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Y HOC CA THE HOA TRONG BENH UNG THU

Hodng Thj Bich Ngoc'!

TOM TAT

Y hoc ¢4 thé hoa la mét tién bo trong y hoc v6i céc nguyén téc diéu tri: “Dlng ngudi bénh, ding thuéc,
ding liéu, va vao dung thoi diém”: Y hoc c4 thé héa lién quan dén viéc xéc dinh di truyén, théng tin di truyén
va céc biéu hién 1am sang cho phép dw doén chinh xac vé tinh nhay cdm ctia nguoi sé phat trién bénh, qua
trinh clia bénh, va dap tng ciia ngudi bénh khi diéu tri.

C6 nhiéu k thuat: Chup X-quang, siéu am, CT scan, MRI, PET- CT, c4c chi s6 ung thue... dé chan doén
ung thu va céc giai doan ciia bénh. C4c khai niém vé ‘chén doan déng hanh”, theo d6 céc xét nghiém phén
tir c6 thé do ndng do ciia cac protein, gen, hodc dét bién cu thé, duoc st dung dé phén téng tinh trang
bénh, dé dy doén sw phét trién bénh ciing nhw dé cung cdp mét ligu phép hiéu qué cao dbi voi ting bénh
nhén ung thw . Cung véi liéu phép diéu tri nh&m dich, y hoc cé nhan héa trong ung thuw dang ngay cang
phé bién va phét trién.

C6 nhidu ky thudt: dién tam dé, cac chi ddu sinh hoc, siéu &m noi mach, CT scan... dé chan doan bénh
tim mach va céc giai doan cua bénh. Viéc phéat hién céac thay ddi hé gen gitp chén doén céc nguy co va
tién lvong bénh. Trong linh vire pharmacogenetic va pharmacogenomic, véi viéc phét hién cac dot bién
gen, céac da hinh nucleotid don (SNPs) va cac bién thé sé luong ban sao (VNVs) ctia bénh nhén bénh tim
mach gidp viéc Iira chon thudc thich hop va hiéu qué ciing nhw dé chon liéu diéu tri phu hop tranh higu ting
qué mirc cia céc loai thuéc.

Y hoc c4 thé héa cung cép céc phuong tién dé duw doan, nhdm ngén ngira, va diéu tri bénh, cho phép
tién lrong, diéu tri nhdm dich... dé ddy manh viéc theo doi strc khde, chdm séc strc khde trude cho ca thé
va céng déng .

Y hoc ¢4 thé héa gép phén vao sw phat trién viéc quan Iy strc khde, dac biét Ia trong Iinh virc bénh tim
mach. Trong twong lai, n6 sé anh hudng dén toan bo cadnh quan cua hé théng chdm séc stc khée. i
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ABSTRACT
PERSONALIZED MEDICINE IN CANCER
Hoang Thi Bich Ngoc?

Personalized medicine is a progress in medicine with the treatment principles: “The right patients with
.the right drug, the right dose, and the right time”. Personalized medicine involved identifying genetic,
genomic and clinical manifestation that allowed accurate predictions of person that might develop disease,
progressive disease, and their response to treatment.
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There are many techniques: X-ray, ultrasound, CT scan, MRI, PET CT, cancer markers,... for
diagnosis of cancer and of disease stages. The notion of “companion diagnostics”, whereby molecular
tests that measure levels of proteins, genes, or specific mutations are used for stratifying disease
status, to predict disease development as well as to provide a highly specific therapy for an individual’s
cancer. Along with the targeting therapy, personalized medicine in cancer development is increasingly
widespread.

There are many techniques, such as: ECG, biomarkers, intravascular ultrasound, CT scan... for diagnosis
of cardiovascular disease and their stages. The detection of genome changing helps to diagnose the risk
and prognosis. In the pharmacogenetic and pharmacogenomic domains, with the discovery of the gene
mutations, simpie nucleotide polymorphism (SNPs) and Copy- number variation (VNVs) of cardiovascular
patients can get help to choose appropriate and effective medicines as well as appropriate therapeutic

dose to avoid excessive effects of drugs.

Personalized medicine provides the means to predict, prevent, treat and cure diseases, it also
enable prognostics, target therapy, promote longitudinal wellness and advance health care for the

community.

Personalized medicine contributes to the evolution of health management practice, especially in
cardiovascular diseases fields. In the future, it will affect the entire landscape of healthcare system.

Key word: Personalized medicine, cancer

Thuat ngit “Y hoc ca thé héa” thudng dugc mo ta
la: “Diéu trj dGng bénh nhan véi dung thubc, ding
lidu, vao ding thoi diém.“Piéu nay ddi chibu voi
Y hgc phuong Déng khong ¢ gi méi, rat phi hop
v6i quan diém “Bién chting luan tri “ciia Y hoc cb
truyén. Céc thdy thuc Dong y ludn c6 quan diém la
chita cho ngudi bénh chir khong chi la chita bénh.
Ngay xwa d6ng y chan doan dwa trén tir chan: Vong,
vin, vén, thiét va diéu trj bénh dya theo bénh tinh,
tudi, gidi, cc yéu tb: han, nhiét, hu, thuc. Khi didu
trj cét thudc cho timg ngudi bénh véi cac vi thube
c6 tinh:bd, ta....Y hoc c4 thé héa trong y hoc hién
dai lai quay vé véi quan diém cia y hoc cb truyén
phwong Dong nhung dya trén co s& hién dai hon, d6
14 co s& ctia di truyén véi viée phat hién cac bién thé
da hinh nucleotid don, c4c dot bién diém, céc bién
thé s6 lugng gen dé tién doan bénh, chin doén sém
trude triéu chimg. Bang cac ky thuat hién dai dé
chén doan xac dinh, phan tAng chi tiét dé c6 hudng
didu trj chinh x4c dat hiéu qua cao.

I. KHAI NIEM CHUNG

Y hoc c4 thé héa la mé hinh

- Cham séc sirc khoe, dy doan tinh nhay cam
clia ting ca thé v&i bénh tat, cai thién viéc phat hién

4

bénh, ngan chan tién trién cua bénh dé dua ra nhiing
quyét dinh y té thich hop

- Pidu tri phu hop cho timg bénh nhan vao ding
thoi diém bang cach sir dung cac :Thir nghiém y hoc
c4 nhan dé chin doan chinh x4c va dé dat t6i liéu
phép diéu tri thich hop nhét véi timg ngudi bénh
dé: dat hiéu qua t6i da va Giam thiéu cac phan tmg
bt lgi.

Co s& ctia Y hoc c4 thé héa dua trén dit liu tir
Du 4n B9 gen ngudi va cac k§ thuat chdn do4n nhu
Hinh thai hoc, Héa mé mién dich, Hoéa sinh, Sinh
hoc phan tir va Di truyén [2].

1.1. Hé gen (b gen) 1a ké hoach chi tiét cho
co thé mdi ngudi, dwoc thé hién trén khoang 3 ty
cdp base, khoang 22.000 — 25.000 gen, chi chiém
khoang 2% bd gen, phan con lai 12 viing khéng ma
héa, dugc cho 1a c6 tac dung diéu hoa cac chirc ning
cua gen. Bd gen nguoi dugc tao ra tir trinh tu céc
mononucleotid nhu da biét, n6 chira cac dit liéu
cung cAp, huéng din qua trinh tao thanh céc protein
trong co thé. Trén d6 c6 chita céc bién thé da hinh
nucleotide don (single nucleotide polymorphism-
SNPs) va céc bién thé sb luvong ban sao (Copy —
number variations- CNVs) .

1.1.1. Bién thé da hinh nucleotid don (SNP) tinh
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dén ngay 16/10/2014, c6 12.736.897SNP trén bd
gen ngudi da dugc cong bb). Cac SNP c6 thé & ving
khong mi héa gen, ving ma héa gen. Cac SNPs &
viing ma hoéa c6 nhiéu loai, cdc SNP gy ra sy thay
dbi trén RNA thong tin va din dén thay dbi acid
amin trén chudi polypepid con duge goi la cac dot
bién didm. Nhitng thay déi duoc tim thdy c6 mdi
lién quan v&i sy nhay cam mot s bénh, 6 lién quan
dén mot s6 bénh nhu bénh da polyp tuyén gia dinh
c6 @6t bién & ¢.1165 trén gen APC.

1.1.2. Bién thé s6 lugng ban sao (CNVs). C6
khoang 10 — 15 triéu CNVs, chiém khoang 13% trén
DNA cua by gen nguoi. D dai mdt CNVs khoang
1000 — 1.000.000 nu. Céc bién thé ndy dugc tim
thiy gy nén su nhay cam hoic khang véi bénh tt,
vi du s6 ban sao cia EGFR cao hon & ngudi ung thur
phdi khong té bao nho [3].

1.2. Cac k§ thuét chin doan

Trong ung thu, cac thiét bj k¥ thuat chén doan
hinh thai hoc ngay cang tién bd nhu X quang, siéu
am, noi soi, CT scane, MRI, Pet CT... Cac xét
nghiém héa mo6 mién dich, mién dich huynh quang
lai tai chd (FISH), cac xét nghiém hoa sinh véi
viéc xac dinh cac déu 4n sinh hoc gitp viéc chin
doan xé4c dinh. Céac k¥ thuét sinh hoc phan tir c6 thé
du doan kha ning méc bénh gitip cho cong tac du
phong, ciing nhu c6 thé gitp viéc chén doan phan
thng chi tiét. Cac k¥ thuat d6 c6 thé chia thanh cac
loai sau: "

e 1.2.1. Genetic carrier tests: (thir nghiém mang
gen di truyén) x4c dinh ngudi mang gen dot bién, thi
du bénh da polyp tuyén gia dinh.

e 1.2.2. Predictive tests: xét nghiém tién doan
dugc thuc hién trén nhitng nguoi thira huong dot
bién di truyén. Thi du xét nghiém BRCA1, BRCA2
dugc thuc hién trén nhitng phuy nit trong gia dinh
ung thu vi.

o 1.2.3. Pre-symptomatic tests, xét nghiém
truée trigu chieng, Tinh chi s6 nguy co ROMA
(dwa theo ndng d6 hai chi t§ khdi u CA125 va HE4)
dé dy doan nguy co 4c tinh ciia khdi u phin phu &
phu nit. Xac dinh hoat d Pepsinogen (PG) 1va Ty
16 PG I/PG II trén nhitng bénh nhén viém da day thé
teo (PG I va PG I/II nhiéu kha ning 12 ung thu)
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e 1.2.4. Diagnostic tests, sub-classify: XN chén
doén, phén ting chi tiét, duéi nhém... Thi du dudi
nhém ung thu vi :Loai ung thu v ¢ xét nghiém ER
(+); PR (+) thi dugc diéu tri bang Hormon. Trong
khi d6 nhitng bénh nhan ung thu vi cd sy ting
truong HER2 sé& duoc didu tri bing Tratuzumab [4].

Il. Y HOC CA THE HOA TRONG BENH
UNG THU ,

Ung thu, can bénh hiém ngheo van tiép tuc phat
trién rong trén khip thé gidi, dic biét & nhitng nuée
dang phat trién. Dy tinh tir nay dén nam 2030, mdi
nam s& ¢ thém 22 triéu trudong hop méi méc bénh .
Con sb nay trong nam 2012 13 14 tri¢u. Theo thong
tin tir BO Y té Viét Nam va Tb chirc Y té thé gidi
(WHO), hang nim, Viét Nam c6 khoang 150.000
-200.000 ngudi mic bénh ung thu méi va khoang
75.000 - 100.000 ngudi tir vong vi can bénh nay.
Ung thu hién nay dang la nguyén nhan thir hai gay
tir vong & Viét Nam. Phén 16n cac bénh nhan ung
thu & Viét Nam (khoang 70%) chi dén bénh vién
diéu trj khi d& qua mudn, khién cho co hoi chita
khoi bénh rat thap. Phat hién sém ung thu 13 diéu
rét can thiét. :

C4 thé hoa trong ung thur chinh 13 viéc giai quyét
mot cach triét dé cac khau: Tién doan kha ning,
nguy co mic bénh bang cic xét nghiém tién dodn,
xét nghiém truge triéu ching. Chan doin phat
hién sém bing cc ky thuat chin doan hinh anh
vGi cac may moéc hién dai, cac xét nghiém Mo
hoc, cac biomarker. Chdn doan chinh xéc, phan
tang chi tiét bing cac ky thuat héa mo mién dich,
ky thuat huynh quang lai tai chd (FISH) k¥ thuat
sinh hoc phén tir dé dinh hwréng diéu trj phit hop dat
hiéu qua t6i wu [1].

2.1. Nhitng dong gop cua di truyén trong cic
bénh ung thw

Nghién ctru vé by gen va cac ky thuat thir
nghiém da gitip nhiéu cho cong tac dy bio nguy co,
chin doan sém, chdn doan phan ting chi tiét gitp
cho viéc quyét dinh huéng diéu tri. Dic biét véi
s phét trién ciia c4c thudc diéu tri huéng dich cac
bénh nhan ung thu 1a nhitng nguoi duge thiva hudng
nhiéu trong chién lwgc y hoc ¢4 thé héa.



* Trong du béo v& di truyén

Sau su thanh c6ng cta du an bd gen nguoi, cac
nghién ciru vé gen trong ung thu ngdy cang phat
trién. Nhiéu nghién ctru da cho thy ung thu lién
quan mét thiét dén di truyén: ung thu v, ung thu
dai trang thé da polyp tuyén gia dinh. Xét nghiém
BRCA1, BRCA2 ciing da gilip nhiéu ngudi phong
chéng ung thu vi.

*Trong chdn doan xac dinh va theo ddi khi
diéu tri

Vi du v6i ung thu phéi, dua vao céc triéu ching
lam sang, can ldm sang nhu Xquang, siéu am, ndi
soi, CT, MRI, PET/CT. Cac xét nghiém hoa sinh
CEA (Carcino Embryonic Antigen), CYFRA 21.1
(Cytokeratin-19 Fragments), SCC (Squamous Cell

Y hoc cd thé héa trong bénh ung thu

Carcinoma Antigen), ProGRP (Prograstin releasing
peptide), NSE (Neuron Specific Enolase )

ProGRP duoc coi 1a dic hiéu hon véi Ung thu
phdi té bao nho (UTPTBN), CYFRA 21.1 duoc coi
1a dac hiéu hon véi Ung thu phdi khong té bao nhod
(UTPKTBN).

* Chén doan phan loai duéi nhém cua ung thu
phdi khong té bao nho. Bang k¥ thuat sinh hoc phén
tir, phat hién cac dot bién EGFR, dot bién KRAS.
Bing KT Héa md mién dichhodc ky thuét huynh
quang lai tai chd (FISH) dé phat hién dot bién ALK
tyrosin kinase receptor (con goi la CD246)

2.2. M6t quy trinh chin doan va didu tri
UTPKTBN d dugc nhidu nude thuc hién theo so
dd dudi day.
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Céc thude Gefitinib (Iressa), Erlonitib (Tarceva),
Crizotinib (Xalkori) trc ché Tyrosin Kinase theo co
ché ngén can su phosphoryl héa tyrosin kinase, Tuy
nhién day 1a sy tc ché hdi phuc nén sau khoang
thoi gian diéu tri bénh nhan thé hién sy khang thube.
Afatinib (Gilotrif, Tovok)dddugc Cuc Quan ly
Thuc phédm va Dugc phim Hoa Ky chip nhan cing
v6i Erlonitib (Tarceva) trong diéu tri UTPKTBN,
1a diéu trj ddu tay cho bénh nhan dot bién EGFR
duong tinh. Erlotinib lién két hoa tri véi cysteine

797 cia thu thé yéu t6 ting trudng biéu bi (EGFR)
vi vay dugc khuyén dung hon Erlotinib

Viéc nghién ctru co ché phan tir cua diéu tri
hudéng dich, cung véi chién lugc Y hoc ca thé héa
da dem lai nhiéu hy vong trong didu tri ung thu.

Vi quan diém c6 sy tOn tai té bao géc ung thu,
cac nghién cliu vé didu tri ung thu lai m& ra mot
huéng méi vé vi méi truong té bao ung thw. Day s&
12 diém y8u cta té bao ung thw, d& mét chién lugc méi
diéu tri ung thu nhim t6i trong twong tuong lai [1].
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III. KET LUAN

Loi thé cu thé ma y hoc c4 nhan dem lai cho bénh
nhinung thu va béc si 1am sang bao gdm: Cac quyét
dinh y t& dua trén nhidu thong tin hon, can thiép sém
hon do dugc tién doan bénh, chin doan bénh sém. Véi
phuong phap diu trj huéng dich két qua diéu trj cao

hon, giam kha ning téc dung phu tiéu cuc. Nhu vy
thi y hoc s& tap trung vao cong tac phong chbng va du
doéan ctia bénh chir khong phai la phan (mg vé6i bénh.
Trong twong lai véi sy phét trién ciia c4c ky thudt sinh
hoc gi4 thanh cac xét nghiém thudc loai nay gidm hon,
chi phi chim séc sirc khoe s& giam hon.
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