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PAT VAN PE

Theo Globocan 2018, ung thu va 1a bénh ly &c tinh pho bién nhat
& phu nit Viét Nam véi 15.229 trudng hop méi duoc chan doan hang
nam, chiém 20,6% sb truong hop ung thu & phu nir va 6.103 trudng
hop tir vong chiém 5,3% céc trudng hop tir vong do ung thu & ca hai
gioi, diing tha ba sau ung thu gan nguyén phat ung thu phéi va ung
thu da day. Ldc méi chan doan da c6 5% dén 10% ung thu va ¢ giai
doan di cin; 30% ung thu va & giai doan sém s& dién tién dén giai
doan di can voi thoi gian séng thém trung binh tir 2 dén 3 nam va
trén 90% cac truong hop tir vong ung thu v 1a do di can. Céc tién
bo hién nay trong diéu tri ung thu vi chi yéu ¢ giai doan sém. O
giai doan di cin, ung thu va 1a bénh 1y giai doan cudi cd tinh chat
lan rong toan than, sic khoe bénh nhan da suy giam, nhiéu bénh
nhan da dugc diéu tri hd trg & giai doan s6m nén hiéu qua va dung
nap diéu tri thap hon khi tiép tuc diéu tri & giai doan di can. Do
vay, ung thu va di cin chi ¢6 thé diéu tri thuyén giam bénh nhung
khong thé khoi bénh. Thoi gian song thém 5 nam 1a thap hon dang
ké so véi giai doan sém, trung binh 23% giai doan 1999-2004 va
25% giai doan 2005-2011.

Hién nay, phuong phéap chinh diéu tri ung thu va di can 1a diéu tri
hé thong trong d6 hoa tri 1a phuong phap pho bién nhat dé thu nho
khéi u va hach, ting kha ning kiém soat tai chd va tai ving, dong
thoi phan phéi thudc toan than gidp kiém soéat triéu ching di can cac
tang co thé. Thanh cong trong diéu tri ung thu vi di can 1a kéo dai thoi
gian sdng thém nhung cht lwong séng cua bénh nhan phai duoc duy
tri hoic nang cao. Thuc té 1am sang hién nay, c¢6 nhiéu yéu té chi phéi
da gay kho khin trong ra quyét dinh diéu tri ung thu va di can dé toi
uu loi ich sdng thém nhung ddc tinh héa tri phai dung nap dwoc. Phéc
dd héa tri phdi hop anthracycline va taxane dang dwoc khuyén céo
rong rédi cho bénh nhan ung thu va di can, tuy nhién, nghién ctru danh
gia loi ich Iam sang cua phac db hoa tri phdi hop nay cung VGi cac xem
xét tong thé vé& cac mat hiéu qua, doc tinh va chit 1u:0’ng séng cua bénh
nhan ung thu vii di can Van chwa duoc nghién ciru day du ¢ Viét Nam,
do d6 chung toi tién hanh dé tai: “Nghién ctru diéu tri ung thw va
giai doan di ciin bing hda tri phdi hep anthracycline va taxane”



Muc tiéu nghién ciu

1. Panh gid hiéu qua va doc tinh cia phdc do héa tri phoi hop
anthracycline va taxane trén bénh nhan ung thu vii di can.

2. Banh gid chat heong song VA Cac yéu té lién quan dén chat
lirong song cua bénh nhan ung thuw vii di can trong thoi gian hoa tri.

Y NGHiA KHOA HQC VA THUC TIEN

Nghién ciru danh gia hiéu qua va doc tinh phac do hda tri
anthracycline va taxane két hop véi danh gia chat luong séng trén
bénh nhan ung thu va di can, tir Iy luan dén thyc tién, nghién ctu da
xac dinh thoi gian séng thém toan bd 3 nam va 5 nam trén mau bénh
nhan nghién cau; da tim ra cac yéu té anh huong tich cuc dén hiéu
qua, dung nap hoa tri va chat luong sng ung thu va di cin. Nghién
ctru da giai quyét nhitng khé khan trong diéu trj ung thu va di can va
d3 dong gop thém cho mot quan diém diéu tri nham hoan thién phéc
d6 diéu tri ung thu va di can tai Viét Nam 1a cai thién vé céc tiéu chi
1am sang ludn gan vai cudc sdng tdt dep hon cho bénh nhan.

PONG GOP MGI CUA LUAN AN

Hién nay tai Viét Nam chua c6 cong bd nao danh gia hiéu qua va
doc tinh cuia phéac do hda trj anthracycline va taxane két hop véi danh
gi4 chat lugng sdng trén bénh nhan ung thu va di can. Thoi gian
nghién ctru kéo dai 5 ndm trén ddi tuwong rat dac biét va nhay cam
nay la diém ndi bat cua cong trinh. Két qua nghién ciu da xac dinh
duogc ty 18 dap wng va thoi gian séng thém toan bd 3 nim va 5 nim
cling nhu xac dinh duoc cac yéu té anh hudng tich cuc 1én thoi gian
séng thém, céc yéu td ting nguy co doc tinh hda trj va cac yéu td gop
phan nang cao chét lwong séng bénh nhan ung thu va di cin hoa tri
v6i phac dd nay. Nghién ctru gop phan thay d6i nhan thirc va thai do
tich cuc khi tiép can bénh nhan ung thu va di cin, x6a bé quan diém
ung thu v di cin 1a giai doan cudi cung, chi diéu tri tham do, vot vat
va chi chl trong nang d& triéu chung. Tir két qua nghién ciu da
khang dinh rang ngay ca ¢ giai doan cudi, bénh nhan ung thu vi di
can van co co hoi khoi bénh va sbng thém nho vao diéu tri tich cuc.
Nghién cau co gla tri dong gop thém cho quan diém diéu tri ung thur
vl di cin bao gom héa tri anthracycline va taxane két hop danh gia
chat lugng song dé gop phan hoan thién phac do diéu tri ung thu va
tai Viét Nam.



CAU TRUC LUAN AN

Luan an gom 117 trang bao gom: Pat van dé:2 trang; Tong quan
tai liéu: 37 trang; Ddi twong va phuong phap nghién ctu: 14 trang;
Két qua nghién ciu: 34 trang; Ban luan: 27 trang; Két luan: 2 trang;
Kién nghi: 1 trang. Luan &n c6 48 bang, 16 biéu do6, 2 hinh minh hoa
va 140 tai lidu tham khao (23 tai liéu tiéng Viét, 117 tai liéu tiéng
Anh). Phu luc: 14 trang. Nghién ctru da c6 03 cong trinh lién quan da
dugc cong bd trén tap chi 6 uy tin caa nganh Y trong nudc.

Chwong 1: TONG QUAN TAI LIEU

1.1. PAI CUONG VE UNG THU VU
1.1.1. Giai phau tuyén va

Tuyén vi gébm cac tuyén sira tao thanh cac tiéu thiy, nhiéu tiéu
thily hop thanh cac thiy. Bach mach db vé 3 chudi hach Ia chudi
hach néach, chudi hach nguc trong va chudi hach trén don. Tuyén v
phén chia thanh 1/4 trén ngoai, 1/4 trén trong, 1/4 dudi ngoai, 1/4 dudi,
quang vi va dau va.
1.1.2. Triéu chirng ung thw va

Hau hét u so thay ¢6 mot khdi co duong kinh >1cm mét d6 chéc
hoidc cing, bd khong déu, it dau va it di dong. Giai doan mudn: dau
vi, co kéo da, nhidm cang, sui loét, d& chay méu, phu né t6 chuc
lymphd cua da voi dic trung san da cam, lan dén hach khu vuc va di
cin cic tang co thé gay cac triéu chimg do di can.
1.1.3. Dién tién ung thwr v tir giai doan tai chd dén giai doan di cin

Tir giai doan tai chd, ung thu xdm 14an qua mang day cta 1op biéu
md, sau d6 lan dén to chuc tuyén vit binh thuong roi xam nhiém vao
md xung quanh dén cac c4u trdc 1an can nhu da gay co rat da, tut dau
vi, san da cam, phi né md tuyén va, dé va loét da. Xam nhiém dén
can co nguc, thanh nguc tao thanh khi cting it hodc khong di dong.
Lan tran theo dudng bach huyét dén hach nach, hach vi trong, hach
ha don va thuong don trudce khi di vao hé tuan hoan dé gy ra di cian
c4c tang co thé nhu xwong, phdi, gan va nio.
1.1.4. Chan doan ung thu vi
1.1.4.1. Lam sang:

Chan doan ung thu vu thuong dua vao 3 phuong phéap truyén
thdng 1a kham 1am sang té bao hoc va X quang tuyén va. Chan doan
xéc dinh ung thu va nhét thiét phai dya trén chan doan md bénh hoc.



1.1.4.2. M6 bénh hgc:

Ap dung phan do Scarff-Bloom-Richardson duoc cai bién boi
Elston-Ellis vao nim 1993 ap dung cho ung thu biéu md tuyén vi thé
5ng xam nhap.
1.1.4.3. Chan dodn TNM va phain giai doan ung thuw vii:

Xép giai doan TNM theo AJCC 2010 gom: T: U nguyén phat (Tx,
Tis, T1, T2, T3, T4); N: Hach vung (Nx, N1, N2, N3) va M: Di can
(M0, M1).

1.2. UNG THU VU DI CAN

Ung thu vii thuong di cin xwong, phdi, gan va ndo. Di cin xuong
gay dau xwong, ting canxi mau, gy xuong bénh ly, chén ép tiry séng
va c6 thé gay tir vong. Di cin phdi gay kho tho gang stc, kho tho lién
tuc, ho va dau nguc. Triéu ching di cin gan it dic hiéu bao gém
vang da, dau ha suon phai, diy bung, tit mat va nhidm tring
duong mat. Di cin ndo co tién lwong xau véi ty 1 séng thém toan
bo khoang 6 thang va khong dap ang véi hoa tri.

1.3. PIEU TRI HE THONG UNG THU VU DI CAN
1.3.1. Co sé ciia diéu tri hé théng ung thw vii di cin

Ung thu v di can 12 bénh 1y 6 tinh chét toan than khong thé chita
khoi. Héa tri 12 phuong phép diéu tri phd bién nhit nhim kiém soat
ung thu lan rong, thu nho khéi u, thuyén giam triéu chimg, duy tri,
nang cao chat luong sdng va kéo dai thoi gian séng thém. Pay 1a co
sO cua liéu phap toan than trong ung thu va di can.

1.3.2. Muc tiéu va chi dinh hoa tri ung thw vu di cin

Muc tiéu ctia hoa tri ung thu vi di can 1 kéo dai thoi gian sdng
thém, giam thiéu triéu chimg, duy tri hodc cai thién chat lugng song,
mic di van c6 mot ty 1& doc tinh lién quan dén héa tri.

1.3.3. C4c yéu té anh hwéng dén dap wng cia diéu tri hé thong

Do 4c tinh md bénh hoc, tudi, chi sb ECOG, khoang thoi gian hét
di can (MFI), tinh trang thu thé noi tiét, tinh trang Her-2 va murc do
lan rong cua bénh c6 gia tri tién doan dap tng diéu tri, tién lugng
séng thém va lya chon phuong phép diéu tri.

1.3.4. Du doén dap rng véi didu tri hé théng

Thu thé ER+ va Her-2+ la nhu:ng yéu té tién doan dap g quan
trong nhat. Cac yéu té du doan dap tng kém véi hoa tri 12 tién trién
bénh sau khi da nhan héa tri trudc do, tai phat bénh <12 thang,
ECOG> 2, di can nhiéu vj tri va di can nio.
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1.3.5. Nhirng yéu té anh hwéng dén chon lya phac @6 hoa tri

Mt d6 lan rong cua ung thu, di can ndo, ECOG> 2, tién sir bénh
tim, co dia déi thao duong, da du lidu tich liy anthracycline, tién st
suy tiry xwong do héa tri, doc than kinh d6 3-4 do héa tri 1a nhirng yéu
t6 anh huong dén hiéu qua va dung nap hoa tri.

1.3.6. Theo ddi sau hoa tri anthracycline va taxane

D¢ danh gia dap ung va doc tinh hoa tri, can kiém tra danh gia
lam sang, xét nghiém lap lai sau mdi chu ky dé danh gia chuc ning
cac co quan tay xuong, gan, than, tim mach, chat chi diém ung thu
vl (CA15.3). Theo ddi dap ung ciing nhu tién trién bénh bang cac
phuong phép chan doan hinh anh nhu siéu am, X quang, CT scan,
MR, xa hinh xuong va hoac PET CT.

1.3.7. Thube diéu tri di cin xwong trong ung thw vi

Thudc bisphosphonate ¢ ché manh su hily xwong do hity cét bao
va duoc chi dinh dé diéu tri di can xwong do ung thu vii. Pamidronate
va zoledronic acid 1a hai thubc duoc khuyén céo trong diéu tri ung
thu vi di can xuong.

1.3.8. Mét sé nghién ciru phac dé anthracycline va taxane trén
thé gi¢i va tai Viét Nam

Két qud nghién ciu trén thé gidi:

- Jang B va cong su (2013) da cong bd ty 1& dap ung khach quan
ctia phac d6 docetaxel+epirubicin 1a 63%. Ty 18 tai bénh < 6 thang la
70%, thoi gian dén khi tai bénh trung binh 14 8,7 thang,

- Luck HJ va cong su (2013) nhan thiy thoi gian dén khi tai bénh
1a 10,4 thang (phac dd Paclitaxel+Capecitabine) so véi 9,2 théng
(phac d6 Paclitaxel+Epirubicin: PE) véi p>0,05. Ty 1& dap tng cta
phac dd PE 1a 42% va hau hét bénh nhan déu dung nap t6t doc tinh
hoa tri.

- Jassem va cdng su (2009) da xac nhan thoi gian dén khi tai bénh
va sdng thém toan bd cua phac dd 2 thude paclitaxel+doxorubicin dai
hon ¢6 y nghia thong ké so véi phac dd 3 thube. Poc tinh cta phac
d6 paclitaxel+doxorubicin thdp hon c¢6 ¥ nghia thong ké so voi phac
d6 3 thudc va hau hét bénh nhan déu dung nap tdt.

- Bontenbal (2005) di cong b céc tiéu chi vé song thém & phac dd
2 thudc docetaxel+doxorubicin déu dai hon c6 y nghia théng ké so voi
phac 46 3 thubc. Ty 1& dap ung toan bd ciia phic dod
docetaxel+doxorubicin ciing cao hon ¢ y nghia thong ké so véi phac
dd 3 thudc. Khong co su khac biét co y nghia thong ké vé& doc tinh



giam bach cau va nhiém tring nhung s6t giam bach cau cao hon c6 ¥
nghia thong ké o nhom bénh nhan diéu tri phac do
docetaxel+doxorubicin (33% so vdi 9% voi p<0,001). Poc tinh ngoai
hé tao huyét 1a twong duong & 2 nhom bénh nhan.

- Ghersi va cong sy (2015) phat hién phéi hop taxane va
anthracycline ¢ ty Ié dap ung khach quan cao hon dang ké so véi
taxane don chat (57% so Vai 46%) va giam nguy co tién trién bénh
(HR: 0,92, 95%, CI: 0,85-0,99).

Cac két ' qud nghién ciru tgi Vigt Nam:

- Nguyén Vin Cau va cong su (2013), nghién ctru hiéu qua va
doc tinh hoa tri két hop doxorubicin va paclitaxel trong diéu tri ung
thu vi giai doan IIIB-1V. Két qua: 12% bénh nhan dap tg hoan
toan, 62% dap tng mot phan, 23% c6 ton thuong di cin khong thay
d6i sau diéu tri va 1% bénh tién trién. Ty 1¢ bénh nhan c6 dap tmg
hoa tri 12 74%. Thoi gian séng thém khac biét c6 ¥ nghia théng ké
gitta 2 nhoém did hoa tri hd trg anthracycline trudc khi hoa tri
doxorubicin va paclitaxel (p<0,01). Doc tinh huyét hoc do III bao
gb6m 44% giam bach cau, 8% giam tiéu cau va 6% thiéu mau. Dgc
tinh huyét hoc do IV it phd bién véi 6% giam bach cau nhung
khéng sét. Doc tinh do II-IV ngoai hé tao huyét chu yéu 1a 77%
rung toc, 2,8% doc tinh than kinh ngoai vi, 12% viém miéng,
2,8% budn noén va ndn, 5,5% dau co khop va khong co truong hop
nao doc tim do II-1V.

- Bui Diéu va cong su (2011) phat hién 51,1% ung thu v di can gap
& nhom tudi 50-60 tudi. Ty I¢ di can xwong 14 34,2% va di cin phoi la
33,4%. Di can phdi giy dau nguc (71,6%), kho tha (51,1%) va tran dich
mang phdi (50%). Thoi gian di cin trung binh 13 40 thang, xuat hién
phd bién nhét ¢ nim ther 2 va tha 3 sau diéu tri. Di cin gan hay gap
da 6 chiém 81,8% va 100% bénh nhan déu c6 chirc ning gan binh
thuong.

- Nguyén Thi Thu Hudng (2017) da cong bd di cin xwong gip
31% & bénh nhan giai doan Ill, trong d6 75,6% co triéu ching dau
xuong, 100% dau co tinh chat dién hinh cua di cin xuong, 37,4%
bénh nhan c6 thém tén thuwong di cin ngoai xuong, nhiéu nhét 13 di
can phdi voi 58,8% va 100% bénh nhan c6 ton thuong tiéu xuong
trén xa hinh xwong. Vi tri ton thuong di can xuong hay gap nht la
cot sdng vai ty 1é 70,5%.



1.3.9. Cac thuéc sir dung trong nghién céu:

Nhom taxane gom 2 loai docetaxel va paclitaxel. Nhém
anthracycline gém 2 loai doxorubicin va epirubicin.

1.4. CHAT LUQNG SONG BENH NHAN UNG THU VU DI CAN
1.4.1. Khai niém chat lweng séng

Chét luong song 1a mot thuat ngir duoc st dung dé danh gia vé
cac mirc d6 nhan van, su tot dep v& mat vat chat va tinh than cua
cudc séng con nguoi trén pham vi ca nhan va xa hoi ciing nhu danh
gia vé mic do sang khodi, hai 10ng hoan toan vé thé chat, tam than va
Xa hdi cua con nguoi.

1.4.2. Lgi ich clia danh gia chét lwgng song ung thu vu di cin

Cung cap nhimg thong tin da chiéu vé tac dung phu va doc tinh
hoa tri dé 1ap ké hoach diéu trj tét hon, khic phuc céc sy cd khong
mong mudn, dem lai cugc séng tét hon cho nguoi bénh.

Gilip cac béc si 1am sang cung cép diy dii cho bénh nhéan ung thu
va di can vé tién trién va tién luong bénh ngoai cac chi sé 1am sang
nhu ty 18 tai phat, ty & sdng con.

Gilp cho bénh nhan va gia dinh Iya chon phuong phap diéu tri
phi hop nhit véi hoan canh cua ho.

Nghién ciru vé chét luong séng gitp so sanh cac phuong phap
diéu tri mai voi cac phuong phap diéu tri kinh dién vé mat hiéu
gua va dung nap.

1.4.3. Céc yéu t6 lién quan dén chit lweng séng bénh nhan ung
thu v

Bao gom cac van dé thé chat lién quan dén diéu tri, cac van dé
tam Iy va c4c van dé xa hoi.

1.4.4. Vai tro caa b cong cu do lwdng chit lweng song EORTC
QLQ-C30 va EORTC QLQ-B23 dbi véi bénh nhan ung thw va

Gia tri cua bo cong cu do chit luong song EORTC QLQ-C30
cho bénh nhan ung thu noéi chung va bé cong cu EORTC QLQ-
B23 dic thu cho bénh nhan ung thu va di duoc nhiéu tac gia
trong va ngoai nudc nghién ctiru xac nhan lgi ich cua chung trong
danh gia chat lugng séng ung thu vi va ung thu va di can.

1.4.5. Mt sé nghién citu chit lwgng séng caa bénh nhan ung thw
vii biing b cong cy EORTC QLQ-C30 va EORTC QLQ-BR23
Mgt sé két qud nghién cizu trén thé gidi:


https://vi.wikipedia.org/wiki/Thu%E1%BA%ADt_ng%E1%BB%AF
https://vi.wikipedia.org/wiki/X%C3%A3_h%E1%BB%99i
https://vi.wikipedia.org/w/index.php?title=S%E1%BA%A3ng_kho%C3%A1i&action=edit&redlink=1

- Fernanda va cong su (2006): két qua nghién ctu cho thay c6 sy
cai thién chat lugng song; triéu ching dau, linh vuc chirc nang xa hoi
va suc khoe tdm than da dugc cai thién dang ké.

- Karamouzis va cong su (2007): chat lwong séng & nhom bénh
nhan ung thu va di cin nhan hoa tri tot hon vé mat thong ké so véi
nhitng bénh nhan chi duoc cham séc hd trg (p= 0,008).

- May Leng Tan va cong su (2014): hoéa tri doxorubcin va
paclitaxel trén bénh nhan ung thu va di can cai thi¢n 1am sang dang
ké va dung nap doc tinh tét nho vay da cai thién chat lwong song.

Mgt sé két qud nghién cizu tai Vigt Nam:

- Nguyén Thu Ha (2017): tudi, hoc Van va phuong phap diéu tri c6
méi lién quan c0 y nghia thong ké véi diém chat lwong séng tong quat.

- Luu Quéc Quang va cs (2017): thang do tao thanh tir 2 bo cau hoi
EORTC QLQ-C30 va EORTC QLQ BR-23 ¢6 db tin cdy va tinh gi4 tri
cao dé co thé &p dung tai viét nam.

- Tran Bao Ngoc va cs (2018): hai bo cau hoi EORTC QLQ C-30
va EORTC QLQ BR-23 ¢6 gia tri, di d6 tin cay, dé ap dung.

Chuong 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. POI TUQNG NGHIEN CUU

Gom 62 bénh nhan ung thu vii di can tai Khoa ung buéu Bénh
vién Truong Pai hoc Y Dugc Hué va Trung tm ung budu Bénh vién
Trung wong Hué tir thang 02 nam 2013 dén thang 08 nam 2015.
2.1.1. Tiéu chuan chen bénh

- Tudi tir 18 dén 70.

- Ung thu va di cin xuong, phdi, gan.

- M6 bénh hoc 1a ung thu biéu md xam Ian. Phan nhém héa mo
mién dich vé cac chi sb ER, PR, Her-2.

- C6 két qua xac nhan di cin xuong, phdi, gan duya trén siéu am, X
quang, CT scan, MRI, xa hinh xwong va/hoac PET-CT.

- Stic khoe cta bénh nhan theo thang diém ECOG tir 0 dén 2.

- Chirc nang tao mau, gan, than va tim trong gigi han binh thuong.

- Bénh nhan ung thu vi di can sau khi da dugc xa tri, hoa tri hd
trg, tan hd tro, didu tri noi tiét chua st dung thudc nhém taxane va
anthracycline ciing d tiéu chuan nhan vao nghién ciu.

- Bénh nhén d6ng y tham gia nghién ctru va cd thé tu tra 10i cac
cau hoi phong van.
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- C6 ho so ghi chép diy dii vé chan doan, diéu tri, dién tién bénh
va co thong tin ddy du vé tinh trang bénh qua cac lan tai kham day du
5 nam.

2.1.2. Tiéu chuan loai trir

- Ung thu va di cén nao.

- Hoi chttng nhiém tring; bénh nhan ¢ thai.

- Ung thu va dién tién ning c6 tién lugng tir vong trong vong 6
thang.

- Bénh nhan khong hoan thanh du 8 chu ky hda tri anthracycline
va taxane.

2.2. PHUONG PHAP NGHIEN CUU
2.2.1. Thiét ké nghién ciu

Nghién ctu tién ctiru mo ta theo ddi doc va mé ta cat ngang.
2.2.2. Phuong phap chon miu

Ldy mau thuan tién thoa man céc tiéu chuan chon bénh va tiéu
chuan loai tru.

2.2.3. Cac bwéc tién hanh nghién ciu

2.2.3.1. Thu thgp thong tin: 1ap mau bénh an nghién ctu ghi nhan
thong tin vé dic diém chung cua ddi twong nghién ctu, chan doan,
diéu trj, chat lugng séng va thdng tin dién tién bénh tai cac thoi diém
tai kham sau 3 ndm va 5 nam theo doi.

2.2.3.2. Phwong phdp chin dodn: Dya vao 1am sang va hinh anh hoc
dé danh gia khdi u nguyén phat, hach khu vuc va tén thuong di can.
Két qua md bénh hoc va héa md mién dich thuc hién va xac nhan két
qua tai Khoa giai phdu bénh cua 2 don vi nghién ctu theo tiéu chuan
cia WHO 2004. Phan d6 mé bénh hoc dwa vao hé théng Bloom-
Richardson va dugc cai bién bai Elston va Ellis ap dung cho céac ung
thu biéu mo thé ng xam nhap. H6a md mién dich xac dinh céc thu
thé ER, PR, Her-2 va danh gia két qua theo thang diém Allred.
2.2.3.3. Phdc do hba tri bao gom: paclitaxel + doxorubicin,
paclitaxel + epirubicin, docetaxel + doxorubicin va docetaxel +
epirubicin. Liéu trinh 8 chu ky vai liéu dung tiéu chuan.

2.2.3.4. Piéu tri ndng dé. Dy phong o dich co thé do docetaxel; duy
phong ting phan tng do paclitaxel; thudc chdng nén dy phong va
thudc kich thich sinh dong bach cau hat (G-CSF). Diéu tri di cin
xuong bang zoledronic acid hoic pamidronate. Chuyén méu, chuyén
tiéu cau theo chi dinh.
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2.2.3.5. Theo déi dic tinh, ddp irng diéu tri va thoi gian song thém:

Truéc mdi chu Ky hoa tri, danh gia hién trang bénh va doc tinh
héa tri bang kham 1am sang, xét nghiém huyét hoc va sinh hoa. Danh
gia tim mach trén ECG, siéu &m tim sau mdi 2 chu ky hoa tri. Panh
gia toan trang bang chi s ECOG; danh gid dap tmg diéu tri khéi u
vd, hach khu vuc va tén thuong di can bang cac phuong phap chan
doan hinh anh: siéu &m tuyén vi, hd néach, siéu am gan, X quang
phdi, chup CT scan nguc bung c6 thuéc can quang va chup MRI gan
c6 chat can tir tai thoi diém bat dau chu ky hda tri tha nhat, xét
nghiém lap lai mdi 2 thang. Xa hinh xuong vao chu ky héa tri thu
nhat, néu c¢6 dau xuong hodc di cin xuong thi 13p lai xa hinh xuong
mbi 4 thang. Panh gi4 1am sang, chan doan hinh anh, xét nghiém tim
mach va xét nghiém méu Ilc tai kham mdi 2 thang trong 2 nam dau
va 3 thang trong 3 nam tiép theo dé theo ddi dién tién bénh va doc
tinh mudn do héa tri. Ghi nhan cac két qua huyét hoc, sinh hda va
chén doan hinh anh sau céac 1an kiém tra va so sanh, ddi chiéu dé theo
doi dién tién bénh, dap tmg va doc tinh hoa tri.
2.2.3.6. C4c tiéu chudn si dung trong chdn dodn va diéu tri:

- Panh gia tinh hinh sic khoe chung cia bénh nhan bing chi sb
ECOG.

- Phén giai doan TNM theo tiéu chuan AJCC phién ban s6 7 nam
2010.

- Panh gia dap tng theo tiéu chuan RECIST phién ban 1.1 theo
EORTC.

- Banh gia doc tinh theo CTCAE cua Vién ung thu Hoa Ky nam
2010.

- Panh gia doc tinh tim: Tiéu chuan danh gia mic do suy tim theo
NYHA cta Hoa Ky.
2.2.3.7. Khdo sat chdt lwong séng:

Ghi nhgn dién vao phiéu nghién ciru:

- Pic diém chung cua ddi tuwgng nghién ctu: tudi, hoc van,
nghé nghiép, thu nhap.

- Pic diém 1am sang, chat lugng séng, phuong phap diéu tri va
doc tinh hoa tri.

- Panh gia chat lugng séng ciia bénh nhan bang by cong cu
EORTC QLQ-C30 va EORTC QLQ-BR23 phién ban tiéng Viét gom
53 cau hoi. Phan tich bo cau hoi thuc hién theo hudng dan cua
EORTC.
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- Panh gia mot s6 yéu td lién quan dén chit lwong séng cua bénh
nhan ung thu va di can.

Phwong phdp thu thdp dir liéu chdt lweng song:

Chon nghién ciru vién va giam sat vién, tap huan ky cho diéu
tra vién vé phuong phap danh gia chat luong séng bang céng cu
nghién cuu.

Cong cu thu thdp sé ligu:

B6 cau hoi dinh lugng ¢6 ciu tric gom 3 phan chinh: théng tin c&
nhan; thong tin vé bénh 1i va diéu tri; théng tin vé cac yéu té tam I,
gia dinh va xa hoi. St dung b cong cy EORTC QLQ-C30 dé danh
gia chat luong séng chung cho bénh nhan ung thu va bd céng cu
EORTC QLQ-BR23 danh gia chét lwong song chuyén biét cho bénh
nhan ung thu vu.

2.2.4. Xir Iy sb ligu thong ké o

Phan tich s liéu thu thap dwoc thuc hién bang phan mém thong
ké chuyén dung SPSS phién ban 17.0.

2.2.5. Bao dirc nghién ciru ) i

Nghién cuu tien hanh sau khi co6 sy chap thuan cua Hoi dong Pao
dtc trong nghién ctu Y Sinh hoc ciia Trudng Pai hoc Y Dugc Hué,
Dai hoc Hué. )

~ Chuong 3: KET QUA NGHIEN CUU
3.1. MQT SO PAC PIEM CUA BENH NHAN
3.1.1. Pic diém chung

Tudi trung binh 56,55+7,69, thap nhét Ia 35, cao nhat 69 tuoi.
Nhom tudi 50-59 c6 ty Ié cao nhat (46,8%) va dudi 40 tudi co ty I¢
thip nhit (3,2%). Ty Ié bénh nhan cd hoc van tir tiéu hoc tré xudng
va nghé kinh doanh, budn ban lan luot la 46,8% va 38,7%. Bénh
nhan 1a cdng nhan co ty Ié thip nhét 1a 19,4%. Thu nhap dudi 5 triéu
dong/thang chiém ty 1& cao nhat (40,3%); thu nhap tir 10 triéu
dong/thang tre 1én co ty 1é thap nhat (25,8%).

3.1.2. Pic diém 1am sang va can 1am sang
3.1.2.1. Pgc diém 1am sang

ECOG= 0-1 chiém ty Ié 87%. 51,6% bénh nhan c6 MF1>24 thang.
Ung thu v di can do bénh tién trién hay gap nhat véi ty 1¢ 90,3%.

Di cin xwong pho bién nhét véi ty I¢ 56,5%; di cin gan va di can
phoi it gap hon vai ty 1¢ lan luot 1 35,5% va 24,2%. Ung thu vii di
cin 2 co quan chiém 19,4%.

Trén 54% c6 dau xwong do di can xwong va chi 1,6% c6 gdy xuong
bénh ly. Di can gan va di can phdi it gy ra triéu chung.
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3.1.2.2. Pic diém can 1am sang

Luminal B (30,6%), b ba &m tinh (29, 0%) Luminal Her-2 (+)
(27,4%) va Luminal A (12,9%). Bénh nhén c6 ER+ it gap hon ER-
(43,5% so véi 56,5%). Grade 1 va 2, chiém ty 18 72,6%.
3.1.2.3. Pic diém hoa tri bénh nhan ung thw vii di cin

Bénh nhan da nhan hoa trj truée day véi muc dich diéu tri hd tro
chiém ty 1¢ 77,4%. Poc tinh hoa tri do 3 va 4 chiém mot nira trong s6
bénh nhén nghlen ctiu. Phac do paclitaxel + eplrublcm va docetaxel +
epirubicin co ty 1¢ dap ang lan luot 12 76% va 80% cao hon céc phéac
dd phdi hop paclitaxel + doxorubicin (61,5%) va docetaxel +
doxorubicin (66,7%). Phac d6 docetaxel + epirubicin c6 ty 18 dap tng
cao nhat (80%).

3.1.3. Cacyeu to lién quan dén dic dlem bénh nhan hoa tri
3.1.3.1. Céc yéu té lién quan dén phdc dé héa tri

Ty I¢ chon lya cac phac d6 hoa tri khong khac nhau ¢6 y nghia thong
ké dya trén chi s6 ECOG, hdéa mé mién dich, MFI, tinh trang thy thé noi
tiét, do 4c tinh m6 bénh hoc varty I¢ dap ing hoa tri (p> 0,05).
3.1.3.2. Cac yéu té giam nguy co déc tinh hoa tri dé 3 va 4 co y
nghia thong ké (p<0, 05)

Nhom tudi< 60 so véi tudi> 60, ECOG= 0-1 so voi ECOG= 2, ¢6
dap ung hoa tri SO v&i dap tmg kém véi hoa tri, phac dd c6 paclitaxel
so voi docetaxel, di can xuong so v6i di cdn gan va phdi, khdng di
cin phoi so voi ¢ di cin phoi.

3.2. THOI GIAN SONG THEM TOAN BQ CUA BENH NHAN
UNG THU VU DI CAN

Thaoi glan song thém toan bd 3 nim va 5 nim cia bénh nhan
ung thw va di can

Thoi gian song thém 3 ndm trung binh 1a 21,41+9,85 thang va ty
1€ bénh nhan ¢ thoi gian song thém toan bo 3 nam 1a 40,3%.

Thoi gian song thém 5 nam trung binh l1a 34,84+18,53 thang va ty
1¢ bénh nhan ¢ thoi gian song thém toan bo 5 nam la 19,4%.

Cac yeu t6 lién quan tich cuc véi song thém 5 nim (p<0,05)

Tudi < 60, ECOG 0-1, di can xuong, khong di cin phoi, MFI> 24
thang, ung thu via di cin méi chan doan, grade 1 va 2, chua nhan héa
tri ho tro va co dap tmg v6i hoa tri 1a cac yeu | t6 tang co hoi song thém
5 nam. Phén tich da blen hoi qui Cox cho thay yéu t6 da nhan hoéa tri
lién quan co y nghia théng ké dén thoi gian song thém toan bd 5 nim
voi p< 0,05.

33. LIEN QUAN GIUA PHAC PO HOA TRI VA PQC TINH
HOA TRI SAU 4 CHU KY VA SAU 8 CHU KY HOA TRI
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3.3.1. Lién quan c6 y nghia thong ké giira phac dd hoa tri va doc
tinh hoa tri sau 4 chu ky hda tri (p<0,05)

Phéc do phol hop docetaxel + anthracline ( phac dd Docetaxel+)
c6 doc tinh huyet hoc giam bach ciu va giam tiéu cau cao hon so voi
phac @6 phdi hop paclitaxel + anthtracyline (phac d6 Paclitaxel+).
Phac d6 Docetaxel+ ciing c6 ty I¢ doc tinh ngoai hé tao huyét nhu
ndn mira, tidu chay, t& dau chi va rung toc cao hon so véi Paclitaxel+.
3.3.2. Lién quan c6 y nghia thong ké giira phac dd hoa tri va doc
tinh hoa tri sau 8 chu ky hoa tri

Phéac dd Docetaxel+ c6 doc tinh giam bach cau va thiéu mau cao
hon so véi Paclitaxel+. Phac dd Docetaxel+ ciing ¢6 ty 1¢ buon ndn,
ndn mira, tiéu chay, dau co, loan nhip tim va rung téc cao hon so voi
Paclitaxel+.

3.4. MOT SO YEU TO LIEN QUAN PEN CHAT LUOQNG
SONG CUA BENH NHAN UNG THU VU DI CAN (p<0,05)
3.4.1. So sanh trung binh chéat lreng séng sau 4 va 8 chu ky hoa tri

Khéc biét c6 ¥ nghia (p< 0,05) xuat hi¢n sau 4 va 8 chu ky héa tri
o tat ca cac phan nhom chtic néng va ké ca chét lugng sdng tong quat
vé diém trung binh chat luong séng ¢ 5 trong 9 nhom lién quan den
triéu chimg. Sau 8 chu ky hoa tri, diém trung binh chét luong séng
chire ning cao hon c6 ¥ nghia thdng ké so véi sau 4 chu ky hoa tri
d6i véi hinh anh co thé, chirc ning tinh duc, huong thy tinh duc va
diém trung binh chtrc ning voi p< 0,05.

3.4.2. So sanh trung binh chét lwgng séng téng quat theo cac dic
diém sau 8 chu ky hoa tri (p< 0,05)

Nhém tudi > 60 c6 diém trung binh chat lwong séng thip hon c6 y
nghia théng ké so vé6i < 60 tudi. THPT tro 1én c6 diém trung binh
chat luong séng cao hon c6 y nghia thong ké so véi cac nhdm con lai.
Thu nhap > 10 triéu dong/thang co diém trung binh chat luong séng
cao hon c6 ¥ nghia thong ké so vai cac nhom con lai. C6 sy cai thién
chét Iugng sdng sau 8 chu ky hoa tri véi khac biét co ¥ nghia thong ké khi
so sanh céc chi sé ECOG; di can xuong; di cin phéi va di cin 2 co quan.
MFI > 24 thang c¢6 diém trung binh chat lwong séng cao hon cd y
nghia thng ké so vi MFI < 24 thang va thap hon c6 ¥ nghia thng
ké so véi nhém bénh nhan méi chan doan di can. Bénh nhan da nhan
héa tri hd tro trude ddy co diém trung binh chit lwong séng thap hon
c6 y nghia thong ké so v&i nhom chua hoéa tri. Boc tinh héa tri d6 3
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va 4 c6 diém trung binh chat luong song thip hon c6 ¥ nghia thong
ké so v&i nhom khong c6 doc tinh. Khong dap Gng héa tri c6 diém
trung binh chat luong séng thip hon c6 y nghia théng ké so véi nhdm
c6 dap ung hoa tri.

Chwong 4: BAN LUAN

4.1. PAC PIEM CHUNG
4.1.1. Tuéi va chi s6 ECOG

Tudi trung binh 1a 56,55+7,69 tudi. Nhoém tudi phd bién nhat Ia
50-59 (46%). Theo Siegel R va cs (2014), truéc 49 tudi, nguy co
méc ung thu v uéc tinh 1a 1/53, tuy nhién, con sé nay ting 1én
1/43 & 6 tudi 50-59 va ting cao hon & do tudi 60-69 voi ty 18
1/23. Phu nir ¢ do tudi >70, nguy co niy la cao nhat véi kha ning
mac ung thu v 1a 1/15.

Joseph A va cong su (2008), xac nhan tudi trung binh mac ung
thu va 1a 50 tudi. Nguydn Chan Hung va cong su (1999) xac nhan
nhom tudi hay gap ung thu vi ¢ Viét Nam 1a 40-49 tubi.

Qua s liéu so sanh, bénh nhan trong nghién ciu cua ching tdi co
tudi trung binh cao hon céc tac gia trong va ngoai nuéc. Sy khac biét
nay c6 I& do mau chiing toi nghién ctu trén bénh nhan ung thu va di
can nén tudi trung binh cua bénh nhan cao hon mot s6 nam sau chan
doan va diéu tri ung thu vii & giai doan som cho dén khi xuat hién di
can.

Thang ECOG duoc sir dung rong réi trén thé gioi dé danh gia tinh
trang sicc khoe tong thé cua bénh nhan ung thu truéc khi nhan vao
nghién ciru dé theo ddi dap tmg diéu tri, tién doan dung nap héa tri va
tién lwong sdng thém. Trong nghién ciru nay, do hda tri véi nhidu doc
tinh nén chdng toi chi dua vao nghién ctu nhitng truong hop thé
trang con kha tét vai chi s6 ECOG< 1 (54/62 bénh nhan) va ECOG=
2 (8/62 bénh nhan) dé bénh nhan c6 du stc khoe tuan thu 8 chu ky
hoa tri. Chon bénh nhan cé chi sé ECOG tir 0-2 vao nghién cuu la
pht hop véi quan diém cua nhiéu nghién ctiu 1am sang cua cac tac
gia trong va ngoai nudc.

4.1.2. Triéu chirng 1am sang va dic diém mo bénh hec
4.1.2.1. Triéu chieng ldm sang ung thw va di cin
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Chung tdi phat hién triéu chiing toan than phd bién nhat 1a giam
ngon miéng (77,4%); sut can chiém 64,5%. Pau xuong do di cin
xuong c6 ty 1& cao nhat (54,8%); dau nguc chiém 11,3% khi c6 di
can phoi. Tuy nhién, di can gan ty & gap triéu ching kha thap dudi
5%. Ty 1& bénh nhan ¢ tir 2 triéu chiing chiém 77,4% so véi 0 dén 1
triéu chung chi chiém 20,2%.

Irvin va cs (2011) xac nhan dau do ung thu vu di can c6 ty 1é 70%
dén 90% trong d6 chu yéu 1a dau do di cin xuwong; mét moi co ty 1&
25%-99% gap trong qua trinh diéu tri va ngay ca sau khi két thuc
diéu tri, mét moi ciing c6 ty 18 tir 20% dén 30%; lo &u c6 thé din dén
tram cam chiém 20% dén 30%; mat ngu ciing kha pho bién véi 75%
bénh nhan. CAc triéu chimg tiéu héa nhu budn nén va ndn co ty ¢ lan
luot 1a 60% va 30%.
4.1.2.2. g 4c tinh md bgnh hec va héa md mién dich

Két qua nghién ctru vé ty 1é do 4c tinh md bénh hoc va phan nhom
héa md mién dich ung thu vii ciia chiing t6i c6 su khac biét voi két
qua nghién ctru cua céc tac gia khac cé Ié ciing do su khac biét cua
cac yéu td ving mién, khu vuc va chang toc. Ngoai ra, muc dich
nghién ctu khac nhau, s6 mau nghién ciru khac nhau ciing lam nén
su da dang vé do ac tinh mo bénh hoc ciing nhu cic phan nhém phéan
tor ung thu v trong cac nghién cuu.

42. HIEU QUA CUA PHAC PO ANTHRACYCLINE VA
TAXANE TRONG UNG THU VU DI CAN: TY LE PAP UNG,
THOI GIAN SONG THEM

Anthracycline va taxane la nhitng thudc giy doc té bao thuong
dugc sir dung dé diéu tri ung thu v, bao gdm diéu tri hd tro giai
doan som (adjuvant), tan hd tro (neoadjuvant) trong giai doan tién xa
tai khu vuc dé giam giai doan khdi u va hach. Phac d6 phdi hop 2
nhom thudc nay dugc dung phd bién nhat trong ung thu vi di cin.
Hoa trj anthracycline va taxane c6 loi diém 1a cd thé chi dinh diéu tri
& moi phan nhém giai phau bénh va phan nhoém phén tir ung thu vi
di cin. Phac d6 hoa tri anthracycline va taxane c6 thé dung két hop
vai thude khang Her-2 (Trastuzumab) néu Her-2 duong tinh vi da
ching minh ¢6 hiéu qua tang thoi gian séng thém trong nhiéu nghién
ctu. Tuy nhién, thudc khang Her-2 1a rat dat vuot quéa kha nang chi
tra caa nhiéu bénh nhan ¢ Viét Nam nén hién str dung chwa phd bién.
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Ung thu va di can, mac di khong thé chira khoi nhung hoéa tri hé
thng da chirng minh c6 hiéu qua tri hodn tién trién bénh, kéo dai
thoi gian song thém, thuyén giam triéu chang di can nén gop phan
lam tang chit luong sdng cho bénh nhan.

4.2.1. Phac do hoa tri, ty 1 dap ing va séng thém

Nghién ctu trén 62 bénh nhan ung thu va di can nhan hoa tri két
hop phac db phdi hop anthracycline va taxane, ty 1& dap ung cua phac
d6 nay 1a 69,4%. Ching t6i phét hién phac dd phéi hop paclitaxel +
epirubicin va docetaxel + epirubicin co ty I¢ dap tng lan luot 12 76%
va 80% cao hon cac phac d6 phdi hop paclitaxel + doxorubicin
(61,5%) va docetaxel + doxorubicin (66,7%). Phac dd docetaxel +
epirubicin co ty & dap wng cao nhat 1a 80%.

Khi danh gia tai thoi diém 3 nam, ching t6i xac nhan ty 1& bénh
nhan séng dén 36 thang la 40,3% vai trung binh thoi gian sng thém
3 nam 1a 21,41+9,85 thang. Khi danh gia tai thoi diém 5 nam, ching
t6i x4c nhan ty 1¢ séng dén 60 thang chiém 19,4% vai thoi gian séng
thém 5 nam la 34,84+18,53 thang.

So véi nghién ciru cua cac tac gia trén thé gioi, ty 18 dap tng trong
nghién ctu cia ching t6i cao hon. Khi ddi chiéu liéu dung cua cac
thudc trong nghién cau cua Sledge, ching t6i nhan thy tac gia da
dung lidu paclitaxel 150mg/m? da thap hon 25mg so véi nghién ctu
ctia chiing t6i nén c¢6 dap tng thip hon. Trong nghién ctiru cua Conte,
tac gia nhan vao bao gdbm ca nhiing bénh nhan cé stc khoe kém hon
v6i ECOG > 2 va di diéu tri anthracycline trude d6 nén c6 18 do 1a 1y
do 1am cho ty I& dap ung thip hon so véi nghién ctiu caa ching toi.
Nghién ciu cua Alba, sir dung liéu docetaxel va doxorubicin tuong
tu chung t6i nhung chi thiét ké 6 chu ky hoa tri it hon so véi 8 chu ky
trong nghién ciru cuia chung toi nén ciing gop phan lam cho ty 1& dap
ng thap hon. Nghién ctru ciia Bonneterre, khi két hop véi docetaxel,
tac gia dung liéu epirubicin 75mg/m?® da thap hon chiing t6i 15mg nén
c6 thé 1a Iy do 1am cho ty 18 dap tng thap hon so véi nghién ciu cua
chilng t6i.

4.2.2. Higu qua va dgc tinh ciia phac d6 anthracycline va taxane
Ién thai gian séng thém

Chng t6i ciing da phat hién doc tinh hoa tri phac d6 Docetaxel+

cao hon Paclitaxel+. Doc tinh huyét hoc d 3-4 sau 4 chu ky hoa tri,
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giam bach cau va giam tiéu cau do 3-4 & nhém hda tri Docetaxel+
cao hon co y nghia so voi Paclitaxel+ (p<0,05) nhung thiéu méu
khong c6 su khac biét (p=0,191). Sau 8 chu ky hoa tri, doc tinh giam
bach cau va thiéu mau do 3-4 & nhém héa tri Docetaxel+ cao hon ¢6
¥ nghia théng ké so véi nhém hoa tri Paclitaxel+ nhung giam tiéu cau
d6 3-4 khong khéac biét c6 y nghia théng ké (p=0,094). Poc tinh
ngoai hé tao huyét sau 4 va 8 chu ky héa tri nhu budn nén va nén,
tidu chay, té dau chi, rung toc ¢ phac dd Docetaxel+ déu cao hon co
nghia thong ké so voi phac db Paclitaxel+. Sau 8 chu ky hoa tri, cac
doc tinh budn nén va dau co ciing tré nén cao hon ¢ y nghia thong
ké & phac d6 Docetaxel+ (p<0,05). Poc tinh viém miéng do 3-4 &
phac o Paclitaxel+ 1a 7/44 bénh nhan (13,7%) so véi 3/8 bénh nhan
(27,3%) & phac dd Docetaxel+ nhung khong khac biét c6 ¥ nghia
thdng ké gitra 2 phac dd nay sau 4 va 8 chu ky ciing phu hop voi két
qua cia cac nghién ciru khac. Nhu vay, véi liéu s dung trong nghién
ctru nay theo khuyén cdo, hiéu qua cua 2 loai phac d6 nghién cau 1a
tuong duwong nhung doc tinh huyét hoc va ngoai hé tao huyét cao hon
& phac d6 Docetaxel+ so véi Paclitaxel+ 1 phii hop véi nghién ctu
cua Ccac tac gia.
4.3. MQT SO YEU TO LIEN QUAN PEN THOI GIAN SONG
THEM 5 NAM CUA UNG THU VU DI CAN
4.3.1. Song thém 5 nim theo nhom tudi

Theo Siegel, tudi 1a mot yéu td nguy co quan trong déi véi ung
thu va vi tudi > 50 chiém khoang 78% truong hop ung thu vii méi
chan doan va & d6 tudi nay, 87% trudng hop tir vong lién quan dén
ung thu v vao nam 2011 tai Hoa Ky. Trong nghién ctru nay, chidng
t6i nhan thdy nhom bénh nhan < 60 tudi c6 thoi gian séng thém
(trung binh 39,47 thang) dai hon ¢ y nghia thong ké so véi nhém
bénh nhan > 60 tudi (trung binh 27,50 théang) véi p=0,034.

Chuang ct tir nhiéu nghién ctru ciing da khang dinh ty 1é méi méc
va ty 1é tir vong ung thu va ting theo tudi cua bénh nhan.
4.3.2. Séng thém 5 nim theo chi s6 ECOG

Két qua nghién ciru ctia ching t6i da x4c nhan chi sé6 ECOG=0-1
c6 thoi gian séng thém 5 niam dai hon c6 ¥ nghia thong ké so Véi
ECOG =2 (p=0,048). Chi s6 ECOG= 0-1 cho thdy bénh nhan c6 stic
khoe tét nén dung nap véi hoa tri anthracycline-taxane tét hon va
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hoan thanh phac do hoa tri dung lidu, dung lidu trinh nén sdng thém
t6t hon. Két qua caa chang tdi phi hop vai nghién ctiu cia cac tac
gia khac.

4.3.3. Séng thém 5 niam theo vi tri di cin

Nghién ctru cia chung toi di x4c nhén ty 18 di can xuong 1a phd
bién nhat (56,5%), tiép theo 1 di can phdi (24,2%) va di cin gan
(35,5%). Di cén 2 co quan c0 ty ¢ 19,4%.

Van Uden (2019) nghién ctru trén 391 bénh nhan ung thu vu di
cin ciing ghi nhan xuong 14 vi tri di can phoi bién nhat va co tién
luong song thém tét hon so véi cac vi tri khac va thoi gian sbng thém
toan bo 5 nam cua ung thu va di can xuong (trung binh 39,43 thang)
dai hon c6 y nghia thong ké so véi di cin gan va/hoac di can phdi
(trung binh 28,89 thang) v&i p=0,013. Nghién cuu cia Wang (2019),
di cin xwong co ty 1& sbng thém tét nhat véi ty 18 sdng thém toan bo
3 ndm 1a 50,5%, tiép theo 1a di can gan va di can phoi. Ty I¢ di can
gan 1a 35,5% chi thdp hon di cin xwong (56,5%) va thoi gian séng
thém 5 nam 1a 28,91 thang 1a kha tuong dong vai nghién ciu cia cac
tac gia khac. Di can phdi va di can gan c6 trung binh thoi gian song
thém tuong ty (p>0,05). Tuy nhién di can nhiéu vi tri c6 tién luong Xau
hon di cin mét vi tri (ngoai ndo) (p<0,05) va thai gian séng thém trung
binh khoang 20 thang.

4.3.4. Song thém 5 niam theo khoang thai gian hét di ciin (MFI)

Trong s6 62 bénh nhan c6 6 truong hop mai chan doan va 56
truong hop tién trién di can sau diéu tri. Két qua nghién ctu cho thiy
MFI> 24 thang c6 trung binh thoi gian song thém toan bo la 45,38
théang, dai hon co ¥ nghia thong ké so véi bénh nhan de novo (trung
binh 36 thang) va bénh nhan c6 MFI< 24 thang (trung binh 20,5 thang)
v6i p< 0,001. So véi nhitng bénh nhan tién trén di cian voi MFI< 24
thang, nhitng bénh nhan c6 MFI> 24 thang c6 két qua séng thém 5
nam vuot troi hon véi sy khac biét co y nghia thong ké. Két qua nay
phu hop véi tac gia Lobbezoo.

4.3.5. Séng thém 5 niam theo d9 &c tinh md bénh hoc

Mau nghién ciu cia ching toi ¢6 ty & ung thu biéu md tuyén vi
xam lan c6 grade d6 1 va 2 1a 45/62 bénh nhan (72,5%) va do 3 la
17/62 bénh nhan (27,5%). Khi phan tich thoi gian séng thém 5 nim
theo grade, chling t6i nhan thdy trung binh thoi gian song thém cua
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bénh nhan grade 1+2 1a 39,73% cao hon c6 y nghia so véi bénh nhéan
grade 3 (p< 0,001). Két qua nay ph hop Vvéi gia tri tién luong d6 ac
tinh md bénh hoc va két qua nghién ciru cia céc tac gia khac.
4.3.6. Sbng thém 5 nim theo tinh trang hoa tri truéc day

Chung t6i nhan thay trung binh thoi gian séng thém toan bd 5 nim
& nhom bénh nhan di nhéan hoa trj hd tro trude day la thép hon c6 y
nghia théng ké so voi bénh nhan chua nhan hoa tri hd tro va chi nhan
hoa tri 1an dau khi di cin (p< 0,001).

Bonneterre nghién ctru trén 477 bénh nhan ung thu va di can, so
sanh két qua co hoa tri hd trg phac dd CMF so v6i khong héa tri hd
trg phac d6 nay khi diéu tri v6i anthracycline ¢ giai doan di can. Két
qua cho thay ty 1& dap ung toan bd véi anthracycline & nhoém bénh
nhan da nhan hoéa tri hd trg CMF 1a 31,2% thap hon c¢6 ¥ nghia thong
ké so v&i 48% & nhitng bénh nhan khong nhan hoa tri hd trg CMF (p
=0,03).

Alba va cs cling xac nhan nhitng bénh nhan ung thu vi da nhan
hoa tri hd trg phac dd co anthracycline thi két qua séng thém kém
hon ¢6 ¥ nghia thong ké so voi dd nhan hoa tri phac d6 khong c6
anthracycline ¢ giai doan di can.

4.4. MOT SO YEU TO LIEN QUAN PEN CHAT LUOQONG
SONG CUA BENH UNG THU VU DI CAN

Phu nir von 1a ddi tuong cé co dia nhay cam, nhat 1a khi phat hién
ban than minh mic ung thu. Ung thu vi 1a bénh ly c tinh phd bién
nhat & phu nit; mac du c6 nhirng tién bo trong chan doan va diéu tri
nhung ung thu vi van tao ra ndi s¢ hi va bét on trong cudc sbng cho
ban than va gia dinh bénh nhan. Theo thoi gian, ung thu va dién tién
dén giai doan cudi khi xuat hién di cin nén ngoai ganh nang bénh tat,
c4c mat chat lugng séng cua bénh nhan ciing suy giam tram trong.
Chinh vi vay, nghién ctru ung thu va di cin phai toan dién, két hop
nghién ciru hidu qua va dung nap diéu tri va danh gia chat luong song
v6i nd luc tang hiéu qua diéu tri, han ché doc tinh gay ra do diéu tri,
duy tri va nang cao sirc khoe thé chat va tinh than cho bénh nhan Ia
nhitng van dé then chét. Trong cong trinh ndy, véi md hinh nghién
ctru toan dién, ngodi cAc tidu chi cai thién 1am sang, budc dau da gitp
chung t6i tim ra duoc cac yéu td lién quan dén chit luong séng cua
bénh nh&n ung thu va di can sau 4 va sau 8 chu ky hoa tri, do 1a cac
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yéu t6 nhu tudi, hoc van, thu nhap, chi s6 hoat dong thé luc ECOG,
vi tri va sb lugng di can, tinh trang da nhan hoéa tri trude ddy, khoang
khoi bénh MFI, ddc tinh va dap trng hoa tri.

4.4.1. Mot sb dic diém chung

V& tudi mic ung thu va, 85,5% bénh nhén c6 tudi trén 50 véi xu
hudéng nhom tudi cang cao chat lwong séng cang thap. Nhom tudi
dudi 60 tudi 1a 44,96 diém va nhom trén 60 tudi 1a 19,10 diém va su
khéc biét nay 1a cd y nghia thong ké (p< 0,001).

Thu nhap cao trén 10 triéu dong/thang c6 diém chat lugng song
téng quat trung binh cao hon c6 ¥ nghia thong ké so voi thu nhap
thap hon 10 tri€u dong/thang (p=0 031)

Hoc van cao hon thi chat lugng sdng xu huéng tt hon.

Két qua cua ching tdi twong tu véi két qua cua mot s6 nghién ctiru
trudc day va nghién ciru caa Nguyén Thu Ha.

4.4.2. Chét lwong séng vé mit chirc ning sau 4 va 8 chu ky hoa
tri theo thang EORTC QLQ-C30 va EORTC QLQ-BR23

Theo thang EORTC QLQ-C30, tit ca diém trung binh chirc ning
vé thé chét, vai tro, cam xuc, nhan thirc va xa hoi sau 8 chu ky hoa tri
déu cao hon c6 ¥ nghia théng ké so vdi diém trung binh chiic ning
sau 4 chu ky hoéa tri (p< 0,05). V& hinh anh co thé ciia bénh nhan sau
8 chu ky hoa tri so v&i 4 chu ky hoa tri 1a 58,47 diém so véi 55,51
diém, cao hon so véi nghién ctru ciia Tran Bao Ngoc (39,5+34,1
diém), thip hon nghién ctru cua Juan xia (2018) va chic niang hinh
anh co thé ciing dugc ching minh 1a c6 méi tuong quan thuan voi chat
luong sdng tong quat ciia bénh nhan ung thu vii. Chiic nang huong thu
tinh duc trong nghién ctru nay 1a thip nhat mic du diém dat dugc sau 8
chu ky hoéa tri cao hon cé y nghia so voi 4 chu ky hoéa tri (p = 0,034).
Két qua cua chiing t6i cao hon so Vi nghién ctru cia Tran Bao Ngoc
(21,0£15,7).

4.4.3. Chit hrgng séng vé mat trigu chirng sau 4 va 8 chu ky hoa
tri theo thang EORTC QLQ-C30 va EORTC QLQ-BR23

Trong nghién ctru ndy, diém triéu chimg déu giam cé ¥ nghla
thong ké. Sau 8 chu ky hoa tri, theo thang EORTC QLQ-C30, diém
trung binh chét luong séng cac tri€u chiing mét moi, budn nédn, ndn,
dau, khé tho va méat ngii déu thap hon c6 y nghia thong ké so véi sau
4 chu ky hoa tri nhu vay chét luwong séng cua bénh nhan cé su cai
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thién sau khi két thiic 8 chu ky hoa tri. Nhu vay, xu hudng chat luong
song vé mit triéu ching t6t hon sau héa tri ung thu va ciia chung toi
1a phu hop v6i cac nghién ctru clia cac tac gia trong va ngoai nudc.
4.4.4. Chit hrgng song sau 8 chu ky hoa tri vé mgt sé tiéu chi cai
thién cé y nghia thong ké:

Chi s6 hoat dgng thé luc ECOG:

Bénh nhan c6 chi s6 ECOG= 01 c¢6 diém chat lugng séng cao hon
c¢6 y nghia thong ké so véi bénh nhan co tinh trang stic khoe yéu hon
(ECOG =2). Khi ¢6 stic khoe tét, bénh nhan s& dung nap véi cac doc
tinh hda tri tot hon, thoi gian hdi phuc doc tinh nhanh hon nén ¢ co
hoi tiép tuc tuan thu da voi 8 chu ky hoa tri. Nghién ciru caa ching toi
phu hgp vai nghién ciru caa tac gia Sharma.

Vi tri va s6 lwong di cin:

Di cin xuwong c6 chét luong sdng tot hon co y nghia thong ké so véi
di cin cac co quan khac (p=0,014). Di cin phdi c¢6 chit lugng sdng
thap hon c6 ¥ nghia so véi khong di cin phdi (p=0,012). Chat lugng
séng cua bénh nhan ung thu va di can mot co quan t6t hon ¢ v nghia
S0 V6i di cin 2 co quan (p=0,045). Két qua nghién cau cua ching toi
phu hop véi cac nghién ciu cua céc tac gia Wang (2019) va Yan Bei
(2016).

Khoang thoi gian hét di cin (MFI):

Trong diéu tri ung thu va di cin, ngay ca khi ton thwong di cin da
bién mat sau héa tri, giai doan bénh van duoc xép vao giai doan IV tic
la giai doan di can. Ung thu va di can thuong gay ra céc triéu chang
tly theo vi tri di cin nhu ho, dau nguc va kho thg trong di can phdi;
dau nhiéu dén dau trAm trong trong di cin xuwong. Vay khi cac ton
thuong di can dap ung tt sau héa tri thi cac triéu ching nay ciing
thuyén giam va chat luong sng vi vay duoc nang Ién.

Nghién ctru caa chiing t6i da cho thay nhitng bénh nhan sau khi dap
g t6t vai héa tri voi MFI > 24 thang c6 diém chat luong song cao
hon ¢6 ¥ nghia théng ké so véi MFI < 24 thang (p = 0,017). Két qua
nghién cau cua chdng toi phu hgp vai nghién ciu cua Yamamura va
phu hop véi nghién ciru caa cac tac gia khac.

Chuwra hoéa trj so véi da nhan hoa tri:

Ung thu vii di can méi chan doan chwa nhan héa tri s& dap ung voi
héa tri tot hon so v6i bénh nhan da héa tri trudc ddy rdi sau d6 xuét
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hién di can. T ly thuyét dén thuc tidn da xac nhan khi d hoa tri trong
phac @6 héa tri hd trg & giai doan sém, cac té bao ung thu va & giai
doan di can s& xuat hién khang mot phan véi hoa tri cho di bénh nhan
nhan hoa tri tiép sau vai cac thudc hoa tri khéc.

Trong nghién ciu cua ching toi, chat lwong séng sau 8 chu ky hoa
tri & bénh nhan ung thu v di cin méi chan doan tét hon bénh nhan di
can Xuat hién sau khi da nhan héa trj trugc day. Do dap ung tot hon véi
hoa tri nén “ganh ning” ung thu giam vi vay diém chat lwong séng cia
nhém bénh nhan nay cao hon ¢ y nghia thong ké so véi nhém bénh
nhan di cin sau khi d3 nhan héa tri hd tro trude day va két qua nay phu
hop vai nghién cau cia Yamamura.

KET LUAN

Nghién cau 62 bénh nhadn ung thu va di can nhan hoa tri
anthracycline va taxane tai Khoa ung budu Bénh vién Truong Dai
hoc Y Dugc Hué va Trung tim ung budu Benh vién Trung uvong Hué
giai doan 2013-2015 chdng tdi rat ra mot s6 két luan sau:

1. Vé mét sb dic diém bénh nhan ung thw vii di cin

Tudi phd bién nhit 1a 50 dén 59 tudi (46,8%), thap nhat 1a dudi 40
tudi (3,2%). Pa s6 bénh nhan c6 tinh trang stc khoe tét véi chi sb
ECOG= 0-1 14 87,1% . Xuong la vi tri di cin phd bién nhat (56,5%)
S0 v6i di cin gan (35,5%) va di cin phdi (24,2%). Ung thu va di cin
2 co quan co ty 1€ 19,4%. 77,4% bénh nhan c6 tir 2 triéu chang
nhung ndi bat nhat 1a dau xwong do di can xuong (54,8%).

2. V& hiéu qua cia hoa tri

Ty lé dap tng v&i phac do anthracycline va taxane trung
binh 14 69,4%, thap nhat 1a phac dd paclitaxel+doxorubicin
(61,5%) va cao nhat la docetaxel+epirubicin (80%).

Thoi gian sdng thém trung binh 3 nam 1a 21,41+9,85 thang vai ty
Ié 40,3%. Thoi gian séng thém trung binh 5 nim 1a 34.84+18,53
thang vai ty 1€ 19,4%.

Cac yéu to lien quan song thém trung binh 5 nim c6 y nghia
théng ké (p <0,05) la: tudi < 60, ECOG= 0-1, MFI > 24 thang, d6
ac tinh mé bénh hoc d6 1-2, di can xuong va chua nhan héa tri
trudc day.
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- Nghién ctru di phat hién di cin xwong c6 thoi gian séng thém 5
nam cao hon c6 ¥ nghia théng ké so véi di can phdi va di cin gan. Di
cin hai co quan c6 thoi gian séng thém thap hon ¢ y nghia thong ké
S0 V6i di can mot co quan.

3. Vé djc tinh hoa tri

50% bénh nhan c6 doc tinh 6 3-4 sau hoa tri. Cac yéu to ting
nguy co doc tinh hoéa trj d6 3-4 co ¥ nghia thong ké 1a: tudi >60,
ECOG=2, dap tng kém vai hoa tri va phac d6 hoa tri co docetaxel.

Poc tinh giam bach ciu va tiéu cau do 3-4 cao hon c6 ¥ nghia
thdng ké sau 4 chu ky hoa tri voi phac d6 c¢é docetaxel. Sau 8 chu ky
hoa tri xuat hién thém doc tinh thiéu mau d6 3-4. Cac doc tinh ngoai
hé tao huyét do 3-4 co y nghia thong ké sau 8 chu ky hoa tri 1a: buon
ndn va non, tiéu chay, dau co, loan nhip tim va rung téc.

4. Vé chit hrgng séng ciia bénh nhan ung thw v di cin

Theo thang do EORTC QLQ-30

Diém trung binh chat luong sdng linh vyc chirc ning sau 4 va 8
chu ky hoa tri khac biét c6 y nghia théng ké & tat ca 5 tiéu chi. Hau
hét cac chirc nang déu cai thién c6 y nghia thong ké sau 8 chu ky hoa
tri.

Piém trung binh chit luong séng linh vyc triéu ching cai
thién co y nghia théng ké sau 4 va 8 chu ky hoa tri 1a: mét moi,
budn nén, dau, kho thd va mat ngu.

Theo thang do EORTC QLQ-BR23

Piém trung binh chat luong sdng linh vuc chirc ning sau 4 va 8
chu ky hoa tri cai thién c6 y nghia thong ké 1a hinh anh co thé, chirc
nang tinh duc, hudng thu tinh duc.

Diém trung binh chat lwong séng linh vuc triéu chung sau 4 va 8
chu ky hoa tri khac biét c6 ¥ nghia thdng ké 1a tac dung phu toan
than, triéu chirng vd, triéu chirng canh tay.

5. V& mdt s6 yéu t6 lien quan dén chit lwong song cé y nghia
théng ké sau 8 chu ky hoda tri (p<0,05)

Nh6m tudi: tudi <60 co chat lwong sdng tét hon tudi >60.

Hoc van: diém chét luong song tong quat hoc van THPT trg 1én
cao hon so véi hoc van dugi THPT.

Thu nhap: thu nhap thap dudi 10 tridu dong/thang ¢ chét luong
séng thip hon thu nhap trén 10 triéu dong/thang.
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Cac yéu té c6 anh huong tich cuc dbi véi chat lugng sdng sau 8
chu ky héa tri (p<0,05) la: ECOG= 0-1, MFI > 24 thang, di can mét
vi tri, di cin xwong, khong di cin phoi, bénh nhan chwa nhan hoa tri
trude day, khong c6 doc tinh d6 3-4 va cod dap ting véi hoa tri.

KIEN NGHI

Qua nhirng két qua thu dwoc tir nghién ctiu ching téi kién nghi
nhu sau:

Ty 1€ ung thu va di can cac co quan nhu xuong (56,6%), gan
(35,5%) va phdi (24,2%) 1a kha cao do do can ting cuong sang loc di
cin trén bénh nhan ung thu va giai doan tién trién (giai doan 111) hoic
bénh nhan c6 triéu ching 1am sang nghi ngd di can lic mai chan doan.

Céc phuong tién chan doan hinh anh hién dai c¢6 kha ning chan
doan t6n thuong ung thu va di can nhung dé ting co hoi didu tri noi
tiét va diéu tri dich phan tir, dé tai ndy mo ra hudng nghién ciru danh
gia vai tro cua sinh thiét lap lai cac ton thuong di cin ung thu va
nhdm danh gia lai h6a md mién dich & vi tri di can trén nhitng bénh
nhan c6 cac thu thé ER va Her-2 am tinh trugc day.
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INTRODUCTION

According to Globocan 2018, breast cancer is the most common
cancer in Vietnamese women with 15.229 newly diagnosed cases
annually accounting for 20.6% of all cancers in women and 6.103
deaths accounting for 5.3% of cancer deaths of both sexes, ranking
third after hepatocellular carcinoma, lung cancer and stomach cancer.
At the time of first diagnosis, 5% to 10% of breast cancer are already
metastatic; by the time, 30% of breast cancer in the early stages will
progress to metastatic stage with an mean survival time of 2 to 3
years. Over 90% of breast cancer deaths are due to metastasis.
Current advances in the treatment of breast cancer are primarily
effective at an early stage. Once breast cancer is in metastatic stage, it
is only palliated but uncurable. The 5-year survival rate is very low
compared to the early stage of breast cancer which is about 23% in
the years of 1999-2004 and 25% in the 2005-2011 period.

Currently, systemic management is most common in treating
metastatic breast cancer, in which chemotherapy is used to shrink
tumors and lymph nodes, increase local and regional control and
systemic drug distribution helps control distant metastatic symptoms.
Success in treating metastatic breast cancer is to prolong the life
expectancy, however the quality of life of the patient must be
maintained or improved. In clinical scenarios, there are many
challenges to deal with metastatic breast cancer to ensure that
survival benefits are achieved but that chemotherapy toxicity must be
well tolerated. Anthracycline and taxane regimens are widely
recommended for patients with metastatic breast cancer in Vietnam,
however, the evaluation of the clinical benefits of this regimen with
the comprehensive reviews of the effectiveness, toxicity and quality
of life of the patients with metastatic breast cancer has not been fully
studied in Vietnam. That is why we conducted study for the
dissertation on: "Study on clinical benefits of anthracycline and
taxane regimen for metastatic breast cancer”

Objectives of the study

1. To evaluate the efficacy and toxicity of anthracycline and
taxane in patients with metastatic breast cancer.

2. To assess the quality of life and factors related to the quality of
life of patients with metastatic breast cancer during chemotherapy.



SCIENTIFIC AND PRACTICAL SIGNIFICANCE

The study evaluates the effectiveness, toxicity of anthracycline
and taxane based chemotherapy regimen combined assessment of
quality of life for patients with metastatic breast cancer. The results
of this study have identified overall survival time after 3-year and 5-
year follow-up and factors that have a positive effects on survival and
chemotherapy tolerance, quality of life of patients with metastatic
breast cancer in pure Vietnamese patients. The study has contributed
to solving difficulties in treating metastatic breast cancer and has
made recommendation to a treatment perspective to complete the
treatment regimen for metastatic breast cancer in Vietnam.

NEW CONTRIBUTION OF THE DISSERTATION

Currently, in Vietnam, there is not any study published to evaluate
the effectiveness and toxicity of anthracycline and taxane-based
chemotherapy combined with assessment of quality of life for
patients with metastatic breast cancer. This study with the total of 5-
year follow-up on a very special and sensitive object is also the
highlight of our study. The study results have identified response
rates and overall survival time after 3 and 5 years follow-up as well
as identified factors that positively affect on survival, confirmed risks
of chemotherapy toxicity and factors contributing to an improvement
of the quality of life for patients with metastatic breast cancer
receiving anthracycline and taxane-based chemotherapy regimen.
The study contributes to changing perceptions and building positive
attitudes when approaching patients with metastatic breast cancer,
eliminating the view that metastatic breast cancer is the terminal
stage, so the role of treatment is only salvaged and palliated. The
study confirmed with colleagues, patients and their families that,
even in the late stage of breast cancer, chemotherapy still plays an
active role to prolong survival for patinet. The study has additional
value to contribute to the treatment of metastatic breast cancer
including chemotherapy anthracycline and taxane with assessment of
quality of life to complete the treatment regimen for breast cancer in
Vietnam.



THE STRUCTURE OF DISSERTATION
The dissertation consists of 117 pages including: Introduction: 2
pages; Literature review: 38 pages; Subjects and research methods: 14
pages; Research results: 34 pages; Discussion: 26 pages; Conclusion: 2
pages; Suggestions: 1 page. The dissertation has 48 tables, 16 charts and
2 illustrations and 140 references (23 Vietnamese documents, 117
English documents). Appendix: 14 pages.

Chapter 1: LITERATURE REVIEW

1.1. Overviews of breast cancer
1.1.1. Breast anatomy

The breast consists of milk glands that form lobules and many
lobules together form lobes. The lymph drain flows to 3 chains of
axillary lymph nodes, the internal chest lymph nodes and the
subpraclavicular lymph nodes.
1.1.2. Symptoms of breast cancer

Most palpable tumors have a mass >1cm in diameter, irregular
edges, less pain and less movement. At late stages: breast tenderness,
skin tightening, ulceration, super infection, bleeding, edematous
lymphoid edema of the skin characterized by orange papules,
regional lymph node metastases and metastatic symptoms.
1.1.3. The progression of breast cancer from local stage to
metastatic stage

From the local stage, the breast cancer cells invades through the
basement membrane of the epithelial layer, spreads to the normal
mammary glands, and then invades the surrounding tissue to nearby
structures such as skin causing skin shrinkage, papules orange, breast
tissue edema, redness and skin ulcers. Invasion to the chest muscle,
forms a unmovably hard masses. Cancer tissues spread through the
lymphatic drains to the axillary lymph nodes, internal breast lymph
nodes, supraclavicular lymph nodes before entering the circulatory
system to cause distant metastases at bones, lungs, and brain.
1.1.4. Diagnosis of breast cancer
1.1.4.1. Clinical characteristics: Diagnosis of breast cancer is
usually based on three traditional methods: physical examination,
cytology and mammography. The diagnosis of breast cancer must
necessarily be based on the histopathology.
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1.1.4.2. Histopathology: Application of the Scarff-Bloom-Richardson
modified by Elston-Ellis in 1993 applies to invasive ductal
carcinoma.
1.1.4.3. Diagnosis of TNM and staging of breast cancer: Stage of
TNM according to AJCC 2010 includes: T: Primary tumor (TX, Tis,
T1, T2, T3, T4); N: Regional lymph nodes (Nx, N1, N2, N3) and M:
distant metastases (MO, M1)
1.2. METASTATIC BREAST CANCER

Breast cancer often metastases to bone, lung, liver and brain.
Bone metastases cause bone pain, hypercalcaemia, pathological
fractures, spinal cord compression and can be fatal. Lung metastases
cause exertional dyspnea, persistent dyspnea, cough and chest pain.
Symptoms of liver metastasis include jaundice, right upper quadrant
pain, bloating, bile obtruction and biliary tract super-infection. Brain
metastases have a poor prognosis with an overall survival rate of
about 6 months and unresponsive to chemotherapy.
1.3. SYSTEMIC TREATMENT OF METASTATIC BREAST
CANCER
1.3.1. Basis of systemic treatment of metastatic breast cancer

Metastatic breast cancer is an incurable systemic disease.
Chemotherapy is the main indication to control cancer spread, shrink
the tumor, palliate of symptoms, maintain and improve of quality of
life and prolong survival time.
1.3.2. Goals and chemotherapy for metastatic breast cancer

The goal of chemotherapy for metastatic breast cancer is to
prolong survival time, minimize symptoms, maintain or improve
quality of life, although there is still a rate of chemotherapy
associated toxicity.
1.3.3. Factors affecting the response of systemic treatment

Histopathological grades, age, ECOG, MFI, ER, PR, Her-2 status
and extent of disease help to predict response, additional prognosis,
and to choose treatment options.
1.3.4. Predict the response to systemic treatment

Possitive ER and Her-2 status are the most important predictors of
response. Predictive factors for poor response to chemotherapy are
disease progression after receiving previous chemotherapy, relapse
<12 months, ECOG>2, multiple-site metastases and brain metastases.



1.3.5. Factors affecting chemotherapy regimen selection

The wide spread of cancer, brain metastases, ECOG> 2, history of
heart disease, diabetes mellitus, full anthracycline accumulation dose,
history of bone marrow failure due to chemotherapy, neurotoxicity
are the factors that affect chemotherapy efficacy and tolerance.

1.3.6. Follow-up after anthracycline and taxane chemotherapy

Clinical evaluation, repeated testing after each cycle to assess the
function of bone marrow organs, liver, kidneys, cardiovascular
disease, breast cancer marker (CA15.3) and monitor the response as
well such as disease progression by imaging methods such as
ultrasound, X-ray, CT scan, MRI, bone scan and/or PET CT.

1.3.7. Drugs for treating bone metastases in breast cancer

Bisphosphonate strongly inhibits bone resorption due to
osteoclasts designated for the treatment of bone metastases due to
breast cancer. Pamidronate and zoledronic acid are the two
commonly recommended drugs for treatment of bone metastatic
breast cancer.

1.3.8. Studies of anthracycline and taxane around the world and
in Vietnam

Some results of the regimen in the world

- Jang B et al, (2013) published an objective response rate of
docetaxel-epirubicin regimen of 63%. The rate of relapse <6 months
is 70%, the average time to recurrence is 8.7 months.

- Luck HJ et al, (2013) found that the time to recurrence was 10.4
months (Paclitaxel+Capecitabine regimen) compared to 9.2 months
(Paclitaxel+Epirubicin regimen) with p> 0.05.

- Jassem et al. (2009) found that the time to recurrence and
survival of paclitaxel-doxorubicin regimen was significantly longer
than the 3-drug regimen. The toxicity of the paclitaxel-doxorubicin
was statistically significantly lower than the triple drug regimen and
most patients were well tolerated.

- Bontenbal et al, (2005) has published that the criteria for
survival of docetaxel+doxorubicin regimen are statistically longer
than the 3-drug regimen. The overall response rate of
docetaxel+doxorubicin regimen was also statistically higher than the
3-drug regimen. There was no statistically significant difference in
neutropenia and infection, but febrile neutropenia was statistically



significantly higher in patients treated with docetaxel+doxorubicin
(33% vs 9% with p <0.001).

- Ghersi et al, (2015) found that the combination of taxane and
anthracycline had significantly higher objective response rates (57%
versus 46%) and reduced risk of disease progression versus non-
taxane therapy. (HR 0.92, 95%, CI 0.85-0.99).

Some results of the regmen in Vietnam

- Nguyen Van Cau et al, (2013), studying the efficacy and toxicity
of combination chemotherapy doxorubicin and paclitaxel in the
treatment of breast cancer stage 111B-1V. Results: 12% of patients with
complete response, 62% partial response, 23% had unchanged
metastatic lesions and 1% progression. The proportion of patients with
chemotherapy response was 74%. There was a statistically significant
difference in survival time between the 2 groups receiving
anthracycline-assisted  chemotherapy before doxorubicin  and
paclitaxel (p <0.01). Hematologic toxicity level Il includes 44%
neutropenia, 8% thrombocytopenia and 6% anemia. Grade IlI-1V of
non-hematopoietic toxicity is mainly 77% with alopecia, 2.8%
peripheral neurotoxicity, 12% stomatitis, 2.8% nausea and vomiting,
5.5% arthralgia. There were no cases of grade Il-1V cardiac toxicity.
Hematologic toxicity grade 1V is less common with 6% neutropenia
with no fever, 5.5% alopecia and 2.8% with stomatitis.

- Bui Dieu et al, (2011) found that 51.1% metastatic breast cancer
was found in the age group of 50-60 years old. The rate of bone
metastasis is 34.2% and lung metastasis is 33.4%. Lung metastases
caused chest pain (71.6%), shortness of breath (51.1%) and 50% with
pleural effusion. The average metastasis time is 40 months and
appears most commonly in the 2nd and 3rd year after treatment.
Metastatic liver metastases accounted for 81.8% and 100% of patients
had normal liver function.

- Nguyen Thi Thu Huong et al, (2017) announced that bone
metastases found to be 31% in patients with stage 1, of which 75.6%
had symptoms of bone pain, 100% of pain typical of bone metastases,
37.4% of patients had additional metastatic bone lesions, most were
lung metastases with 58.8% and 100% of patients had bone resorption
lesions on bone radiography; the most common location of metastatic
lesions was spine with the rate of 70.5%.



1.3.9. Chemotherapy drugs used in research: include taxanes
(docetaxel and paclitaxel) and anthracyclines (epirubicin and
doxorubicin)
1.4. LIFE QUALITY OF PATIENTS WITH METASTATIC
BREAST CANCER
1.4.1. Quality of life concept

Quality of life (QoL) is a term used to assess the level of
humanity, the physical and spiritual well-being of human life in term
of individual and social aspects as well as to assessment of the
pleasure, the complete physical, mental and social satisfaction of
human.
1.4.2. Benefits of assessing the quality of life for metastatic breast
cancer

Provide multidimensional information on side effects and
chemotherapy toxicity to build better treatment plan, to overcome
unexpected problems, and bring better lives for patients. Help
clinicians adequately provide metastatic breast cancer patients with
messages about disease progression and prognosis in addition to
clinical indicators such as relapse rate, survival rate. Help patients
and families find the treatment options that are suitable for
themselves. Quality of life research helps to compare new treatments
with classical treatments in terms of efficacy and treatment
tolerability.
1.4.3. Factors related to the quality of life of breast cancer
patients

Includes physical issues related to treatment, psychological issues
and social issues.
1.4.4. The role of EORTC QLQ-C30 and EORTC QLQ-B23
measurement for patients with breast cancer

The value of the EORTC QLQ-C30 measurement for cancer
patients in general and the EORTC QLQ-B23 specifically for breast
cancer has been confirmed by many scientists.
1.4.5. Some studies on the quality of life of cancer patients using
the EORTC QLQ-C30 and EORTC QLQ-BR23

- Fernanda et al, (2006). the study showed an significant
improvement in QoL, pain symptoms, social function and mental
health.



- Karamouzis et al, (2007): Quality of life in patients with
metastatic breast cancer was statistically better than those receiving
supportive care only (p = 0.008).

- May Leng Tan et al, (2014): Doxorubcin and paclitaxel
chemotherapy in patients with metastatic breast cancer significantly
improved clinically and well-tolerated so that the quality of life was
improved.

- Nguyen Thu Ha (2017): Age, education and treatments are
statistically significant with the overall quality of life.

- Luu Quoc Quang et al (2017): EORTC QLQ-C30 and EORTC
QLQ BR-23 with high reliability and value to be applied in Vietnam.

- Tran Bao Ngoc et al (2018): two sets of QLQ C-30 and QLQ
BR-23 questions are valid, reliable, easy to be applied.

Chapter 2: SUBJECTS AND RESEARCH METHODS

2.1. RESEARCH SUBJECTS

Including 62 metastatic breast cancer patients treated at the
Oncology Department of Hospital of Hue University of Medicine and
Pharmacy and Oncology Center of Hue Central Hospital from
February 2013 to August 2015.

2.1.1. Inclusion criteria

- Age from 18 to 70.

- Metastatic breast cancer located in bone, lung, liver.

- Invasive carcinoma, immunohistochemistry for ER, PR, Her-2.

- Confirmation of bone, lung and liver metastases based on
imaging diagnostics: ultrasound, X-ray, CT scan, MRI, bone scan or
Pet-CT scan.

- ECOG scale of 0 to 2.

- Hematopoietic, liver, kidney and heart functions is in normal
limits.

- Metastatic breast cancer patients who have been treated with
radiation, adjuvant chemotherapy, hormonotherapy without prior
taxane and anthracycline are also eligible for inclusion of the study.

- Patients agree to participate in the research and can answer the
guestions of the interviewers by themselves.

- Have a complete medical record of diagnosis, treatment, disease
progression and have full information through fully 5-year follow-up.



2.1.2. Exclusion criteria

- Brain metastatic breast cancer.

- Infectious syndrome; pregnancy.

- Breast cancer at terminal stage with prognosis of dead within 6
months.

- Patients did not complete 8 cycles of anthracycline and taxane.
2.2. RESEARCH METHODS
2.2.1. Study design: Progressive study with cross-sectional and
longitudinal study were conducted.
2.2.2. Sampling method: Convenient sampling meets Inclusion
criteria and exclusion criteria.
2.2.3. Steps of research
2.2.3.1. Gathering information: Recording information about the
general characteristics of the study subjects, diagnosis, treatment,
quality of life and disease progression information at the time of 3
years and 5 years follow-up.
2.2.3.2. Diagnostic methods: Based on clinical and diagnostic
imaging to assess primary tumors, regional lymph nodes and
metastatic lesions. Histopathological and immunohistochemistry
results performed and confirmed the results at the two Department of
Pathology of the hospitals according to WHO 2004.
Histopathological analysis is based on Bloom-Richardson's system
and modified by Elston and Ellis. ER, PR and Her-2 receptor
evaluated by Allred scale.
2.2.3.3.  Chemotherapy regimens:  Paclitaxel+Doxorubicin,
Paclitaxel+Epirubicin, Docetaxel+Doxorubicin and
Docetaxel+Epirubicin. The total duration is 8-cycles with standard
dose.
2.2.3.4. Hyper reactive prevention and supportive care: Prevention
of body fluid retention with docetaxel, prevention of hyper reaction
due to paclitaxel, prophylactic antiemetic drugs and G-CSF.
Treatment of bone metastases with zoledronic acid or pamidronate.
Blood and platelete transfusion if indicate.
2.2.3.5. Monitor toxicity, response rates and survival time: Before
each cycle of chemotherapy, evaluate the status of the disease and
chemotherapy toxicity by clinical examination, hematological and
biochemical tests. Cardiovascular evaluation on ECG after every 2
cycles of chemotherapy. Assess the response rates to treatment of
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primary breast tumor, regional lymph nodes and metastatic lesions by
imaging diagnostics: ultrasound; chest x-ray; CT scan of the chest
and abdomen with contrast; MRI at the start of the first
chemotherapy, the test is repeated every 2 months. Bone scans on the
first cycle of chemotherapy. If bone pain or bone metastases, bone
scans are repeated every 4 months. Clinical assessment, imaging,
cardiac and blood tests at follow-up visits every 2 months for the first
2 years and 3 months for the next 3 years to monitor disease
progression and manage late toxicity. Record hematological and
biochemical results and imaging after comparative and comparative
tests to monitor disease progression, response and chemotherapy
toxicity.

2.2.3.6. Technology and tools used in diagnosis and treatment:

- Assessing the general health status of patients on the ECOG
scale.

- Staging TNM according to AJCC, version 7 version 2010.

- The RECIST version 1.1 evaluated according to EORTC.

- Assessing chemotoxicities according to CTCAE of American
Cancer Institute in 2010.

- Assessment of cardiac toxicity according to NYHA of the
United States
2.2.3.7. Quality of life survey:

- General characteristics of the study subjects: age, education,
occupation, income.

- Clinical characteristics, quality of life, treatment method and
chemotherapy toxicity.

- Assess the quality of life with the Vietnamese version from
EORTC questionnaire of 53 questions, including the EORTC QLQ-
C30 and EORTC QLQ-BR23. These questionnaire analysis follows
the instructions of EORTC.

- Evaluate factors related to the quality of life of metastatic breast
cancer patients.

Methods of collecting quality of life data:

Selecting researchers and supervisors, carefully trained on
methods of assessing quality of life with study tools.

Data collection tools:

The questionnaire is structured with 3 main parts: personal
information; information about pathology and treatment; information
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about psychological, family and social factors. Using the EORTC
QLQ-C30 to assess the quality of life of cancer patients and the
EORTC QLQ-BR23 to evaluate the quality of life specifically of
breast cancer patients.

2.2.4. Statistics: Analysis of collected data was conducted by SPSS
specialized statistical software version 17.0.

2.2.5. Ethical research issues: The study was conducted after
receiving the approval of the Ethics Council in Biomedical Research
of University of Medicine and Pharmacy, Hue University.

Chapter 3: RESEARCH RESULTS

3.1. CLINICAL CHARACTERISTICS OF PATIENTS
3.1.1. General features

The median age was 56.55 + 7.69, the lowest was 35, the highest
was 69 years old. The age group of 50-59 had the highest rate
(46.8%); the group under 40 years old accounted for the lowest rate
(3.2%). The proportion of patients with primary education or lower
and the business-business profession was 46.8% and 38.7%. The
proportion of patients who were workers was the lowest, 19.4%.
Income below 5 million per month accounted for the highest
proportion (40.3%), income from 10 million per month or more had
the lowest rate (25.8%).

3.1.2. Clinical and subclinical characteristics
3.1.2.1. Clinical characteristics

- ECOG from 0-1 accounted for 87%. Of 51.6% of patients had
MFI> 24 months. Metastatic breast cancer due to progressional early
disease was the most common with the rate of 90.3%.

- Bone metastase was the most common with 56.5%, liver metastase
and lung metastase were less common with rates of 35.5% and 24.2%,
respectively. Metastases of 2 organs accounted for 19.4%.

- Over 54% had bone pain due to bone metastases and only 1.6%
of them had pathological fractures. Liver and lung metastases were
less likely to cause symptoms.
3.1.2.2. Subclinical characteristics

Luminal B (30.6%), Triple negative (29.0%), Luminal Her-2 (+)
(27.4%) and Luminal A (12.9%). ER+ is less common than ER-
(43.5% versus 56.5%). Grade 1 and 2, accounting for 72.6%.
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3.1.2.3. Chemotherapy characteristics of metastatic breast cancer
patients

Patients who pretreated by chemotherapy (adjuvant treatment)
accounted for 77.4%. Toxicities grade 3 and 4 accounted for half of
the patients. The paclitaxel+epirubicin and docetaxel+epirubicin
regimens had 76% and 80% higher response rates than the combined
paclitaxel+doxorubicin (61.5%) and docetaxel+doxorubicin (66.7%),
respectively. The docetaxel+epirubicin regimen had the highest
response rate.

3.1.3. Factors related to chemotherapy patient characteristics
3.1.3.1. Factors related to chemotherapy regimen

The differentiation of chemotherapy regimens was not statistically
significant based on ECOG, immunohistochemistry, MFI, ER status,
histopathological grades and response rate (p> 0.05).
3.1.3.2. Factors reducing risk of chemotherapy grade 3 and 4 were
statistically significant (p <0.05)

Age <60 versus > 60, ECOG= 0-1 versus ECOG\= 2, good
response rate versus poor response to chemotherapy, paclitaxel
versus docetaxel, bone metastases versus lung and liver metastases,
no lung metastases versus lung metastases.

3.2. OVERALL SURVIVAL TIME OF METASTATIC BREAST
CANCER PATIENT:

The overall survival time of 3 years and 5 years follow up

- The overall survival time of 3 years was 21.41 + 9.85 months
(40.3%).

- The overall survival time of 5 years was 34.84 + 18.53 months
(19.4%).

Factors positively associated with 5-year overall survival time
with p <0.05: Age <60, ECOG= 0-1, bone metastases, no lung
metastases, MFI> 24 months, newly diagnosed metastatic breast
cancer, grade 1 + grade 2, have not yet treated by adjuvant
chemotherapy, have a response to chemotherapy.

Cox regression multivariate analysis showed that the factors such
as retreated chemotherapy were statistically significant to the 5-year
overall survival time with p <0.05.
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3.3.  RELATIONSHIPS BETWEEN CHEMOTHERAPY
REGIMENS AND TOXICITIES AFTER 4 AND 8 CYCLES OF
CHEMOTHERAPY

3.3.1. Statistically significant relationship between chemotherapy
regimen and chemotherapy toxicity after 4 cycles of
chemotherapy

The Docetaxel+ regimen had a higher neutropenia and
thrombocytopenia than Paclitaxel+. The Docetaxel+ had a higher
rates of vomiting, diarrhea, neuropathy and hair loss compared to the
Paclitaxel+.

3.3.2. Statistically significant relationship between chemotherapy
regimen and toxicity after 8 cycles

The Docetaxel+ regimen had a higher neutropenia and anemia
than the Paclitaxel+. The Docetaxel+ regimen had a higher rates of
nausea, vomiting, diarrhea, myalgia, arrhythmia and alopecia versus
the Paclitaxel+.

3.4. FACTORS RELATED TO THE QUALITY OF LIFE OF
METASTATIC BREAST CANCER (p <0.05)

3.4.1. Comparison of overall quality of life by patients
characteristics after 4 cycles and 8 cycles of chemotheraty
(p<0.05)

Significant difference in mean QoL scores after 4 and 8 cycles of
chemotherapy in all functional subgroups and including overall QoL
(p <0.05). After 8 cycles of chemotherapy, the mean scores of
functional QoL was significantly higher than after 4 cycles for body
image, sexual function, sexual enjoyment (p <0.05).

3.4.2. Comparison of overall quality of life by patients
characteristics after 8 cycles of chemotherapy (p <0.05)

- The age > 60 had lower QoL than <60. Educational levels of
high school and over had a significantly higher QoL than the
remaining groups. Income> 10 million VND per month had higher
QoL than the rest. There was an improvement in QoL after 8 cycles
of chemotherapy through a statistically significant difference when
comparing ECOG indices; bone metastases; lung metastases and 2
sites metastases. MFI> 24 months had a higher QoL score than MFI
<24 months and were significantly lower than de novo with
metastases. Patients who had previously received adjuvant
chemotherapy had a lower QoL than those who did not.
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Chemotherapy toxicity at levels 3 and 4 has lower QoL points than
the non-toxic group. Non-chemo response had a lower QoL than the
chemotherapy response group.

Chapter 4: DISCUSSION

4.1. GENERAL CHARACTERISTICS
4.1.1. Age and ECOG index: the mean age is 56.55 + 7.69 years, the
most common age group is 50-59 (46%).

According to Siegel R et al, (2014), before 49 years of age, the
risk of breast cancer is estimated to be 1/53, however, this number
increases to 1/43 at the age of 50-59 and increases higher at the age
60-69 with 1 in 23. Women aged> 70 years, the risk is highest for
breast cancer is 1/15.

Joseph A et al (2008), the study showed that the mean age of
breast cancer is 50 years old. Nguyen Chan Hung et al, (1999): age
group breast cancer is common from 40-49 years old.

Through comparative data, the age group commonly encountered
in our study had an average age higher than the other authors. This
difference is probably due to the sample we studied in patients with
metastatic breast cancer, so the average age of the patient is higher
than some years after diagnosis and treatment of breast cancer at an
early stage until the appearance of cancer.

The ECOG scale is widely used around the world to assess the
overall health status of cancer patients prior to patient inclusion; to
monitor treatment response, predict chemotherapy tolerance and
prognosis, and also is valuable to manage breast cancer at late stages.
In our study, due to the chemotherapy with many toxicity, it was only
included in the case of good physical condition with ECOG index < 1
(54/62 patients) and ECOG = 2 (8/62 patients) to follow enough 8
cycles of chemotherapy. Choosing patients with an ECOG score of 0-
2 in the study is consistent with the point view of many clinical trials
of the local and foreign scientists.

4.1.2. Clinical symptoms and histopathological characteristics
4.1.2.1. Clinical symptoms of metastatic breast cancer

Our study found that the most common systemic symptoms were
not eating well (77.4%), weight loss (64.5%). Bone pain due to bone
metastasis had the highest rate (54.8%), chest pain accounted for
11.3% of lung metastases. However, metastatic liver symptom was
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quite low below 5%. The rate of patients with 2 symptoms accounted
for 77.4% compared to 0 to 1 symptoms only accounted for 20.2%.

Irvin et al. (2011) confirmed that pain from metastatic breast
cancer had the rate of 70% to 90% of which the pain was mainly due
to bone metastases; fatigue rate of 25% -99% during treatment and
even after finishing treatment, fatigue also rate from 20% to 30%;
Anxiety can lead to depression accounting for 20% to 30%; Insomnia
is also quite common with 75% of patients. The gastrointestinal
symptoms such as nausea and vomiting are 60% and 30%,
respectively.
4.1.2.2. Histopathological malignancy and immunohistochemistry

The results of our study on the rate of histopathological grades
and immunohistochemistry differed from the results of other authors.
This is probably due to the difference of geographic factors. In
addition, due to different research objectives, different research
samples also contribute to the diversity of histopathological grades as
well as breast cancer molecular subgroups in the studies.
4.2. EFFICACY OF ANTHRACYCLINE AND TAXANE IN
METASTATIC BREAST CANCER: RESPONSE RATES,
SURVIVAL TIME

Anthracycline and taxane are the cytotoxic agents commonly used
in breast cancer, including adjuvant treatment and neoadjuvant
chemotherapy. The benefits of anthracycline and taxane are able to
apply for all types of metastatic breast cancer subtypes. In metastatic
breast cancer, the anthracycline-taxane regimen can be used in
combination with the anti-Her-2 drug (Trastuzumab) if the Her-2
receptor is positive because it has been shown to increase the survival
time in many studies. However, anti-Her-2 drugs are very expensive
beyond the affordability for paying of the local government and
Vietnameses. Metastatic breast cancer is incurable, but systemic
chemotherapy has been shown to be effective in delaying disease
progression, increasing life expectancy, and palliating symptoms,
thus contributing to increased QoL for patient.
4.2.1. Chemotherapy regimen, response rate and survival

With 62 metastatic breast cancer patients in the study receiving
anthracycline and taxane regimens, the overall response rate of the
regimen was 69.4%. The response rates of the subtypes of regimens
used in the study were as follows: paclitaxel + epirubicin and
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docetaxel + epirubicin combination had a 76% and 80% response
rates, respectively. Paclitaxel + doxorubicin (61.5%) and docetaxel +
doxorubicin (66.7%). The docetaxel + epirubicin regimen had the
highest response rate of 80%.

When evaluated at the time of 3 years, we confirmed the survival
rate of patients up to 36 months (40.3%) with 3 years of life
expectancy was 21.41 + 9.85 months. At the time of 5-years, we
confirmed that the 5 year survival rate accounted for 19.4% with the
5-year survival time of 34.84 + 18.53 months.

Compared to the other studies, the response rate in our study is
higher. When comparing the dose of the drugs in Sledge's study, we
found that the author used paclitaxel 150mg/m2 with 25mg lower
than our study so his study had a lower response. In the Conte study,
the authors included patients with poorer health with ECOG > 2 with
prior anthracycline treatment, which is probably the reason for the
lower response rate than the our study. Alba's study, which used the
same doses of docetaxel and doxorubicin as us but designed only 6
cycles of chemotherapy less than 8 cycles in our study, also
contributed to a lower response rate. Bonneterre's study, when
combined with docetaxel, the author used epirubicin 75mg / m2 less
than us 15mg, which could be the reason for the lower response rate
than our study.

4.2.2. Efficacy and toxicity of anthracycline and taxane regimens
on survival

We also found that the Docetaxel+ based chemotherapy was
higher than the Paclitaxel+. Grades 3-4 of neutropenia and
thrombocytopenia after 4 cycles of chemotherapy of the Docetaxel+
group was significantly higher than the Paclitaxel + (p<0.05) but
anemia (p = 0.191). After 8 cycles of chemotherapy, neutropenia and
anemia grade 3-4 in the Docetaxel+ group was statistically higher
than that of the Paclitaxel+. Non hematopoietic toxicities after 4 and
8 cycles of chemotherapy such as nausea and vomiting, diarrhea,
neuropathy, hair loss in the Docetaxel+ group were statistically
higher than the Paclitaxel+. After 8 cycles of chemotherapy, the
toxicity of nausea and muscle pain also became significantly higher
in the Docetaxel+ (p <0.05). Stomatitis grades 3-4 in the Paclitaxel+
was 7/44 patients (13.7%) compared with 3/8 patients (27.3%) in the
Docetaxel + but not statistically different after 4 and 8 cycles is also
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consistent with results of other studies. Thus, with the recommended
dose used in the study, the efficacy of the two types of research
regimen were equivalent but hematologic and non-hematopoietic
toxicity was higher in the Docetaxel + compared with the Paclitaxel
+ is also similar to other scientists.
43. SOME FACTORS RELATED TO THE 5-YEAR
SURVIVAL TIME OF METASTATIC BREAST CANCER
4.3.1. Five year survival time by age group

According to Siegel study, age is an important risk factor for
breast cancer, since age> 50 accounts for about 78% of newly
diagnosed breast cancer cases and at this age, 87% of deaths are
related to breast cancer in 2011 in the United States. In this study, we
found that patients aged <60 had a significantly longer life
expectancy (39.47 months) than patients older than 60 (27.50
months). ) with p = 0.034.

Evidence from many studies also confirms that the incidence and
mortality rate of breast cancer increases with the patient's age.
4.3.2. Five years survival time on the ECOG index

Our results confirmed that patients with ECOG = 0-1 has 5 year
survival time, longer statistically significant survival than patients
with ECOG= 2 (p= 0.048). Patients with good health (ECOG= 0-1)
should tolerate anthracycline-taxane chemotherapy better and
complete the regimen at the right dose and right duration should live
longer. Our results are consistent with studies of other scientists.
4.3.3. Five year survival time by metastatic sites

Our study confirmed that bone metastases were the most common
(56.5%), lung metastases (24.2%) and liver metastases (35.5%).
Metastases of 2 organs had the rate of 19.4%. Van Uden (2019)
studies 391 patients with metastatic breast cancer also noted that
bone is the most common lung metastases and has a better prognosis
than other sites and 5 years overall survival time of bone metastases
(39.43 months on average) were significantly longer than those of
liver and / or lung metastases (28,89 months on average) with p =
0.013. Acordding to Wang's study (2019), bone metastases had the
best survival rate. The overall 3-year survival rate was 50.5%,
followed by liver metastases and lung metastases. The rate of liver
metastasis of 35.5% was only lower than that of bone metastasis
(56.5%) and the 5-year-longer life of 28.91 months is quite similar to
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the study of other authors. Lung metastases and liver metastases had
similar mean survival time (p> 0.05). Multi sites metastases had
worse prognosis than single metastases (p <0.05) and life expectancy
is about 20 months.
4.3.4. Five year survival time by MFI

The results of the study showed that the MFI> 24 months had a
mean overall survival time of 45.38 months and patients with MFI
<24 months (20.5 months) with p <0.001. Compared to patients with
metastatic disease progression with MFI < 24 months, patients with
MFI1>24 months had superior 5-year survival results with statistically
significant differences. This result is consistent with that of author
Lobbezoo.
4.3.5. Five year survival time according to histopathological grade

Our sample of invasive adenocarcinoma of grade 1 and 2 was
45/62 patients (72.5%) and grade 3 was 17/62 patients (27.5%).
When analyzing the 5-year survival time by grade, we found that the
survival time of grade 1+2 was 39.73% significantly higher than that
of grade 3 patients (p <0.001). This result is consistent with the
prognostic value of histopathological grades and also is consistent
results of other scientists.
4.3.6. Five year survival time with previous pretreated
chemotherapy

Our results show that the 5-year overall time in patients who
previously received adjuvant chemotherapy was significantly lower
than in patients who had not received adjuvant chemotherapy.
Bonneterre et al, studied 477 patients with metastatic breast cancer,
the survival results of the CMF compared with single anthracycline
regiment at metastatic stage. Results showed that the overall response
rate to anthracycline in patients who received CMF-assisted
chemotherapy was 31.2%, which was statistically lower than 48% in
patients who did not receive CMF-assisted chemotherapy. (p = 0.03).
Alba et al also confirmed that breast cancer patients who received
adjuvant anthracycline-based regimens were statistically inferior to
those receiving anthracycline-free regimens at the metastatic stage.
4.4. FACTORS RELATED TO THE QUALITY OF LIFE OF
METASTATIC BREAST CANCER
4.4.1. General characteristics
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Regarding the age of breast cancer patients, 85.5% of patients is
over 50 years old with the tendency of the higher age group to have
lower quality of life. The age group under 60 years old is 44.96
points and the group over 60 years old is 19.10 points and this
difference is statistically significant (p <0.001).

Income higher than 10 million VND per month had significantly
higher overall QoL compared to income lower than 10 million VND
per month (p = 0.031). The higher the education, the better the
quality of life. Our results are similar to those of previous studies and
are similar to Nguyen Thu Ha.

4.4.2. Functional quality of life after 4 and 8 cycles of
chemotherapy on the EORTC QLQ-C30 and EORTC QLQ-
BR23

According to the EORTC QLQ-C30 scale, all physical, role,
emotional, cognitive and social average scores after 8 cycles of
chemotherapy were statistically higher than these scores after 4
cycles of chemotherapy (p <0.05). About the patient's image score
after 8 cycles of chemotherapy compared to 4 cycles of
chemotherapy was 58.47 points compared to 55.51 points, higher
than Tran Bao Ngoc's study (39.5+34.1 point), lower than that of
Juan xia (2018) and the correlation of body imaging function has also
been shown to correlate with the overall quality of life of breast
cancer patients. The sexual enjoyment function in this study was the
lowest although the score achieved after 8 cycles of chemotherapy
was significantly higher than 4 cycles of chemotherapy (p= 0.034).
Our results are higher than that of Tran Bao Ngoc (21.0+£15.7).

4.4.3. Symptomatic quality of life after 4 and 8 cycles of
chemotherapy on EORTC QLQ-C30 and EORTC QLQ-BR23

In this study, the symptom score was significantly reduced. After
8 cycles of chemotherapy, according to the EORTC QLQ-C30 scale,
the mean score of QoL on the symptoms of fatigue, nausea, vomiting,
pain, shortness of breath and insomnia were statistically lower than
the following. In these 4 cycles of chemotherapy, the patient's QoL
improved after the end of 8 cycles of chemotherapy. Thus, the trend
of better symptom quality of life after chemotherapy for breast cancer
is consistent with the other studies.

4.4.4. Quality of life after 8 cycles of chemotherapy of some issues
with statistical significance (p<0.05)
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ECOG index:

ECOG 0-1 was statistically significantly higher in QoL than
patients with the ECOG = 2. When in good health, patients will
tolerate chemotherapy toxicity better, faster recovery time, so they
have the opportunity to follow enough to 8 cycle of chemotherapy.
Our study is consistent with that of Sharma.

Location and number of metastases:

Bone metastases had significantly better QoL than metastases
from other organs (p = 0.014). Lung metastases had a significantly
lower QoL compared with non-metastasis in lung (p = 0.012). The
QoL of patients with 1 site metastatic breast cancer was significantly
better than that of 2 sites (p = 0.045). Our research results are
consistent with those of authors Wang (2019) and Yan Bei (2016).

Metastatic free interval (MFI):

In the treatment of metastatic breast cancer, even if the metastatic
lesions have disappeared after chemotherapy, the stage is still
classified as stage IV, or metastatic stage. Metastatic breast cancer
often causes symptoms depending on the location of the metastases
such as weak headache, nausea in brain metastases; cough, chest pain
and shortness of breath with lung metastases; severe pain with bone
metastases. So when metastatic lesions respond well to
chemotherapy, these symptoms are palliative and that is why QoL of
the patients is improved.

Our study showed that patients who responded well to
chemotherapy with MFI> 24 months had a significantly higher QoL
score than MFI <24 months (p = 0.017). Our research results are in
accordance with Yamamura's and in accordance with other scientists.

No previous chemotherapy compared with pretreated
chemotherapy:

Metastatic breast cancer newly diagnosed without prior
chemotherapy will respond to chemotherapy better than chemotherapy
pretreated patients who then have metastases. When the first
chemotherapy was given on the adjuvant chemotherapy regimen,
breast cancer cells appeared to be partially resistant to chemotherapy,
even though the patient received second line chemotherapy with other
chemotherapy drugs.

In our study, after 8 cycles of chemotherapy, the QoL patients with
newly diagnosed metastatic breast cancer was better than breast cancer
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patients who metastasized after receiving prior chemotherapy. Due to a
better response to chemotherapy, the “breast cancer burden” of patients
is reduced, so the QoL of this group of patients was statistically higher
than that of the metastatic group after receiving prior chemotherapy.
This result was in accordance with Yamamura research.

CONCLUSION

Study of 62 metastatic breast cancer patients treated by
anthracycline and taxane chemotherapy at the Hospital of University
of Medicine and Pharmacy, Hue university and the Hue Central
Hospital for the period of 2013 to 2015, the conclusion of the study
are as follow:

1. General characteristics of metastatic breast cancer patients

The age of patients under 70 years of which the most common age
is 50 to 59 (46.8%), the lowest is under 40 (3.2%). Patients with
ECOG= 0-1 were 87.1%.

Bone metastasis were the most common site (56.5%) versus liver
metastases (35.5%) and lung metastases (24.2%). The two metastatic
sites had 19.4%. Of 77.4% of patients had 2 symptoms but the most
prominent symptom was bone pain due to bone metastases (54.8%).
2. Effectiveness of chemotherapy

The response rate with anthracycline and taxanes was 69.4%
(61.5%-80%), the lowest was the paclitaxel+doxorubicin (61.5%)
and the highest was the docetaxel+epirubicin (80%).

The mean survival time of 3 years was 21.41+9.85 months
(40.3%) and the mean survival time of 5 years was 34.84+18.53
months (19, 4%).

Factors related to 5-year survival with statistical significance (p<
0.05) were: age< 60, ECOG 0-1, MFI> 24 months, histopathological
grade of 1-2, only bone metastases and has not received
chemotherapy before.

Regarding metastatic location, 5-year survival time of patients
with bone metastases was significantly higher than lung metastases
and liver metastases. Survival time of two sites metastasis had a
significantly lower than metastases of one site.
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3. Chemotherapy toxictity

Half of the patients had toxicity grades 3-4. The statistically
significant risk factors associated with 3-4 grade toxicity are age >
60, ECOG= 2, poor response to chemotherapy and docetaxel-based
regimens.

The toxicity of neutopenia and throbocytopenia grades 3-4 was
significantly higher after 4 cycles of chemotherapy with docetaxel-
based regimens. The non-hematological toxicities grades 3-4 with
statistical significance after 8 cycles of chemotherapy are: nausea and
vomiting, diarrhea, myalgia, arrhythmia and hair loss.

4. Regarding the quality of life

According to the EORTC QLQ-30 scale

Mean score of functional areas of patients after 4 and 8 cycles of
chemotherapy differences were statistically significant in all 5 issues.
Most functions improved statistically after 8 cycles of chemotherapy.

Mean score in the symptomatic field improved significantly after
4 and 8 cycles of chemotherapy: fatigue, nausea, pain, shortness of
breath and insomnia.

According to the EORTC QLQ-BR23 scale

Mean score of functional areas after 4 and 8 cycles of
chemotherapy improved significantly was body image, sexual
function, sexual enjoyment.

Mean score of symptomatic fields after 4 and 8 cycles of
chemotherapy was significantly different as chemotherapy side
effects, breast symptoms, and arm symptoms.

5. Factors related to quality of life with statistical significance
after 8 cycles of chemotherapy (p <0.05)

Age group: Age < 60 with better quality of life than age> 60.

Education: overall quality of life score of high school level was
higher than under high school.

Income: Income under 10 million / month had quality of life
lower than income over 10 million / month.

Clinical factors that had positive effects on quality of life after 8
cycles of chemotherapy (p <0.05) are: ECOG: 0-1, MFI> 24 months,
single site metastasis, bone metastases, no lung metastasis, patients
who had not received previous chemotherapy, had no toxicity of
grades 3-4 and had a response to chemotherapy.



23

SUGGESTIONS

1. Metastatic breast cancer in sites such as bone (56.6%), liver
(35.5%) and lung (24.2%) is quite high so it is necessary to develop
the screen and early detection for the metastasis. Current
recommendations are screening for metastasis in patients of stage 11l
breast cancer or patients with clinically suspected metastase at the
time of diagnosis.

2. Although current imaging devices are capable of diagnosing
metastatic lesions from breast cancer, however, it is important to
conduct further study to evaluate the role of repeated biopsy of
metastatic lesions from breast cancer. The research is needed to
confirm immunohistochemistry on the metastatic sites to provide
opportunities for patients who are indicated for endocrine therapy and
molecular targeted therapy if ER receptors and Her-2 positive.
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