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15 nam qua

BS Cung Thi Tuyét Anh
B6 mon Ung thw — DHYD TP HCM
Bénh vién Ung Buwéu TP HCM



Mo dau

« 15 ndm qua bung nd tién bd trong nganh UT:
 Chan doan,
* Phat hién s&m
 Cai thién tién lwvong cua nhirng bénh UT kho tri
hoac & giai doan di can.

 Nhirng tién bd nay co dwoc la nhd nhivng thanh
twu trong cdng nghé sinh hoc, di truyén hoc, sinh-
tin hoc, cdng nghé théng tin ... va nhirng d6i mai
trong chién lwoc diéu tri da mé thic.



Mot s6 thanh twu tiéu biéu

trong chan doan va diéu tri




Ky thuat giai trinh tw gen
hién dai

« H& gen ngwdi gom > 3 ti nucleotide
mang toan bd théng tin di truyén
quyét dinh dén hinh dang, strc khée
va su phat trién cda con ngudi.

 Nam 2001: xay dwng co ban xong
hé gen chuan cua nguoi

* Chi phi > 31ti USD, trong 15 nam.

* La mot trong cac dot pha khoa hoc
quan trong nhat thé ki 21.




Ngay nay, ky thuat giai trinh tw gen mé&i cho phép
doc cac doan DNA dai, th¢i gian nhanh chdng
hon va giam gia thanh nhiéu 1an

Loi ich: chan doan va phan loai UT, khao sat UT
di truyén, ca thé héa viéc diéu tri UT, tién dén
tam soat UT

Thang 7/2019: Viét Nam cong bd Giai ma bé
gen ngweoi Viét — (E-kip TS Lé Sy Vinh, Khoa
CNTT, Pai hoc Cong nghé, BPHQGHN)




Ky thuat sinh thiét 1éng (Liquid biopsy)

» La céch lay mau dé chan doan bénh UT, nhung
bénh pham la chat dich (mau, dich nao tuay, nwéc
tidu ...)

 Nguyén ly: trong mau co thé tim thay TB UT
(CTCs) hoac DNA Iwvu hanh trong mau (ctDNA)
duwoc phong thich tir TB UT da chét

» Tach chiét nhirng doan DNA nay va phan tich
bang cac phuwong phap:

« NGS > dé khao sat di truyén hodc chan doan UT
« PCR - dé theo dbi sau diéu tri bénh UT
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en.wikipedia.org/wiki/Circulating_tumor_DNA



May siéu am vu tw déng 3 chieu (ABUS)

« KT m&i ndy cho ra hang tram hinh anh lat cat siéu
am vu tir nhiéu goc do.

* Dac biét & phu nlr c6 md va day, nguy co UT vl
cao, nhi anh tam soat dé bo soét ton thwong.

» Quy trinh si@éu &m bang ABUS dai tr 7-15 phdt.

« Hinh anh toan b tuyén vi dwoc lwu triy

« Khéng phu thudc ky nang thao tac cua BS/ KTV SA

o -I[én tai: ABUS + nh ér)h - d6 dac hiéu 97%, tang
gap doi s6 ca UT xam lan duoc phat hién

www.ithonline.com/article/abus-future-breast-screening



Hinh nhi anh:
moO vu day dac

Scattered
fibroglandular
densities

Almost entirely
fatty

Heterogeneously Extremely
dense dense

May siéu am vu
tw déng 3 chiéu



N{r 54t, tam soat
UT vU

 Nhi anh
« a-CC
 b-MLO
MO vu day khéng
bat thwong

« ABUS cung ngay v&i nhii anh:

c- VU P, 11g cach nim va 6ecm: tdn thwong 7 mm carcindm ong
tuyén vi xam lan, G1, gdoan |

d- VO T, 12g cach ndim v 3 cm: tdén thwong 1 cm, carcindm tiéu
thuy tai cho, G1.

Kevin Kelly, European Radiology, March 2010, Volume 20



Noi soi phé quan c6 hwéng dan toa dé
trong dién-tw trero'ng

» Cho t6i nay, viéc c6 dwoc mau mo budu phdi,
hach trung that, dé xét nghiém GPB khong phai
lubn dé dang.

Video

https://www.youtube.com/watch?v=jZExBXDwYdk



Electromagnetic Navigation Bronchoscopy.mp4
https://www.youtube.com/watch?v=jZExBXDwYdk

May xa tri hién dai c6 hinh anh hwéng dan

* Image-guided radiation therapy (IGRT) la pphap
xa tri két hop hinh anh XQ, CT hoac MRI trong Ilc

Xa
» Gilip trvong chiéu xa tap trung toi wu va chinh xéc
vao thé tich dich ngay trong luc dang chiéu xa
« Pac biét can thiét khi buwdu di dong theo nhip tho
» Nh& KT nay liéu xa c6 thé tang thém -> kiém soét

bwou tot hon
M0 lanh bj chiéu xa rat it = tranh bién ching

Video



Image Guided Radiotherapy (IGRT) Trilogy.mp4

Xa tri bang chum tia proton

Pac diém chum tia proton:
- Khi xuyén vao mé, liéu xa
rat thap,

- Khi dén mot d6 sau nhat
dinh (vi tri khoi bwéu), lieu .
xa tang |én rat cao, \ e ey Teamen
- Khi ra khéi vi tri bwéu liéu
xa gidm nhanh roi bién mat
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Phong may xa tri tia proton




Proton Therapy
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More Radiation

Less Radiation

Xa tri n&o va ong tdy bang tia proton cho bénh nhi bi bwéu nguyén bao tdy
(medulloblastoma) tranh dwoc 20 Gy lieu xa khdng can thiét vao cac co
guan & nguwc va bung, so v&i xa tri Ky thuat IMRT vai tia X



Phét trien thuéc nham dich (Targeted therapy)

1- Tim ra co ché sinh ung va nhirng dot bién gen
chu dao

2- Tim ra cac dich phan tw dac hiéu, gilr vai tro
guan trong trong viéc phan chia, sinh san cua TB UT
3- Nghién ctru séang ché thudc nham vao cac phan to
dich theo nguyén ly khang thé dorn dong

4- Thiét ké va thuc hién nghién ctru thir nghiém [am
sang



Tai sao goi |a nham dich?
Vi cac phan tw dich nay tap trung rat nhiéu & TB bwéu

Overexpression in Breast Cancer

HER2 is overexpressed in
~ 25% of breast cancers

Normal (1x)
~ 25,000-50,000 HER2
receptors

Overexpressed
HER2 (10-100x)
up to ~ 2,000,000
HER2 receptors

Pegram MD, et al. Cancer Treat Res. 2000;103:57-75.
Ross JS, et al. Am J Clin Pathol. 1999:112(suppl 1):S53-S71.
Slamon DJ, et al. Science. 1987;235:177-182.




New Directions in the Treatment of Patients With HER2-Positive Breast Cancer
clinicaloptions com/oncology

Mechanism of Action of Lapatinib
Compared to Trastuzumab
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Downstream signaling pathways

Cell proliferation Cell survival

CLINICAL CARE OPTIONS®
ONCOLOGY



Ho6i sinh va phat trién liéu phap mién dich
chong UT
« Dau thé ky 21: Liéu phap MD chdng UT dac hiéu va
hiéu qua hon truwdc day
« Cac ky thuat hoat hoa té bao lymphé T “giéet” (T8)
« Nubi cay TB lymph6 tham nhap trong bwéu, cho tiép

xUc vé&i khang nguyén dac hiéu cta bwdu roi truyén lai
vao co thé BN

« Ché tao cac TB lymphd T mang thu thé dac hiéu voi
khadng nguyén (CAR-T cell)

o/ U'c ché chot kiém soat mién dich (Checkpoint inhibitor)




LP ¢rc ché chot kiém soat mién dich
(PD1, PD-L1 inhibitor)

TB tua, trinh dién

khang nguyén TB lympho T “giét



LP ¢rc ché chot kiém soat mién dich
(PD1, PD-L1 inhibitor)

TB ung thw

TB T dwoec hoat héa,
tiéu diét TB bwéu



Ché tao CAR-T cell
(Chimeric antigen receptor T cell)

THE MAKING
OF A CAR T-CELL ATTACK

How CAR-T therapy works

LY

Step 1

Step 2

Step 3

Step 4

Step 5

Blood taken from patient

Filter out the immune 'T' cells

A harmless virus used to deliver
genes into 'T' cells modifies them
to recognise and target cancer cells

Modified cells duplicated in lab

The modified CAR-T cells are
injected back into the patient

Source: BBC research

EHEE



Cai thién tién lwong cac bénh UT kho tri
hoac & giai doan di can

« Nghién ctru AURA 3: UT phdi khéng TB nhd, di can
nao, co dot biéen EGFR. So sanh Osimertinib va hoa tri

Median progression-free
0 survival, months (95% CI)
“7 L —— Qsimertinib (n=93) 8.5(6.3-12.3)
‘Eq_“h._ —— Platinum-pemetrexed (n=51) 42(41-54)
0.8 fn oY L Hazard ratio for disease progression or death,

L‘L 0.32 (95% CI, 0.21-0.49)
- _H_\_Hh—hﬂ_m
L_‘ Osimertinib

- Haunumﬂemetrexed

04+

0.2+ .H—\—LL

Probability of progression-free survival

ﬂ I | [ I | 1
0 3 b 9 12 15 18
Months
Mo. at risk
Osimertinib 93 80 46 27 14 4 0
Platinum-pemetrexed 51 32 9 4 2 0 0

N Engl J Med 2017; 376:629-640



Cai thién tién lwong cac bénh ung thw kho tri
hoac & giai doan di can

LP mién dich vé&i pembrolizumab & BN mélan6m ac
di can
Pembrolizumab (MK-3475) in Advanced
Melanoma: Survival by PD-L1 Expression

Progression-Free Survival Overall Survival

— PD-L1 positive — PD-L1 positive
—PD-L1 negative — PD-L1 negative

0 20 40 60 80

PD-L1 positivity: staining in = 1% of tumor cells

Kefford R, etal. ASCO 2014. Abstract3005.




Céa the hba viéc dieu tri ung thw

« Cac nghién ctru tap trung vao cac dau an sinh hoc
dé tim ra dac tinh sinh hoc riéng ¢ tirng BN

« MOi phan nhom sinh hoc sé rng hop v&i mot cach
diéu tri riéng, tang hiéu qua, tranh doc tinh



Chon Iwa diéu tri bwée 1 UT phoi KTBN, khéng TB gai

Considerations for treatment decision-making in 1L Non-

Squamous NSCLC

Bénh nhan Phan tich
va dic diém dau an
bénh ly sinh hoc
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Ung thw phéi khong TN nhé giai doan tién xa

Thubc nham dich  Erlotinib Crizotinib Crizotinib Tepotinib
Gefitinib Ceritinib Ceritinib
Afatinib Alectinib

Osimertinib



Tien bé tai Viét Nam

» Tai VN, viéc trng dung cac tién bd KHCN trong ‘
Iinh vire chan doan va diéu tri UT ngay cang nhiéu

« Thwdng di sau thé gidi khodng > 5 nam mai ap
dung dwoc rong rai, do gia thanh cao

« Cac nha khoa hoc VN hop tac nghién cru qudc té,
trong labo va thi nghiém lam sang ngay cang
nhiéu

« Can dat chuan vé mat bang chuyén mon va nhan
lwe cho tat ca cac khoa ung bwéu trong ca nwdc



Két luan

» Céc tién bo trong chan doan va diéu tri UT ngay
nay dwa trén nhi¥rng hieu biét ngay cang sau sac
vé sinh hoc UT (co ché trong gen, ngoai gen)

 C4c ng dung dé chan doan va diéu tri dwoc phat
trien dwa trén cong nghé vi tinh va cong nghé sinh

NOC

- Két qua dang khich 1& dac biét doi vai cac loai UT

kho tri hoac & giai doan di can

» Vé hoc thuat, cac thir nghiém l1am sang da trung
tam duoc tien hanh nghiém ngat nén co dé tin cay
cao



Chan thanh cam on



