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PAT VAN PE

Ung thu via 13 bénh ung thu pho bién nhéat & phu nir nhiéu nudéce trén
thé gisi va 1a nguyén nhan gy tir vong hang dau trong sé cac nguyén
nhan gay tir vong do ung thu & nit. Nam 2012 (GLOBOCAN) trén toan
thé gigi c6 1.670.000 ca méi méc va 521.907 ca chét vi ung thu vii. Tai
My nam 2012, khoang 408.200 ca mgi mac va 92.000 ca chét vi ung thu
vi. O Viét Nam, theo s6 liéu ciia chuong trinh muc tiéu phong chéng ung
thu nam 2010, ¢6 12.533 truong hop méi mac UTV vaéi ty 1é mac chuan
theo tudi 1a 29,9/100.000 dan. Trong ung thu v, loai c6 bd ba thy thé am
tinh chiém khoang 15% cac trueong hop ung thu va. Thuat ngir ung thu va
c6 bo ba thu thé 4m tinh dugc dinh nghia nhu mot thé sinh hoc ung thu
Vi do thiéu sy biéu hién cua thy thé noi tiét ER va PR ciing nhu khéng c6
su boc 16 qua muc cua thu thé yéu té phat trién biéu bi 2 (Her 2) trén bé
mit té bao. Ung thu vii ¢6 bd ba &m tinh c¢6 khoang 75% 1a ung thu dang
day (basal — like carcinoma). Nguoc lai, c6 khoang 75% ung thu dang
day 1a ung thu vi1 c6 bd ba thu thé 4m tinh. Ung thu dang day véi dic tinh
xam l4n va tién lugng sdng thém kém, thudng c6 dd md hoc cao va biét
hoa kém khi khao st vé hinh thai hoc cta té bao.

Vé dic diém 1am sang, ung thu v ¢6 bo ba thu thé am tinh thuong xuat
hién & phu nit tré tudi, thoi ky tien man kinh, lién quan véi kich thudc u
I6m, giai doan 1&m sang muon, tinh trang di can xa, d6 md hoc cao.

Diéu tri ung thu vi c6 bd ba am tinh, ngoai phau thuat, day 1a loai
ung thu c6 dap ung hod tri tot vi vay cd thé diéu tri hoa chat ngay ca
giai doan sém TINO. Céc thudc cho ty 1é dap tng cao la anthracycline
va taxane, day 1a cac thudc diéu tri chuén cho cac phac d6 tan bd tro va
bé tro, cho dap tng 1am sang va bénh hoc tét. Tuy nhién day van 13 loai
ung thu va c6 tién luong xau, véi thoi gian séng thém khéng bénh va
thoi gian séng thém toan b kém hon cac nhdm ung thu v khéc.

Trén thé gi6i ¢ nhiéu nghién ciru v& thé bénh nay, nhung tai Viét
Nam cac nghién ciu v& UTV c6 bo ba &m tinh con rat han ché vé tit ca
c4c mat nhu 1am sang, phuong phap diéu tri cling nhu danh gia két qua
diéu tri va tién luong. Vi vay, ching tdi chon dé tai nay véi muc tiéu:



Muc tiéu nghién ciru

1. Nhdn xét dac diém lam sang, can 1am sang ung thur vi ¢6 bé ba
thu thé ER, PR va Her 2 am tinh.

2. Danh gia két qua diéu tri phdu thugt két hop hoa chat bé tro
trong ung thu vl ¢6 bé ba thy thé ER, PR, HER &m tinh va tién
luong cua bénh

Y nghia thuc tién va nhitng déng gép méi ciia lugn an

Day la nghién ciru du tién trong nudc &p dung phac dd chuan phau
thuat két hop hoa chat bo tro trong diéu tri ung thu v c6 bo ba thy thé
am tinh, nghién ctru dp dung cho tit ca cac truong hop duoc xac dinh
ung thu vii ¢6 bd ba thu thé am tinh ngay ca ung thu giai doan som
T1NO. Nghién cttu md ta toan dién cac dic diém bénh hoc, tién luong
va két qua diéu tri. Nghién ctru dat dugc két qua khich 18: ty I¢ séng
thém toan bo tich liy 3, 4 va 5 nam lan luot 12 91,3%; 87,6% va 82,0%,
ty 1& song thém khong bénh tich liy 3, 4 va 5 nam lan luot 13 85,9%:;
79,0% va 72,7%. Phan tich don bién da xac dinh duoc céc yéu té lién
quan dén séng thém khong bénh va séng thém toan bg. Phan tich da
bién xac dinh duoc cac yéu tb tién lwong doc lap ddi véi sdng thém
khong bénh va séng thém toan bo.

Nghién ctru duoc tién hanh tai co s diéu tri ung thu ¢6 uy tin trong
Nganh. Sé liéu duoc thu thap va xir Iy bang thuat toan hop ly. Do vay,
dé tai mang tinh khoa hoc, mang tinh méi va c6 y nghia thyc tién rat
quan trong trong diéu tri ung thu va.

Cdu truc cia lugn an

Luan &n dai 130 trang, gdm céc phan: Pat vin dé (2 trang),
Chuong 1: Téng quan (37 trang), Chuong 2: Di tugng va phuong
phap nghién ciru (16 trang); Chuong 3: Két qua nghién ctru (35 trang);
Chuong 4: Ban luan (37 trang); Két luan (2 trang); Kién nghi (1
trang). Trong luan an c6 56 bang, 20 biéu d6. Tai liéu tham khao c6
178 tai liéu (8 tai liéu tiéng Viét va 170 tai liéu tiéng Anh). Phan phu
luc bao gdm danh sach bénh nhan, bénh &n nghién ctu, hd so bénh
nhan va phu luc mot s6 hinh anh.
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Chwong 1. TONG QUAN TAI LIEU

1.1. Co s6 lgi ich trong diéu tri ung thw vii ¢6 bd ba thu thé am tinh

La ung thu co tién luong Xau so voi cac loai ung thu vi khac,
phwong phap diéu tri ban dau la phiu thuat triét can, hoa trj 1a phuong
phap diéu tri toan than duy nhét ¢ hiéu qua cho dén nay. CAc tac gia
Sorlie & cs. (2001), Nielson & cs. (2004), Carey & cs. (2006), Morris &
cs. (2007), Liedtke & cs. (2008), Dent & cs. (2007), Kennecke & cs.
(2010) da c6 nhitng duc két vé cac dic diém phan tir ciia ung thu v c6
bo ba am tinh d6 1a: d mo hoc cao, chi s6 gian phan cao, biét héa kém
nén nhay cam véi hoa tri.

Loi ich dat duoc tir cac thir nghiém bao gom céc dac két nhu sau:

- Ty lé dap tmg cao trong diéu tri tan bd tro véi anthracyclin va taxane
- Phéi hop anthracycline va taxane ting két qua diéu tri

- Két hop hoa tri voi phiu thuat lam ting két qua diéu tri

- Cé4c ther nghiém thudc mai chua cho thay loi ich rd rang

Trong cé&c nghién ctru cua Liedtke & cs. (2008), Dent & cs. (2007),
Hayes va cs. 2007, Isakoff & cs. (2010) va cac thir nghiém MA 5,
GEICAM 9805, BCIRG 001, CALGB-40.603, d lam nén tang cho viéc
&p dung phac d6 phau thuat két hop hoéa chét trong diéu tri ung thu va
c6 b ba thu thé am tinh
1.2. C4c nghién ciru trong nwéc vé ung thw vii ¢6 by ba thu thé am tinh

Nghién ciu ciia Nguyén Viét Diing va cs. ( 2011) da bude dau Xac
dinh cac yéu t6 tién luong trong ung thu vii c6 bd ba thu thé am tinh.

Nghién ctru cua Phung Thi Huyén va cs. ( 2011) dd budc dau xac
dinh mot sb dic diém 1am sang va can 1am sang ung thu vii c6 bo ba thu
thé am tinh.

Nghién ciru cta Vit Hong Thang va cs. (2012) da danh gia hiéu qua
ctia hda chat bo trg trong ung thu via ¢ bo ba &m tinh so voi khdng hoa
tri di c6 nhing ghi nhan budc dau vé thoi gian song thém

Nghién cru caa Nguyén Vin Chu va cs. (2016) di xéac dinh cac dic
diém phan tir cua ung thu via c¢6 bo ba am tinh trén héa mé mién dich.
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Chuong 2. POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. P6i twong nghién ciru
Céc bénh nhan duoc chan doan ung thu vii duoc diéu tri phau thuat
két hop hoa chat tai khoa Ung budu - Bénh vién Trung wong Hué tir
thang 03/2009 dén hét thang 03/ 2016
Tiéu chuén chon bénh nhan
= UT v c¢6 GP lam sang I, 11, III theo phén loai AJCC 2010.
= C6MBH 13 UT biéu mé xam lan, thé MBH theo phan loai cia WHO 2003
= Puogc phiu thuat két hop hoa tri.
= C6 xép d6 mo hoc theo Scarff-Bloom-Richardson v6i UT biéu mo
thé 6ng xam lan
= C6 két qua nhuém HMMD: ER, PR va Her2/neu am tinh
Tiéu chuin loai trir
= Hb so khong day du
* UT biéu md tai chd
= Céc UT trude do6 tai phat va di can trong thoi gian NC
* Di cin xa tai thoi diém chén doan
Khong hoan thanh phac do diéu tri PT két hop sau hodc tam dot hoa tri.
* BN c6 thai hodc ung thu via thé viém
= Mat thong tin sau diéu tri
2.2. Phwong phap nghién ciru
* Thiét ké nghién ciru: Nghién ciru md ta, can thiép 1am sang khéng ddi chimg.
* Thoi gian va dia diém nghién ciru:
Nghién ctru dugc thyc hién tir thang 03/2009 dén thang 03/ 2016, tai
Bénh vién Trung wong Hué.

* C§ mau cho nghién ciru mé ta:
Puoc xac dinh theo cong thire:
d= Z2-ap - P- (1-p)
= 7

Trong do
n 1acd mau
Z 13 hé sb tin cay thu dugc tir bang Z Gng voi gia tri a dugc chon
(thuong chon Z 1a 95% tuong Gmg voi Z- o) = 1,96 va o= 0,05),



o 1a mic ¥ nghia théng ke,

p lahi€u qua gia dinh,

d 1a sai s u6c lugng sao cho sy bién thién ctia két qua nghién
ctru khong qua 16n (d=0,1)

Chung t6i chon p= 0,64 tuong tuong ty 1& séng thém toan bo 5
nam (64%) cta ung thu va c6 bd ba am tinh theo nghién clru cua
Liedkle va cs. (2008). Chung tdi tinh toan dwgc c& mau la n = 88
2.3. Cac tiéu chuin nghién ctru
2.3.1. Nghién civu cdc dic diém chung

- Phéan b ung thu theo tudi.

- Mot s6 yéu té nguy co.
2.3.2. Nghién civu cdc dic diém bénh hoc
2.3.2.1. Nghién ciru déic diém lam sang va cdn ldm sang triede va trong
phdu thudt

- Vi tri u, kich thuée u

- Tinh chét khdi u, tinh trang xam 14n cta u

- Tinh trang hach ving (nach, thuong don)

- Tinh chét cua hach

- C4c xét nghiém té bao hoc, nhii anh

Khéi u va hach dugc danh déu giai phau va xét nghiém giai phau bénh
+ Giai doan ung thw va

= Phén loai TNM- AJCC 2010

= Xép loai giai doan theo AJCC 2010

= Céc BN duoc diéu tri trudc do duoc xép lai giai doan theo AJCC 2010
» Chan doan giai doan 1am sang dua trén danh gia trudc, trong mo
» P6i chiéu véi chan doan giai phiu bénh (pTNM) dé c6 chan doan

giai doan bénh.

Gidi phau bénh:

Két qua giai phau bénh duogc thuc hién tai Khoa Giai phdu bénh Iy -
Bénh vién TW Hué

BN duoc diéu tri tir 2009 dén cubi 2010 dwoc XN hda md mién dich
tai Khoa Giai phau bénh- Bénh vién K

Xac dinh loai mod hoc cua dbi twong NC: Phan loai md hoc dua vao
phan loai cia WHO 2003 gom 20 loai.
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Xac dinh do md hoc: &p dung cho ung thu- biéu md éng xam nhap.
D06 md hoc dugce tinh nhu sau:

Do I Biéthoard:  3-5 diém
Poll:  Biéthodvira: 6-7 diém
Po I1l:  Biét hod kém: 8-9 diém

Xic dinh b ba ER, PR, HER2 (-) Trén h6a md mién dich
2.3.3. Quy trinh diéu tri: phau thuat két hop hoa chat: PT cat v trigt dé
cai bién hozc bao ton két hop véi phac d6 hoa chat:

Anthracyclin (FAC, AC, FEC) Chu ky mdi 3 tuan, 6 chu ky (CK)

Anthracyclin +Taxane:

+ TA: 6 CK, mdi 3 tuan

+ AC-T: 4 CK AC mdi 3 tuan, tiép theo la 4 CK Paclitaxel, mdi 3 tuan

DT bd tro sau PT 3 - 4 tuan

Céc truong hop ung thu giai doan IIIC duoc diéu tri hda chét trudc
phau thuat, sau d6 danh gia phau thuat triét can

Xa tri phdi hop cho cac trudng hop hach nach duong tinh va khéi u
5cm tro 1én.
2.3.4. Péanh gia két qud ciia diéu tri PT két hep hoa chdt bé tro-
Pdp img diéu tri, bién ching, doc tinh:

- C4c bién chiing sau PT

- Panh gia doc tinh: theo tiéu chuan danh gia ciaa WHO ( 2000) bao
gom ddc tinh trén hé tao huyét, doc tinh ngoai hé tao huyét, doc tinh trén hé
tiéu héa.
Tai phat:

- Ty I8 téi phat

- Thoi gian xuét hién tai phat
Di can xa:

- Ty 18 DC xa

-Vitri DC xa

- Thoi gian xuét hién DC xa
Dadnh gid song thém

- Thoi gian séng thém khong bénh



- Thoi gian séng thém toan bo
Ddanh gia tién lwong ung thu vii ¢é bé ba am tinh:

+ Tudi

+ Tinh trang mén kinh
+ Kich thugc u
+ Di can hach

+ Phéc dd hoa trj

+ Xa tri bd trg

+ D6 mb hoc

+ Giai doan ung thu
+ Di can xa

Xéac dinh céc yéu té tién lwong dic \dp trong phan tich da bién
2.4. Xir ly s ligu
Thu thap, ma hoa, quan ly, phan tich sé liéu bang phan mém SPSS 16.0
Céc thuat toan sir dung: Tan suit, ty 1&, sé trung binh, so sénh hai s6
trung binh, so sénh sé liéu tinh cap; st dung kiém dinh tuong quan 2
Thoi gian ST tinh theo phuong phap Kaplan- Meier, st dung kiém
dinh Log rank
Str dung phuong trinh hdi quy Cox trong phan tich da bién dé xac
dinh cac yéu t6 tién luong doc lap

3.1.1. Tudi

Chuong 3. KET QUA NGHIEN CUU
3.1. Céc dic diém 1am sang va can 1am sang

- Tudi mic bénh tir 24 dén 76 tudi.
- Tudi méc trung binh 48,18 (SD = 0,97)

- Tubi tré, 64,1% < 50 tudi
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Biéu d6 3.1. Phan bé bénh nhan theo tudi
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3.1.2. Céc ddc diém 1am sang va c@n 1am sang

Pic diém S6 BN %
Céc yéu td nguy co Gia dinh ung thu 9 7,9
C6 kinh sém 11 9,6
Man kinh muon 5 4.4
Khéng con 7 6,1
Ly do nhap vién U wvu 106 93,0
Khéac 8 7,0
Tinh trang mén kinh Con kinh 70 61,4
Man kinh 44 38,6
Té bao hoc (+) 97 85,1
(-) 5 4.4
Nghi ngo 12 10,5
Mammography (+) 44/87 50,6
(-) 43/87 49,4
Sinh thiét 16i (+ 23/25 92,0
(-) 2/25 8,0
3.1.3. Cac tri¢u chung lam sang
Bdng 3.6. Cac triéu chirng ldm sang
Triéu chirng 1Am sang SOBN | Ty 18 %
1/4 trén trong 15 13,1
1/4 dudi trong 9 7,9
Vi tr u v 1/4 trén ngoai 51 447
: 1/4 dudi ngoai 38 33,3
Trung tm 25 21,9
Toan va 6 5,3
U dac, cling 114 100
U don doc 108 94,7
Trén 2 khoi 6 53
U gidi han 1o 65 57
o ez U gidi han khong rd 49 43
béic di¢m v, hach San da cam 8 2,6
Loét da vl 3 2,6
Pau v 14 12,3
Hach nach LS 55 48,2
Hach thuong don 4 3,5




Nhan xét:
- Céc khdi u chii yéu & vi tri 1/4 trén ngoai
- Phan 16n la cac khéi u don doc, giéi han rd. Nhung co dén 43% céc
khdi u c6 bo nham, ranh gigi véi md v khang rd.
3.1.4. Thé mé bénh hoc
Bdng 3.9. Thé mé bénh hoc

Thé md bénh hoc S6 BN Ty 18 %

UT biéu mé 6ng xam nhap 94 82,5
UT biéu mé tay 1 0,9
UT biéu mé tiéu thay xam nhap 6 5,3
UT biéu mé nhay 3 2,6
UT biéu mé nhu 2 1,8
UT biéu mé di san 4 3,5
UT biéu md khac 4 35

Téng cong 114 100

Nhgn xét: Ung thu biéu md thé 5ng xam nhap chiém chu yéu.
3.1.5. Dy mé hoc
Bdng 3.10. D6 moé hoc

P mo hoc S6 BN Ty 18 %
Do | 5 5,4
Do I 45 48,9
Do Il 42 45,7

Téng céng 92 100

Nhdn xét: Cha yéu ung thu c6 dd md hoc cao.
3.1.6. Cdc loai hinh phéu thudt
Bang 3.11. Cdc logi hinh phdu thudt

Céc loai hinh phau thuat S6 bénh nhan Ty 1é %
Phau thuat bao ton 4 35
Cat v triét dé cai bién 110 96,5

Tong sb 114 100

Nhgn xét: Cac trudong hop phau thuat bao ton ap dung cho khéi u co
kich thude dudi 2cm
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3.1.7. Giai dogn ung thw sau phéu thugt
Bang 3.12. Giai doan ung thw sau phau thugt

Giai doan ung thw n Ty 1€ %
| 6 5,3
A 48 42,1
1B 30 26,3
A 16 14,0
1B 10 8,8
lic 4 35
Téng cong 114 100

Nhdn xét: 4 BN & giai doan 111C ¢6 xam lan hach thuong don ( N3).
3.1.8. Phdc dé héa tri
Bdng 3.17. Phac do hoéa tri

Phac do hoa tri S6 bénh nhan Ty 18 %
Anthracyclin don thuan 25 21,9
Taxane két hop Anthracyclin 89 78,1

Tong sé 114 100
Nhdn xét:

- Phéc db diéu trj cha yéu 1a phac d phéi hop Taxane va Anthracycline

- Phac dd diéu tri tuan tu Taxane sau Anthracyclin dugc ap dung sau
nam 2013.

- Piéu tri bd tro sau phiu thut cho 96,5% BN, 4 trudng hop ung thu
c6 tién trién tai vang (xdm l4an hach thuong don, chua c6 di can xa) duoc
diéu trj bd tro truéc phau thuat nham ting kha ning cat bo triét can.

3.1.9. Xa tri bé trg
Bang 3.18. Xa tri bé tro

Xa tri bo tro S6 bénh nhan Ty 16 %
CO xa tri 69 62,3
Khéng xa tri 45 37,7
Téng cong 114 100

Nhdn xét: Cac BN c6 chi dinh xa tri dwoc Xa tri bo trg sau hoa tri, chi
dinh xa tri cho cac BN c6 khéi u T3, hodc khbi u T2 nhung c6 di cin
hach nach va 4 trudng hop phau thuat bao ton.



3.2. Két qua diéu tri
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3.2.1. Cdc bién chirng phéu thugt
Bdng 3.19. Cdc bién chimg phdu thudt

Bién chirng phiu thuit S6 bénh nhan | Ty 1é %
Khong c6 bién ching 59 51,7
Tu dich vét md tai va, nach 22 19,3
Dau viing mo, canh tay, thanh nguc 11 9,6
Han ché van dong 5 4.4
Phu bach mach 2 18
> Hai bién chting 15 13,2

Téng cong 114 100

Nhgn xét: Chii yéu gap cac bién chung nhe, khéng anh huong dén ké

hoach diéu tri b trg

3.2.2. Cac doc tinh hoa tri

3.2.2.1. Doc tinh trén hé tao huyét
Tét ca cac bénh nhan déu hoan thanh liéu trinh hoa tri; bénh nhan

khong xay ra ddc tinh trén tim mach

e So6 bénh nhan ( %) Téng
Mire d¢ doc tinh 0 T bo 1 T | IV | (100%)
Giam bach ciu |56 (49,1) |31 (27,2) |21 (18,4) |4 (35) |2 (1,7)| 114
Giam bach cau hat | 58 (50,9) | 25 (21,9) | 18 (15,8) | 5 (4,4) [ 8 (7,0) | 114
Giam Huyét sac t | 43 (37,7) |51 (44,7)( 19 (16,7) |1 (0,9) | 0(0) | 114
Giam tiéu cau 95(83,3)| 9(79) | 5(44) |5(4,4) | 0(0) | 114

Nhdn xét: Khong c6 doc tinh nghiém trong anh huéng dén liéu trinh héa tri.
3.2.2.2. Boc tinh trén gan - thdn
Badng 3.21. Déc tinh trén gan — than

Mikc d S6 bénh nhan ( %) Téng
doctinh | D)0 P 1 T I IV | (100%)
SGOT | 79(69,3) | 22 (19,3) | 11(9,6) | 1(0,9) [1(0,9) | 114
SGPT | 79(69,3) | 22(19,3) | 11(9,6) | 1(0,9) | 1(0,9) 114
Ure [106(93,00| 6(53) | 2(1,7) | 0(0) | 0(0) 114
Creatinin | 106 (93,0) | 6(53) | 2(1,7) | 0(0) | 0(0) 114

Nhdn xét: Khong c6 doc tinh nghiém trong anh huéng dén liéu trinh héa tri.
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3.2.2.3. Doc tinh trén da, niém mac, hé tiéu hoa
Badng 3.22. Dgc tinh trén da, niém mac, hé tiéu hoa

Mikc d S6 bénh nhan (%) Téng
ddc tinh Do 0 P 1 T I | 1v |(100%)
Da 99(86,8) | 15(13,2)| 0(0) | 0(0) |[0(0) | 114
Niém mac
hong, miéng 83(72,8) | 19(16,7) | 8(7,0) |4(35)|0(0) | 114
Noénmua | 20 (17,5) | 81(71,1) R 10,5) [1(0,9) [0(0) | 114

Nhdn xét:Khéng co doc tinh nghiém trong anh huong dén lidu trinh héa tri.
3.2.3. Tdi phdt sau diéu tri
Badng 3.23. Ty I¢ tai phat

Ty Ié tai phat S6 bénh nhan Ty 18 %
Téi phat 9 7.9
Khéng c6 téi phat tai ving 105 92,1
Téng cong 114 100

Nhgn xét: Thoi gian xuat hién tai phét tai vang sém nhat Ia 11 théang,
mudn nhat 1a 48 thang
3.2.4. Di ciin xa sau diéu tri

Bang 3.24. Ty Ié bénh nhan xudt hién di can xa sau diéu tri

Ty 18 di cin S6 bénh nhan Ty 1é %
Di can xa 32 28,1
Chua di can xa 82 71,9

Tong cong 114 100

Nhdn xét: Ty 1& di cin xa sau diéu tri cao trong nghién ctu
Bang 3.25. Cac Vi tri di can xa

Vitridicin | Tanso dicin | Ty I¢ s6 di cin/ tong s6 BN (%)
Phoi 18 15,8
Xuong 3 2,6
N4o 10 8,8
Gan 10 8,8
Téng cong 41/32 BN

Nhdn xét: Chua yéu 1a cac di cin tang dac biét 13 di can phdi sau d6 1a di
can nao va gan
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3.2.5. Sé'ng thém sau diéu tri
3.2.5.1. Song thém toan bo
Bdng 3.26. Song thém toan bg 3 nam, 4 nam, 5 nam

I A A Thoi gian
Song thém toan bo 3 nam 4 nam 5 nam
Ty 1€ song thém tich liy 91,3 87,6 82,0

Thoi gian song trung binh 68,1 thang (SE= 3,35)
Thoi gian theo doi trung binh 36,85 + 2,28 thang (7 - 89)
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Biéu d6 3.1. Song thém toan b

thol gian theo dol (thang)

3.2.5.2. Song thém theo cdc yéu 16 lién quan c6 ¥ nghia trong phan tich don bién

Survival Functions
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Biéu do 3.4. Song thém theo kich
thuoc u (p<0,001)
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Survival Functions
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Biéu do 3.6. Song thém theo di

in hach
can hac

thei gian theo dei (thang)



Cum Survival

Biéu d6 3.7. Song thém theo giai doan ung thuw

400 o0
thel gian theo del

* Cdc yéu té tién lwong song thém toan bé trong phan tich da bién
Yéu to p OR KTC 95 %

Tuoi 0,678 0,724 0,158 3,314
TT mén kinh 0,525 1,561 0,395 6,163
Hach nich GPB 0,005 20,293 2,434 | 169,186
bMH 0,039 14,722 1,150 | 188,509
Giai doan UT 0,083 8,081 0,401 10,798
Phac d6 hoa tri 0,526 2,224 0,188 26,330
Kich thudc u 0,003 15,178 2,525 91,226

Nhdn xét: Xam lan hach nach trén giai phau bénh, d mé hoc va kich
thudc u 1a cac yéu t6 tién lugng doc lap.
3.2.5.2. Song thém khéng bénh

Bdng 3.43. Song thém khéng bénh

Soéng thém khong bénh Thot gian

3 nam 4 nam 5 nam

Ty 1é song thém tich liy 85,9 79,0 72,7

Thoi gian song trung binh 59,87 thang ( SE= 3,67)

!

y
}
1
N

Cum Survival

|||||||

Biéu do 3.10. Song thém khong bénh
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* Cic yéu té tién lwong song thém khong bénh trong phan tich da bién

Yéu to p OR KTC 95 %
Tuodi 0,167 | 0,482 0,171 1,356
TT mén kinh 0,063 | 2,639 0,948 7,348
Hach nach GPB | 0,009 | 5,420 1,538 19,093
Do md hoc 0,028 | 16,169 1,349 193,865
Giai doan ung thu | 0,886 0,910 0,252 3,291
Phac dd hoa tri 0,594 | 0,698 0,186 2,614
Kich thudc u 0,002 | 0,125 0,033 0,479

Nhdn xét: Xam lan hach nach trén giai phau bénh, d mé hoc va kich
thudc u 1a cac yéu td tién luong doc lap.

Chuong 4. BAN LUAN

4.1. Pic diém bénh nhin
4.1.1. Cic dic diém chung

Ung thu v 13 ung thu ¢6 thé gip & cac lira tudi khac nhau & phu nir,
chung t6i da timg diéu tri cho cac bénh nhan ung thu ¢ tudi ddi con rat
tré, dudi 20. Theo cac nghién ctru trén thé gidi, ung thu via ¢6 bo ba thu
thé 4m tinh thudng gip ¢ bénh nhan tré tudi, thoi ky tién man kinh.

Theo mot phan tich ciia Dent va cong su, tudi trung binh khi dugc chan
doan 14 53, thip hon c6 ¥ nghia so v6i cac loai ung thu va khong phai bo ba
am tinh (cac loai ung thu v nay c6 tudi trung binh 1a 57,7, véi p < 0,0001).

Nghién ciru cua Liedkle va cong su cho thiy tudi méc trung binh cua
ung thu vii c6 b ba thu thé am tinh 1a 48, tré hon so voi tudi méc trung
binh ctia ung thu vl ngoai bo ba am tinh (50, vai p =0,002), ung thu va
¢6 bd ba am tinh chu yéu xay ra trong do tudi tir 40 dén 60 tudi, co ty 18
60,4%, va lra tudi tir 40 dén 49 tudi chiém ty 1& cao nhat 34,1%.

Nghién ciru cua toi cling c6 tudi mic trung binh 1a 48 tudi, va lira
tudi tir 40 dén 60 chiém chu yéu (64,9%), dinh cao 1a 41 dén 50 tudi
(42,1%). Tudi dudi 50 co ty 16 64,1% trong nghién ctru.

Phan 16n cac nghién ciru cling xac nhan diéu ndy, trong nghién ctu
cua Cai, tudi mic trung binh cia UTVBBAT la 50 tudi, thap hon so vdi
tudi mac trung binh cua ung thu vii ngoai bo ba am tinh, & cac nhom
ung thu vi ndy, tudi mic bénh trung binh 12 57,5 tu6i. Nghién cau cia
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Yuan va cs., cho thdy rang 57,8% s6 bénh nhan UTVBBAT Ia phu nit
tién man kinh vai tudi mic trung binh 1a 49,8 tudi. Con Yang ciing xac
dinh rang, so véi cac bénh nhan thuéc nhom ung thu vi khac, cac bénh
nhan UTVBBAT thuong ¢6 tudi méac dudi 35 tudi nhiéu hon.

Trong nhiéu nghién cru, tinh trang man kinh ciing 12 mét yéu td dénh
gié tién lugng cua ung thu v ndi ching va ung thu v ¢6 bo ba am tinh
nodi riéng, boi 1€ sy khac biét vé mat sinh hoc cua hai nhém bénh nhan
con kinh va mén kinh ¢6 anh huong dén dap tmg diéu tri va tién luong.
Carey va cs., da phat hién ra c6 mot ty 1€ cao bénh nhan ung thu via c6 bo
ba thu thé am tinh trén d6i tugng bénh nhan ngudi My gde Phi ¢ thoi ky
tién man kinh va c6 dén 39% bénh nhan ung thu vii ngudi My gbc Phi
nay 14 ung thu vii ¢6 bd ba 4m tinh, ty 1& nay & phu nit da tring chi 16%.

Céc yéu td nguy co thong thuong ctia ung thu vii nhu tinh trang kinh
nguyét, tinh trang hon nhan va sinh san ciling dugc khao sat trong nghién
ctru; chung toi cling gap mdt ty 1& bénh nhén c6 cac yéu té nguy co nay.

Theo Anders va cs, ung thu v ¢6 bo ba thy thé ndi tiét c6 mot sd
dic diém trai nguoc voi ung thu va co thu thé ndi tiét duong tinh (cac
thé luminal) nhu nguy co ting 1én theo sb 1an sinh né va tudi mang thai
1an dAu tién cang tré, tudi hanh kinh cang muon ciing 1am giam nguy co
ung thu vi nay. Mot s6 yéu t6 khac lam giam nguy co cta ung thu va
¢6 bo ba thy thé am tinh (thé dang d4y) nhu kéo dai thoi gian cho con
bu me, ting s6 1an nudi con bing sita me. Tinh trang béo phi dic biét 1a
béo bung & hai nhom tudi tién méan kinh va hau mén kinh ciing 1am ting
nguy co mac bénh, c6 mdi lién quan chit ché giita chi sé BMI va nguy
co ung thu va ¢6 bd ba thy thé 4m tinh.

Mot ty 1€ nho ung thu gia dinh trong nghién clru cua t6i (7,9%) cling
goi ¥ dén ban chét phan tir; theo cac nghién ctru, ung thu vi c6 bd ba
thu thé am tinh c6 lién quan dén mot ty 18 dot bién gen BRCAL.

Mot s6 bao cdo cho ring UTVBBAT c6 ty Ié ung thu va gia dinh
cao hon so v&i ung thu va ngoai bo ba &m tinh. Trong nghién cau nay,
ty 18 nhitng ngudi cd tién sir gia dinh méc bénh ung thu vi trong nhém
UTVBBAT cao hon ¢ y nghia so voi nhém UTVKBBAT. Két qua cho
thdy raing UTVBBAT c6 xu hudng thira ké tir gia dinh.

Theo c4c nghién ctru, ung thu v ¢6 bd ba 4m tinh thudng xuat hién &
lira tudi tré hon, va & Iira tudi nay, ¥ thirc khdm bénh dinh ky ciing kha cao.
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Théng qua thim kham dinh ky, phan 16n dugc phat hién qua chuong trinh
tam soat ung thu vii ¢6 to chire trén cac dbi trong co nguy co va do d6 hau
hét cac bénh nhan khi phat hién ban dau véi khéi u duge so thay trén 1am
sang. Trong sO nhimg phu nif trai qua sang loc ung thu vii thudng xuyén,
ung thur vii ¢6 bo ba am tinh thuong xuat hién trong khoang thoi gian theo
ddi trung gian gitra hai lan thdm kham (giira hai 1an chup nhii anh) c6 thé
cho thay phan nao dic tinh tién trién nhanh cta bénh trén 1am sang.
4.1.2. Cic dic diém lam sang va cdn lim sang

Trong nghlen ctry, vi tri u thuong gap 1a 1/4 trén ngoal (44,7%), day la
vi tri ma to chirc tuyen va dat d6 day va thé tich cao nhat; ciing nhu ung
thu vii n6i chung, vé vi tri u, ung thu vu ¢6 bo ba am tinh ciing c6 két qua
tuong ddng. Nghién ciru cuia Nguyén Dinh Tung, ciing cho thdy 1/4 trén
ngoai la vi tri thuong gap (41,7%). C6 khac biét vé céc vi tri 1/4 khac;
nghién ctru ctia chung t6i ¢o ty 18 khéi va ¢ vi tri 1/4 dudi ngoai va vi tri
trung tam cling kha cao, cac vi tri khac nhu 1/4 trén trong va 1/4 dudi
trong it gap hon so voi ket qua nghién ctru ctia Nguyén Dinh Tung

Vi tri u ciing 1a mét yéu td tién luong quan trong, c6 lién quan dén di cin
hach, vi tri 1/4 trén ngoai cho di can hach nach nhanh hon nhung nguoc lai,
vi tri u 1/4 trén trong cho nguy co di can hach via trong, chudi hach rét kho
kiém soat trong diéu tri va c6 tién lugng xau. Céc vi tri khdi u ¢ 1/2 trong co
xu huéng xam 14n thanh nguc nhanh hon gdy bét loi trong didu trj triét can.

Tinh chéat khéi u dugc phat hién trong nghién ctru ciing khong ¢
khac biét co ban so v&i khdi u 4c tinh vii néi chung, phan 16n 1a cac
khéi u don doc (94,7%), cung g101 han 1o (57%); khong phat hién khoi
u dang nang; & giai doan trién trién khi u 16n, c6 thé thiy khéi u xam
nhiém vao mé vi xung quanh, cimg va bd khong déu (43%), mot sb
truong hop c¢6 thé gip nhiéu khéi (5,3%). O giai doan mudn, khéi u
xam l4n da cho hinh anh co kéo da hoic loét da vu, trong nghién ctru
chung t6i gip 6 truong hop khéi u c¢6 dic diém nay, hach nach 1am sang
sO thy trong 48,2% trudng hop, phan 16n cac hach khi so thdy déu co
tinh chat nghi ngd ung thu xam lan, tat ca cac truong hop nay déu dugc
xét nghiém té bao tai hach. Cac truong hgp mudn hon duge phat hién
hach thuong don trude diéu tri. Tat ca 4 trudng hop nay duoc sinh thiét
u chan doan mé hoc va hoa mé mién dich c6 két qua ung thu va bo ba
am tinh va duoc diéu tri hoa tri bd trg trude phau thuat sau d6 duoc
phau thuat cit vi triét dé va xa tri.
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Bén canh kham 14m sang, viéc chin doan truéc md bang choc hut té
bao kim nhd, chup nhii &nh (mammography), siéu am ciing dugc ching
t6i thuc hién tot va ddy dugc xem nhu 1a cac tiéu chudn bat bugc nham
nang cao két qua chan doan chinh xac truc diéu tri. Trong nghién ctru,
xét nghiém té bao hoc phat hién dwoc 85,1% dwong tinh, tit ca cac
truong hop nay déu co két qua md bénh hoc khang dinh. Cac truong
hop am tinh va nghi ngd duoc sinh thiét 161 hodc sinh thiét mo dé xéac
chan. Viéc thuc hién nhii anh trong nghién ciru ctia ching t6i khong
duge thue hién cho tit ca cic bénh nhan boi 18 ¢6 cac thoi gian may
ngung hoat dong do stra chira hodc do bao tri may; trén nhii anh, cac ton
thuong dic hiéu dé chan doan ung thu va nhu tinh trang vi voi héa tap
trung, ton thuong hinh sao hodc co cum gip giy khong tim thdy hinh
anh dién hinh trong 49,4% cac truong hop, ching t6i xép loai cac ton
thuong theo BIRAD va chi cac truong hop BIRAD 5 méi duge xem la
ton thuong 4c tinh, ty 1é ndy trong nghién ctru 1a 50,6%. Mot s cac ton
thuong dugc xem 13 ¢6 nguy co 4c tinh cao ciing dugce xép vao nhom
ton thuong khong dic hiéu, cac truong hop nay ciing dugc ching toi
sinh thiét u trudc phiu thuat triét can. Theo cac nghién citu, c6 thé thay
duoc 1y do cua nd. Ung thu vl c6 bo ba am tinh c6 cac dac diém khac
biét trén nhii anh so vdéi cac truong hop ung thu vii c6 HER2 duong
tinh va ER duong tinh. Mic du ¢6 kich thude u 16n khi chan doan so
v6i cac phan nhom ung thu va khac, nhung c6 dén 18% cac ung thu
b ba am tinh khong boc 16 rd khi chyp nhii anh ban dau. Trén phim
nhii anh, ung thu vi ¢6 bd ba am tinh la mot khdi véi bo 1o trong 20-
24% trudong hop, khong gip ton thwong vi voi hoa trong 49% dén
gan100% cac truong hop (thay dbi trong cac nghién ctru) va thiéu cac
dic tinh nghi ngo dién hinh ctia bénh ung thu vi nhu hinh dang bo
khong déu cta khdi va ton thuong vi voi hoa tap trung trong khoi.

Ty 1¢ hach nich dwong tinh trén giai phau bénh trong nghién ctru ctia
chiing t6i 14 49,1%, day 1a mot con s6 kha khiém t6n néu so véi cac nghién
ctru khac. Nghién ctru 180 truong hop ung thu via ¢6 bg ba am tinh, Dent va
cs., dd xac dinh ty 1€ di can hach cao 54,4% so véi 45,6% & nhom ung thu
khong phai bd ba 4m tinh (p= 0,02). Jingdan va cs., cling cho thdy mét ty 1&
di can hach cao trong nhém ung thu vii ¢6 bd ba am tinh 64,6% so voi 48,1%
trong ung thu vii khong b ba am tinh voi khac biét ¢6 ¥ nghia.
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Ciing trong nghién cttu cia Dent va cs., kich thudc u trung binh &
nhoém ung thu vi c6 bo ba am tinh 1a 3 cm, cao hon so vdi cac nhom
ngoai bd ba am tinh (2,1 cm, véi p < 0,001); trong nghién ctru cua toi,
kich thudc u trung binh 1a 3,8 cm trén giai phau bénh, ddi chiéu kich
thudc u trén 1am sang va trén giai phau bénh khong c6 sy khac biét. Sau
mdi trudng hop phiu thuat, kich thudc u duge ching t6i danh gia trong
md va sau md mot cach chinh xac sau khi phﬁu tich u va hach ra khoi to
chirc tuyén v va nach rdi giri bénh pham vé Khoa Giai phau bénh.

Vé thé mo bénh hoc, ching t6i ¢6 két qua twong dong vai cac nghién
ctru. Thé mo hoc chiém dai da s6 12 loai ung thu thé éng xam nhap, co ty
18 82,5%; ung thu thé tiéu thity xdm nhap c6 ty 1¢ thap 5,3%; ngoai ra, chi
c6 mot s6 it cac thé mo bénh hoc khéac. Cac dic diém lam sang, cam lam
sang & cac ving khac nhau trén thé gidi trong bang dudi day, co thé thay
ty 1€ ung thu gia dinh cao trong nghién ctru cta Li Zang (2012). Nghién
ctru cua Liedkle (2008) va Dent (2007) cho ty 1€ md hoc do 11 cao so voi
cac nghién ctru khac. Ty 18 di can hach nach kha twong dong giira cac
nghién ctru, ty 1€ trdi hon gdp trong nghién ctru cta Jingdan Qiu (2016).
Mo bénh hoc thé éng chiém wu thé trong phan 16n cac nghién ctru; ty 16
md hoc thé dng cao trong nghién ciru ciia Liedkle (2008).

Nghién ctru cta Zingdan Qiu (2016) va Li Zang (2011) cho céc két
qua tuong duong nhau nhu ty 1€ ung thu gia dinh cao va cao hon so voi
ung thu vi ngoai by ba am tinh, tudi mic bénh tré hon ung thu ngoai b
ba 4m tinh. Ca hai nghién ciru nay ciing chi ra cac dic diém 1am sang
tién trién hon so v6i cac ung thu vi ngoai bd ba 4m tinh nhu: khéi u
trén Scm c6 ty 1€ cao hon, di can hach nach co ty 1€ cao hon c6 y nghia,
ung thu giai doan III c6 ty 1€ cao hon c6 y nghia, m6 hoc d¢ III ciing
cao hon ¢ ¥ nghia, tai phat va di can sém hon sau diéu tri. Nghién ctru
cta Liedkle (2008) 1a mot dién hinh vé tién trién va tién lwong x4u voi
32,5% ung thu c6 u trén Scm; 85,1% ung thu ¢6 md hoc do I1I.

4.2. Két qua diéu tri
4.2.1. CAc bién chirng phiu thuit

Chiing t6i thyc hién phau thudt cit vii triét dé cai bién trong 96,5%
truong hop, bénh nhan dugc cat vii dong thoi vét hach nach, cac bién chimg
chi yéu do vét hach nach gay ra. Ching t6i chi truong phiu thuat vét hach
bao ton t6t cic co quan nhur mach méau va than kinh van dong, cam giac
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vung nach, thit cit mach mau, 6ng bach mach can than va c6 chon loc
nhidm han ché t6i da c4c bién chimg do phiu thuat Vét hach nach gy ra.

Co gan 50% bénh nhan c6 bién chu’ng sau mo, tuy vay khong gap
cac bién chung tram trong anh huéng dén chit lwong cudc song cua
bénh nhan va anh hudng dén cac liéu phap toan than b trg tiép theo.
Céc bién chimg sém xuit hién trong thoi gian hiu phiu va khong gay
kéo dai thoi gian qua muc ¢ thé lam cham thoi gian diéu tri héa chat
bd trg. Cac bién ching sau phiu thuat khong nghiém trong va déu duoc
khic phuc tot, chi yéu 1a tu dich bach huyét, dau ving vai, canh tay va
da thanh nguc, cham soc vét m6 va phuc hoi chirc ning van dong gitp
cai thién t6t cac bién ching va diéu nay khong anh huéng 1on dén chat
lugng cudc séng cua bénh nhan.

Ty 18 cac bién chung sau phiu thut kha tuong ddng so véi nghién
ctru ung dung phéu thuét Scanlon, mot loai ph?lu thuat cat va triét dé cai
bién duogc ap dung kha phd bién trong didu tri ung thu va tai Bénh vién
Trung wong Hué.

4.3.2. Djc tinh hoa tri

C6 hai loai phac do héa chit dugce ap dung trong nghién citru cia
chung t6i bao gdm: thir nhat 13, phac d6 da héa chat trén nén tang
anthracyclin nhu FAC, AC va FEC véi 6 chu ky mdi 3 tudn; tha hai 14,
phac d6 phdi hop taxane véi anthracyclin bao gdm: AP (paclitaxel v6i
doxorrubicin hodc epirrubicin) véi 6 chu ky mdi 3 tudn va AC-T voéi 4
chu ky AC mdi 3 tuan tiép theo 1a 4 chu ky paclitaxel mdi 3 tuan. Phac
dd phdi hop taxane va anthracyclin nham dat hiéu qua diéu tri t6i vu
dua trén cac bang ching cua cac nghién ctru. Pay 1a cac phac d6 kha an
toan, it gdy doc tinh trong diéu tri bénh nhan ung thu vi.

Trong nghién ctru, ching t6i nhan thiy phan 16n cac trudng hop c6 doc
tinh huyét hoc, doc tinh trén tang va da, ni€ém mac hodc toan than khac chu
yéu & mirc d6 I va II, mot s6 c6 doc tinh do IIL, IV duoc didu chinh ndi khoa
t6t va dam bao duy tri diing phac do diéu tri, dam bao an toan cho bénh
nhéan. So sanh v6i mot sb nghién ctru, ching toi it gip cac doc tinh do I va
d6 IV hon. Nghién ciru ciia Francesco va Cs. (2012) cho ty 1é ha bach cau
hat do 3 va 4 cao, 53% trong phac db hoa xa tri ddng thoi sau phau thuat
v6i liéu ting cuong Doxetaxel két hop epirubicin va phac dd CMF.

Céc nghién ctru vé doc tinh ciia héa tri cho ung thu v néi chung voi
phac dd twong ti trong nghién ctru ciing cho cac két qua khac nhau.



21

Nghién ciru ctia Lé Thanh e, ap dung phac dd AP trong diéu tri tin bd
tro ung thu vii giai doan III ciing cho thiy ddc tinh gap chi yéu & do I va I
4.3.3. Tdi phdt va di cin sau diéu tri
4.3.3.1. Tai phat

Ty 1¢ tai phat trong nghién ciru ctia t6i 1a 7,9%. Thoi gian xuat hién
tai phat trung binh 1a 24,33 thang. Ty 1¢ tai phat kha twong dong véi
nghién ctru ctia Jingdan va cs. (7,45%). Mot s6 nghién ciru cho ty 1¢ téi
phat cao hon, Dent va cs. (13%), Kyndy va cs. (18%), Rodiriguez va cs.
(17,4%). Ty 18 tai phat tai cho trong cic nghién ctru ndy cao hon y nghia
so voi ung thu va khong bo ba am tinh. Ty 1€ tai phat cao trong cac
nghién ctru do anh hudng ctia mot sd yéu té nhu kich thude u 16n, giai
doan mudn, d6 mo6 hoc cao va phac dd diéu trj.

Tai phat trong nghién ctru ciia chung t6i chi yéu xay ra trong 3 nim
dau sau diéu tri, két qua nay twong dong vai cac nghién ctru trén thé gidi.
4.3.3.2. Di can sau diéu tri

Ty I¢ di can xa trong nghién ciu cua t6i la 28,1%, cao hon so vdi
nghién ctu ciia Jingdan va cs. (20,5%), tuy vay lai thip hon nghién ciru
cua Dent va cs. (34%).

Céc vi tri di can thuong gap lan luot 12 phdi, ndo va gan, di cin
xuong rat it gap (3 truong hop), dic diém di cin nay twong ddng véi
nhiéu nghién ctu trén thé giéi. Theo Liedkle, khuynh hudng di cin tang
va di cin ndo cao trong thé bénh nay

Trong nhiéu nghién ctu trén thé gidi, bén canh so sanh danh gia cac
dic diém cua ung thu va c6 bd ba dm tinh, cac nghién ctu con so sanh su
khac biét gitra ung thu va ¢6 bd ba am tinh so véi cac nhém ung thu va
khong b ba 4m tinh va dic diém di cin xa 1a mot trong nhiing khéc biét.
4.3.4. Song thém sau diéu tri va tién lwong

Ty Ié séng thém toan bd 3 ndm, 4 nam va 5 nam trong nghién ciru
cua chdng t6i lan luot 12 91,3%, 87,6% va 82,1%. Tuong dong hoic
thip hon vé6i cac nghién ctru gan day tai Chau A nhu Trung Quéc, Dai
Loan. Cao hon mét s nghién ctu Au My. Ty Ié cao hon so véi nghién
cau cua Liedkle va cs. Trong nghién cuau cua Liedkle (2008), trong
nhom ung thu via c6 bd ba &m tinh, c6 thé thay dwoc bén canh mot s6
diém twong dong vé bénh hoc véi nghién ctu cua ching t6i nhu 1a md
bénh hoc thé 6ng, twong ddng vé do tudi va tinh trang man kinh. Tuy
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vay, c6 thé thay mot sb khac biét nhu ung thu giai doan 111 ¢6 ty 1é cao
hon nghién ciru cua ching tdi, md hoc do 111 chiém 85,1% va diéu tri
chu yéu 1a diéu tri tan bd tro; diéu tri khéng théng nhat gitta cac phéc
d6, phau thuat cit va triét dé chi thyc hién trong 59,6% truong hop; va
nhitng yéu t6 nay c6 thé dan dén két qua song thém kém. Nghién ctu
cua Liedkle ciing da xac dinh dwoc céc yéu té anh huong dén muac do
dap wng bénh hoc bao gdom tudi tai thoi diém chan doan, tinh trang man
kinh, thé mé bénh hoc, d6 md hoc, kich thudc u, tinh trang hach néch,
phac d6 hoa tri tan bo trg, s6 chu ky hoa tri va loai hinh phiu thuat (bao
t6n hoac cit vi). Két qua diéu tri trong nhém ung thu vii ¢6 bo ba am
tinh ciing da cho thdy phan nao tién lwong xau khi ddi chiéu véi cac
nhom ngoai bo ba am tinh, cu thé da cho cac két qua nhu sau: mac du
c6 ty 1é dap tmg bénh hoc hoan toan cao nhung lai giam thoi gian séng
thém khoéng tién trién bénh 3 nam (p < 0,0001) va séng thém toan bo 3
nim (p<0,0001). Cac yéu té 1am giam sdng thém khong bénh bao gom
tudi tré (p= 0,015), md hoc thé dng (p= 0,0022), d6 md hoc cao
(p=0,0016) va giai doan u cao (p=0,0056). Thai gian séng thém khdng
bénh 1, 3 va 5 nam trong nhom ung thu vi c6 bd ba dm tinh 1an luot 1a
81%, 63% va 61%. Song thém toan b 1, 3 va 5 nam lan luot 1a 90%,
74% va 64%. NC con chi ra nguy co di can tang cao hon (p = 0,0005) va
nguy co di can xwong thip hon (p = 0,027); thoi gian séng thém sau tai
phat ciing ngén hon (p <0,0001) so véi cac phan nhém ngoai bo ba am
tinh. Ty 18 tai phat va chét cao chi trong 3 nam dau sau diéu tri.

Céc nghién ctu cia Au - My trong cling khoang thoi gian nay ciing
cho cac két qua tuong tu.

Nghién ciu cua Dent (2007), cho chiéu huéng séng thém xau trong
nhém ung thu vt ¢6 bd ba thu thé &m tinh, ty 1& di cin xa cao, ty 1& chét
trong 5 nam sau diéu trj 1a 70%. Két qua nay phu thudc vao céc yéu to
tién lugng bao gdm tudi, d6 mé hoc, di can hach, kich thudc u va phac dd
hoa tri. C6 thé thiy rd ty 1& di cin hach cao (54,4%) va wu thé d6 md hoc
111 (66%) trong nghién ctu caa Dent dé giai thich cho tién lugng xau cua
thé bénh ung thu v nay.

Nghién citu caa ching toi di xac dinh cac yéu tb anh hudng dén thoi gian
song thém 1a kich thudc u, d mé hoc, di can hach nach, giai doan ung thur.

Tai Trung Qudc, nghién ciru cua Jingdan cho két qua séng thém kém
hon trong nhom ung thu vii c6 bo ba am tinh, tuy vay ty & song thém
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toan b 5 nam ciling cao hon nghién ctru cua chidng toi (88,51%). Nghién
ctru xac dinh céc yéu t6 anh huong dén thoi gian song thém khong bénh
bao gom tudi, kich thudc u, tinh trang hach nach, giai doan 1am sang, do
md hoc, thé md bénh hoc, phuong phap phau thuat. Nghién ciru ciing xac
dinh cac yéu t6 anh huong dén thoi gian song thém toan b 1a kich thudc
u, tinh trang hach nach, va giai doan I1am sang.

Trude d6, ciing tai Trung qudc, nghién cau cia Li Zhang (2012) trén
356 bénh nhan ung thu vii ¢6 bo ba thy thé am tinh ciing cho két qua séng
thém tuong duong nghién ctru cia Jingdan. Ty 1é séng thém khong bénh
va sbng thém toan b 5 ndm lan luot 12 75,7% va 86,6%. S¢ di c6 két qua
khé tot nhu vay 1a do mau nghién ctu c6 mot s6 dic diém bénh hoc thuan
loi hon néu so séanh véi nghién ctu cia chiing t6i nhu: d6 mé hoc 11 chi
21,4%, kich thudc u trén 5 cm chi 13,8%; mac du cé ty I€ di can hach cao
hon (56,5% so v6i 49,1%) nhung chi ¢6 21,9% ung thu giai doan IlI.
Nghién ctru nay ciing xac dinh dugc cac yéu t tién luong cho thoi gian
s6ng thém toan bo 1a ung thu giai doan IIL, u trén 5 cm va di can hach.

KET LUAN

Nghién ctru diéu tri phau thuat két hop hoa chat cho 114 trudng hop
ung thu v c6 bo ba thu thé am tinh t6i xin rat ra cac két luan sau:
1. Cac dic diém 1am sang va cin l1am sang:

- Bénh nhan chu yéu trong do tudi truéc 50 tudi, chiém 64,1%, cao
nhat 1a 41- 50 tudi

- Chu yéu o thoi ky tién man kinh

- Tubi trung binh 12 48,17 + 0,97 (24 - 74)

- Bénh nhan nhap vién ¢ triéu chang u va chiém chu yéu (93%)

- Khéi u thuong 1 khéi, hach nach so thiy trong 48,2% trudng hop

- Chan doan trugc md c6 do chinh xéc cao, két hop kham 1am sang,
xét nghiém té bao hoc va sinh thiét 16i chan doan chinh xac toan bo cac
truong hop.

- Bénh nhén ung thu giai doan 11 c6 ty |& cao nhat (68,4%), nhung
van con nhiéu bénh nhan ¢ giai doan 111 (26,3%)

- D6 md hoc 11 va 111 chiém chua yéu (84,6%)

- Ung thu biéu md dng xam nhap c6 ty 1¢ 82,5%
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- C6 mdi lién quan ¥ nghia giita cac yéu té kich thudc u va di cin
hach, di can xa va giai doan ung thu.

- 96,5% bénh nhan dugc cat va triét dé cai bién, phau thuat bao ton
c6 xa tri dién va ddi voi 4 trudng hop kich thudc u nho dudi 2cm va
hach nach am tinh.

- Héa tri hau hét dugc diéu tri b trg sau phau thuat (96,5%)

2. Két qua diéu tri va tién lwong

- Khéng c6 céc bién ching phau thuat tram trong anh huong 16n dén
bénh nhan va phac dd diéu tri.

- Boc tinh hda tri trén hé huyét hoc, gan than, da niém mac cha yéu 1a
d6 1 va II. Khong ¢ doc tinh quan trong anh hudng dén phéc do diéu tri

- Ty I8¢ tai phét thap 7,9%

- Ty I€ di cén xa 28,1%

- Di can tang va di can nao thuong gap, it gap di can xuong

- Ty 18 sdng thém toan b 3 nam, 4 nam va 5 nam lan luot 12 91,3%;
87,6% va 82,0%. Ty & sdng thém khong bénh 3 nim, 4 nim va 5 nim
lan luot 12 85,9%; 79,0% va 72,7%.

- Céc yéu t6 anh huong dén thoi gian séng thém toan bo va song
thém khong bénh sau diéu tri I kich thudc u, di can hach va d6 md hoc
trong phan tich da bién.

KIEN NGHI

1. Can xac dinh ung thu va c6 b ba &m tinh la thé bénh ung thu
v dac thu, c6 tién trién nhanh va tién lugng xau dé chi dinh
diéu tri chinh x4c, diéu trj sém cho bénh nhan.

2. Tiép tuc nghién ctu véi thoi gian dai trén ddi tugng bénh nhan
ung thu v ¢6 bo ba am tinh. Nghién ciru dac diém sinh hoc
bang cach ting cudng cac ddu 4n héa md mién dich dé xac dinh
méi tuong quan 1am sang va dic diém phan tir trong ung thu v
c6 bo ba thu thé &m tinh
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INTRODUCTION

Breast cancer is the most common cancer in women in the world and
the highest cause of death among cancer deaths in women. In 2012,
(GLOBOCAN) There was 1.670.000 new cases and 521.907 deaths of
breast cancer. In United Stated, 2012, there was about 408.200 new
cases and 92.000 deaths of breast cancer. In Vietnam, acording to data
of Cancer target control Project 2010, there was 12.533 new cases of
breast cancer, with incidence by age was 29.9/100.000. In breast cancer,
types with triple negative hormone receptor was about 15% of cancer
cases. The term Triple negative breast cancer (TNBC) has been
determined as a breast cancer biology type caused by the expression
lacking of homone receptors ER and PR as well as no exessive
expression of epithelial human epidermal growth factor receptor 2 on
cells surface. Triple negative breast cancer includes about 75% was
basal — like carcinoma. In contrary, there is about 75% of basal — like
carcinoma is triple negative. Basal — like carcinoma with extension
charactericstic and poor survival prognosis, is usually has high
histology grade and poor differentiation when analysing cell
morphology.

In clinical charactericstic, triple negative breast cancer is usually in
young women, pre-menopause, relating to bulky tumor, late clinical
stage, distant metastasis, high gistology grade.

In management of triple negative breast cancer, beside surgery, this
is the cancer type which has good responde to chemotherapy, therefore
it can be treated by chemotherapy even early stage TINO. Regimens
give high responde rate are anthracycline and taxanes, these are
standard regimens for neo-adjuvant and adjuvant protocols with good
clinical and pathology responde. However, this is still a poor prognosis
cancer, with disease free survival and overal survival worse than other
breast cancer types.

In the world, there were many studies about this type of breast
cancer, but in Vietnam, studies in triple negative breast cancer was still
very limitted on clinical, treatments and prognosis. Therefore we choose
this thesis with following purposes:



Purposes:

1. Considering clinical, sud-clinical of breast cancers with negative
triple hormone receptors ER, PR and Her 2.

2. Evaluating results of surgery associating with adjuvant
chemotherapy in breast cancer with triple negative ER, PR, HER
receptors and prognosis

Reality significance and new contribution of thesis:

This is the first study in country which applies standard protocol as
surgery associating with adjuvant chemotherapy in breast cancer with
triple negative, our study applies for all cases diagnosed of triple
negative breast cancer even early stage T1NO. Study describes overall
characteristics of pathology, prognosis and treatment results. Study
achieves encouraging results: Acumulative overall survival 3, 4 and 5
years was 91.3%; 87.6% and 82.0%, respectively; acumulative disease
free survival 3, 4 and 5 years was 85.9%; 79.0% and 72.7%,
respectively. The univariate analysis defined factors relating to overall
survival and disease free survival. The multivariate analysis defined
independent factors to overall survival and disease free survival.

Study was done at prestige cancer treatment hospital. Data was
collected and analysed by appropriate statistic fomulars. Therefore our
thesis is scientific, new result and reality significance, which are very
important in breast cancer treatment.

The structure of thesis:

The thesis consists of 130 pages with 4 main chapters: introduction (2
pages), chapter 1. Overview (37 pages), chapter 2. Patients and Method
(16 pages), Chapter 3. Results (35 pages), Chapter 4. Discussion (37
pages), Conclusion and Recommendation (3 pages). The thesis has 56
tables, 20 charts and 178 references (8 Vietnamese and 170 English)

Chapter 1. OVERVIEW
1.1. Benefit rationals in management of triple negative breast cancer
Triple negative breast cancer is the poorest prognosis of breast
cancer, initial treatment is radical surgery, chemotherapy is the unique
effective systemic treatment until now. Authors Sorlie et al. (2001),
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Nielson et al. (2004), Carey et al. (2006), Morris et al. (2007), Liedtke
et al. (2008), Dent et al. (2007), Kennecke et al. (2010) concluded of
molecular characteristics of triple negative breast cancer were: high
histology grade, high meiosis index, poor diferentiation so that it is
sensitive to chemotherapy.

Benefits achieved from trails has been concluded as following:

+¢ High responde rate in neo-adjuvant with anthracyclin taxanes

+«¢ Combination of anthracycline and taxane improves outcomes

+¢ Combination of chemotherapy and surgery improves outcomes

¢ New regimens trials have not show apparent benefits

In studies of Liedtke et al. (2008), Dent et al. (2007), Hayes et al. 2007,
Isakoff et al. (2010) and MA 5, GEICAM 9805, BCIRG 001, CALGB-
40.603 trials, has made foundation of apllying combination protocol of
surgery and chemotherapy in management of triple negative breast cancer
1.2. Studies in country about TNBC:

Study of Nguyen Viet Dung et al. (2011) initially defined prognosis
factors in TNBC.

Study of Phung Thi Huyen et al. (2011) initially defined some
clinical and sub-clinical characteristics of TNBC.

Study of Vu Hong Thang et al. (2012) evaluated effect of neo-
adjuvant chemotherapy in TNBC compared to no chemotherapy,
documented initial benefits for survivals.

Study of Nguyen Van Chu et al. (2016) defined molecular
characteristics of TNBC on immuno-histology.

Chapter 2. ELIGIBILITY AND METHODS

2.1. Eligibility
Breast cancer patients treated by combination of surgery and
chemotherapy at oncology center — Hue central hospital from March
2009 to March 2016
Inlude criteria
= Breast cancers with clinical stage I, II, 111 by AJCC 2010 classification.
= Pathology was infiltrative carcinoma by WHO 2003 classification
= Treated by surgery and chemotherapy.
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= Pathology classification by Scarff-Bloom-Richardson with
infiltrative ductal carcinoma

= |mmunohistolochemistry result was: ER, PR and Her2/neu are negative
Exclude criteria

= Unadequate documentation

= In situ carcinoma

= Previous cancers which were recurrent and metastasis during

research period

= Distant metastasis at time of diagnosis

= Unfinished treatment with surgery and 6 or 8 cycles of chemotherapy.

= Pregnants or imflamative BC

= Unable to collect data after treatment
2.2. Methods
* Study design

Describing study with clinical intervention, no comparation.
* Time and location of study
From March 2009 to March 2016, at Hue central hospital.
* Population seize for describing study
Defined by fomular:
4= Z2-a) - P- (1-p)
d2

n is population seize

Z is respective ratio achieved from Z table relatiing to selected o

(usually chose Z is 95% relating to Z- «2) = 1,96 and o = 0,05),

a is significant level of statitis,

p isassume effect,

d is estimative error in which gradient of study results are not so
different (d=0,1)

We chose p= 0.64 equivalent to 5 years overall survival (64%)
TNBC of Liedkle et al.’s study (2008). We calculated population seize
was n = 88
2.3. Criteria of study
2.3.1. General characteristics

- Cancer distribution by aged.

- Some risk factors.



2.3.2. Pathology characteristics
2.3.2.1. Clinical and sub-clinical characteristics before and during surgery

- Seize and sites of tumors

- Tumor characteristics, extension status

- Regional lymph nodes (axillary, supra-clavicle)

- Characteristics of lymph nodes

- Cytology tests, mamography

Tumors and lymph nodes were marked anatomically and analysed
for pathology
< BC stage
= TNM- AJCC 2010 classification
= Staging by AJCC 2010 classification
= Previous treated patients were re-classified by AJCC 2010
Clinical stage diagnosis based on evaluations before and during surgery
» Comparing to pathology diagnosis (pTNM) for staging.

Pathology:
Pathology results were performed at Pathology Department — Hue

Central Hospital

Patients treated from 2009 to 2010 were tested immuno-histology at
Pathology Department — National cancer hospital

Defining histology types of candidates: histology classification by
WHO 2003 including of 20 types.

Defining histology grades: applied to infiltrative ductal carcinoma.

Histology grades has been calculated as following:

7
0.0

4

*,

L)

Grade I: Well differentiated : 3-5 points
Grade II: Moderate differentiated:  6-7 points
Grade IlI: Poor differentiated: 8-9 points

Defining ER, PR, HER2 (-) on immunohistochemistry
2.3.3. Treatment protocol: surgegy in combination of chemotherapy:
modified radical or conservative mastectomy combined with
chemotherapy protocol:

Anthracyclin (FAC, AC, FEC) every 3 weeks, 6 cycles

Anthracyclin +Taxane:

+ TA: 6 cycles, every 3 weeks

+ AC-T: 4 cycles AC every 3 weeks, followed by 4 of Paclitaxel,
every 3 weeks
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Adjuvant treatment after 3 - 4 weeks of surgery

BC stage I1IC cases were treated by chemotherapy before surgery,
then considered radical surgery

Adjuvant radiotherapy for positive axillary lymph nodes and tumor
size 5¢cm or above.
2.3.4. Evaluating combination result of surgery and adjuvant chemotherapy
Responds, complications, toxicities:

- Postoperative complications

- Evaluating toxicities: acording to evaluation criteria by WHO (2000)
including toxicities of hematology, non-hematology, digestive toxicities.
Recurrence:

- Recurrence rate

- Recurrence time
Distant metastasis:

- Distant metastasis rate

- Distant metastasis sites

- Distant metastasis time
Survivals

- Disease free survival

- Overall survival
Evaluating prognosis of TNBC:

+ Ages + Postoperative radiation
+ Menopausal status + Histology grade

+ Tumor size + Cancer stage

+ Lymph node metastasis + Distant metastasis

+ Chemotherapy protocol
Defining prognosis factors independently in multivariate analysis
2.4. Data analysis
Collected, coded, managed, analysed data by SPSS 16.0 software
Used algorithms: Frequency, ratio, average value, comparision of
two average values, comparision of couple data; use of relating
verification 2
Survival calculated by Kaplan- Meier method, use of Log rank verification
Use Cox progression model in multivariate analysis to define
independent prognosis factors
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Chapter 3. RESULTS

3.1. Clinical and subclinical characteristics

3.1.1. Ages

- Ages range 24 to 76 years old.
- Average age was 48.18 (SD = 0.97)
- 'Young age, 64.1% < 50 years old

Rate %
50 - 421
40
30 20.2 22.8
20 1 105
101 18 26
0
20-30  31-40 4150 51-60 61-70  71-80
3.1.2. Clinical and sub-clinical characteristics
Characteristic No of Pts %
Risk factors Family history 9 7.9
Early menstruation 11 9.6
Late menopause 5 4.4
Having no child 7 6.1
Reason of Breast tumor 106 93.0
hospitalization Others 8 7.0
Menopause Premenopausal 70 61.4
status Postmenopausal 44 38.6
Cytology (+) 97 85.1
(-) 5 4.4
Suspected 12 105
Mammaography (+) 44/87 50.6
(-) 43/87 49.4
Core Biopsy (+) 23/25 92.0
(-) 2/25 8.0




3.1.3. Clinical symptoms

Clinical symptoms No of Pts | Rate %

Upper — inner quadrant 15 131

Lower — inner quadrant 9 7.9
. Upper — outer quadrant 51 44.7
Sites of tumor Lower — outer quadrant 38 33.3
Central 25 21.9

Whole breast 6 53

Solid tumor 114 100
Single tumor 108 94.7

2 tumors or above 6 53

Clear boundary 65 57

Characteristics of | Unclear boundary 49 43
tumors, lymph nodes | Orange rough 8 2.6
Skin ulcer 3 2.6
Breast pain 14 12.3
Clinical axillary LN 55 48.2

Supraclavicle LN 4 35

- Tumors were mostly at upper — outer quadrant site
- Most tumor is single, clear boundaries. There was 43% tumors
with rigid boundaries, unclear exposure to breat tissue.

3.1.4. Histology types

Histology types No of Pts Rate %
Infiltrative ductal carcinoma 94 82.5
Medullary carcinoma 1 0.9
Infiltrative lobular carcinoma 6 5.3
Mucious carcinoma 3 2.6
Papillary carcinoma 2 18
Metaplastic carcinoma 4 35
Other carcinomas 4 3.5

Total 114 100

Infiltrative ductal carcinoma is the most common.




3.1.5. Histology grade

Histology grade No of Pts Rate %
Grade | 5 5.4
Grade Il 45 48.9
Grade Il 42 45.7

Total 92 100
Most is high grade histology.
3.1.6. Proceduces of surgery
Proceduces of surgery No of Pts Rate %
Conservative surgery 4 35
Modified radical mastectomy 110 96.5
Total 114 100

Conservative surgery was applied for tumor size under 2cm

3.1.7. Staging after surgery

Stage No of Pts Rate %

I 6 53

A 48 42.1

1B 30 26.3

A 16 14.0

"B 10 8.8

I"nc 4 35

Total 114 100

4 Pts at stage I11C with supraclavicle extension (N3).
3.1.8. Chemotherapy protocol
Chemotherapy protocol No of Pts Rate %

Single Anthracyclin 25 21.9
Taxane combined with Anthracyclin 89 78.1
Total 114 100




- Major protocal was combination of Taxane and Anthracycline
- Sequencing protocol Anthracyclin followed by Taxane sau has

been applied after 2013.

- Adjuvant treatment after surgery was used for 96.5% Pts, 4 cases
of loco-regional progression (supraclavicle extension, without distant
metastasis) was treated by neo-adjuvant chemotherapy in order to
increase possibility of radical mastectomy.

3.1.9. Adjuvant radiotherapy

Adjuvant radiotherapy No of Pts Rate %
With Adjuvant radiotherapy 69 62.3
Without Adjuvant radiotherapy 45 37.7
Total 114 100

Radiotherapy - indicated - Pts received adjuvant radiotherapy after
chemotherapy, radiotherapy indications were for Pts with T3, or T2
with axillary LN metastasis and 4 cases were operated conservatively.

3.2. Outcomes
3.2.1. Surgery complications

Surgery complications No of Pts Rate %
No complication 59 51.7
Swelling at operative site (axilla, breast) 22 19.3
Pain at operative site (arm, cheast wall) 11 9.6
Movement restriction 5 4.4
Lymphedema 2 1.8
> 2 complications 15 13.2
Total 114 100

Mostly were mild complications, caused no affect to adjuvant

treatments
3.2.2. Chemotherapy toxicities
3.2.2.1. Hematological Toxicities

All patients finished chemotherapy processes; There was no cardio-

vascular toxicity
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Number of Patients (%0) Total

Toxicity grade | Grade | Grade | Grade |Grade| Grade
(100%)

0 I I i \Y)
Leukopenia 56 (49.1)| 31(27.2) |21 (18.4)|4(3.5) |2 (1.7) | 114
Neutropenia |58 (50.9) | 25 (21.9) |18 (15.8)|5(4.4) | 8(7.0) | 114
Anemia 43 (37.7)| 51 (44.7) |19 (16.7) |1 (0.9) | 0(0) 114
Thrombocytopenia |95 (83.3)| 9(7.9) | 5(4.4) |5(4.4)| 0(0) 114

There was no severe toxicity to hematology affecting to chemotherapy

processes.

3.2.2.2. Liver and renal fuction disorders

. No of Pts ( %0)
Disorder Total
Grade Grade | Grade |Grade| Grade
grade (100%)
0 | 1 i v
SGOT 79 (69.3) | 22 (19.3) | 11 (9.6) [1(0.9) |1 (0.9 114
SGPT 79 (69.3) |22 (19.3) | 11 (9.6) |1 (0.9) | 1(0.9) 114
Ure 106 (93.0)| 6(5.3) | 2(1.7) | 0(0) | 0(0) 114
Creatinin [ 106 (93.0)| 6(5.3) | 2(1.7) | 0(0) | 0(0) 114

There was no severe disorders affecting to chemotherapy processes.
3.2.2.3. Toxicities to dermatology, mucous membrance, digestive tracts

No of Pts (%) Total
a
Grade Grade Grade | Grade |Grade|Grade
(100%)
0 I 11 i AV

Dermatology | 99 (86.8) | 15(13.2)| 0(0) 0(0) | 0(0) 114
Oral mucosa | 83(72.8) |19 (16.7)| 8(7.0) |4(3.5) | 0(0) 114
Vomitting | 20 17.5) | 81(71.1) | 12(10.5) | 1(0.9) | 0(0) 114

There was no severe toxicity affecting to chemotherapy processes.
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3.2.3. Loco-regional recurrence after treatment

Recurrent No of Pts Rate %
Yes 9 7.9
No 105 92.1

Total 114 100

Earliest time of loco-regional recurrence was 11lmonths, latest was

48 months

3.2.4. Distant metastasis after treatment

Distant metastasis No of Pts Rate %
Yes 32 28.1
No 82 71.9
Total 114 100

Distant metastasis rate was high in our study

Site of metastasis | Frequency | Metastasis/Total No of Pts (%)
Lung 18 15.8
Bone 3 2.6
Brain 10 8.8
Liver 10 8.8
Total 41/32 pts

Mostly were solid metastasis, especially was lung, then brain and liver
3.2.5. Survival after treatment
3.2.5.1. Overall survival

Table 3.26. 3 years, 4 years and 5 years overall survival

. Time
Overall survival
3 years 4 years 5 years
Cumulative survival rate 91.3 87.6 82.0

Average survival

68.1 months (SE= 3.35)

Average following up time

36.85 + 2.28 months (7 - 89)
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Survival Function

—1Survival Function
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3.2.5.2. Survival by relating factors which are significant in univariate analysis

Survival Functions
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Survival by tumor size (p<0.001)
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Survival by LN metastasis (p< 0.001)
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Survival Functions

Cum Survival

T T T T T T
oo 20.00 40.00 60.00 80.00 100.00

thoi gian theo doi
Survival by cancer stage (p<0.001)
*Prognosic factors of overall survival in multivariate analysis

Factor p OR Cl1 95%

Ages 0.678 | 0.724 | 0.158 | 3.314

Menopause status 0.525 1561 | 0.395 | 6.163
Axillary LN’s Histopathology | 0.005 |20.293 | 2.434 |169.186
Histology grade 0.039 |14.722 | 1.150 |188.509
Cancer stage 0.083 8.081 | 0.401 | 10.798

Chemo Protocol 0.526 2.224 | 0.188 | 26.330
Tumor size 0.003 |15.178 | 2.525 | 91.226

Axillary LN extension on histopathology, histology grade and tumor
size ware independent prognostic factors.
3.2.5.2. Disease free survival

. . Time
Disease free survival
3 years 4 years 5 years
Cumulative DFS 85.9 79.0 72.7
Average DFS 59.87 months (SE= 3.67)
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* Prognostic factors of disease free survival in multivariate analysis

Factors p OR Cl 95%

Age 0.167 | 0.482 | 0.171 | 1.356

Menopause status 0.063 | 2.639 | 0.948 | 7.348
Axillary LN’s Histopathology | 0.009 | 5.420 | 1.538 | 19.093
Histology grade 0.028 | 16.169 | 1.349 |193.865

Cancer stage 0.886 | 0.910 | 0.252 | 3.291

Chemo Protocol 0.594 | 0.698 | 0.186 | 2.614

Umor size 0.002 | 0.125 | 0.033 | 0.479

Axillary LN involvement, histology grade and tumor size were
independent prognostic factors.
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Chapter 4. DISCUSSION

4.1. Patients’ Characteristics
4.1.1. General characteristics

Breast cancer (BC) is the cancer type in different aged group of
women, we used to treated many BC patients who were very young,
under 20 years old. Acording to worldwide studies, triple negative
breast cancer (TNBC) was common in young, pre-menopausal patients.

Acording to an analysis of Dent et al., average age at diagnosis was 53
y.0, significantly lower than other BC which was not TNBC (These BC
was in average age 57.7, with p < 0.0001).

Study of Liedkle et al. showed average age of TNBC was 48,
younger than which was not TNBC (50, with p =0.002), TNBC was
mostly in 40 to 60 years old, was 60.4%, and highest age was 40 to 49
y.0, 34.1%.

Average age of TNBC in our study was 48 y.o, and mostly was in 40
to 60 (64.9%), highest interval was 41 to 50 y.o (42.1%). Pts under 50
y.0 was 64.1%.

Most study comfirmed the same result, in Cai study, average age of
TNBC was 50 y.o, lower than average age of BC not Triple negative, in
these BC group, average age was 57.5 y.o0. Study of Yuan et al. Showed
57.8% of TNBC patients was pre-menopausal women, average age was
49.8 y.0. Yang also confirmed that, in comparision to other BC, TNBC
patients usually was more common in under 35 y.o group.

In many studies, pre-menopausal status was one of prognostic
factors of BC in general and TNBC in particular, because the biological
difference of both maintaining mentrution and menopause patients
affects treatment responde and prognosis. Carey et al. found that there
was a high rate of TNBC in American of Africa descent who were in
pre-menopausal and there was 39% of these patients was TNBC, this
rate was only 16% in Caucasian.

Common risk factors of BC such as menstrual status, marital status
and pregnacy were also observed in our study; and there was some
patients with these risk factors.
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Acording to Anders et al., TNBC has some contrary characteristics
to Positive hormone receptors (luminal types) such as: risk increasing
by number of delivering; the younger as first pregnancy (or the later
first mentrual period), the lower risk of BC they were. Some other
factors decreased risk of TNBC (basal-like type) such as: prolonging
breast-feed time, increasing number of breast-feeding. Obesity,
especially abdominal obesity in pre-menopausal and post menopausal
groups also increased risk, there was a closed relationship between BMI
and risk of TNBC.

There was a low rate of familar cancer in our study (7.9%)
suggesting to molecular nature; acording to studies, TNBC related to
BRCA1 mutation rate.

Some reports suggested TNBC had higher family cancer rate than
not triple negative BC. In those studies, patients had family history of
TNBC was higher than ones in not TNBC. This result showed that,
TNBC has tendency to be family heretic.

Acording to studies, TNBC usually appeared in younger ages, their
health examnination awareness is quite high. By routine examination,
most was discovered by organized breast cancer screening program on
dedicaties at risk, therefore most patients was initially discovered by
clinically palpated tumors. Among women were screened frequently for
BC, TNBC usually appeared in intermediate following up time between
two examninations (between two times of mamography), this partialy
showed rapidly progressive property of disease.

4.1.2. Clinical and sub-clinical characteristics

In our study, common site of tumor was upper outer quadrant, this is
the site that breast tissue reachs thickest and biggest volume; as well as
breast cancer in general, by sites, triple negative breast cancer (TNBC)
has similar property. Study of Nguyen Dinh Tung showed upper outer
quadrant was common (41.7%). There was difference about other
quadrads; our study had quite high site rates of lower outer quadrant
and central, other sites such as upper inner quadrant and lower inner
quadrant was lower than Nguyen Dinh Tung’s study.

Tumor site is an important prognostic factor, relating to LN
metastasis, upper outer quadrant associates to more rapidly axillary
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metastasis; in contrary, upper inner quadrant associates to internal
mamary LN metastasis, LN chain is difficult to control and has poor
prognosis. Tumors at 1/2 internal has tendency to extent to chest wall
more rapidly, causing disadvantages in radical treatment.

Tumor characteristics discovered in our study was not basically
different malignant breast tumor in general, most was single tumors
(94.7%), solid, clear boundary (57%); no cystic tumor; bulky tumor in
progressive stage, tumor could be found infiltrating to surround breast
tissues, solid and unclear boundary (43%), some cases with multi lumps
(5.3%). In late stage, tumor invades skin showing skin spams image or
breast skin ulcer, there was 6 cases with these properties in our study,
clinically palpated axillary lymph node (LN) was 48.2% cases, most
palpatable LN had invasive cancer suspection, all cases were tested by
LN cytology. Later cases were discovered supraclavicle LN before
treatment. These 4 cases were biopsied for histology and immuno-
histology, results showed TNBC and treated neo-adjuvant
chemotherapy before surgery, after that they were treated by radical
mastectomy and radiotherapy.

Beside clinical examination, preoperative diagnosis by fine needle
aspiration (FNA), mammography, ultrasound were well performed and
were obligatory criteria in order to improve accuracy of diagnosis result
before treatment. In study, cytology showed 85.1% positive case, all
these cases were confirmed by histology. Negative and suspective cases
were core biopsied or opened biopsied to comfirm diagnosis.
Mammography in our study was not used for all patients because
mammography X-ray machine stopped working due to repairing or
maintainance; on mammography, specific lesions for diagnosis such as
focused - micro-calcification, star-like lesions or atypical focuses in
49.4% cases, we classified lesions by BIRAD and only BIRAD 5 cases
were considered malignant lesions, this rate in our study was 50.6%.
Some lesions were considered high risk of malignancy which were
classified as atypical lesions, these cases were biopsied before radical
surgery. Acording to studies, TNBC had different properties on
mammography in comparision to BC with positive HER2 and positive
ER. Despite of bulky tumor at diagnosis, 18% TNBC expresses
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unclear on initial mammography. On mammography, TNBC is a mass
with clear boundary in 20-24% cases, no micro-calcification in 49% to
100% cases (ranging in studies) and was lack of typical suspective
properties of BC such as unclear mass boundary and central micro-
calcification.

Histologically positive axillary lympho node (LN) rate in
pathology of our study was 49.1%, this is a quite low result in
comparision to other studies. Researching on 180 TNBC cases, Dent et
al. defined 54.4% of LN metastasis in comparion to 45.6% of not
TNBC (p= 0.02). Jingdan et al. showed high rate of LN metastasis in
TNBC group 64.6% vs 48.1% of not TNBC, significant difference.

In study of Dent et al., average tumor size in TNBC group was 3
cm, higher than not TNBC group (2.1 cm, p < 0.001); in our study,
average tumor size was 3,8 cm on histology, comparing to tumor size in
clinical and histology showed no difference. After every operation case,
we evaluated inter-operation and postoperation tumor size exactly after
expossuring and removing off tumor and LN then sent specimens to
Pathology department.

About histology types, we had similar results. Most histology type
was infiltrative ductal carcinoma, 82.5%; infiltrative lobular carcinoma
was low rate, 5.3%; beside, there was very less of other histology types.
Clinical, sub-clinical characteristics at other sites in the worlds listed as
table below, also showed high rate of family cancer in Li Zang’s study
(2012). Study of Liedkle (2008) and Dent (2007) showed histology
grade 111 was higher than other studies. Axilary LN metastasis rate was
quite similar between studies, higher rate was in Jingdan Qiu’s study
(2016). Ductal histology was prominent in most studies; ductal
histology rate was high in Liedkle’s study (2008).

Study of Zingdan Qiu (2016) va Li Zang (2011) showed similar
results such as: high rate of family cancer and higher in not TNBC;
younger age in not TNBC group. Both studies indicated progressive
clinical characteristics was higher than not TNBC as: higher rate of
tumor 5cm or above, axillary LN metastasis was significantly higher,
stage 111 was significantly higher, histology grade Il1 was significantly
higher, recurrance and metastasis was earlier after treatment. Study of
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Liedkle (2008) is a typical about progression and poor prognosis with
32.5% tumor at 5cm or above; 85.1% tumor with histology grade I1I.
4.2. Outcomes

4.2.1. Surgery complications

We performed modified radical mastectomy in 96.5% cases, patients
was treated by mastectomy and axillary LN dissection, complications
mostly caused by axillary LN dissection. We advocated well
conservative LN dissection for organs as vessels, motor and sensory
nerves of axillary region; carefully and selectively tied vessels,
lymphatic ducts in order to minimize complications of axillary LN
dissection.

There was about 50% patients with postoperative comlications;
however, there was no severe complications affecting to patient’s
quality of life and following systemic therapy. Early complications
appeared during postoperative period and did not exessively delay time
of adjuvant chemotherapy. Postoperative complications were not severe
and well controlled, most was lymphatic swelling, pain at shoulders,
arms and chest wall skin; Incision care and movement function
rehabilitation helped well improvement of complications and did not
cause severe affects to patient’s quality of life.

Rate of postoperative complications was quite similar to Scanlon
applying research, one kind of modified radical mastectomy perfomed
quite popular in BC treatment at Hue central hospital.

4.3.2. Chemotherapy toxicities

There were two chemotherapy protocols applied in our study
including: Anthracyclin based - multi drugs chemotherapy as FAC, AC
and FEC with 6 cycles for every 3 weeks; Combination protocol of
taxane and anthracyclin: AP (paclitaxel with doxorrubicin or
epirrubicin) 6 cycles for every 3 weeks and AC-T with 4 cycles AC for
every 3 weeks followed by 4 cycles paclitaxel for every 3 weeks.
Combination protocol of taxane and anthracyclin is for achieving
optimize treatment effect based on researchs’ evidences. These are quite
safe protocols, less toxicities in BC treatment.

In study, we found most toxicity cases of hematology, organs and
dermatology, epithelium or other systemic were at grade | and Il, some
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at grade Ill, 1V and were well controlled by medication and ensured
maintaining protocol, safety to patients. Comparing to some studies, we
had lesser toxicity grade Il and IV. Study of Francesco et al. (2012)
showed high rate of neutropenia grade Ill and 1V, 53% of postoperative
concurrent chemoradiotherapy protocol with intensifying Doxetaxel
combine with epirubicin and CMF.

Studies about chemotherapy toxicities for BC in general with similar
protocol as our study showed different results.

Study of Le Thanh Duc, applied AP protocol in neo-adjuvant treatment
for BC stage Il showed major toxicities was at grade | and I1.

4.3.3 Recurrence and metastasis after treatment

4.3.3.1 Recurrence

The recurrence rate in our study was 7.9%. Average recurrence time
was 24.33 months. The recurrence rate is quite similar to that of Jingdan
et al. (7.45%). Some studies have reported higher rates of recurrence,
Dent et al. (13%), Kyndy et al. (18%), Rodiriguez et al. (17.4%). The
local recurrence rate in these studies was significantly higher than non-
triple negative breast cancer.

Recurrence in our study mainly occurred in the first 3 years after
treatment, this result is in line with studies in the world.

4.3.3.2 Metastasis after treatment

The distant metastasis rate of my study was 28.1%, higher than that
of Jingdan et al. (20.5%), however, was lower than that of Dent et al
(34%).

The most common metastatic sites are lung, brain, and liver, and
bone metastases are very rare (3 cases). This metastasis is similar to
many studies in the world.

Some similarities in the world are comparable to ours. In these
studies, in addition to evaluating the characteristics of triple negative
breast cancer, the study also compared the differences between triple
negative breast cancer compared to non- triple negative breast cancer
4.3.4. Survival after the treatment and progonosis

Overall survival rates of 3, 4 and 5 year in our study were 91.3%,
87.6% and 82.0%, respectively; similar or lower than those of recent
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studies in Asia such as China, Taiwan; higher than some American or
European studies.

These rates are quite higher than those of Liedkle et al. In Liedkle's
study, in the triple negative breast cancer group, there were some
similarities with clinicopathology to us, such as ductal carcinoma type,
similarities in age and menopause. However, some differences, such as
stage 111 cancer, were found to be higher than those in our study. Grade
I11 histology accounts for 85.1% and treatments are mainly neoadjuvant
ones, inconsistent treatments between regimens, radical mastectomy
was only performed in 59.6% of cases. Liedkle's study also identified
factors affecting the level of pathological response including age at
diagnosis time, menopause status, histopathology, histological grade,
tumor size, axillary lymph nodes, neoadjuvant chemotherapy regimens,
the number of chemotherapy cycles and the type of surgery
(conservation or mastectomy). Treatment outcomes in the triple
negative breast cancer group have also shown some of the bad
prognosis in comparison to the non-triple negative group. Specifically,
the results were as follows: despite a very high rate of pathological
response, there is a decrease in the free-disease survival of three years
(p<0.0001) and overall survical of 3 years (p<0.0001).

The factors that reduce disease free survival include younger
age (p = 0.015), ductal carcinoma type (p = 0.0022), high grade
(p = 0.0016) and high tumor stage (p = 0.0056). The disease free
survivals of 1, 3 and 5 years in the TNBC groupe were 81%, 63% and
61%, respectively. Overall survival of 1, 3 and 5 years were 90%, 74%
and 64%, respectively.

Furthermore, triple negative breast cancer is associated with a higher
risk of visceral metastasis (p = 0.0005) and a lower risk of bone
metastases (p = 0.027); The survival after recurrent is also shorter
(p < 0.0001). High rate of recurrent and death is only in the first 3 years
after the treatment.

American or European studies also showed similar results at the
same time. Dent’s study showed a tendency toward poorer survival in
TNBC with high distal metastasis rate and death rate within 5 years of
treatment was 70%. The results depend on the prognostic factor
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including age, grade, nodal involvement, tumor size and chemotherapy
regimens. Clearly can be seen a high lymph node metastase rate and
predominantly grade 3.

Our research has identified factors that affect the survival are tumor
size, histology grade and axillary lymph node metastasis.

Jingdan's study shows poorer survical in the triple negative breast
cancer group, but the overall 5 year survival rate is also higher than that
of our study (88.51%). The study identifies factors affecting the
disease-free survival, including age, tumor size, axillary lymph node
status, clinical stage, histology, histopathology and surgical methods.
The study also identifies factors that affect overall survical which are
tumor size, axillary lymph node status, and clinical stage.

CONCLUSION

After a study on surgery combined with adjuvant chemotherapy for
114 triple negative breast cancers, | would like to draw the following
conclusions:

1. Clinical and sub-clinical features:

- Patients are predominantly aged less than 50, accounting for
64.1%, the highest is 41 - 50 years old

- Mainly in premenopausal period

- Average age was 48.17 + 0.97 (24-74)

- Patients hospitalized with breast cancer symptoms account for the
majority (93%).

- The tumor is usually a block, axillary lymph nodes seen 48.2% of cases

- Preoperative diagnosis with high accuracy, combined with clinical
examination, FNA cytology and core biopsy for accurate diagnosis of all
cases.

- Patients with stage Il cancer have the highest rate (68.4%), but
there are still many patients in stage 111 (26.3%).

- Histopathology Il and 111 account for the majority (84.6%)

- Infiltrative ductal carcinoma was 82.5%

- There was a significant correlation between tumor size and lymph
nodal metastasis, distant metastasis factors and cancer stage.
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- 96.5% of patients underwent modified radical mastectomy, breast
conserving surgery in 4 cases of tumor size less than 2cm and negative
axillary lymph nodes.

- Most chemotherapy is given adjuvant treatment (96.5%)

2. Treatment outcomes and prognosis

- There are no serious surgical complications affecting the patients
and the treatment regimen.

- Chemotherapy toxicities in hematological system, liver and kidney,
mucosal skin mainly in degrees | and Il. No significant toxicity affects
the treatment regimen

- Relapse rate was low at 7.1%

- The rate of distant metastasis was 28.9%

- Visceral and brain metastasis were common, few bone metastases

- Overall survival rates of 3 years, 4 years and 5 years were 86.1%,
74.3% and 64.6%, respectively. Desease free survival rates of years, 4
years and 5 years were 85.9%, 79.0% and 72.7%, respectively.

Factors that affect survival after treatment were tumor size, lymph
node metastases and histology grade. There were independent
prognostic factors for survival.

RECOMMENDATION

1. It is necessary to identify triple negative breast cancer as a
specific type of breast cancer, with rapid progression and poor
prognosis to indicate the precise treatment and early treatment
for the patient.

2. Continued long-term studies on patients with triple negative
breast cancer. Research on biological characteristics by
enhancing immunohistochemistry mackers to determine clinical
and molecular characterizations in breast cancer with triple
negative





