dang leukaemia va lymphoma, ung thu
vU, histiocytoma, mastocytoma.

Liéu lwong: chéng u tin sinh cho ché dung
liéu 50 mg/m?, cho udng hodc tiém tinh mach,
mdi tudn 4 1an. Hodc 250 mg/m?/3 tuan 1 lan.
D¢ trc ché mién dich, dung liéu 2mg/kgTT/cho
udng/tuan 4 1an.

O meo, diéu tri lymphoma hodc ung thu va,
lidu 250-300 mg/m?/ tiém tinh mach/ 3 tuan 1
lan, tong cong 4-8 1an. Dung {rc ché mién dich
liéu 2,5 mg/kgTT, cho ubng mdi tuan 4 lan, lién
tuc 3 tudn.

2.1.5.2 Cdc nitrogenmustar: mitomycin

Thube gén vao ADN. Hoat tinh sinh hoc
clia ching giéng nhu cyclophosphamid. Cac
nitrogenmustar duoc dung diéu tri ung thu nio
vi no tan tdt trong lipoid va vuot qua duoc hang
rao mau - ndo. Mitomycin dugc dung diéu tri cac
khdi u dang thiéu oxi (hypoxia); vi ching can
nhiing phan tng khir sinh hoc trong méi trudng
oxygen thap. Thi du cic phan bén trong (giira)
khdi u . O cho, dung diéu trj carcinoma loai té
bao luu chuyén (transitional cell carcinoma —
TTC) & duong tiét niéu. Bom vao bang quang
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liéu 600pg / 1ml mitomycin C, khi hap thu vao
toan than s& gay suy tuy. (Liéu dung nap ti da &
cho 1a 700pg / ml ). Ctr 2 ngay cho thude 1 1an.
C6 thé dung dung dich mitomycin 0,04 % nho
mat, diéu tri carcinoma giac mac cho.

2.1.5.3 Cic dén xuit platin

Cysplatin va Carboplatin 1a 2 dan xuét platin
dugc dung rong rai nhat. Trong tha y, sir dung
diéu tri ung thu vom hong, u budng trimg, ade-
nocarcinoma ¢ trung thit (ngan giira cia xoang
nguc) va mang phdi, u xoang miii, u tuyén giap.
Carboplatin c¢6 chi dinh gidng cysplatin. Con
dung diéu tri sarcoma xoang tai (osteosarcoma).
Vi carcinoma duong tiét niéu, it hiéu qua. Liéu
luong: cysplatin cho ché 60-70 mg/m? /tiém
tinh mach / 3-5 tudn 1 1an. Khéng ding cho méo
vi gay phu phoi ning, tir vong. Carboplatin cho
ché 300mg/m?/tiém tinh mach/3tuan 1 lan / 3-4
lan mot dot diéu tri.

2.1.5.4 Bleomycin

Lamdt glycopeptid tu nhién, do Streptomyces
verticillus san sinh ra. Bleomycin gan vio soi
d6i ADN. Bleomycin ciing tao nén to hop voi
nguyén tir Fe*2. Trong su ¢ mat ctia nguyén tir
oxygen, td hop sét-bleomycin s& tao ra cac gbc
tu do oxygen hoat dong. Cac gdc nay gay dirt
gdy 1 hodc ca 2 soi ciia ADN. Chi dinh diéu tri:
ung thu vom hong, tuyén giap, cac lymphoma,
teratoma. Liéu lugng cho cho 0,3-0,5 mg/kgTT,
tiém cham vao ba‘ip thit, dudi da hoac tinh mach.

2.1.5.5 Cidc chit irc ché topoisomerase

Topoisomerase c6 vai tro giup hinh thanh
cac vong si€u xoan (superhelix) trong qua trinh
sao chép ADN 6 cac t€ bao c6 nhan.

Trong nhém nay c6 nhiéu thubc duoc sir
dung. Nhu cac camptotecin, cac dan xuit
anthracyclin, cac epipodophyllotoxin. Chung
hodc trc ché topoisomerase I hodc tc ché
topoisomerase II. Thudc dic hiéu véi pha S
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hodc pha G.,.

Céac camptotecin dung diéu trj u dai trang,
ung thu phéi thé té bao nho, ung thu budng trimg.
Cac dan xuit anthracyclin diéu tri leukaemia,
cac lymphoma, ung thu vii, bang quang, tuyén
giap, ung thu duong ti€u hoa, nephroblastoma,
osteosarcoma, ung thu budng trimg, carcinoma
phéi dang té bao nho, sarcoma & cac td chuc
mém. Liéu 30mg/m?, tiém tinh mach lién tuc 21
ngay ddi v6i cho. Véi méo, 20-30 mg/m?, tiém
tinh mach, 3-4 tuan 1 lan.

Epipodophyllotoxin duoc dung diéu tri cac
loai sarcoma. Thudc nay khong c6 hiéu qua véi
lymphoma & chd.

2.2 Cac chat e cheé vi tiéu quan

Cac thude nhom nay e ché vi tiéu quan theo
2 phuong thirc: Mot 1a tre ché su tring hop vi tiéu
quan do gin vao tiéu phan tubulin, lam ngimg
sy hinh thanh cac vi tiéu quan méi. Hai 1a tc
ché su khir cuc bang cach gan vao tubulin cia
cac vi tiéu quan da trung hop xong, 1am cho céac
vi tiéu quan nay khong hoat dong duoc. Thude
vinblastin dugc dung diéu tri ung thu tinh hoan
di can, lymphoma, ung thu vi, cac carcinoma,
cac u 1a lach va thuong xuyén nhét 13 diéu tri
mastocytoma. Liéu 2 mg/m¥tiém tinh mach 7-10
ngay lién tuc cho ca cho va meo.

Thude vincristin diéu tri sém céc dang u ¢
cac co quan tao mau, ung thu duong sinh duc di
can (sticker-sarcoma). Liéu 0,5-0,75 mg/m? /tiém
tinh mach mdi tuan 1 1an cho ca chd va méo.

2.3 Cac thudc chéng tin sinh mao mach &
khéi u

Céc thude nay cha yéu dung phdi hop véi cac
thudc diéu tri ung thu khac. Trong t6 chirc ung
thu, cac té bao ung thu co kha ning tiét ra cac
chét (cac yéu t6) 1am ting sinh mao mach, kich
thich tao ra cac mach mau mdi (tan sinh), nham
dam bao cung cip mau, cung cap cic chat dinh
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dudng, nudi cac té bao ung thu. Cac yéu té chu
yéu, d6 1a: VEGF (vascular endothelial growth
factor) - yéu t gitip phat trién mao mach; EGF
(epidermal growth factor): yéu t6 gitip phat trién
nguyén bao soi ciia 16p biéu md mao mach (va 1
s6 yéu t6 khéc...). Cac thudc chdng tang sinh va
tan sinh mao mach, duoc chia thanh cac nhom:

+ Thudc kim hdm mach (Thalidomid).

+ Thude e ché ndi mdé mao mach (cac chit
tic ché tac dung ctia VEGF).

+ Thubc chdéng giam oxy mé bao (nhu
topotecan, irinotecan, cac chit wc ché
cyclooxygenase - 2).

Céc chat chéng tan sinh mao mach duoc s
dung tiép ngay sau 1 dot xa tri, hoac su dung
ddng thoi voi xa tri. Trong sd cac chat chdng tan
tao mao mach, ddng chi y nhat 1a cic chét tc
ché poly-ADP-ribo polymerase (PARP).

2.4 Cac hormone va cac chit dong vi phéng
X3

Céc hormone dugc st dung trong truong hop
cac té bao khdi u nhay cam voi hormone. Thi du
cac glucocorticoid dung diéu trj cac lymphoma,
tamoxifen diéu tri ung thu vu, cac chét tuong tu
GnRH diéu tri ung thu tuyén tién liét. Cac chat
dong vi phong xa dugc ding xa trj ung thu & cac
t6 chtrc dac biét. Thi du iod phong xa I'® didu
tri ung thu tuyén giap.

2.5 Cac thudc chéng viém phi steroid (CVPS/
NSAID)

Tir 14u, cac kiém tra dich t& hoc (y té) da
chi ra rang diéu tri lau dai bang thudc chdng
viém phi steroid (khong phai steroid) s€ lam
giam co hoi mac khéi u tryc trang. Qua nhiéu
kiém tra thuc nghiém trén chd, da xac nhan
rﬁng: 3% khéi u lanh tinh, 37% carcinoma, 77%
carcinoma dang u nhu tiéu quan (papilloma)
va 15% adenocarcinoma ¢6 ham lugng COX,
cao. Ngugc lai, sy c6 mit cia COX, ¢ dang

lymphoma lai thap, chi co 1,6%. Trong cac
td chtic u c6 COX , cao, lai thz?iy PGE2 va cac
eicosanoid khac duoc san sinh nhiéu, cé tac
dung lam ting truong (16n 1én) khdi u. Vi tac
dung da hudng (nhiéu tic dung) cta PGE, ¢ cac
khéi u truc trang, n6 khong chi [am tang su phan
bao ma con gitip cac té bao u budu sdng 1au hon,
su tan tao mao mach, di can, xam lan... manh
hon.

Nhiéu dan xuit eicosanoid c6 thé gin vao
cac receptor retinoid X (RXR) cta nhan té bao.
Su diéu hoa tang (up regulation) COX,, 1am cac
eicosanoid xuat hién nhiéu va no kich hoat con
dudng truyén tin hiéu thong tin cia RXR, lam
ting sy phan bao. Nhu vady COX, giup phat
trién khdi u . Cac thudce chdng viém phi steroid
trc ché COX,, lam giam nguy co ung thu.

Cac thude c6 tac dung dyu phong u budu quan
trong, phai ké dén 1a cac thudc chong viém phi
steroid. Nhiéu loai thyc phim chirc nang (chinh
hiéu) dang dugc tuyén truyén nhiéu (bén y té)
¢6 tac dung phong chdng u budu hién nay, chinh
1a nhitng chét c6 co ché nay.

Trong s6 cac chat e ché COX, (dung
phong va tri u budu), Carprofen, Piroxicam
va Meloxicam 1a nhitng thudc chdng viém phi
steroid duoc st dung nhiéu nhit & cho. Ca
Piroxicam va Meloxicam déu trc ché hoat tinh
cua COX,, nhung Meloxicam dugc chon lya
nhiéu hon, né dic hiéu hon véi ché. Piroxicam
v6i ché, ¢ didu kién tu nhién, loai carcinoma
bang quang da hinh thanh ciing thuyén giam
(12/18 trudng hop). Cac két qua nay co twong
quan rét chat ché véi su thay ddi ctia apoptosis
va sy giam nong do cac factor sinh trudng
fibroblast (basic fibroblast growth factor) trong
nude tiéu.

III. CAC PHUONG PHAP MOl
PIEU TRI UNG BUGU UNG DUNG
TRONG THU Y
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C6 nhidu thanh tyu méi trong diéu tri ung
thu. Tuy vdy, ung thu van dang ludn 1a van dé
nan giai cuia y hoc va tha y. Dudi day néu 1 sd
phuong phép méi thude linh vyuc diéu tri va dy
phong ung thu.

3.1 Cac chat e che tirosine Kkinase

Céc tirosine kinase c6 thé gip trén cac
receptor & bé mat té bao. Thi du C-kit-receptor.
Céc dot bién cua 1 s6 dang ung thu da lam tac
dung ctua C-kit tang 1én, va kich thich manh
su phan bao, nhét 1a su phéan chia cua cac té
bao béo. Khi ta trc ché tirosine kinase bing
con duong phong toa cac receptor nay, s€ gitp
han ché su phan bao. Pay 1a mot huéng moi
trong diéu tri ung thu hién nay. Cac chat tc ché
tirosine kinase theo hudng nay, c6 Mastinib va
Toceanib phosphate.

Vacxin u hic to (melanoma)

Vacxin u hic t6 1a loai vacxin ADN. Pay
1a san pham cai dat vao ADN- plasmid, 1 gen
tirosinase u hic t§ & ngudi. Cac khang thé dugc
san sinh boi vacxin nay & chod, khac véi cac
khang thé ¢ nguoi, né khong chi 1am doc hai
dén cac protein trén bé mat té bao; ma con lam
ddc hai tirosine kinase cta cac té bao u héc td &
cho bi bénh nay. Pay 1a 1 huéng méi co nhiéu
htra hen.

Ung dung cong nghé nano trong hoa tri

Di gan 50 nim nay, ching ta biét rang cac
cation va anion hoa trj 1, trén céc tinh thé long
Lexitin, déu c6 thé thim qua cac mang sinh
hoc. Cac phan tir colloid kich thudc nho (25-
2500um) da tao nén mot cach tu phat (tu sinh)
cac vi thé m& (liposom). Cac vi thé nay co thé
tiép nhan va giir lai trong né nhiing “vat thé”
(nhu cac phan tir thude) 14y tir mdi trudng xung
quanh.

Céc vi thé m& dugc hinh thanh tir céac
phospholipid ty nhién. Ciing gidng nhu céc
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mang sinh hoc, cac phan tir phospholipid co
trong cac vi thé md, duoc sip xép theo quy téc:
dau phospho ua nude quay ra ngoai. Cac phan
wa nude ¢ thé “dong cira” liposom, nd nhur 1
16p bao vé tu nhién, khong cho cac chét c6 thé
gip trong liposom tryc tiép di vao mau. Nhung
khi n6 tiép cén véi cac té bao xung quanh (co
su tuong hop sinh hoc — biocompatibility), ¢o
moi trudng thich hop, cac hoat chat (thudc) da
nam trong liposome sé& dugc giai phong va dén
gin vé6i cac dich tac dung ciia no (thi du céc té
bao ung thu) . N6 trd thanh thude diéu tri dic
hiéu té bao ung thu. Lai ¢6 giai thich khac, cho
rﬁng: khdi u c6 nhiét do cao hon céc td chirc
khong phai ung thu. Khi cac liposome c6 mang
céc chit chong ung thu & bén trong, theo tudn
hoan mau di vao té chuc ung thu, gap nhiét do
cao O ddy, s& bi “vd” ra va giai phong hoat chat
(thude) vao trong khéi ung thu. Nhu vay, tai
day, né sé truc tiép tac dung 1én té bao ung thu.

3.4 Thikc &in bo sung (thuwc phim chirc niing)
va tac dung phong ngira ung thw

RAt nhiéu kiém tra dich t& hoc cho théy: co
nhiéu factor dinh dudng déng vai trd trong bénh
Iy ung thu. O nhiing con ché cai 9-12 thang tudi,
c6 thé trang gy, nguy co hinh thanh ung thu v
rat thap. O cho, ciing gidng nhu ¢ ngudi, tinh
trang béo phi déu co thé c6 nguy co hinh thanh
cac dang ung thu khac nhau. Duy tri mot khéi
luong co thé 1y tuong, s& giam duoc nguy co
ung thu, giam viém tuyén tuy, dai thio dudng va
cac bénh vé xuong khép. Theo két qua kiém tra
& gidng cho san Labrado (tai liéu cua Hungari)
thi tudi tho ctia nhimg con cho ¢6 co thé gay, dai
hon nhiing con dugc nuodi dudng béo tdt, 1a 1,8
nam. Ty 18 mac ung thu ciing thap hon.

Nhu vy, viéc diéu chinh nuéi dudng bang
nhiing thuc don hop cach , c6 tac dung quan
trong du phong bénh 1y ung thu. O ngudi, ciing
¢6 nhiéu tai liéu dich té hoc chi ra r?mg: st dung
cac loai thirc n giau chat nguon gdc thuc vat
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(phytokemicalia) ciing giam nguy co ung thu,
bénh tim va chung lodng xuong (osteoporosis).

Nhung dén nay, cac thanh phan dinh dudng
¢6 tac dung hd trg chong ung thu & cho, van
chua duoc ghi chép nhiéu va ap dung vao chin
nudi rong rii. Cac phytokemicalia c6 nhiéu
trong hoa qua, rau xanh, 14 cay an qua, cay lam
thudc va ciy gia vi. Trong d6 da c6 rat nhiéu thi
nghiém vé cac thue ph.'flm loai nay trén dong vat
dé trc ché ung thu hodc dé phat hién nhiing tac
dung sinh hoc tdt khac.

Su hép thu cic phytokemicalia, co ché tac
dung va su chuyén hoéa ctia nd, ¢6 vai tro rat hiru
ich cho co thé. Nhiéu tai liéu vé sinh kha dung
cua cac phytokemicalia trén nguoi, da dugc
cong bd.

O cho, di tién hanh cac thi nghiém voi 1 s6
loai phytokemicalia, nhu catechin va isoflavin
cua che¢ xanh. Sinh kha dung ctia nhitng hoat
chat nay, ciing gan giéng nhu & ngudi. Nhung
sinh kha dung ctia nhidu phytokemicalia khéc,
van chua duoc kiém tra trén cho. Nguoc lai, da
xac dinh duoc r.%mg: ca & chd va o nguoi, chang
chuyén hoa dau tién cia cic chit nay, giéng
nhau. Péu xay ra v6i qué trinh glucuronid hoa,
néu tng dung MMP (matrix methallo protei-
nase) dé xur 1y chat irc ché CP- 544439. C6 nhiéu
thi nghiém vé cac phytokemicalia (Resveratrol,
cac san pham indon, genistain va 6-gingerol)
trén nguoi va chod, cho thay c6 mdi lién quan
dén tac dung chdng ung thu. D6 1a vi cac chat
nay (va cac phytokemicalia khac nira) co tac
dung (¢ mirc té bao) chdng ung thu, 1am hinh
thanh apoptosis va trc ché su phéan bao.

Con ¢6 co ché khac rat co ban, 13 tac dung
chéng oxy hoa (antioxydance); diéu chinh lam
giam cac enzim giup cho sy hinh thanh khdi
u, nhu tc ché COX (cyclooxygenase), LOX
(lipoxygenase), (rc ché protein — 1,25, tc ché
VEGF (vascular endothelial growth factor), urc
ché tan sinh mao mach va cac qué trinh khéc.

Tuy nhién, van chua sang to rang cac co ché
nay, thong qua dudng truyén tin hiéu nao dé thé
hién tac dung cta chung va gay apoptosis.

Pi c6 1 s6 bao cao khoa hoc vé tac dung cta
flavonoid véi cac dong té bao ung thu ngudn
gbc tir cho, cho thdy cac flavonoid trc ché (in
vitro) su phan chia té bao ung thu. Nhung lai
chua c6 1 thuc nghiém nao trén [am sang thu y
duoc tién hanh.

C6 nhiéu loai thuc phadm bo sung nham hd
trg chéng ung thu cho nguoi, duge thir trude
trén cho, cho thay chung di lam thuyén giam
cac tri¢u chiing bénh cho cho.

Nhu ta dd biét, ung thu & ngudi va & cho,
¢6 rat nhidu tuong dong. Vi vay st dung cac
phytokemicalia cho nhiing con ché bi ung thu
1a diéu co thé co ich. Khong chi ¢é thé, n6 ciing
con ¢6 lgi cho viée thay déi 16i sdng, diéu chinh
céch an udng cho vét nuoi.

3.5 Cac thwe pham bd sung (thwe pham chire
niing) trong diéu tri ung thw

* Che xanh: Céac catechin cta che xanh (thi du
EGCG = epigallo-catechin — 3-gallat, chat nay
hién dang dugc quang cao nhiéu trén VTV) c6
tac dung chdng ung thu, 1am thé hién apoptosis
va tc ché phan bao. Pa xac nhan rang EGCG
lam triét tiéu cac factor kich thich ting sinh
mao mach ¢ khdi u, nhu factor VEGF (yéu to
phat trién nd6i mé mao mach & khdi u).

EGCG khong chi c6 vai tro trong hoa tri du
phong ma ca trong diéu tri hd trg ung thu.

Hién van chua c6 thyc nghiém nao trén ché
vé van dé nay. Sinh kha dung cua EGCG cho
ubng, rat thip (6 chudt cdng tring 1,6%, & chudt
bach 26,5%). Néu phdi hop vai piperin (c6 trong
hat tiéu den), sinh kha dung s& tang 1én vi no6 uc
ché phan tng glucuronid hoa ¢ rudt. Phdi hop
EGCG véi cac thube trc ché COX s& c6 tac dung
hiép dong trén cac dong té bao ung thu tuyén
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tién liét ( ca nudi cdy té bao, ca thuc nghiém
trén dong vat). EGCG cho udng liéu 2000 mg/
kgTT & chudt cbng tring s& gy chét, con lidu
200 mg/kgTT thi khéng doc. Tron 500 mg/
kgTT/ ngay (v6i thirc an) cho chudt cong tring
an lién tyc 13 tuan 1&, van khong doc. Ciing thu
duoc két qua tuong tu, khong doc, khi cho cho
an 500 mg EGCG / kgTT / ngay (chia 1am 2 lan
trong ngay) véi thirc dn. Nhung véi lidu nay &
cho bi doi (cho udng dang vién nhong) s& gay
morbiditation (1 trang thai bénh Iy bat thuong).

* Acid linoleic lién hop (conjugate linoleic
acid — CLA)

Thuc nghiém trén chudt bach, diéu tri bé“mg
CLA sé& kim ham sy phat trién ung thu da ( gay
ung thu thuc nghiém bang hoa chat). Tiép d6 da
nghién ctru xac nhén CLA c6 tac dung kim ham
su phét trién ung thu dai trang, ung thu vi va u
sdc tb o nguoi. O gia stic, CLA ciing han ché su
phat trién ctia ung thu rudt gia, ung thu tuyén
sita. CLA thong qua con dudng trao doi chét cta
LOX va COX dé thé hién tdc dung. CLA duoc
“lap rap” vao cac phospholipid mang té bao,
lam rdi loan hoat dong cua acid arachidonic,
tir d6 lam ngin can san xudt cac eicosanoid. Tai
ung thu tuyén tién liét va ung thu vii cia ngudi,
théy CLA c6 tac dung lam giam sy hi¢n dién
cua COX, va sy sdn sinh cac san pham chuyén
hoa cta no. Nho kich thich su ¢6 mat cua cac
gen chi phéi tién apoptosis ma CLA trc ché qua
trinh tién trién cua khdi ung thu. O cac truong
hop u ac tinh tuyén vii ctia cho, CLA e ché sy
san sinh protein EP, va su phan bao cua té bao
ung thu. Trong qua trinh nghién ciru CLA da hé
16 rang: st dung CLA nhu 1 thyc pham chirc
nang, khong chi c6 tic dung Ién COX, va EP,
c6 trong cac té bao u vii ac tinh; ma cling co tac
dung véi chiing, ca trong cac thanh té mé dém
tao nén khéi u.

* Cac acid béo chwa no : Pay la nhitng chat
thiét yéu ciia co thé. N6 can dugc bo sung vao
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thure an. Dya vao ciu trac hoa hoc, chia thanh 2
nhom chinh:

- Cac acid béo omega - 3
- Cac acid béo omega - 6.

Ching khong chuyén hoa qua lai véi nhau,
trong t6 chirc khi quan cua co thé. Acid linoleic
thudc nhoém omega - 6, v6i chudi carbon ngan.
Omega - 3 va omega - 6 c6 nhiéu trong thit, ca,
nhit 12 trong dau c4. Nhung hién nay, nhiéu nha
khoa hoc cho ring chung ciing c¢6 thé s& dugc
chiét ra tir diu ciia mot loai thue vat nao do, nhu
ciy cai dau, dé sir dung trong doi séng. Hién
nay trén thuong trudng c6 ban rat nhiéu cac san
pham chtra 2 loai acid béo omega nay.

Néu st dung liéu cao, omega - 3 v6i chudi
carbon dai, s€ co tac dung tdt, ma trude hét 1a
giam lugng acid arachidonic, va tir day, s€ giam
duogc lwong cac chat chuyén hoa c6 hai cua né
(cac chat tién viém). Bén canh do, cac acid béo
chua no nay, cling anh hudng truc tiép ca trong
qué trinh viém, anh hudng dén qué trinh truyén
cac tin hiéu thong tin lién quan dén hinh thanh
ung thu.

Két Iugn: Miac du nhan loai da ton kém
khong it tién cua trong nhiéu thap ky qua, dé
nghién ctru bénh ung thu, nhung dén nay bénh
van dang con la mdt ganh nang, mot can tro,
mot thach thirc dé ning 1én doi séng thuong
nhat ciia con nguoi.

Mic du cac nha khoa hoc & khép noi trén
thé gidi da hao ton biét bao cong stc va tri tué;
nhung nhirng thanh twu gianh dugc, ¢ thé néi,
van méi chi 1 “hé 16, md duong”, van chi gitp
cac bénh nhan, bénh suc, kéo dai thém chit dinh
thoi gian cho cudc séng ciia minh.

Nhung, nhat dinh viéc khdng ché, phong
ngtra, diu tranh chong bénh ung thu ¢6 hiéu qua
cao, khong phai 1a con duong cut... ./.





