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PAT VAN PE
1. Ly do chon dé tai

Hién nay, trén thé giéi ciing nhu tai Viét Nam, xu hudng didu tri
hoa chét tién phau (HCTP) dugc mé rong ddi vai ca UTV giai doan sém.
Mt d6 dap tng mé bénh hoc voi diéu tri cd sy khac nhau gitra cac
truong hop. D3 co nhiéu hé théng phan d6 dap ung md bénh hoc
(MBH) véi diéu tri HCTP dugc dua ra. Viée danh gia dap (ng véi diéu
tri va do luong cac té bao ung thu con lai & md nguyén phat va hach
viing rat quan trong, diéu nay gidp cho viéc tién lwong bénh ciing nhu
dua ra phuong phap diéu tri phdi hop tiép theo. Viéc nghién ctu giai
phau bénh trén bénh pham phau thuat sau diéu tri HCTP véan duoc coi la
tiéu chuan vang cho viéc danh gia dap ung véi diéu tri hoan toan hay
khdng hoan toan.

Trén thé gioi da c6 mot sb nghién ctru giai phau bénh ung thu
via sau diéu tri HCTP ddng thoi danh gia sy boc 16 cua cac dau an mién
dich trén bénh pham phau thuat. Két qua caa nhiéu nghién ctru cho thiy
tac dong cua hoa chat diéu tri 1am bién ddi dac tinh sinh hoc cua khéi u,
do vay lam thay ddi su boc 16 cac dau 4n mién dich. Chinh vi vay, cac
nha nghién ctru déu cho rang sy boc 16 cac dau an mién dich nay can
dugc danh gia lai trén bénh phiam phau thuat. Tai Viét Nam chua c6
nghién ctiu giai phau bénh chi tiét dbi voi UTV c6 diéu tri HCTP ciing
nhu sy boc 16 mot s6 ddu 4n HMMD trén bénh pham phau thuat.

2. Muc tiéu ciia dé tai

1. Nhan xét mot s6 dic diém 1am sang, md bénh hoc va héa mo
mién dich ung thu va trude va sau diéu tri hoa chat tién phau.

2. Tim mdi lién quan gitra dap tng md bénh hoc vai mot sé dac
diém 1am sang, mé bénh hoc va héa mé mién dich trudc diéu tri héa
chat.

3. Nhirng dong gop cia luan an

Dap tng md bénh hoc trén bénh phdm phiu thuat theo phan loai
dap ung cua Hiép hoi UTV Nhat Ban 2007 thu duoc két qua: do 0, 1a,
1b, 2a, 2b, d6 3 khdng c6 thanh phan noi éng va do 3 c6 thanh phan noi
6ng lan luot twong ung 1 20,4%; 14,8%; 17,6%; 12%; 7,4%; 23,2% va
4,6%. Di can hach dugc danh gia riéng.
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Mot sd thay ddi cua md dém u sau diéu tri HCTP bao gém: hoai
ttr, m6 dém kinh hoa, nhay hoa, xuat hién tinh thé canxi, cholesterol, dai
thuc bao, té bao khé)ng 16 di vat. M6 dém xam nhép lympho bao: B¢ 1
chiém ty 18 62,8%, d6 2 chiém ty 1& 29,5%, d6 3 chiém ty 1& 7,7%.

Két qua nghién ctru ciia luan an cho thiy tac dong ctia hoa chat
diéu tri 1am thay d6i su boc 16 cac diu 4n mién dich. Trong d6, ER am
tinh chuyén dwong tinh 1a 33,3%, ER duong tinh chuyén 4m tinh la
10,3% (p<0,001). PR am tinh chuyén duong tinh 1a 17,6%, PR dwong
tinh chuyén am tinh 1a 33,3% (p < 0,001). Tuong ty, tinh trang Her2 &m
tinh chuyén duong tinh 14 28,9%, duong tinh chuyén 4m tinh 19,2% (p
<0,001). Ty 18 Ki67 thay dbi truéc va sau diéu tri HCTP: 17 truong hop
tang, 30 trudng hop giam murc d6 boc 16 Ki67, 31 trudng hop khong doi
(p =0,07).

4. Cau tric caa luan an

Luan an gdm 122 trang vai 5 chuong chinh: Pt van dé 2 trang,
Chuong 1 (Téng quan) 33 trang, Chuong 2 (Di tuong va Phuwong phép
nghién ctu) 16 trang, Chwong 3 (Két qua nghién ctiu) 28 trang, Chuong
4 (Ban luan) 40 trang, Chuwong 5 (Két luan) 2 trang va Kién nghi 1
trang.

Luan &n c6 34 bang, 27 anh va hinh, 5 biéu db, 123 tai liéu tham
khao (5 tai liéu tiéng Viét, 118 tai liéu tiéng Anh).

CHUONG 1. TONG QUAN

1.1. Chén do4n giai doan ung thw vi

Chan doan giai doan bénh theo hé thong TNM (UICC — 2010).

Xép loai giai doan theo AJCC tai ban lan thir 7 nam 2010 dua
vao TNM
1.2. Phan loai ung thw va
1.2.1. Phan logi mé bénh hoc ung thu vi

Phan loai md bénh hoc UTV theo phéan loai MBH nam 2012
cua WHO.

1.2.2. Phan logi phan ti ung thuw vi
1.3. Phén d mo hoc ung thw vii xim nhip
1.4. Panh gia dap Gng lAm sang sau diéu tri héa chit tién phiu

Tiéu chuan RECIST 2000
1.5. Panh gia dap irng mé bénh hgc
1.5.1. Tiéu chudn ddanh gid ddp trng mo bénh hoc

Céc tiéu chuin danh gia chu yéu dya vao so sanh quan thé té
bao u trén sinh thiét trude diéu tri va bénh pham phiu thuat sau diéu tri.
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Xac dinh mirc d6 dap tng dwa vao mac do giam hoac hét hoan toan té
bao u trén bénh pham phau thuat.
1.5.2. Mgt sé hg thong ddnh gid ddp iing md bénh hoc
*Hg théng phan loai dap ttng MBH theo Hiép Hoi UTV Nhat Ban nim
2007:
- Do 0: Khong dap wng:
- Pj 1: Pap tng mot phan
+ Pj la: Pdp g nhe: Thay d6i nhe o té bao ung thu va
hozc thay d6i rd nhung it hon 1/3 té bao ung thu.
+ D¢ 1b: Ddp ing vira: Bién doi rd 1/3-2/3 té bao ung thu.

- Do 2: Pap wng ro rét.

+Dj 2a: Thay déi rd rét: > 2/3 té bao ung thu so véi nhing
té bao ung thu con lai.

+ Dé 2b: Thay doi déc bigt rd rét: Thay d6i dap tng gan
hoan toan chi con vai té bao ung thu con lai.

- D§ 3: Pdp iing hoan toan. Hoai tir va/hoic hét té bao u vashoac
thay thé céac té bao ung thu bai mo hat va xo. Pap g hoan toan bao
gom cd hhimg truong hop con thanh phan ung thu ndi dng.

*Hg thong phan loai dap ung theo NSABP B-18 (National Surgical
Adjuvant Breast Project).
*Hg thong phan loai dap tng theo Miller-Payne
*Hg thong phan loai dap tng theo Pinder va CS
*Hg thong RCB (Residual Cancer Burden)
1.5.3. Bién déi ciia té bao u sau diéu tri hda chat
Nhiing thay d6i cua té bao u trén bénh pham phiu thuat 1a do
cac té bao u bi ton thuong do tac dong cuia hda chat diéu tri.
1.5.4. Bién déi mé dém u sau diéu tri hda chat
Trong md dém u, cd thé thay thanh mach kinh hoa, mé dém
thoai hda nhay, kinh hoa.
*Pdnh gid sw xudt hign cia cac té bao viém:
Céc té bao viém phan ung phé bién nhat 13 lympho hoic bao
gom cAc té bao viém hdn hop: turong bao, mo bao, té bao khong 16
1.5.5. Nhiing bién déi ciia md vi binh thuwong sau diéu tri hoa chat
Tac dong cua hoa chat diéu tri gdy doc cho té bao ciing xut
hién trong phan mo vu lanh gdy ra tang sinh xo xung quanh mang day
cua cac ong dan sira va 6ng tan tiéu thiy. Cac té bao biéu md phan tan
rai rac, t& bao va nhan to hon.
1.5.6. Pdnh gid hach sau diéu tri hoa chat
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*Giai phau bénh hach ving sau diéu tri (ypN) dénh gia theo

AJCC.

1.6. Biéu hi¢n cac ddu 4n héa mé mién dich

1.6.1. Biéu hién ciia cac ddu dén mién dich trwde diéu tri HCTP
1.6.1.1. Pdc diém thy thé ngi tiéet Estrogen (ER) va Progesteron (PR)
1.6.1.2. Bdc diém yéu té phét trién biéu bi Her2

1.6.1.3. Bdc d@iém chi sé6 nhan chia Ki-67

1.6.2. Biéu hién cia cac ddu d@n mién dich sau diéu tri HCTP
1.6.2.1. Pdc diém thy thé ngi tiet ER, PR va yéu té phat trién biéu bi
Her2

1.6.2.2. Pdc diém chi so nhan chia Ki67

1.7. Piéu tri héa chit tién phiu ung thw v

Anthracyclin va Taxan la hai hda chét co ban thudng duoc phdi
hop trong diéu tri HCTP ung thu vii. Trong nghién ctru ndy ching toi lya
chon céc bénh nhan dwoc diéu tri bang phac do TA (Docetaxel +
Doxorubicin), chu ky 21 ngay x 6 dot.

CHUONG 2. POI TUQONG VA PHUONG PHAP NGHIEN CUU
2.1. Pbi twong nghién ciru

Pbi twong nghién ctiu bao gdm 108 bénh nhan ung thu biéu md
tuyén va giai doan II, III dugc diéu tri hda chét tién phau phac d6 TA tai
Bénh vién K tir thang 11/2013 dén thang 7/2016.

2.1.1. Tiéu chudn lwa chen

- Nhitng bénh nhan dugc chan doan UTBM tuyén vii xam nhap,
giai doan Il — III, duoc diéu tri hda chét tién phau. Chi bi ung thu mot
bén vi. Chua dugc diéu tri dic hiéu (phau thuat, xa tri, hda chat, noi
tiét) cho ung thu vi. Bénh nhan dugc diéu tri HCTP: Phac d TA, chu
ky 21 ngay x 6 chu ky. Khong duoc diéu tri noi tiét tién phau déi voi
nhitng truong hgp TTNT duong tinh va khong diéu tri khang Her2 dbi
vai nhiing truong hop tinh trang Her2 duong tinh.

- C6 hd so bénh an day du.

- Bénh nhan c6 day du bénh pham sinh thiét 15i kim truéc diéu
tri: bénh pham sinh thiét bang I8i kim s6 14, it nhat 5 manh. Bénh pham
sinh thiét kim phai da dé 1am héa mé mién dich: ER, PR, Her2, Ki67.

- Bénh pham sau phau thuat duoc pha u va hach theo quy trinh.
2.2. Phuwong phap nghién ciru
2.2.1. Thiét ké nghién cizu: Phuong phap nghién ctiru mé ta cit ngang,
tién ciu.

2.2.2. Cémdu.
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Nghién ctiu cua ching toi bao gom 108 bénh nhan, thoa mén c&

mau nghién ctru, dam bao két qua nghién ctu tin cay.

2.2.3. Nghién ciru mgt sé dic diém 1am sang:

2.2.4. Nghién ciru md bénh hoc trwde diéu tri hoa cht tién phiu
2.2.4.1. Phan loai mé bénh hoc theo phéan logi cia WHO-2012:

2.2.4.2. Phan do m6 hoc

2.2.4.3. Nghién citu HMMD trude diéu tri hoa chat tien phdu trén bénh
phdm sinh thiét.

*K§ thuat nhuém hoa md mién dich: Tat ca cac trudng hop nghién
ctru déu dugc nhusm HMMD véi cac diu an ER, PR, Her2 va Ki67.

- Quy trinh nhuom HMMD dugc thuc hién trén may nhuém
HMMD tu dong Ventana.
2.2.4.4. Phan nhém phan ti+ dya vao si bgc 16 cac dau dn mién dich:

Theo huéng dan cua hoi nghi dong thuan St Gallen 2011, chap
nhan viéc sir dung HMMD thay thé dé xac dinh cac tip phan te UTV.
2.2.5. Nghién cizu mo bénh hoc sau diéu tri HCTP
2.2.5.1. Nghién cizu giai phau bénh dai thé
2.2.5.2. Nghién cizu gidgi phdu bénh vi thé
*Panh gia dap wng mo bénh hoc sau diéu tri hoa chit tién phau.

Phan loai theo Hiép hoi UTV Nhat Ban nam 2007. Tinh trang di
cin hach trén bénh pham phau thuat duoc dénh gia riéng theo AJCC.
*Panh gia mirc d9 Xam nhap cia c4c té bao viém, chii yéu 1a lympho
bao.

*Panh gia sy bién d6i cia mé dém u sau diéu tri HCTP

*Panh gia tinh trang di cin hach néch, phan loai theo AJCC
2.2.5.3. Nghién cizu s boc 16 mét sé dau an mién dich ung thue vii sau
diéu trj hoa chat tien phau.

2.2.6. Cac chi tiéu nghién cau

2.3. Pia diém va thoi gian nghién ciru

Tat ca bénh nhan trong tiéu chuan nghién ctu tai Bénh vién K
Ha Noi. Tt thang 11/2013 dén thang 7/2016.

2.4. Xir Iy s6 liéu: Theo chwong trinh EPI-INFO 2002.
2.5. Pao dirc trong nghién ciru

- Mau nghién ciru 1a bénh pham sinh thiét, bénh phiam phau
thuat ung thu vi, cac xét nghiém nay ciing nam trong quy trinh xét
nghiém duoc thuc hién tai Bénh vién K nham nang cao két qua diéu tri.
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, CHUONG 3. KET QUA NGHIEN CUU
3.1. Mot s0 dac diém 14m sang
3.1.1. Ddc diém nhom tudi

1.9%6.5%

Biéu do 3. 1. Pdc diém nhom tugi trong nhém nghién ciru.
Nhgn xét: Bénh nhan ¢ do tudi tir 50 — 59 chiém ty Ié cao nhat. Trung
binh tudi: 49 + 11. Tudi nho nhét Ia 26. Tudi cao nht Ia 76.
3.1.2. Tinh trgng kinh nguyét

49.1% O Trudc man kinh

@ Sau man kinh

Biéu do6 3. 2. Tinh trgng kinh nguyét
3.1.3. Kich thwdc u trwéc va sau diéu trj

Bdng 3. 1. Kich thudc u trwéc va sau diéu tri
Kich thuéc sau diéu tri A
Kich thuée <Sem ~5em Tong

trwoc di€u tri =

n % n % n %
<5cm 53 100 0 0 53 491
>5cm 48 873 7 12,7 55 509
Tong 101 | 935 | 7 6,5 108

Nhgn xét: Sau diéu tri, so bénh nhan c6 kich thuéc u >5cm
giam dang ké chi con chiem ty 1¢ 6,5%. Kich thude u trung binh trudc
diéu tri 1a 6,3 & 3,4cm, sau diéu tri giam con 2,2 + 1,9cm. p = 0,004.
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3.1.4. Pic diém giai doan u (T) trudc va sau diéu tri

50% -

N7 N0 /L
S1.U785.0%

44 5%

40%
30%
20%
10%

0%

& nhém T4.

TO T1 T2 T3 T4

Biéu do 3. 3. Ddc diém giai dogn u trudc va sau diéu tri )
Nhgn xeét: Sau dieu tri T giam chu yeu ve T1, T2 (37% va 38%), mot so
khong danh gia dugc u sau dieu tri (18,5%), va khong con truong hop ndo

O Truéc diéu tri
B Sau di€u tri

3.1.5. Dic diém hach trén lim sang truwde va sau diéu tri

60%
50%
40%
30%
20%
10%

0%

NO

59.3%

SU.U7%

N1
Biéu do 3. 4. Pic diém hach trwéc va sau diéu tri

N2

N3

B Truéc diéu tri
B Sau diéu tri

Nhgn xét: Sau diéu tri khong con truong hop nao N3.

3.1.6. Giai doan lim sang truwdc va sau diéu tri
Bdng 3. 2. Giai dog

an ldm sang triwde va sau diéu tri

Truée diéu tri

Sau diéu tri

Giai doan - % - %
Giai doan I I 0 0 42 38,9
. A 7 6,5 37 343
GiaidoanIl g 7 6,5 19 17.6
A 43 39,8 10 9,2
Giai doanIII | 1B 42 38,9 0 0
Inic 9 8,3 0 0
Tong 108 100 108 100
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Nhgn xét: Sau diéu tri HCTP khong con trudng hop nao & giai

ORECIST 2000

doan 111B va llIC.
3.1.5. Dap vng lam sang theo RECIST 2000

60% 54.6%

40%

26.9%
18.5%
20%
0% :

DUHT DUMP Giit nguyén

Biéu dé 3. 5. Ddp irng 1am sang theo RECIST 2000.
3.2. Mot so diac di€m mo bénh hoc va hoa mo mién dich trwéc va

sau diéu tri hoa chit tién phiu
3.2.1. Phan logi mé bénh hgc theo WHO 2012

Bdng 3. 3. Pdc diém md bénh hoc theo WHO 2012

Loai MBH n Ty 1€ (%)
Thé xAm nhip 93 86,1
Thé tiéu thity xAm nhép 10 9,3
Thé nhiy 3 2,8
Thé khac 2 1,8
Tong 108 100

3.2.2. Phén dp mo hoc trude diéu trj trén bgnh pham sinh thiét kim
Bdng 3. 4. Dac diem do mé hoc theo hé thong Nottingham

Po mo hoc n Ty 1€ (%)
Pj 1 8 74
bj 2 96 88,9
by 3 4 3,7
Téng 108 100

3.2.3. Pdc diém mo bénh hoc sau diéu tri hoa chdt tién phdu
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Bdng 3. 5. Pdc diém md bénh hoc sau diéu tri héa chat tién phau
(Theo phén loai dap g cua Hiép hoi UTV Nhat Ban 2007).

Pap img MBH n % n %
Pj 0 22 20,4 22 20,4
Do 1 o Ia 16 14.8 35 32,4
YT 19 17,6 =
~ Pja 13 12
Pj 2 D425 5 = 21 19,4
Dj 3 khong co 25 232
py3 1diong 30 27,8
B3 5 4.6
con nji ong
Téng 108 100 | 108 100

Nhgn xét: Pap tng MBH hoan toan trén khéi u nguyén phat la
27,8%. Trong o, sd trudng hop dap tng hoan toan khéng co thanh
phan ung thu ndi éng 12 23,2%.
Bdng 3. 6. Dic diém di cin hach ving sau diéu tri HCTP

Hach di céin n Ty 1€ %
ypNO 57 52,8
ypN1 32 29,6
ypN2 15 13,9
YPN3 4 3,7

Tong 108 100

Bdng 3. 7. Mgt sé bién doi mé dém u sau diéu tri HCTP

Mb dém n/108 %
Hoai tir 42 39,2
Kinh hoa 70 64,8
Nhay 19 17,6
Canxi hoa 17 15,7
Cholesterol 4 3,7
Dai thuc bao 16 14,8
Té bao khong 16 13 12
Téong 108
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Bdng 3. 8. Pdc diém xam nhdp lympho bao sau diéu tri HCTP

Lympho bao n Ty 1€ %
Po1 69 63,9
Do 2 31 28,7
b3 8 7,4
Tong 108 100

3.2.4. Biéu hign cia cac ddu an mién dich trwéc va sau diéu tri

Bdng 3. 9. Biéu hign cria cac ddu an mién dich truwde va sau diéu tri
DAiu 4n B . Truéc diéu tri Sau diéu tri
midndich | NC9ME T0e T 00 | s %
Am 53 49,1 30 38,5
ER Duong 55 50,9 48 61,5
Am 72 66,7 | 51 65,4
PR Duong 36 33,3 27 34,6
Am 65 60,2 47 60,3
Her2 Duwong 43 398 | 3l 39,7
Thdp 28 259 | 42 53,8
Ki67 Trung binh 39 36,1 7 9
Cao 41 38 29 37,2
Bdng 3. 10. Sw thay doi ciia ER trudc va sau diéu tri
ER sau diéu tri 2
EF\.’Atrlr(i.'c Am tinh Duong tinh Tong
diéu tri
n % n % n %
Am tinh 26 66,7 13 333 39 50
Dwong tinh 4 10,3 35 89,7 39 50
Téng 30 100 48 100 78

Nhgn xét: Sau dieu tri co 33,3% truong hop ER &m tinh chuyen duong
tinh, 10,3% truong hop ER duong tinh chuyén am tinh. p < 0,001.
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Bdng 3. 11. Sw thay doi ciia PR trwdc va sau diéu tri

. ___ PRsau diéu trj Téng
didu tri Am tinh Duwong tinh
: n % n % n %
Am tinh 42 82,4 9 17,6 51 65,4
Dwong tinh 9 33,3 18 66,7 27 34,6
Tong 51 27 27 100 78

Nhgn xét: Sau diéu tri HCTP c6 17,6% truong hop PR &m tinh
chuyén duong tinh, 33,3% truong hop PR duong tinh chuyén thanh &m
tinh sau diéu tri hoa chat tién phau. p < 0,001

Bdng 3. 12. Sw thay doi ciia Her2 truée va sau diéu tri

Her? trude _ Her2 sau diéu tri Téng
didu tri Am tinh Dwong tinh
: n % n % n %
Am tinh 37 711 15 28,9 52 66,7
Duwong tinh 5 19,2 21 80,8 26 33,3
Téng 42 100 36 100 78

Nhgn xét: C6 15 truong hop Her2 am tinh trudc diéu tri
chuyén thanh Her2 dwong tinh va 5 trudng hop Her2 duong tinh
chuyén thanh am tinh sau diéu tri HCTP. p < 0,001

Bdng 3. 13. Sw thay déi ciia Ki67 truéc va sau diéu tri

Ki67 sau diéu tri .
K|67Dt]1iwo'c Thép Tt)ritérr]]g Cao Tong
n % n % n % n %
Thép 14 636| 2 91 | 6 273 | 22 282
Trungbinh | 18 60 3 10 | 9 30 30 385
Cao 10 385, 2 7,7 |14 538 | 26 @ 333
Tong 42 538 | 7 9 29 37,2 78

Nhgn xét:‘cé 17 truong hop tang, 30 truong hop giam mirc do
boc 16 Ki67 sau dicu tri héa chat. Trung binh Ki67 trudc diéu tri 1a 36 +
25%, sau diéu tri giam con 23 + 25%. p=0,3
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Bdng 3. 14. Phan nhém phan ti theo HMMD truwéc va sau diéu tri

HCTP

Tip phan ti Truwéc diéu tri Sau diéu tri

n/108 % n/78 %
Long ong A 9 8,3 18 23,1
Long ong B Her2 (-) 23 21,3 9 11,6
Long ong B Her2 (+) 23 21,3 21 26,9
Tip Her2 20 18,5 15 19,2
Dang day 33 30,6 15 19,2
Tong 108 100 78 100

3.3. Lién quan giira dap irng m6é bénh hoc va mojt so dac diem lam

sang trudc dieu tri

Bdng 3. 15. Lién quan giiza ddp iing md bénh hec va nhom tudi

Pap trng m6 bénh hoc

Nt:?):” Y P 1 Dj 2 Pj 3 Tong
n| % n % ni % n| % ni| %
<30 3 428 3 428 | 0 0 1 (144 7 6,5
30-:39 | 4 | 21,1] 5 263 | 2 105 | 8 [ 421 19 | 17,6
40-49 | 4 |16,7| 6 25 51208 9 |375]| 24 | 22,2
50-59 | 6 | 143 | 15| 357 | 1| 262 | 10 | 23,8 | 42 | 38,9
60-69 | 4 | 286 | 6 428 | 2 | 14,3 2 1143 | 14 13
>70 1 50 0 0 1 50 0 0 2 1,8

Téng 22 (1204 | 35| 324 | 2 194 | 30 | 27,8 108

p=0,47

Bdng 3. 16. Lién quan giia ddp irng MBH va kich thwéc u trudc
dieu tri

Pap ing m6 bénh hoc -
Kich ™" 550 Do 1 D) 2 Db 3 one
thwoc u 2 g 2 2
% n % n % n % n %
<5cm 17 | 15 283 |10 189 | 19 358 | 53 | 49,1
>5em |13 23, | 20 364 (11 20 11 20 55 | 50,9
Tong |22 20 |35 324 (21 194 |30 27,8 108

p=0,31.
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Bdng 3. 17. Lién quan gida ddp ng mo bénh hoc va giai dogn u
trwde dieu tri (T)

T Pap iwng m6 bénh hoc 2
truse [ Py Po 1 PH 2 Ps 3 Tong
B "% [ n % [ n % | nl % | n | %
T1 0 0|0 o0 0 0 |1 101 09
T2 2 74| 9 333|5 185 |11 407 | 27 251
T3 4 12,1 8 25 | 9 281 |11 344 | 32 296
T4 | 16 33, | 18 375| 7 146 | 7 146 | 48 444
Téng | 22 20, | 35 324 |21 194 |30 278 108

p= 0,04
Bdng 3. 18. Lién quan gida dap itng MBH va ddp g 1am sang

Pap tng mo6 bénh hoc

I};:‘;’S‘;'r‘]g D) 0 Py 1 D)2 YE Tong
g n % n % n % n % n %
PUHT 1 5 |2 10 | 7 3 |10 50 | 20 185

DUMP 9 152 |23 39 9 152 |18 305| 59 546

Khong déi | 12 41,4 |10 345 |15 172 | 2 69 | 29 26,9

Téng 22 204(35 324 |21 194 |30 278 108

DUHT: Ddp umg hoan toan. PUMP: Ddp vng mét phan.p = 0,0004
3.4. Lién quan giira dap &ng md bénh hoc va dic diém mé bénh hoc
truwée diéu tri HCTP

Bdang 3. 19. Lién quan gid@a ddap irng m6 bénh hec va tip mé bénh hoc

Pap ing mé bénh hoc
bo 0 bo1 Do 2 b6 3

Tip Tong

MBH

n % | n % | n % | n % | n %

Thé XN | 20 215(30 323|116 172|27 29 | 93 86,1

Ti€éu

thiy XN 2 20 2 20 | 3 30| 3 30|10 93

Thénhdy| 0 0 |2 667| 1 333/0 o0 |3 28

Thé khac | O 0 1 501 5010 0 2 18

Téng 22 204|135 32421 19430 278 108




14

Nhgn xét: Tip nhay khong c6 truong hop nao PUHT. p = 0,7

Bdng 3. 20. Lién quan gida ddp 1rng mé bénh hoc va dé moé hoc

Po DPap vwng moé bénh hoc 2

mo | Do Pj 1 Pj 2 Pj 3 Tong

hoc | n % n % n % n % n %
bo1 |1 125 |3 375 3 375| 1 12,5 8 7,4
o2 |19 198 (31 323| 17 (17,7 29 | 30,2 96 | 88,9
o3 | 2 50 1 25 1 25 0 0 4 3,7
Ton |22 204 |35 324 | 21 194 30 278 108

p=05

3.5. Lién quan giita d4ap tng MBH va ddu 4n mién dich truéc diéu
tri HCTP

Bdng 3. 21. Lién quan giita ddp ring MBH va thu thé ngi tiét ER.

Pap ing mé6 bénh hoc
Tong
ER P§ 0 P 1 ) Pj 3
n: % n % n % n % n %
Amtinh [ 11 20818 339 [ 10 189] 14 264 [ 53 491
Difrfﬁg 11 20 |17 309 |11 20 | 16 29,1 | 55 50,9
Tong |22 204(35 324 |21 194| 30 278 108
p=0,98
Bdng 3. 22. Lién quan gia ddp ing MBH va PR.
Pap vwng moé bénh hoc Tén
PR Do 0 Po 1 P 2 Py 3 g
n % n % n % n % n %
{m 14 194 |24 333 |13 181 |21 292 |72 66,7
Dt‘?ﬁ'ﬁ'g 8 222|11 306|8 2229 25 |36 333
Tong | 22 204 |35 32421 19430 278 108
p=0,92
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Bdng 3. 23. Lién quan gida ddp irng md bénh hec va Her2.

Pap trng m

0 bénh hoc

Her2 | Do o Pj 1 Dj 2 Dj 3 Tong
n % n % n % n % n %
{m 15 23 |25 385|12 185|113 20 | 65 60,2
Dt‘lf’:;l‘g 7 163|10 233| 9 209 |17 39543 398
Téng | 22 204 (35 32421 194[30 278 108
p=0,11 ]
Bdang 3. 24. Lién quan gi@a ddap vng MBH va chi sé nhan chia Ki67.
. X Pap irng m6 bénh hoc 2
Cé‘i‘ﬁs;’ Do 0 Py 1 P02 | Po3 Tong
n % n % n % n % n %
Thip | 6 21411 393[ 5 179| 6 214 | 28 259
Tk;Lr‘]?lg 9 231|12 307|9 231 9 23139 361
Cao | 7 171[12 2927 171|115 366 | 41 @ 38
Tong | 22 204[35 324 |21 194 | 30 278 108
p=0,78 .
Bdang 3. 25. Lién quan ddp img MBH va tip phan ti truée diéu tri
. A Pap vwng moé bénh hoc 2
Tlpt?rhan D50 Do 1 P 2 TE Tong
n % n % n % n % n %
k"“g €13 333|4 444|1 111|1 111]|9 83
Longong | 4 47,18 348|6 261|5 217|238 213
B Her2-
Long ong
Bhers | 5 217 |5 217 |4 174|9 392 |23 213
TipHer2 | 2 10 |5 25 |5 25 [ 8 40 |20 185
Dangddy | 8 242 |13 394 |5 152 7 21,2 (33 306
Téng |22 204 |35 324 |21 194 |30 27,8 108
p=0,68
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CHUONG 4. BAN LUAN
4.1. Mot sb diic diém 1am sang ciia nhom nghién ciu
Vé tuéi mdc bgnh

So voi mot s6 nghién ciru cua mot sé tac gia nudc ngoai, két
qua nghién ctu ciing c6 su twong dong. Nhu nghién ctru cua Yoshioka
va CS trén 64 bénh nhan, cé tudi trung binh 52, nho nhat 28 tudi, cao
nhat 71 tudi. Trong nghién ctu caa Sethi D va CS tudi trung binh bénh
nhén la 46. Nghién ctu cua Jin va CS trong nhdm bénh nhan giai doan
11B-111B cho tudi trung binh 12 46 (tir 28 dén 69 tudi).

Vé tinh trgng kinh nguyét

Trong nghién ciu cua ching t6i, cac bénh nhan dugc diéu tri
HCTP phéc db TA, khong c6 trudng hop nao didu tri noi tiét tién phau
dbi véi nhimg truong hop trude mén kinh, c6 TTNT duong tinh nén yéu
t6 mén kinh khong lién quan dén diéu tri truéc phau thuat.

Vé kich thwéc u trwée va sau diéu tri

Trong nghién ciru ctia chung t6i, kich thudce u dugc chia lam 2
nhom < 5cm va > 5cm véi ty 1é gdp twong tng trude diéu tri 1a 51,9%
va 48,1%; sau diéu tri 12 93,8% va 6,2% (Bdng 3. 1). Két qua trén cho
thy sé luong bénh nhén c6 kich thude u >5cm dac bi¢t giam sau diéu
tri (tr 48,1% xudng con 6,2%). Sau diéu tri HCTP, s6 bénh nhan co
kich thudc u < 5cm ting dang ké. Kich thudc u trung binh giam dang ké
tir 6,2 cm # 3,2 cm xudng con 2,2cm + 1,8cm sau diéu tri HCTP. Ty 1é
kich thu6c giam sau diéu tri 12 64,5% (Bdng 3. 1).

Két qua nghién ciru cua tac gia Lé Thanh Bac va CS, Sethi D
va CS, von Minckwitz va CS: kich thudc u giam dang ké sau diéu tri
HCTP

Kich thuéc u giam sau diéu tri HCTP cho thay hiéu qua diéu tri
rd rét. Kich thudc u giam dong nghia voi giam giai doan trén 1am sang.
Vé giai doan utheo T

Biéu d6 3. 3 trong nghién ctru cia ching tdi cho thay c6 su thay
doi rd rét T trude va sau diéu tri. Sau diéu tri HTCP c6 18,5% truong
hop TO (Pap trng hoan toan trén 1am sang) va khong con truong hop
nao ¢ T4. Trong khi trudc didu tri s6 lwong bénh nhan & T4 chiém ty 18
cao la 44,5%.

Avci va CS ndm 2015 ciing cho thay T thay doi dang ké truéc
va sau diéu trj HCTP. Trudc diéu tri lan lugt T1, T2, T3, T4 Ia 16%,
64%, 12% va 8%. Sau diéu tri tuong (ng la 62%, 28%, 10% va 0%.
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Hay nhu nghién citu ciia Miglietta va CS ciing cho két qua sau diéu tri
HCTP khéng con gap bénh nhan ¢ T4.
Vé diic diém hach trén lam sang truwéc va sau diéu tri

Nghién ctru ciia chling toi: sau diéu tri HCTP, cha yéu tinh trang
hach 12 NO chiém ty I& 59,3%, khong con truong hop nao duge danh gia
N3. Nghién ctiu cua tac gia Avci va CS nam 2015, trudc diéu tri HCTP
dic diém hach nhém bénh nhan nghién ctu lan lugt NO, N1, N2, N3 la
63%, 35%, 1%, 1%. Sau diéu tri NO ting 1én 77%. Tuong tu, Diego va
CS nam 2016 cho két qua 55% giam giai doan hach tir N1 vé NO sau
diéu tri HCTP. Mot sb két qua nghién ctiu khac cho két qua giam giai
doan hach tir 30% - 40% sau diéu tri HCTP.

Céc két qua danh gia tinh trang hach trén 1am sang truéc va sau
diéu tri HCTP déu cho thay vai trd cua héa chat diéu tri trén hach.
Vé giai doan lim sang truéc va sau diéu tri

Trong nghién ctu cua ching tdi, cho thdy phan 16n bénh nhan
UTV c¢6 diéu tri HCTP ¢ giai doan 1A va 11IB (39,8% va 38,9%),
khong c6 trudng hop nao duge didu tri & giai doan I nhu mot s6 nghién
ctru khac. Sau diéu tri HCTP, s bénh nhan giam vé giai doan | chiém
ty 1€ cao 38,9%. Khong con truong hgp nao ¢ giai doan 1B va IlIC.
Tuong tu, nghién ctu cua tac gia Avci va CS ciing cho két qua cac
truong hop UTV sau diéu tri HCTP déu giam giai doan. Mot nghién
ctru khéc vé ung thu vaa ¢ didu tri HCTP trong nhém bénh nhén trudc
man kinh, dic diém giai doan bénh nhan nghién ciru nhu sau: giai doan
A 25%, 11IB 57%, I11C 18%.

Dudi tc dung cua hoa chat diéu tri da lam cho cac trudng hop
UTV giam duogc giai doan, phan Ién chuyén tir khong mo dugc thanh
md duogc. Tir d6 cho thiy dién cét s& dugc an toan hon.
Vé ddp g 1am sang theo RECIST 2000

Nghién ctu cia chdng ti cho két qua dap ung 1am sang hoan
toan 1a 18,5%, dap (ng 1am sang mot phan chiém ty 16 54,6%, bénh gii
nguyén 26,9% va khong c6 trudng hop nao tién trién (Biéu db 3. 5).
Nghién ctu cua Jin G va CS: Ty I¢ dap Gmg 1am sang cling nhu mo
bénh hoc khac nhau gitra cac phac db diéu tri hoa chat, khac nhau giita
cc quan thé bénh nhan nghién ciru. Diéu nay ciing thé hién cho chiing
ta thiy ung thu vii 1a mot bénh da dang va phuc tap.
4.2. Pac diém mé bénh hoc truéc va sau diéu tri
Vé phan loai md bénh hec trén bénh phdm sinh thidt 11 kim
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Ty I¢ UTBM xam nhap loai khong dic biét chiém ty 1¢ cao nhat
86,1%, UTBM thé tiéu thlly xam nhap chiém ty I¢ 9,3% (Bdng 3. 3).
Ciing nhu nhiéu nghién ciu khac ciia cAc tac gia trong va ngoai nudc, ty
Ié UTBM thé xam nhap khdng phai loai dac biét luén chiém ty Ié cao
nhat.

Vé dj md hoc

Trong nghién ciru cua ching t6i, 6 md hoc 2 chiém ty 1é cao
88,9%, dd mo hoc 3 ¢6 ty I¢ thap nhat 1a 3,7%. Ty 1é @ mo hoc cao hon
S0 Véi cac nghién ciru cua cac tac gia nudc ngoai. Nghién ciru cua tac
gia Nguyén Vin Chu va CS, phan d6 md hoc theo hé thdng Bloom-
Richardson va duoc cai bién boi Elston va Ellis (1991), cho két qua
PMH 1II chiém ty I& cao nhat 1a 53,9%, do 11 1a 35,2% va do | la
10,9%. Ty 18 DPMH khac nhau gitra cac nghién ctru cd thé do quan thé
bénh nhan nghién ciu khac nhau, hé thdng phan PMH dugc ap dung
khac nhau.

Vé phan logi ddp iing mod bénh hec sau diéu tri HCTP theo phan loai
ddp ng cia Higp hgi UTV Nhgt Ban 2007

Nghién ciu cua Mukai va CS cho két qua: Do 0: 5,2%; Do 1a:
39,7%; D0 1b: 21,4%; D0 2a: 15,6%; Do 2b: 3,1%; D6 3 c6 UTBM 6ng
tai chd: 6,6%; Do 3 khdng c6 UTBM bng tai chd: 8,4%. So véi két qua
nghién ciru cua chdng ti phan 16n ciing gap & nhom dap ung nhe (do 1-
32,4%).

Mac di cac hé thong phan loai cling nhu h¢ thdng déap tng chua
dugc tiéu chuin hoa nhung hau hét cac hé théng phan loai dap tmg da
cho thay lién quan giita mirc 6 dap ¢ng vai thoi gian SOng caa bénh
nhan. Dap tng MBH hoan toan bao gio ciing tién lugng tét hon dap tng
MBH khdng hoan toan.

Vé diic diém di cin hach ving trén bénh pham phdu thudr sau diéu tri
HCTP

Két qua nghién ctu cua chung t6i ciing twong duong voi két
qua nghién ctu cia Zhang va CS: ypNO chiém ty 1& 59,1%, ypN1
23,9%, ypN2 11,6% va ypN3 5,3%.

Mot nghién ciu khéc cua Shien va CS c6 két qua ypNO 1a 47%,
ypNL1 la 28%, ypN2 Ia 15% va ypN3 la 10%. Nghién ctu cua Zhao va
CS:ty 1&€ pNO la 32,95%, pN1 la 29,55%, pN2 la 22,73% va pN3 la
14,77%. Ty 1& di can hach sau diéu tri c6 lién quan dén thoi gian tai
phat tai chd véi p = 0,03. Hay nhu nghién ciru cia ERbes va CS nam
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2014: nhém khong diéu tri HCTP c6 ty 1é di cin hach cao gap 4 lan so
v6i nhém duge diéu tri HCTP.
Vé nhiing bién doi ciia mé dém u sau diéu tri HCTP

Trong md dém u, cd thé thdy thanh mach kinh hoa, mo dém
thoai hoa nhay. M6 dém collagen héa lién quan ¢ y nghia véi dap tng
MBH hoan toan va do thodi trién u véi p <0,05. Trong nghién ciru cua
ching toi (Bang 3. 7) ciing cho két qua tuong ty V€ mot s6 bién d6i md
dém thuong gip sau diéu tri hda chat bao gém: hién tuong hoai tir
(38,9%), kinh hoa mo dém (64,8%), nhay hoa (17,6%). Bén canh do,
Xuit hién cac tinh thé canxi (15,7%), cholesterol (3,7%) va cac dai thuc
bao 14,8%, té bao khong 15 di vat 12%.
Diic diém xam nhdp té bao viém trén mé dém u sau diéu tri HCTP

Cac nghién ctru danh gia mirc do xdm nhap lympho bao trong
mo dém u con da dang, chua thong nhat va tiéu chuin héa. Nhu nghién
ctru cua Ohtani va CS, chon diém gigi han 1a 30% va 50. Nghién ctu
cuia Sethi va CS phan loai lympho sau diéu tri hoa chat lam 3 d6. Két
qua cua nghién ciu ndy trén 90 bénh nhan cho thay loai 1 chiém 61%,
loai 2 chiém 33% va loai 3 chiém 6%.

Céc nghién ciru da goi y rang su xuat hién cua cac té bao lympho
trong mé dém co lién quan dén mién dich chong lai té bao ung thu.
4.3. Biéu hién ciia cac diu 4n mién dich truéc va sau diéu tri HCTP
Vé thu thé ngi tiét trwée va sau diéu tri

V& su thay d6i TTNT trudce va sau didu tri HCTP con ¢6 nhiéu
két qua trai nguoc nhau. Pa c6 nhidu nghién ciru danh gia su thay doi
cua ER va PR trudc va sau diéu trj HCTP.

Trong mot loat nghién ciru cua Taucher va CS, Van De Ven va
CS, Tan va CS; c6 su thay d6i boc 16 TTNT trude diéu tri va sau diéu
tri HCTP. Tuong tu két qua nghién ctru cua ching tdi (Bdng 3. 9). Sau
diéu tri HCTP 108 truong hop UTBM tuyén v, con lai 78 bénh nhan
dap ung khong hoan toan duoc tiép tuc danh gia sy boc 16 TTNT. Trong
s6 cac truong hop ER am tinh trude didu tri trén bénh pham sinh thiét
kim c6 33,3% ER &m tinh chuyén thanh ER duong tinh sau diéu tri trén
bénh phém phdu thuat. Trong sé cac trudng hop ER dwong tinh trudc
diéu tri c6 10,9% ER dwong tinh trude diéu tri chuyén thanh am tinh sau
diéu tri (Bang 3. 10). Ty I& boc 16 PR trudc va sau diéu tri 1a 33,3% va
34,6% (Bdng 3. 9). Trong s nhitng truong hop PR am tinh trude diéu
trj c617,6% PR am tinh chuyén dwong tinh. Trong s6 nhiing trudng hop
dwong tinh trude diéu tri c6 33,3% PR dwong tinh chuyén thanh am tinh
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sau diéu tri hoa chat tién phau (Nh@n xét: Sau diéu tri c6 33,3% truong
hop ER &m tinh chuyén duong tinh, 10,3% truong hop ER duong tinh
chuyén &m tinh. p < 0,001.

Bang 3. 11). Su thay doi ER va PR trudc va sau diéu tri déu c6
¥ nghia thong ké voi p < 0,001.

Sy thay d6i TTNT trudc va sau diéu tri HCTP ciing cho thiy
viéc can thiét phai danh gia lai trén bénh pham phau thuat déi vei
nhitg truong hop dap umg khong hoan toan dé c6 thé dua ra phac d6
diéu trj tlep theo mot cach phu hop nhat.

Vé ddc diém yéu té phat trién biéu bi Her2 trwéc va sau diéu tri
HCTP

Nghién ctru ciia Symmans va CS: hiém c6 sy thay doi khi so
sanh nhom duoc diéu tri HCTP véi nhom d6i chimg khong duge didu
tri HCTP. Két qua nay nguoc voi nghién ciu cua Varga va CS (2005),
Piper va CS. Nghién ctru cua chang tdi vé tinh trang Her2 cho thay c6
su thay doi tinh trang Her2 trudc va sau diéu tri HCTP trén bénh pham
sinh thiét I8i kim va bénh pham phdu thuat cho két qua sau diéu tri
71,1% truong hop Her2 am tinh va 80,8% truong hop Her2 duong tinh
khong thay doi. Co 28,9% truong hop Her2 am tinh trudc diéu tri
chuyén thanh Her2 duong tinh va 19,2% trudong hop Her2 dwong tinh
chuyén thanh 4m tinh sau diéu trj HCTP (Nhgn xét: Sau diéu tri HCTP
¢6 17,6% trudng hop PR &m tinh chuyén duong tinh, 33,3% trudng hop
PR duong tinh chuyén thanh 4m tinh sau diéu tri hda chat tién phiu. p <
0,001

Bang 3. 12). Su thay ddi Her2 trudc va sau diéu tri HCTP cO y
nghia véi p < 0,001.

Két qua cuiia cac nghién ciu trén cho thay tinh trang Her2 ciing
nhu su boc 16 caa TTNT can duoc danh gia lai trén bénh pham phau
thuat.

Vé diic diém chi sé ting sinh nhén Ki67 trude va sau diéu tri HCTP

Nghién ciru cua Neubauer va CS, Jin va CS: ¢6 su thay ddi chi s6
Ki67 trudc va sau didu tri HCTP. Nghién ctru cia chung t6i, trude didu
tri, chi s6 Ki67 thap 1a 25,9%, trung binh 1a 36,1% va c6 38% chi s6
Ki67 & mirc cao. Sau diéu tri HCTP ty ¢ Ki67 chi yéu ¢ muc thap
chiém 53,8%, mirc trung binh chi chiém 9%, trong khi chi s6 Ki67 mirc
cao van con chiém ty ¢ cao 37,2% (Bdng 3. 9). Két qua trung binh



21

Ki67 trudc va sau diéu tri & nhitng truong hop (dap tng khong hoan toan
cho két qua: truge diéu tri 1a 36 + 25%, sau diéu tri giam con 23 + 25%.
Trong s6 78 trudng hop dap tng khong hoan toan c¢6 17 trudng hop c6
chi s6 Ki67 tang sau diéu tri HCTP, c6 30 truong hop chi s Ki67 giam
sau diéu tri HCTP, s6 con lai khong thay doi.

Sy thay doi chi s Ki67 trén bénh pham phiu thuat so véi trén
bénh pham sinh thiét kim khi chua diéu tri HCTP moét lan nita cho thiy
su can thiét phai danh gia lai trén bénh pham phiu thuat dé co thé tién
luong bénh ciing nhu ¢6 hudng diéu tri tiép theo.

4.4. Lién quan giira dap ‘ng md bénh hoc véi mot sé diic diém 1am
sang, md bénh hoc va diu 4n mién dich trudc diéu tri hoa chit.
Vé lién quan giita ddp tng md bénh hec theo nhom tuai.

Lién quan gitra nhom tudi va dap wng md bénh hoc lai cho két
qua khéc nhau giira cac nghién ciru. Két qua nghién ctru cua ching toi
va cac tac gia khéac cho thay dap ang MBH khac nhau giita cac nhom
tudi, mac du sy khéc biét khong co y nghia thong ke.

Vé lién quan giita ddp ng MBH va kich thwéc u truée diéu tri.

Panh gia mdi lién quan giita dap ang MBH véi 2 nhém kich
thudc u cho két qua dap ang MBH hoan toan & nhom kich thude u <
5cm ¢6 ty 1€ cao hon nhom kich thudc u >5cm (35,8% so véi 20%) véi
p = 0,31 (Bang 3. 16). Két qua nghién ciru cia chiing toi ciing tuong tu
nghién ctru cua tac gia Lé Thanh Duc va CS, su khac nhau vé dap ung
MBH hoan toan ¢ 2 nhom kich thudc u < 5cm va >5cm khong c6 ¥
nghia thong ké vai p>0,05.

Tuy nhién, khi danh gia lién quan gitra dap tng MBH va giai
doan u theo T, két qua p=0,31.

Bdng 3. 17 cho thay dap tng MBH hoan toan cao nhat & T1 va
giam dan dén T4 c6 ty lé dap tng MBH hoan toan thap nhat véi p=
0,04.

Sy thay d6i kich thudc u trude va sau didu tri HCTP ¢6 ¥ nghia
thong k& cho thiy hiéu qua diéu tri ciing nhu y nghia cua phac dd
HCTP.

Vé lién quan giita ddp ng md bénh hec va ddp iing 1am sang.

Tuong tu, nghién ctu cua tac gia Lé Thanh buc, nghién cuu
cua ching t6i cho két qua ty I¢ DPUHT trén lam sang nhung khong
DUHT vé MBH la 50%. Ty I¢ BPUMP trén 1am sang nhung DUHT vé
MBH 1a 30,5%. Ty 1é PUHT trén 1am sang phu hop véi DUHT vé
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MBH 1a 50%. Lién quan gitra danh gia dap ung lam sang va dap tng
MBH c6 ¥ nghia thong ké vai p<0,05 (p= 0,04

Bang 3. 18).

Céc két qua v& dap tmg l1am sang va dap tng MBH cua cac
nghién ciru trén ciing cho thay khong cé su phi hop hoan toan vé dap
ung lam sang va dap ung mo bénh hoc.

Vé lién quan ddp ing MBH véi logi md bénh hoc trude diéu tri.

Nghién ctiu cua Vasudevan va CS (2015) cho thay ty 1& dap
tng MBH hoan toan cao nhit & nhdm UTBM thé tiéu thiy xam nhap.
Trong khi nghién ciru ciia Nagao va CS (2012) lai cho két qua dap ung
MBH hoan toan trong nhdm UTBM xa&m nhap cao hon nhém UTBM
thé tiéu thly xam nhap (22,6% va 7,1%), su khac biét co ¥ nghia véi p
= 0,032. Ciing trong nghién ciru nay, khong c6 truong hop UTBM thé
nhdy nao dap ung hoan toan. Két qua nghién ctru cua ching téi & Bdng
3. 19 cho thay tip tiéu thuy xam nhap va UTBM xam nhap khdng phai
dang dic biét c6 ty 1 dap tng MBH gin nhu nhau (30% va 29%), trong
khi tip nhay khéng c6 truong hop nao dap tng hoan toan (p= 0,7).

Vé lién quan giita ddp tng mo bénh hec va dg md hoc

Nghién catu cua Vasudevan va CS (2015), Nagao va CS, dap
ung MBH khéng lién quan véi do md hoc. Trong nghién ciru cua ching
t6i, két qua Bang 3. 20 cho thiy do md hoc 2 c6 ty Ié dap uwng MBH
hoan toan cao nhat, d méd hoc 3 khong c6 truong hop nao dap ung
hoan toan, p >0,05. Mic du c6 su khac nhau vé dap tng MBH giira cac
nhém d6 md hoc & cac nghién ciru nhung sy khac biét cua cac nghién
clru trén déu khong co ¥ nghia thong ké.

Vé lién quan giira ddp ng mo bénh hec va thu thé ngi tiét ER, PR

Nghién ctu cua chang tdi lai khdng cho két qua co ¥ nghia
thong ké vé& dap ng hoan toan theo su boc 16 caa TTNT ER, PR nhu
nghién cau ciia Kawajiri va CS, c6 thé do ty I¢ boc 16 ER, PR va ty I¢
dap ung MBH khac nhau trong mét quan thé nghién ciru khac hoic do
trong nhoém nghién ciu cia ching tdi bénh nhan duoc diéu tri bing
phac d6 HCTP khéc ciing nhu khong cé truong hop nao diéu tri noi tiét
tién phau.

Vé lién quan gii#a ddp itng md bénh hec va tinh trang Her2

Qua tham khao mét sé nghién ctru trong va ngoai nudc, ching
t6i nhan thay dap tng MBH hoan toan ¢ cac nhém Her2 am tinh va
dwong tinh 1a khac nhau. Nghién ctu khéc cua Kawajari cho thay nhom
Her2 duong tinh c6 ty 1€ dap ung MBH hoan toan cao hon nhom Her2
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am tinh (57% so véi 38%) p = 0,13. Tuong tu, nghién ctru cua ching téi
dap tng MBH hoan toan trong nhom Her2 duong tinh cao hon trong
nhém Her2 am tinh, p=0,11. Két qua nay c6 thé do trong nhém nghién
clru cua ching t6i khong c6 truong hop nao Her2 duong tinh dugc diéu
tri dich Her2 nhu mét s6 nghién ctru khac. Biéu ndy anh hudng dén ty
1é dap tng MBH hoan toan.
Vé lién quan gida ddp itng md bénh hoc va chi sé Ki67 truée diéu tri.

Nishimura va CS: Sy boc 16 Ki67 cao c6 lién quan dén ty lé dap
ung MBH hoan toan. Nghién ctu caa ching t6i, dap tng MBH hoan
toan cao nhat & nhom c6 chi sb Ki67 cao (36,6%), thap nhat & nhém cé
chi s6 Ki67 thip < 14% (21,4%). Tuy nhién, su khac biét khong co y
nghia thong ké vai p=0,78 (Bdng 3. 24).
Vé lién quan giita ddp itng md bénh hec va tip phan ti

Két qua nghién cau cua ching toi (Bang 3. 25) cho théy, ty 18
dap tng MBH hoan toan & tip l1ong dng A thap nhat 1a 11,1%. Pap ung
MBH hoan toan cao nhat & tip Her2 chiém ty 1¢ 40%. Két qua dap ung
MBH hoan toan theo tip phan tir ctia ching t6i cling phu hop vaéi nghién
ctru cua Niikura, Yoshioka, Kawajiri va Ooe déu cho két qua dap tng
MBH hoan toan cao ¢ tip Her2 (+), hiéu qua diéu tri thap nhat & tip long
ong A. Nghién cau cua Andrade va CS vé lién quan giita dap ung MBH
hoan toan vai tip phan tir trude didu tri HCTP cho két qua ty 1 dap ung
MBH cao ¢ nhém bo ba &m tinh va nhdm TTNT am tinh (31,5% va
31,7%). Tuong tu, mot nghién ciru trong nudc cua tac gia Lé Thanh Buc
va CS lai cho két qua dap tng MBH hoan toan cao nhat & tip dang day.

Phan 16n cac nghién ciu cho két qua tip Her2 c6 ty 1é dap tng
MBH hoan toan cao nht, tip long bng A ¢ ty 1é dap wng MBH hoan
toan thap nhat. Tip long dng A c6 ty 1¢ dap tng MBH thap nhét bsi véi
dic diém HMMD: ER (+) va/hoic PR (+), Her2 (-), Ki67 < 14% la dac
d1em ctia khdi u c6 do biét hda cao nhat, gan gidng vai té bao biéu md
tuyén vii binh thuong. Chinh vi vay, cac khdi u ¢ tip 1ong éng A dap
ing kém véi diéu tri hda chat 1a phu hop. Tuy nhién, trong nghién ctu
cua ching tdi, su khac biét vé dap tng MBH hoan toan & cac phan
nhém phan tir khong c6 ¥ nghia thong ké véi p=0,86. Piéu nay c6 thé
do cac bénh nhan trong nhém nghién ctu chua dwoc diéu tri noi tiét ddi
vai nhitg treong hop TTNT duong tinh va nhitng bénh nhén co tinh
trang Her2 duong tinh ciing chwa dugc diéu tri dich Her2 tién phau.

CHUONG 5. KET LUAN
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5.1. Mot so dic diém 1aAm sang va mé bénh hoc, ddu 4n mién dich
trwée va sau diéu tri héa chat tién phiu

Tudi trung binh mac bénh: 49 + 11. Ty 1é gap cao nhat & nhom
tudi 50-59 (38,9%). Sau diéu tri HCTP, kich thudc u trung binh giam
dang ké tir 6,3 = 3,4 cm xudng con 2,2cm + 1,9cm, p = 0,004. Trudc
diéu tri giai doan u chu yéu & T3, T4 (29,6% va 44,5%), sau diéu tri
khong con truong hop nado & T4. Tinh trang hach trude diéu tri chir yéu
N2 (50%), sau diéu tri khong con truong hop nao N3.

Trude diéu tri chi yéu bénh nhan cé giai doan 1am sang chi yéu
& HIA, 11IB (39,8% va 38,9%), sau diu tri khong con truong hop nao &
giai doan 1B va Il1C.

Ty I¢ dap tng 1am sang hoan toan theo RECIST la 18,5%.

Dap ang MBH trén bénh pham phau thuat theo phan loai dap
tng cua Hiép hoi UTV Nhat Ban 2007 c6 két qua do 0, 1a, 1b, 2a, 2b,
d6 3 khong co thanh phan ngi 6ng va do 3 ¢6 thanh phan noi 6ng lan
luot twong tng 1a 20,4%; 14,8%; 17,6%; 12%; 7,4%; 23,2% va 4,6%.

Dic diém GPB di cin hach sau diéu tri cho két qua: pNO, pN1,
pN2, pN3 Ian luot twong tng 13 52,8%; 29,6%:; 13,9% va 3,7%.

Mot s6 thay ddi cia md dém u sau diéu tri HCTP bao gom: hoai
tr, m6 dém kinh héa, nhay hoa, xuit hién tinh thé canxi, cholesterol, dai
thuc bao, té bao khong 16 di vat. Mo dém xam nhap lympho bao: Do 1
chiém ty 1¢ 62,8%, d6 2 chiém ty I& 29,5%, d6 3 chiém ty 1& 7,7%.

C6 su thay d6i TTNT trude va sau diéu tri. Trong d6, ER am
tinh chuyén dwong tinh 1a 33,3%, ER dwong tinh chuyén &m tinh la
10,3% v&i p<0,001. PR am tinh chuyén duong tinh 1a 17,6%, PR duong
tinh chuyén am tinh 1a 33,3% vai p < 0,001. Tinh trang Her2 c6 28,9%
truong hop Her2 am tinh chuyén duong tinh, 19,2% trudong hop duong
tinh chuyén am tinh véi p < 0,001. Ty & Ki67 thay do6i trudc va sau
diéu tri HCTP: 17 trueong hop tang, 30 truong hop giam mac d6 boc 16
Ki67, 31 truong hop khong doi. (p = 0,07).

5.2. Lién quan giira dap ‘ng méd bénh hoc véi mot sé diic diém 1am
sang, md bénh hoc va cic diu 4n mién dich trude diéu tri.

Dap tng md bénh hoc sau diéu tri HCTP c6 lién quan vdéi giai
doan khdi u, dap tng 1am sang véi p < 0,05. Tuy nhién, dap ung lam
sang hoan toan nhung khong cé nghia la dap ung moé bénh hoc hoan
toan va nguoc lai.

Ngoai ra, dap ung mo bénh hoc khéng c6 su lién quan cd y
nghia véi mot s6 yéu té 1am sang nhu nhdém tudi, nhém kich thuée u;
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mot s6 yéu té md bénh hoc nhu loai md hoc, @ mé hoc ciing nhu dic
diém HMMD: TTNT, Her2, Ki67, tip phan tir truéc diéu tri HCTP trén
bénh pham sinh thiét kim
KIEN NGHI

1. Panh gia dap ung md bénh hoc trén bénh pham phiu thuat
ung thu vaa sau diéu tri hda chét tién phau theo phan loai cua Hiép hoi
UTV Nhat Ban nén ap dung thudong quy dé gilp cac nha Iam sang co
chién lugc diéu tri tiép cho bénh nhan.

2. Can danh gia lai sy boc 16 dau 4n hod md mién dich trén
bénh pham phu thuat voi truong hop dap tmg khong hoan toan dé giup
céc nha 1am sang dinh hudng diéu tri tiép.
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INTRODUCTION
1. The reason to choose the thesis

Currently, in the world as well as in Vietnam, trend to
neoadjuvant chemotherapy is extended to event early stage breast cancer.
The level of pathological response to treatment is different from each
patient. There are many systems evaluate level of pathological response
to neoadjuvant chemotherapy were given. Evaluation of response to
treatment and measurement of residual cancer cells in primary tumor and
lymph is very important, which helps to prognose the disease as well as
to provide the next therapy. Pathological investigate on surgical
specimens after neoadjuvant chemotherapy is considered as gold standard
for evaluating complete response or not.

There are some studies about pathology of breast cancer after
neoadjuvant chemotherapy and evaluate the expression of
immunological markers in surgical specimens. The results of several
studies show that the effects of chemotherapy can change the biological
properties of the tumor cells, thus altering the expression of
immunological markers. Therefore, the researchers said that the
expression of immunological markers should be re-evaluated in surgical
specimens. In Vietnam, there are no detailed pathological studies for
breast cancer following neoadjuvant chemotherapy as well as for the
expression of immunological markers in surgical specimens.

2. Aims

1. Comment some clinical features, histopathology and
immunohistochemistry of breast cancer before and after preoperative
chemotherapy.

2. Find the relationship between histopathology and some
clinical features, histopathology and immunohistochemistry before
chemotherapy.

3. The contribution of the thesis

Evaluate histopathological response in surgical specimens
according to response classification of Japanese Breast Cancer Society
2007, the results were: Grade 0, la, 1b, 2a, 2b, Grade 3 without
carcinoma in situ and grade 3 with carcinoma in situ were respectively
20.4%; 14.8%; 17.6%; 12%:; 7.4%; 23.2% and 4.6%. Nodal metastasis
was assessed separately.
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Some changes of stromal breast cancer after neoadjuvant
chemotherapy include: necrosis, hyalinization, mucinization,
calcification, cholesterol crystal, macrophages, giant cells. Lympho
infiltrate in the stromal tumor: Grade 1 was 62.8%, Grade 2 was 29.5%
and Grade 3 was 7.7%.

The study show that the effect of the therapeutic agent changes
the endocrine receptor expression. Of these, ER negative change
positive was 33.3%, ER positive change negative was 10.3% (p
<0.001). PR negative change positive was 17.6%, PR positve change
negative was 33.3% (p <0.001). Similarly, Her2 negative change
positive was 28.9%, Her2 positive change negative was 19.2% (p
<0.001). Ki67 index changed before and after neoadjuvant
chemotherapy: 17 cases increased, 30 cases decreased Ki67 incidence
and 31 cases were unchanged (p = 0.07).

4. The structure of the thesis

The thesis contain 122 pages with 5 chapters: Introduction 2
pages, Chapter 1 (Review) 33 pages, Chapter 2 (Patients and methods)
16 pages, Chapter 3 (Results) 28 pages, Chapter 4 (Discussion) 40
pages, Chapter 5 (Conclusions) 2 pages and 1 page proposal.

There are 34 tables, 27 photos and figures, 5 charts, 123
references (5 Vietnam documents, 118 English documents)

CHAPTER 1. REVIEW

1.1. Diagnose stage of breast cancer

Diagnose stage according to TNM system (UICC — 2010).
Classify clinical stage according to AJCC, the 7th edition, 2010.

1.2. Classify breast cancer
1.2.1. Classification histopathology of breast cancer

WHO Classification of Tumour of the Breast, 4th ed, 2012
1.2.2. Molecular classification of breast cancer
1.3. Histopathological grade of invasive carcinoma
1.4, Evaluate clinical response following neoadjuvant
chemotherapy: RECIST 2000
1.5. Evaluathe pathological response
1.5.1. Standards of pathological response

Most of criteria is based on comparison of tumor cell
populations on pre-treatment biopsies and surgical specimens. Evaluate
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the level of response based on the level of reduction or complete
removal of tumor cells in surgical specimens.

1.5.2. Some systems assess the pathological response
*Histopathological criteria for assessment of therapeutic response in
breast cancer was established by Japanese Breast Cancer Society (2007
version):

- Grade 0: No response: Almost no change in cancer cells after

treatment
- Grade 1: Slight response
+ Grade la: Mild response: Mild changes in cancer cells
regardless of the extent, and/or marked changes in less than
1/3 of cancer cell.
+ Grade 1b: Moderate response: Marked changes in 1/3 or
more but less than 2/3 of cancer cells.

- Grade 2: Marked respose.

+ Grade 2a: High grade changes: Marked changes in 2/3
or more of tumor cells with apparent remaining cancer cells.

+ Grade 2b: Extremely hifh grade: Marked changes
approaching a complete response with only a few remaining cells.

- Grade 3: Complete response: Necrosis and/or disappearance of
all tumor cells, and/or the replacement of cancer cells by granulation
and/or fibrosis.

*Qther systems for response to treatment.
- NSABP B-18 (National Surgical Adjuvant Breast Project).
- Miller-Payne System
- Chevallier Method
- Sataloff Method
- RCB system (Residual Cancer Burden)
1.5.3. Changes of tumor cell after chemotherapy
The changes of tumor cells in surgical specimens after
chemotherapy is due to tumor cell being damaged by the
chemotherapeutic agent.
1.5.4. Changes of stromal tumor after chemotherapy
The wall of the vessel was hyalinization, mucinization and
hyalinization in the stromal tumor.
* Assess the presence of inflammatory cells
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The most common inflammatory cells are lymphoma or include
inflammatory cells that mix: plasma cells, giant cells, foarmy cells and
macrophages.

1.5.5. Changes of normal breast tissue after chemotherapy

The effects of cytotoxic chemotherapy also appear in the
normal breast tissue that causes fibrosis surrounding the basal
membrane of the ducts and lobules. The scattered epithelial cells, cells,
and nuclei are larger.

1.5.6. Assess lymph node after chemotherapy

Pathology of lymph node after chemotherapy is assessed

according to AJCC (ypN).

1.6. Immunohistochemical biomarker of breast cancer

1.6.1. Immunohistochemical biomarker of breast cancer pre-
chemotherapeutic

1.6.1.1. Endocrine receptor Estrogen (ER) and Progesterone (PR)
1.6.1.2. Human epidermal growth factor receptor 2 (Her2)

1.6.1.3. Ki-67 index

1.6.2. Immunohistochemical biomarker of breast cancer post-
chemotherapeutic

1.6.2.1. Endocrine receptor and Her?2 status

1.6.2.2. Ki-67 index

1.7. Neoadjuvant chemotherapy

Anthracyclin and Taxan are two basic chemicals commonly used
in the preoperative treatment of breast cancer. In this study we selected
patients, who was treated with TA (Docetaxel + Doxorubicin), a 21-day x
6 cycles.

CHAPTER 2. PATIENTS AND METHODS
2.1. Patients in research
There are 108 patients with adenocarcinoma of the breast, stage 11, 111,
were treated with chemotherapy pre-operative TA regimen at K
Hospital from November 2013 to July 2016
2.1.1. Criteria to choose patient
- Patients were diagnosed invasive adenocarcinoma of breast, stage 1l —
I11, were were treated with chemotherapy pre-operative.

Patients have only one side breast cancer. No specific treatment
(surgery, radiotherapy, chemotherapy, endocrine) for breast cancer.
Patients were treated with neoadjuvant chemotherapy: TA regimen, 21
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day cycle x 6 cycles. Preoperative endocrine therapy should not be used
in cases where endocrine receptor is positive and without targeted
therapy for cases of Her2-positive status.

- Patient have full record

- Patient have needle core biopsy specimens preoperative:
specimen core biopsy needle 14, at least 5 pieces. Needle biopsy must
be sufficient for immunohistochemistry: ER, PR, Her2, Ki67.

- The specimens after the surgery are cut and processed
according to the procedure.

2.2. Methods

2.2.1. Methods: Prospective observation

2.2.2. Number of patients: 108 patients

2.2.3. Study some clinical characteristics

2.2.4. Study pathology of breast cancer before neoadjuvant
chemotherapy

2.2.4.1. Classify histopathological types of breast cancer according to
WHO-2012

2.2.4.2. Classify histological tumor grade

2.2.4.3. Immunohistochemistry before neoadjuvant chemotherapy in
needle biopsies specimens

*Immunohistochemical staining technique: all of biopsies were
stained with Immunohistochemical with markers: ER, PR, Her2 and
Ki67. The process Immunohistochemical stain is performed on Ventana
automated machine.

2.2.4.4. Classify molecular subtype base on expression of
immunological markers:

Under the guidance of St Gallen consensus conference in 2011,
accept the use of alternative Immunohistochemic to identify the
molecular subtype of breast cancer.

2.2.5. Pathology of breast cancer after neoadjuvant chemotherapy.
*Evaluate pathological response after neoadjuvant chemotherapy

Classify under guidance of Japanese Breast Cancer Society (2007
version). Status of nodal metastasis in surgical specimens assessed
separately according to AJCC.

*Assess the level of infiltration of inflammatory cells, mainly
lymphocytes.
*Assess changes of stromal tumor after neoadjuvant chemotherapy.
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*Evaluate the status of axillary lymph node metastasis, classified by
AJCC
2.2.5.3. Study of the expression of some immunological markers of
breast cancer after neoadjuvant chemotherapy.
2.2.6. Research indicators
2.3. Location and time of study

All patients who meet study criteria in Hanoi K Hospital. From
November 2013 to July 2016.
2.4. Data processing: According to the EPI-INFO 2002 program.
2.5. Ethics in research

- The samples are biopsy specimens, surgical specimens in
breast cancer patients, and these tests are also in process at K Hospital.

CHAPTER 3. THE RESULTS

3.1. Clinical characteristics
3.1.1. Age groups

Patients aged 50-59 account for the highest proportion. The
average age is 49 + 11. The smallest age is 26. The highest age is 76.
3.1.2. Menstrual status
3.1.3. Tumor size before and after chemotherapy

Table 3. 1. Tumor size before and after chemotherapy

Post-chemotherapy
cherriLeerapy SSem 2oLl To
n % n % n %
<S5cm 53 100 0 0 53 49.1
>5cm 48 87.3 7 12.7 55 50.9
Total 101 @ 935 7 6.5 108

Comment: The average tumor size before treatment was 6.3 +
3.4 cm, after treatment reduced to 2.2 + 1.9 cm. p = 0.004.
3.1.4. Tumor stage before and after chemotherapy
After treatment, T was reduced in T1, T2 (37% and 38%), some
clinical complete response (18.5%), and none of cases in T4 group.
3.1.5. Clinical lymph node before and after chemotherapy
After treatment, there is no case in N3 group.
3.1.6. Clinical stage pre- and post - chemotherapy
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Table 3. 2. Clinical stage pre- and post - chemotherapy

Pre-chemotherapy

Post-chemotherapy

Clinical stage - % . 0%
Stage | [ 0 0 42 38.9
Stage I 1A 7 6.5 37 34.3

1B 7 6.5 19 17.6

1A 43 39.8 10 9.2
Stage 111 1B 42 38.9 0 0
11[e: 9 8.3 0 0

Total 108 100 108 100

Comment: There is no case in stage IIB and HIC after

neoadjuvant chemotherapy

3.1.5. Clinical response according to RECIST 2000
Clinical complete response 18.5%, partial response: 54.6%, stable

response: 26.9%
3.2. Some

histopathological
characteristics before and after chemotherapy

and

3.2.1. Histopathological classification of WHO 2012
Table 3. 3. Histopathological classification of WHO 2012

immunohistochemical

Histopathological types n %
Invasive ductal carcinoma NOS 93 86.1
Invasive lobular carcinoma 10 9.3
Mucinous carcinoma 3 2.8
Others 2 1.8

Total 108 100

3.2.2. Histological grade before treatment on needle biopsy specimens
Table 3. 4. Histological grade according to Nottingham system

Histological grade n %
Grade 1 8 7.4
Grade 2 96 88.9
Grade 3 4 3.7

Total 108 100

3.2.3. Pathological response after neoadjuvant chemotherapy
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Table 3. 5. Pathological response after neoadjuvant chemotherapy
(According to Japanese Breast Cancer Society, version 2007).

Pathological response n % n %
Grade 0 22 20.4 22 20.4
Grade la 16 14.8
Gradel = - de 1b 19 176 | 0 @ 324
Grade 2a 13 12
Grade 2 Grade 2b 3 74 21 19.4
Grade 3 withoutcarinsitu | 25 | 23.2
Grade 3 Grade 3 with car in situ 5 4.6 30 21.6
Total 108 ¢ 100 | 108 100

Comment: Pathological complete response (pCR) is 27.8%. Inside, the
cases with pCR without carcinoma in situ is 23.2%.
Table 3. 6. Regional nodal metastasis post chemotherapy

Nodal metastasis n %
ypNO 57 52.8
ypN1 32 29.6
ypN2 15 13.9
YPN3 4 3.7

Total 108 100
Table 3. 7. Some changes of stromal tumor post chemotherapy
Stromal n/108 %
Necrosis 42 39.2
Hyalinization 70 64.8
Mucinization 19 17.6
Calcification 17 15.7
Cholesterol crystal 4 3.7
Macrophage 16 14.8
Giant cell 13 12
Total 108
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Lymphocyte n %
Grade 1 69 63.9
Grade 2 31 28.7
Grade 3 8 7.4
Total 108 100

3.2.4. Immunohistochemistry pre- and post-chemotherapy
Table 3. 9. Immunohistochemistry pre- and post-chemotherapy

Immune Result Pre- Post-chemotherapy
markers n/108 % n/78 %
Negative 53 49.1 30 38.5
ER Positive 55 50.9 48 61.5
Negative 72 66.7 51 65.4
PR Positive 36 33.3 27 34.6
Her? Negative 65 60.2 47 60.3
Positive 43 39.8 31 39.7
Low 28 25.9 42 53.8
Ki67 Medium 39 36.1 7 9
High 41 38 29 37.2
Table 3. 10. The changes of ER expression pre- and post-
chemotherapy
ER post-chemotherapy
cheIrEnI?J tﬂg_apy Negative Positive Vit
n % n % n %
Negative 26 66.7 13 33.3 39 50
Positive 4 10.3 35 89.7 39 50
Total 30 100 48 100 78

Comment: After neoadjuvant chemotherapy, there are 33.3% ER
negative change positive, 10.3% ER positive change negative. p <
0.001.
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Table 3. 11. The changes of PR expression pre- and post-

chemotherapy
PR post-chemotherapy
cheI:nlj) tFr)l:eer-apy Negative Positive Jjotal
n % n % n %
Negative 42 82,4 9 17.6 51 65.4
Positive 9 33.3 18 66.7 27 34.6
Total 51 27 27 100 78

Comment: After neoadjuvant chemotherapy, there are 17.6% PR
negative change positive, 33.3% PR positive change negative. p < 0.001
Table 3. 12. The changes of Her?2 status pre- and post-chemotherapy

Her2 post-chemotherapy

ch?rﬁ[ih%ﬁpy Negative Positive Total
n % n % n %
Negative 37 71.1 15 28.9 52 66.7
Positive 5 19.2 21 80.8 26 33.3
Total 42 100 36 100 78

Comment: After neoadjuvant chemotherapy, there are 15 cases
Her2 negative change positive and 5 cases Her2 positive change
negative. p < 0.001

Table 3. 13. The changes of Ki67 index pre- and post-chemotherapy

Ki67 post-chemotherapy

Chgﬁ;ﬁ;ﬁ;w Low Medium | High el
n % n % n % n %
Low 14  63.6 2 9.1 6 273 | 22 282
Medium 18 60 3 10 9 30 30 | 385
High 10 385 2 77 |14 538 | 26 33.3
Total 42 | 53.8 7 9 29  37.2 78

Comment: Ki67 index increased in 17 cases, decreased in 30
cases. The median of Ki67 pre-chemotherapy was 36 + 25%, after
treatment reduced to 23 = 25%. p = 0.3




11

Table 3. 14. Classify molecular subtype pre- and post-chemotherapy

Molercular subtype | pre-chemotherapy | post-chemotherapy
n/108 % n/78 %
Luminal A 9 8.3 18 23.1
Luminal B, Her2 (-) 23 21.3 9 11.6
Luminal B, Her2 (+) 23 21.3 21 26.9
Her2 enriched 20 18.5 15 19.2
Basal like 33 30.6 15 19.2
Total 108 100 78 100

3.3. Relationship between pathological response and some clinical
characteristics before treatment
Table 3. 15. Relationship between pathological response and

age groups

Age Pathological response Total

group Grade 0 Grade 1 Grade2 | Grade 3
n| % ni % nl % n| % n| %

<30 3 [428| 3 | 428 | 0 0 1 (144 7 6.5
30-:39 | 4 |211] 5 263 | 2 |105| 8 |421| 19 | 17.6
40-49 | 4 |16.7| 6 25 51208 | 9 |375| 24 | 222
50-50 | 6 | 143 | 15| 357 | 1| 26.2 | 10 | 238 | 42 | 38.9
60-69 | 4 |286| 6 | 428 | 2 | 143 | 2 |143| 14 13

>70 1 | 50 0 0 1] 50 0 0 2 1.8
Total | 22 | 204 | 35| 324 | 2 | 194 | 30 | 27.8 108

p=0.47

Table 3. 16. Relationship between pathological response and tumor
size before treatment

Pathological response
TLsJiTeor Grade 0 Grade 1 Grade 2 Grade 3 Total
n % n % n % n % n %
<5cm 9 17 |15 283 |10 189 | 19 358 | 53 @ 49.1
>5cm | 13 236 20 364 |11 20 11 20 55 | 50.9
Total [ 22 20 | 35 324 (21 194 | 30 27.8 108

p=0.31.
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Table 3. 17. Relationship between pathological response and tumor
stage (T) before treatment. p= 0.04

Pathological response Total
T Grade 0 Grade 1 Grade 2 Grade 3
n % n % n % n % n %
T1 0 0 0 0 0 0 1 100 1 0.9
T2 2 7.4 9 1333| 5 185 |11 407 | 27 @251
T3 4 125| 8 25 9 281 |11 344 | 32  29.6
T4 16 1333 | 18 375| 7 146 | 7 146 | 48 | 444
Total | 22 204 | 35 324 [21 194 | 30  27.8 108
Table 3. 18. Relationship between pathological and clinical response
- Pathological response
rcé;glc:aile Grade 0 | Gradel Grade 2 Grade 3 e
n % n % n % n % n %
Complete |, 5 | » 19 | 7 35 |10 50 | 20 185
response
Partial 9 15223 39 | 9 152 |18 305|590 546
response
Stable 12 414|110 345 (|15 172 | 2 69 | 29  26.9
Total 22 204 |35 324 |21 194 |30 278 108
p = 0.0004

3.4. Relationship between pathological response and pathological
characteristics before treatment

Table 3. 19. Relationship between pathological response and
pathological type

Pathological response
Histop?thglogical Grade O | Grade1 | Grade 2 | Grade 3 Total
P n % n % n % n % n %
::g‘r’gfr'l‘éfni“ﬁtgg 20 21530 323|16 17227 29 |93 861
(':g‘r"'c"isr']‘éfn'gb“'ar 2 202 203 3|3 30|10 93
Mucinous 0 0 66.7 333/ 0 0 28
Others 0 50 50 | 0 1.8




13

Total

22

20.4

35

324

21

19.4 | 30

27.8

108

Comment: There was no mucinous carcinoma type had pCR. p=0.7
Table 3. 20. Relationship between pathological response and
histological grade

Histolo Pathological response Total

gical Grade0 | Gradel | Grade?2 Grade 3

grade | n % n % n % n % n %
Grade | 1 125 | 3 375| 3 375 1 12.5 8 7.4
Grade |19 198 |31 323 | 17 177 29 302 | 96 @ 88.9
Grade | 2 50 1 25 1 25 0 0 4 3.7
Total 22 204 |35 324 | 21 194 | 30 278 108

p=05
3.5. Relationship  between  pathological response and

Immunohistochemistry before treatment
Table 3. 21. Relationship between pathological response and ER.

Pathological response Total
ER Grade0 | Gradel Grade 2 Grade 3
n % n % n % n % n %
Negative | 11 208 |18 339 | 10 189 | 14 26.4 | 53  49.1
Positive | 11 20 |17 309 |11 20 | 16 29.1 | 55  50.9
Total 22 1204|135 324 |21 194 | 30 | 278 108
p=0.98

Table 3. 22. Relationship between pathological response and PR.

Pathological response Total
PR Grade0O | Gradel | Grade2 | Grade3
n % n % n % n % n %
Negative | 14 194 |24 333 |13  18.1 (21 292 |72 66.7
Positive | 8 222 |11 306 | 8 222 | 9 25 |36 333
Total |22 204 (35 324 |21 194 |30 278 108

p=0.92
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Table 3. 23. Relationship between pathological response and Her2.

Pathological response -
Her2 Grade0O | Gradel | Grade2 | Grade3 ota
n % n % n % n % n %
Negative | 15 23 |25 385 |12 185 |13 20 |65 60.2
Positive | 7 163 |10 233 | 9 209 (17 395 |43 39.8
Total |22 204 (35 324 |21 194 |30 278 108
p=0.11
Table 3. 24. Relationship between pathological response and Ki67.
. % Pathological response
Célil;’ GradeO | Gradel | Grade2 | Grade 3 Ll
n % n. % n % n % n %
Low 6 214|111 393| 5 179| 6 214 | 28 @ 25.9
Medium | 9 1231|112 307 9 231] 9 231] 39 36.1
High 7 171(12 292 | 7 171|115 36.6| 41 @ 38
Total |22 204|35 32421 19430 278 108
p=0.78

Table 3. 25. Relationship between pathological response and
molecular subtype

Pathological response

MsaLetC ulzr Grade0 | Gradel Grade 2 Grade 3 el

yp n % n % n % n % n %
k“m'”a' 3 333|4 4441 111|1 111]|9 83
Luminal
B. Her2 (-) 4 1741 8 348 | 6 261 | 5 217 (23 213
Luminal
B. Her2 512175 217 4 174 | 9 392 |23 213
(&)
Her2 2 10|5 25 |5 25 |8 40 |20 185
enriched
Basal like 8 124213 394 | 5 152 | 7 212 |33 306
Total 22 204 (35 324 |21 194 | 30 27.8 108

p=0.68
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CHAPTER 4. DISCUSSION
4.1. Some clinical characteristics of the research group
The age:

Compared with some research of some foreign authors, the
research results are similar. As in research of Yoshioka et al with 64
patients who were at the age of average 52, min 28 and max 71. In
research of Sethi D et al, the average age of the patients was 46. The
research of Jin et al in the group with patients at 1I1B — 1B stage showed
that the average age was 46 (28 to 69).

The menstrual status

In our research, patients who were treated preoperative
chemotherapy with TA regimen, did not have any case of preoperative
hormonal treatment for premenopausal women with positive endocrine
receptors so the premenopausal factors did not correlate with
preoperative treatment.

The tumor size before and after treatment

In our research, the tumor size was divided into 2 groups < 5cm
and >5 cm, and the pre-treatment appearance rates was 51.9% and
48.1% and after treatment were 93.8% and 6.2% . The results showed
that the number of patients with tumor size >5cm decreased
significantly after treatment (from 48.1% to 6.2%). After neoadjuvant
chemotherapy, the number of patients with tumor size <5¢cm increased
significantly. The average tumor size decreased significantly from
6.2cm £ 3.2cm to 2.2 cm £ 1.8 cm after preoperative chemotherapy
treatment. The rate of decreasing size after treatment was 64.5% .

Research results of Le Thanh Duc et al, Sethi D et al, von
Minckwitz et al: tumor size decreased significantly following
neoadjuvant chemotherapy.

The decrease in tumor size after neoadjuvant chemotherapy
showed a significant treatment effect. The decrease in tumor size was
associated with the decrease of the clinical stage.

The tumor stage following T

In our research, there was obvious change in tumor stage (T)
before and after treatment. After preoperative chemotherapy treatment,
18.5% patients had TO (clinical complete response) and no patients had
T4. In the pre-treatment, the number of patients in T4 was high at 44.5%.
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Avci et al in 2015 also showed significant changes before and
after preoperative chemotherapy treatment. Before treatment, T1, T2,
T3 and T4 were respectively 16%, 64%, 12% and 8%. After treatment
these were respectively 62%, 28%, 10% and 0%. As the same research
of Miglietta et al, the results after preoperative chemotherapy treatment
did not have patients with T4.

The clinical characteristics before and after treatment

Our research : after preoperative chemotherapy treatment,
mainly node state was NO with 59.3%, no case was evaluated N3. The
research of Avci et al in 2015, before preoperative chemotherapy
treatment, nodal characteristics in research patients group at NO, N1,
N2, N3 were respectively 63%, 35%, 1%, 1%. After treatment, No
increased 77%. Similarly, Diego et al in 2016 showed 55% decreased
results in node stage from N1 to NO after preoperative chemotherapy
treatment. Several other researches showed decrease results in node
stage from 30% - 40% after preoperative chemotherapy treatment

The results of nodal status assessment before and after
preoperative chemotherapy treatment revealed the role of chemotherapy
on nodes.

The clinical stage before and after treatment

In our research, it was found that most breast cancer patients had
preoperative chemotherapy treatment at I1lA and I1I1B stage (39.8% and
38.9%), none of patients was treated at | stage as other researches. After
neoadjuvant chemotherapy, the number of patients reduced to | stage was
high rate of 38.9%. There was no cases at 11B and IlIC stage. Similarly,
the research of Avci et al also showed that UTV cases after preoperative
chemotherapy treatment were all reduced stage. Another research on
breast cancer had preoperative chemotherapy treatment in pre-
menopausal patients group, the research stage characteristics were as
follows: 111A stage 25%, I11B 57%, 11C 18%.

Under the effect of chemotherapy, this made breast cancer cases
reducing the stage, most from non-surgery to surgery. So this shows
that the cut area will be safer.

The clinical response according to RECIST 2000

Our research showed that the result of complete clinical
response was 18.5%, a incomplete clinical response had rate of 54.6%,
unchanged disease was 26.9%, and no case had progression. The



17

research of Jin G et al: Clinical response rates as well as histopathology
had differences in chemotherapy regimens, among research patient
population. This also showed that breast cancer was a various and
complex disease.

4.2. Histopathological characteristics before and after treatment

On histopathology classification in biopsy specimens

Non-specific invasive carcinoma had the highest rate of 86.8%.
Invasive lobular carcinoma had rate of 9.3%. As many other researches
of authors at home and abroad, the rate of non-specific types of invasive
lobular carcinoma was always the highest.

About histological grade

In our research, Grade 2 had a high rate of 88.9%, Grade 3 had
the lowest rate of 3.7%. The histological rates are higher than those of
foreign authors. The research of Nguyen Van Chu et al, histological
classification according to the Bloom-Richardson system and was
modified by Elston and Ellis (1991), the histological grade had the
highest rate about 53.9%, Grade 2 was 35.2% and Grade 1 was
10.9%. The rates of histological grade were different may be due to the
different research patient populations, the different histological grade
classification systems used.

The classification of pathological response folowing neoadjuvant
chemotherapy according to the classification of the Japanese Breast
Cancer Society version 2007

The results of Mukai et al showed: grade 0: 5.2%; grade la:
39.7%; grade 1b: 21.4%; 2a grade: 15.6%; 2b grade: 3.1%; 3 grade had
ductal carcinoma in situ: 6.6%; 3 grade did not have ductal carcinoma
in situ: 8.4%. Compared to the results of our research, these were nearly
in the mild response group (1- 32.4%).

Although classification systems as well as response systems
have not been standardized, most response classification systems have
shown a relationship between patient response and more survival. The
complete histopathology response was always better than the
incomplete histopathology response.

The characteristics of regional nodal metastasis in surgical specimens
after preoperative chemotherapy

The results of our research were similar to that of Zhang et al:
ypNO was 59.1%, ypN1 was 23.9%, ypN2 was 11.6% and ypN3 was
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5.3%. Shien et al showed that ypNO was 47%, ypN1 was 28%, ypN2
was 15% and ypN3 was 10%. The research of Zhao et al: the pNO rate
was 32.95%, pN1 was 29.55%, pN2 was 22.73% and pN3 was
14.77%. The rate of nodal metastasis after treatment was related to
recrudescent time in situ with p = 0.03 Erbes et al in 2014: preoperative
non-chemotherapy patient group had nodal metastasis rate which was
higher than those treated with preoperative chemotherapy.
The changes of stroma tumor after preoperative chemotherapy
treatment

In the stroma tumor, it was possible to see hyaline vessels,
mucinous stroma. Collagen stroma was significantly associated with
complete histopathology response and tumor regression with p <0.05. In
our research, there were similar results for some common stromal
changes after chemotherapy including: the phenomenon of necrosis
(38.9%), hyaline stroma (64.8%), mucinous stroma (17.6%). In
addition, there were calcification (15.7%), cholesterol crystal (3.7%)
and macrophages (14.8%), giant cells (12%).
The characteristics of inflammatory cell infiltration on tumor stroma
after preoperative chemotherapy treatment

The researches evaluate that the level of lymphocytic
infiltration in stroma tumor are diversified, inconsistent and
standardized. As the research of Ohtani et al, selecting limit point is
30% and 50%. The research of Sethi et al, they classified lymphocytes
after treatment at 3 grades. The results of this research in 90 patients
showed that type 1 accounted for 61%, type 2 accounted for 33% and
type 3 accounted for 6%.

The researches suggested that the presence of lymphocytes in
tumor stroma was associated with immunity against cancer cells.
4.3. The characteristics of immunohistochemistry before and after
preoperative chemotherapy treatment
The endocrine receptors before and after treatment

In a series of researches by Taucher et al, Van De Ven et al,
Tan et al; there was a change in endocrine receptors exposure before
and after preoperative chemotherapy treatment which was similar to the
results of our research. In some negative ER cases before treatment in
the needle biopsy, there were 33.3% of negative ER which were
positive after treatment in surgical specimens. In some cases positive
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ER before treatment, there were 10.9% positive ER before treatment
which were negative after treatment. The rate of PR exposure before
and after treatment was 33.3% and 34.6%. Among negative PR cases
before treatment, there were 17.6% negative PR which was changed to
be positive. Among the positive cases before treatment, there were
33.3% positive PR which were converted to be negative after
preoperative chemotherapy, p <0.001.

The change of endocrine receptors before and after preoperative
chemotherapy treatment showed that it was necessary to reassess in
surgical specimens with incomplete responses to give the most suitable
next treatment
The characteristics of epidermal growth factor Her2 before and after
preoperative chemotherapy treatment

The research of Symmans et al: there was little change when the
group with preoperative chemotherapy treatment were compared to the
group without preoperative chemotherapy treatment. This results were in
contrast to the research of Varga et al (2005), Piper et al. Our research on
Her2 status showed that there was a change in Her2 before and after
preoperative chemotherapy treatment in needle biopsy specimens and
surgical specimens that showed that the result after treatment was 71.1%
negative Her2 cases and 80.8% unchanged positive Her2 cases. There
were 28.9% negative Her2 cases before treatment turned into positive
Her2 and 19.2% positive Her2 cases turned into negative Her2 after
preoperative chemotherapy treatment, p <0.001.

The results of these researches showed that Her2 status as well
as endocrine receptor exposure need to be reassessed in surgical
specimens.

The characteristics of Ki67 proliferation index before and after
preoperative chemotherapy treatment

The research of Neubauer et al, Jin et al: there was change in
Ki67 index before and after preoperative chemotherapy treatment. Our
research before treatment showed that a low Ki67 index was 25.9%,
average index was 36.1% and high Ki67 index was 38%. After
preoperative chemotherapy treatment Ki67 rate was mainly low with
53.8%, the average rate was only 9% while high Ki67 index was still
high with 37.2%. The average result of Ki67 before and after treatment
in incomplete response cases showed the results: before treatment this
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was 36 + 25%, after treatment this was reduced to 23 + 25%. In 78
cases of incomplete response, 17 cases had Ki67 index increased after
preoperative chemotherapy treatment; 30 cases had Ki67 decreased
after neoadjuvant chemotherapy, the others were unchanged.

The changes in Ki67 index on surgical specimens compared to
those in needle biopsy specimens without preoperative chemotherapy
treatment showed again that it was necessary for reassessment in
surgical specimens for prognosis as well as next treatment.

4.4. The relevance between pathological response and some clinical
characteristics, histopathology and immunohistochemistry before
chemotherapy.

The relevance between pathological responses according to age.

The relevance between age and pathological response showed
that the results had differences between researches. The results of our
research and other authors showed that histopathological response were
different between age groups, although the difference was not
statistically significant.

The relevance between pathological response and tumor size before
treatment.

The evaluation of the relevance between pathological response
and tumor size group showed that pCR in tumor size <5cm had higher
rate than tumor size >5 cm (35.8% and 20%), p = 0.31. The results of
our research were similar to that of Le Thanh Duc et al, the differences
in histopathological response of both 2 groups in tumor size < Scm and
>5¢cm, p> 0,05.

However, when assessing the relevance between pathological
response and tumor stage according to T, the our results showed that the
complete histopathological response was the highest at T1 and
decreased to T4 with the lowest complete histopathological response
rate at p = 0.04.

The change in tumor size before and after preoperative
chemotherapy treatment was statistically significant, indicating the
therapeutic effect as well as the significance of preoperative
chemotherapy treatment.

The relevance between pathological response and clinical response.

Similarly, the research of Le Thanh Duc, our research showed
that the rate of clinical complete response without complete
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pathological response was 50%. The rate of clinical partial response and
PCR is 30.5%. The clinical complete response which was suitable with
pCR was 50%. The relevance between clinical response assessment and
pathological response was statistically significant with p <0.05.

The results of the clinical response and pathological response in
these researches also showed that there was not suitability between
clinical response and pathological response.

The relevance between pathological response and histopathology
before treatment.

The research of Vasudevan et al (2015) showed that the
histopathological response rate was highest in the invasive lobar
carcinoma. In the research of Nagao et al (2012), the results showed
that pCR in invasive carcinoma group was higher than that in invasive
lobar carcinoma group (22.6% and 7.1%), the difference was significant
with p = 0.032. Also in this research, there was no mucosal carcinoma
cases with complete response. The our research showed that the
invasive lobular carcinoma and non-specific invasive carcinoma had
same pathological response rate (30% and 29%), whereas mucinous
type had no complete response (p = 0.7).

The relevance between pathological response and histological grade

The research of Vasudevan et al (2015), Nagao et al, the
histopathological response was not correlated with histological grade. In
our research, the our results showed that histological grade 2 had the
highest rate of pCR, and histological grade 3 had no complete response
case, p>0.05. Although there was a difference in pathological response
among histological grade groups in the researches, the differences in the
researches were not statistically significant.

The relevance between pathological response and endocrine receptor
ER, PR

Our research did not show statistically significant results for the
complete response to the exposure of endocrine receptor ER, PR as the
research of Kawajiri et al. Probably because exposure rate of ER, PR
and histopathological response rate were different in other research
population or in our research group, patients were treated with another
preoperative chemotherapy regimen and no case was treated with
preoperative hormonal treatment.

The relevance between pathological response and Her?2 status
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Refered to a number of researches at home and abroad, we
found that the pCR in negative and positive Her2 groups was totally
different. Another research of Kawajari showed that the positive Her2
group with pCR was higher than that in the negative Her2 group (57%
and 38%), p = 0.13. Similarly, our research showed that the pCR in
positive Her2 was higher than that in the negative Her2 group, p =
0.11. This results were due to the fact that in our research group, no
case of positive Her2 was treated with Her2 as the other
researches. This affected the pCR rate.

The relevance between pathological response and Ki67 before
treatment.

Nishimura et al: High Ki67 exposure was associated with pCR. In
our research, the pCR was highest in the high Ki67 index group (36.6%),
the lowest in the low Ki67 index group was < 14% (21.4%). However, the
difference was not statistically significant with p = 0.78.

The relevance between pathological response and molecular subtype

The results of our showed that the pCR rate in luminal A type
was the slowest about 11.1%. The highest pCR in Her2 type was
40%. The results of pCR according to molecular type were suitable with
the researches of Niikura, Yoshioka, Kawajiri and Ooe which the results
showed that high pCR was in Her2 (+), the lowest therapeutic effect was
in luminal A type. The research of Andrade et al on the relevance
between pCR and molecular type before preoperative chemotherapy
treatment showed that the high rate of pCR was in negative triad group
and negative endocrine receptor group (31.5% and 31.7%). Similarly, a
domestic research by Le Thanh Duc et al showed that the pCR was the
highest at the basal type.

Most researches showed that Her2 enriched type had the
highest pCR rate, luminal A type had the lowest pCR rate. Luminal A
type had the lowest pCR rate with immunohistochemistry
characteristics: ER (+) and / or PR (+), Her2 (-), Ki67 < 14% were
characteristics of high differentiated tumor, most same as normal
mammary epithelial cells. Therefore, the tumors in the Luminal A were
responsive to the chemical treatment which was suitable. However, in
our research, the difference in pCR in the molecular group was not
statistically significant with p = 0.86. This may be due to the fact that
patients in the research group who had not endocrine treatment for the
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cases of positive endocrine receptors and patients with positive Her2
state were also not treated for the preoperative Her2.

CHAPTER 5. CONCLUSIONS
5.1. Some clinical characteristics and histopathology,
immunohistochemistry before and after chemotherapy

The average age of disease: 49 + 11. The highest rate in the age
group was 50-59 (38.9%). After neoadjuvant chemotherapy, the average
tumor size decreased significantly from 6.3 £ 3.4 cmto 2.2 cm + 1.9 cm,
p = 0.004. Before treatment, tumors stage were mainly in T3, T4 (29.6%
and 44.5%), after treatment no case was in T4. Nodal state before
treatment was mainly N2 (50%), after treatment no case was in N3.

Before treatment, patients clinical stage were in A, 1IB
(39.8% and 38.9%), after treatment no case was in 111B and IlIC.

The clinical complete response was 18.5%. Pathological
response in surgical specimens according to the Japanese Breast Cancer
Society 2007 with the results of grade 0, 1a, 1b, 2a, 2b, grade 3 without
carcinoma insitu and grade 3 with carcinoma in situ were respectively,
20.4%; 14.8%; 17.6%; 12%; 7.4%; 23.2% and 4.6% .

The pathological characteristics of nodal metastasis after
treatment with results: pNO, pN1, pN2, pN3 were respectively
52.8%; 29.6%; 13.9% and 3.7%.

Some changes in stromal tumor after preoperative
chemotherapy treatment include: necrosis, hyalinization, mucinization,
calcification, cholesterol crystal, macrophages, and giant cells. Lympho
infiltrate in the stromal tumor: Grade 1 was 62.8%, Grade 2 was 29.5%
and Grade 3 was 7.7%.

There was a change in endocrine receptor before and after
treatment. Negative ER turned into positive ER was 33.3%, positive ER
turned into negative was 10.3% with p <0.001. Negative PR turned into
positive PR was 17.6%, positive PR turned into negative was 33.3%
with p <0.001. Her2 status had 28.9% negative her2 turned into positive
cases, 19.2% positive case turned into negative with p <0.001. The rate
of Ki67 changed before and after preoperative chemotherapy treatment:
17 cases increased, 30 cases decreased Ki67 exposure level, 31 cases
were unchanged. (p = 0.07).
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5.2. The relevance between pathological response and some clinical
characteristics, histopathology and immunohistochemistry before
treatment.

Pathological response after preoperative chemotherapy
treatment was associated with tumor stage, clinical response with p
<0.05. However, complete clinical response did not mean complete
histopathological response and vice versa.

In addition, histopathological response was not significantly
associated with some clinical factors such as age group, tumor size
group; some histopathological factors such as histology, histological
grade as well as immunohistochemistry characteristics: endocrine
receptor, Her2, Ki67, molecular subtypes before preoperative
chemotherapy treatment in biopsy specimens

REQUEST

1. The evaluation of pathological response in surgical
specimens of breast cancer before the preoperative chemotherapy of the
Japanese Breast Cancer Society should be regularly used to help
clinicians to have further treatment strategy for patients.

2. It was necessary to reassess the immunohistochemical
characteristics in surgical specimens with cases of incomplete response
to help clinicians to orient treatment.





