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LOI CAM ON

T6i xin bay to long biét on sau sic dén Gido su, Tién sy Tran Vin
Thuén, Giam ddc Bénh vién K, Ch nhiém bd mon Ung thu truong Pai hoc Y
Ha Noi, ngudi thay di tan tinh day bao, tryc tiép huéng dan, gitap d& t6i hoan

thanh ludn an nay.

T6i xin tran trong cam on Phé gido su, Tién sy Lé Van Quang, Pho
Giam dbc Bénh vién K, Phé chu nhiém bd mén Ung thu - Truong Pai hoc Y
Ha Noi, da gitip dd, cung cép cho t6i nhitng kién thirc, phuong phap luan, tao
diéu kién gitip t61 hoan thanh luan vin nay.

T6i xin tran trong cam on Tién s§ Nguyén Tién Quang, Ph6 giam ddc
Bénh vién K, Trudéng khoa Diéu tri theo yéu cau Quan St da dua ra nhiéu 1oi

khuyén hiru ich, gitp do to1 trong qua trinh hoan thanh ludn an.
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viéc va hoan thanh luan an.

T6i xin tran trong cam on Tién sy Trinh Lé Huy, Phé truéng bo moén
Ung thu Pai hoc Y Ha Noi da dua ra nhiéu 16 khuyén hiru ich, giup do to1

trong qua trinh va hoan thanh luan an.



To1 xin tran trong cdm on Ban Gidm ddc Bénh vién K, B0 mon Ung
thu, Phong Sau Dai hoc - Truong Pai hoc Y Ha Noi da tao moi diéu kién
thuan loi cho t61 trong qua trinh thyc hién luan an.

T6i xin chan thanh cam on toan thé Khoa Noi 5, Khoa Piéu Tri A -
Bénh vién K da giup do toi trong qua trinh thyc hién luén an.

Kinh tdng cha, me, vg, cac con va gia dinh nhiing nguoi luén bén t61
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LOI CAM DOAN

T61 1a Pham Tuin Anh, nghién ctru sinh khoa XXXV, Truong Dai hoc Y Ha
NO1, chuyén nganh Ung thu, xin cam doan:
1. Pay la ludn an do ban than to61 truc tiép thuc hién dudi su huéng dan
cia Thay GS.TS. Tran Vin Thuin va TS Lé Thanh Pirc
2. Cong trinh nay khong triung lap véi bat ky nghién ciru nao khac di
dugc cong bd tai Viét Nam
3. Cac s6 liéu va thong tin trong nghién ctru 1a hoan toan chinh xac, trung
thuc va khach quan, da dugc xac nhan va chép thuan cua co s& noi
nghién ctu

T6i xin hoan toan chiu trach nhiém trudc phap luat vé nhirg cam két nay.
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PAT VAN PE

Ung thu va (UTV) 1a bénh ung thu hay gip nhit & phu nit va ciing 1a
nguyén nhan gay tor vong do ung thu nhiéu nhét tai cac nudc trén thé gidi.
Theo GLOBOCAN nim 2018, trén toan thé gidi c6 2.088.000 trudng hop ung
thu vii m&i mac, chiém 24,2% trong tong s tat ca cac loai ung thu & nir gidi
va sb truong hop tir vong do UTV 1a 626.000 truong hop [1]. Tai Viét Nam,
UTV 1a bénh ¢6 ty 1é mdi mac cao nhat trong cac ung thu & nit gii véi
15.299 truong hop méi mic theo théng ké nim 2018. S6 trudng hop tir vong
hang nam udc tinh 1a khoang 6100 phu nit, cd nudc c6 khoang hon 42.000
truong hop dang sdng cung bénh ung thu va [2], [3]. Mic du ty 1& mac UTV
c¢6 xu hudng ting trong nhitng nim gan day nhung ty 1 tir vong do bénh van
tung budc dugce cai thién nho cac thanh tyu dat dugce trong phong bénh, phat
hién bénh sém, chan doan va diéu tri.

Hoa tri bd trg dong vai tro rat quan trong trong diéu tri ung thu va giai
doan sém. Muc dich ctia ho4 tri bd trg sau mo ung thu va cling nhu cac ung
thu khac giai doan sém 1a nham tiéu diét, trir tiét (eradicate) cac vi di cin con
lai sau phau thuat, cai thién thoi gian séng thém. Cac tién bo méi nhit vé hoa
tri cac khdi u dic, bén canh viéc phat minh tim ra cac thudc méi, 1a thanh
cong cia cac nghién ctiu theo hudng ting tan suét gitta cac chu ki cla céac
phac d6 hién hanh. Phac dd lidu day duoc chimg minh hiéu qua, dung nap tét
va ap dung rong rii ¢ nhiéu trung tdm trén thé gidi. Theo guidleline NCCN
phién ban 1.2020, phac d6 AC — T liéu day duoc xép vao phac d6 uu tién
(preferred regimens) véi mirc bang chimg 1, 1 mrc bang chimg manh va tin
cdy nhat, duoc ching minh bang cac phén tich tong hop va thir nghiém 1am
sang ngau nhién ddi chimg chit luong cao, cho két qua nhét quan [4]

Nghién ctru GONO-MIG véi ¢& mau 1214 bénh nhan so sanh phac d6 FEC
chu ki 3 tudn va lidu day 2 tuan c6 du phong ha bach cau bang filgrastim cho
thay nhanh diéu tri liéu day c6 xu hudng cai thién thoi gian song thém khong bénh
va toan bd voi ti suat chénh HR 0.88 (95% CI: 0.71-9.08) [5].
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Theo nghién ctru cua tac gia Citron ML, Hoa Ki (thit nghiém CALGB
9741) v6i ¢& mau 2005 bénh nhan, so sanh hoa tri phac d6 4AC — 4P liéu 3
tudn truyén thong va lidu day 2 tudn két hop du phong ha bach cdu bang
filgrastim cho thay ti 1¢ song thém khong bénh ¢ thoi diém 4 nam cia nhom
bénh nhén diéu tri phac d6 lidu day 2 tuan 1a 82%, trong khi nhém chu ki 3
tuan truyén thong 13 75% [6].

Theo phan tich tong hop cia tac gia Gray R va cong su trén 37 298 bénh
nhan UTV tir 26 thtr nghiém 14m sang so sanh phac d6 hoa tri liu day 2 tuan
va phac dd lidu 3 tuan trong diéu trj bd trg UTV cong bb trén tap chi Lancet
nam 2019 véi thoi gian theo ddi trung binh 14 7,4 nam cho thidy nhom bénh
nhan diéu tri lidu day giam nguy co tai phat 14% so voi nhoém diéu tri lidu 3
tudn ( HR = 0,86; 95% CI 0,82-0,89; p< 0.0001 ). Nguy co tir vong do UTV
cling giam 13% ¢ nhém diéu tri lidu day ( HR 0,87; 95% CI 0,83-0,92;
p<0,0001 ) [7].

Nhu vay cac két qua nghién ctru 16n vé hod trj liéu day trong diéu tri bo
trg ung thu vi cho thdy két qua rat dang khich 18, cai thién c6 y nghia thoi
gian séng thém. Tai Viét Nam, trudc khi nghién ctru nay tién hanh, cé rat it
bac si diéu tri hoa tri lidu day, chu yéu ap dung don 1¢ trén mot s6 d6i tuong
ngudi bénh cy thé, dic biét nhom bénh nhan tré, thé trang tét, va co cac yéu tb
nguy co cao. Tuy nhién chua c6 tac gid nao quan tdm nghién ctru danh gia
hiéu qua cling nhu doc tinh ctua phac dd hoa tri lidu day trén quén thé bénh
nhan Viét Nam. Do vy chiing toi tién hanh dé tai nay voi 2 muc tiéu:

1. Ddnh gid két qua héa tri bé tro phéc dé 4AC - 4P liéu day trén bénh

nhdn ung thw vu giai doan 11, 111.

2. Nhin xét mét so djc tinh ciia phdc do diéu tri.
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CHUONG 1
TONG QUAN TAI LIEU

1.1. Pic diém dich t& ung thw vi

UTV la loai ung thu (UT) ¢6 ty 1é méic cao nhat va 1a nguyén nhan gay
tr vong dimg hang diu trong cic bénh UT & phu nit toan cau. Theo
GLOBOCAN nim 2018, trén toan thé gidi co 2.088.000 truong hop ung thu
vl m&i méc, chiém 24,2% trong tong s tat ca cac loai ung thu & nir gidi va sb
truong hop tir vong do UTV 14 626.000 truong hop [1]. Tai Viét Nam, UTV
1a bénh c6 ty 16 moi mic cao nhat trong cac ung thu ¢ nit gidi véi 15.299
truong hop mdi méic theo thong ké nam 2018. SO trudng hop tir vong hang
nam udc tinh 1a khoang 6100 phu ntt, ca nudc c6 khoang hon 42.000 truong
hop dang séng cung bénh ung thu va [2], [3].

Trong cac yéu td nguy co UTV, ndi bat nhét 1a tién st gia dinh c6 ngudi
mac UTV, ddc biét c6 tir 2 ngudi mic trd 1én ¢ lira tudi tré. Nguoi ta ciing tim
thdy su lién quan giita dot bién gen BRCAI va BRCA2 véi UTV, ung thu
budng trimg va mot sé ung thu khac. Mot sé yéu td lién quan dén ndi tiét bao
gém: bat ddu c6 kinh 14n dau sém, man kinh mudn, phu nit ddc than, khong
sinh con, khong cho con bu, sinh con dau long mudn. Béo phi, ché d6 an giau
chat béo, st dung ruou ciing gop phan ting nguy co bi bénh. Viém tuyén va
trong khi sinh dé va mot s6 bénh v lanh tinh ciing 13 cac yéu té ting nguy co
mac UTV. Va cudi cing, tudi cang cao, nguy co mic bénh cang ting.

Ty 1¢ sdng 5 nam cta bénh nhan UTV sau khi duoc chan doan theo giai
doan nhu sau: Giai doan 0-I: 100%; I1IA: 92%; IIB: 81%; IIIA: 67%:; IIIB:
54%:; IV: 20%

Céc yéu tb tién luong quan trong bao gém: sd luong hach nach di can,
kich thuéc u nguyén phat, thé mo bénh hoc, 36 mé hoc, tinh trang thu thé noi
tiét, tinh trang boc 10 HER2, tudi, bénh kém theo.
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Hinh 1.1. Ti 1€ mac cac UT & nir trén thé gidi nam 2018

Ngudn: GLOBOCAN 2018 [1]

Estimated number of prevalent cases (5-year) in 2018, worldwide, all cancers, both sexes, all ages

Breast
6 875 099 (15.7%)

Colorectum
4789 635 (10.9%)

Other cancers
21085 866 (48.1%)

Prostate
3724 658 (8.5%)

Lung

2129 964 (4.9%)
Thyroid

1997 846 (4.6%)

Stomach Bladder
1589 752 (3.6%) 1648 482 (3.8%)

Total : 43 841 302

Data source: Globocan 2018 International Agency for Research on Cancer
Graph production: Global Cancer 3 Yo Heath
Observatory (http://qco.iarc.fr) oo

Hinh 1.2. Ti 1¢ hién mac cac UT trén thé gigi nim 2018

Ngudn: GLOBOCAN 2018 [1]



1.2. Chén doan ung thw vii

1.2.1. Chén dodn xdc dinh

Chéan doan xac dinh UTV nhét thiét phai c¢6 sy khing dinh giai phau
bénh hoc.

Trén thuc té 1am sang, UTV thuong dugc chan doan dya vao 3 phuong
phap: 1am sang, té bao hoc va chup tuyén v, néu mot trong ba yéu té nay co
nghi ngo thi bénh nhan s& dugc tién hanh 1am sinh thiét tic thi d¢é chan doan
xac dinh. Ngoai ba phuong phap thong dung trén, mot s6 cac phuong phap
khac nhu sinh thiét kim, sinh thiét md, dugc ap dung tuy theo timg truong
hop. Phuong phép sinh thiét ngoai y nghia dé chan doan xac dinh con cé gia
tri dé danh gia trinh trang thy thé noi tiét (ER, PR) va Her-2/neu nham dinh
hudng cho phuong phap diéu tri noi tiét, hoa tri, didu tri dich va dé tién lugng

bénh.

1.2.2. Chén dodn giai doan (theo hiép hgi ung thuw Hoa Ky 2010)

Theo phan loai TNM lan thtr 7 ctia UICC (Union International Contre le
Cancer) va AJCC (American Joint Committee on Cancer) ndm 2010 [8]
T: U nguyén phat
Tx: Khong danh gia dugc u nguyén phat
To: Khong c6 dau hiéu u nguyén phat
Tis: Carcinoma tai chd, carcinoma ndi 6ng (DCIS), carcinoma thuy tai chd

(LCIS), hodc bénh Paget cua nim v nhung khong c6 u

T1: DPuongkinhu<2cm
T1mic: Xam lan vi thé duong kinh 16n nhat < 0,1 cm.
Tla: U co6 duong kinh 16n nhit > 0,1 cm nhung < 0,5 cm.
T1b: U c6 duong kinh 16n nhat > 0,5 cm nhung < 1 cm
Tlc: U c6 duong kinh 16n nhit > 1 cm nhung <2 cm

T2: U c6 duong kinh 16n nhit > 2cm nhung < 5cm

T3: U c6 duong kinh 16n nhat > 5cm
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T4: U v61 moi kich thudc nhung xam lan truc tiép t61 thanh nguc hodc da
(thanh nguc bao gdm xwong sudn, co gian sudn, co ring cua trudc,
khong tinh co nguc)

T4a: U xam lan t6i thanh nguc

T4b: Phu da cam, loét da v, hodc ¢6 nhiéu u nhé vé tinh trén da va cung bén

T4c: Bao gom ca Taa va Tap

T4d: Ung thu vi dang viém

N: hach vung

Nx: Hach vung khong xac dinh dugce (vi du hach da dugc léy bo trudce do)

No: Khong c6 di can té1 hach vung

N1: Di can hach nach cung bén, di dong

N2: Di can hach nach cung bén nhung hach dinh nhau hodc hach dinh vao
t6 chirc khac, hodc chi di can hach v trong cing bén rd trén 1am sang
nhung khong c6 di can hach nach.

N2a: Di can hach nach cung bén nhung hach dinh nhau hodc dinh vao td
chtrc khac.

N2b: Di céan hach vl trong cung bén rd trén 1am sang nhung khong cé di can
hach nach

N3: Di can hach ha don cung bén hodc di can hach vu trong cung bén ro
trén 1am sang c6 keém di can hach nach hodc da co6 di can hach thuong
don cung bén.

N3a: Di can hach ha don cung bén

N3b: Di can hach v trong cung bén 10 trén 1am sang cd keém di can hach nach

N3c: Di can hach thugng don cung bén

M: Di can xa

Mx: Khong xac dinh dugc di can xa & thoi diém chan doan

Mo: Khong co6 di can xa



Mi: Dicanxa

Giai doan
Giai doan U Hach vung Di can xa
0 Tis NO MO
I Ti NO MO
1A TO Ny MO
Ti Ny MO
T2 NO MO
IIs T, Ni MO
T3 No MO
11 TO N2 MO
Ti N2 MO
T2 N2 MO
T3 Ni, MO
T3 N2 MO
11152 Ty No MO
Ty Ny MO
Ty N2 MO
Ilc Bitky T Ni MO
v Bitky T  Batky N M

1.2.3. Chén dodn mé hoc
Niam 2012, T6 chic Y té Thé giéi ( WHO ) dua ra bang phan loai ung

thu va, c6 stra doi bd sung bang phan loai nam 2003 [9]

U biéu md

Tai cho Ma bénh
- Carcindm 6ng tai chd: 8500/2
- Carcindm thuy tai chd 8520/2

Xam nhdp
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Carcindbm 6ng xam nhap khong phai loai dac biét:
Bién thé:
- Carcin6m da hinh:
- Carcindm vdi té bao khong 16 dang hiy ¢t bao
- CarcinOm v&1 hinh anh carcindbm mang dém
- Carcindém v&i hinh anh u hic t6
Carcindm tiéu thuy xam nhap
- Thé kinh dién
- Thé dic
- Thé nang
- Thé da hinh
- Thé dng-tiéu thuy
Carcindém 6ng nho
Carcindm mat sang xam nhap
Carcindm va6i hinh tuy
- CarcinOm tuy

- Carcindm tiry khong dién hinh

- Carcinom xam nhp khong phai dang dac biét véi hinh anh tuy

Carcindm véi biét hoa tuyén ban huy
Carcindm véi biét hoa té bao nhan
Carcindm vi nhu xam nhap
Carcindm di san khong phai loai dac biét
- Carcindm tuyén vay do thap
- Carcinom di san dang xo hoa
- Carcindm té bao vay
- Carcindém té bao hinh thoi
- Carcinom di san vay voi biét hoa trung mo
Biét hoa dang sun:

Biét hoa xuwong

8500/3

8022/3
8035/3

8520/3

8211/3
8201/3

8510/3
8513/3
8500/3

8507/3
8575/3
8570/3
8572/3
8070/3
8572/3

8571/3
8571/3



Biét hoa trung m6 khac
- Carciném di san hon hop
- Carcinom co biéu mé
Carcindm véi hinh anh than kinh néi tiét
- U than kinh noi tiét biét hoa cao
- Carciném than kinh noi tiét kém biét hoa (Carcindm t& bao nho)
- Carcindm véi biét hoa than kinh noi tiét
Carcindm ché tiét
Carcindm nha xam nhap
Carcindém té bao tdi
Carcindm nhay dang biéu bi
Carcindm da hinh
Carciném té bao toan
Carcinom giau lipid
Carcindm té bio sang giau glycogen
Carcindm tuyén ba
Carcindm dang tuyén nang
Carcindm viém
U co-biéu mé: U co-biéu mé 4c tinh
Céc khdi u trung mo
Sarcom huyét quan
Sarcom m&
SarcOm co van
SarcOm co tron
Khéi u xo-biéu md: U phyllode ac tinh
Bénh Paget

D9 mo hoc

8575/3
8575/3
8982/3

8546/3
8041/3
8574/3
8502/3
8503/3
8550/3
8430/3
8525/3
8290/3
8314/3
8315/3
8410/3
8200/3
8530/3
8510/3

9120/3
8850/3
8900/3
8890/3
9020/3
8540/3
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H¢ théng phan loai do0 mo hoc dang 4p dung tai Bénh vién K theo cach
phan do cua Scarff - Bloom — Richardson, dugc stra doi boi Elston va Ellis,
ap dung cho ung thu biéu mé dng xam nhap. Phan d6 nay dua vao su hinh
thanh 6ng nho, mirc da hinh thai nhan va hoat dong nhan chia. Méi yéu to
duoc cho tir 1 dén 3 diém nhu sau [10]:

- Sy hinh thanh éng nho:
o 1 diém: Phan 16n ton thuong c6 hinh thanh dng nho (>75%)
o 2 diém: Co nhimng ving dng tuyén rd xen 1an cac dam té bao khong
c6 cdu trac dng tuyén (10-75% bng nho)
o 3 diém: Khong c6 hinh thanh 6ng tuyén hodc rat it (<10%)
- Hoat dong nhan chia (quan sat & do phong dai 400 1an trén 10 vi truong
lién tiép):
o 1 diém: 0-5 nhan chia
o 2 diém: 6-10 nhan chia
o 3 diém: Trén 11 nhan chia
- Mitrc da hinh thai cua nhan:
o +1 diém: Kich thudc nhan té bao u tuong d6i dong déu, hinh dang it
thay doi
o +2 diém: Mirc d6 trung gian
o +3 diém: Kich thuéc va hinh dang nhan thay d6i nhiéu, dic biét co
nhan quai, hat nhan ro
D6 mod hoc dugc tinh nhu sau:
+ DO 1: Biét hod rd: 3-5 diem
+ DO 2: Biét hod vira: 6-7 diém
+ DO 3: Biét hod kém: 8-9 diem

1.2.4. Chén dodn hod mé mién dich va sinh hoc phan tw
Xeét nghiém tinh trang thu thé noi tiét
Phét hién céac thu thé noi tiét ER, PR trong nhédn té bao 1a co s& cho
phuong phap diéu tri noi tiét. C6 khoang 70-80% phu nit UTV ¢ TTNT
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duong tinh. Cho dén nay diéu tri noi tiét da khang dinh duoc vai tro rat 16n
trong cai thién thoi gian song thém & bénh nhan c¢6 TTNT duong tinh. Cach
danh gia két qua ER, PR:

St dung khang thé don dong ER1D5 va PR88, khang chudt, nong d6 pha
lodng 14 1/100. Panh gia theo tiéu chuan cua Allred dwa vao ty 1& (TL) va

cuong do (CD).

C ch tfhh ®il m

20 = SO

o
2
o °

fEhsy  SBRS  BLS RS
[ 4= > e
s B

(=) (=)

%@@’5
SR
C-éng ®é O =negative 1 =weak 2 = infemed 3 = strong

(C8)

Hinh 1.3. Hé thong tinh diém Allred
Ngudn: WHO Classification of Breast Tumors [9]
TL: 0, 1=1/100, 2=1/10, 3=1/3, 4=2/3, 5=1/1
CP: 0 = am tinh, 1= yéu, 2= vira, 3= manh
TD (téng diém) = TL+CD (duogc xép tir 0 dén 8)
Phan ung duong tinh khi TD >0 [11].
Xét nghiém tinh trang Her 2/neu

Xeét nghiém danh gia tinh trang boc 10 Her 2/neu cua khdi u 1a mot xét
nghiém thudng quy trong chan doan mot bénh pham UTV nguyén phat. Bénh
nhan c6 khéi u boc 10 qua muc Her 2/neu qua xét nghiém héa méd mién dich

(Immunohistochemistry -IHC) hay xét nghiém gen lai huynh quang tai chd
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(Fluorescence in situ hybridization - FISH) lién quan dén tién luong bénh x4u

néu bénh nhan khong duoc diéu tri thudc khang Her 2/neu.

Xét nghiém nhuém héa mé mién dich: k¥ thuat st dung khang thé da
dong khang Her 2/neu. Viéc tinh diém theo tiéu chuan cta nha san xuat Dako
duoc chia tir 0 dén 3 (+) [12], [13]:

- 0: Hoan toan khong bat mau.
- 1+: Khong nhin thay hodc nhudm mang bao tuong dudi 10% té bao u.
- 2+: Mang bao twong bat mau tir yéu dén trung binh duoc thdy trén 10%

té bao u.

- 3+: Mang bao twong bat mau toan bd voi cuong d6 manh dugc quan sat

thiy trén 10% cac té bao u.

Xét nghiém khuéch dai gen md héa protein Her 2/neu: tién gen Her
2/neu nam trén nhiém sic thé 17 (17q21) ma hoa thu thé yéu té phat trién biéu
bi. Cho dén nay, k¥ thuat FISH dugc cho 14 “chuan vang” dé danh gia khuéch
dai gen Her 2/neu. Tuy nhién k¥ thuat FISH doi hoi cac phuong tién dit tién
va phai c6 nguoi duge dao tao co ban trong viéc danh gia. Mot nhugce diém
ctia phuong phap FISH 1a do day 1a phuong phép lai tai chd, hinh thai té bao
kho nhan dang duéi kinh hién vi huynh quang. Céc tin hiéu huynh quang s&
mat dan theo thoi gian vi vay két qua phai dugc ghi nhan ngay va khong luu
trir dugc. Hién tai, xét nghiém hoa mo mién dich (IHC) duoc chi dinh thuong
quy, néu két qua IHC 2+, bénh nhan s€ dugc chi dinh xét nghiém FISH. Cac
thude khang Her 2/neu dugc chi dinh khi két qua IHC 3+ hodc FISH duong
tinh.

Chi s6 tang sinh Ki67

Ti 1¢ ting truong 1a mot yéu td tién lugng trong UTV. Trude kia, ngudi
ta da str dung nhiéu phwong phap nhu dém nhan chia, tinh ti s6 pha S bang
do dong chay té bao (flow cytometry) va nhuém héa mé mién dich st dung
khang thé don dong va khang nguyén dé tim céc té bao dang phan chia. Tuy
nhién, phuong phép sir dung pho bién nhét 1a danh gia khang nguyén nhan
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Ki67 bang phuong phap nhuém héa mé mién dich. Ki67 1a mot protein
nhan, chi s Ki67 chinh 14 ty 1¢ giita nhitng té bao u xdm nhap co Ki67
duong tinh véi toan bd té bao u. [14], [15]. Piém gidi han (cut off) Ki67
duong tinh dé phan bi¢t nhém luminal A va Luminal B chua thuc su théng
nhit qua cac nghién ctru, hoi nghi St.Gallen 2011 cho rang co6 thé lay diém
gidi han duong tinh 1a 14%, tuy nhién dén hoi nghi nim 2013 thi da s6 cac
chuyén gia lai cho rang diém gidi han duwong tinh tir 20-25%. Trong hoi nghi
d6ng thuan St.Gallen nam 2015, cac chuyén gia cho rang gia tri toi thiéu
Ki67 dé phan biét nhom Luminal A va B tir 20-29%, tuy viy van cé t6i
20,2% cac chuyén gia khuyén cao khong sir dung Ki67 dé phan biét nhém
Luminal A va B. Nhu vay chung ta ciing chua c6 dugc thdng nhét tuyét ddi
trong viéc lay gi¢i han diém duong tinh cua Ki67, chinh vi vdy viéc phan
nhém Luminal A va B dua vao chi sb nay cling chua thuc su thuyét phuc
[16],[17].

Mot s tac gia da nghién ctru mdi lién quan giita tinh trang Ki67 va tién
luong trén nhitng bénh nhan UTV giai doan sém. Mic du c6 sy khong dong
nhit trong cac thir nghiém 1am sang va cic phuong phap danh gia Ki67,
nhung nguoi ta da tim thdy trong hai nghién ciru phan tich tong hop 16n vai
tro 1a mot yéu té tién luong doc 1ap caa Ki67 [25],[26]. Trong mdt phan tich
téng hop trén 46 nghién cru (v6i hon 12.000 bénh nhan) da cho thiy rang ti
1€ boc 10 Ki67 cao li€n quan véi:

- Nguy co tai phat cao ¢ ca hai nhom hach duong tinh (HR=1,59; 95%
CI 1,35 - 1,87) va nhom hach am tinh (HR=2,31; 95% CI 1,83 —2,92).

- Kha niang song thém thap vi nhém hach dwong tinh (HR=2,33; 95%
CI 1,83 — 2,95) va cd nhom hach am tinh (HR=2,54; 95% CI 1,65 —
3,91) [15].
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Phan loai ung thw vii theo St.Gallen

Dua vao dic diém sinh hoc cta khoi u, theo hoi nghi St. Gallen nam

2013 chia UTV thanh 4 phan nhom l6n. Pay 1a phan loai c6 y nghia gitp cac

nha 1am sang 13p ké hoach diéu tri bo trg va tién luong bénh [16].

Nhém Luminal A: Diéu tri ndi tiét don thuan duoc chi dinh cho hau hét
cac bénh nhan thudc nhom nay. Tuy nhién, hoa tri b trg cling co thé duoc
chi dinh trong cic truong hop xuat hién yéu té nguy co cao & phan tich 21
gen va 70 gen, do mo6 hoc khdi u cao (d0 mo hoc 3), cac truong hgop > 4
hach nach duong tinh. Chua thong nhét dugc tiéu chuan kich thude u 16n
dé chi dinh diéu tri hoa chét b6 tro trong phan nhom nay.

Nhom Luminal B — Her 2/neu (-): Chi dinh diéu tri hé théng bd trg cho
nhom nay 1 noi tiét, két hop véi diéu tri hoa chét.

Nhom Luminal B — Her 2/neu (+): Chi dinh diéu tri hé théng 1a héa chat
két hop voi khang thé don dong khang Her 2/neu va diéu tri noi tiét.

Nhém Her 2/neu dwong tinh khéng thuéc Luminal B: Hoa chat két hop
khang thé don dong khang Her 2/neu.

Nhom bo ba 4m tinh ( dang day, basal like): Chi dinh diéu tri héa chat
Bang 1.1. Phan loai ung thu vl theo St.Gallen 2013

Nguén: St. Gallen 2013 [16]

Phan loai Tiéu chuan
Nhom Luminal A Pap tmg tat ca cac tiéu chuan sau
ER va PR déu (+) >20%

Her 2/neu 4m tinh
Ki67 <20%
Yéu t6 nguy co thip dwa trén xét

nghiém boc 10 gen
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Nhom Luminal B Her ER (+)
2/neu dam | Va it nhat c6 mot trong cic tiéu
tinh chuan
Ki67 cao >20%
PR(-) hodc (+) dudi 20%
Yéu t6 nguy co cao dua trén xét
nghiém boc 10 gen
Her ER (+)
2/neu | Ki67 bat ky
duong | PR batky
tinh
Nhom Her 2/neu dwong tinh | Her 2/neu duong tinh
ER va PR déu (-)
Nhom Basal-like (dang day) ER va PR déu (-)

Her 2/neu am tinh

Xét nghiém sinh hoc phan tir trong ung thw vu.

Gan day, ba tap hop cac yéu td tién luong vé phan tir hay duoc sir
dung nhét d6 1a tinh diém tai phat 21 gen (the 21-gene Recurrence Score),
x€t nghiém tr Oncotype DX, tap hop 70 gen Amsterdam (the Amsterdam
70-gene profile (Mamaprint)), va tinh diém nguy co tai phat (the Risk of
Recurrence score (phuong phap PAMS0)). Cac xét nghiém gen nay giup
danh gia tién lwong bénh, chia cac nhém nguy co tir 36 khuyén cao vé vai
tro ctia cac phuong phap diéu tri toan than ddi véi ting nhom dbi tuong

[18],[19],[20],[21].
1.3. Piéu tri ung thw vi

1.3.1. Giai doan 0

UTBM thé tiéu thuy tai ché
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Chi can phiu thuat 1y bo ton thuong va theo ddi. Mot s6 truong hop cd
nguy co cao (vé di truyén hoc, tién sir gia dinh v.v.), bénh nhan c6 thé Iya

chon cit tuyén v hai bén du phong.
UTBM thé ngi ong

Phiu thuat bao ton néu bénh nhan khong c6 chdng chi dinh va can nhic
xa tri bd tro sau md. Néu bénh nhan chi c6 tén thuong noi 6ng don thuin
khong can thiét phai vét hach nach. Piéu tri noi tiét bo tro giam cd y nghia

nguy co xuat hién UTV nguyén phat thir hai, giam nguy co tai phat tai chd.

1.3.2. Giai doan 1, II va giai doan 111 mo duwoc

1.3.2.1. Phdu thudt: D6i véi UTV giai doan I, I va III md dugc c6 thé chon
phau thuat cit tuyén VU triét can hodc phau thuat bao tdn néu khong c6 chéng
chi dinh. Sau phiu thuit bao tén nhit thiét phai xa tri.

Véi cac truong hop u 16n c6 thé hoa trj trude mod (két hop trastuzumab
néu HER-2/neu duong tinh). Néu khéi u dap tng voi hoa tri, xem xét diéu tri
bao ton khi du tiéu chuan. Néu sau hoa tri tn bo trg, khéi u khong dap g
can phiu thuat cat tuyén v triét can [22]
1.3.2.2. Piéu tri hé théng bé tro:

Bang 1.2. Hudng dan ap dung diéu tri hé théng b tro trong ung thu va
Ngudn: Tran Vin Thuin. Piéu Tri Bénh Ung Thu Va. NXB Y Hoc 2014
[22].

Thu thé | Her-2/neu (+) | N(-) |U<0,5 cm: NT,

ndi tiét U > 0,5 cm: HC (c6 trastuzumab), NT
()

N (+) |HC (c6 trastuzumab), NT

Her-2/neu (-) | N(-) |U<0,5 cm: NT

U> 0,5cm nguy co thap: NT; nguy co trung
binh: NT=HC, nguy co cao: NT + HC
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N (+) |[HC+NT

Thu thé | Her-2/neu (+) | N(-) |U<0,5 cm: theo ddi

noi tiet U> 0,5 cm: HC (c6 trastuzumab)

)
N (+) |HC (c¢6 trastuzumab)

Her-2/neu (-) | N(-) |U<0,5 cm: theo doi
1>U> 0,5 cm: can nhic HC

U> lcm: HC

N (+) |U> lem: HC

HC: diéu tri bcing héa tri, NT: diéu tri ndi tiét

Chi dinh hoa tri b6 tro trong ung thu vi giai doan sém [23]

— Pbi véi bénh nhan HER2 am tinh:

+ Thuy thé noi tiét am tinh (Triple negative - bo 3 am tinh): ngudng chi
dinh hoéa tri 1a rit sdm voi cac u > 0,6cm vi Iy do hoa tri 1a chi dinh diéu trj bd

trg duy nhét trong truong hop nay.

+ Thu thé noi tiét duong tinh: chi dinh diéu tri hoa tri b trg duge cin cir
vao cac yéu t6 nhu dic diém di can hach vung, kich thudc khdi u > 2 cm, d6
mé hoc cao, dic diém xam nhap mach mdu, mach bach huyét hoac c6 nguy
co tai phat cao dua trén danh gia vé gen vé6i chi s6 tai phat >31 khi khao sat
21 gen du bdo nguy co tai phat.

— DPdi voi bénh nhan Her2 duong tinh: Hoéa tri bd trg va diéu tri trung
dich (Trastuzumab) duoc chi dinh tir kha sém véi kich thuée khéi u > 0,6 cm

hoac di can hach. [24], [25], [26]
C6 nhiéu phac dd hoa tri khac nhau c6 thé ap dung diéu tri bo tro. Phac
d6 CMF (cyclophosphamide, methotrexate, 5 FU) trudc day dd ching minh

duogc 13 kéo dai thoi gian song khong bénh va thoi gian séng toan bo khi diéu
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trj bd tro sau mo so voi khong diéu tri hoa tri. Cac phac dd c6 anthracycline
cho két qua cao hon phac d6 CMF véi giam nguy co tai phat va tir vong 10-
20%. Thém céc thudc nhom taxane vao phac dd cé anthracycline giup giam
thém 10-20% nguy co tai phat va 10% nguy co tir vong. Cac nghién ctru cho
thdy phac dd liéu day 2 tudn hiéu qua hon phac do 3 tuan. Khuyén cdo nay
cling c6 trong cac hudng dan diéu tri qudc té chuan hién hanh Cac trudng hop
chéng chi dinh dung anthracycline c6 thé ding céc phic d6 khong co

anthracycline.

Vé diéu tri ndi tiét, Tamoxifen 1a thudc thong dung, c6 thé st dung cho
ca phu nit chua mén kinh va d¢a méan kinh. Thoi gian dung thude hop 1y 1a 5
nim, bat dau sau khi da hoan tat diéu trj hoa tri. Cac trudng hop nguy co cao
(dua trén kich thudc khéi u, di cin hach va d6 mé hoc) c6 thé kéo dai diéu tri
tamoxifen dén 10 nam hodc diéu tri thém Al (néu bénh nhan dén tudi man

kinh) sau két thac 5 nam tamoxifen.

Bénh nhan d3 méan kinh c6 thu thé ndi tiét duong tinh co thé sur dung Al
tir dau (ddi véi cac truong hop nguy co cao) hodc sau 2-3 nim tamoxifen.

Thudc Al khong c6 tac dung diéu tri & bénh nhan chua man kinh.

Phu nit con kinh nguyét nguy co cao (dua trén kich thude khdi u, di can
hach, d6 mo hoc), phéi hop diéu tri (rc ché buéng tring (bﬁng chét déng van
LHRH) hoac cit buéng tring (béng phau thuat hodc xa tri) va tamoxifen, dic
biét 12 phu nir dudi 35 tudi. Va & nhoém dbi tugng nay két hop Al cho két qua
t6t hon két hop tamoxifen. Cac truong hop nguy co thap co thé diéu tri
tamoxifen don thuan [27], [28], [29], [30], [31], [32], [33], [34], [35].

1.3.2.3. Xa tri b6 tro

Chi dinh cho cac trudng hop hach nach duong tinh, khéi u trén 5 cm,
hay truong hop phau thuat bao ton.
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1.3.3. Bénh tién trién tai ché (giai doan III khong mé dwoc)

Hau hét cac trudong hop nay khong md duoc va nén duoc hoa trj trudc
(hoa tri tan bd tro). Khi bénh dap tmg, tiép tuc héa tri cho du s6 dot can thiét.
Sau ho4 tri, tuy theo bénh nhdn cy thé, c6 thé phau thuat cit bo tuyén vi triét

can hodc phau thuat bao ton. Sau ca hai bién phép nay can xa tri bo tro.

Néu trong khi hod tri tan bo tro, bénh tién trién, c6 thé xa tri gidm nhe
nham tang cuong kiém soat tai chd. Mot s6 truong hop can phau thuat sach

s&. Sau d6 c6 thé tiép tuc diéu tri toan than.

Céc bénh nhan c6 thy thé ndi tiét duong tinh duoc chi dinh diéu tri ndi
tiét. Cac bénh nhan co boc 10 qua mic HER-2/neu can nhic diéu trj
trastuzumab két hop ngay trong thoi gian hoa trj tan bd trg, va duy tri kéo dai

trong 1 nam. [22], [23].

1.3.4. Bénh di can (giai doan IV)

Pb6i v6i UTV di can, duge coi 1a bénh khong thé chira khoi. Diéu tri
nham muc dich giam triéu ching lién quan khéi u, nang cao chét luong sdng
va kéo dai thoi gian séng.

Diéu tri noi tiét nén duge st dung & bénh nhan c6 thu thé noi tiét duong
tinh, chi ton thuong ¢ xuong, phén mém hodc & tang nhung $6 luong va kich
thude ton thuong nho, bénh tién trién cham, khong cé triéu ching, khong de
doa tinh mang. Néu trude d6 bénh nhan da dung tamoxifen, co thé chuyén
sang Al hodc nguoc lai. Cac bénh nhan da that bai v&i Al loai khong steroid
van c6 thé c6 loi ich khi dung Al loai steroid. Everolimus, thude uc ché
mTOR két hop Al loai steroid gitp cai thién két qua diéu trj & cac bénh nhan
da that bai voi tamoxifen va Al loai khong steroid. Fulvestrant ciing 1a mot
Iira chon sau that bai voi tamoxifen va AL [36], [37], [38].

Cac bénh nhan co6 thu thé noi tiét am tinh, hoac thu thé noi tiét duong

tinh nhung di can tang co triéu chirng, bénh tién trién nhanh, de doa tinh
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mang hodc da khang véi diéu tri nodi tiét nén duoc hoa tri. Nguoi ta co thé
dung don ho4 tri hodc phéi hop da thudc (khi can bénh dap tng nhanh).

Cac bénh nhan c6 khdi u boc 10 qua muc HER-2/neu c6 thé diéu trj béng
trastuzumab (phdi hop voi hod tri hodc diéu tri noi tiét). Céc thudc nhim dich
HER-2/neu khac c6 thé duoc sir dung nhu pertuzumab két hop trastuzumab
va hoa tri, lapatinib két hop hoa tri, lapatinib két hop trastuzumab, T-DM1.
[39], [40].

Dbi v6i bénh nhan c6 di can xuong co thé sir dung céac thudc bisphosphonate
cung v6i diéu tri ndi tiét hodc hoa tri.

1.3.5. Ung thw vu da diéu tri tdai phat, di can
1.3.5.1. Tdi phat tai ché

Bénh nhan d3 duoc phiu thuat cit tuyén v triét can, co thé léy u tai
phat (néu md duoc) va xa tri (néu chua xa tri hodc co thé xa bd sung). Néu
khong thé phau thut cit b c6 thé xa tri. Pi voi bénh nhan da diéu tri bao
tdn va nén phau thuat cat bo tuyén vi. Sau diéu tri tai chd nén xem xét diéu tri
hé théng.

1.3.5.2. Di cdn xa: Piéu tri nhu nhitng bénh nhan giai doan IV

1.4. Co s& 1y luan va tinh kha thi phac d6 héa tri liéu day

1.4.1. Co ché diéu tri hod chit

1.4.1.1. Chu ky té bdo: gdm 4 pha.

- Pha S : giai doan tong hop axit nucleic.

- Pha M : giai doan phan chia té bao.

- Pha Glva G2 : cac hoat dong vé sinh hoa hoc chuan bi phan bao va sau phan
bao nhung té bao khong thay d6i vé mat hinh thai hoc.

- Pha Go : giai doan nghi, té bao khong tham gia vao qua trinh phan chia.
1.4.1.1. Co ché tac dung cia thubc:

Khéi u thuong khong thuan nhat, duoc tao bdi hdn hop cac té bao & cac giai

doan khac nhau. C6 3 nhom dugc mo ta:
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« Cac té bao tham gia vao cac giai doan phan chia tirc 12 t& bao trong chu
ky té bao.
« Cac té bao c6 kha ning tham gia cac giai doan phan chia nhung chua
phan chia tirc 13 té bao trong giai doan Go.
« Céc té bao dugc loai ra sau mdi chu ky té bao va khong thé quay tro lai
chu ky té bao dugc goi 1a cac té bao chét ty nhién.
S6 luong té bao thudc mot trong 3 nhom trén thay ddi tuy timg khéi u, ting
loai bénh UT va timg cé thé ngudi bénh. Khi dua thude ¢ lidu diéu tri vao co
thé, chi c6 mot ty 1é nhat dinh té bao u bi tiéu diét. Viéc s dung lap lai lidu
diéu trj 13 can thiét dé giam tiép s6 luong té bao u. Thoi gian gitra cac dot
khong nén qua xa lam cho céc té bao con lai nhan 1én véi sé luong 16n. Tuy
vay, cac thude hoa chat tac dong 1én ca cac mo lanh, can phai co khoang nghi
can thiét dé co thé hoi phuc. Sé dot diéu tri (cling 13 tong thoi gian ctia qua
trinh diéu tri) cling quan trong. Néu s6 dot qua it, cac t& bao UT con lai nhiéu
s& phét trién tro lai. Tuy vy, nhitng van dé vé doc tinh, khang thudc, thé
trang chung cta ngudi bénh khong cho phép ching ta kéo dai thoi gian diéu
tri.
Céc thudc cling duge phan nhom theo tac dung cac pha chu ky cua té bao
e Thudc tac dung dén té bao du té bao dang trong giai doan ndo, ké ca
giai doan Go duoc goi la thude hoat dong khong phu thuodc cac chu ky
(non - cycle action drugs).
e Thudc chi tac dung trén té bao khi té bao dang & giai doan nao d6 goi 1a
thudc dic hiéu cho timg giai doan (phase - specific drugs).
e Thudc chi ¢6 tac dung khi t& bao dang trong chu ky phan chia, nhung
khong dac hi¢u cho tung giai doan, duoc goi la thude dic hiéu cho chu

ky (cycle - specific dugs).
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Adriamycin Bléomycin
Mitomycin C 5IfU .
Hydrea,MTX Mitomycin
Alkaloid
Dacarbazine
Hydroxyurea Adriamycin
Bléomycin
5FU
Alkvl hoa
Alkyl hoa 5FU
Cisplatin MTX
Dacarbazin Mitomycin

Hinh 1.4. Thudc hoa chét tac dung theo cac pha chu ky cua té bao

1.4.2. Vai tré ciia hod tri bo tro

Dbi v6i cac bénh nhan ung thu vi giai doan sém, mic du phuong phap
diéu trj tai chd ban dau 13 phau thuat giit vai tro chinh song van c6 mot sb
luong 16n bénh nhén tai phat sau diéu tri. Mot sé gia thiét cho rang céc té bao
ung thu ¢o thé di trd vao mau bénh nhan ung thu tai thoi diém phiu thuat, hay
c6 thé ton tai cac 6 vi di can & cac co quan ngay tir thoi diém chan doan ban
dau ma béng cac phuong phap chan doan hién tai chua thé phat hién ra duoc.
Héa tri bd trg v6i muc dich tiéu diét cac té bao ung thu & cac 6 vi di can nay
dé kéo dai thoi gian sdng thém khong bénh ciing nhu thoi gian séng thém
toan bg cho nguo1 bénh.

EBCTCG (Early Breast Cancer Trialists’ Collaborative Group) — nhém
hop tac tac nha nghién ctru bénh ung thu va giai doan sém dugc thanh lap vao
gitta nhitng ndm 1980 nham phan tich cac thir nghiém 1am sang vé diéu tri bo
trg, ngay tir dau nhém nghién ctru da tap trung vao phan tich vai tro ciia hoa
tri va noi tiét trong diéu tri bd tro ung thu vi. Tir khi EBCTCG ra doi, cac
phan tich tong hop duoc cip nhat mdi 5 ndm. Phan tich tong hop di cung cap

ngudn dit liéu phong phu hd tro quyét dinh diéu tri tai thoi diém d6. Phan tich
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tong hop nam 2000 cung cap thém thong tin khang dinh vai tro héa tri bo trg
trong ung thu vi. 29.000 bénh nhan dugc theo ddi trong cac nghién ciru diéu
tri bo trg v6i da hoa chét so véi nhom ching khong diéu tri gi cho thay hoa tri
bd tro cai thién dugc ca ty 18 tai phat (RR = 0,77) va ty 18 tir vong (RR = 0,83)
c6 v nghia thong ké. Tai thoi diém theo ddi 15 nim, loi ich DFS, OS mang lai

van c6 y nghia & tat ca cac phan nhom [6].

Ngoai EBCTCG rat nhiéu thur nghiém 1am sang dugc thyc hién trong
hon 40 nam qua da ching minh héa tri bo tro c6 vai tro kéo dai thoi gian séng
thém cho bénh nhan UTV. Tuy nhién l¢1 ich cua hoéa tri khac nhau gitra cac
phan nhém ung thu vi. Cac chi dinh chi don thuan dwa vao hinh thai nhu
hach 4m tinh, duong tinh st dung trudc day dé quyét dinh héa tri bd tro
khong con dugce ap dung nira. Viéc quyét dinh hoa tri b6 trg ngay nay can cu
vao cac dic diém sinh hoc cta u ciing nhu giai doan bénh hay néi cach khac
dua trén nguy co tai phat va loi ich mang lai khi diéu tri bd tro. Nhin chung
hoa tri ¢6 hi€éu qua 10 rét & nhitng bénh nhan c6 do mo6 hoc cao, thu thé noi
tiét Am tinh, Her 2/neu duong tinh, hach nach duong tinh, kich thudc khdi u
trén 2 cm. Cac dic diém vé sinh hoc s& ¢6 vai trd nhiéu hon so véi cac dic

diém giai phau néu trén trong quyét dinh hoa trj bd trg.

Co rat nhiéu cac phéc dd hoa trj duge st dung trong diéu trj bo tro. Day
1a két qua cua rat nhiéu cac thir nghiém 1am sang ngau nhién thyc hién trén
hang chuc nghin bénh nhan. Nhin chung, cic phac d6 diéu tri trong thoi gian
ngén nhu AC x 4 hoac TC x 4 dugc lya chon sir dung trong diéu tri UTV
nguy co thap. Nhitng phac d6 héa trj co chira taxan, anthracycline v6i sé chu
ki nhiéu hon hay liéu day dugc ap dung cho nhitng bénh nhan c6 yéu td nguy
co cao nhu kich thude khéi u 16n, di cin hach nach hodc trén nhitng bénh
nhan & giai doan sém nhung c6 cac dac diém sinh hoc tién lugng x4u nhu thu
thé ndi tiét Am tinh, Her 2/neu duong tinh, do0 md hoc va Ki67 cao. Trong

thuc hanh 1am sang can phai can nhac can than trén tung bénh nhan ca vé dac
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diém sinh hoc, giai doan bénh, bénh 1y kém theo va cac yéu té wu tién dé
quyét dinh hoa tri va chon phac d6 phu hop. Viée quyét dinh phac d6 hoa tri
bo tro cling dugc can nhic dua trén céc tac dung phu ngén han, céc tac dung
phu kéo dai va lgi ich diéu tri. Nho céc thube hd trg nhu thude chéng non thé
hé méi va cac thude hd tro kich thich dong bach ciu hat thé hé méi da giup
hoa tri bod trg giam doc tinh, thyc hién dé dang, thuan loi hon, phat trién hon

trong nhitng nam gan day.

Nhitng nam gan day phan tich gen lién quan dén khéi u dd mé ra huéng
moi trong viée quyét dinh diéu trj bd tro theo ca thé dong thoi ciing lam phirc
tap hon trong qué trinh quyét dinh. Phén tich gen oncotype DX trén 21 gen 1a
phuong thtrc phuc tap dugc st dung dé danh gia thang diém tai phat. Xét
nghiém nay dugc danh gia ¢ nhitng bénh nhan c6 hach am tinh, ER duong
tinh, Her 2/neu 4m tinh va duoc diéu tri voi tamoxifen trong nghién ciru
NSABP B14. Két qua phan tich ctia nghién ctru ndy cho thdy xét nghiém phan
tich gen la mdt yéu td tién luong doc 1ap, co thé du doan dugc 1o ich cta héa
tri bo trg trén nhirng ddi tuong bénh nhan nay [18]. O nhitng bénh nhan c6
diém tai phat thip thi hoa tri dwong nhu it mang lai hiéu qua do vy nhimg
bénh nhan nay khong nén diéu tri v6i héa tri bo tro dé tranh mic phai nhiing
doc tinh khong can thiét va diéu tri noi tiét 1a da. Nguoc lai, & nhitng bénh
nhén c6 diém tai phat cao théiy 16 loi ich dem lai cua hoéa tri bd trg. Cac phan
tich gen khac thuong it duge st dung hon vi yéu cau can phai c6 to chirc u
con trol nhu phan tich Mammoprint trén 70 gen, xét nghiém da dugc FDA

cong nhan.

Tom lai diéu tri bo trg gitt mot vai tro rat quan trong trong chién lugce
diéu tri ung thu va giai doan chua di can, dac biét doi véi nhiing bénh nhan co6

nguy co tai phat di can cao.

Cdc phdc db hod tri bo tro
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Cdc phéc dé wu tién

e 4AC (doxorubicin/cyclophosphamide) liéu day>4P (paclitaxel)
lidu day (chu ky 2 tuan).

e  4AC (doxorubicin/cyclophosphamide) liéu day = 12 tuan
paclitaxel.

e  4AC (doxorubicin/cyclophosphamide) chu ki 3 tuin > 4P

(paclitaxel), chu ky 3 tudn hodc 12 tudn Paclitaxel.

e TC (docetaxel/cyclophosphamide).

Cdc phéc dé khéc

e AC (doxorubicin/cyclophosphamide) chu ky 3 tuan.
e 4AC (doxorubicin/cyclophosphamide) chu ky 3 tudn > 4D
(docetaxel) chu ky 3 tudn.
e EC (epirubicin/cyclophosphamide) chu ki 3 tuin
e 4EC (epirubicin/cyclophosphamide) = 4P (paclitaxel) hodac 4D
(docetaxel) chu ky 3 tudn
e 4FAC (5FU/doxorubicin/cyclophosphamide) = 4P (paclitaxel)
hozc 12 tudn paclitaxel
e FEC (5FU/epirubicin/cyclophosphamide) chu ky 3 tuan.
e 3FEC (5FU/epirubicin/cyclophosphamide)—> 3D (docetaxel).
e TAC (docetaxel/doxorubicin/cyclophosphamide) chu ky 3 tuan.
e CMF (cyclophosphamide/methotrexate/SFU)

1.4.3. Suw thit bai cac thu nghiém hoa tri liéu cao ( dose escalation )

Hai nghién ctru NSABP B22 va B25 danh gia vai tro cua ting liéu
cyclophosphmide tir liéu chuan 600mg/m2 ti 2400mg/m2. Khong c6 nghién
ctru nao trong hai nghién cru nay cho két qua tét hon trong khi dé tang licu
lién quan dén ting cac doc tinh loan san tiy bao gdm leukemia cip quan sat

thdy trong nghién ctru B25 [41], [42].
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CALGB 9344 danh gid 3 liéu doxorubicin 60mg/m2, 75mg/m2,
90mg/m2 phdi hop voi cyclophosphamide (trong thiét ké nghién ciru 4AC +
4P). Két qua cho thay khong ting co y nghia vé hiéu qua diéu trj khi ting liu
doxorubicin trong khi d6 doc tinh ting 1én 1d rang & cac muc lidu cao hon

60mg/m?2 [7]

Mot sb cac thir nghiém da duoc tién hanh danh gia vai tro cua cac phac
d6 hoa tri lidu cao két hop vai truyén ghép tay trong diéu tri bd trg ung thu
vi. Mic du véi két qua nghién ciru pha II day hira hen tuy nhién céc thir
nghiém ngau nhién lai that bai trong viéc ching minh cai thién ty 1& song
thém khong bénh va sdng thém toan bd & phac dd nay. Do viy viéc dung hoa
tri liéu cao hién nay khong dong vai tro trong héa tri bd tro cho bat ky nhom

bénh nhan ung thu va nao.

1.4.4. Co 56 Iy ludn ciia héa tri lidu day

Liéu luong va tan suat hoa tri ¢6 vai trd rat quan trong trong giam khoi luong
u (tumor burden). V& 1y thuyét, liéu hoa chit cao hon va tan suat day hon lam
tang kha nang tiéu diét té bao ung thu, dac biét cac khdi u nhay cam vo61 hoa
trj. Cac nghién ctru thuc nghiém cho thiy khi ting liéu cao, dudng cong dap
ung lidu khong ting lién tuc, ma thuong dat cuc dai tai mic gidi han trén
khoang lidu thong thuong. Cac thir nghiém lam sang hoa tri lidu cao thuc hién
trong nhiéu nam cho cac két qua hdn hop. Hiéu qua cua hoéa tri lidu cao duong
nhu phuy thudc vao tuyp moé bénh hoc va giai doan bénh. Do vay xu hudng

nghién ctru chuyén tir lidu cao sang lidu day ( ting tan suat ).

Vé co so 1y thuyét, té bao ung thu ting theo cip sd nhan, do vay goi ¥
rang lidu day (dose-dense) hiéu qua hon liéu trinh thong thudng ( 3 tuan ).
Céc nghién ctru thuc hién trén mé hinh phan bao di cho thiy phac d6 liéu day
c6 hiéu qua trong giam ganh niang khéi u. Trong cac khéi u, liéu phap doc té

bao gay ra sy thoai trién u nhung luon c6 sy tai phat trién gitra cac chu ky
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diéu tri. Nghién ctru thuc nghiém ctia Norton-Simon cho thay khéi u tai phat
trién chdm hon & phac do lidu day so voi liéu trinh thong thuong [41]. Gia
thuyét Goldie-Coldman cho rang cac dot bién khang thudc xay ra voi xac suat
nhat dinh va do d6 ngay khi giam khéi luong, cic té bao ung thu tai phat trién
trd lai [42]. Trén co s6 Iy thuyét nay, néu tiéu diét t& bao u nhanh chong bang
cach str dung héa chiat mau hon véi lieu dung nap cao nhit s& giam ty 16
khang thudc do it thoi gian va it co hoi xuat hién, ting sinh cac dong té bao

khang thudc va dan dén tang ty 18 diéu tri thanh cong. [43], [44], [45]

Standard dose Dose escalation Dose dense

N i

107 4

10

10 7

10° 4

10° 4

4

107 1

No. of cells

10% 4

0
10 0 8 16 24 0 8 16 24 0 8 16 24

Time (weeks)

Hinh 1.5. Sy giam s6 luong té bao ung thu va tai phat trién tré lai khi diéu tri
phac do truyén thong, li€u cao va liéu day
Nguoén: Marc L. Citron va CS, CANCER INVESTIGATION (2004) [46]
1.4.5. Tinh kha thi ciia héa tri lidu day

Yéu t6 han ché chinh cta hoa tri liéu day 1a dgc tinh trén h¢ tao huyét,
dic biét giam bach ciu da nhan trung tinh va bién ching cua giam bach cau
da nhén trung tinh (sét, nhiém trung phai nhap vién). Cac yéu td kich thich
tang sinh dong bach cau hat (G-CSF) di 1am giam ty 1&, mirc d6 va thoi gian
giam bach cau hat, co vai tro quyét dinh mang lai tinh kha thi cho phac dd
lidu day. Str dung G-CSF dic biét quan trong trong phac dd lidu day vi thoi
gian phuc hdi cta hé tao huyét giita cac chu ky ngan hon liéu thong thudng

[47].

Trude day filgrastim 1a thubc GCSF cha yéu duoc sir dung voi tac



28

dung kich thich sy sinh sdn va trudng thanh cta cac tién than cua bach cau
trung tinh. Gan day Pegfilgrastim, G-CSF thé hé méi, dang poly-ethylen
glycol hoa cua filgrastim, ra doi gitp giai quyét han ché cia filgrastim, 1a phai
tiém hang ngay, kéo dai trong khoang 7 - 10 ngay lién tiép. Phan ung peg hoa
filgrastim, bang cach gan chudi polyethylen glycol (20 kDa) vao phan tir nay,
gitip giam do thanh thai tai cau than, kéo dai thoi gian luu hanh trong mau,
két qua 1a kéo dai hoat tinh cta thudc, va chi phai sir dung 1 1an [48], [49]. Dix
lidu tir cac nghién cru 14m sang cho thay diéu tri du phong voi Pegfilgrastim
giam ti 1¢ ha bach cau da nhéan trung tinh ciing nhu cac bién ching sdt, nhiém
khuan do ha bach ciu, giam thoi gian ndm vién va dung nap t6t véi ti 18 rat
nhd bénh nhan c6 tac dung phu, gitp tuan thu ké hoach diéu tri tét hon [50],
[51], [52].
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Hinh 1.6. Bién thién s6 luong bach cau da nhéan trung tinh trong 21 ngay
khong va c6 du phong G-CSF
Ngudn: Brugger va CS. Crit Rev Oncol Hematol (2009) [53]

1.5. Tong hop két qua cac nghién ciru 1am sang phac dd liéu day

Khai niém hoa tri liéu day 1a truyén héa chat véi lidu nhu trong phac d6
diéu tri truyén thong tuy nhién khoang cach giira cac dot diéu tri duoc rit
ngan v6i su hd tro cta cac thude kich thich ting trudong bach cau.

Nghién ctu pha III GONO-MIG tai Y thuc hién léy ngau nhién trén
1.241 bénh nhan UTV giai doan sém so sanh hi€u qua diéu tri bd trg 6 chu ky
phac d6 FEC mdi 3 tuan v6i 6 chu ky FEC mdi 2 tuan. Véi thoi gian theo ddi

trung binh 10 ndm mac du khong c6 su khac biét vé DFS va OS trén toan bd
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nhom bénh nhan nghién ctru nhung két qua cling ghi nhan hiéu qua ctia phac do
FEC chu ky 2 tudn cao hon ¢ nhom bénh nhan tré tudi c6 ER am tinh, Her 2/neu
duong tinh [5]

Nghién ctru CALGB 9741 trén 2.005 bénh nhan c6 hach nach duong
tinh dwgc phan ngiu theo thiét ké 2 x 2, nhom diéu tri dong thdi AC va T so
v6i nhém diéu tri tudn tu, nhém dicu tri mdi 3 tudn AC va T so véi nhém dicu
tri mdi 2 tudn AC va T. Két qua phac d6 diéu tri phdi hop mdi 2 tuan cé két
qua cao hon phdi hop hoa chat mdi 3 tuan vé thoi gian séng thém khong bénh
va thoi gian sdng thém toan b, tuy nhién phac d6 liéu mau mdi 2 tudn can sir
dung GCSF du phong thudng quy [6]. Dya trén két qua nghién ctru CALGB
9741, phac d6 hoéa tri liéu day AC + T duogc sir dung phd bién tai My va hiéu
qua cla phac d6 nay dang duoc nghién ciru so sanh v&i phac d6 TAC trong

nghién ciru NSABP B38 [54].

Arm 1 Doxorubicin Paclitaxel Cyclophosphamide
Conventional scheduling (ST a KR EP ]
sequential chemotherapy
(=484 rrTr1r1r1rrrri11il
Arm 2 Doxorubicin Paclitaxel Cyclophosphamide
Dose-dense Every 2 Every 2 Every 2
sequential chemotherapy weeks x 4 weeks x 4 weeks x 4
(n=493)

rrirrirrrrnnnl

G-CSF 5 ug/kg/day s.c.

D D I:l D D D D D D D D D beginning on day 3 of each cycle

Doxorubicin
Arm 3 Cyclophosphamide Paclitaxel
Conventional scheduling
combination chemotherapy
(=501 r 1111111

(I I I |

Doxorubicin
Arm 4 Cyclophosphamide Paclitaxel
Dose-dense scheduling Every 2 Every 2
combination chemotherapy - v P €.} weeks x 4
(n=495)

rtrrrrni

il

D [] [I [] G-CSF 5 pg/kg/day s.c.
D I:l [] [] beginning on day 3 of each cycle

Figure 2. Schema of the CALGB 9741 dose-dense trial.** G-CSF = granulocyte colony-stimulating factor.

Hinh 1.7. Thiét ké nghién cru CALGB 9741
Nguon: Citron va CS, [6]
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NCIC MA.21 ciing 13 nghién ctru danh gia hiéu qua cua phac dd hoa tri
lidu day c6 Taxan. Nghién ciru ndy thyuc hién ngau nhién trén 2.104 bénh nhan
¢6 di can hach nach hodc hach nach am tinh nhung c6 yéu té nguy co duoc
dinh nghia la khdi u ¢6 kich thudce trén 2 cm, hoac do mo6 hoc do III hoac thu
thé noi tiét Am tinh hodc Her duong tinh. Bénh nhan dugc chia thanh 3 nhom:
mdi 3 tudn AC+T, CEF x 6, hoic EC + T liéu day. Thoi gian theo ddi trung
binh 30 thang, két qua nghién ciru cho thiy phac d6 AC + T kém hiéu qua
hon so véi ca phac ¢6 CEF va phac ¢6 EC + T lidu day. Nghién ctru nay két
luan va ung ho quan diém phac dd hoa trj lidu day dem lai hi¢u qua cao hon
trong diéu tri bo tro [55].

Nghién ciru Panther 13 nghién ctru 16n gan ddy nhat danh gia hiéu qua
didu tri hoa chét liéu day trén 2017 bénh nhéan tir 18 dén 65 tudi, chia ngiu
nhién vao 2 nhém, 1006 bénh nhan duoc diéu tri lidu day 4EC-4D va 1011
bénh nhan dugc diéu tri phac dd 3FEC-3D chu ki 3 tuan. Két qua nghién cuu
cong bo nam 2016 cho thdy nhom diéu tri lidu day cai thién séng thém khong
bénh 5 ndm so vé6i lidu 3 tuln tir 82,1% 1én 86,7% va séng thém toan bo 5
nam tir 90,2% lén 92,1% [56]

Nghién ctru AGO trén 1284 bénh nhan UTV tir 18 dén 65 tudi, hach
nach duong tinh giai doan tir II dén IIIA duogc chia ngiu nhién 1am 2 nhém
diéu tri bd trg phac dd6 EC-T chu ki 2 tuan va 3 tuan. Két qua cho thay ti 1é
song thém khong bénh 5 nam cia nhanh liéu day 1a 70%, nhanh liéu 3 tuan 13

62%, két qua sdng thém toan bo twong tmg 1a 82% va 77%. [57]
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Bang 1.3. Tong hop két qua nghién ctru so sanh liéu day va liéu thong thudng

Ngudn: Nghién ciru CALGB 9741, NSABP B-38, Panther, AGO, GONO-MIG

Thiét ké

CALGB |2005 |Nhanh 1: 4A — 4P — 4 C | 36 DFS liéu day so
9741 chu ki 3 tuan thang | voi liéu  thong
Nhanh 2: 4A — 4P — 4 C thuong tai  thoi
chu ki 2 tudn, dy phong diém 4 nam 1a 82%
G-CSF va 75%
Nhénh 3: 4 AC — 4 P chu OS 3 nam tuong
ki 3 tuan g 92% va 90%
Nhanh 4: 4 AC — 4 P chu
ki 3 tuan, du phong G-
CSF
NSABP | 4,894 | Nhanh 1: TAC x 6 chuki | 64 DFS 5 nim twong
B-38 Nhéanh 2: 4 AC — 4P liéu | thang ung la  80,1%,
day, du phong G-CSF. 82,2% va 80,6%.
Nhénh 3: 4 AC - 4PG liéu OS 5 nim tuong
day, du phong G-CSF. tmg  1a  89,6%,
90,8% va 89,1%.
Panther [2017 |Nhanh 1: 4EC-4D liéu | 63 DFS 5 nam cua 2

day, du phong G-CSF
Nhanh 2: 3FEC-3D chu ki

3 tuan

thang

nhanh tuong ting
86,7% va 82,1%.

OS 5 nam tuong
ung  92,1% va

90,2%




AGO

GONO-
MIG

Margot

Burnell

1284

1214

2104
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Nhanh 1: EC-T liéu day
vo1 G-CSF dy phong
Nhénh 2: EC-T liéu 3 tuan

Nhanh 1: FEC x 6 chu ki
2 tudn véi G-CSF
Nhanh 2: FEC x 6 chu ki

3 tuan

Nhanh 1: FEC liéu thong
thuong

Nhanh 2: EC-T liéu day
vo1 G-CSF dy phong
Nhanh 3: AC - T liéu

thong thuong

62
thang

10.4

nam

30,4
thang

DFS 5 ndm nhanh
1,2 tuong ung 70%
va 62%

OS 5 nam tuong
ung 82% va 77%
DFS 5 ndm nhanh
1,2 tuong ung 78%
va 78%

OS 5 nam tuong
ung 91% va 89%
DFS 3 ndm nhanh
1,2,3 twong Ung la
85%, 90,1% va
89,5%.

Theo phan tich tong hop cia tac gia Gray R va cong sy trén 37 298 bénh

nhan UTV tir 26 thtr nghiém 14m sang so sanh phac d6 hoa tri liéu day 2 tuan

va phac dd lidu 3 tuan trong diéu trj bd trg UTV cong bb trén tap chi Lancet

nam 2019 véi thoi gian theo ddi trung binh 7,4 nim cho thidy nhém bénh nhan

diéu tri liéu day giam nguy co tai phat 14% so v6i nhom diéu trj liéu 3 tuln (
HR = 0,86; 95% CI 0,82-0,89; p< 0.0001 ). Nguy co tir vong do UTV ciing
giam 13% & nhom diéu trj lidu day ( HR 0,87; 95% CI 0,83-0,92; p<0,0001 ).

Loi ich vé giam ti 1€ tai phat va tr vong dugc ghi nhan ¢ tat ca cac phan nhom

vé dac diém bénh nhan va dac diém khoi u [7].
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A Any recurrence (10004 women) B Breast cancer mortality (10004 women)
50 - Dose-dense 507 RRO-86(95% C1 0.7-0.96)
~®- Standard schedule Log-rank 2p=0-005
10-ye: 2:8%(95% C10-8t0 4.8
40| RRO83(95%CI076-091) 404 year gain 2:8% ( )
Log-rank 2p<0-0001
10-year gain 43% (95% C12:1t0 6-4) g
—_ 2
*® B ] 4
£ } 283% .é 30
£
& 3 o
s 19:5% 240% 2
£ 20 g 20+ 19.6%
g 16-8%
16-4% = 10-3%
104 104
8.9%
0 T T 0o T T
o 5 10 o 5 10
Recurrence rate per year (%) and log-rank analyses Death rate per year (%) (total rate - rate in women without recurrence) and log-rank analyses
Allocation Years 0-4 Years5-9 Years =10 Allocation Years 0-4 Years5-9 Years =10
Dose-dense 357 (780/21834) 2.14(228/10630) 0-92 (22/2403) Dose-dense (95% C1) 1.80(1.63-1.98) 200 (1.75-2-26) 125(0-82-1.67)
Standard schedule 436 (940/21578) 2:41(249/10343)  0:92(22/2396) Standard schedule (95% C1) 215 (1:96-2:34) 221(1:94-248) 157 (1.09-2.04)
Rate ratio (95% Cl) from 0.82(0:73-0.91) 0.87(0-69-1.04) 110 (0-44-1.76) Rate ratio (95% CI) from 0-86 (0.73-0-98) 0-88(0.70-1.05) 0.80(038-122)
(0-E)V -76:5/385.6 -15-8/109-8 0.9/97 (0-E)V -323/2086 -15-1/113-8

-3-91175
Hinh 1.8. Ti 1¢ tai phat va tir vong cua phac d6 liéu 2 tudn va 3 tuan

Ngudn: Gray R va cong su [7].
1.6. Cac thudc sir dung trong nghién ciru

1.6.1. Doxorubicin
Doxorubicin ham lugng 50mg, 10mg.

T G

Doxorubicin
“Ebewe

33 50mg/25ml

Doxorubicin
“Ebewe” ™"

°o0mg

Co ché tac dung: Gian tiép pha v& chudi AND bai tac dung ctia anthracyclin
trén topoisomerase II, xem vao gitta AND, tic ché men tring hop AND.

Chi dinh:

- Ung thu v, bang quang, gan, phdi, da day va tuyén giap

- Sarcom xuong va phan mém

- U lympho ac tinh Hodgkin va khong Hodgkin

- C4c bénh bach ciu cép

- U Wilm, u nguyén bao than kinh, sarcom co van tré em
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Liéu luong va cach str dung: Liéu lugng thay doi theo cac phac dd héa
chit dugc ap dung cho tung bénh.

Chu y:

- Thube gay hoai tor manh néu co hién tugng thodt mach

- Khong st dung thudc néu bénh nhan suy tim, dau thét nguc, roi loan
nhip tim hoac co nhdi mau co tim & gﬁn v6i thoi diém diéu tri

- Khong dung qua lidu tich lily 550mg/m2 (450mg/m2 khi bénh nhéan da
duogc xa tri ving nguc hoic dung cyclophosphamid dong thoi)

- Giam liéu néu bénh nhan c6 suy chirc ning gan:

Pdc tinh:

- Uc ché tay xuong: diém thap nhat cia sé luong bach cau va tiéu ciu
xuét hién vao ngay thir 10-14.

- Budn ndn va ndn: mire d6 tir nhe dén vira & 50% bénh nhan

- Da va niém mac: viém niém mac miéng tiy thudc vao lidu luong thudce
dung. Rung toc bit dau trong khoang 2-5 tuan ké tir khi bat dau diéu tri va hdi
phuc déan sau khi nging diéu trj. Ton thuong t6 chuc tai chd c6 thé gay loét va
hoai tir da néu thoat mach dudi da. Tang sic t6 da trén vung tinh mach tiém
thude, viém tinh mach hay gap.

- Tim: suy tim & huyét khong hoi phuc c6 thé xuat hién do ton thuong co
tim. Ty 1é mac tiy thudc vao liéu tich liy thudc.

- Cac doc tinh khac: nuéc tiéu do do thube va cac chat chuyén hoa cia
thudc. Viém va xo cac tinh mach khi tiém thude nhiéu 1an. Sdt, rét run, ndi
may day it gap.

1.6.2. Cyclophosphamid
Endoxan ham luong 500mg, 200mg dang truyén tinh mach.



Co ché tac dung: ngin can sy tach va sao chép phan tir AND do tao nén
cac cau alkyl giira 2 mach cta phan tir.

Chi dinh:

- Ung thu vi, phoi, budng trimg, tinh hoan, bang quang

- Sarcom phan mén, sarcom xuong

- U lympho Hodgkin va khong Hodgkin

- Bénh cau cép lympho cip va man

- U nguyén bao than kinh va u Wilm & tré em

Liéu luong va cach str dung: Liéu lugng thay doi theo cac phac dd hoa
chat duoc ap dung cho tirng bénh.

Ddc tinh:

- Uc ché tuy: giam bach cau hat thuong xay ra, giam tiéu cau it gap.

- Budn nén, nén: thuong xay ra khi truyén tinh mach liéu cao.

- Da va niém mac: rung téc thuong gap, xuét hién sau khi dung thude 2-
3 tudn, da va mong co thé xam mau, viém niém mac miéng it gap.

- T6n thwong bang quang: viém bang quang c6 hodc khong co chay mau
xudt hién & 5-10% bénh nhén, thudng hoi phuc khi ding thudc nhung ciing c6
thé kéo dai va dan dén xo hoa bang quang. Phong ngira bang cach bdi phu du
dich va dung thudc vao budi sang. Ding mesna dé bao vé bang quang khoi
tac dung phu nay.

- Cac tac dung phu khac: Uc ché mién dich: hay gip. Mat kinh va mat
tinh trung hay gap, gy ung thu thur phat..
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1.6.3. Paclitaxel
Ham luong 260 mg, 150mg, 100mg, 30mg dang truyén tinh mach.

A

PRESCRIPTION ONLY Mt
KEEP OUT OF REACH OF CHILD

ANZATAXC
Injection Concentrat
Paclitaxel 150 mg in25mL

For IV use only
Do not administer undiluted

Vi

Co ché tac dung: lam tang sy hinh thanh va 6n dinh cac vi quan, tac
dung chéng u dat dugc bdi viée hinh thanh cac vi quan khong chirc nang hoac
vi quan bi thay thé-cin bang vi dng. Su phan bao bi ngimg lai do polyme hoa
cac vi quan.

Chi dinh:

- Ung thu biéu mé budng trimg, va, phdi, ung thu ving dau cd, bang
quang va cd tir cung

- U hic t6 4c tinh

- Sarcom Kaposi ¢ nhitng bénh nhan AIDS

Liéu luong va cach sir dung: truyén tinh mach. Liéu lugng thay doi theo
cac phac do hoa chat duoc ap dung cho timg bénh.

Luu y: phan tng phan vé c6 thé xay ra: kho tho, tut huyét ap, co that phé
quan, mé day. Phan tng nhu trén hiém gip nhung c6 thé du phong bang céac
thudc khang histamin, corticoid.

Ddc tinh:

- Uc ché tuy xuong: hay gip giam bach cau. Hay gip giam tiéu cau, doi
khi c6 thiéu mau

- Budn nén va nén hay gip nhung nhe

- Da va niém mac: ryng toéc va viém ni€ém mac hay gap

- Phéan trng qua man
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- Céc tac dung phu khéc: réi loan cam giac, d6i khi gy ia chay, dau co khép.
[58].
1.6.4. Pegfilgrastim

Ham luong: 6 mg

nawe .

Co ché tac dung: 1a mot yéu t6 kich thich ting sinh dong bach cau hat
(G-CSF), va c6 anh huong diéu bién mién dich véi dong bach ciu don nhén,
lympho bao va dai thuc bao, tac dung chdng viém cta G — CSF ciing duoc ghi
nhan.

Chi dinh: khuyén céo sir dung cho chu ki hoa chat dau tién va tiép theo
sau dé du phong s6t ha bach cau hat khi nguy co ha bach cau hat trén 20%
hodc ¢o thé dugc str dung trong mot sé trudng hop dic biét khi co nguy co
cao ha bach hat kéo dai nhu tudi cao ( trén 65 tudi ), toan trang kém, qua trinh
diéu tri trude d6 kéo dai, ung thu xam l4n tiy xuong, dd bi sét ha bach cau
cac chu ki trudc, tinh trang nhiém khuan hodc bénh 1y phdi hop ning.

Liéu lwong va cach sir dung: tiém dudi da mot liéu duy nhat 24 gid sau
hoa tri.

Ddc tinh:

— DPau xuong thuong dugc ghi nhan.

— DPau tai vi tri ti€m

— Pau dau, budn ndn.

— (€6 thé gay nén cac bién cb: ho hip cip, viém mang phdi, viém mang
ngoai tim nguyén nhan c6 thé thir phat do su thoat mach hoic bai xuat

bach cau hat. Nhung hiém gip. [58]
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CHUONG 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twong nghién ciru
Tiéu chudn lwa chon
— Bénh nhén nit & d6 tudi 18-60.
— MGdi chan doan ung thu vi giai doan II va III danh gia trén mo hoc
sau mo theo AJCC 2010
— M0 bénh hoc 13 ung thu biéu mé tuyén vii xAm nhép. C6 xét nghiém
hoa moé mién dich dé danh gia tinh trang TTNT va Her2/neu.
— Pi dugc phau thuat (cit tuyén va triét cin bién d6i hodc phiu thuat
bao ton)
— C6 chi dinh héa tri bo tro.
— Bénh nhan chua tung duoc hoa tri trude do.
— Chi sd toan trang (theo thang danh gia ciia Eastern Cooperative
Group - ECOG): 0 —1.
— Bénh nhén c6 s6 luong BCONTT > 1,5 x 10%/L va lugng tiéu cau > 100 x
10%L, HgB > 9 g/dl, tong s bach cau >3 x 10%L, albumin > 30 g/L.
— Chtrc nang tim, gan, than trong giéi han binh thuong.
Tiéu chuin loai tru
— €6 chdng chi dinh hoa tri.
— Bénh nhén ung thu v tai phat, di can.
— Bénh nhan mic ung thu tha 2.
— Bénh nhan mic cac bénh man tinh nghiém trong vé tim mach, gan,
than, phoi.

— Bénh nhan dang mang thai/cho con bu.
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2.2. Thoi gian va dia diém nghién ciru

Nghién ctru dugce thuc hién tai bénh vién K tir 09/2016 dén thang
9/2020. Tong s6 152 bénh nhan ung thu va duge chan doan tai bénh vién K tir
9/2016 dén 6/2018, thoa man tat ca cac tiéu chuan lya chon s& duoc dua vao
nghién ctru.
2.3. Phuong phap nghién ciru

2.3.1. Phwong phdp nghién ciru: Nghién ctru tién ciru can thiép 14m sang

khong dbi ching
2.3.2. C& mdu: duoc tinh theo cong thuc
_Z{ % PO
n = d2

n: C& mau du kién

P: Ty 1 song thém khong bénh 3 nim ctia nhom diéu tri 4AC — 4P trong
nghién ctru CALGB 9741, p=0.,9.

Q=1-P

d: d6 sai 1éch mong muén (d=0,05)

Z: sai lam loai 1 &6 muc 1-0/2 (Z=1,96)

Theo tinh todn ¢& mau nghién ctru ti thiéu 138. Lay mau n = 140 bénh nhan.

2.3.3. Phwong phdp tién hanh

Bénh nhan sau phiu thuat 6n dinh, du tiéu chuan nghién ctru s& dugc
tién hanh:
2.3.3.1. Thu thdp cac dac diém vé lam sang, cdn lam sang

- Tac gia ludn 4n 1a nguoi truc tiép kham 1am sang, thu thap cac thong
tin hanh chinh lién quan va ghi nhan két qua 1am sang, can 1am sang, dic
diém bénh.

- Xét nghiém danh gia chirc nang hé tao huyét, gan, than, tim mach trudc
diéu tri. Panh gia chirc nang tim bang phan suit tong mau (Ejection Fraction)
trén si€u am tim.
2.3.3.2. Diéu tri hod chat phdc d6 44C-4P
4 dot héa chdt AC:
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Doxorubicin 60mg/m2 truyén tinh mach ngay 1

Cyclophosphamide 600mg/m? truyén tinh mach ngay 1

Chu ky 14 ngay

Doxorubicin, cyclophosphamid dugc pha trong 250 ml duong glucose
5% hodc natriclorua 0,9% truyén tinh mach trong 30 phut.

4 dot Paclitaxel (T):

Paclitaxel 175mg/m2 truyén tinh mach ngay 1 chu ki 14 ngay. Paclitaxel
duoc pha trong dudng glucose 5% hoic natriclorua 0,9%, truyén trong thoi gian
3 gio, trude khi truyén paclitaxel 30 phut, bénh nhan duoc ti€ém tinh mach
dexamethason 20mg va dimedrol 50 mg dé du phong phan tmg qua man.

Thudc du phong ha bach cu Pegfilgrastim 6 mg tiém dudi da 24 gio sau
héa tri mdi chu ky.

Tac gia luan 4n 1a nguoi truc tiép 1ap phac do, to chirc va theo ddi qué
trinh truyén hoa chat cho cac bénh nhén.
2.3.3.3. Panh gid doc tinh cia phdc dé theo tirng chu ki va danh gid tong thé
sau 4 chu kp, 8 chu ky diéu tri

- Kham 1am sang va danh gia doc tinh cta hoa chat trudc mdi dot didu
tri. Chi khi sb lugng bach cau trung tinh > 1,5x109/L, bénh nhan mdi dugce
tiép tuc hoa tri v6i liéu ddy du. O nhimng bénh nhan c6 doc tinh do 3,4 do hoa
tri, o thé giam 20% liéu hoa tri trong chu ky tiép theo.

- Khi x4y ra mot phan tng qua man, dic biét khi tiém truyén paclitaxel
can ngay lap tirc nglng tiém truyén va xt tri bang corticoid véi thubc khang
histamin. Néu phan ing qui man nghiém trong chiang han nhu sdc phan vé,
can tién hanh ngay cac can thiép cdp ctru bao gém thé oxy, epinephrine, céc
beta-agonist, va corticosteroid kém theo gidm sat cac ddu hiéu sinh ton cho
dén khi xtr Iy duoc céc tridu chimng.

- Du phong va diéu tri chdng noén bang cac thude tre ché chon loc thy thé
5-HT3 (Serotonin) bao gém ondansetron 16-24 mg, granisetron 2 mg va

palonosetron 0.25 mg.

- Piéu tri don khang sinh Beta-lactams phé rong khi co s6t ha bach cau.
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Piéu tri két hop khang sinh khi ¢6 tinh trang nhiém khuan ning.

- Panh gia tong thé bao gdm kham lam sang, siéu &m 6 bung, chup
Xquang phdi, chi diém u CA 15.3 sau 4, 8 dot hoa chat. Lam cac xét nghiém
khac khi c6 chi dinh.

- Tac gia luan an 1a ngudi tryc tiép kham bénh nhan tai thoi diém
trude moi dot truyén, trong qua trinh truyén va sau khi truyén hoa chat.
Pong thoi tiép nhan thong tin sau truyén hoa chat qua dién thoai voi céac
truong hop da ngoai tri & nha.
2.3.3.4. Piéu tri bé tro khdc

- Xa tri: 4p dung voi cac trudng hop c6 khédi u 16n (>5cm) hodc dién cit
tiém can hodc c6 hach di can. Xa tri 1a chi dinh bt budc trong diéu tri bao ton
ung thu vu.

- Piéu tri noi tiét: ap dung cho bénh nhan c6 thu thé noi tiét duong tinh.
Pbi véi bénh nhan con kinh néu ¢o cac yéu td nguy co cao, dic biét dudi 35
tudi, phdi hop e ché budng trimg (bang chit ddng van GnRH) véi tamoxifen.
Céc trudong hop nguy co thap diéu tri tamoxifen don thuin 5 nam. Dbi véi
bénh nhan da man kinh stir dung tamoxifen hodc Al trong 5 nam.

- Piéu tri khang Her2: ap dung cho bénh nhan c6 thu thé Her2 duong
tinh. Thoi gian diéu tri trastuzumab 1a 1 nam.
2.3.3.5. Theo doi bénh nhén sau diéu tri

- Khi ngudi bénh két thuc diéu tri, sau mdi 3 thang bénh nhan duoc
kham 1am sang d4nh gia toan trang chung, cac dau hiéu co nang, thuc thé, xét
nghiém chi diém u CA 153, chup X.quang phdi, siéu 4m 6 bung va chup cit
16p vi tinh 6 bung, 16ng nguc néu siéu am hodc Xquang nghi ngd, hodc co du
hiéu 1am sang nghi ngd. Chup X.quang v d6i bén ( ca vii bén bénh néu phau
thuat bao ton ) hang nam.

- Tac gia luan an tryc tiép lién lac nguoi bénh qua dién thoai mdi 3 thang

dé danh gia tinh trang bénh va séng thém.

2.3.4. Mt 56 tiéu chudn, ky thudt siv dung trong nghién ciru
— Phan giai doan TNM ung thu vi theo AJCC 2010 (muc 1.2.2)
— Chéan doan mé bénh hoc theo phan loai WHO 2012 ( muc 1.2.3)
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— Chi sb Performance status (PS) theo thang diém cua ECOG (Eastern
Cooperative Oncology Group) [59]

e PS 0: Hoat dong binh thuong, co thé thuc hién duogc tat ca cac hoat
dong thong thuong khong han ché, khong can sy giup d& cua thude
giam dau.

e PS 1: Han ché cac hoat dong ging sirc, nhung c6 thé di lai duoc va thuc
hién dugc cac cong viéc nhe, cong viéc khong doi héi di lai nhiéu.
Nhom ndy ciing gdm ca nhimg bénh nhan hoat dong binh thuong nhu
d6 0 nhung véi trg gitp cua thude giam dau.

e PS 2: C6 thé di lai duge va tu cham so6c ban than nhung khong thé lam
viéc duoc. Ngdi hodc di lai trén 50% thoi gian thic.

e PS 3: Cham séc ban than mot cach han ché, nghi tai givdong hoic ghé
trén 50% thirc.

e PS 4: Mit kha ning chiam séc ban than va hoan toan nam nghi tai
giwong hoic ghé.

e PS 5: Bénh nhan tir vong.

— Tiéu chuan danh gia doc tinh theo CTCAE phién ban 4 nam 2010.

Bang 2.1. Bang danh gia doc tinh hé tao huyét va chic ning gan than theo
tiéu chuan CTCAE 2010
Nguén: CTCAE 2010 [60]

Bach cau (x 10%) > 4 3-3,9 2-29 1-1,9 <1
Bach ciu hat (x 10°) | >2 1,5-1,9 1-1,4 0,5-0,9 <0,5
Huyét sic to (g/L) >125 | 100-124,9 = 80-99,9 | 65-79.9 <65

Tiéu ciu (x 10%) 150-450 | 75—149 | 50-749 | 25-499 <25
SGOT va/hoic <40 | 40,1-100 | 100,1-200 | 200,1-800 > 800,1
SGPT

(nmol/L)

Creatinin (mmol/L) = <120 | 120,1-180  180,1-360 | 360,1-720 =>720,1
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Bang 2.2. Danh gia doc tinh ngoai hé tao huyét theo tiéu chuan CTCAE 2010
Ngudn: CTCAE 2010 [60]
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2.3.5. Phwong phap phdn tich xw ly két quad
St dung phian mém théng ké SPSS 20.0 dé phan tich sb liéu. Cac
phuong phap thdng ké dugc str dung bao gdm:
+ Théng ké mo ta: Trung binh, d6 1éch chuin
+ So sanh trung binh: Test ANOVA (p< 0,05)
+ So sanh ty 1¢: Test Chi square (p<0,05)
+ Phuong phap udc lugng ty 1¢ sdng thém: Kaplan-Meier
2.3.6. Cac chi tiéu nghién ciru

- Thoi gian séng thém toan by (OS) dugc tinh tir khi co chan doan xac
dinh t6i luc tir vong hodc dén khi c6 thong tin cudi cung.

- Thoi gian séng thém khong bénh duge tinh tir ngdy phau thuat t6i thoi
diém bénh tai phat dau tién hodc tir vong hoic dén khi co thong tin cudi néu
chua tai phat.

- Thoi gian séng thém tinh bang thang, néu sd ngay du 16n hon hoic
bang 15 thi thoi gian séng thém duoc 1am tron thém 1 thang.

- Tinh trung vi thoi gian sdng thém khong bénh va toan bo, ti 1¢ sdng
thém khong bénh va toan bd tai thoi diém 1,2 va 3 nam.

- Phén tich dudi nhom va anh hudng cta cic yéu t6 cin ban dé xac dinh
liéu hiéu qua diéu tri c6 hang dinh qua nhiéu phan nhom khac nhau. Cac yéu tb
bao gém: tudi, giai doan bénh, d0 mo hoc, tinh trang TTNT, Her2/neu.

- Bdc tinh dugce ghi nhan theo phan loai CTCAE 2010 [60]. Cac ddc tinh
trén hé tao huyét bao g@)m ha BC, ha BCDNTT, ha BC ¢6 sdt, ha Hb va ha
tiéu cau. Cac doc tinh ngoai h¢ tao huyét bao gém doc tinh gan, than, mét,
ndn budn ndn, viém miéng, tiéu chay, dau co, roi loan than kinh ngoai Vvi.

2.4. Vin dé dao dirc trong nghién ciru

— Loi ich ctia nghién ctru: Phac d6 liéu day da duogc thir nghiém va tng
dung 1am sang rong rdi & nhiéu trung tam 16n trén thé gidi. Két qua cho thay
cai thién thoi gian séng thém, dung nap t6t. Theo guidleline NCCN phién ban
2.2016, phac d6 AC — T dose dense duoc xép vao phac d6 wu tién (preferred
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regimens) v4i mirc bang chimg 1.

— Tinh tu nguyén: T4t ca BN trong nghién ctru déu hoan toan tu nguyén
tham gia. Nghién ctru chi nhim muc dich nang cao hiéu qua diéu tri, khong
nham muc dich nao khac. Bénh nhan c6 du tiéu chuan lua chon s& dugc giai
thich ddy du, rd rang, dé hiéu vé cac nguy co, loi ich cia viéc tham gia vao
nghién cru. Bénh nhan dong y tham gia s& c6 cam két trudc khi thuc hién
nghién ctru.

— Tinh bao mat: T4t ca cac thong tin chi tiét vé tinh trang bénh tat, cac
thong tin c4 nhan cua nguoi bénh dugc bao mat thong qua viéc ma hoé cac )
liéu trén may vi tinh.

— Nghién ciru nay khong duogc tién hanh néu khong co su chip thuin

cua Ho1 déng dao dac/Hoi déng xét duyét dé cuong.
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SO PO NGHIEN CUU

Bénh nhan nir ung thu biéu mo tuyén
vl xam nhap giai doan 11, III sau phau
thuat Patey hodc bao ton du ti€éu chuan

A

A 4

Hoa trj 4AC — 4 T chu ki 2 tudn véi G-
CSF dy phong 24 gio sau két thuc hoa
tr1, két hop Trastuzumab khi c6 chi

Xeét nghiém huyét hoc, sinh
hoa, si€u am danh gia chtic
nang tim trude di€u tri

Xa tri, diéu tri ndi tiét sau khi két
thuc 8 dot hoa chat khi ¢6 chi dinh

\ 4

Panh gi4 1am sang, siéu 4m 6
bung, X quang phdi, CA 15.3
sau 4, 8 dot hoa tri. Banh gia
doc tinh sau mdi dot diéu tri.

Theo doi1 dinh ky, thu thap s6 ligu, ghi
nhan theo mau bénh an nghién ctru, phan
tich séng thém (muc tiéu 1) va doc tinh
ctia phac d6 (muc tiéu 2)
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CHUONG 3
KET QUA NGHIEN CUU
C6 152 bénh nhéan du tiéu chuin nghién ciru, du thong tin dé phan tich sd
lidu, duoc diéu tri hoa chit lidu day tai bénh vién K tir 9/2016 dén 6/2018, va
theo ddi dén 9/2020.

3.1. Pic diém bénh nhan nghién ciru

3.1.1. Tubi

e 50
=40
30

20

! iy

18-30 31-40 41-50 51-60 Tudi

Biéu dd 3.1. Phan bd nhom tudi

Nhan xét: Tudi bénh nhan thdp nhat 14 27 tudi, tudi cao nhat 13 60 tudi,
tudi trung binh 14 49. C6 4 bénh nhan duéi 31 tudi chiém 2,6%.

3.1.2. Tinh trang kinh nguyét
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m Con Kinh

® Man Kinh

Biéu d6 3.2. Tinh trang kinh nguyét
Nhan xét: C6 54 bénh nhan man kinh chiém 35,5% trong d6 c6 12 bénh

nhan man kinh trén 5 nam chiém 7,9%.

3.1.3. Tién sir gia dinh

Bang 3.1. Tién st gia dinh méic ung thu va hoic ung thu budng trimg

Tién sir gia dinh mac UTV, S6 lwong (N) Ty 18 (%)
UT budng trimg va UT khac
Cé 5 3.3
Khéng 147 96,7
Tong 152 100

Nhan xét: Co 2 trudng hop co tién sir gia dinh mac ung thu budng trang, 3
truong hop co tién st gia dinh mac UTV.
3.1.4. Tinh trang mdc bénh man tinh kem theo

Bang 3.2. Tinh trang mac mot sb bénh man tinh kém theo

Loai bénh S6 lwong (N) Ty 18 (%)
Cao huyét ap 8 53
Dai thao duwong 6 3,9
Khéong mic bénh man 138 90,8
tinh kém theo
Tong 152 100
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Nhin xét: Co 14 bénh nhan mic cic bénh kém theo nhu cao huyét ap, dai
thao dudng chiém 9,2%. Khong c6 bénh nhin nao vira mic cao huyét ap vira
mic dai thdo dudng trong nghién ctru.
3.1.5. Vitriu

Bang 3.3. Vitriu

Vi triu S6 lwong (N) Ty 18 (%)

Mot phan tu trén ngoai 85 55,9

Mot phin tw dwéi ngoai 22 14,5

>
N

Da 1,4

Nhan xét: Vi tri mot phan tu trén ngoai thudng gip nhat, chiém 55,9%, c6 2
truong hop UTV 2 6 chiém ty 18 1,4%. C6 82 bénh nhdn vu trai chiém ty 1¢
53,9%.

3.1.6. Thé mé bénh hoc

= Ong xam nhap
u Tiéu thuy xdm nhap

. Thé tuy

Biéu d6 3.3. Thé mo bénh hoc
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Nhin xét: UT BM thé 6ng xam nhap thuong gip nhat chiém 80,3% ( 122
bénh nhédn ) va thé tiéu thuy xdm nhdp 1a 26 bénh nhan ( 17,1%). Thé tuy
chiém 2,6%.

3.1.7. D mé hoc
Bang 3.4. Do m6 hoc
Po md hoc S6 lwong (N) Ty 18 (%)
Po 1 2 1,3
Do 2 103 67,8
Po 3 47 30,9
Tong 152 100

Nhan xét: Do mo hoc 2 chiém ty 1& cao nhat 67,8%, d6 3 chiém ty 1& 30,9%,

c¢6 2 bénh nhan c¢6 d6 mo hoc 1 chiém ty 18 1,3%.

3.1.8. Tinh trang thu thé ni tiét

m Am Tinh
m Duwong Tinh

Biéu d6 3.4. Tinh trang thu thé noi tiét
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Nhén xét: Ti 1 bénh nhan c6 thu thé noi tiét 4m tinh cao, chiém ti 18 64,5% (

98 bénh nhan ) va duong tinh 1a 35,5% ( 54 bénh nhan ).

3.1.9. Tinh trang thu thé Her2

m Am Tinh

m Duwong Tinh

Biéu d6 3.5. Tinh trang thu thé Her2
Nhan xét: Ti 1 bénh nhan c6 thy thé Her2 dwong tinh, chiém ti 18 42.1% ( 64

bénh nhan ).
3.1.10. Phdn nhom sinh hoc phan tir

Bang 3.5. Phan nhom sinh hoc phan tur

Thé S6 lwong (N) Ty 18 (%)
Luminal A 2 1,3
Luminal B 48 31,6

Her 2 53 34,9
Basal — Like 49 32,2
Tong 152 100

Nhan xét: Ti 1é bénh nhan nhom Her 2 duong tinh cao, chiém 34,9%




52

3.1.11. Logi hinh phéu thuat

Bang 3.6. Loai hinh phau thuat

Loai hinh phiu thuit S6 lwong (N) Ty 1€ (%)
Cit tuyén vu triét cin bién doi 144 94,7
Phiu thuit bao ton 8 I3
152 100

Téng

Nhin xét: Phin 16n cac bénh nhan trong nghién ciru duoc phau thuat cat

tuy€n vu tri€t can bién doi, chieém 94,7%.

3.1.12. Giai doan TNM sau mo
Bang 3.7. Giai doan bénh sau md theo T, N

Giai doan u

Giai doan u n %
T1 16 10,5
T2 129 84,9

T3 7 4,6

T4 0 0
Tong 152 100

Nhan xét: C6 129/152 bénh nhan giai doan T2, chiém 84,9%
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Giai doan hach

Giai doan hach n %
NO 81 53,3
N1 54 35,5
N2 14 9,2
N3 3 2
Tong 152 100

Nhan xét: C6 71/152 bénh nhan c6 hach nach duong tinh, chiém 46,7%.

Biéu do 3.6. Giai doan bénh sau mo

Nhan xét: Phan 16n bénh nhan trong nghién ctru ¢ giai doan II, chiém 84,9%
( 129 bénh nhéan ).
3.1.13. Diéu tri bo tro khdc

Céc bénh nhan dugc chi dinh xa tri, khang Her2 va ndi tiét bo trg theo

dung phéac d6
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mCoxatrl

m Khong xa tri

Biéu d6 3.7. Chi dinh xa tri bo tro

Nhén xét: Co 73 bénh nhan duoc xa tri bd trg, bao gdm 7 bénh nhan ¢6 u T3, 71
bénh nhan hach nach duong tinh, 8 bénh nhan phiu thuat bao ton.

Bang 3.8. Diéu tri ndi tiét va khang Her2

Piéu tri bo tro S6 lwong Tilé %
Tamoxifen don thuin 24 15,8
Tamoxifen két hop GnRH 12 7,9

U'c ché Aromatase 18 11,8
Uc ché Aromatase két hop GnRH 0 0
Trastuzumab 64 42,1

C6 54 bénh nhan duoc diéu tri ndi tiét bo trg, bao gdm 24 bénh nhan
diéu tri tamoxifen don thuan, 12 bénh nhan diéu tri v6i tamoxifen két hop cit
hodc e ché buéng tring, 18 bénh nhan diéu tri v6i thudc e ché aromatase

(anastrozole, letrozole, exemestane).
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m Hang tuan

m Mbi 3 tuin

Biéu d6 3.8. Ti 1¢ diéu tri Trastuzumab hang tudn va mdi 3 tudn

Nhan xét: C6 tong sd 64 bénh nhan diéu tri két hop Trastuzumab, trong d6 co
56 bénh nhan diéu tri liéu trinh hang tudn chiém 87,5% va 12,5% bénh nhan

diéu trj chu ki 3 tuan.

3.2. Két qua diéu tri

3.2.1. Song thém khéong bénh

Thoi gian theo ddi trung binh 37 thang, bénh nhan theo ddi ngan nhét 20
thang, dai nhat 42 thang (tinh tir thoi diém phau thuat). Tat ca 152 bénh nhan
déu duoc diéu tri da liéu, du lidu trinh, theo ddi sat, khong bénh nhan nao bi
mat thong tin theo ddi. Tinh dén thoi diém thang 9 nam 2020 c6 5/152 bénh
nhan tai phat. Thoi gian tir lac phiu thuat dén khi tai phat cia 5 bénh nhan lan
luot 1a: 20 thang, 24 thang, 33 thang, 36 thang va 40 thang.
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Biéu d6 3.9. Ty 18 song thém khong bénh

Nhén xét: Trung vi thoi gian sdng thém khong bénh (DFS) udc tinh theo
Kaplan Meier: 39,2 thang (95% CI 38,1-40,3). Ty 1¢ séng thém khong
bénh 1 ndm, 2 ndm, 3 ndm, twong tng la 100%, 98,7%, 97,4%.

3.2.2. Séng thém toan b

Tinh dén thang 9 nam 2020, ¢6 1 bénh nhan tir vong tai thoi diém 39 thang

Survival Function
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Biéu d6 3.10. Ty 18 song thém toan bd
Nhin xét: Trung vi thoi gian song thém toan bo wdc tinh 1 40,2 thang (95%

CI 39,5-41,7). Ty 1¢ séng thém toan by 1 ndm, 2 ndm, 3 nam tuong Ung la:

100%; 100%; 99,3%.
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3.2.3. Lién quan séng thém véi mét sé yéu té
3.2.3.1. Lién quan song thém khong bénh véi giai doan bénh

Survival Functions
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Biéu dd 3.11. Lién quan séng thém khong bénh véi giai doan bénh
Nhan xét: Trung vi thoi gian séng thém khong bénh giai doan II 1a 41,5
thang, trung vi thoi gian sdng thém khong bénh giai doan III 1a 38,6 thang.
Khac biét vé thoi gian séng thém theo giai doan c6 ¥ nghia thong ké véi
p=0,033.
3.2.3.2. Lién quan Séng thém khong bénh voi tinh trang thu thé néi tiét

Survival Functions
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Biéu d6 3.12. Lién quan séng thém khong bénh véi tinh trang thu thé noi tiét

Nhan xét: Trung vi thoi gian séng thém khong bénh thu thé noi tiét duwong
tinh 1 42 thang, trung vi thoi gian séng thém khong bénh thu thé ndi tiét am
tinh 1a 38,3 thang. Khac biét c6 ¥ nghia thong ké véi p = 0,042.

3.2.3.3. Lién quan song thém khéng bénh véi tinh trang thu thé Her2
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Survival Functions
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Biéu @6 3.13. Lién quan song thém khong bénh véi tinh trang thy thé Her2
Nhan xét: Trung vi thoi gian sdng thém khong bénh thy thé Her2 am tinh
1a 42 thang, trung vi thoi gian séng thém khong bénh thu thé Her2 dwong
tinh 12 37,9 thang. Khac biét c6 ¥ nghia théng ké véi p = 0,047.
3.2.3.4. Lién quan song thém khong bénh véi tudi

Survival Functions
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Biéu d6 3.14. Lién quan séng thém khong bénh véi tudi

Nhin xét: Nhom bénh nhan trén 40 tudi co trung vi thoi gian séng thém
khong bénh 39,8 thang, nhém bénh nhan dudi 40 tudi cé trung vi thoi gian

song thém khong bénh 37,9 thang, su khac biét vé thoi gian sdng thém khong
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bénh & hai nhom tudi trén va dudi 40 khong c6 y nghia théng ké véi p
=0,054.
3.2.3.5. Lién quan Séng thém khong bénh voi do mo hoc

DJ mod hoc 1 khong cd bénh nhan nao tai phat (0/2), dd mo6 hoc 2 ¢ 3
bénh nhan tai phat (3/103), d0 mo6 hoc 3 c6 2 bénh nhan tai phat (1/47).

Chung t6i phén tich séng thém lién quan dén d6 mo hoc 2 va 3.

Survival Functions

Lod L DOMH

DO 2
DO3

DO 2-censored
0.8 DO 3-censored

h
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b

ong
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thém kh

0.4+

~ ~
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IOI.O ZOI.O 30'.0 40.0
Song thém khéng bénh

o

Biéu d6 3.15. Lién quan séng thém khong bénh véi d0 mo hoc
Nhan xét: Khong c6 su khac biét vé thoi gian sdng thém khong bénh lién
quan v61 d§ mo hoc (p= 0,059).
3.2.3.6. Lién quan song thém toan b véi mot so yéu té
Cho dén thoi diém phan tich sé liéu co 1 bénh nhén trong nghién ctu tir
vong, vi vy chiing t6i khong phén tich lién quan sng thém toan bo véi cac yéu

t0 lién quan do sy kién tir vong it.
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3.3. Mt s6 tac dung khong mong mudn ciia phac do diéu tri
Mot sb tac dung khong mong mudn duge ghi nhan 14 phan tmg thude
khi truyén hoa chat, cac doc tinh trén hé tao huyét, doc tinh ngoai hé tao huyét.
C6 1 bénh nhan c6 phan tmg thudc paclitaxel & chu ky dau tién (chiém
0,7%), mirc d§ phan Ung nhe (n6ng birng mat, hoi hop, cam giac kho tho,
mach huyét 4p binh thuong). Liéu diéu trj phac d6 AC va paclitaxel cho 152
bénh nhan 14 100% liéu chuan. Khong bénh nhan nao phai giam liéu hoa chat.
100% bénh nhan dugc sir dung thude ting bach cau du phong theo thiét ké
nghién ctru.
3.3.1. Pjc tinh trén hé tao huyét

Bang 3.9. Doc tinh trén hé tao huyét/tong sé chu ky diéu tri sau hod tri 4 AC

Ha Ha BC co

Ha BC Ha tiéu cau Ha Hb

Pj BCPNTT st

N (% N (% N (%
(“0) N (%) N (%) 0 )

573(94,1)

251(41,3) 518(85,2)  382(62,8)

278 (45,7)
174(28,6)  202(332)  0(0) 65(10,7)  145(23.8)

89 (14,7) 79 (13) 0(0) 25(4,1)  81(13,4)

72(1,8)  32(53) 23(3.9) 0(0) 0(0)
22(3,6) 17(2,8) 12(2) 0(0) 0(0)
608 608 608 608 608

(BC: Bach cau, BCDNTT: Bach ciu da nhéan trung tinh, Hb: Hemoglobin)

Nhin xét: Ty 1¢ ha bach ciu, ha BCDNTT, ha BC ¢6 sét, ha tiéu cau, ha Hb
do 3-4 sau 4 chu ki truyén 4AC tuong Ung la 11,8/3,6; 5,3/2,8; 3,9/2; 0/0 va
0/0 (%).
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Bang 3.10. Doc tinh trén hé tao huyét/tong sé chu ky diéu tri sau hod tri 4 P

Ha Ha BC co
BCDNTT sot

N (%) N (%)
318 (52,3)  583(95.9)

Ha BC

Ha tiéu ciu Ha Hb
N (%) N (%)

521(85,4)  398(65,5)

N (%)
291(47,8)

16427)  192(31,6)  0(0) 55(9,9)  137(22,5)

79(13)  69(11,3)  0(0) 32(4,7) 73(12)

62(10,2)  22(3,6) 193.1) 0(0) 0(0)
12(2) 7(1,2) 6(1) 0(0) 0(0)
608 608 608 608 608

Nhin xét: Ty 1¢ ha bach ciu, ha BCDNTT, ha BC c6 sét, ha tiéu cau, ha Hb
do 3-4 sau 4 chu ki truyén 4P tuwong tng 1a 10,2/2; 3,6/1,2; 3,1/1; 0/0 va 0/0 (%).

70

60 58.7

50 -

40 -

M4 AC
30 A

W 4P

20 +

14.814.6

10 -

HaBC HaBCBNTTHaBCco6sét HaHb Ha Tiéu Ciu

Biéu d6 3.16. So sanh doc tinh huyét hoc tat ca muc do giai doan 4AC va 4 P.
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Bang 3.11. Dgc tinh trén hé tao huyét/téng s6 chu ky diéu tri

542(44,6) 596 (49)  1156(95,1)  1039(85.4)  780(64.1)

338(27,8) 394(324)  0(0) 120(9.9)  282(23,2)

168 (13,8) 148(12,2)  0(0) 57(47)  154(12,7)
134(11)  54(4,4) 42(3.5) 0(0) 0(0)
34(2,8) 24(2) 18(1.4) 0(0) 0(0)
1216 1216 1216 1216 1216

Nhan xét: Tat ca 152 bénh nhan déu hoan thanh 8 dot diéu tri hoa chat, téng
s6 1216 chu ky diéu tri hoa chit dugc ghi nhan. Ha bach cau gip nhiéu hon ¢
cac chu ky truyén AC, it gap hon & cac chu ky truyén paclitaxel. Ti 16 ha bach
cau d6 3-4 1a 13,8%. Ti 18 ha bach cau da nhan trung tinh d6 3-4 1a 6,4%. Ti
1¢ s6t ha bach cau c6 sot 4,9%.

Ty 18 ha bach ciu , ha BCDNTT, ha BC c¢6 sdt, ha tiéu cau, ha Hb do 3 ¢ céac
chu ky truyén 4AC/4P tuong tng la 11,8/10,2; 5,3/3,6; 3,9/3,1; 0/0 va 0/0
(%).

Ty 18 ha bach ciu , ha BCDNTT, ha BC c¢6 sdt, ha tiéu cau, ha Hb do 4 ¢ cac
chu ky truyén 4AC/4P tuong g la 3,6/2; 2,8/1,2; 2/1; 0/0 va 0/0 (%).



Bang 3.12. DBdc tinh trén h¢ tao huyét /téng s6 bénh nhéan
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Po Ha BC | Ha BCDNTT | Ha BC c6 sbt | Ha tiéu cau | Ha Hb
n (%) n (%) n (%) n (%) n (%)
0 68(44,7) 32 (21,1) 142(93,4) | 137(90,2) | 80(52,6)
1 24(15,8) 86(56,5) 0(0) 9(5,9) | 44(28,9)
2 38(25) 20 (13,2) 0(0) 6(3,9) | 28(18,5)
3 15(9,9) 9(5,9) 6(3,9) 0(0) 0(0)
4 7(4,6) 5(3.3) 4(2,6) 0(0) 0(0)
Téng sd 152 152 152 152 152

Nhan xét: Doc tinh trén mdi bénh nhan duogc tinh 13 doc tinh cao nhat trong 8
chu ky diéu tri héa chat. Ti 1¢ ha bach cau do 3-4 1a 14.5%. Ti 1é ha bach cau
da nhéan trung tinh do 3-4 14 9.2%. Ti 1 sot ha bach cau do 3-4 1a 6.5%. Poc

tinh ha tiéu cau, ha huyét sic t6 do 3-4 khong gap.

14

12 A

10 -

Ha BC

Ha BCBN TT Ha BC cé sit

mbo4
mbo3

Biéu d6 3.17. DPoc tinh trén hé tao huyét do 3 trd 1én.
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Nhat xét: Ti 1€ ha bach cau, ha bach ciu da nhan trung tinh, ha bach cau co

sot do 3,4 twong ung 13 11/2,8 ; 4,4/2; 3,5/1,4.

’0.8

m Tri Hoan

m Khéng Tri Hodn

Biéu d6 3.18. Ti 1¢ chu ki tri hodn ngay diéu tri do doc tinh

Nhan xét: C6 tong sd 10 chu ki bénh nhan phai hodn diéu tri tir 3-5 ngay do

ddc tinh ha bach cau da nhan trung tinh co sot.

3.3.2. Pjc tinh ngodi hé tao huyét

Bang 3.13. Bdc tinh ngoai hé tao huyét/téng s6 chu ky diéu trj sau hod trj 4

AC
bo | Mét Nép, Viégm | Tiéu | Pauco | RLTK Tang boc
n (%) | buon | miéng| chay n (%) |[ngoaivi| men gan | tinh
non | n(%) | n (%) n (%) n (%) than
n (%) n (%)
0 202 247 | 546 509 455 478 483 591
(33,2)| (40,6) | (89,8) | (83,7) | (74,9) | (78,6) | (79,4) | (97,2)
1 218 245 | 55(9) | 54(8,9) |151(24,8)] 94 85(14) [17(2,8)
(35,8)] (40,3) (155)
2 165 102 | 7(1,2) | 39(6,4) | 2(0,3) 36 32(5,3) | 0(0)
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27,1) [ (16,8) (5.9)

3 [233,9)[142,3) 00) | 61) | 00 | o0© | 813) | 00)
4 100) [ 00) [ 00y | 0000 | 00 | 000) | o00) | 00
Tjgg 608 | 608 | 608 | 608 608 608 608 | 608

(RLTK: Réi loan than kinh)

Nhan xét: Doc tinh mét, non, viem miéng, ti€u chay, dau co, ro1 loan than

kinh ngoai vi do 2 trong cac chu ky 4AC tuong tng la 27,1; 16,8; 1,2; 6.,4;

0,3; 5,9. Tac dung phu mét, ndn, tieu chay dg 3 tuong tng la 3,9; 2,3 va 1.

Khong ¢6 chu ky nao xuat hién cac doc tinh viém miéng, dau co, 61 loan than

kinh ngoai vi d§ 3; 4. Bdc tinh trén than it gdp, doc tinh trén gan chiém 20,6%

nhung chii yéu do 1,2.

Bang 3.14. Poc tinh ngoai hé tao huyét/tong sé chu ky diéu tri sau hoa tri

4P
b6 | Mét | Non, | Viem | Tiéu | Pauco | RLTK Tang boc
n (%) | buébn | miéng | chay n (%) |ngoaivi| men gan | tinh
non | n (%) | n (%) n (%) n (%) than
n (%) n (%)
0 232 | 267 | 585 539 334 369 541 607
(38,2)| (43,9) | (96,2) | (88,7) | (54,9) | (60,7) | (89) | (99.8)
1 208 | 237 |23(3.,8)| 34(5,6) |252(41,4)| 153 55(9) 1()
(34,2)| (39) (25,2)
2 155 94 0(0) | 33(5,4) | 16(2,6) 86 12(2) | 0(0,2)
(25,5) | (15,5) (14,1)
3 |13(2,1)(10(1,6)| 0(0) | 2(0,3) 6(1) 0(0) 0(0) 0(0)
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4 | 00) | 000) | 00) | 0(0) 0(0) 0(0) 000) | 0(0)

608 608 608 608 608 608 608 608

Nhan xét: Doc tinh mét, non, viém miéng, ti€u chay, dau co, roi loan than
kinh ngoai vi d§ 2 trong cic chu ky 4P tuong tng 1a 25,5; 15,5; 0; 5,4; 2,6;
14,1. Tac dung phu mét, non, ti€u chay, dau co d0 3 twong ung la 2,1; 1,6; 0,3
va 1. Khong c6 chu ky nao xuat hién cac doc tinh viém miéng, rdi loan than

kinh ngoai vi, tding men gan va ddc tinh than do 3; 4.

80

70
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50 -
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45.1
39.3
4P
PSR
21.
16.3
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Biéu d6 3.19. So sanh doc tinh ngoai h¢ tao huyét tat ca cac murc do giai doan

4ACva4P.
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Bang 3.15. Doc tinh ngoai hé tao huyét/tong sé chu ky diéu tri

Do | Mét | Non, | Viem | Tiéu | DPauco | RLTK Tang Doc

n (%) | budn |miéng | chay n (%) |[ngoaivi| men gan | tinh
non | n (%) | n (%) n (%) n (%) than
n (%) n (%)

0 434 | 514 | 1131 1048 789 847 1024 1198

(357)[(42,3)| (93) | (86,2) | (64,9) | (69,7) | (84,2) | (98.,5)

1 | 425 | 482 |78(6,4)| 88(7,2) |403(33,1)| 247 |140(11,5)| 18(1,5)

(35) |(39,6) (20,3)

2 | 321 | 196 |7(0,6) | 72(5,9) | 18(1,5) | 122 | 44(3,6) | 0(0)

(26,3) | (16,1) (10)

3 [36(3) | 242) | 0(0) | 8(0,7) | 6(0,5 | 00) | 8®0,7) | 0(0)

4 | 0@ | 000) | 0(0) | 0(0) 0(0) 0(0) 00) | 0(0)

1216 | 1216 | 1216 | 1216 1216 1216 1216 1216

Nhan xét: Doc tinh non, budn ndn thuong gip hon & cac chu ky 4AC. Pau
co, RLTK ngoai vi thuong gip ¢ cac chu ky diéu tri voi 4P.

Doc tinh mét, non, viem mi¢ng, ti€u chay do 2 trong cac chu ky 4AC/4P
tuong tng la 27,1/25,5; 16,8/15,5; 1,2/0; 6,4/5,4. Tac dung phu m¢t, non, ti€u
chay d¢ 3 trong cac chu ki 4AC/4P tuwong ung 1a 3,9/2,1; 2,3/1,6 va 1/0,3.

DJc tinh dau co, RLTK ngoai vi, tding men gan d) 2 trong cac chu ky 4AC/4P
tuong Ung 1a 0,3/2,6; 5,9/14,1; 5,3/2. Bo 3 tuong ting la 0/1;0/0;1,3/0.
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Bang 3.16. Doc tinh ngoai hé tao huyét/téng sé bénh nhan

bo | Meét N()‘n, Viém | Tiéu Dauco | RLTK | Tang boc
budn | miéng | chay n (%) |ngoaivi|men gan| tinh
non | n (%) | n (%) n (%) | n(%) than
n (%) n (%)
0 44 18 98 98 18 34 92 146
(28,9) [(11,8)| (64,5) | (64,5) | (11,8) | (22,4) | (60,5) | (96,1)
1 68 72 48 |32(21,1){107(70,4)|97(63,8) |147(30.9)| 6(3,9)
(44.7)((47,4)| (31,6)
2 27 58 6 |[17(11,2)|24(15,8) |21(13,8) | 11(7,2) | 0(0)
(17,8) |(38.2)| (3,9)
3 13 [(4(2,6)| 00) | 5(3.2) 3(2) 0(0) 2(1,4) | 0(0)
(8.6)
4 00) | 00) | 0(0) 0(0) 0(0) 0(0) 0(0) 0(0)
Téng
. 152 152 | 152 152 152 152 152 152
sO

Nhan xét: Hau hét cac doc tinh chu yéu gap mirc do nhe. Khong c6d truong
hop bénh nhan nao c6 doc tinh viém miéng, roi loan than kinh ngoai vi va doc

tinh than dg 3. Khong c6 truong hop nao doc tinh dg 4.
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3 —
2.5 -
2 -
1.5 -
mDo3
1 -
0.5 -
U N U
0 T T T T T
Mét Noén Tiéu DPau co Tang
chay men gan

Biéu d6 3.20. Doc tinh ngoai hé tao huyét do 3 trg 1én.

Nhat xét: Ti 1¢ mét, non, ti€u chay, dau co, tang men gan dJ 3 twong ung la 3

;2;0,7;0.5;0.7.
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CHUONG 4
BAN LUAN

4.1. Pic diém bénh nhan

4.1.1. Tuéi

Trong nghién ctru cta chung toi khoang tudi hay gip nhét tir 51 dén 60
tudi chiém ty 18 48,7%. Co6 4 bénh nhan dudi 31 tudi chiém 2.6%. Tudi bénh
nhan thap nhat 13 27 tudi, tudi cao nhat 1a 60 tudi, tudi trung binh 13 49. Tudi
trung binh twong dwong vdi cac nghién ctru trong nudc di cong bd. Theo tac
gia D6 Thi Kim Anh nghién ctru diéu tri hoa chét bo tro 4AC-4P trén 54 bénh
nhan UTV giai doan II, III khong ké tinh trang Her 2 neu cho thay tudi trung
binh trong nhém nghién ctru 1a 45,7 tudi [61].

Nghién ciru Panther 12 nghién ctru 16n danh gia hiéu qua diéu tri hoa chat
lidu day trén 2017 bénh nhan chia ngau nhién vao 2 nhom, 1006 bénh nhan
duge diéu tri lidu day 4EC-4D va 1011 bénh nhan dugc diéu tri phac do6
3FEC-3D chu ki 3 tuan [56]. Phan b tudi & 2 nhom lan luot 1a 51,1 va 50,3

tuong tu nghién ctru cia chiing toi.

Trong nghién ctru AGO cua tac gia Volker Moebus va cong su trén 1284
bénh nhan diéu tri EC-T liéu day va liéu théng thudng, tudi trung binh cua
nhom bénh nhan diéu tri liéu day 13 51, dao dong tir 21 dén 67 [57]

Tudi duoc coi 1a yéu té tién luong doc 1ap trong UTV, trong nhiéu
nghién ctru bénh nhan UTV dudi 40 tudi c6 nguy co tai phat, tir vong cao hon
so v&i nhom tudi trén 40. Céc chi dinh héa chit bo tro, diéu tri ndi tiét, dic
biét trc ché budng trimg thudng cin nhic dén yéu td tudi, cac mbc lira tudi
dugc can nhic 1a dudi 40 hodc dudi 35 theo cac nghién ctru khac nhau [62]
[63]. Trong nghién ctru ndy tudi c6 anh huéng dén két qua séng thém khong

bénh.

4.1.2. Tién sir gia dinh va cdc bénh I man tinh kém theo

Ung thu va 1a bénh c6 10% mang tinh chét gia dinh. Phy nit ¢c6 me, chi
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em gai mic UTV s& c6 nguy co mic UTV cao gip 2-3 lan so véi phu nit
khong co tién st gia dinh. Cac hdi chung BRCA1 va BRCA2 1a cac hoi
chung di truyén gen trdi trén NST thuong, lién quan dén ting kha ning méc
UTV va budng tring do dot bién cac gen BRCA1 va BRCA2. Mot nghién
ctru phan tich tong hop trén 8.139 bénh nhan qua 22 thir nghiém 1am sang cho
thdy nguy co mic UTV, ung thu budng trimg dén khi 70 tudi ¢ nhitng nguoi
mang d6t bién BRCA1 twong tng 1a 65% va 39%, & nguoi mang dot bién
BRCA2 tuong tng 1a 45% va 11% [64],[65]. Cac bénh nhan UTV c¢6 bd ba
am tinh hodc nhom dang day thudng c6 lién quan nhiéu hon véi cac dot bién
nay, nhom bénh nhan c¢6 Her 2/neu dwong tinh khong ké dén tinh trang thu
thé ndi tiét am tinh hay duong tinh thi it lién quan dén cac dot bién BRCAI
hodc BRCA2. Trong nghién ctru cta ching t61 ghi nhan dugc 5 truong hop co
tién st gia dinh lién quan dén UTV, ung thu budng tring. Cu thé c6 2 truong
hop me - chi gai mic ung thu budng trimg, 3 trudng hop me - chi gai mic
UTV chiém ty 1& 3,3% trong tong sb 152 bénh nhan nghién ctru. Theo nghién
clru cua tac gia Phung Thi Huyén ti 18 nay 1a 4,8% [66].

Tinh trang méc mot sé bénh man tinh nhu THA, BPTD, béo phi dugc
xem 13 cac yéu t6 anh hudng dén kha ning dung nap diéu tri, tuy nhién day
khong phai 13 cac chdng chi dinh nén bénh nhan c6 cac yéu t6 nguy co nay
van duoc lua chon vao nghién ctru. C6 14 bénh nhan méc cac bénh man tinh
kém theo chiém 9.2% trong d6 c6 8 bénh nhan mac THA, 6 bénh nhan mac
DTD typ II. Tt ca 14 bénh nhan nay déu dugc kiém soat bénh tét bang céac
thudc huyét ap va tiéu duong. Khong c6 bénh nhan nao vira mic cao huyét ap

vira mac dai thao duong trong nghién curu.

4.1.3. Tinh trang kinh nguyét

C6 54 bénh nhan méan kinh chiém 35.5% trong d6 ¢6 12 bénh nhan mén kinh
trén 5 nam chiém 7,9%. Theo nghién ctru CALGB 9741 trong nhoém 495 bénh
nhan diéu trj lidu day, ti 1& bénh nhan con kinh 14 48% [6]. Theo nghién ciru

ciia S Ku'mmel va cong su trong nhom 108 bénh nhan diéu trj lidu day ti 18
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bénh nhan mén kinh 14 61% [67]. Theo két qua nghién ciru NSABP B38 trong
s 3264 bénh nhan diéu tri liéu day ti 16 bénh nhan con kinh 46% [54].
Nghién ctru cua G. Fountzilas va cong su trén 1086 bénh nhan, trong d6 co
535 bénh nhan diéu tri lidu day va 551 bénh nhan diéu tri liéu théng thuong
cho théy ti 1€ bénh nhan con kinh 1a 45%, man kinh la 55% trong nhom bénh
nhan diéu trj lidu day [68]. Nhu vay ti 1¢ bénh nhan con kinh trong nghién ctru
ctia ching t6i cao hon cac nghién ctiru qudc té, diéu nay ciing cho thay ti 1

ung thu v & Viét Nam c6 xu hudng tré hon ¢ cac nuée phuong Tay.
4.1.4. Vitriu

Khéi u & vi tri 1/4 trén ngoai thuong gip nhat, chiém ty 1& 55,9%, theo
nghién ciru cia tic gia Phung Thi Huyén ti 18 nay 1a 54%, tiép dén 1 1/4 trén
trong chiém ty 18 18,4%, theo nghién ctru cua tac gia Phung Thi Huyén la
19% [66], co6 6 truong hgp & vi tri trung tdm sat num vu va c6 2 truong hop
da 6. Hay gip vi tri 1/4 trén ngoai do thé tich mé vii & viing nay cao nhat. Vé
phan bd vi tri u twong ty nhu trong cac nghién ctru khac. Vi trai gip voi ty 16

cao hon (53,9%), khong c6 su khéac bi€t so véi cac nghién ctru khac.
4.1.5. Phdn logi mo bénh hoc va do mo hoc

Loai mé hoc: Ung thu biéu mo thé éng xam nhap chiém ty 1& 80,3%, tiép
theo 1a thé tiéu thuy xdm nhap (chiém 17,1%), cac trudng hop con lai 13 thé
tuy chiém 2,6%. Nhin chung vé ty 1€ phan bd loai md hoc khong c6 sy khac
biét so v6i cac nghién ciru trong va ngoai nude trong quan thé bénh nhan ung

thu vl n61 chung.

Két qué nghién ctru cia Ta Van To, phan bd loai mé hoc trén 2.207 bénh
nhan UTV thi ty 16 UTBM thé éng xam nhép chiém 79%, thé tiéu thiy xam
nhap 2,9%; thé nhiy 2,3%; UTBM thanh phan ndi éng troi 6,9% va mot sb
loai hiém gdp khéc [69].

D6 mé hoc: Trong nghién ciru cia chiing t6i chii yéu gip ung thu thé éng
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xam nhap do 2 chiém 67,8, theo nghién ctru cua Phung Thi Huyén 1a 58,7%
trong khi d6 ty 1& d6 mé hoc 3 1a 30,9 theo nghién ctru cuia Phung Thi Huyén
13 20,6% [66]. PO m6 hoc 1 chi gip 2 trudng hop chiém 1,3%. Theo Ta Vin
To, phan bd do6 mo hoc trén 1.744 bénh nhan UTV thé 6ng xam nhap nhu sau:
bo 1 (12,5%), d0 2 (71,4%), d0 3 (16,4%) [69].

Nguyén Vin Chi nghién ciru trén 463 bénh nhan UTV, lién quan giita
d6 mé hoc va cac phan nhom UTV cho thiy ty 1& 6 mé hoc 1; 2; 3 & nhém
bénh nhan Her 2/neu duong tinh 1a 12%; 48,9%; 39,1% [70].

Phung Thi Huyén va CS nghién ctru dic diém lam sang va can lam sang
trén 190 bénh nhan UTV b0 ba am tinh cho théy ty 1€ phan bd do mo hoc 1; 2;
3; khong xép loai tuong tng 1a: 5,8%; 64,2%; 12,6% va 17,4% [71].

So sanh véi cac nghién ctru trong nudc trén bénh nhan UTV diéu tri bd
trg néi chung cho thiy ty 1& bénh nhan d6 mé hoc 1 trong nghién ctru cua
ching t61 thép hon, ty 1€ d0 mo hoc 3 cao hon. Trong cac phan nhom UTV, ty
1€ d0 mo hoc 3 cao hon & nhoém bénh nhan bd ba am tinh va bénh nhan c¢6 Her
2/neu duong tinh qua cac nghién ctru.

Trong nghién ctru GONO-MIG va AGO, ty 1€ d0 m6 hoc 3 tuong ung la
35% va 49%. Ty 1¢ d0 mo hoc 2 tuong g 1a 52% va 49% [5], [57]. Nhu vay
ty 1& d6 mod hoc 3 trong nghién ctru cia ching toi thap hon két qua ghi nhan
trong cac nghién ciru ctia cac tic gia nuwdc ngoai trén bénh nhan UTV diéu tri
phac d6 liéu day.

4.1.6. Tinh trang thu thé néi tiét

Ty 1€ bénh nhan c6 TTNT duong tinh 1a 35,5 theo nghién ctru cia Phung
Thi Huyén 14 31,7%, TTNT am tinh 1a 64,5 theo nghién ciru cua Phung Thi
Huyén 1a 68,3% [66]. Theo két qua nghién ctru ctia Tran Vian Thuin ty 1é
bénh nhan c¢6 TTNT duong tinh & nhém diéu tri AC-T va AC-TH tuong ting

1a 27,5% va 35%, tuong ty nhu trong nghién clru ciia chiung to1 [72].
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Theo Ta Van To nghién ctu trén 2.207 truong hgp UTV, ty 1€ bénh nhan
c6 TTNT duong tinh (ER hodc PR duong tinh) la 63,3%; TTNT am tinh la
36,6%. Cling trong nghién clru nay tidc gia danh gia duoc ty 1¢ Her 2/neu
duong tinh trén bénh nhan c6 ER duong tinh hodc 4m tinh va két qua cho thay
bénh nhan c6 ER am tinh thi ty 1€ Her 2/neu duong tinh cao hon & bénh nhan
c¢6 ER duong tinh (48,5% so véi 26,1%) [69]. Tinh trang TTNT 1a mot yéu t6
tién luong doc 1ap trong UTV, bénh nhan UTV c6 TTNT am tinh lién quan
dén tién luong xdu, nhém bénh nhan c6 Her 2 duong tinh ¢6 ty 16 TTNT am
tinh cao [73].

Trong nghién ctru GONO-MIG, ty 1€ bénh nhan c6 TTNT duong tinh la
51% & ca nhém liéu day [5]. Trong nghién cru CALGB 9741 va nghién ctru
NSABP B-38, ty 1¢ bénh nhan c6 TTNT duong tinh & nhom liéu day 1a 66% va
80% [6], [54]. Nhu vay, ty 1¢ bénh nhan c6 TTNT duong tinh trong céc
nghién ctru nudc ngoai cao hon trong nghién ctru cuia chung toi.

4.1.7. Xét nghiém Her 2/neu

Thu thé yéu t6 phat trién biéu bi Her 2/neu 1a mot thu thé tyrosine
kinase, duong tinh trong khoang 20-25% bénh nhan UTV. Her 2/neu duong
tinh lién quan dén bénh c6 tién luong xau va 1a yéu té quyét dinh dén viéc
diéu tri v6i cac thude diéu tri dich lién quan dén thu thé nay. Cac thudc diéu
tri dich rat dat tién, do vay viéc xac dinh tinh trang Her 2/neu c6 thuc sy
duong tinh khéng rit quan trong cho cac bac sy 1am sang dua ra huéng diéu
tri. Trén thé giéi hién tai c6 nhiéu phuong phap danh gia tinh trang Her 2/neu
nhu xét nghiém nhudém hoéa méo mién dich (IHC) xac dinh mtc do boc 16
protein Her 2/neu trén bé mit té bao, cac xét nghiém xac dinh khuéch dai gen
ERBB2 (gen ma hoa cho protein Her 2/neu) nhu xét nghiém lai huynh quang
tai chd (FISH), nhuém huynh quang tai chd chat nhidm sic (Chromogenic in
situ hybridization - CISH),

Xét nghiém hoa moé mién dich 1a phuong phap ban dinh luong danh gia

mirc do boc 10 thy thé yéu td phat trién biéu bi qua thang diém (0, 1+, 2+, 3+).
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Nhudém hoéa md mién dich duoc thuc hién trén cac khdi paraffin, day la
phuong phap danh gia khong ton nhiéu thoi gian, chi phi thap, tuy nhién két
qua ctia phuong phap nay c6 thé bi anh hudng boi nhiéu yéu té nhu quy trinh
¢d dinh bénh phém, phuong phap danh gia, cac khang thé duoc chon loc sir
dung ciing nhu hé thong tinh diém. FISH 1a phuong phap dinh luong, do duoc
sO luong ban sao chép gen ERBB2 trén mdi té bao ung thu, két qua cua FISH
doc 1a duong tinh hodc am tinh, phuong phép nay duoc coi la c6 do chinh xac
cao hon nhung mat nhiéu thoi gian dé danh gia hon, chi phi ton kém hon [12],
[13], [74].

Trong nghién cru cua ching t61, ti 1€ bénh nhan c6 thy thé Her2 duong
tinh, chiém ti 1& 42.1%. T4t ca 64 bénh nhan c6 thu thé Her2 duong tinh déu
duogc diéu tri két hop Trastuzumab, trong d6 c6 56 bénh nhan diéu tri liéu
trinh hang tuan chiém 87,5% va 12,5% bénh nhan diéu tri chu ki 3 tuan. Theo
nghién ctru cua tac gia Lé Thanh Duc trén nhom bénh nhan ung thu vu giai
doan III khong mb duoc, diéu tr1 tan bo tro phac dd AP, ti 1¢ Her2 duong
tinh 1a 31,9% [75]. Trong nghién ciru AGO, ti I¢ Her 2 duwong tinh & nhom
diéu tri lidu day 1a 25% [57]. Theo nghién ctru cua tic gia Fountzilas trén
1121 bénh nhan ung thu vi c6 hach duong tinh phan ngiu nhién hodc diéu
tri b6 tro lidu day hodc liéu thong thuong, ti 1¢ Her2 duong tinh & 2 nhém
lan luot 1a 32% va 34% [68]. Nhu vay ti 16 Her2 dwong tinh trong céc

nghién ctru li€u day nudc ngoai thap hon nghién ctru ctia chung toi.

4.1.8. Phdan nhom sinh hoc phdn tw

Vé6i su da hinh vé phan tir, UTV phan thanh cac dudi nhém, cdu thanh
bdi cac cum gen bao gdbm cum biéu hién ctiia ER (cum 1ong 6ng — the luminal
cluster), cum biéu hién Her 2/neu va mot cum gen ddc bi€t goi la cum day
(basal cluster). Ngoai ra, van con nhitng nhém gen khac dang duoc tiép tuc

nghién ctru.
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Phén nhom type 1ong 6ng (Luminal subtypes) — Type long éng A va B
(Luminal A va Luminal B) 1a nhém biéu hién cac gen lién quan v6i ER cao.
Pay 1a phan nhom phd bién nhat, dic trung boi ER, PR duong tinh. Nhom
Lunimal A, thudng co ti 18 biéu hién cic gen lién quan véi ER cao, it biéu
hién Her 2/neu va cic gen lién quan dén ting truong. Nhom Luminal A ¢
tién luong tdt nhit. Nhém Luminal B, c6 ti 1é biéu hién céc gen lién quan dén
ER thip hon (mic du van biéu hién), biéu hién Her 2/neu cao hon. Nhom

Luminal B tién lwong x4u hon nhém Luminal A.

Phan nhom Her 2/neu (the HER2 enriched subtype) — thuong chiém
khoang 15%-20% bénh nhan ung thu vi va dic trung boi biéu hién Her 2/neu
va cac cum gen ting trudng cao. Vi 1y do ndy, hau hét cac u thuong c6 ER,

PR am tinh, Her 2/neu duong tinh.

Phén nhém basal — like dic trung 3 yéu t6 4m tinh (triple — negative) do
ER, PR va Her 2/neu déu 4m tinh, chiém khoang 10-15% ung thu vi. Day la
phan nhom c6 tién lwong xau nhat. [16], [17], [76], [77].

Trong nghién ciru ctia ching tdi ti 16 cac phan nhém Luminal A,
Luminal B, Her 2 va Basal — Like lan luot 1a 1,3%, 31,6%, 34,9% va 32,2%.
Nhu vay 2 phan nhém tién luong xau nhat 13 nhém Her2 va Basal-Like chiém
ti 1¢ cao nhét do ban than cac bénh nhén c¢6 chi dinh hoa tri bo tro, dic biét bd

trg liéu day da thudc nhém nguy co tai phat di cin cao.

4.1.9. Logi hinh phdu thugt

Phén 16n cic bénh nhan trong nghién ctru duoc phiu thuat cit tuyén v triét
can bién ddi, chiém 94,7%. Trong nghién ctu Trong nghién ciru CALGB
9741, ti 1¢ phiu thuat bao ton & tit ca cac nhanh dao dong tir 33-37% [6].
Theo nghién clru cua tac gia Fountzilas va cong su trén 1121 bénh nhan ung
thu v ¢6 hach duong tinh diéu tri lidu day, ti 16 phau thuat bao ton 1a 35%,

cit toan bo tuyén vi 1a 65% [68]. Theo nghién ciru cia tac gia Fornier va
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cong sy nghién ctru 39 bénh nhan ung thu va diéu tri phac d6 4EC-4T liéu
day, ti 1& phau thuat cit tuyén vi toan bo 1a 49%, ti 1 phau thuat bao ton 1a
51% [78]. Nhu vy céc ti 1& ndy déu cao hon nhiéu so véi nghién ciru cia
chung toi. Piéu nay ciing khong ngoai bdi canh chung 1 ti 18 phiu thuat bao
ton trén quan thé bénh nhan ung thu v néi chung ¢ Viét Nam thap hon cac

nuoc.

4.1.10. Giai doan bénh

Nghién ctu trén 152 bénh nhan, c6 10,5% bénh nhan giai doan TI,
84,9% giai doan T2, 4,6% giai doan T3. Kich thudc u trung binh 1a 2,7 cm, u
bé nhat co kich thudc 1 cm nhung d c6 di can hach nach, u 16n nhat c6 kich
thude 6 cm. S6 hach nach vét duoc trung binh 1a 12,8 hach, s6 hach vét duogc
it nhat 12 6 hach, $6 hach nach vét duoc nhiéu nhét 1a 24 hach. Ty 1€ hach
nach duong tinh trong nghién ctru 1a 46,7%, trong d6 hach N1 chiém ti 1¢ cao
nhét 13 35,5%. Ti 1€ di can hach N2, N3 tuong tng 1a 9,2%, 2%. Sd hach nach
di can trung binh la 2,8 hach, $6 hach nach di can it nhét 1a 1 hach va nhiéu
nhat la 10 hach.

Nghién ctu pha III GONO-MIG tai Y thuc hién léy ngau nhién trén
1.241 bénh nhén so sanh hiéu qua diéu tri bo trg 6 chu ky phac 6 FEC mdi 3
tudn v&i 6 chu ky FEC mdi 2 tuan. Ti 1& khéi u T1, T2, T3 twong tng 14 49%,
45%, 5%. Ti 1¢ hach nach duong tinh 1a 64% [5]. Nghién ctru CALGB 9741
trong nhom 495 bénh nhan diéu trj lidu day, ti 16 u T1 1a 42% [6]. Theo
nghién ctru AGO trong nhom 639 bénh nhan nhanh diéu trj liéu day EC-T ti
16 khéi u T1, T2, T3 lan luot 1a 28%, 56%, 15% [57]. Nhu vy theo céc
nghién clru nudc ngoai, khdi u T2 chiém ti 1€ cao nhat, khoang mot nura céc
truong hop diéu tri lidu day, nghién ciru ctia chung toi ti 16 u T2 con cao hon
nta.

Theo nghién clru GONO-MIG trén 1.241 bénh nhén ti 1€ hach nach
duong tinh 1a 64% 1a [5], cao hon nghién clru cuia chung t6i. Nghién ctru

CALGB 9741 trong nhom 495 bénh nhan c6 hach nach duong tinh diéu tri
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lidu day, ti 1& hach N1, N2, N3 1an luot 1a 59%, 29% va 12% [6], trong nghién
ctru cua chung toi ti 18 hach N1 ciing cao nhat nhung chiém ti 1& thip hon
35,5%. Theo nghién ctru AGO trong nhom 639 bénh nhan hach nach duong
tinh diéu tri liéu day, ti 16 hach N1, N2 va N3 lan luot 13 4,3%, 56% va 39,7%
[57], nhu vay chu yéu la hach N2, N3 va céc ti I¢ nay cao hon nghién ctru cua
ching toi.
Bang 4.1. Pac diém u va hach trong cac nghién cru GONO-MIG, CALGB
9741, AGO [5], [6], [57].

GONO-MIG CALGB 9741 AGO
Giai doan u n % n % n %
T1 598 49 208 42 181 28
T2 542 45 362 56
T3 74 6 287 58 96 16
Tong 1214 100 495 100 639 100
Giai doan n % n % n %
hach
NO 431 36 0 0 0 0
N1 293 59 27 4,3
N2 783 64 145 29 358 56
N3 57 12 254 39,7
Tong s6 1214 100 495 100 639 100

Vé giai doan chung, phan 16n bénh nhan trong nghién ctru & giai doan
11, chiém 84,9%. Giai doan III chi chiém 15,1%. Ti 1¢ bénh giai doan II cao
hon va giai doan III thép hon nghién ctru cua cac tac gia nudc ngoai [5], [6],
[57]. Nhu vay trong nghién ctru ctia chung t6i, d6i twong duoc lya chon diéu
tr1 co giai doan bénh sém hon tat ca cac nghién clru cua cac tadc gid nuoc
ngoai vi trong cac nghién ctru ndy tac gia chi yéu thu tuyén nhitng bénh nhan

c6 hach duong tinh.
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4.1.11. Diéu tri bo tro khdc

Céc bénh nhan duoc chi dinh xa tri, diéu tri noi tiét, diéu tri khang Her2
theo hudng dan thuc hanh chung. Bénh nhan dugc xa tri trong tt ca céc
truong hop phﬁu thuat bao tdn, hoac hach nach duong tinh, hodc u tor T3 tr&
1én. C6 73 bénh nhan duoc xa tri bo trg chiém ty 18 52%, bao gdm 7 bénh nhan
c6 u T3, 71 bénh nhan hach nach duong tinh, 8 bénh nhan phau thuat bao ton.
C6 54 bénh nhan duogc diéu tri noi tiét bo trg, trong d6 44,4% bénh nhan diéu
tri tamoxifen don thuén, 22,2 bénh nhan diéu tri v6i tamoxifen két hop cit
hodc trc ché buf‘mg trung, 33,4 bénh nhan diéu tri v6i thude tc ché aromatase
(anastrozole, letrozole, exemestane). Diéu tri khang Her2 cho 64 bénh nhan (

42,1% ) c6 Her2 duong tinh.

Nghién ctru CALGB 9741 trong nhom 495 bénh nhan diéu tri liéu day, ti
1¢ bénh nhan diéu tri ndi tiét bo tro 13 71% [6]. Ti 1& nay cao hon so véi
nghién ctu cua chiung t61. Theo nghién ctru Nghién ctru AGO trén 643 bénh
nhan diéu tri lidu day, ti 1& diéu tri Tamoxifen 5 nam 1a 59%, dung thubc noi
tiét (rc ché Aromatase sau 2-3 nam Tamoxifen 1a 21,8% va 5 niam tGc ché
Aromatase 13 2%. Nhu vay ti 1& diéu trj noi tiét bd tro 13 82,6% [57], cao hon
nghién ctru cua chung toi.

Theo nghién ciru NSABP B38 trong sd 3264 bénh nhan diéu trj liéu day
ti 16 bénh nhan xa tri 1a 35% [54], ti 1& nay thap hon so v&i nghién ciu cua
ching 61, co thé do chi dinh xa tri tai co s& nghién ctru hep hon, nhiéu truong
hop bénh nhén di cdn hach N1 nhung khong c6 chi dinh xa tri néu khong c6

cac y€u to nguy co khac.

Nghién ctru ciia G. Fountzilas va cong su trén 1086 bénh nhan, trong do
c6 535 bénh nhan diéu tri lidu day va 551 bénh nhan diéu tri lidu thong
thudng cho thay ti 1& didu tri noi tiét bo trg 1a 74% va ti 1& diéu tri thude
khang Her2 bd tro 1a 34% [68]. Nhu vay ti 1& diéu tri ndi tiét cao hon va ti 18

diéu tri thudc khang Her2 thdp hon nghién ciru ctia chung t6i.
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4.2. Két qua diéu tri
4.2.1. Ban ludn vé chi dinh va hiéu qud cdc phdc dé hod tri bo tro ung thu vii
4.2.1.1. Chi dinh héa tri bé tro trong ung thw vii giai doan chwa di cin

— Dbi voi bénh nhan khong biéu hién qua mic thu thé phat trién biéu mo

(HER2 am tinh):

+ Thu thé ndi tiét am tinh (Triple negative - bd 3 4m tinh), ngudng chi
dinh hoa tr1 1a rat sém voi cac u > 0,6cm vi 1y do hoa tri 1a chi dinh

diéu tri b trg duy nhat trong trudng hop nay.

+ Thu thé ndi tiét duong tinh, chi dinh diéu tri hoa tri b6 trg dugc can cir
vao cac yéu td nhu: dic diém di can hach vung, kich thudc khéiu>2
cm, do md hoc cao, dic diém xam nhap mach mau, mach bach huyét
hodc c6 nguy co tai phat cao dwa trén danh gia vé gen véi chi so tai

phat >31 khi khao sat 21 gen du b4do nguy co tai phat.

— D6i v6i bénh nhéan ¢ biéu hién qua muc thu thé phat trién biéu mo (Her2
duong tinh): Hoéa tri bd tro va diéu tri trang dich (Trastuzumab) dugc chi

dinh tir khd sém véi kich thude khdi u> 0,6 cm hodc di cin hach.
4.2.1.2. Cac thir nghiém lam sang hoa tri bé tro
Tir 4 thap ky gin day da co nhiéu thir nghiém 1am sang thyc hién véi nhiéu
phac d6 khac nhau dé chimg minh vai trd ctia diéu tri hé théng trong viéc
giam tai phat va kéo dai thoi gian sdng thém.
Thur nghiém lam sang dau tién dwoc thuc hién véi phac d6 CMF

Mot sb thir nghiém 1am sang ban dau vé hoa tri bd tro ap dung trén mat
s luong nhd bénh nhan véi cac don chat nhu: thiotepa, melphalan, va
cyclophosphamide. Trong cic nghién ctru so khai ndy bénh nhéan c6 thé duoc
hoa tri sau khi két thic phdu thuit hodc ngay trong lic phiu thuat. Két qua

cua céac nghién ctru ban dau cho théy héa tri bd trg dem lai loi ich séng thém
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trén nhitng nhom bénh nhan nhét dinh nhu bénh nhan c6 di can hach nach,
bénh nhan co6 thu thé noi tiét Am tinh, bénh nhan co6 kich thudc u > 4cm [6].
Véi cac két qua dat duoc tir cac nghién ctru trén d3 mo ra hudng nghién ciru
¢6 quy md 16n hon dénh gia hiéu qua hoa tri b trg trong ung thu vi. Nghién
ctru then chdt duogc thuc hién bdi Bonadoma va CS tir Milan trén 386 bénh
nhan ung thu vi ¢6 hach nach duong tinh sau phiu thuat cit tuyén vi, cac
bénh nhén trong thir nghiém duoc héa trj phac 46 CMF trong vong 1 nim
(cyclophosphamid 100mg/m2 udng tir ngay 1 dén ngay 14, methotrexate
40mg/m2 truyén tinh mach ngay 1, 8; va SFU 600mg/m2 IV ngay 1, 8, chu
ky 28 ngiy) so véi nhém ching theo ddi don thuan. Piéu tri véi phac do
CMF vdi cyclophosphamide ung (hay CMF phac db kinh dién) cho thoi gian
song thém khong bénh (DFS) va thoi gian sdng thém toan bo (OS) ting co y
nghia so v6i nhom chimg. Vi thoi gian theo doi dai khang dinh hoa tri phac
d6 CMF da dem lai su khéac biét co y nghia vé cai thién thoi gian séng thém
47% so voi 22% & nhém ching [79]. Dya trén thir nghiém 1am sang tir rat
som ndy, phac 46 CMF 6 chu ky tro thanh phac d6 thudng dugce sir dung diéu
tri b6 tro bénh nhan ung thu vl va hién nay van duoc st dung tai mot ) trung

tam trén thé gidi, ddc bi¢t nhitng noi cd ngudn lyc han ché.
Thur nghiém lam sang voi phac do co anthracycline

Sau khi ching minh dugc hiéu qué cta anthracycline trong diéu tri ung
thu va di can, nhiéu nghién ctru bat dau danh gia vai tro cia né trong diéu tri
bd tro. Nghién ctru NSABP B-11 so sanh hiéu quéa ctia phac db hoa tri bd trg
melphalan + fluorouracil (MF) v61 doxorubicine + melphalan + fluorouracil,
két qua thu duoc cho thdy thém doxorubicin vao phac 6 MF lam ting c6 ¥
nghia ca thoi gian séng thém khong bénh va thoi gian sdng thém toan bo [80].

Nghién ctru INT-0102 tai My danh gia phac ¢6 CAF véi phac d6 CMF
kinh dién & nhitng bénh nhan c6 nguy co cao, hach nach am tinh, c6 hoic

khong két hop vai diéu tri Tamoxifen. Két qua nghién ctru ndy cho thiy phac
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d6 CAF khong cai thién thoi gian séng thém khong bénh c¢é ¥ nghia so véi

CMEF tuy nhién c6 cai thién thoi gian séng thém toan bo [81].

Phan tich Overview 2000 danh gia trén 14000 bénh nhan ung thu vu so
sanh hiéu qua giita phac @6 CMF va phac dd c6 anthracycline cho thdy nhom
co anthracycline dem lai hi¢u qua hon véi lgi ich tuyét dbi 1a 3,4% cho ty 1€
tai phat va 3,3 % cho ty 1€ tir vong tai thoi diém 15 nim. Loi ich cua
anthracycline trong cac phac dd diéu tri dat dugc trén ca nhirng bénh nhan tré
tudi va 16n tudi va thudc tac dong doc 1ap ddi véi tinh trang thu thé noi tiét.
Epirubicin 1a thudc duge wa thich sir dung tai Chau Au va Canada mic du
khoéng c6 duoc co sd, bang chimg chimg minh sy khac biét vé hiéu qua giira
doxorubicin va epirubicin. Poc tinh 1én tim mach cua epirubicin it hon
doxorubicin khi so sanh voi cung lidu lwong (milligram) nhung liéu
epirubicin trong cac phac d6 lai cao hon liéu doxorubicin, tong liéu tich liy
clia epirubicin cao hon doxorubicin do vdy khong thé khang dinh chic chan

dugc epirubicin c6 thé gay doc tinh 1én tim thap hon doxorubicin.

Nam 2002, diéu tri 151 bénh nhan ung thu vi chua di cin bang phac d6
FAC va CMF, Tran Van Thuin va CS cho thay phac dd c6 Anthracycline
mang lai hiéu qua xu hudng ting nhe so v6i véi phac dd khong co
anthracycline. DFS, OS tai thoi diém 3 nim cua phac d6 FAC va CMF tuong
ung 1a 77,5% so vé1 75% va 91,5% so véi 88,2% [82].

Thur nghiém lam sang voi phac do co Taxane

Su thanh cong ctia nhom taxan trong diéu tri ung thu v di cin da dan
dén su ra doi cua mot loat cac nghién ctru l6n vé vai tro cla taxan (docetaxel
va paclitaxel) trong diéu tri bo tro ung thu v Nhitng nghién ciru nay tap trung
vao ba phac do chinh: taxan ké tiép anthracycline, taxan dong thoi véi

anthracycline, va thay thé anthracycline bing nhom taxan.

Nghién ctru dau tién trong nhom nghién ctru diéu tri tudn ty taxan va

anthracycline d6 13 nghién ciru CALGB 9344, thiét ké nghién ctru nhu sau:
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bénh nhan ung thu vu c6 hach nach duong tinh dugc diéu tri bd tro hoa tri
phac dd AC x 4 chu ky vé6i cac muc liéu doxorubicin khac nhau, tiép sau d6
dugc diéu tri v6i hoa chat paclitaxel 175mg/m2 chu ky 3 tudn x 4 dot. Két
qua thu duoc viéc thém 4 dot hoa tri co paclitaxel cai thién dugc ca thoi gian
song thém khong bénh va thoi gian séng thém toan b so v6i nhom chimg chi
diéu tri v6i 4 dot AC va loi ich nay rd rét hon ddi véi bénh nhan cé thu thé

ndi tiét Am tinh so v&i bénh nhan co thu thé noi tiét duong tinh [6].

Mot sd nghién ctru hiéu qua cta phac dd hoéa tri trong do6 taxan thay thé
anthracycline. Nghién ctu PACS 01 so sanh hiéu qua phac dd 6 FEC
(epirubicin 100mg/m2, 5FU 500mg/m2, cyclophosphamide 500mg/ m2, tt ca
truyén ngay 1 chu ky 3 tudn) v6i phac dd 3 FEC nhu trén sau d6 thém 3 dot
docetaxel 100mg/m2 chu ky 3 tuan. Két qua nghién ctru cho thdy phac d6
3FEC + 3D cai thién duoc ca thoi gian song thém khong bénh va thoi gian
song thém toan bo so voi phac dd 6FEC [83].

Nghién ctru GEICAM 9906 thiét ké nghién ctru phdi hop paclitaxel sau
anthracycline trén bénh nhan c6 hach nach duong tinh. Bénh nhan dugc phan
ngéu nhién thanh 2 nhém, nhoém thir nhét duoc hoa tr1 6FEC, nhom thir 2
dugc diéu tri 4FEC sau d6 8 tudn paclitaxel 100mg/ m2. Két qua cho thay
phac do co taxan lam giam duoc 23% nguy co tai phét trong khi d6 khong

lam tang c6 y nghia cac ddc tinh [84].

Céc nghién ctru diéu tri ddng thoi taxan va anthacycline ciing di duoc
tién hanh, trong s d6 c6 2 thir nghiém 1am sang 16n: Thir nghiém BCIRG 001
(The Breast Cancer International Reseach Group) so sanh hiéu qua phac dd
ditu tri bd trg 6FAC (doxorubicin  50mg/m2, 5FU 500mg/m?2,
cyclophosphamide 500mg/m2, tit ca truyén ngay 1 chu ky 3 tuan) voi phéc
d6 TAC (doxorubicin 50mg/m2, cyclophosphamide 500mg/m2, docetaxel
75mg/m2, tit ca truyén ngay 1 chu ky 3 tuan). Két qua cho thiy phac dd6 TAC

cai thién duoc ca thoi gian séng thém khong bénh va thoi gian sdng thém toan
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b6 tai thoi diém phan tich sau thoi gian theo ddi trung binh 55 thang. Véi thoi
gian theo ddi trung binh 10 nam, két qua cdp nhat cua phac d6 duoc bao cao
trong hoi nghi ung thu va San Antonio 2010 cho thay phac d¢6 TAC van duy
tri loi ich séng thém khong bénh va sdng thém toan bd so véi phac do FAC,
ty 16 séng thém khong bénh sau 10 nim cta 2 nhéom TAC va FAC tuong tng
1a 62% va 55% (HR=0,8, 95%CI 0,68-0,93, p=0,0043). Ty 1& séng thém toan
bo 10 nam cua hai nhom tuong tmg la 76% va 69% (HR=0,74, 95%CI 0,61-
0,9, p=0,002). Khong c6 su khac biét c6 y nghia vé ty 1é cac bién ching lau

dai ctia hai phac dd véi thoi gian theo ddi 10 ndm [85].

Thir nghiém 1am sang dau tién danh gia vai tro cta taxan thay thé
anthracycline cua tac gia Jone S va CS trén 1.016 bénh nhan ung thu vu chu
yéu ¢ giai doan I, Il dugc hoa tri bod tro voi phac dd 4AC hoic 4 TC
(cyclophosphamide 600mg/m2, docetaxel 75mg/m2, tat ca truyén ngay 1 chu
ky 3 tuan). Phan tich két qua sau 7 nam cho thay phac do TC cai thién thoi
gian sdng thém khong bénh 85% so voi AC 79% véi p=0,018, cai thién thoi
gian séng thém toan bd 88% (TC) so voi 84% (AC) véi p=0,045. Poc tinh sdt
do ha bach ciu, dau co, khép cao hon & nhém st dung TC, trong khi d6 non,

doc tinh trén tim va loan san tiiy gdp nhiéu hon & nhém AC [86].

Tat ca cac phac d6 nghién ctru c6 taxan déu phai chu y sy thich dang
dén ca loi ich va doc tinh. ECOG 1199 tién hanh ngéu nhién trén 4.950 bénh
nhan dugc diéu tri 4 liéu trinh hoéa tri khac nhau sau khi diéu tri phac dd hoa
tr1 co ban AC v61 hach nach duong tinh: paclitaxel 175mg/ m2 mdi 3 tudn x 4
dot, paclitaxel 80mg/m2 hang tuan trong 12 tuan, docetacel 100mg/m2 mdi 3
tuan x 4 dot, docetaxel 35mg/m2 hang tuan trong 12 tuan. Két qua cho thay ty
1¢ séng thém khong bénh sau 5 nim tuong Gng ciia cac phac do lan luot 1a
76,9%; 81,5%; 81,2%; 77,6%. Ca phac do paclitaxel hang tuan va docetaxel
chu ky 3 tudn déu co ty 1¢ séng thém khong bénh cao hon ¢ ¥ nghia so véi

paclitaxel mdi 3 tuan. Trong khi d6 cai thién thoi gian song thém toan bo chi
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c6 ¥ nghia & nhom paclitaxel hang tudn so véi paclitaxel chu ky 3 tudn. Poc
tinh tdng & nhom str dung docetaxel, dac biét cac doc tinh trén h¢ tao mau, do
d6 c6 mot sé cac truong hop khong hoan thanh hét chu trinh diéu tri docetaxel
hang tuan. Nhitng phat hién trén da ching minh tdm quan trong cua ké hoach
diéu trj va go1 vy cho viéc lya chon phéc dd paclitaxel hang tuan trong cac

nghién ctru twong lai [87].

Mot phan tich da bién trén 14 thir nghiém 1dm sang ngau nhién nham
danh gia t6t hon viéc thém taxan vao phac dd co anthracycline, d cho thiy
hiéu cao hon han ca trong viéc giam nguy co tai phat (17%) va ting thoi gian
song thém toan bd (15%). Tom lai thoi gian séng thém khong bénh va thoi
gian sdng thém toan b ting c6 y nghia thong ké & nhom diéu tri v6i taxan so

v61 nhom khong dugc di€u tri voi taxan.

4.2.2. Két qud song thém khong bénh va toan bé

Nhu véy hoa tri bd trg dong vai tro rat quan trong trong diéu tri UTV giai
doan sém, vi day la giai doan bénh c6 thé chita khoi. DU ¢6 nhiéu sy tién bo
trong nghién ctru cac thudc méi, phac d6 moi, van co ti 1é bénh nhan nhat
dinh tai phat, dac bié¢t nhém bénh nhan nguy co cao. Hoéa tri lidu cao da duoc
nghién ctru va cho thay dung nap kém, khong ting hiéu qua diéu tri. Nghién
ctru theo hudng ting tan suét giira cac chu ki hoa trj ra doi nhim giai quyét
van dé nay trén co so 1y thuyét chu ki day hon s& dan dén it thoi gian va co
hoi cho sy xudt hién va tdng sinh ctua té bao khang thudc. Thuc té cac nghién
ctru thuc nghiém va 1am sang da chirng minh tinh an toan va hiéu qua cua phac
d6 hoa tri liu day. Nhu vdy bén canh cac tién bd vé thudc hod tri
Anthracycline, Taxan giup giam 1/3 ti 18 t&r vong do UTV so v&i khong diéu
tri b6 tro, tién bd mai nhét trong diéu trji bo tro UTV la diéu tri lidu day voi su
két hop cua yéu t6 kich thich tang sinh dong bach cau hat, dem lai hy vong

c6 thé chita khoi UTV giai doan sém.
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NCCN da xép phac 46 AC — T liéu day vao nhém phac dd uu tién véi
murc bang chiung 1. Nhu vy vé 1y thuyét co thé ap dung phac d6 lidu day cho
tit ca cac bénh diéu trj bd trg, tuy nhién trén thuc t& 14m sang phac db liéu day
duoc cac nha ndi khoa ung thu wu tién sir dung nhiéu hon cho cac trudng hop c6
nguy co cao. Tai thoi diém dé cuong dugc théng qua thang 8 nim 2016, sb
lugng cac bénh nhan duoc diéu tri phac d6 lidu day khong nhiéu do cac bac
sT e ngai doc tinh, van dé théi quen ciing nhu kinh phi st dung thudc dy
phong ha bach cau Peg-Filgrastim 16n va chwa duoc bao hiém y té thanh
toan. Chinh vi viéc diéu tri nén ching toi khong thé tién hanh nghién ctu
]am sang ngau nhién c¢6 nhom ddi chimg véi nhom lidu thong thudng.

Thoi gian theo ddi trung binh 37 thang, bénh nhan theo ddi ngan nhat 20
thang, dai nhat 42 thang (tinh tir thoi diém phiu thuat). T4t ca 152 bénh nhan
déu dugc theo ddi sat, khong bénh nhan nao bi mat thong tin theo doi. Bénh
nhéan dugc diéu tri dau tién thang 9 nam 2016, véi thoi gian theo doi 42 thang.
Phan 16n bénh nhan trong nhién ctru dugce diu trj trong 2 ndm 2016, va 2017.

Tinh dén thoi diém thang 9 nam 2020 c¢6 5/152 bénh nhan tai phat. Thoi
gian tu lic phau thuat dén khi tai phat cua 5 bénh nhan lan luot 1a: 20 thang,
24 thang, 33 thang, 36 thang va 40 thang. Hai bénh nhan tai phét di can phoi,
1 bénh nhan tai phat di cin gan, 1 bénh nhan tai phat tai chd va di cin xuong,
mot bénh nhan tai phat di can xwong don thuan.

Trung vi thoi gian séng thém khong bénh (DFS) wdc tinh theo
Kaplan Meier: 39,2 thang (95% CI 38,1-40,3). Ty 1¢ song thém khong
bénh 1 ndm, 2 nam, 3 ndm, twong ung la 100%, 98.7%, 97.4%. Tinh dén
thang 3 nam 2020, c6 1 bénh nhan tir vong tai thoi diém 39 thang. Trung vi
thot gian séng thém toan by udc tinh 1a 40,2 thang (95% CI 39,5-41,7). Ty 1¢
séng thém toan bg 1 ndm, 2 ndm, 3 ndm tuong tng la: 100%; 100%; 99,3%.

Bénh nhan tir vong 1a truong hop 36 tudi, duoc chan doan UTV trai,
duoc phau thuat cit tuyén v triét can bién d6i. Giai doan sau mé pT2N2MO

(giai doan III), giai phiu bénh UTBM thé éng xam nhap do 3, 4/15 hach nach
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di can. Thu thé ER (+) 40%, PR (+) 10%, Her2 (+++). Sau diéu tri hoa chit
bd tro AC-TH bénh nhan duoc xa tri tuyén vu trai téng liéu 66Gy. Bénh nhan
duoc diéu tri noi tiét zoladex + tamoxifen sau do. Thang 9/2019 bénh tai phat
di can phdi, tran dich mang phoi 4c tinh. Chiing t6i tién hanh diéu tri hoa tri
phac d6 Docetaxel/Trastuzumab/Pertuzumab 3 chu ki nhung khong dap tng.
Bénh nhan tr vong vao thang 12/2019 trong bénh canh suy hé hip do ton
thwong di can phoi.

Nghién ctru CALGB 9741 trén 2.005 bénh nhan c6 hach niach duong
tinh dwgc phan ngiu theo thiét ké 2 x 2, nhom diéu trj dong thoi AC va T so
v6i nhom diéu tri tudn tu, nhom diéu tri mdi 3 tudn AC va T so v6i nhom diéu
tri mdi 2 tudn AC va T. Két qua phac d6 diéu tri phdi hop mdi 2 tudn co két
quéa cao hon phdi hop hoa chat mdi 3 tuan vé thoi gian séng thém khong bénh
va thoi gian song thém toan bd. Ti 1é sdng thém khong bénh ¢ thoi diém 4
nam cuia nhom bénh nhan diéu tri phac dd liéu day 2 tuan 1a 82%, trong khi
nhom chu ki 3 tudn truyén thong 13 75%, su khac biét ndy c6 y nghia thong ké
v6i ti suat chénh HR = 0,74 ( p = 0,01 ). Tuong tu véi ti 18 séng thém toan bo
3 nam tuong Gng 92% va 90% voi ti suat chénh HR = 0,69 (p = 0,01 ). Dya
vao nghién ctru CALGB 9741, phac d6 hoéa tri liéu day AC + T dugc str dung
phd bién tai My [6].

Nghién ctru pha III GONO-MIG cua tac gia Marco Venturini va cong
su tai Y thuc hién léy ngau nhién trén 1.214 bénh nhan so sanh hiéu qua diéu
trj b6 trg 6 chu ky phac dd6 FEC mdi 3 tudn vé6i 6 chu ky FEC mdi 2 tuan.
DFS, OS 5 nam ¢ 2 nhom tuong tng 78% so v 78% va 91% so véoi 89%
[5].

Nghién ctru NSABP B38 trén 4894 bénh nhén chia lam 3 nhom, diéu
tri TAC x 6 chu ki (liéu 3 tudn ), 4 AC — 4 P licu day va 4 AC — 4 PG ( ket
hop paclitaxel va gemcitabine ) liéu day. O nhanh diéu trj phac dd 4AC — 4P
lidu day bao gébm 1634 bénh nhan ti 18 sdng thém khong bénh 5 nim i

82,2%, song thém toan bo 5 nam 1a 90,8%. Két qua nay cai thién cé y nghia
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théng ké ( HR = 0,87, p = 0,04 ) so voi nhanh diéu tri phac d6 liéu thong
thuong vai DFS 1a 80,1% va OS 1a 89,6% [54].

Nghién ctru Panther 14 nghién cru 16n gan ddy nhat danh gid hiéu qua
diéu tri hoa chat lidu day trén 2017 bénh nhan chia ngﬁu nhién vao 2 nhém,
1006 bénh nhan dugc diéu trj liéu day 4EC-4D va 1011 bénh nhan dugc diéu
trj phac dd 3FEC-3D chu ki 3 tuan. Két qua nghién ctru céng bd nam 2016
cho thiy nhom diéu trj liéu day cai thién song thém khong bénh 5 nim so véi
lidu 3 tuan tir 82,1% 1én 86,7% va sdng thém toan bd 5 nam tir 90,2% lén
92,1%. [56]

Nghién ctru AGO trén 1284 bénh nhan UTV hach nach duong tinh duoc
chia ngau nhién lam 2 nhém diéu tri bd tro phac d6 EC-T chu ki 2 tuan va 3
tuan. Két qua cho thiy ti 18 séng thém khong bénh 5 nim cua nhanh liéu day
1 70%, nhanh lidu 3 tuan 1a 62% sy khac biét c6 y nghia thong ké v6i HR =
0.72 (95% CI 0.59 - 0.87, p < 0.001 ), két qua sdng thém toan bd twong Ung
1a 82% va 77%, khéc biét c6 y nghia thong ké voi HR = 0.76 ( 95% CI, 0.59 -
0.97; P=0.029) [57]

Theo nghién ctru cta tac gia Margot Burnell trén 2104 bénh nhan UTV
chia ngdu nhién 3 nhanh diéu trj FEC, AC-T liéu thong thudng va EC-T liéu
day. Trong s6 701 bénh nhan UTV hach nach duong tinh ( chiém ti 18 72,2% )
hodc am tinh c6 nguy co cao, diéu tri phac dd 4EC-4P liéu day, ti 1¢ séng
thém khong bénh tai thoi diém 3 nam 1a 90,1% [88].

Theo phan tich tong hop cia tac gia Gray R va cong sy trén 37 298 bénh
nhan UTV tir 26 thtr nghiém 14m sang so sanh phac d6 hoa tri liéu day 2 tuan
va phac dd lidu 3 tuan trong diéu trj bd trg UTV cong bb trén tap chi Lancet
nam 2019 véi thoi gian theo ddi trung binh 7,4 nam cho thdy nhém bénh nhan
diéu tri liéu day ti 1¢ tai phat 1a 28.0% so véi 31.4% so v6i nhém diéu tri liéu
3 tuan, su khac biét co ¥y nghia théng ké vo1 HR = 0,86; 95% CI 0,82-0,89; p<
0.0001. Ti 1& tir vong do UTV ciling thap hon nhém diéu trj liéu day (18,9%

50 v6i 21,3%) so voi nhom diéu tri 3 tuan, sy khac biét c6 ¥ nghia thong ké
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v6i HR 0,87; 95% CI 0,83-0,92; p<0,0001. Loi ich vé giam ti 1¢ tai phat va tir
vong dugc ghi nhan & tat ca cac phan nhém vé dic diém bénh nhan va dic
diém khdi u nhu tudi, tinh trang kinh nguyét, kich thuéc khéi u, tinh trang di
can hach nach, do moé hoc, tinh trang thu thé ndi tiét, tinh trang Her2, chi )

Ki67 [7].

Nhu vay, hiéu qua cta phac d6 lidu day giam ty 1& tir vong, ting thoi
gian song thém khong bénh va toan bd so voi nhém ching diéu tri lidu thong
thuong. Két qua song thém trong nghién ciru ctia chiing toi cao hon mot s6
két qua bao cao qudc té, tuy nhién trong cic nghién clru cla tac gia nudc
ngoai, la nhitng nghién cuu dau tién nén giai doan bénh lya chon mudn hon
va cac yéu t6 nguy co nhiéu hon trong nghién ciru cia chiing t6i. Nghién ciru
CALGB 9741 dbi tuong lya chon 1a nhitng bénh nhan c6 di can hach nach,
trong nghién ctru N9831 c6 86,3% bénh nhan c6 hach nach di can va trong
nghién ctru BCIRG 006 ty 1€ di can hach nach 1a 71%. Ty 1€ bénh nhan co
hach nach di cin trong nghién ciru ciia chung toi chi chiém 39,7%. Giai doan
bénh 1a yéu té tién luong quan trong, chinh vi vay ddy 1a 1y do ma két qua
song thém cua ching t6i cao hon két qua cong b clia cac tic gia nudc ngoai.

Nghién ctru cua tac gia P Thi Kim Anh danh gia két qua diéu tri va
doc tinh cua phac dd b6 tro AC-T trén bénh nhan UTV giai doan II, IIT v&i
tinh trang Her 2/neu bét ky. Trong nghién ctru nay c6 54 bénh nhan, 42,5%
bénh nhan ¢ giai doan II; 57,5% bénh nhan & giai doan III. Ty 1€ séng thém
khong bénh sau 1 ndm, 2 nam, 3 nam, 4 ndm tuong Ung la 90,6%; 79,1%;
77%; 73,4%. Ty 1€ séng thém toan bd sau 1 nam, 2 nam, 3 nam, 4 nam
tuong tng 1a 98,1%; 94,3%; 87,8%; 84,1%. Ty 1¢& séng thém khong bénh va

song thém toan bo thap hon két qua cua chang toi [61].
4.2.3. Ban ludn vé cdc yéu té anh hwéng dén két qua diéu tri

Theo y vin cac yéu t6 tudi, giai doan bénh ( kich thudc u, tinh trang di cin

hach ), thé mo hoc, d0 md hoc, tinh chit xam nhap mach mau, bach huyét,
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tinh trang Her 2, tinh trang thu thé noi tiét, dau 4n tdng sinh té bao (Ki67 ) va
ho so dot bién gen tién doan kha nang dat loi ich tir diéu tri bo tro.

Tudi qué tré (dudi 35) hodc qua gia (>70) déu 1a yéu t6 du bao tién luong x4u
¢ ung thu vu. Ti 1€ séng thém toan bd 5 nam & tudi dudi 35, tir 35-69 1an luot
14 74,7% so v6i 83,8-88,3% [89]. Mot sb nghién ciru dich t& hoc cho thay ti 1é
tir vong ting 1én ¢ nhitng phu nit cao tudi méic ung thu va tudi (>65 tudi) [90].
Chung toc ciing 13 mot yéu t6 tién lwong cia ung thu vi. Phu nit da den co ti
16 méc ung thu v thdp hon phu nit da tring, song ti 18 tir vong do ung thu va
lai cao hon [91]. Theo nghién ctru ctia chung t6i khong ¢ sy lién quan song
thém khong bénh véi tudi. Nhém bénh nhan trén 40 tudi 6 trung vi thoi gian
song thém khong bénh 39,8 thang, nhom bénh nhan dudi 40 tudi co trung vi
thoi gian sdng thém khong bénh 37,9 thang, su khac biét vé thoi gian sdng
thém khong bénh ¢ hai nhom tudi trén va dudi 40 khong c6 y nghia thong ké
v6i p =0,054. Do vay phac db lidu day da giup nhom bénh nhan tré tudi it tai
phat hon, ti 1é gan twong duong v6i nhém trén 40 tudi.

Theo nghién ciru ciia chiing t6i khong c6 su lién quan sdng thém khong bénh
vo1 do mo hoc. B mo hoc 1 khong c6 bénh nhan nao tai phat (0/2), do0 mo
hoc 2 ¢6 3 bénh nhan tai phat (3/103), d0 m6 hoc 3 c6 2 bénh nhan tai phat
(1/47). Chiing t6i phan tich song thém lién quan dén d6 mo hoc 2 va 3. Khong
c¢6 su khac biét vé thoi gian sbng thém khong bénh lién quan véi d6 mé hoc
(p= 0,059). Theo tiéu chuin Elston-Ellis vé d6 mé hoc cin cir vao muc do
biét hoa céu tric 6ng, dic diém nhan té bao va hoat dong phan bao chia 3 do,
do mo hoc 1 ( d0 mo hoc thép— tién lugng tbt hon), d6 3 (dd mo hoc cao- tién
luong xau) va do 2 gdm cac dic diém trung gian gitra d6 1 va 3. Ung thu biéu
mo thé 6ng xdm nhap hay gip hon ung thu biét mo thé tiéu thuy xam nhap
v6i céc ti 18 70% va 10%. Theo tic gia Pestalozzi ung thu biéu mo thé dng
xam nhdp hay tai phat trong khoang 6 nim dau tién trong khi thé tiéu thuy
xam nhap lai hay tai phat sau 6 nam [92]. Cac thé ung thu vu it gip khac nhu

thé ong, thé nhy, thé nhay, thé tiy va thé tuyén nang thudng co tién luong tot.
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Tuy nhién 2 thé it gap khac 14 thé éng nho va thé di san ung thu biéu mo lai
c6 tién lugng rat xau.

Theo nghién ciru ctia ching t6i ¢6 su lién quan giita séng thém khong bénh
v6i giai doan bénh. Trung vi thoi gian séng thém khong bénh giai doan I 13
41,5 thang, trung vi thoi gian sdng thém khong bénh giai doan III 1a 38,6
thang. Khac biét vé thoi gian séng thém theo giai doan c6 y nghia théng ké
véi p = 0,033. SEER thdng ké 24.740 trudng hop ung thu va cho két qua ti 16
séng thém 5 nam & cac bénh nhan c6 khdi u < 2cm, 2-5¢cm va >5 c¢m lan luot
12 91%, 80% va 63% [93]. Ung thu va thé viém 1a thé ac tinh cao va tién
luong rit xau. Theo Siegel R va cOng su di can hach 1a yéu td tién lugng rat
xau, 1am thoi gian séng thém 5 nim cla ung va tir trén 99% xudng 84% [94].
Theo tac gia De Boer M di can hach tang ti 1€ tir vong do UTV 44% v61 HR =
1,44 [95].

Thu thé ndi tiét: biéu hién thu thé estrogen (ER) va thu thé pro- gesterone
(PR) 1a yéu t6 tién luong quan trong. Ti 1¢ tai phat cao hon trong 5 nim dau
tién ddi voi nhom ER am tinh. PR 1a yéu t6 tién luong doc 1ap trong ung thu
v, PR duong tinh 1am ting ti 1& séng thém khong bénh 1,94 1an [96]. Nhom
luminal B (ER +, PR -) c6 tién lwong x4u hon Luminal A. Theo nghién ciru
cua chung t61 c6 sy li€én quan séng thém khong bénh véi tinh trang thy thé noi
tiét. Trung vi thoi gian sdng thém khong bénh thy thé noi tiét duong tinh 1a 42
thang, trung vi thoi gian séng thém khong bénh thy thé noi tiét 4m tinh 1a 38,3
thang. Khac biét c6 y nghia théng ké voi p = 0,042.

Su biéu hién qua muc thu thé phat trién biu mo 1a mot yéu td tién lugng
khong tot dic biét trong truong hop khong duoc diéu tri tring dich HER2.
Theo nghién ctru ciia chung t6i, ¢6 su lién quan sdng thém khong bénh véi
tinh trang thy thé Her2. Trung vi thoi gian séng thém khong bénh thu thé
Her2 am tinh 1a 42 thang, trung vi thoi gian song thém khong bénh thy thé
Her2 duong tinh 13 37,9 thang. Khac biét c6 ¥ nghia thong ké véi p = 0,047

Ngay nay ngoai yéu to giai doan, dac diém mo hoc va cic dau an hoa mo
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mién dich, c6 mot sé cong cu danh gia cac ddu an cua cac gen trén DNA va
RNA, nhu thang diém danh gia chi sb tai phat danh gia trén 21 gen (Oncotype
DX), danh gia trén 70 gen (Mamma- print) va danh gia theo PAMS0 [97].

Tuy nhién chua dugc sir dung phé bién.

Cho dén thoi diém phan tich sé liéu co 1 bénh nhén trong nghién ctu tir
vong, vi vy ching t6i khong phén tich anh huong cia cac yéu té ké trén dén
séng thém toan bd do su kién tr vong it. Chung to1 s€ tiép tuc theo ddi dé
phén tich cac yéu té lién quan nay véi thoi gian theo ddi dai hon, nhiéu cac

su kién tr vong do tai phat di can hon.

Céc nghién ctru qudc té 16n vé didu tri 4AC-4P lidu day la CALGB
9741, GONO-MIG, NSABP B38, Panther, AGO khong so sanh cac yéu t6
lién quan dén két qua diéu tri trong nodi tai nhanh diéu tri lidu day nhung khi
so sanh cac phan nhém tudi, do mé hoc, giai doan bénh, tinh trang Her2, tinh
trang thy thé noi tiét gitta 2 nhom diéu tri lidu day va lidu thong thuong cho
thdy liéu day dat loi ich diéu tri & tat ca cdc phan nhom tuy nhién & phan

nhdm nguy co cao, c6 xu hudng dat duoc loi ich cao hon [6], [54], [56], [57].
4.3. Mot s6 tac dung khong mong mudn ciia phac do diéu tri

4.3.1. Pjc tinh trén hé tgo huyét

DPoc tinh trén hé tao huyét la doc tinh dang quan tam nhat khi bénh
nhan diéu tri phac d6 liéu day. TAt ca cac bénh nhan trong nghién ctru cta
ching t6i déu hoan thanh 8 chu ky héa chit, khong bénh nhan nio phai ngimng
diéu tri do doc tinh khong hoi phuc. 100% bénh nhan dugc st dung thube
tang bach cau dy phong theo thiét ké nghién ciru. Tat ca 152 bénh nhan déu
duogc diéu trj du liéu (100% liéu chuan). Khong bénh nhan nao phai giam licu
hoa chét.

Trong nghién ctru ciia chiing t6i, khi phan tich trén tong s6 1216 chu ky
diéu trj clia tt ca cac bénh nhan cho thay ti 16 ha BC d6 3-4 1a 13,8%. Ti 1¢ ha
BCHNTT d6 3-4 13 6,4%. Ti 1& s6t ha BC 4,9%. S6 chu ky ha tiéu cau it gap,
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chi chiém 14,6%, trong d6 khong c6 trudng hop niao ha do 3,4. Ha huyét sic
t6 gip trong 35,9 % sd cac chu ky nhung cha yéu ha huyét sac t6 do 1, chiém
23,3% va khong c6 truong hop nao ha do 3,4. Theo nghién ctru cua tac gia
Phung Thi Huyén trén 63 bénh nhan UTV c6 Her2 duong tinh, giai doan II,
III diéu tri phac d6 AC-TH lidu 3 tuan, khi phén tich trén tong s6 504 chu ky
diéu tri cta tt ca cac bénh nhan cho thdy ha BC do 3-4 chiém 1,6%, ha
BCHNTT d6 3-4 chiém 4,6%, ha BC c6 sdt chiém 2,8%. S6 chu ky ha tiéu
cau it gap, chi chiém 1%. Ha huyét sic t6 gap trong 22% sd cac chu ky nhung
cht yéu ha huyét sac t6 do 1. Cac két qua nay déu thap hon so véi nghién ciru
cua chung to1 [66]

Poc tinh huyét hoc chil yéu gip trong cac chu ky AC, bénh nhan dung
nap thudc t6t hon véi paclitaxel don thuan hodc két hop trastuzumab. Ty 1¢ ha
BC , ha BCDNTT, ha BC c6 sét, ha tiéu cu, ha Hb dd 3 & céc chu ky truyén
4AC/4P tuong tmg 1a 11,8%/10,2%; 5,3%/3,6%; 3,9%/3,1%; 0/0 va 0/0 (%).
Ty 1¢ ha BC , ha BCDNTT, ha BC c¢6 sdt, ha tiéu cau, ha Hb do 4 & cac chu
ky truyén 4AC/4P tuong ung 1a 3,6%/2%; 2,8%/1,2%; 2%/1%; 0/0 va 0/0
(%). Tuy nhién theo nghién ctru cia tac gia PG Thi Kim Anh danh gia két
qua diéu tri va doc tinh trén 54 bénh nhan UTV giai doan II, III diéu tri phac
d6 bo tro AC-T, ty 1é ha BC, BCONTT d6 3 tro 1én phac do 4 AC thap hon
phac d6 4P. Cu thé ti 1¢ ha BC, BCDNTT giai doan diéu tri 4 AC la
42,6%/53,7% trong d6 chu yéu 1a do 1 (33,3%/37,0%) va do 2 (9,3 %/14.8
%), do 3 1a 0%/3,7%, khong c6 ha BC va BCDNTT nang d6 4. Ty 1¢ ha BC,
ha BCDNTT phac db 4 paclitaxel 1a 46,4 %/44,4 %; trong d6 chu yéu 1a do
1 ( 27,8%/40,7% ), d0 2 la 9,3%/3,7 %, do 3 la 7,4%/7,4% va do 4 la
1,9%/3,7%. [61]. Theo nghién ciru ciia tac gia Phung Thi Huyén ddc tinh
huyét hoc trong cac chu ky AC tan suat cao hon cac chu ki paclitaxel, twong
tu nhu nghién clru cua chiung to1.

Khi tinh doc tinh cao nhét trong 8 chu ky diéu tri hoa chat trén mdi

bénh nhan. Ti 1€ ha BC d6 3-4 1a 14.5%. Ti I¢ ha BCDNTT d¢ 3-4 1a 9.2%. Ti
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1¢ s6t ha BC d6 3-4 1a 6.5%. Doc tinh ha tiéu cau, ha huyét sic t6 do 3-4
khong gip. Theo nghién ciru cia tac gia Phung Thi Huyén, khi tinh chu ki doc
tinh cao nhét, ty 1€ ha BC dd 3; 4 tuong ung la 6,4% va 0%, ty 1¢ ha
BCDNTT d6 3; 4 tuong tmg 1a 15,8% va 7,9%; c6 8% bénh nhan ha BC d¢ 4
c6 s6t va 4,8% bénh nhan ha huyét sic t6 do 3. Nhu vy ti 1é ha bach cau da
nhan trung tinh va ha bach cau ¢ s6t cao hon nghién ciru cia chiing t6i [66].
Do cac bénh nhan cta ching t6i mic du dung lidu day nhung duoc ding
thube du phong ha bach cau.

Theo nghién ciru CALGB9741, d6i véi phac d6 4AC-4P lidu day ti 1¢ ha
BC d6 3-4 14 5,9%. Ti 1¢ ha BCONTT d6 3-4 14 9,5%. Ti 18 sot ha BC 3%.
Nhu vay ti 1€¢ ha BCDNTT tuong duong vé1 nghién ctru cua chung to1 nhung
ti 16 ha BC c6 sbt thap hon. Ddi v6i phac 46 4AC-4P chu ki 3 tuan, ti 1é ha
BC, BCDNTT va ha BC c6 sét 1an luot 1a 12%, 42,8% va 5,4%, cao hon phac
d6 lidu day co y nghia thong ké véi p < 0.01 do bénh nhan khong duoc du
phong G-CSF [6].

Bang 4.2. Bdc tinh do 3; 4 trén hé tao huyét trong nghién cttu CALGB9741

bo Phac d6 4AC-4P 3 tuan Phac d6 4AC-4P 2 tuan
Ha BC |Ha Ha BC Ha Ha Hb Ha BC Ha Ha BC Ha Ha Hb
N (%) BCDNTT co sot ticu N (%) N (%) BCPNTT cd sot |tiéu N (%)
N (%) |N (%) cau N (%) | N (%) cau
N (%) N (%)
6| 3 0 27 2 1 1 1 13 1 0
3100,6%)  (0%)  (5,4%) (0,4%) (0.2%) (02%) (0,2%) |(2,6%) (0,2%) (0%)
b6 | 57 214 0 0 0 28 46 2 3 1
4(114%) (42,8%) | (0%)  (0%) | (0%) (5.7%) (93%) (0,4%) (0,6%) (0,2%)
Tong| 500 500 500 500 | 500 | 493 493 493 | 493 | 493
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Theo nghién ctiru NSABP B-38, ti 1¢ ha BC d6 3,4 c6 sot d6i voi phac do
4AC-4P liéu day 1a 3%, thap hon so voi nghién ciru ciia chung toi. Trong khi
ti 16 ha BC d6 3,4 ¢ nhom diéu tri liéu thong thudng cua nghién ciru nay 13
9% v6i su khac biét co ¥ nghia thong ké p < 0.001 [54]

Theo nghién ctru cua tac gia Fornier va cong sy nghién ctu 39 bénh
nhan ung thu v diéu tri phac 46 4EC-4T liéu day, ti 16 ha BCDNTT 1a 21%,
cao hon nghién ciru cua chung t6i, tuy nhién day 1a nghién ctiru c6 ¢& mau nho
[78]

Theo nghién ctru cua tac gia Margot Burnell trén 2104 bénh nhan UTV
chia ngdu nhién 3 nhanh diéu trj FEC, AC-T liéu thong thudng va EC-T liéu
day. Trong s6 701 bénh nhan diéu tri phac 46 4EC-4P liéu day, ti 1¢ s6t ha BC
do 3,4 1a 16,1%, cao hon nghién ctru cua chiing t61. [88].

Nhu vay cac nghién ctru quéc té, ty 1€ mirc do cac dgc tinh trén hé tao
huyét khong ddng nhat, dic biét ti 16 ha BC, ha BCONTTT va ha BC c6 sét,
tuy nhién céc ti 1€ nay thuong khong vuot qua 10-15%, dac biét ti 1€ ha BC co
sOt, bién chimg nguy hiém nhat ctia ho4 tri, thudng khong qua 10%. Khi so
sanh voi nhom diéu tri lidu 3 tuan, thi phac do lidu day khong ting co y nghia
doc tinh trén hé tao huyét nho duoc du phong G-CSF, tham chi mdt $6 nghién
ctru da din ti 16 ha BCDNTT va ha BC ¢6 st con thip hon nhom dung lidu 3
tuan [6], [54], [98], [99], [100], [101], [102]. 10 bénh nhan bi st ha BC trong
nghién ctru cua chung toi, khong co6 bénh nhan ndo cd bang ching nhiém
khuan trén 1am sang va xét nghiém. TAt ca cac bénh nhan déu dap ung véi
liéu phap khang sinh, hét st trong vong 3 ngdy va khong bénh nhan nao
phai tri hodn qua 5 ngay diéu tri.

Theo phan tich tong hop cia tac gia Gray R va cong sy trén 37 298 bénh
nhan UTV tir 26 thtr nghiém 14m sang so sanh phac d6 hoa tri liéu day 2 tuan
va phac dd lidu 3 tuan trong diéu trj bd trg UTV cong bb trén tap chi Lancet

nam 2019 véi thoi gian theo ddi trung binh 7,4 nam ciing cho thdy hoa chét
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lidu day 2 tuan, du phong nguyén phat G-CSF 1a bat budc & tit ca cac nghién
ctru dan t6i ha BCONTT d6 3-4 va sbt ha BC thdp hon so véi nhéom lidu 3
tuan, tuy nhién ti 1€ thiéu mau d6 3.4 cao hon. Ti 1& tuan thu diéu tri, cht
luong cudc séng twong duong ¢ ca 2 nhom dung cung loai thude, cung licu
luong va cung s chu ky hoa chat trong khi lgi thé cua phac d6 ho4 tri liéu

day 13 qua trinh diéu tri dugc hoan thanh sém hon [7].

4.3.2. Pjc tinh ngodi hé tao huyét

D0c tinh ngoai h¢ tao huyét chu yéu dugc ghi nhan la doc tinh gan,
than, non, budn non, rdi loan tiéu hoa, roi loan than kinh ngoai vi. Phan ing
nhe v&i paclitaxel gdp ¢ 1 bénh nhan trong chu ky truyén dau tién, bénh nhan
6 biéu hién nong bung mat, cam giac hoi hop, khé thd. Bénh nhan dugc xac
dinh mach, huyét ap binh thuong, nhip thd binh thuong, dugc xu tri
solumedrol 40mg, dimedrol 20mg. Sau 30 phat bénh nhan on dinh, hét cac
tri¢u chiing va tiép tuc duoc truyén paclitaxel véi tdc dd cham hon, bénh nhan
truyén hét paclitaxel va cac dot sau khong xay ra phan tng truyén.

MéEt méi, non, budn ndn, viém miéng thuong gap hon khi diéu tri phac
dd AC, do 2, 3 twong ung 1a 27,1%/3,9%; 16,8%/2,3; 1,2%/0%. Dc tinh ti€u
chay c6 thé xay ra khi diéu tri vdi AC hodc paclitaxel, doc tinh tiéu chay do
2,3 khi diéu tri phac 46 AC 1a 6,4%/1%. Trong giai doan diéu trj 4AC, doc
tinh trén than it gdp, doc tinh trén gan chiém 20,6% nhung chu yéu do 1,2.

Phu ngoai vi, dau co, roi loan than kinh ngoai vi bat dau xuat hién
nhiéu hon ¢ cac chu ky diéu tri v6i paclitaxel, bénh nhan c6 cam gidc phu
mat, tay chan to 1én, ting can trong qua trinh diéu tri. Cam giac té bi dau ngon
tay, chan thuong gap nhung & muc do nhe, nang hon & cac chu ky sau,
thudng tao cho bénh nhan cam giac khong thoai mai tuy nhién khong han ché
van dong. Poc tinh mét, non, ti€u chay, dau co, roi loan than kinh ngoai vi dg
2 trong cac chu ky 4P tuong ung 1a 25,5%; 15,5%; 5,4%; 2,6%; 14,1%. Tac

dung phu mé¢t, non, tiéu chay, dau co do 3 tuong tng 1a 2,1%; 1,6%; 0,3% va
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1%. Khong c6 chu ky nao xuét hién cac doc tinh viém miéng, r6i loan than
kinh ngoai vi, tding men gan va ddc tinh than do 3; 4.

Khi phan tich trén téng s6 1216 chu ky diéu tri, cac tac dung phu xuat
hién doc tinh d6 3 tré 1én bao gdm mét, non, tiéu chay, dau co, twong tng 1a
3%:; 2%:; 0,7%; 0.5%. Tinh trén téng s 152 bénh nhan, ti I¢ nay twong tng la
8,6%:; 2,6%; 3,2%; 2%.

Nghién ctru cua tac gia P Thi Kim Anh danh gia két qua diéu tri va
doc tinh ctia phac dd bd trg AC-T trén bénh nhan UTV giai doan II, III trén
54 bénh nhan, tac gid khong ghi nhan cac doc tinh lam sang. Khong c6 doc
tinh trén gan, than d6 3,4. Két qua nay ciing twong déng véi nghién ctru cua

ching t61 [61].

Theo nghién ciru cia tac gia Phung Thi Huyén trén 63 bénh nhan UTV
c6 Her2 duong tinh, giai doan I, III diéu tri phac d6 AC-TH liéu 3 tuan, cho
théy khong c6 bénh nhan nao c6 doc tinh non, budn non, viém miéng, ti€u
chay, phu ngoai vi, r6i loan than kinh ngoai vi do 3; 4. Thép hon so vdi
nghién ctru cua ching t61 [66]

Nghién ctru CALGB9741 ( bang 4.3 ) cho thdy khong c6 su khac biét vé
ty 1& cac doc tinh ngoai hé tao huyét & nhém ching va nhom diéu tri lidu day.
Nhin chung cac doc tinh ngoai hé tao huyét tir do 3 trd 1én ciing tuong duong voi

két qua nghién ctru ctia chung t6i [6].
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Bang 4.3. Doc tinh do 3; 4 ngoai hé tao huyét trong nghién ctu CALGB9741

bo Phéc d0 4AC-4P 3 tuin Phéc d0 4AC-4P 2 tuin
Nén Tiéu Viém |Pauco |Than Non Tieu |Viéem Pauco |Than
N (%) |chay |miéng N (%) kinh N (%) |chay |miéng = N (%) kinh
N (%) | N (%) N (%) N (%) | N (%) N (%)
bo3 | 41 7 25 2 41 9 26 11
(8,2%) (1,4%) | (2,8%) | (5%) | (0,4%) | (8,3%) | (1%) |(1,8%) (5,3%) |(2,2%)
b6 4 3 5 2 0 0 4 0 |
(0,6%) (1%) | (0%) | (0,4%) | (0%) | (0%) | (0%) |(0,8%) (0%) |(0,2%)
Téng 500 500 500 500 500 493 493 493 493 493

Nghién ctru NSABP ( bang 4.4 ) cho théy ti 1€ cac doc tinh ngoai hé tao

huyét tir do 3 tré 1én trong phac d6 lidu day it gip, hau hét dudi 10% twong

duong v6i két qua nghién ciru cua ching toi [54].

Béng 4.4. Doc tinh d6 3; 4 ngoai hé tao huyét nhanh diéu tri 4AC-4P lidu day
trong nghién citu NSABP B-38

Do Mét  Noén Tiéu chay Viem  Pauco Than
N(%) = N(%) @ N(%) méng N Kknh
N (%) N (%)
Do 3/4 132 50 33 8 186 117
(8,1%) | (3,1%) | (2%) | (0,5%) | (11,5%) (7,2%)
Téng 1623 1623 1623 1623 1623 1623

Theo nghién cru Panther ti 1¢ doc tinh mét, non, ti€u chdy, viem miéng, dau

co, 16i loan than kinh ngoai vi d6 3, do 4 ¢ nhanh diéu tri 4EC/4D lan luot 13

9%/17%; 3%/0%; 1%/3%; 3%/6%; 3%/11% va 0%/3%, khong co su khac
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biét so v6i nhom diéu tri 3 tudn va twong dong véi két qua nghién ctu cua
ching t61 [56].

Nhu vay két qua nghién ctru ctia chiing toi twong dong véi cac két qua
ctia cac nghién ctru qudc té, phac dd lidu day an toan, it gap doc tinh nang gay
anh huong dén chat luong cude séng va diéu tri, so v6i phac d6 3 tuan ciing
khong lam tang ddc tinh c6 ¥ nghia [6], [54], [56], [103], [104], [105], [106],
[107].
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KET LUAN

Qua nghién ctru 152 bénh nhan UTV giai doan 11, III diéu tri bd

trg phac d6 phac do liéu day 4AC-4P voi thoi gian theo dbi trung binh

37 thang, chung t61 rut ra mot s6 két luan sau:

1

. Két qua diéu tri

Trung vi thoi gian song thém khong bénh wéc tinh theo Kaplan Meier: 39,2
thang (95% CI 38,1-40,3). Ty 1¢ séng thém khong bénh 1 nam, 2 nim, 3
nam tuong Ung la: 100%, 98.7%, 97.4%.

Trung vi thoi gian sdng thém toan bo ude tinh 1a 40,2 thang (95% CI 39,5-
41,7). Ty 1é séng thém toan bd 1 ndm, 2 ndm, 3 nam twong Gng 1a: 100%;
100%:; 99,3%.

Trung vi thoi gian sdng thém khong bénh giai doan II, III tuong tng la
41,5 thang va 38,6 thang. Su khac biét c6 y nghia thdng ké véi p =
0,033.

Trung vi thoi gian séng thém khong bénh thu thé ndi tiét duwong tinh, Am
tinh 1an luot 1a 1a 42 thang, 38,3 thang. Khac biét c6 y nghia théng ké
vol p = 0,042.

Trung vi thoi gian séng thém khong bénh thu thé Her2 am tinh, duong
tinh 1an luot 1a 42 thang va 37,9 thang. Khac biét c6 y nghia thong ké
vo1 p = 0,047

Khong c6 mbi lién quan co y nghia théng ké vé thoi gian séng thém khong

bénh voi tudi va d6 mo hoc, (p >0,05).

2. Mot so tac dung khong mong mudn ciia phac do

Ti 1¢ ha bach cau d6 3-4 1a 13,8%. Ti 1& ha bach cau da nhan trung tinh do6
3-4 14 6,4%. Ti 1& ha bach cau c6 sdt 4,9%. Khong gip ha huyét sic to va
ha tiéu cau do 3-4.

Ty 1€ doc tinh gan do 3 1a 0,7%, khong c6 bénh nhan nao doc tinh do 4.
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— Khong c6 bénh nhan nao c6 doc tinh trén than do 3-4.
— Ti I¢ tdc dung phu mét, ndn, ti€u chdy, dau co do 3 tuong Uing la 3%; 2%;

0,7%; 0,5%. Khong c6 trudng hop nao c6 tac dung phu ngoai hé tao huyét
do 4.
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KIEN NGHI
1. Phac dd bd trg 4AC-4P lidu day cho thy c6 hiéu qua trén bénh nhan UTV
vé loi ich séng thém, doc tinh cta phac dd chép nhan dugc do vay nén ap
dung rong rai phac dd nay, dac biét & nhom bénh nhén co thé trang tdt, tudi
tre, yéu t6 nguy co cao.
2. Can theo ddi hiéu qua cta phac dd trong thoi gian dai hon dé co thé danh
gia hiéu qua 1au dai cua phac d6 ciing nhu mdi lién quan giita mot sd yéu t6

dén thoi gian séng thém.



DANH MUC CAC CONG TRINH PA CONG BO LIEN QUAN
PEN LUAN AN

1. Pham Tuin Anh, Nguyén Tién Quang, Lé Thanh Dtrc, Tran Vian Thuan (2018).
Hiéu qua ctia Pegfilgrastim trong du phong sét ha bach cau do hoa tri. Tap chi
Y Hoc Viét Nam. Tap 471. Trang 3-8.

2. Pham Tuin Anh, Tran Vian Thuén, Lé Thanh Dtrc, Nguyén Tién Quang
(2019). Panh gia hiéu qua budc dau va tinh an toan cua phac dd hoa tri
4AC-4P lidu day trong diéu tri bo tro ung thu vi. Tap chi ung thu hoc Viét
Nam. S6 4. Trang 222-228.



TAI LIEU THAM KHAO

Ferlay J et al (2018). Estimates of worldwide burden of cancer in 2018:
GLOBOCAN 2018. Int J Cancer; 127: 2893-2917

Bui Diéu va CS (2008). Tinh hinh mic ung thu & phu nit Ha Noi giai
doan 2005-2008. Tap chi Ung thu hoc Viét Nam, $6 3-2011: 39-46

Bui Diéu, Nguyén B4 Ptrc, Tran Vin Thudn va cong sy (2012). Ganh
ning bénh ung thu va chién luge phong chdng ung thu qudc gia dén nam
2020. Tap Chi Ung Thu Hoc, 1, 13—19.

NCCN Clinical Practice Guidelines in Oncology. Version 1.2020
Venturini M, Del Mastro L, Aitini E, et al (2005). Dose-dense adjuvant
chemotherapy in early breast cancer patients: results from a randomized
trial. J Natl Cancer Inst;97:1724-33.

Citron ML, Berry DA, Cirrincione C, et al (2003). Randomized trial of
dose-dense versus conventionally scheduled and sequential versus
concurrent combination chemotherapy as postoperative adju- vant
treatment of node-positive primary breast cancer: first report of
intergroup trial C9741 / Cancer and Leukemia Group B Trial 9741. J
Clin Oncol;21:1431-9.

Gray R, Bradley R, Braybrooke J, Liu Z, et al ( 2019 ). Increasing the
dose intensity of chemotherapy by more frequent administration or
sequential scheduling: a patient-level meta-analysis of 37 298 women
with  early  breast cancer in 26  randomised trials.
Lancet;393(10179):1440-1452.

American Joint Commitee on Cancer (2010). Breast cancer. AJCC

Cancer staging hand book. 419-421.



10.

11.

12.

13.

14.

15.

16.

17.

18.

Sinn H.P, Kreipe H (2013). A Brief Overview of the WHO
Classification of Breast Tumors, 4th Edition, Focusing on Issues and
Updates from the 3rd Edition. Breast Care, 8(2), 149-154.

Elston E.W, Ellis I.O (1993). Method for grading breast cancer. J Clin
Pathol, 46(2), 189—-190.

Harris J.R et al (2014). Estrogen and Progesterone receptor testing for
prognosis and prediction. Diseases of the breast. Fifth edition, Wolters
Kluwer, Philadelphia.

Wolff A.C, Hammond M.E.H, Schwartz J.N et al (2007). American
Society of Clinical Oncology/College of American Pathologists
guideline recommendations for human epidermal growth factor receptor
2 testing in breast cancer. Arch Pathol Lab Med, 131(1), 18—43.

Harris J.R et al (2014). Her2/ERBB2 Testing: Assessment of status for
targeted therapies. Diseases of the breast. Fifth edition, Wolters Kluwer,
Philadelphia.

De Azambuja E, Cardoso F, de Castro G et al (2007). Ki-67 as
prognostic marker in early breast cancer: a meta-analysis of published
studies involving 12,155 patients. Br J Cancer, 96(10), 1504—1513.
Polley M.Y.C, Leung S.C.Y, McShane LM et al (2013). An
international Ki67 reproducibility study. J Natl Cancer Inst, 105(24),
1897-1906.

Harbeck N, Thomssen C, Gnant M (2013). St. Gallen 2013: Brief
Preliminary Summary of the Consensus Discussion. Breast Care, 8(2),
102-109.

Gnant M, Thomssen C, Harbeck N (2015). St. Gallen/Vienna 2015: A
Brief Summary of the Consensus Discussion. Breast Care, 10(2), 124—
130.

Dowsett M, Sestak I, Lopez-Knowles E et al (2013). Comparison of
PAMS0 risk of recurrence score with oncotype DX and IHC4 for



19.

20.

21.

22.

23.

24.

25.

26.

27.

predicting risk of distant recurrence after endocrine therapy. J Clin
Oncol Off J Am Soc Clin Oncol, 31(22), 2783-2790.

Buyse M, Loi S, Van’t Veer L et al (2006). Validation and clinical utility
of a 70-gene prognostic signature for women with node-negative breast
cancer. J Natl Cancer Inst, 98(17), 1183—-1192.

Van ’t Veer L.J, Dai H, Van de Vijver M.J et al (2002). Gene expression
profiling predicts clinical outcome of breast cancer. Nature, 415(6871),
530-536.

Desmedt C, Piette F, Loi S et al (2007). Strong time dependence of the
76-gene prognostic signature for node-negative breast cancer patients in
the TRANSBIG multicenter independent validation series. Clin Cancer
Res Off J Am Assoc Cancer Res, 13(11), 3207-3214.

Tran Vin Thudn (2014). Diéu tri bénh ung thu vi, Nha xuit ban Y hoc,
Ha Noi.

Nguyén Vin Hiéu (2015). Ung thu hoc, Nha xuat ban Y hoc, Ha Noi.
Moja L, Tagliabue L, Balduzzi S et al (2012). Trastuzumab containing
regimens for early breast cancer. Cochrane Database Syst Rev, (4),
CDO006243.

Piccart-Gebhart M.J, Procter M, Leyland-Jones B et al (2005).
Trastuzumab after adjuvant chemotherapy in HER2-positive breast
cancer. N Engl J Med, 353(16), 1659—-1672.

Romond E.H, Perez E.A, Bryant J et al (2005). Trastuzumab plus
adjuvant chemotherapy for operable HER2-positive breast cancer. N
Engl J Med, 353(16), 1673—-1684

Oliva P et al (2014). Randomized comparison of adjuvant aromatase
inhibitor (Al) exemestane (E) plus ovarian function suppression (OFS)
vs tamoxifen (T) plus OFS in premenopausal women with hormone
receptor-positive (HR+) early breast cancer (BC): Joint analysis of

IBCSG TEXT and SOFT trials. J Clin Oncol.



28.

29.

30.

31.

32.

33.

34.

Boccardo F, Rubagotti A, Guglielmini P et al (2006). Switching to
anastrozole versus continued tamoxifen treatment of early breast cancer.
Updated results of the Italian tamoxifen anastrozole (ITA) trial. Ann
Oncol Off J Eur Soc Med Oncol ESMO, 17 Suppl 7, viil0-14.

Forbes J.F, Cuzick J et al (2008). Effect of anastrozole and tamoxifen as
adjuvant treatment for early-stage breast cancer: 100-month analysis of
the ATAC trial. Lancet Oncol, 9(1), 45-53.

Davies C, Pan H, Godwin J et al (2013). Long-term effects of continuing
adjuvant tamoxifen to 10 years versus stopping at 5 years after diagnosis
of oestrogen receptor-positive breast cancer: ATLAS, a randomised trial.
Lancet, 381(9869), 805-816.

Gray R.G, Rea D, Handley K et al (2013). aTTom: Long-term effects of
continuing adjuvant tamoxifen to 10 years versus stopping at 5 years in
6,953 women with early breast cancer. J Clin Oncol.

Burstein H.J, Temin S, Anderson H et al (2014). Adjuvant endocrine
therapy for women with hormone receptor-positive breast cancer:
american society of clinical oncology clinical practice guideline focused
update. J Clin Oncol Off J Am Soc Clin Oncol, 32(21), 2255-2269.

Goss P.E, Ingle J.N, Martino S et al (2005). Randomized trial of
letrozole following tamoxifen as extended adjuvant therapy in receptor-
positive breast cancer: updated findings from NCIC CTG MA.17. J Natl
Cancer Inst, 97(17), 1262—1271.

Mamounas E.P, Jeong J.H, Wickerham D.L et al (2008). Benefit from
exemestane as extended adjuvant therapy after 5 years of adjuvant
tamoxifen: intention-to-treat analysis of the National Surgical Adjuvant
Breast And Bowel Project B-33 trial. J Clin Oncol Off J Am Soc Clin
Oncol, 26(12), 1965-1971.



35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

Jakesz R et al (2005). Extended adjuvant treatment with anastrozole:
Results from the Austrian Breast and Colorectal Cancer Study Group
Trial 6a (ABCSG-6a). J Clin Oncol, 23, 2005: 527.

Tran Van Thuin (2011). Diéu tri ndi khoa bénh ung thu v, Nha xuat
ban Y hoc, Ha Noi.

Robertson JF, Bondarenko IM, Trishkina E, et al. (2016) Fulvestrant 500
mg versus anastrozole 1 mg for hormone receptor-positive advanced
breast cancer (FALCON): an international, randomised, double-blind,
phase 3 trial. Lancet 388(10063):2997-3005

Baselga J, Campone M, Piccart M, et al. (2012 ). Everolimus in
postmenopausal hormone-receptor-positive advanced breast cancer. N
Engl J Med 2012; 366(6):520-9.

Balduzzi S, Mantarro S, Guarneri V et al (2014). Trastuzumab-
containing regimens for metastatic breast cancer. Cochrane Database
Syst Rev, (6), CD006242.

Hudis C.A (2007). Trastuzumab-meTHAnism of action and use in
clinical practice. N Engl J Med, 357(1), 39-51.

Norton, L (1997). Evolving concepts in the systemic drug therapy of
breast cancer. Semin. Oncol. 24 (4 Suppl. 10), S10-3 — S10-10.
Coldman, A.J.; Goldie, J.H (1987). Impact of dose-intense chemotherapy
on the development of permanent drug resistance. Semin. Oncol. 14 (4
Suppl. 4), 29 — 33.

Siu LL, Tannock IF (1997). Chemotherapy dose escalation: case
unproven. J Clin Oncol;15:2765-8.

Hudis C (1996). New approaches to adjuvant chemotherapy for breast
cancer. Pharmacotherapy;16(3 pt 2):88S-93.

Hudis C (2000). Dose-dense chemotherapy for breast cancer: the story
so far. Br J Cancer;82:1897-9.



46.

47.

48.

49.

50.

51.

52.

53.

Marc L. Citron (2004) Dose Density in Adjuvant Chemotherapy for
Breast Cancer, Cancer Investigation, 22:4, 555-568,

Piccart MJ, Biganzoli L, Di Leo A (2000). The impact of chemotherapy
dose density and dose intensity on breast cancer outcome: what have we
learned? Eur J Cancer;36(suppl 1):S4-10.

Mayers, C.; Panzarella, T.; Tannock, [.LF (2001). Analysis of the
prognostic effects of inclusion in a clinical trial and of myelosuppression
on survival after adjuvant chemotherapy for breast carcinoma. Cancer,
91 (17), 2246 — 2257.

Komrokji RS, Lyman GH (2004). The colony-stimulating factors: use to
prevent and treat neutropenia and its complications. Expert Op in Biol
Ther; 4:1897-910.

Holmes FA, O’Shaughnessy JA, Vukelja S, et al (2002): Blinded,
randomized, multicenter study to evaluate single administration
pegfilgrastim once per cycle versus daily filgrastim as an adjunct to
chemotherapy in patients with high-risk stage II or stage II/IV breast
cancer. J Clin Onco 120:727-731.

Green MD, Koelbl H, Baselga J, et al (2003): A randomized double-
blind multicenter phaselll study offixed-dosesingle-administration
pegfilgrastim  versus daily filgrastim in patients receiving
myelosuppressive chemotherapy. Ann Oncol 14:29-35.

Spunt SL, Irving H, Frost J, Sender L, Guo M, Yang BB, Dreiling L,
Santana VM (2010): Phase II, randomized, open-label study of
pegfilgrastim-supported VDC/IE chemotherapy in pediatric sarcoma
patients. J Clin Oncol. Mar 10;28(8):1329-36.

Brugger W1, Bacon P, Lawrinson S, Romieu G, et al (2009). Neutrophil
recovery 1in elderly breast cancer patients receiving adjuvant
anthracycline-containing chemotherapy with pegfilgrastim support. Crit

Rev Oncol Hematol. Dec;72(3):265-9.



54.

55.

56.

57.

58.

59.

60.

61.

Swain SM, Tang G, Geyer CE Jr, et al (2013). Definitive results of a
phase III adjuvant trial comparing three chemotherapy regimens in
women with operable, node-positive breast cancer: the NSABP B-38
trial. J Clin Oncol; 31:3197-204.

Trudeau MEI1, et al. Oncology (Williston Park). ( 2001 ) Optimizing
adjuvant breast cancer chemotherapy: rationale for the MA.21 study.
15(5 Suppl 7):7-13.

Jonas C. S. Bergh, Theodoros Foukakis, Gunter von Minckwitz, et al (
2016 ). PANTHER: Prospective randomized phase III trial of tailored
and dose-dense versus standard tri-weekly adjuvant chemotherapy for
high-risk breast cancer in the modern era of endocrine and anti-HER2
therapy. Journal of Clinical Oncology 34, no. 15 _suppl (May 20, 2016)
1002-1002.

Moebus V, Jackisch C, Lueck HJ, et al (2010). Intense dose-dense
sequential chemotherapy with epirubicin, paclitaxel, and cyclophos-
phamide compared with conventionally scheduled chemotherapy in
high-risk primary breast cancer: mature results of an AGO phase III
study. J Clin Oncol; 28:2874-80

B0 Y té (2015). Dugc thu Qudc gia Viét nam, Nha xuat ban Khoa hoc va
k¥ thuat, Ha Noi.

Oken M.M, Creech R.H, Tormey D.C, Horton J, Davis T.E, McFadden
E.T (1982). Toxicity And Response Criteria Of The Eastern
Cooperative Oncology Group. Am J Clin Oncol, 5, 649-655

U.S Department of Health and Human Service (2010). Common
Terminology Criteria for Adverse Events (CTCAE) version 4.0.

P4 Thi Kim Anh (2008). DPanh gia két qua diéu trj hoa chat bd tro phac
d6 4AC-4Paclitaxel trén bénh nhan ung thu va giai doan II-III. Tap Chi
Ung Thu Hoc Viét Nam, 1, 260-266.



62.

63.

64.

65.

606.

67.

68.

69.

Denduluri N, Chavez-MacGregor M, Telli ML, et al (2018). Selection of
Optimal Adjuvant Chemotherapy and Targeted Therapy for Early Breast
Cancer: ASCO Clinical Practice Guideline Focused Update. J Clin
Oncol; 36:2433.

Dowsett M, Forbes JF, et al (2015). Aromatase inhibitors versus
tamoxifen in early breast cancer: patient-level meta-analysis of the
randomised trials. Early Breast Cancer Trialists' Collaborative Group
(EBCTCQG) Lancet 2015; 386:1341.

Antoniou A, Pharoah P.D.P, Narod S et al (2003). Average risks of
breast and ovarian cancer associated with BRCA1 or BRCA2 mutations
detected in case Series unselected for family history: a combined
analysis of 22 studies. Am J Hum Genet, 72(5), 1117-1130.

Mavaddat N, Peock S, Frost D et al (2013). Cancer risks for BRCA1 and
BRCA2 mutation carriers: results from prospective analysis of
EMBRACE. J Natl Cancer Inst, 105(11), 812822

Phung Thi Huyén (2016), “Panh gia két qua hoa tri bd trg két hop
Trastuzumab trén bénh nhan ung thu vu giai doan II, III”, Luan an Tién
Si, Bai hoc Y Ha Noi.

Kummel S, Krocker J, Kohls A, et al (2006). Randomized trial: sur-
vival benefit and safety of adjuvant dose-dense chemotherapy for node-
positive breast cancer. Br J Cancer; 94:1237—-44.

Fountzilas G, Dafni U, Gogas H, et al (2008). Post-operative dose- dense
sequential chemotherapy with epirubicin, paclitaxel and CMF in patients
with high-risk breast cancer: a Hellenic Cooperative Oncology Group
Randomized Phase III Trial HE 10/00. Ann Oncol; 19:853-60.

Ta Vin To (2004). Nghién ctru hinh thai hoc, héa mo mién dich va gia tri
ciia ching trong ung thu biéu mo tuyén va, Ludn dn Tién sy Y hoc,

Truong Pai hoc Y Ha Ngi.



70.

71.

72.

73.

74.

75.

76.

7.

78.

Nguyén Vin Chu va Lé Pinh Roanh (2015). Panh gia mdi lién quan
gifta typ phan tor ung thu biéu mé tuyén v va chi s tién luong
Nottingham (NPI). Tap Chi Y Hoc TP H6 Chi Minh, 19(5), 127—133.
Phung Thi Huyén va cong su (2012). Pic diém 1am sang, mo bénh hoc
bénh nhan ung thu va ¢ bo ba thu thé am tinh ER (-), PR (-), Her 2 (-)
giai doan 2005-2007 tai Bénh vién K. Tap Chi Hoc Vié¢t Nam, 389, 15—
18.

Tran Van Thuin va cong sy (2015). Nghién ctru tng dung céc tién bod
moi trong chan doan va diéu tri ung thu v, Dé tai cdp Nha nudec KC10-
17/11-15.

Ta Van To va cong su (2001). Nghién ctru thy thé yéu td phat trién biéu
mo trong ung thu vi bang nhuém héa mé mién dich. Tap Chi Y Hoc
Thanh Phd H6 Chi Minh, 5(4), 23-28.

Lé Pinh Roanh (2001), “ Ung thu v ”. Bénh hoc cac khdi u. NXB Y
hoc Ha Noi, tr 189- 211

Lé Thanh Ptc ( 2014 ). Nghién ctru hiéu quéa hoa tri bd trg trude phiu
thuat phac dd AP trong ung thu vu giai doan III. Ludn an Tién Si. Pai
Hoc Y Ha Noi.

Sotiriou C, Wirapati P, Loi S, et al (2006). Gene expression profiling in
breast cancer: understanding the molecular basis of histologic grade to
improve prognosis. J Natl Cancer Inst; 98:262.

Bertucci F, Finetti P, Roche H, et al (2013). Comparison of the
prognostic value of genomic grade index, Ki67 expression and mitotic
activity index in early node-positive breast cancer patients. Ann Oncol;
24:625.

Fornier MN, Seidman AD, Lake D, et al (2007). Increased dose density
is feasible: a pilot study of adjuvant epirubicin and cyclo- phosphamide
followed by paclitaxel, at 10- or 11-day intervals with filgrastim support

in women with breast cancer. Clin Cancer Res;13:223-7.



79.

80.

81.

82.

83.

84.

85.

86.

Bonnadonna G, Brusamolino E, Valagussa P, et al (1976). Combination
chemotherapy as an adjuvant treatment in operable breast cancer. N Engl
J Med; 294(8): 505-410.

Ganni L et al (2009). Role of Anthracyclines in the Treatment of Early
Breast CancerJCO Oct 1:4798-4808

Laura F, et al (2005). Randomized, Controlled Trial of
Cyclophosphamide, = Methotrexate, @ and  Fluorouracil = Versus
Cyclophosphamide, Doxorubicin, and Fluorouracil With and Without
Tamoxifen for High- Risk, Node-Negative Breast Cancer: Treatment
Results of Intergroup Protocol INT-0102.JCO November 20, vol. 23 no.
33 8313-832.

Tran Vian Thuan va Nguyén Ba Dtc (2002). So sanh hiéu qua phac do
CMF va CAF trong diéu tri bd trg ung thu va giai doan ILIIL Tap chiy
hoc thuc hanh, 431, 232-236

Marino P1, Siani C, Roché H, Proti¢re C, et al (2010). Cost-effectiveness
of adjuvant docetaxel for node-positive breast cancer patients: results of
the PACS 01 economic study. Ann Oncol. Jul;21(7):1448-54.

Martin M, Brase JC, Calvo L et (2014). Clinical validation of the
EndoPredict test in node-positive, chemotherapy-treated ER+/HER2-
breast cancer patients: results from the GEICAM 9906 trial. Breast
Cancer Res. Apr 12;16(2):R38.

Mackey JR1, Martin M, Pienkowski T, et al (2013). Adjuvant docetaxel,
doxorubicin, and cyclophosphamide in node-positive breast cancer: 10-
year follow- up of the phase 3 randomised BCIRG 001 trial. Lancet
Oncol. Jan;14(1):72-80.

Jones S, et al ( 2009 ). Docetaxel With Cyclophosphamide Is Associated
With an Overall Survival Benefit Compared With Doxorubicin and
Cyclophosphamide: 7-Year Follow-Up of US Oncology Research Trial
9735. J Clin Oncol. 2009 Mar 10;27(8).



87.

88.

89.

90.

91.

92.

93.

94.

95.

Adams S1, Gray RJ2, Demaria S et al (2014). Prognostic Value of
Tumor- Infiltrating Lymphocytes in  Triple-Negative  Breast
Cancers From Two Phase III Randomized Adjuvant Breast Cancer
Trials: ECOG 2197 and ECOG 1199. J Clin Oncol. Jul 28. pii:
JCO.2013.55.0491

Johnston M, Levine MN, Chapman JA, et al (2010). Cyclophospha-
mide, epirubicin, and Fluorouracil versus dose-dense epirubicin and
cyclophosphamide followed by Paclitaxel versus Doxorubicin and
cyclophosphamide followed by Paclitaxel in node-positive or high-- risk
node-negative breast cancer. J Clin Oncol; 28:77-82.

Fredholm H, et al (2009). Breast cancer in young women: poor survival
despite intensive treatment. PLoS One.;4(11): 7695

Bastiaannet Eet al (2010). Breast cancer in elderly compared to younger
patients in the Netherlands: stage at diagnosis, treatment and survival in
127,805 unselected patients. Breast Cancer Res Treat;124(3):801.

Silber JH, et al ( 2013). Characteristics associated with differences in
survival among black and white women with breast cancer.
JAMA;310(4):389

Pestalozzi BC, Zahrieh D, et al (2008). Distinct clinical and prognostic
features of infiltrating lobular carcinoma of the breast: combined results
of 15 International Breast Cancer Study Group clinical trials. J Clin
Oncol. 26(18):3006.

Carter CL, et al (1989). Relation of tumor size, lymph node status and
survival in 24,740 breast cancer cases. Cancer.63:181

Siegel R, Ma J, Zou Z, Jemal A (2014 ). Breast cancer statistics. Cancer
J Clin.64(1):9.

De Boer M, van Dijck JA, et al (2010). Breast cancer prognosis and
occult lymph node metastases, isolated tumor cells, and

micrometastases. J Natl Cancer Inst. Mar;102(6):410-25.



96.

97.

98.

99.

100.

101.

102.

103.

Pinder SE, Ellis 10, Galea M et al (1994). Pathological prognostic
factors in breast cancer. III. Vascular invasion: relationship with
recurrence and survival in a large study with long-term follow-
up.Histopathology. Jan;24(1):41-7.

Tran Van Thuin (2015). Ung dung céac thanh tyu khoa hoc cong nghé
trong diéu tri noi khoa Bénh ung thu vi, Nha xuét ban Y hoc, Ha Noi.
Hudis C, Citron M, Berry D, et al (2005). Five-year follow-up of INT
C9741: dose dense (DD) chemotherapy (CRx) is safe and effec- tive.
Breast Cancer Res Treat; 94(20 suppl):Abstract—41.

Dang C, Fornier M, Sugarman S, et al (2008). The safety of dose-- dense
doxorubicin and cyclophosphamide followed by paclitaxel with
trastuzumab in HER-2/neu overexpressed/amplified breast can- cer. J
Clin Oncol; 26:1216-22.

Sugarman S, Wasserheit C, Hodgman E, et al (2009). A pilot study of
dose-dense adjuvant paclitaxel without growth factor support for women
with early breast carcinoma. Breast Cancer Res Treat;115:609—12.

Dang C, Lin N, Moy B, et al (2010). Dose-dense doxorubicin and
cyclophosphamide followed by weekly paclitaxel with trastuzumab and
lapatinib in HER2/neu-overexpressed/amplified breast cancer is not
feasible because of excessive diarrhea. J Clin Oncol; 28:2982-8.
Drullinsky P, Sugarman SM, Fornier MN, et al (2010). Dose dense
cyclophosphamide, methotrexate, fluorouracil is feasible at 14-day
intervals: a pilot study of every-14-day dosing as adjuvant therapy for
breast cancer. Clin Breast Cancer; 10:440-4.

McArthur HL, Rugo H, Nulsen B, et al (2011). A feasibility study of
bevacizumab plus dose-dense doxorubicin-cyclophosphamide (AC)
followed by nanoparticle albumin-bound paclitaxel in early-- stage

breast cancer. Clin Cancer Res; 17:3398-407.



104.

105.

106.

107.

Dang C (2011). The end of an era: shall we move forward? J Clin Oncol;
29:3849-51.

Cameron D, Barrett-Lee P, Canney P, et al (2012). The UK TACT2
Trial: comparison of standard vs. accelerated epirubicin in patients
requiring chemotherapy for early breast cancer (EBC) (CRUK/05/ 019).
36rd Annual San Antonio Breast Cancer Symposium, San Antonio, TX.
P. Therasse, L. Mauriac, M. Welnicka-Jaskiewicz, P. Bruning, et al.
(2003). Final Results of a Randomized Phase III Trial Comparing
Cyclophosphamide, Epirubicin, and Fluorouracil With a Dose-
Intensified Epirubicin and Cyclophosphamide Filgrastim as
Neoadjuvant Treatment in Locally Advanced Breast Cancer: An
EORTC-NCIC-SAKK Multicenter Study. Journal of Clinical Oncology,
Vol 21, No 5 (March 1), 2003: pp 843-850.

I. Craig Henderson, Donald A. Berry, George D. Demetri, et al ( 2003 ).
Improved Outcomes From Adding Sequential Paclitaxel but Not From
Escalating Doxorubicin Dose in an Adjuvant Chemotherapy Regimen
for Patients With Node-Positive Primary Breast Cancer. Journal of

Clinical Oncology, Vol 21, No 6: pp 976-983



PHU LUC

PHU LUC 1: BENH AN NGHIEN CUU
Bénh vién K

BENH AN NGHIEN CUU UNG THU VU

|5 (IR0 T 1 | Tuoi SHS
5 T 1
Pién thoai:....ccccvviiiiiiiiiiiiiiiiiiiiiiicninnn, Ngay vao vién:...../...... /e

Tién sir:
1. Co tién s mac ung thu va khong
Khong: 0 Ung thu tai chd: 1 Bénh Paget:2
2. Co tién sur tang sinh hay ting san tuyén va khong
Co: 1 Khong: 0
3. Co tién sir mac ung thu khac khong:
Co: 1 Khong: 0
4. Co tién sur gia dinh mac ung thu va hodc ung thu budng trimg khong
Co: 1 Khong: 0
5. C6 bénh kém theo:
Khong: 0 Bénh tim mach: 1 Bénh tiéu duong:2
Loang xuong:3 Khac: 4
6. Tinh trang kinh nguyét trudc khi diéu tri
Con kinh nguyét: 1 Man kinh ty nhién: 2 Cat budng tring: 3

7. Diéu tri thudc phdi hop néu co

8. Thoi gian phat hién bénh: ...... thang

9. Ly do vao vién:
Tu so thdy u: 1 Chay dich, mau: 2 Kham dinh ky: 3
Dauva:4 Khac:5



Chén do4n:

1.

Cdc phwong phdp chan dodn dwoc dp dung

Kham lam sang:

C61 Khong:0 Duongtinh 11 Am tinh 10 Nghi ngo 12

Chup tuyén va:

C61 Khong: 0

Choc hut t& bao: Co6 1 Khong: 0 Duong tinh 31
Nghi ngo 32

Sinh thiét kim: C6 1 Khong :0 Duong tinh 41
Nghi ngo 42

Sinh thiét mo: C6 1 Khong Duong tinh 51

Nghi ngo 52

Siéu am: C6 1 Khong: 0 Kich thuéc u: ....cm

Duong tinh 21 Am tinh 20 Nghi ngo 22

Am tinh 30

Am tinh 40

Am tinh 50

Vi tri u: % trén trong (1) % trén ngoai (2) % dudi trong (3)

s dudi ngoai (4)

Trung tam (5) Da 6 (6)

VaT(l) VaP(Q)

Chdn dodn lam sang truée mo: T N M

Chan doan do mo hoc:

bol: 1
bo 11: 2

Do III: 3

Khong xép loai: 0

Thé mé bénh hoc

Ung thu thé ng xam nhap: 1

Ung thu thé tiéu thuy xdm nhap: 2

Ung thu thé tiy: 3

Ung thu thé nhay: 4

....................................................



4. Tinh trang TTNT

- ER Am tinh: 0 Duong tinh: 1 Khong ro: 2
- PR Am tinh: 0 Duong tinh: 1 Khong ro: 2
5. Tinh trang Her 2/neu

Ky thuat:

FISH

IHC: 0 (0) 1+ (1) 2+ (2) 3+ (3)

Piéu trj phiu thuat

— Ngay phau thuat: ...... [oc.... [eeein..

— Loai phﬁu thuat:

— Phiu thudtbaoton  : 1 Phau thuat Patey: 2
—~ S luong hach dugce vét:

—~ S lugng hach di can:

— Panh gid hach saumd: N0 (0) N1 (1) N2 (2) N3 (3)
— Kich thuéc u sau md: T1(1) T2 (2) T3 (3) T4 (4)
o Trudcmd: ..... cm Sau mo: ....cm

Chén doan giai doansaumé : T N M
Piéu trj hoa tri
Pot 1: Ngay truyén héa  chit..../..../...... Phac do:

Liéu :

SLuong |D60 | Do 1 P62 Do 3 Do 4

Ha bach cau

Ha bach cau

TT

Ha bach cau




cO soOt

Ha ti€u cau

Thi€u mau

Non

Buon non

Viém miéng

Ia chay

Rung toc

Mt kinh

Phu ngoai vi

Pau co

RL TK

ngoai vi

GOT/GPT

Creatinin

Khac

Dicu tri tac dung phu:

..............................................................................................

Pot 2: Ngay truyén hoa chit ...... P Phac d6 :

Liéu :

SLuong |D60  |DPo 1 P62 Do 3 Do 4

Ha bach cau

Ha bach cau

TT

Ha bach cau




cO soOt

Ha ti€u cau

Thi€u mau

Non

Buon non

Viém miéng

Ia chay

Rung toc

Mt kinh

Phu ngoai vi

Pau co

RL TK

ngoai vi

GOT/GPT

Creatinin

Khac

Dicu tri tac dung phu:

........................................................................................

Dot 3: ngay truyén héa chit...../...../...... Phac d6 :

Liéu :

SLuong |D60 | Do 1 P62 Do 3 Do 4

Ha bach cau

Ha bach cau

TT

Ha bach cau

cO soOt




Ha ti€u cau

Thi€u mau

Non

Buon non

Viém miéng

Ia chay

Rung toc

MAt kinh

Phu ngoai vi

Pau co

RL TK

ngoai vi

GOT/GPT

Creatinin

Khac

Dicu tri tac dung phu:

..............................................................................................

Pot 4: ngay truyén héa chit...../...... [eveeianns Phac do :

Liéu :

SLuong |D60 | Do 1 P62 Do 3 Do 4

Ha bach cau

Ha bach cau

TT

Ha bach cau

cO soOt




Ha ti€u cau

Thi€u mau

Non

Buon non

Viém miéng

Ia chay

Rung toc

MAt kinh

Phu ngoai vi

Pau co

RL TK

ngoai vi

GOT/GPT

Creatinin

Khac

Dicu tri tac dung phu:

..............................................................................................

Pot 5: Ngay truyén hoa chit:...... [eeeens /..... Phac d@o :

Liéu :

SLuong |D60 | Do 1 P62 Do 3 Do 4

Ha bach cau

Ha bach cau

TT

Ha bach cau

cO soOt




Ha ti€u cau

Thi€u mau

Non

Buon non

Viém miéng

Ia chay

Rung toc

MAt kinh

Phu ngoai vi

Pau co

RL TK

ngoai vi

GOT/GPT

Creatinin

Khac

Dicu tri tac dung phu:

..............................................................................................

Pot 6: Ngay truyén héa chit...... [eeeens ..... Phic do :

Liéu :

SLuong |D60  |DPo 1 P62 Do 3 Do 4

Ha bach cau

Ha bach cau

TT

Ha bach cau

cO soOt

Ha ti€u cau




Thi€u mau

Non

Buon non

Viém miéng

Ia chay

Rung toc

M4t kinh

Phu ngoai vi

Pau co

RL TK

ngoai vi

GOT/GPT

Creatinin

Khac

Dicu tri tac dung phu:

..............................................................................................

Pot 7: Ngay truyén héa chit...../...... [eeeens Phac d6 :

Liéu :

SLuong |D60 |DPo 1 P62 Do 3 Do 4

Ha bach cau

Ha bach cau

TT

Ha bach cau

cO soOt

Ha ti€u cau




Thi€u mau

Non

Buon non

Viém miéng

Ia chay

Rung toc

M4t kinh

Phu ngoai vi

Pau co

RL TK

ngoai vi

GOT/GPT

Creatinin

Khac

Dicu tri tac dung phu:

..............................................................................................

Pot 8: Ngay truyén hoa chit....... [eeeene. [eeeens Phac d6 :

Liéu :

SLuong |D60  |DPo 1 P62 Do 3 Do 4

Ha bach cau

Ha bach cau

TT

Ha bach cau

cO soOt

Ha ti€u cau

Thi€u mau




Non

Buon non

Viém miéng

Ia chay

Rung toc

MAt kinh

Phu ngoai vi

Pau co

RL TK

ngoai vi

GOT/GPT

Creatinin

Khac

Diéu tri tac dung phu:

Ngirng diéu tri do ddc tinh ciia phac dé:

Co: 1 Khong: 0 Lydongung HC:........................
Giam liéu do ddc tinh ctia phac d6

Co: 1 Khong: 0

Bién ching ning do diéu tri hoa chét

Co: 1 Khong: 0

Panh gia diéu tri

Thoi diém | Lam sang | Chup phoi | Siéu 4m CA 153 | Khac

Sau 4 dot

Sau 8 dot

Két  thuc
toan bd
dicu tri




Piéu trij xa tri: Co:1 Khong:0
Ngay xa tri: ...... [ocn... [oviiiiin.

Liéu xa trj:.. ...Gy

Piéu tri ndi tiét: Co: 1 Khong:0

Thudc: TAM : 1 Anastrozol: 2

Chuyén d6i TAM>ANA:3  Cit budng tring: 4

Ngay bat dau diéu tri thude noi tiét: ..../...../.......

Ngay két thic diéu tri noi tiét: ....../...../.......

Piéu trj Herceptine: Co: 1 Khong:0
Ngay bat dau diéu tri Herceptine: ..../....../.......

Ngay két thiic diéu tri Herceptine: ....../...../.......

Ngay tai phat:...../...../......

Vi tri tai phat: Tai chd (1) Di céan xa (2)
Diéu tri tai phat:. ..

Ngay tir vong:...../...... [eviuunas
Ghi chu:



PHU LUC 2: DANH SACH BENH NHAN NGHIEN CU’U

STT Ho tén BN Tubi S6 ho so
1. Trinh Thi P. 44 16305596
2. Pao Tuyét N. 56 16304005
3. Lé Thi H. 46 16304608
4, Nguyén Thi H. 52 16304211
5. Lé Hong H. 31 16304333
6. Ngo Thi L. 54 16305146
7. Poan Thi Bich N. 42 16304906
8. Nguyén Thi Huong T. 41 16102103
9. Cao Thanh T. 44 16305816
10. Pham Thi H. 45 16304940
11. D6 Thi H. 42 16304577
12. Luu Thi N. 46 16205085
13. Tran Bich T. 45 16306548
14. Luu Thi P. 54 16306348
15. D6 Thi H. 56 16305603
16. Tran Thi T. 39 16305771
17 Huynh Thi P. 53 16306657
18. Duong T6 C. 53 16307450
19. Nguyén Thi M. 42 16306337

20. Doan Thi Ngoc H. 53 16306517
21. Poan Thi X. 40 16307752
22. Pinh Thi H. 40 16305969
23 Tran Thi G. 50 16306653
24, Nguyén Thi V. 47 16307057
25, Lé Thi H. 40 16306697




26. Nguyén Hai H. 21 16305597
27. Nguyén Thi A. 54 16309504
28, Do Thi Thu H. 37 16308404
29. Vii Thi N. 48 16308757
30. Tran Thi Q. 32 16308207
31, Vii Thi Kiéu H. 31 16309092
32. Pham Viét H. 39 16308459
33, D6 Thi Xuan M. 57 16309786
34, Nguyén Thi H. 39 16309548
35. Nguyén Thi B. 49 16310537
36. Lé Thi Quynh G. 46 16310161
37. Ha Thi K. 47 16310105
38. Do Thi D. 51 16310299
39, Nguyén Thi Kim C. 43 16310488
40. Nguyén Thi M. 30 16310327
41. Nguyén Viét N. 30 16310591
42. Néng Thi N. 43 16310838
43, Bui Thi H. 29 16311136
44, Thiéu Thu H. 36 16311461
45. Tran Minh T. 56 16312530
46. Nguyén Thi H. 45 16312521
47. Pham Thj N. 54 16312299
48. Nguyén Thi Hai Y. 32 16312452
49 Vuong Thi T. 34 16312426
50. Lé Thi Kim N. 52 16312785
51. Tran Thi L. 43 16312731
52. Luong Thi V. 49 16312665
53, Tran Thi V. 47 16310495




54. Tran Thi H. 53 16312805
55, Pinh Thi N. 40 16311744
56. Lé Thi B. 44 16312546
57. Nguyén Thi Thay N, 40 16312818
58, Tran Thi D. 50 16312749
59, Giang Thi N. 53 16312960
60. Tao Thi T. 56 16312979
61. Nguyén Thi P. 56 16312760
62. Nguyén Thi T. 39 16312840
63. Lai Thi Hong V. 53 16313115
64. Du Thi H. 55 16311646
65. Pinh Thi B. 50 16312895
66. Nguyén Thi T. 41 16312455
67. Nguyén Thij D. 42 16312768
68. Lé Thi Thanh H. 43 16312470
69. Nguyén Thi H. 43 16313033
70. Banh Thi Quynh N. 40 16303570
71, Bui Thi X. 57 16313520
72. Nguyén Thi M. 41 16313926
73. Tran Thi Kim D. 55 16313472
74, Lé Thi S. 45 16314694
75. Pham Thi N. 54 16314147
76. Vii Thanh X. 47 16314181
77. Hoang Thi Q. 54 16314118
78. Duong Thi Bich L. 16312448
79. Lé Thi C. 39 16312468
80. Lé Thi Kim T. 48 17300065
81. Tran Bich H. 52 17300057




82. D6 Thi Minh P. 47 17300568
83. Bui Thi N. 45 17300564
84. Nguyén Thi H. 50 17300633
85. Tran Thi N. 42 17300120
86. Nguyén Thanh H. 48 17300478
87. Quan Thi N. 43 17300681
88. Nguyén Thi H. 30 17300894
89. Nguyén Thi T. 40 17300914
90. Vii Thi P. 51 17300252
o1, Pham Thi Huyén T. 48 17301595
92. Dao Thi A. 41 17301253
93. Nguyén Thi C. 44 17301372
94, Dinh Thi A. 43 17301597
95. Nguyén Thi T. 51 17301308
96. D6 Thi N. 51 17301705
97. Vin Thi N. 48 17301876
98. Vii Thi H. 53 17301986
99. Nguyén Thj V. 38 17302426
100. | Ngo ThiL. 38 17302005
101. | Nguyén Thi Bich L. 49 17303030
102. | Vii Thi P. 42 17362610
103. Duong Thi Quynh M. 37 17303339
104. | Nguyén Thi H. 36 17303495
105. | Nguyén Thi T. 52 17304188
106. | Lé ThiN. 42 17304243
107. | Cao Thi H. 57 17305008
108. | Nguyén Thi S. 49 17305290
109. | Nguyén Thay B. 29 17305801




110. | Dinh ThiC. 35 17306497
111. | Triéu Thi H. 54 17306758
112. | Poan Thi B. 61 17308102
113. | Tran ThiS. 34 17307844
114.. | Vii Thi H. 45 17307312
115.  |Loc ThiT. 43 17308081
116. | Dinh ThiT. 43 17308244
117. | Nguyén Thi H. 40 17308264
118. | Luong Thi Ha. 49 17308702
119. | Pham Thi Thanh T. 30 17309807
120. | Pong Thi Kim L. 46 17309894
121. | Nguyén Thi T. 43 17310799
122. | Hoang Thi L. 35 17312286
123. | Nguyén Thi Lé H. 36 17102893
124. | Tran Thi T. 57 17311364
125. | Triéu Bich N. 35 17309602
126. | Poan Thi Thuy H. 44 17312599
127. | Nguyén Thi T. 50 17103530
128. | Nguyén Thi Minh H. 35 17311754
129. | Tran Thi Thanh V. 30 17312492
130. | D6 Phuong T. 34 17313098
131. D6 Thi H. 40 17307445
132. | Lé Thi Minh H. 34 17316739
133. | Bui Tuyét L. 47 17300468
134. | Nguyén Thi H. 35 173009980
135. | Truong Thi H. 45 173022029
136. | Vii Thi b. 52 173034001
137.  |Lé ThiL. 60 183110032




138. | bang Thi N. 45 183145401
139. Dao Thi Trang N. 34 183050273
140. | Lé Thi Thu H. 47 183170971
141. | Nguyén Thi Anh T. 36 183074597
142. | Nguyén Thi H. 41 183108483
143. | Nguyén Thi H. 46 183145019
144. | Nguyén Thi L& N. 28 183061377
145. | Nguyén Thi N. 51 183189804
146. | Nguyén Thi Ngoc B. 55 183122975
147. | Nguyén Thi S. 39 183130116
148. | Nguyén Thi Thanh H. 41 183136408
149. | Nguyén Thi T. 35 183119920
150. | Nguyén Thi T. 42 183092240
151. | Nguyén Thi Tuyét N. 50 183065158
152. | Pham Thi T. 55 183067684
X4c nhan cua phong KHTH Thﬁy hudng dan khoa hoc

Bénh vién K






