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PAT VAN PE

1. Ly do chon dé tai:

Ung thu v 1a loai ung thu pho bién nhat & phu nit. Ung thu va giai doan III
véi dic diém 1a bénh lan rong tai chd, di can hach ving, con duoc goi 13 ung thu
vU tién trién tai chd. Hau hét bénh nhan ¢ giai doan nay khdng mé duoc. Néu cb
mo sé& khong lay hét duge mo bi ung thu, bénh tai phat va tién trién nhanh hon.
Trudce day, ung thu vi giai doan III khéng mo duoc thudng duge xa tri don thuan
hodc xa tri két hop phau thuat. Ty 1¢ song thém 5 nam chi dat 20-25%. Trong
nhitng nim gan day, ho4 tri trudc phiu thuat tré' thanh mot bude tién méi, gilp
nhiéu bénh nhan chuyén tir khéng mo duge thanh moé duoc, tham chi bao ton v.
Phuong phap gitip giam ty 1 tai phat va dic biét ty 1& sdng thém 5 nam dat hon
40% V&i cac thude hoa chat thé hé trude va 1én dén 75% véi cac phac d6 thé hé
maoi.

Adriamycin 1a thuéc quan trong c6 mit trong hau hét cac phac do hod chat
cho bénh nay. Trong nhiing nam gan day, paclitaxel cho hiéu qua vuot troi so véi
cac thude thé hé trudc trong diéu tri ung thu va. Trong cac nghién ciru, phdi hop
adriamycin voi paclitaxel (phac dd AP) cho ty 1¢ dap img dat 58-94% véi thoi gian
gitr dugc dap ung kéo dai.

Tai Viét Nam hién chua c6 nghién ctru danh gia vai trd ciia phac do AP trong
diéu tri bd trg truée phau thuat ung thu vi. Ung thu va giai doan III khong mo
dugc co nhitng yéu to tién lugng riéng biét.

2. Muc tiéu cia d@ tai:

1. Panh gia hiéu qua ho4 trj bd tro trudc phau thuat phac d6 AP trong ung thu vi
giai doan III khong md dugc.

2. Phan tich mot s6 yéu to lién quan dén két qua dicu tri.

3. Nhirng dong gop ciia luin an:

- Khang dinh vai tr0, hiéu qua, kha nang tmg dung cta phiac do AP bo tro trude
phau thuat trong ung thu va giai doan III khéng md duoc: giam kich thudc u
nguyén phat va hach vung di can, chuyén thanh mé dugc ¢ 94,2% trudng hop, 2

bénh nhan d4 dugc phau thuat bao ton. Cac ddc tinh ciia phac d6 chu yéu ¢ do 1

va 2, co thé kiém soat duoc.

- Véi viée sir dung phac d6 AP bo tro trude phau thuat, thoi gian song thém toan

bo va thoi gian séng thém khong bénh ciia bénh nhan ung thu va giai doan III
khdng mé dugc duoc cai thién. Ty 1¢ song thém toan bo 3 nam 1a 67,2%, ty 1¢

séng thém khong bénh 3 nam 1a 40,9%.

- Luan 4n d4 xé&c dinh dugc cac yéu t6 1am sang va mo bénh hoc du bao dap tmg
trén 1am sang va dap tng trén moé bénh hoc vai hoa tri AP, cac yéu t6 tién luong
d6i vai thoi gian song thém toan bo va thoi gian séng thém khong bénh khi phan
tich don bién va da bién.

4. Chu tric ciia ludn an:
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Luan 4n gdm 128 trang véi 4 chuong chinh: it van dé 2 trang, Chuong 1 (Téng
quan) 32 trang, Chwong 2 (Pdi tuong va Phwong phép nghién ctru) 18 trang,
Chuong 3 (Két qua nghién ctru) 40 trang, Chuong 4 (Ban luan) 33 trang, Két luan
va Kién nghi 3 trang.

Luan 4n c¢6 39 bang, 7 hinh, 4nh va 18 biéu d6, 141 tai liéu tham khao (26 tai liéu
tiéng Viét, 114 tai liéu tiéng Anh va 1 tai liéu tiéng Phép).

CHUONG 1: TONG QUAN
1.1. Dich t& hoc ung thw vi
1.1.1. Tinh hinh méc ung thw vii trén thé giéi
Ung thu v (UTV) 1a loai bénh ung thu phd bién nhat & phuy nit, chiém 25% ty 1é
chét do ung thu & cac nudc phat trién. O nhiing noi duoc sang loc thuong xuyén,
UTV giai doan III hiém khi vuot qué 5%. Nhimg ving c6 diéu kién y té kém, UTV
& giai doan nay chiém tir 30% dén 50% sb bénh nhan.

1.1.2. Tinh hinh méc ung thw vii tai Viét Nam
Tai Viét Nam, UTV ciing dling dau trong cac ung thu & nit vé ty 1€ méc. Tyle méac
UTYV nam 2003 udc tinh khoang 17,4/100.000 nguoi.

1.2. Bénh sinh ung thw vu

1.3. Xép giai doan ung thu va

1.3.1. Hé thong xép giai doan theo khéi u, hach va di cin (TNM)

1.3.2. Xép giai doan lim sang

1.3.3. Ung thue vii giai doan III mé dwoc va khdong mé dwoc

Trong diéu tri, UTV giai doan III duoc chia ra md duoc va khdng mé duge. Loai khong
md duogc con goi 14 UTV tién trién tai chd, phau thuat cit tuyén va triét cin co két qua
thap, nguy co tai phat cao. UTV giai doan III khong mo duoc gdm mét trong cac dic
diém sau: Phi da lan rong trén 1/3 va, loét da rong, c6 cac ndt vé tinh, ung thu vii viém,
khéi u cd dinh thanh nguc, khdi u canh xwong trc voi nhiéu kha ning di can hach va
trong, phu canh tay, hach nach tir 2,5 cm tré 18n, hach nach dinh ciu triic siu cia nach, di
can hach thugng don cung bén.

1.4. Piéu tri ung thw vi

1.4.1. Cdc phwong phdp tai ché, tai ving

1.4.2. Cac phwong phap toan thin

1.5. Ho4 tri bo tro truwéc phiu thuit trong ung thw via

1.5.1 Piéu tri bé tro truée

Diéu tri bo trg trude 1 phuong phép diéu tri trudc phuong phap diéu tri ban dau
(thuong 1a phiu thuat) lam cho diéu tri ban dau dé dang hon. Trong diéu tri UTV,
hod tri bo trg trude phau thuat cOn ¢ tén “hod tri tan bo tro™, “hoa tri tién phau”,
“hda tri tin cong” hodc “hoa tri ban dau”. Cac phuong phap dugc sir dung phd
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bién 12 hoa tri, xa tri, diéu tri ni tiét. Nguoi ta dang nghién ciru cic phuong phap
khac nhu khang thé don dong v.v.
1.5.2. Lich s phdt trién hod tri bé tro trwéc phiu thudt trong ung thuw vii
Hoéa tri bo tro trude phau thuat duoc bat dau thir nghiém vao cudi nhitng nim 1960
trén bénh nhan UTV khong md duoc, dén nhimg nam 1970 méi ¢6 béo cao két qua.
Khi d6 adriamycin cé hoat tinh manh trong UTV dugc thu phéi hop véi cac thude
khéc. Nghién ciu tién phong do De Lena va cong sur (CS) (1978) tién hanh d& c6 ty
I& dap ung t&i 70% v6i phac d6 AV (adriamycin va vincristine), ddp g hoan toan
15,5%. Tir d6 cac bao cdo lién tiép ra doi, ghi nhan hidu qua cia chién luge diéu tri
nay. Céc thudc dugc sir dung két hop v6i adriamycin thuong 1a cyclophosphamide
va 5 fluorouracil (5 FU). Sau nay, nguoi ta sir dung thudc thudc nhém taxane (gom
paclitaxel va docetaxel) phbi hop voi cac thuéc hoa chat khac (thuong 14
anthracycline).
1.5.3. Cdc wu nhwoc diém ciia hod tri bé tro trwée phiu thudt

Hoa tri bd trg trude md c¢6 mot sé wu diém va nhuge diém. Thuc té, cac uu
diém vuot xa nhuge diém, voi mot vai bénh nhan bénh tién trién khi diéu tri. Hai
vu diém noi bat trén 1am sang cua chién lugc nay Ia:

1. Theo di dugc dap tng cia bénh véi diéu tri.
2. Giam giai doan bénh gitp phau phuat dé dang, tham chi bao ton vi.

1.5.4. Pdanh gid ddp teng sau hod tri bé tro trwde phiu thuit
1.5.4.1. Danh gia dap Gng trén l1am sang
Hién nay, nguoi ta str dung “Tiéu chuan danh gia dap tmg khdi u dic” (RECIST)
dé danh gia dap ung voi hoa tri lidu trén 1am sang cho UTV.
1.5.4.2. Danh gia dap Gng trén mé bénh hoc
Nhiéu hé thdng phan loai dd duoc phat trién dé tim twong quan giira dap Gng mo
bénh hoc voi thoi gian song thém. Phan 16n hé thong chia ra dap ing hoan toan va
khong dép tmg hoan toan trén mé bénh hoc.
1.5.5. Thei gian cdn thiét ciia hod tri bé tro trwdc phiu thudt

Cac nghién ciru thuong an dinh sé dot hoa tri bo trg trude phau thuat trong
khoang tir 3 dén 6 dot. Bén canh van dé dap tmg, ngudi ta can quan tim dén doc
tinh khi ding hoé chét kéo dai, dic biét 1a cac anthracycline véi doc tinh tich luy
trén tim.
1.5.6. Phdc dé sir dung trong hod tri bé tro trwéc phiu thudt

Céc thudc thudc nhom anthracycline (véi 2 thude duge sir dung trong UTV 1a
adriamycin va epirubicin) vin dong vai trd quan trong trong phan 16n cac phac do.
Phac d6 CMF (cyclophosphamide, methotrexate va 5 FU) khong c6 anthracycline
nén két qua diéu trj thuong thap hon nhung it doc hon dic biét 1a véi tim.
Paclitaxel, thuéc méi thudc nhom taxane, chiét xuat tir vo cy thong d¢o Thai Binh
Duong (Taxus brevifolia). Thudc khong khang chéo véi nhom anthracycline.
Trong diéu tri bo tro trude md, paclitaxel don chét cho ty 1& dap ung tdi 80,2%
trong dwong phac do 3 thuéc FAC (5 FU, adriamycin, cyclophosphamide). Khi
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phdi hop paclitaxel v6i adriamycin, ty 1¢ dap tng 18n tdi 89%. Cac thudc hoa chat
khac va khang thé don dong ciing dugc dua vao nghién ctru trong nhitng nam gan
day.

1.5.7. Vi tri ciia hod tri bo tro trwde phdu thudt trong chién lwoc diéu tri ung
thuw vit giai doan III khong mé dwoc

Chién luoc phdi hop cac phuwong phap phd bién nhat cho UTV giai doan 111
khéng mo dugc 12 bat dau bang hoa tri tin cong, véi phac do da thudc co
anthracycline, tiép theo bang phau thuat, hoa tri sau mé néu trudec mo chua di s6
dot, xa tri cang cb va diéu tri ndi tiét tuy theo tinh trang thu thé noi tiét.

1.5.8. Bdo ton vii sau hod tri bo tro trwdc phiu thudit

Nhiéu bénh nhan UTV giai doan III khong md duoc co thé bao ton vi sau khi
d4& hod tri tan cong. C6 rat it chong chi dinh tuyét d6i cho bao ton vii dU mdi yéu t6
dua ra c6 thé anh hudng dén nguy co tai phat tai va.

1.5.9. Vai tro ciia vét hach ndch sau hod tri bé tro trwéc phdu thudt

Panh gia tinh trang hach nach sau mé gitp cho tién luong bénh nén nhiéu tac

gia dé xuat vét hach nach hang loat.

1.5.10. Ung thu vii viém va hod tri b tro trwée phiu thuit

V6i diéu tri tai chd don thuan, ty 1¢ song thém 5 ndm ctia UTV viém dudi 5%. Hoa
trj tan cong d4 tro thanh mot cude cach mang 16n trong UTV viém. Ty 1é dép tng
Vi hoa tri dat t6i 80% va ty 1¢ séng thém 5 nam dat t6i 50%.

1.5.11. CAc yéu té tién lwong trong ung thw vii tién trién tai ché

Cac yéu to du bao dap ung véi hoa tri bo tro trudec mo: u nho, té bao u di boi the,
thu thé estrogen (ER) 4m tinh, do 3, thu thé yéu té phat trién biéu bi nguoi s6 2
(HER2) &m tinh.

Giai doan TNM, kich thudc u, giai doan ctia hach trén 1am sang va khi mo, ¢6 mo
hoc va dap (mg vdi hoa tri trudc phau thuat lién quan dén ca thoi gian song thém
khong bénh va thoi gian séng thém toan bo.

1.6. Mot s6 cong trinh vé hoa tri bd trg trwée phiu thuit cho ung thw via
1.6.1. Trén thé gici

1.6.1.1. Ung thu va khong mé duogc

Stearns va CS (2003) d& nghién ciru 29 bénh nhan UTV tién trién tai chd, diéu
tri hodc 3 dot adriamycin (A) tiép theo bang 3 dot paclitaxel (P) hoic theo thir tur
nguoc lai. Ty 1€ dap ung hoan toan 42% (33% & nhom A— P va 50% & nhém
P—A) va dap Gmg mot phan 55% (60% & nhom A— P va 50% & nhom P—A). Pap
ung hoan toan trén mo bénh hoc ¢ 5 bénh nhan (17%).

Nghién ciru cia Phap v6i 200 bénh nhan UTV ¢ khéi u 16n bat tham hoa tri
trude md 4 dot hodc AP hodc adriamycin két hop cyclophosphamide (AC). Ty 1¢ dap
ung toan bg va hoan toan 6 nhom AP 1a 89% va 15% so véi nhom AC 1a 70% va 7%.
Ty 1€ dap ung hoan toan trén mo bénh hoc twong rng cua hai nhém 1a 8% so vai 6%.
Phau thuat bao ton thyc hién dugc twong tng 1a 58% S0 V&i 45%. Tai thoi diém 18
thang, ty 1¢ song thém khdng bénh & nhém AP 1a 87% so véi nhoém AC 1a 79%. Dap
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{mg hoan toan trén md bénh hoc 12 yéu to tién lwong séng thém khdng bénh. Nhom
nghién ctru nay tiép tuc tién hanh mot thir nghiém ngiu nhién so sanh 4 dot véi 6 dot
hod tri AP trudc md véi cac bénh nhan theo tiéu chuan noi trén. Véi phan tich trén
232 bénh nhan, ty 1¢ dap Gmg hoan toan trén I&m sang la 20% & nhom 4 dot va 32% &
nhém 6 dot, dap Gmg hoan toan trén mo bénh hoc twong tmg 1a 17% va 24%, ty 1&
phau thuat bao ton twong tng 1a 61% va 64%. Cac doc tinh khong ting 1én dang ké
khi sir dung 6 dot AP. Két qua rat noi bat & hai nghién ctru hoa tri bo trg trude phau
thuat phac d0 AP nay 1a co s& cho ching t6i thuc hién nghién ciru nay.
1.6.1.2. Ung thu vt md dugc

C6 nhiéu thir nghiém 14m sang ngau nhién so sanh hod tri bo tro trude mo va
hod tri bo trg sau mo cho UTV mo duoge. Céc tac gia déu thay khong co su khac biét
vé tai phat tai chd tai ving, thoi gian séng thém khong bénh va séng thém toan bo
gita hai phuong phap. Hoa tri trudc mo co loi ich gitp ting ty 1& bao ton va va biét
dugc hoa tri co tac dung trén bénh nhan d6 hay khong.
1.6.2. Trong nuwoc

Lé Thanh Puc va CS (2006) d4 tién hanh nghién ciru hoa tri phac d6 CAF
(cyclophosphamide, 5 FU, adriamycin) hoic AC truéc phau thuat trén 74 bénh
nhan UTV giai doan III khong mé dugc. Ty 1¢ dap ing hoan toan va dap ing mot
phﬁn sau 3 dot CAF so vdi AC tuong ung la 11,4% va 79,5% so véi 10% va
73,3%. Ha bach cau va bach cau hat, ha tiéu cau & cic bénh nhan diéu tri phac dd
CAF cao hon & cac bénh nhéan diéu tri phac d6 AC. Phac d6 AC gy non va chan
an nhiéu hon & phac d6 CAF. Khong c6 bénh nhan ndo bi viém miéng, ia chay va
cac doc tinh trén tim, than ¢ ca hai phéac do.
1.7. Pic diém cac thudc héa chit sir dung trong nghién ciru
1.7.1. Adriamycin
1.7.2. Paclitaxel

CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Pbi twong

Déi tuong nghién ciru gdm 137 bénh nhan UTV giai doan III dugc hoa tri bo
trg trudc phau thuat bang phac dd AP tai Bénh vién K tir thang 10/2009 dén thang
9/2012.
2.1.1. Tiéu chudn lwa chon bénh nhén
- Phu nit < 65 tudi chi bi ung thu mot bén vi, chan doan xac dinh bang mo bénh
hoc loai ung thu biéu mé (UTBM) tuyén v xdm nhap, giai doan III theo hé thong
xép giai doan ctia Hiép hoi Phong chéng Ung thu Quéc té (UICC) 2009.
- Bénh khong mo dugc v6i mot trong cac dic diém sau: Khéi u vii xam 1an thanh
nguc (khong di dong dugc), gom tat ca cac trudng hop Tua Tae, thé viém, gom tat
ca cac trudong hop Tag, €O Cac ndt vé tinh trén da hodc phi da lan rong hodc khdi u
Xam lan da qua rong trén 1/3 vi, chon loc trong céc trudng hop Tap, U Canh xuong
{rc c6 nhiéu kha nang di can hach va trong, hach nach cling bén xam lan mé xung
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quanh (cé dinh), hoic khdi hach kich thudc > 2,5c¢m, hodc co phu canh tay, chon
loc trong cac truong hop Ny, di can tdi hach va trong cung bén (Nap, Nap), di can
hach ha don cung bén (Ns,), di can hach thuong don (Ns.) cung bén.

- Chi s6 toan trang > 60% theo thang Karnofsky hoic < 2 theo thang ECOG
(Eastern Cooperative Oncology Group-Nhoém Ung thu Hop tac phia Pong), khong
c6 bénh chdng chi dinh véi cac thude anthracycline, cac chi sé vé huyét hoc, sinh
ho4, chirc nang tim cho phép hoa tri.

2.1.2. Tiéu chudn logi trir

Loai trir cac bénh nhan khong theo du, dung thoi gian liéu trinh, di ung véi cac
thudc hoa chét trong phac dd nghién ciu.

2.2. Phwong phap nghién ctru:

Can thi¢p 1am sang khong ddi chimg. C& mau tinh dugc t6i thiéu 12 73 bénh nhan.
2.2.1. Pdnh gid trudc diéu tri

- Do duodng kinh 16n nhat (PKLN) cac ton thuong (u, hach) bang thudc hoac
compa (calipers) chia dén milimét (mm) ngay truéc diéu tri.

- Nghién ctru mé bénh hoc: Sinh thiét kim hodc sinh thiét mo (tai u hodc hach), ¢6
dinh bénh phém, dac paraffin, nhuom hematoxylin va eosin, xac dinh thé mo bénh
hoc, Xép d6 mé hoc. Nhudém hoa mé mién dich xac dinh ER, thu thé progesteron (PR)
va HER2. Xép thé bénh hoc UTV theo phan loai m&i:

- Long 6ng A: ER(+) va/hoic PR(+), HER2(-), d 1 hoic 2.

- Long éng B/HER2(-): ER(+) va/hoic PR(+), HER2 (-), d6 3.

Long 6ng B/HER2(+): ER(+) va/hodc PR(+), HER2 (+), moi d6 mé hoc.
HER2(+): ER(-) va PR(-), HER2 (+), moi d6 mo hoc.

Ba am tinh: ER(-), PR(-) va HER2 (-), moi d6 mo hoc.

2.2.2. Piéu tri can thiép va ddanh gid trong khi diéu tri

- Bénh nhén c6 day du cac tiéu chuan lwa chon duoc hoa tri phac do AP:

+ Adriamycin 50 mg/m® (dién tich bé mat co thé), pha v6i 200 ml dung dich
glucose 5%, truyén tinh mach, ngay 1.

+ Paclitaxel 175 mg/m?, pha véi 300 ml dung dich glucose 5%, truyén tinh mach,
1 gio sau truyén adriamycin, trong hon 3 gio, ngay 1.

Chu ky 21 ngay, diéu tri tdi da 6 dot.

- Bénh nhéan dugc sir dung cac thuc dé giam tac dung phy, nang cao kha ning

chiu dung diéu tri.

- Vao dau dot ké tiép, bénh nhan duoc kham 1am sang va xét nghiém can 1am
sang dé danh gia cac doc tinh hoa chét cua dot trudce theo tiéu chuan ciia T6 chirc
Y té Thé gi6i.

- Sau 3 va 6 dot hoa tri danh gi4 lai tong thé. Cac ton thuwong duoc do lai theo
cung phuong phép trudc khi diéu tri.

- Déanh gia dép Umg theo RECIST v61 4 muc: Dap tng hoan toan, dép trng mot
phan, bénh gitr nguyén va bénh tién trién.

- Céac truong hop dap tng (mot phan hodc hoan toan) sau 3 dot s& duoc ho tri
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tiép phac do AP dén 6 dot. Sau 6 dot, danh gia kha nang mo duoc:
X Néu bénh mé duoc, tién hanh phau thuat cat tuyén va triét can cai bién hoic
ph?lu thuét bao ton (néu du diéu kién). Xa tri sau mé va diéu tri nodi tiét néu thu thé
noi tiét duong tinh.
X Néu bénh van khong mé duoc, hoa tri phac dd khac hoic xa tri tiép theo
béng phau thuat. Sau md, xa tri bo sung (néu trude md chua du liéu) va diéu tri noi
tiét néu thu thé noi tiét duong tinh. Néu bénh tién trién di cin xa, diéu trj toan than
(hoé tri hodc diéu tri ndi tiét), can nhic phau thuat u nguyén phat va xa tri néu loét,
hoat tir, chay mau.
- Céc trudong hop khong dép ung (giit nguyén hoic tién trién) sau 3 dot hoa tri,
XU tri nhu cac trudng hop khong md duoc sau 6 dot.
- Dénh gid mo6 bénh hoc sau hoa tri phac d6 AP: St dung bénh pham sau md.
Panh gia dap ung trén mo bénh hoc theo tiéu chuan phan loai Chevallier:
Nhom 1: Bién mét toan bo khoi u trén ca dai thé 13n vi thé.
Nhom 2: Biéu hién caa UTBM tai chd, khong co u xdm nhép, khong con té bao
ung thu & hach.
Nhom 3: Biéu hién cia UTBM thé xam nhép, c6 nhing thay d6i & mé dém nhu
hoai tir hoac xo hoa.
Nhom 4: C6 it thay doi vé dién mao ctia khdi u.
2.2.3. Theo ddi sau diéu tri

Kham lai dinh ky 3 thang/lan dé phat hién tai phat di can. Bénh nhan dugc din
di kham lai ngay néu thay bat thuong. Nhimng bénh nhan khong dén kham lai s&
dugc theo ddi va thu thap thong tin qua dién thoai hodc qua thu.
Thoi gian song thém toan b tinh tir khi bat dau hoa tri AP dén khi tir vong hodc c6
théng tin cudi. Thoi gian song thém khong bénh tinh tir khi phau thuat dén khi tai
phat, di can dau tién hoic tir vong hodc ¢ théng tin cudi.
2.2.4. Néi dung- cac bién sé nghién ciru
< Dénh gia hiéu qua hoa tri bo trg trudc phiu thuat phac do AP trong UTV
giai doan III:
- Céc dgc diém bénh nhan.
- Thay d6i tong PKLN ciia u, hach sau hod tri, cac ty 1é dap ung trén 1am sang
Vvéi hoa tri, ty 1 chuyén tir khong mo duoc thanh mo dugc. Ty 1é dap Gmg trén mo
bénh hoc, ddi chiéu voi dap Gmg trén 1am sang.
- Thay d6i ndng do CA 15-3 sau hoa tri.
- Tan xuat doc tinh huyét hoc va ngoai huyét hoc ctia phac dd6 AP. Thoi gian
séng thém toan by va khong bénh trung binh, ty 1& song thém toan bo va khdng
bénh 1 nam, 2 nam, 3 nam.
> Phan tich mot sé yéu t6 tién lwong 1am sang va md bénh hoc ctia ung thu via
giai doan II1
- Tim méi lién quan cua cac yéu t 1am sang va mo bénh hoc véi dap tmg 1am
sang va dap ung mo bénh hoc.
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- Phén tich don bién va da bién cac yéu t6 1am sang va md bénh hoc dé tim cac yéu
t6 tién lugng thoi gian séng thém toan bo va song thém khong bénh.

2.2.5. Thu thdp, phén tich soé ligu: C4c thdng tin can nghién ciru duoc ghi vao
mau bénh 4n riéng, s dung phan mém SPSS 15.0 dé hd trg tinh toan.

2.2.6. Pgo dirc nghién ciru: Viéc tién hanh nghién ciru dé tai nay 1a chap nhan
duoc vé mit y duc.

CHUONG 3: KET QUA NGHIEN CUU
3.1. Pic diém bénh nhan
Tudi trung binh 44,4, thap nhét: 25 tudi, cao nhat: 65 tudi. Nhom 46-50 tudi
chiém ty 1& cao nhét (20,4%).
Téng PKLN caa u trung binh 69,8 mm, nho nhat 15 mm, 16n nhat 180 mm.
Toéng PKLN ctia hach trung binh 27,5 mm, nho nhéat 5 mm, 16n nhat 80 mm.
Bdng 3.1. Giai doan bénh

Giai doan S6 bénh nhan Ty 18 (%)
TR 54 39,4
g 62 45,3
e 21 15,3

Badng 3.2. Pac diém mé bénh hoc

Pic diém S6 bénh nhan Ty 18 (%)

Thé mé bénh hoc:
UTBM thé 6ng xam nhap 99 82,5
UTBM thé tiéu thuy xdm nhap 15 12,5
UTBM thé nhay 6 5,0
Do mo hoc:

1 7 7.1

2 78 79,6

3 13 13,3
ER:

Am tinh 56 44,4

Duong tinh 70 55,6
PR:

Am tinh 66 52,4

Duong tinh 60 47,6
HER2:

Am tinh 51 54,8

Duong tinh 42 45,2
Thé bénh hoc theo phén loai mai:

Long dng A 23 29,1




Long ong B/HER2 (-) 1 1,3
Long dng B/HER?2 (+) 15 19,0
HER2 (+) 25 316
Ba &m tinh 15 19,0
3.2. Hiéu qua diéu tri ciia phac do AP
3.2.1. Dap irng lim sang
Bang 3.3. Tong PKLN ciia cdc ton thwong triede va sau 3 dot AP
n X SD p
A 5 ’ A t r
;i%?lgtr?KLN Cua cac ton thuong trudc 96.4 38
Téng DKLN cia chc ©n 3] B <0.00
ong cua cac ton thuong Sau 7 3717 2712 1
dot AP
Hiéu so 58,7 | 308

Sau 3 dot co 4 bénh nhan bénh tién trién, chuyén sang phac do khac. Do vay
c6 133 bénh nhan c6 thé danh gia duoc tac dung giam kich thudc u va hach sau 6

dot AP.

Bang 3.4. Tong DKLN ciia cdc ton thwong triede va sau 6 dot AP

n X SD p
A 5 ’ A t r
Tgng PKLN cia cac ton thuong trudc 96.7 381
diéu tri 1 <00
Tong DKLN cua céac ton thuong sau 6 dot 3 203 202 01
AP 3
Hiéu so 765 | 34,6
Bang 3.5. Két qua ddp vmg lam sang

Pip tng S6 bénh nhan Ty 18 (%)
bap ting hoan toan 43 31,4
Dap g mot phan 83 60,6
Bénh gilr nguyén 7 51
Bénh tién trién 4 2,9

3.2.2. Bénh chuyén tir khéng mé dwec thanh mé dwoc
Sau hoa tri AP, d4 c6 129 truong hop (94,2%) chuyén tir khong md duoc sang
mo duoc. C6 8 bénh nhén (5,8%) khong cai thién vé kha nang md duoc sau hoa tri

phac do nay.
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5,8%

75,2%

19,0%

duwoc

@ Phau thuat bao tén

® Phau thuat cét tuyén wi
triét can bién déi dwoc
0 Khéng mé dugc

Biéu d6 3.1. Ty 1¢ chuyén thanh mé dwoc sau hoa tri AP

3.2.3. Dap vwrng mé bénh hoc

Bang 3.6. Két qua ddp 1rng mé bénh hoc

Dap ung theo phan loai Chevallier S(r)]: ; rl]lh Ty 1€ %

Nhom 1: Bién mat hoan toan té bao ung thu (dap tmg hoan 23 16.8
toan) ’
Nhom 2: Biéu hién ctia UTBM tai chd 12 8,8
Nhom 3: Con UTBM xam nhép, c6 bién doi hoai tir, xo

. 85 62,0
hoa
Nhom 4: C6 it thay d6i dién mao u 5 3,6
Khong xac dinh (khéng mo sau ho4 tri AP) 12 8,8

Bang 3.7. Moi lién quan déap iing mé bénh hoc tai u va tinh trang hach ndch sau

mé
Hach nach sau mo
Pap wrng mo Am tinh Duong tinh
bénh hoc tai u Tylé
. . . n ¥ n T7 1" 0
(%) y1é (%)
bap tng hoa 2
ap tmg hoan 74 |7 22,6
toan 4
h — 0,006
Khong dap tmg 4 48.9 4 511
hoan toan 6 ’ 8 ’

Bang 3.8. Déi chiéu dap iing trén md bénh hoc véi dap iimg lam sang

M6 bénh hoc Pap ng Khong dap ung
Lam sang hoan toan hoan toan Tong
Dap wng hoan toan 13 25 38
Kf‘long dap ung hoan 10 77 87
toan
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Tong

23

102

125

Mbi lién quan d4p mg hoan toan trén 1am sang va md bénh hoc c6 y nghia

théng ké (p=0,005).

3.2.4. Thay doi chit chi diém khoi u CA 15-3 sau hod tri AP

Nong do CA15-3 trung binh trudc diéu tri 1 31,8 U/mL, sau 3 dot con 25,3
U/mL, giam chua c6 y nghia thong ké (p=0,072). Sau 6 dot, nong d6 CA15-3
trung binh con 19,9 U/mL, giam c6 ¥ nghia théng ké (p=0,005).
3.2.5. Djc tinh ciia phic do AP
Bang 3.9. Cdc djc tinh trén huyét hoc

Po1(%) | Po2(%)| D3 (%) ]?c;) ;‘
Ha bach cau 38 (27,7) 10 (7.3) 2 (1,5) 1(0,7)
Ha bach cau hat 28 (20,4) 17 (12,4) 5 (3,6) 8 (5,8)
Ha tiéu cau 7(5,1) 0 1(0,7) 0
Giam hemoglobin 69 (50,4) 11 (8) 3(2,2) 0

Bang 3.10. Cdc déc tinh ngodi huyét hoc

Po1(%) | DPo2(%)| Do3(%)| Db4(%)
Non 83 (60,6) 12 (8,8) 0 0
Chan n 96 (70,1) | 14 (10,2) 0 0
Rung toc 97 (70,8) 39 (28,5) - -
Ddc tinh trén gan 41 (29,9) 5(3,6) 1(0,7) 0
Ddc tinh trén than 4(2,9) 1(0,7) 0 0
Ddc tinh trén tim 3(2,2) 1(0,7) 0 0
Pgc tinh trén thin kinh 64 (46,7) | 29 (21,2) 0 0

3.2.6. Thoi gian song thém

Thoi gian sdng thém toan bo trung binh cila cac bénh nhéan 13 40,6 thang. Ty
1é séng thém toan bo 1 nam, 2 nam, 3 nam tuong tng la 95,5%, 81,8%, 67,2%.
Thoi gian séng thém khong bénh trung binh ciia cic bénh nhan mo duoc 1a 26,4
thang. Ty 1¢ song thém khdng bénh 1 nam, 2 nam, 3 nam tuong ung 1a 74,4%,

59,2%, 40,9%.

3.3. C4c yéu to tién lwong 1am sang, md bénh hoc
3.3.1. C4C Yéu té duw bdo ddp veng ldm sang Vi hod tri
Bang 3.11. Cdc yéu t6 ¢é lién quan Véi dép irng 1am sang

Yéu to

p (x%)

L \ \ Khong dap ung
b hoan toan N .

ap trng hoan toa hoan toan

n Ty 1€ (%) n Ty 1€ (%)

Tong PKLN ciia u:
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- <Scm 19 42,2 26 57,8 0,044
- >5cm 24 26,1 68 73,9
Tinh chat di dong u:
- Dl; d(_?ng 41 35,3 75 64,7 0,013
- Codinh 2 9,5 19 90,5
U dinh da:
- Co 13 21,7 47 78,3 0.03
- Khong 30 39 47 61 ’
3.3.2. C4C Yéu té duw bdo ddp irng mé bénh hoc véi hod tri
Bang 3.12. Cdc yéu t6 cé lién quan ddp vimg mé bénh hoc
Pap wng hoan toan Khonfg dap s
Véu t6 hoan toan 0 &)
n Tylé n Ty 1€ (%)
(%)
D6 mo hoc:
- Do 1hoac?2 11 13,4 71 86,6
- Do3 6 46,2 7 53,8 0011
ER:
-Am tinh 15 29,4 36 70,6 0,007
- Duong tinh 7 10,1 62 89,9
PR:
-Am tinh ’ 16 26,7 44 73,3 0.016
- Duong tinh 6 10 54 90
3.3.3. CAC Yéu to tién lwong thoi gian séng thém toan b
Bang 3.13. Phan tich don bién cdc yéu to véi thoi gian séng thém toan bg
T)i le Soflg Thoi gian song
Yéu tb thém toan thém toan bd P
b9 3 ndm trung binh (théng) (log-rank)
(%)
Tong PKLN ciia u:
- <S5cm 78,8 42,7
- >5cm 65,4 39,2 0.034
Do mo hoc:
- Do 1hodc?2 65,6 39 <0,001
- bo3 25,6 22,6
Hach nach sau mo:
- Amtinh 72,2 41,6 0,046
- Duong tinh 59,7 36,6
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ER:

- Amtinh 39,1 33,5 <0,001

- Duong tinh 87,1 44,4

PR:

- Amtinh 51 36,3 0,003

- Duong tinh 84,7 43,9

Thé bénh hoc theo

phan loai méi:

- Long 6ng A 86,8 41,9

- Long ong B/HER2 84,4 44,3

+) 28,2 30,1 0,014

- HER2 (+) 54,2 34,1

- Ba am tinh

Pap w@ng trén mo

bénh hoc: 95,2 46,4

- Bap tmg hoan toan 61,7 37,3 0,047

- Khong dap ung

hoan toan

Bang 3.14. Phdn tich da bién cdc yéu té véi thoi gian song thém toan b
Bifn s Ty xuit Khoﬁ?g ti:l ciy 95% ciia 0
nguy co ty xuat nguy co

Tong PKLN cua u 1,307 0,534 - 2,014 3,199
Do mo hoc 0,701 0,139 - 3,537 0,667
Tinh trang hach nach sau md 0,222 0,012 - 4,232 0,317
Tinh trang ER 12,061 1,945 - 74,798 0,007
Tinh trang PR 0,522 0,095 - 2,857 0,453
Thé bénh hoc phan loai mai 0,686 0,146 - 3,212 0,632
Pap trng trén mod bénh hoc 0,05 0,099 - 0,280 0,001

3.3.4. C4C Yéu to tién lwong thoi gian séng thém khong bénh
Bang 3.15. Phan tich don bién cdc yéu t6 véi thoi gian song thém khdng bénh

Ty 18 song Thoi gian song
Véu t6 thém khéng thém khong bénh p
bénh 2 nim trung binh (log-rank)
(%) (thang)

Tinh chat di dong u:

- Didong 58,4 28,3

- Co dinh 37,1 16,7 0,002

D) mo hoc: 0,001
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- Do 1hodc2 54,3 26,8

- bo3 23,1 11,8

Hach nach sau mo:

- Amtinh 66,7 30,7 0,004
- Duong tinh 41,9 20,5

ER:

- Amtinh 46,4 21,4 0,006
- Duong tinh 64,4 30,2

Pap @ng trén mo bénh

hoc: 66,7 30,3

- Bap ung hoan toan 53,2 24,7 0.026
- Khéng dap ung hoan ’
toan

Bang 3.16. Phdn tich da bién cdc yéu t6 véi thoi gian song thém khdng bénh

Bifn s§ Ty xuit nguy Khoﬁtlg ti:l ciy 95% ciia 0
co ty xuat nguy co

Tinh chat di dong u 1,247 0,485 — 3,206 0,647
Do mo hoc 0,176 0,066- 0,47 0,001
Tinh trang hach nach sau 0,37 0,188 - 0,73 0,004
mo 2,063 1,106 - 3,847 0,023
Tinh trang ER 0,327 0,166- 0,643 0,001
bap tng trén mdé bénh

hoc

CHUONG 4. BAN LUAN

4.1. Pic diém bénh nhan

Tudi trung binh trong nghién ctru 1a 44,4; thap nhat 25; cao nhat 65. Do tudi
thuong gip nhat 1a 46-50 tudi (20,4%). Nghién ctru bénh nhan UTV giai doan III
khéng mé duoc tai Bénh vién K nhirng nam 2003-2005 cho thay tudi trung binh
49,7 véi lra tudi thuong gap nhat 50-55. Ching ta thay tudi bénh nhan thoi ky sau
c6 xu hudng tré hon.
Kich thudc u cua cac bénh nhan trong nghién ciru nay kha I6n. Nghién ctu cua
Anderson va CS (2003) trén 7985 truong hop UTV tién trién tai chd thay kich thudc
u trung binh > 5cm. Hau hét bénh nhan trong nghién ciru ¢6 hach nach cling bén so
thdy duoc. Carter va CS (1989) tong két trén 24.740 bénh nhan UTV ciing thdy kha
nang di can hach nach tang 1én cung kich thudc u.

Cac bénh nhan dugc dua vao nghién ciru & giai doan III khong mo duge voi
39,4% ¢ giai doan Illa, 45,3% ¢ giai doan Illg va 15,3% ¢ giai doan Illc. Nghién
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ctru vé UTV giai doan IIT khong md duge tai Bénh vién K giai doan 2003-2005, ty
& cac giai doan ITIa, I11g, ¢ lan lugt 14 13,5%, 31,1%, 55,4%.

Céc dic diém mo bénh hoc trong nghién ciru nay twong dwong hau hét cac
nghién ctru trén UTV trong nude. Thé md bénh hoc theo phan loai méi dugc xép &
79 bénh nhan c6 thong tin day da vé tinh trang ER, PR, HER2.

4.2. Hiéu qua diéu tri cia phac dd AP
4.2.1.Dap irng lim sang

Hoa tri AP d& gilp giam kich thudc va bién mét cac ton thwong voi tong
DKLN trung binh cila céc ton thuong giam c6 y nghia thdng ké sau 3 va 6 dot hoa
tri (p<0,001). Mot s6 bénh nhan ¢ sy thoai lui pha tron tirc ¢6 thoai lui ¢ khdi u
nhung khong thodi lui & hach va nguoc lai ¢4 dugc thay ¢ nghién ciu nay va
nhiéu nghién ctru khac.

o Phéc d6 hoa tri c6 adriamycin thé hé trudc
Cance va CS (2002) diéu tri trudc md bang adriamycin don thuan cho bénh nhan
UTV tién trién tai chd duoc ty 1& dap ung toan bd 84%. De Lena va CS (1978)
nghién ciru 4 dot AV trude mo thay ty 18 dap tmg toan bd 70%, dap tmg hoan toan
15,5%. Phac dd AV c6 vincristine it nhay cam ddi véi UTV nén cac ty 1é dap ung
thap hon AP.

Bdng 4.1. Két qud ddp irng ciia cdc nghién civu

o Phé,c do S& bénh ,Ty 1¢ ‘dépA Ty le dap ‘1'1’ng
Tac gia ho:a nh é;n trng toan bo hoan toan

chat (%) (%)

De Lenava CS (1978) AV x3 132 53 15

Hortobagyi va CS FAC x 3 52 83 15

(1988) FAC x 3 36 72 8

Horba va CS (1988) CAFx 3 44 90,9 114

Lé Thanh Burc va CS ACx3 30 83,3 10

(2006)

Cac nghién cuiru 3 dot hoa tri c6 adriamycin cho ty 1€ dap ung toan bo dat tr
53- 90,9% véi ty 1€ dap ung hoan toan dat tir 8-15% (Bang 4.1). Sur dung
paclitaxel va ting s6 dot da 1am tang ty 1& dap Gmg trong nghién ciru nay.

o Phéc d6 phdi hop adriamycin véi paclitaxel (AP)

Phac d6 AP da cho thay ty 1& dép tng cao trong UTV di can. Moliterni va CS
(1997) sir dung AP diéu tri tién phau voi ty 1¢ dap tmg toan bo 88%. Nghién ciru
cua ching t6i c6 ty 1¢ dap ung toan bo 92% véi 31,4% dap ung hoan toan da
khang dinh hi¢u qua cua phac do.

Nghién ctru ctiia Anelli va CS (2003) trén bénh nhan UTV giai doan Il dugc
hod tri trudc md phac dd AP cho ty 18 dap ung toan bo 83,5%, thap hon két qua
cua ching t61, nhung dép Gmg hoan toan cao hon (34,2%) va dac biét khong cé
truong hop nao bénh tién trién.

4.2.2. Bénh chuyén tiv khong mé dwoc thanh mé dwoc
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Ty 18 tir khong mo duge chuyén thanh mé duge trong nghién ciu dat 94,2%,
khé cao d6i véi UTV giai doan III. Horbar va CS (1988) nghién ctru 3 dot FAC
trudc mo cho UTV tién trién tai chd, ty 1& chuyén thanh mo duogc 13 68,2%.
Nghién ctru trong nudc v6i 3 dot FAC hodc AC tién phdu UTV khong md duoc, ty
I& chuyén thanh mé duoc dat 55,4%.

4.2.3. Dap wrng mo bénh hoc

Nhiéu nghién ctru cho thay dap mg hoan toan trén mé bénh hoc dao dong 10-20%
bénh nhan. Trong nghién ctru ctia ching t6i, ty 1¢ nay dat 16,8% & cac bénh nhan
c6 kich thudc u va hach 16n 1a ty 18 kha cao, ¢6 1& do sir dung nhimg thubc c6 hiéu
qua cao nhat hién nay véi UTV.

Nghién ctru ciia Anelli va CS (2003) véi phac dd AP trén UTV giai doan Illg,
ty 1¢ dap ung hoan toan moé bénh hoc 1a 15,1% gan voi két qua cta ching toi.
Angelucci va CS (2013) nghién ctru UTV tién trién tai chd dugc héa tri tién phiu,
c4c bénh nhan sir dung phac d6 c6 anthracycline va taxane c6 ty 1é dap ung hoan
toan trén moé bénh hoc 12,6%. Krishnan va CS (2013) nghién ctru hoa trj tién phau
UTV giai doan II, III, ty 1& dap tmg hoan toan md bénh hoc & khi diéu tri bang
anthracycline va taxane 1a 14,2%.

Nghién ctru dap tmg hoan toan trén moé bénh hoc tai u véi tinh trang hach nach sau
mo, lién quan giita dap tmg hoan toan trén 1am sang va moé bénh hoc ching toi
thay c6 su twong quan rd. Gajdos va CS (2002) thiy bénh nhan dép tmg hoan toan
mod bénh hoc tai u ¢6 ty 1& hach nach duong tinh thip hon céc truong hop khong
dap ung hoan toan tai u.

4.2.4. Thay doi chit chi diém khoi u CA 15-3 sau hoa tri AP

Nong d6 CA15-3 ciia cac bénh nhan d4 giam dang ké sau diéu tri. Gia tri
trung binh truéc diéu tri 1a 31,8 U/ml va sau 3 dot hod tri 14 25,3 U/ml va sau 6 dot
hod tri 14 19,9 U/mL véi sy khac biét co ¥ nghia thong ké. Nghién ctru véi 3 dot
hod tri FAC hoic AC trén UTV GP III khong mob duoc, cac tic gia ciing thiy két
qua tuong tu.

4.2.5. Djc tinh ciia phic do AP

Doc tinh huyét hoc

Ty 1é ha bach cau d6 1 va 2 & nghién ciu nay twong tmg 12 27,7% va 7,3%. Ha
bach cau do 3 1a 7,3% va chi c¢6 1 bénh nhan ha bach cau do 4. Moliterni va CS
(1997) sir dung phac d6 AP trén bénh nhan UTV tién trién tai chd, giam bach cau
6 s6t xay ra & 5 trén 79 bénh nhan. Nghién ctru ciia Anelli va CS (2003) trén bénh
nhan UTV giai doan Il duoc hoa tri trudc mod phac dd AP, giam bach cau do 3
hoac 4 1a 12,8%.

Dong tiéu cau cha yéu 1a ha do 1 (>74 G/l) véi ty 1& 5,1% & nghién ciu nay, d6 3
chi c¢6 1 bénh nhan (0,7%), khong c6 bénh nhan ndo ha d6 2 va 4. Nghién ctru
trong nudc vé hoa tri trudéc mod gip ha tiéu cau do 1 & 11,4% & phac d6 CAF va
3,3% & phac do AC. Do 2 chi gip & 1 bénh nhéan (2,3%) diéu tri phac d6 CAF va
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khong c6 bénh nhan nao diéu tri phac dd AC bi doc mirc d6 nay. Nhu vay ty 1é ha
tiéu cau voi phac do AP thap hon.

Trong nghién ctru, giam hemoglobin thudng gap nhung nhe véi da sd ha do 1
(50,4%). Nghién ctru ciia Lé Thanh Ptic va CS (2006) co ty 1¢ giam hemoglobin
do 11a40,9% ¢ nhom CAF va 43,3% ¢ nhom AC.

Doc tinh ngodi huyét hoc

Nén 1a doc tinh d& nhan thiy va thuong gip. Ty 1é non do 1 va 2 trong nghién ctru
12 60,6% va 8,8%. Khdéng cd bénh nhan nao non ¢ d6 3 va 4. Nghién ctru trén phac
d6 FAC va AC véi UTV giai doan I, ty 1& bénh nhan nén do 1 va 2 caa phac d6
AC t6i 40% va 30% trong khi phac dd CAF c6 céc ty 1¢ nay 1a 18,2% va 13,6%.
Nghién ctu cua Moliterni va CS (1997) st dung phac d6 AP liéu cao hon
(adriamycin 60mg/m? va paclitaxel 200mg/m?) c6 ty 1& non do 3 1a 12%. Doc tinh
trén than kinh v&i biéu hién 12 té bi 1 thudng gip vai 61,6% & do 1 va 28,8% o do
2.

Ty 1€ chan an d¢ 1 va 2 trong nghién curu nay la 70,1% va 10,2%, khong c6 bénh
nhan nao chan an d¢ 3 va 4. Trong nghién cuu cua Lé Thanh Puc va CS (2006),
v6i phac d6 AC co tdi 40% bénh nhan chan an do 1 va 60% chan in do 2 trong khi
véi phac d6 CAF co ty 1é chan an d6 1 téi 70,4% va d6 2 chi co 25%.

Cac dgc tinh khac trén duong tiéu hoa nhu viém miéng va ia chay d& khong
Xay ra trén cac bénh nhan duoc hoa tri tién phau phac d6 AP. Chung t6i chi gip
doc tinh trén gan vai biéu hién tdng cac men gan chu yéu 0 do 1, khong c6 bénh
nhan nao bi doc tinh trén than.

Adriamycin c¢6 kha niang gy doc véi co tim theo licu tich luy. Trong nghién
ctru chi c6 3 bénh nhan (2,2%) ¢ biéu hién doc véi tim & do 1 va 1 bénh nhan
(0,7%) doc véi tim & do 2. Nghién ctru ctia Moliterni va CS (1997) st dung lidu
adriamycin 60mg/m? két hop véi paclitaxel truéc md nhung gidi han & 4 dot nén
khdng thay c6 doc tinh véi tim trén 1am sang.

4.2.6. Thoi gian song thém

Haagensen va Stout da cho thdy phau thuat cat tuyén va triét cin don thuan &
nhing truong hgp UTV lan rong tai ving dem lai két qua rat thap véi ty 1é séng 5
nam chi dat 6%. Xa tri don thuan hoic xa tri Kkét hop ph?lu thuat cho cac bénh nhan
nay, ty 1¢ séng thém toan bo 5 nam chi dat 20-25%. Viéc dua hoa tri trudc mo vao
diéu tri UTV tién trén tai chd tai ving da khong nhiing 1am cho phau thuat va xa
tri d& dang hon ma con tang thoi gian séng thém. Trong nghién ciru ciia De Lena
va CS (1978), hoa tri AV két hop xa tri, ty 1é song thém toan bo 3 nam dat 52,8%.
Cance va CS (2002) bao céo ty 1¢ song thém toan bo 5 nim 76% & bénh nhan
UTV tién trién tai ving duoc hoa tri adriamycin tién phau.

Trong nghién ciru ciia chiing t6i, bénh nhan dugc hoa tri phac do AP, sau do
duoc diéu tri day du phau thuat, xa tri va noi tiét néu thy thé noi tiét duong tinh, ty
1é séng thém toan b 2 nam 81,8%, 3 nam 67,2%, cao hon nghién ciru ciia De
Lena khi chua c6 paclitaxel. Moliterni va CS (1997) ciing nghién ciru phac do AP
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tién phau trén UTV tién trién tai chd, ty 1¢ song thém toan bo sau 17 thang 1a 74%,
thap hon két qua ciia chiing toi.

Thoi gian séng thém khong bénh dugce tinh tir khi phiu thuat, loai bo hét cac
ton thuong dai thé. Trong nghién ctru nay, ty 1¢ séng thém khong bénh 1 nam va 2
nam tuong ung la 74,4% va 59,2%.

4.3. C4c yéu tb tién lwong 1am sang, md bénh hoc
4.3.1. CAC Yéu t6 dw bdo ddp teng lim sang Vi hod tri

Kich thudc u 12 yéu t6 quan trong lién quan dén kha niang dap (mg cta bénh.
Khbi u cang 16n, thudc hoa chat tham nhéap vao trung tam khéi u cang kho, kha
nang loai bo duoc hodn toan khéi u cang thap. Ty 1é dap ing hoan toan cua céc
truong hop tong PKLN u <5 cm 13 42,2%, tong DKLN u >5cm 12 26,1% véi su
khac biét c6 y nghia thong ké. Gajdos va CS (2002) phan tich ciing thdy c6 mbi
lién quan giira dap tmg 1am sang voéi kich thudc u. Tudi, thé mo bénh hoc, d6 mo
hoc ciling khong anh huong téi dap img, twong ty nghién ciru cua ching toi.

Khéi u c¢b dinh va dinh da I biéu hién cua giai doan mudn hon bai phan 16n
(khdng phai tat ca) cac trudong hop, khéi u phai dat dén mot kich thude du 16n méi
dinh da va/hoic ¢b dinh vao thanh nguc. Cac bénh nhéan c6 khéi u ¢d dinh va dinh
da c6 ty 1é dap tmg hoan toan trén 1am sang thap hon cac trudng hop u di dong va
khong dinh da trong nghién ctru ciia chiing toi.

Kuerer va CS (1999) thiy ty 1¢ dap umg véi hoa chit b tro trude phiu thuat
14 87% ¢ nhom ER am tinh trong khi ty 1€ nay chi dat 51% ¢ nhom ER duong tinh
twong ty nghién ciru ciia ching toi.

4.3.2. CA4C Yéu t6 dw bdo ddp trng mé bénh hoc véi hod tri

Cac yéu to co gia tri du bao dap timg hoan toan md bénh hoc trong nghién ciru

ctia chung t6i 1a d6 md hoc 3 (p=0,011), ER am tinh (p=0,007) va PR &m tinh
(p=0,016). B mo6 hoc lién quan chat ché vai ty 1€ tang sinh véi o mo6 hoc cao ¢
ty 1¢ ting sinh cao. Khdi u c6 do6 mo hoc thip thuong cé tinh trang thu thé noi
duong tinh.
Von Minckwitz va CS (2012) phan tich 6377 bénh nhan UTV duoc hoa tri tién
phau phéac d6 antharcycline-taxane trong 7 thir nghiém 1am sang. Két qué cho thay,
ty 1& dép ung hoan toan mé bénh hoc & nhém UTBM thé éng xam nhép 1a 16,1%,
nhom thé thiy xam nhap 14 6,0%, cac thé khac 1a 20,3% (p<0,001), d6 md hoc 1 1a
4,3%, do 2 1a 9,6%, do 3 1a 22,3% (p<0,001), ER duong tinh 1a 7,6% trong khi
nhom ER am tinh 1a 26% (p<0,001), PR duong tinh 1a 7,4% trong khi PR am tinh
14 22,9% (p<0,001).

S6 lwong bénh nhan trong nghién ctru nay con nho dé phan tich dap tmg mo
bénh hoc theo thé bénh hoc theo phan loai méi. Phan tich tong hop 20 nghién ciu
hoa tri trudc mo ctia Houssami va CS (2012) cho thay ty 1¢ dap tmg hoan toan md
bénh hoc cia nhém 10ng dng A va long éng B/HER2 am tinh 12 8,3%, nhom long
6ng B/HER2 duong tinh 13 18,7%, nhém HER2 duong tinh 1a 38,9% va nhoém ba
am tinh 1a 31,1%.
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4.3.3. CAC Yéu 16 tién lwong thoi gian song thém toan bg

Khi phan tich don bién, cac yéu té tién luong thoi gian séng thém toan bo

trong nghién ctru cia ching t6i 1a kich thude u, dd mo hoc, tinh trang hach nach
sau mo, tinh trang thy thé noi tiét, thé bénh hoc theo phan loai méi va dap tmg trén
mo bénh hoc.
Nghién ctru cia Carter va CS (1989) phan tich 24.740 truong hop UTV théy kich
thudc u cang nho, ty 1é séng 5 nim cang cao. Trong nghién ctru ctua Shet va CS
(2007), cac bénh nhan c6 d6 md hoc thap va ER dwong tinh c6 tién luong tét hon
trong khi cac bénh nhan c6 hach duong tinh c6 tién lugng xau hon.

Nghién ctru ctia Precht va CS (2010) véi thoi gian theo dbi 6,5 nam thay cac
yéu t6 tién luong dbi voi thoi gian séng thém toan bo & nghién ciu nay Ia tinh
trang thy thé ni tiét va dap tmg hoan toan trén mé bénh hoc. Nghién ciru cia Von
Minckwitz va CS (2012) vé6i 6377 bénh nhan UTV dugc héa tri tién phau phac do
antharcycline-taxane cho thiy thoi gian song thém toan bo cao hon dang ké &
nhitng truong hop dap ung hoan toan trén mo bénh hoc.

Hau hét cac nghién ciru déu chi rd rang sé luong hach sau mé dwong tinh ting sé
lam thoi gian song thém khong bénh va séng thém toan bo giam va déu kém hon
nhitng bénh nhan c¢6 hach am tinh.

Angelucci va CS (2013) cho thay cac bénh nhéan thé 1ong dng A va va long
6ng B/HER?2 am tinh c6 tién lwong tot hon. Giai doan va tinh trang thu thé noi tiét
la yéu t6 tién lugng doc lap dbi voi thoi gian sdng thém toan bo ca khi phéan tich
don bién va da bién.

Chung toi d4 thir phéan tich da bién thay chi c6 ER dwong tinh va dap mg
hoan toan trén md bénh hoc 1a cac yéu t6 tién luong doc 1ap thoi gian sdng thém
toan bo dai hon.

4.3.4. CAC Yéu t6 tién lwong thoi gian song thém khong bénh

Chung t6i da tim ra tinh chat di dong cia u, @6 mé hoc, tinh trang hach nach
sau mo, tinh trang ER va dap (mg mo bénh hoc 14 cac yéu t6 tién lwong thoi gian
séng thém khdng bénh khi phan tich don bién. Khi phan tich da bién, cic yéu t6
tién luong doc lap cho thoi gian séng thém khong bénh 1 d6 mé hoc, tinh trang
hach nach sau md, tinh trang ER va dap tmg mo bénh hoc.

Nghién ctru ctua Shet va CS (2007) thay cac yéu t6 tién lugng thoi gian séng
thém khong bénh 1a d6 mo6 hoc (khi gop do 1 va 2 so sénh véi do 3) va tinh trang
ER. C4c tac gia ciing thay tinh trang PR va HER2 khéng c6 y nghia tién luong
thoi gian séng thém khong bénh.

Precht va CS (2010) thiy cac bénh nhan dat dugc dap Gmg hoan toan trén mo
bénh hoc co ty 1¢ tai phét thap hon cac truong hop khong dat dap img hoan toan.
Nghién ctru ciia Gajdos va CS (2002) thiy sé lwong hach nach sau mo 1a yéu t6
tién lwong thoi gian sdng thém khdng bénh.

Von Minckwitz va CS (2012) tong hop 6377 bénh nhan UTVdugc hoéa tri tién
phau phéac do antharcycline-taxane. Trong sb d6 c¢6 759 truong hop UTV tién trién
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tai chd (giai doan III). Thoi gian song thém khong bénh cao hon dang ké ¢ nhiing
truong hop khong con té bao &c tinh ca tai via va hach so véi cac trudng hop con té
bao u (p<0,001).

Krishnan va CS (2013) theo di két qua 15 nam diéu tri bénh nhan UTV giai doan
I1, I1I duoc hoa tri tién phau ciing thay dap tmg hoan toan mé bénh hoc van 1a yéu
t6 tién lugng thoi gian séng thém khéng bénh.

Dbi v6i hoa tri tién phiu cho UTV md duge, Bonadonna va CS (1998) ciing
thay mutrc d6 xam 1an hach nach sau mo va mirc 46 dap tmg véi hoa tri 1 yéu t6
anh huong thoi gian séng thém khong bénh 8 nam.

Nghién ciru cia Angelucci va CS (2013) trén 409 bénh nhan UTV tién trién tai
chd dugc hoa tri bd tro trude phiu thuat cho thay giai doan III va thu thé noi tiét
am tinh 1a yéu t6 tién lugng x4u dbi voi thoi gian song thém khong bénh ca khi
phan tich don bién va da bién.

KET LUAN

Qua nghién ctru 137 bénh nhan ung thu va thé xam nhap giai doan III khong
mo duoc, dugc hoa tri bd tro trude phiu thuat phac dd AP, chung toi rit ra mot sb
két luan sau:

1. Vé hiéu qua diéu tri:

- Kich thuéc u nguyén phat va hach ving di can phan 16n déu giam sau hoa tri.
Trén 1am sang, ty 1é dap tmg hoan toan 31,4%, dap ing mot phan 60,6%, dap ing
toan bo 92%.

- Ty 18 chuyén thanh mé duoc 94,2%, trong d6 ¢6 2 bénh nhan da dugc phau thuat
bao ton.

- Ty 1¢ dap ung hoan toan trén md bénh hoc 1a 16,8%. Kha nang dap trng hoan
toan tai u co lién quan dén hach nach am tinh. Dap ung hoan toan trén 1am sang
co lién quan véi dap tmg hoan toan trén mé bénh hoc.

- Nong d6 CA15-3 giam c6 y nghia thong ké sau hoa tri.

- Cac doc tinh chu yéu ¢ do 1 va 2, ¢d thé kiém soat duoc.

- Thoi gian séng thém toan bo trung binh 40,6 thang. Ty 1é séng thém toan bo 1
nam, 2 ndm, 3 nam tuong tmg la 95,5%, 81,8%, 67,2%.

- Thoi gian séng thém khong bénh trung binh caa cac bénh nhan mé dugc 1a 26,4
thang. Ty 1¢ song thém khdng bénh 1 nam, 2 nam, 3 nam tuong ung 1a 74,4%,
59,2%, 40,9%.

2. Céc yéu t6 lién quan dén két qua diéu tri:

- Kich thuéc u 16n (>5c¢m), u ¢b dinh thanh nguc, u dinh da 1a céc yéu t6 du bao
kha nang dap tng hoan toan trén 1am sang giam.

- D6 md hoc 3, thy thé noi tiét am tinh 14 céc yéu t6 du bao dap tmg hoan toan
trén mo6 bénh hoc.

- Kich thudce u 16n (>5c¢m), d6 mo hoc 3, khong dat dap Gng hoan toan trén mo
bénh hoc, hach niach sau md duong tinh, thu thé estrogen am tinh, thu thé
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progesteron &m tinh, thé bénh hoc HER2 dwong tinh va ba am tinh 1a cac yéu to
tién luong xau doi vai thoi gian séng thém toan bo khi phan tich don bién. Khi
phan tich da bién, chi c6 tinh trang thy thé estrogen va dap tmg trén mé bénh hoc 1a
cac yéu td tién luong doc 1ap voi thoi gian sdng thém toan bo.

- Khéiu di dong, do0 mo hoc 1 hodc 2, hach nach sau md am tinh, thy thé estrogen
duong tinh va dap mg hoan toan trén mé bénh hoc 1a cac yéu t6 tién luong tot d6i
v6i thoi gian séng thém khong bénh khi phan tich don bién. Khi phan tich da
bién, d6 m6 hoc, tinh trang hach nach sau mé, tinh trang thu thé estrogen va dap
mg mo bénh hoc 1a cac yéu t6 tién lugng doc lap cho thoi gian séng thém khong
bénh.

KIEN NGHI

Phéac d6 AP c6 thé img dung trong diéu tri tién phau ung thu vi giai doan III
khéng mo dugc trong diéu kién hién nay ¢ nudc ta.

Can c6 cac nghién ctru thém vé cac phuwong phap phdi hop thude adriamycin
Vi paclitaxel ciing nhu véi cac thude diéu tri nham dich sao cho dat hiéu qua cao
nhat.
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ABBREVIATIONS

5FU 5 fluorouracil

AC Adriamycin —Cyclophosphamide

AP Adriamycin — Paclitaxel

AV Adriamycin- Vincristine

CA15-3 Carcinoma antigen 15-3

CAF Cyclophosphamide-Adriamycin-5 FU
Cl Confidence interval

CMF Cyclophosphamide- Methotrexate- 5 FU
CR Complete response

DFS Disease-free survival

ECOG Eastern Cooperative Oncology Group
ER Estrogen receptor

Et al And others

FAC 5 FU —Adriamycin- Cyclophosphamide
HER?2 Human Epidermal growth factor Receptor-2
HR Hazard risk

LD longest diameter

NAC Neoadjuvant chemotherapy

OR Overall response

0OS Overall survival

pCR Pathologic complete response

PR Progesterone receptor

RECIST Response Evaluation Criteria in Solid Tumors
TNM Tumor, Node and Metastasis

uiCC Union Internationale Contre le Cancer
Vs. Versus

INTRODUCTION
5. Reason of study

Breast cancer is the most common malignancy in women. Stage Il breast
cancer with characteristics of locally extensive invasion, regionally nodal metastases,
so-called locally advanced breast cancer. Most of patients with this stage are
inoperable. If trying to operate , the cancer tissue will not be removed totally, the
disease will relapse and progress more quickly.

In the past, inoperable stage |11 breast cancer often received irradiation alone or
irradiation combined with surgery. The rate of 5 year-survival was only of 20-25%.
Recently, preoperative chemotherapy became a new advance, made many patients
changing from inoperable into operable disease, even breast-conserving surgery. The
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method reduced the rate of recurrence, and especially the rate of 5-year survival was
more than 40% with old drugs and elevated to 75% with new generation of regimens.

Adriamycin is an important cytotoxic agent, presents in most of regimens for
this disease. In recent years, paclitaxel brought a dominated efficacy compare to old
generation of agents in breast cancer. In the studies, adriamycin and paclitaxel
combination (AP regimen) gave response rates of 58-94% with long-term response.

There was no study to evaluate the role of AP regimen as neoadjuvant
chemotherapy in breast cancer in Vietnam. Stage Ill breast cancer also has
particularly prognostic factors.

6. Purpose:

1. To evaluate the efficacy of AP regimen as neoadjuvant chemotherapy in
inoperable stage I11 breast cancer.

2. To analyse some factors related to treatment outcome.

7. Contributions of the thesis:

- Confirmed the role, efficacy, feasibility of neoadjuvant AP regimen in
inoperable stage Il breast cancer: shrinkage of primary tumors and regional lymph
nodes, changing into operable disease in 94.2% cases, 2 patients received breast-
conserving surgery. Major toxicities of the regimen were grade 1 and 2 and
controlled.

- By using AP regimen as neoadjuvant chemotherapy (NAC), overall survival
(OS) and disease-free survival (DFS) of the patients with inoperable stage 111 breast
cancer were improved. The OS rate at 3 years was 67.2%, the DFS rate at 3 years
was 40.9%.

- The thesis determined clinical and patholologic factors predicting clinical and
pathologic response to AP chemotherapy, prognostic factors for OS and DFS in
univariate and multivariate analysis.

8. The structure of the thesis:

The thesis consists of 128 pages with 4 main chapters: Introduction 2 pages,
Chapter 1 (Overview) 32 pages, Chapter 2 (Patients and Methods) 18 pages, Chapter
3 (Results) 40 pages, Chapter 4 (Discussion) 33 pages, Conclusion and
Recommendation 3 pages.

The thesis has 39 tables, 7 pictures, 18 charts, and 141 references (26
Vietnamese, 114 English, and 1 French).
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CHAPTER 1: OVERVIEW

1.1. Epidemiology of breast cancer
1.1.1. Breast cancer incidence in the world

Breast cancer is the most common women cancer, accounts for 25% cancer
deaths in developed countries. In areas that breast cancer is screened regularly, the
rate of stage Il breast cancer rarely gets over 5%. In low health care areas, this stage
presents in 30% to 50% of patients.

1.1.2. Breast cancer incidence in Vietnam

In Vietnam, breast cancer also has the highest incidence among cancers in
women. The incidence of breast cancer estimated about 17.4/100,000 women in
2003.

1.2. Pathogenesis of breast cancer
1.3. Staging of breast cancer
1.3.1. Staging system by tumor, lymph node, and metastasis (TNM)
1.3.2. Clinical staging
1.3.3. Operable and inoperable breast cancer

In practical treatment, stage Il breast cancer can be divided into operable and
inoperable disease. The inoperable disease is also called locally advanced breast
cancer, that radical mastectomy could give less effectiveness and high risk of
recurrence. Inoperable breast cancer has one of following features: Skin edema
extends over 1/3 of the breast, widening skin ulceration, satellite nodules,
inflammatory breast cancer, tumor fixation to the chest wall, tumor nearby sternum
that likely metastases to internal mammary lymph nodes, arm edema, axillary lymph
node(s) size 2.5cm or more, axillary lymph nodes fixed to other structure,
supraclavicular lymph nodes metastasis.

1.4. Treatment of breast cancer
1.4.1. Locoregional treatment
1.4.2. Systemic treatment
1.5. Neoadjuvant chemotherapy in breast cancer
1.5.1 Neoadjuvant therapy

Neoadjuvant therapy is therapy given before primary therapy (commonly
surgery) to make primary therapy easier. In breast cancer, NAC also called
“preoperative  chemotherapy”,  “induction  chemotherapy”, or  “primary
chemotherapy”. The common neoadjuvant therapies are chemotherapy, radiation
therapy, and hormonal therapy. Other methods such as monoclonal antibodies, etc
are being studied.
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1.5.2. History of neoadjuvant chemotherapy development in breast cancer

Neoadjuvant chemotherapy was first investigated on patients with inoperable
breast cancer in late 1960s, and results reported until 1970s. At that time, adriamycin
with high activity in breast cancer was tried to combine with other agents. Leading
study conducted by De Lena et al (1978) had response rate of 70% with AV
(adriamycin and vincristine), with 15.5% complete response (CR). Subsequently,
many reports were published continuously, documented the efficacy of this
therapeutic strategy. The drugs usually combined with adriamycin were
cyclophosphamide and 5 fluorouracil (5 FU). Afterwards, the taxanes (paclitaxel and
docetaxel) were combined with other chemotherapeutic agents (usually
anthracycline).

1.5.3. Advantages and disadvantages of neoadjuvant chemotherapy

Neoadjuvant chemotherapy has some advantages and disadvantages. In fact,
the advantages far outweigh the disadvantages except some patients have progression
disease during treatment. Two outstanding advantages in practice of this strategy are:

1. Response of the disease to treatment can be observed.

2. Disease downstaging makes surgery easier, even breast conservation.

1.5.4. Evaluation of response after neoadjuvant chemotherapy
1.5.4.1. Evaluation of clinical response

Today, “Response Evaluation Criteria is Solid Tumor” (RECIST) often used
to evaluate clinical response to chemotherapy in breast cancer.
1.5.4.2. Evaluation of pathologic response

Many classification systems were developed to find the relationship between
pathologic response and survival. Most of systems divided into pathologic complete
response (pCR) and no pCR.

1.5.5. Necessary duration of neoadjuvant chemotherapy

Studies often fixed number of cycles of NAC ranging from 3 to 6 cycles.
Beside the response issue, they need to pay attention to toxicities when prolonging
administration of chemotherapy, especially anthracyclines have cumulative cardiac
toxicity.

1.5.6. Regimens used in neoadjuvant chemotherapy

Anthracyclines (2 agents used in breast cancer are adriamycin and epirubicin)
still play important role in most of regimens. The combination of cyclophosphamide,
methotrexate, and 5 FU (CMF) without anthracycline is less effective but less toxic,
especially cardiac toxicity.

Paclitaxel, a new drug, in taxane class, was isolated from the bark of the
Pacific yew tree (Taxus brevifolia). It has no cross-resistance to anthracyclines. In
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neoadjuvant treatment, single-agent paclitaxel showed response rate of 80.2%
comparable to the three-agent combination of 5 FU, adriamycin, and
cyclophosphamide (FAC). When combining paclitaxel with adriamycin, the response
rate increased to 89%. Other cytotoxic agents and monoclonal antibodies also have
been investigated in recent years.

1.5.7. Neoadjuvant chemotherapy in treatment strategy of inoperable stage 111
breast cancer

The most common strategy of combining the methods for inoperable stage 111
breast cancer begins by NAC with multi-drug regimens containing an anthracycline,
followed by surgery, postoperative chemotherapy if not completed preoperatively,
radiation therapy as consolidation and endocrine therapy depends on hormonal
receptor status.

1.5.8. Breast conservation after neoadjuvant chemotherapy

Many patients with inoperable stage Il breast cancer could receive breast-
conserving surgery after induction chemotherapy. There are very few absolute
contraindications for breast-conserving surgery although each factor could increase
the risk of local recurrence.

1.5.9. The role of axillary lymph node dissection after neoadjuvant chemotherapy
Axillary lymph node assessment can help us to know the prognosis, so many
authors recommend a systematic axillary lymph node dissection.

1.5.10. Inflammatory breast cancer and neoadjuvant chemotherapy

With local treatment alone, the rate of 5-year survival of inflammatory was less
than 5%. Induction chemotherapy became a huge revolution in inflamatory breast
cancer. The response rate to chemotherapy was of 80% and 5-year survival reached
to 50%.

1.5.11. Prognostic factors in locally advanced breast cancer

Factors predict the response to NAC: small tumor, aneuploidy, estrogen
receptor (ER) negative, grade 3, human epidermal growth factor receptor 2 (HER2)
negative.

TNM stage, tumor size, clinical and postoperative lymph node stage, tumor
grade, and response to preoperative chemotherapy have relationship with both DFS
and OS.

1.6. Some studies of neoadjuvant chemotherapy in breast cancer
1.6.1. Foreign studies
1.6.1.1. Inoperable breast cancer
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Stearns et al (2003) studied on 29 patients with locally advanced breast cancer,
received or 3 cycles of adriamycin (A) followed by 3 cycles of paclitaxel (P) or the
reverse. The CR was of 42% (33% in A— P group and 50% in P—A group) and
partial response was of 55% (60% in A— P group and 50% in P—A group). Five
(17%) patients had pCR.

A French study with 200 breast cancer patients with large tumors randomized to 4
cycles of preoperative AP or adriamycin plus cyclophosphamide (AC). Overall response
(OR) and CR rates in AP group were 89% and 15%, compared to those in AC group
were 70% and 7%, respectively. The pCR in two groups were 8% versus (vs.) 6%.
Breast-conserving surgery was carried out in 58% vs. 45% patients. At 18 months, the
DFS was of 87% in AP group and 79% in AC group. The pCR was prognostic factor for
DFS. This group continued to conduct a randomized trial comparing 4 with 6 cycles of
preoperative AP on patients with the same criteria. Analysis on 232 patients, clinical CR
rates were of 20% in 4-cycle group and 32% in 6-cycle group, pCR rate were of 17%
and 24%, respectively. Breast-conserving surgery rates were of 61% and 649%,
respectively. The toxicities were not increased when using 6 cycles of AP. The
outstanding results in two trials of NAC with AP regimen is basic for this study.
1.6.1.2. Operable breast cancer

There were many clinical randomized trials comparing NAC to adjuvant
chemotherapy in operable breast cancer. All authors found no difference in
locoregional recurrence, DFS and OS between two methods. Preoperative
chemotherapy is useful for us to increase the rate of breast conservation and to know
whether chemotherapy had effectiveness on the patient.

1.6.2. Domestic studies

Le Thanh Duc et al (2006) conducted a study of CAF (cyclophosphamide, 5
FU, adriamycin) or AC regimen as NAC on 74 patients with inoperable stage Il
breast cancer. The CR and partial response rates after 3 cycles of CAF vs. AC were
11.4% and 79.5% vs. 10% and 73.3%, respectively. Leukopenia and neutropenia,
thrombocytopenia in patients received CAF were higher than those in patients
received AC. AC regimen caused more vomiting and nausea than CAF. No patient
had mucositis, diarrhea, cardiac and renal toxicities in both groups.

1.7. Characteristics of therapeutic agents used in the study
1.7.1. Adriamycin
1.7.2. Paclitaxel
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CHAPTER 2: PATIENTS AND METHODS
2.1. Patients
137 patients with stage 11l breast cancer received AP regimen as neoadjuvant
chemotherapy at K hospital from October 2009 to September 2012.
2.1.1. Inclusion criteria

- Women < 65 years old with unilateral breast cancer, confirmed by phathology
as invasive carcinoma of the breast, stage I11 by the 2009 UICC staging system.

- Inoperable disease with one of the following features: Fixation of tumor to
chest wall (immovable) including all cases of T4, T4, inflamamatory including all
cases of Ty, satellite nodules on the skin or skin edema extended over one third of
the breast, selected among the cases of T4, tumor nearby sternum that likely
metastases to internal mammary lymph nodes, ipsilateral axillary lymph nodes
invaded to surrounding tissues (fixed), or lymph nodes > 2,5cm, or caused arm
edema, selected among the cases of N,,, metastased to ipsilateral internal mammary
(N2p, Nap), or to ipsilateral infraclavicular (Ns,), or to ipsilateral supraclavicular
lymph nodes (Ns).

- Performance status > 60% by Karnofsky or < 2 by ECOG (Eastern Cooperative
Oncology Group), no condition which contraindicates the use of anthracyclines, the
hematology and chemistry parameters, cardiac function permitted the use of
chemotherapy.

2.1.2. Exclusion criteria
The patients who could not adhere the schedule of treatment, allergy to
chemotherapeutic agents in study regimen.

2.2. Methods:
Uncontrolled clinical intervention. Sample size was calculated at least 73
patients.

2.2.1. Pre-treatment assessments

- Measuring the longest diameter (LD) of lesions (tumors, lymph nodes) by
ruler or calipers in millimeters (mm) right before treatment.

- Pathologic studies: A core biopsy or open surgical biopsy (from tumors or
lymph nodes) was done, the sample was fixed , paraffin embedded, hematoxylin and
eosin staining, determined pathological types, classified tumor grade.
Immunohistochemistry staining to evaluate ER, progesteron receptor (PR), and
HER2. Classified the pathologic pattern by new subtypes:

- Luminal A: ER(+) and/or PR(+), HER2(-), grade 1 or 2.

- Luminal B/HER2(-): ER(+) and/or PR(+), HER2 (-), grade 3.

- Luminal B/HER2(+): ER(+) and/or PR(+), HER2 (+), all grades.

- HER2(+): ER(-) and PR(-), HER2 (+), all grades.
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- Tripple negative: ER(-), PR(-), and HER2 (-), all grades.

2.2.2. Interventive treatment and assessing during tretment

- Patients fulfilled all incusion criteria would receive AP chemotherapy:

+ Adriamycin 50 mg/m? (body surface area), diluted in 200 ml of glucose 5%,
intravenous infusion, day 1.

+ Paclitaxel 175 mg/m? , diluted in 300 ml glucose 5%, intravenous infusion,
1 hour after adriamycin adriamycin, over 3 hours , day 1.

Every 21 days, to maximal 6 cycles.

- The patients were given the drugs to reduce side effects, enhance tolerability.

- Before the next cycles, the patients were examined and had tests to assess
toxicities of the last cycle by World Health Organization’s criteria.

- After 3 and 6 cycles of chemotherapy, workup to re-evaluate overall. The
lesions were re-measured with the same method used before treatment.

- Evaluating the response by RECIST with 4 categories: CR, partial response,
stable disease, and progressive disease.

- The responders (CR or partial response) after 3 cycles would continue to receive AP
chemotherapy until 6 cycles. After 6 cycles, evaluating the operability:

% If disease became operable, carrying out modified radical mastectomy or
breast-conserving surgery (if applicable). Postoperative irradiation and endocrine
therapy if hormonal receptors positive.

% If disease was still inoperable, giving other regimen of chemotherapy or
irradiation followed by surgery. Postoperatively, additional irradiation (if not reached
full dose preoperatively) and endocrine therapy if hormonal receptors positive. If
developing distant metastases, systemic therapy (chemotherapy or endocrine
therapy), considering surgery and irradiation for primary tumor if it had ulceration,
necrosis, hemorrhage.

- Non-responders (stable or progressive disease) after 3 cycles would be treated
as inoperable cases after 6 cycles.

- Pathologic assessing after AP chemotherapy: Using postoperative tissue
samples. Evaluating pathologic response by Chevallier’s classification:

Class 1: Disappearance of all tumors both on macroscopic and microscopic
assessment.

Class 2: In situ carcinoma present, but no residual invasive carcinoma, and no
tumor cell in lymph nodes.

Class 3: Invasive carcinoma present with stromal changes such as necrosis or
fibrosis.

Class 4: Very few modifications of tumor appearance.

2.2.3. Follow-up after treatment
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Periodic checkups every 3 months for recurrence or metastasis. The patients
were informed to come back right away if felling abnormalities. The patients could
not go for checkups would be followed up and collected her information by
telephone or mail.

The OS time was calculated from begining of the AP chemotherapy until death
or last information. The DFS time was calculated from surgery until the first
recurrence or metastasis or death or last information.

2.2.4. Endpoints and variables of study
% Evaluating the efficacy of AP regimen as neoadjuvant chemotherapy in stage IlI
breast cancer:

- Patient characteristics.

- Changing in the sum of the LD of tumors, nodes after chemotherapy, clinical
response rates, the rates of chaging from inoperable to operable disease. Pathologic
response rates, collating it with clinical response.

- Changing in CA15-3 levels after chemotherapy.

- Frequencies of hematologic and non-hematologic toxicities of AP.

- Means of OS and DFS time, 1-year, 2-year, 3-year OS and DFS.

% Analysing some clinical and pathologic prognostic factors of stage Il breast
cancer

- Determining the relationship between clinical and pathologic factors and
clinical and pathologic response.

- Univariate and multivariate analyzing the clinical and pathologic factors to find
prognostic factors for OS and DFS.

2.2.5. Data collection and analysis: Necessary information was recorded in the
study records, using SPSS 15.0 soft ware for statistics.

2.2.6. Ethical issue in the study: This study was ethically acceptable.

CHAPTER 3: RESULTS

3.1. Patient characteristics

Mean age 44 .4 years, the youngest: 25, the oldest: 65. Group of 46-50 years old
had highest rate (20.4%).

Mean sum of LD of tumors 69.8 mm, smallestl5 mm, biggest 180 mm.

Mean sum of LD of lymph nodes 27.5mm, smallest 5mm, biggest 80mm.
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Table 3.1. Disease stage

Stage No. of patients %
1IN 54 39.4
g 62 45.3
e 21 15.3

Table 3.2. Pathologic characteristics

Characteristics No. of patients %

Pathologic type:

Invasive ductal carcinoma 99 82.5

Invasive lobular carcinoma 15 12.5

Mucinous carcinoma 6 5.0
Grade:

1 7 7.1

2 78 79.6

3 13 13.3
ER:

Negative 56 44 .4

Positive 70 55.6
PR:

Negative 66 52.4

Positive 60 47.6
HER?2:

Negative 51 54.8

Positive 42 45.2
New subtype:

Luminal A 23 29.1

Luminal B/HER2 (-) 1 1.3

Luminal B/HER2 (+) 15 19.0

HER2 (+) 25 31.6

Tripple negative 15 19.0




3.2. Efficacy of AP regimen
3.2.1. Clinical response

.32

Table 3.3. Sum of LD of lesions before and after 3 cycles of AP regimen

n - SD p
X
Sum of LD of lesions before 96.4 33
treatment
Sum of LD of lesions after 3 cycles | 137 377 979 <0.001
of AP
Difference 58.7 30.8

After 3 cycles, there were 4 patients with progressive disease, changed to other
regimens. So, 133 patients were evaluated the effect of 6 cycles of AP in reducing

the size of tumors and nodes.

Table 3.4. Sum of LD of lesions before and after 6 cycles of AP regimen

n X SD p
Sum of LD of lesions before
treatment %7 38,1
Sum of LD of lesions after 6 1 :

33 20,3 20.2 <0.001
cycles of AP
Difference 76,5 34,6

Table 3.5. Results of clinical response
Response No. of patients %

CR 43 314
Partial response 83 60.6
Stable disease 7 51
Progressive disease 4 2.9

3.2.2. Changing from inoperable to operable disease

After AP chemotherapy, there were 129 cases (94.2%) changing from
inoperable to operable disease. Eight patients (5.8%) had no improvement in
operability after this regimen of chemotherapy.
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75.2%

5.8%

19.0%

O Ability of breast-
conserving surgery

| Ability of modified
radical mastectomy

O Inoperable disease

Chart 3.1. The rates of operability after AP chemotherapy

3.2.3. Pathologic response
Table 3.6. Results of pathologic response

No. of
Response by Chevallier’s classification patient %
S
Class 1: Complete disappearance of tumor cells (pCR) 23 16.8
Class 2: In situ carcinoma presence 12 8.8
Class 3: Invasive carcinoma present with necrosis, fibrosis. 85 62.0
Class 4: few changes of in tumor appearance 5 3.6
Not defined (no surgery after AP chemotherapy) 12 8.8

Table 3.7. Relationship between pathologic response in tumors and axillary lymph

node status

Pathologic Axillary lymph node
response in Negative Positive "
tumors No. of patients % No. of patients %
CR 24 77.4 7 22.6 0.006
No CR 46 48.9 48 51.1
Table 3.8. Collating pathologic response with clinical response
Pathologic
Clinical CR No CR Total
CR 13 25 38
No CR 10 77 87
Total 23 102 125

The relationship between clinical CR and pCR was statistically significant

(p=0.005).
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3.2.4. Changing the CA 15-3 levels after AP chemotherapy

Mean of CA15-3 levels before tretment was 31.8 U/mL, after 3 cycles was
25.3 U/mL, reduced not significant (p=0.072). After 6 cycles, mean of CA15-3
levels reduced to 19.9 U/mL with statistical significance (p=0.005).

3.2.5. Toxicities of AP regimen

Table 3.9. Hematologic toxicities

Grade 1 (%) | Grade 2 (%) | Grade 3 (%) Gr(i/?; 4

Leukopenia 38 (27.7) 10 (7.3) 2 (1.5) 1(0.7)

Neutropenia 28 (20.4) 17 (12.4) 5 (3.6) 8 (5.8)
Thrombocytopenia 7(5.1) 0 1(0.7) 0
Hemoglobin reduction 69 (50.4) 11 (8) 3(2.2) 0

Table 3.10. Non-hematologic toxicities

Grade 1 (%) Grade 2 (%) Gr(i/(cj))e 3 jr(i/g)e
Vomitting 83 (60.6) 12 (8.8) 0 0
Nausea 96 (70.1) 14 (10.2) 0 0
Alopecia 97 (70.8) 39 (28.5) - -
Hepatic toxicity 41 (29.9) 5(3.6) 1(0.7) 0
Renal toxicity 4 (2.9) 1(0.7) 0 0
Cardiac toxicity 3(2.2) 1(0.7) 0 0
Neurotoxixity 64 (46.7) 29 (21.2) 0 0

3.2.6. Survival

The mean of OS time of the patients was 40.6 months. The OS rates at 1 year,
2 years, and 3 years were of 95.5%, 81.8%, and 67.2%, respectively. Mean of DFS
time of the operable patients was 26.4 months. The DFS rates at 1 year, 2 years, and
3 years were 74.4%, 59.2%, and 40.9%, respectively.

3.3. Clinical, pathologic factors of prognosis
3.3.1. The factors predicted clinical response to chemotherapy
Table 3.11. The factors related to clinical response

N let
Complete response 0 compiete
Factors response p (x9)
Nq. of % Nq. of %
patients patients
Sum of LD of tumors:
- <5cm 19 42.2 26 57.8 0.044
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- >5cm 24 26.1 68 73.9
Tumor movability:
- Movable 41 35.3 75 64.7
- Fixed 2 9.5 19 90.5 0.013
Tumor adhered to the
skin:
- Yes 13 21.7 47 78.3 0.03
- No 30 39 47 61
3.3.2. The factors predicted pathologic response to chemotherapy
Table 3.12. The fators related to pathologic response
Complete response No complete
response p
Factors ' No. of o0
No. of patients % . %
patients

Grade :
- Gradelor? 11 134 71 86.6 | 0.01
- Grade 3 6 46.2 7 53.8 1
ER:
- Negative 15 29.4 36 70.6 | 0.00
- Positive 7 10.1 62 89.9 7
PR:
- Negative 16 26.7 44 73.3 |0.01
- Positive 6 10 54 90 6

3.3.3. The factors prognosed overall survival
Table 3.13. Univariate analysis of factors with OS

Factors 3-year OS Mean of OS p
rates (%) | time (months) (log-rank)

Sum of LD of
tumors: 78.8 42.7
-<S5cm 65.4 39.2 0.034
->5cm
Grade :
- Gradelor2 65.6 39 <0.001
- Grade 3 25.6 22.6
Postoperative
axillary lymph 72.2 41.6 0.046
node: 59.7 36.6
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- Negative

- Positive

ER:

- Negative 39.1 33.5 <0.001
- Positive 87.1 44 .4

PR:

- Negative 51 36.3 0.003
- Positive 84.7 43.9

New subtype:

- Luminal A 86.8 41.9

- Luminal B/HER2 84.4 443

(+) 28.2 30.1 0.014
- HER2 (+) 54.2 341

- Tripple negative

Pathologic

response: 95.2 46.4

-CR 61.7 37.3 0.047
-No CR

Table 3.14. Multivariate analysis of factors with OS

Variable HR 95% CI for HR p
Sum of LD of tumors 1.307 0.534-2.014 3.199
Grade 0.701 0.139 - 3.537 0.667
Postoperative axillary lymph node 0.222 0.012-4.232 0.317
ER 12.061 | 1.945-74.798 0.007
PR 0.522 0.095 - 2.857 0.453
New subtype 0.686 0.146 - 3,212 0.632
Pathologic response 0.05 0,099 - 0.280 0.001

3.3.4. The factors prognosed disease-free survival
Table 3.15. Univariate analysis of factors with DFS

Mean of
2-year DFS
Factors DFS rates time (Iog-Fr)ank)
(%) (months
Tumor movability:
- Movable 58.4 28.3 0.002
- Fixed 37.1 16.7
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Grade :
- Gradelor2 54.3 26.8 0.001
- Grade 3 23.1 11.8
Postoperative axillary lymph node:
- Negative 66.7 30.7 0.004
- Positive 41.9 20.5
ER:
- Negative 46.4 21.4 0.006
- Positive 64.4 30.2
Pathologic response:
-CR 66.7 30.3
-No CR 53.2 24.7 0.026
Table 3.16. Multivariate analysis of factors with DFS
Variable HR 95% CI for HR p
Tumor movability 1.247 0.485 - 3.206 0.6
Grade 0.176 0.066- 0.47 47
Postoperative axillary lymph node 0.37 0.188-0.73 0.0
ER 2.063 1.106 — 3.847 01
Pathologic response 0.327 0.166- 0.643 0.0
04
0.0
23
0.0
01

CHAPTER 4. DISCUSSION

4.1. Patient characteristics

The mean age in the study was 44.4; the youngest 25; the oldest 65. Most
frequent ages were 46-50 (20,4%). Other study on patients with inoperable stage Il
breast cancer at K hospital from 2003 to 2005 showed the mean age of 49.7 with
most frequent ages were 50-55. We could see that patients’ age in later period tends

to be younger.

The sizes of tumors in this study were rather large. The study of Anderson et al
(2003) on 7985 cases of locally advanced breast cancer observed that mean size of
tumors > 5cm. Most of patients in the study had palpable ipsilateral axillary lymph
nodes. Carter et al (1989) reviewed 24,740 patients with breast cancer also noted that
probability of axillary lymph node metastasis increased with tumor size.
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Patients enrolled in the study were inoperable stage 111 with 39.4% of stage 114,
45.3% of stage Illg, and 15.3% of stage Illc. The study on inoperable stage 111 brest
cancer at K hospital period 2003-2005 had the rates of stage Ill4, Illg, and Ill¢ were
13.5%, 31.1%, and 55.4%, respectively.

The pathologic characteristics in the study is comparable to other domestic studies on
breast cancer. The new subtypes were classified in 79 patients who had adequate
information of ER, PR, and HER?2 status.

4.2. Efficacy of AP regimen
4.2.1. Clinical response

The AP combination was useful in shrinkage of size and disappearnce of
lesions. Mean sum of LD reduced significantly after 3 and 6 cycles of chemotherapy
(p<0.001). Some patients had mixed response that means remission in tumor but no
remission in lymph nodes and reverse were seen in this study and many others.

e The old adriamycin-containing regimens

Cance et al (2002) treated preoperatively with adriamycin alone for locally
advanced breast cancer patients achieved OR rate of 84%. De Lena et al (1978)
studied 4 cycles of AV preoperatively showed OR rate of 70%, CR rate of 15.5%.
The AV regimen has vincristine that less sensitive with breast cancer so the response
rates were lower than that of AP.

Table 4.1. Results of response in the studies

. No. of
Authors Regimen patients OR (%) CR (%)
De Lenaet al (1978) AV x 3 132 53 15
Hortobagyi et al (1988) FAC x 3 52 83 15
Horba et al (1988) FAC x 3 36 72 8
Le Thanh Duc et al (2006) CAFx3 44 90.9 114
ACx3 30 83.3 10

The studies with 3 cycles of adriamicin-containing chemotherapy gave OR
rates of 53- 90.9% with CR rates of 8-15% (Table 4.1). Using paclitaxel and
incresing number of cycles made the response rates increased in this study.

e Adriamycin and paclitaxel combination (AP)

The AP combination showed high response rates in metastatic breast cancer.
Moliterni et al (1997) used AP regimen as NAC and achieved OR rate of 88%. Our
study had OR rate of 92% with CR rate of 31.4% confirmed the efficacy of the
regimen.
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The study conducted by Anelli et al (2003) on patients with stage Il1g received
preoperative AP regimen showed OR rate of 83.5%, lower than that of our results but
higher CR rate (34.2%) and especially no case of progressive disease.

4.2.2. Changing from inoperable to operable disease

The rate of changing from inoperable to operable disease in the study was of
94.2%, relatively high for stage Il breast cancer. Horbar et al (1988) studied 3 cycles
of preoperative FAC for locally advanced breast cancer, the rate of changing to
operable disease was of 68.2%. A domestic study with 3 cycles of preoperative FAC
or AC for inoperable breast cancer had the rate of chaging to operable disease
achieved 55.4%.

4.2.3. Pathologic response

Many studies reported pCR rates ranging from 10% to 20% patients. In our
study, this rate achieved 16.8% in patients with large tumors and lymph nodes were
relatively high, might be the results from the most effective drugs were used.

The study of Anelli et al (2003) with AP regimen on stage Illg breast cancer had
pCR of 15.1% close to our result. Angelucci et al (2013) investigated locally adcanced
brest cancer given preoperative chemotherapy, the patients received anthracycline and
taxane regimens had pCR of 12.6%. Krishnan et al (2013) studied preoperative
chemotherapy for stage II, 111 breast cancer. The pCR rate was of 14.2% when using
anthracycline and taxane.

When studying the relationship between pCR in tumors and axillary lymph
node status, between clinical CR and pCR, we found they had statistically significant
correlations. Gajdos et al (2002) reported the patients with pCR in tumors had the
rate of positive lymph nodes lower than that of non pCR in tumors.

4.2.4. Changing the CA 15-3 levels after AP chemotherapy

CA15-3 levels of patients decreased significant after treament. The mean at
pretreatment time was of 31.8 U/ml, after 3 cycles of chemotherapy was of 25.3
U/ml, and after 6 cycles was of 19.9 U/mL, with the statistically significant
differences. Study with 3 cycles of FAC or AC in inoperable stage 111 breast cancer,
the authors also observed the same results.

4.2.5. Toxicities of AP regimen
Hematologic toxicities
The rates of grade 1 and 2 leukopenia in the study were of 27.7% and 7.3%,
respectively. Grade 3 leukopenia was in 7.3% patients and only 1 patient with grade
4 of this toxicity. Moliterni et al (1997) used AP regimen in patients with locally
advanced brest cancer, febrile leukopenia happened in 5 of 79 patients. The study of
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Anelli et al (2003) on stage Illg breast cancer received preoperative AP, grade 3 or 4
leukopenia was of 12.8%.

Most of thrombocytopenia was grade 1 (>74 G/I) with the rate of 5.1% in the
study, grade 3 seen in only 1 patient (0.7%), no patient with grade 2 and 4. The
domestic study about preoperative chemotherapy showed grade 1 thrombocytopenia
of 11.4% in CAF regimen and 3.3% in AC regimen. Grade 2 seen in 1 patient
(2.3%) received CAF and no patient in AC group had this grade. So the
thrombocytopenia with AP regimen was lower.

In the study, hemoglobin reduction was common but mild with majority in
grade 1 (50.4%). The study of Le Thanh Duc et al (2006) had the grade 1
hemoglobin reduction was 40.9% in CAF group and 43.3% in AC group.

Non-hematologic toxicities

Vomiting is easily realized and common toxicity. Grade 1 and 2 vomiting in the
study were 60.6% and 8.8%, respectively. No patient had grade 3 and 4 vomiting. In
the study with FAC and AC regimen in stage Il breast cancer, grade 1 and 2
vomiting of AC group were of 40% and 30%, respectively, of CAF group were of
18.2% and 13.6%, respectively.

The study of Moliterni et al (1997) using higher doses in AP regimen
(adriamycin 60mg/m? and paclitaxel 200mg/m?) had grade 3 vomiting of 12%.
Neurotoxicity presented with numbness was frequent with 61.6% at grade 1 and
28.8% at grade 2.

Grade 1 and 2 nausea in the study were of 70.1% and 10.2%, no patient had
grade 3 v 4 nausea. The sudy of Le Thanh Duc et al (2006) showed that, with AC
regimen 40% of patients had grade 1 nausea and 60% had grade 2, and with CAF
regimen, up to 70.4% of patients had grade 1 and only 25% of them had grade 2
nausea.

Other gastro-intestinal toxicities like mucositis and diarrhea did not happen in
the patients received preoperative AP regimen. We only saw the hepatic toxicity with
elevated hepatic enzymes in grade 1, no patient had renal toxicity.

Adriamycin had a potential toxicity to cardiac by accumulative dose. There
were 3 patients (2.2%) with grade 1 and 1 patient (0.7%) with grade 2 cardiac
toxicity in the study. Moliterni et al (1997) used the dose of adriamycin 60mg/m?
combining with paclitaxel as NAC but confined to 4 cycles, hence, no cardiac
toxicity was clinically observed.

4.2.6. Survival

Haagensen and Stout had shown that radical mastectomy alone in locally
advanced breast cancer had a very poor outcome with 5-year survival rate only of
6%. Radiotherapy alone or combined with surgery for these patients resulted to 5-
year OS rates of 20-25%. The integration of preoperative chemotherapy into
treatment of locally advanced breast cancer not only made surgery and radiotherapy
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easier but also increased survival. In the study of De Lena et al (1978), AV
chemotherapy combining with radiotherapy, 3-year OS rate reached 52.8%. Cance et
al (2002) reported a 5-year OS of 76% in locally advanced breast cancer patients
received adriamycin preoperatively.

In our study, the patients were given AP chemotherapy, then underwent
adequately surgery, radiotherapy, and endocrine therapy if hormonal receptors
positive, the OS rate was of 81.8% at 2 years and 67.2% at 3 years, higher than that
in the De Lena’s study which they had not have paclitaxel yet. Moliterni et al (1997)
also investigated AP regimen as NAC in locally advanced breast cancer. The OS rate
at 17 months was 74%, lower than that of our results.

The DFS was calculated from surgery, in which, all macroscopic lesions were
removed. In this study, the 1-year and 2year DFS rates were of 74.4% and 59.2%,
respectively.

4.3. Clinical, pathologic factors of prognosis
4.3.1. The factors predicted clinical response to chemotherapy

Tumor size is an important factor relating to responsive possibility of the
disease. The bigger tumor, the harder cytotoxic drugs penetrate to the center of the
tumor, and the less likely tumor is eradicated completely. The CR rate of cases with
the sum of LD of tumors <5 cm was of 42.2%, >5cm was of 26.1% with significant
difference. Gajdos et al (2002) also reported the relationship between clinical
response and tumor size. Age, pathologic type, grade did not affect to response,
similar to our study.

Fixed tumor and tumor adhered to the skin are manifestations of later stage
because majority of cases (not all), the tumor has to grow large enough to adhere to
theskin and/or fixe to the chest wall. Patients with fixed tumor and tumor adhere to
the skin had lower CR than that of patients with movable tumor and tumor not
adhered to the skin in our study.

Kuerer et al (1999) reported the response rate to NAC was of 87% in ER
negative group whereas this rate was only of 51% in ER positive group, similar to
our study.

4.3.2. The factors predict pathologic response to chemotherapy

The fators played the role of predicting pCR in our study were grade 3
(p=0.011), ER negative (p=0.007), and PR negative (p=0.016). Tumor grade closely
relates to proliferative fraction, higher grade means higher proliferation. The low
grade tumor often has hormonal receptors positive.

Von Minckwitz et al (2012) analysed 6377 patients with breast cancer received
NAC by antharcycline-taxane regimen in 7 clinical trials. The results showed pCR rate
in invasive ductal carcinoma was of 16.1%, in invasive lobular carcinoma was of
6.0%, other types were of 20.3% (p<0.001), grade 1 was of 4.3%, grade 2 was of
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9.6%, grade 3 was of 22.3% (p<0.001), ER positive was of 7.6% whereas ER negative
was of 26% (p<0.001), PR positive was of 7.4% whereas PR negative was of 22.9%
(p<0.001).

The number of patients in this study was small to analyse pathologic response
by new subtypes. Meta-analysis of 20 studies of NAC conducted by Houssami et al
(2012) showed subtype-specific pCR rate was 8,3% in luminal A and luminal
B/HER2 (-), 18.7% in luminal B/HER2 (+), 38.9% in HER2 (+) and 31.1 in tripple
negative.

4.3.3. The factors prognosed overall survival

In univariate analysis, the factors prognosed the OS in the study was tumor size,
grade, postoperative axillary lymph node status, hormonal receptor status, new
subtype, and pathologic response.

Carter et al (1989) analysed 24,740 cases of breast cancer and found that the
smaller tumor size, the higher rate of 5-year survival. In the study of Shet et al
(2007), the patients with low grade and ER positive had better prognosis while the
patients with lymph node positive had worse outcome.

Study of Precht et al (2010) with median follow-up of 6.5 years showed the
prognostic factors for OS were hormonal receptor status and pCR. Analysis of Von
Minckwitz et al (2012) with 6377 breast cancer patients given antharcycline-taxane
regimens as NAC showed better OS in pCR cases with statistical significance.

Most studies clearly showed that the more numbers of positive axillary lymph
nodes after surgery the patients had, the shorter time of DFS and OS they got and
they all had worse prognosis than that of patients with lymph node negative.

Angelucci et al (2013) reported that patients with luminal A and luminal
B/HER2 (-) had better prognosis. Stage and hormonal receptor staus were
independent prognostic factors for OS in both univariate and multivariate analysis.

We tried to use multivariate analysis and found that just ER positive and pCR
were independent prognostic factors for better OS.

4.3.4. The factors prognosed disease-free survival

We found that tumor movability, grade, postoperative axillary lymph node
status, ER status, and pathologic response were prognostic factors for DFS in
univariate analysis. When using multivariate analysis, the independent prognostic
fators for DFS were grade, postoperative axillary lymph node status, ER status, and
pathologic response.

The study of Shet et al (2007) found that the prognostic factors for DFS were
grade (grade 1 and 2 vs. grade 3) and ER status. The authors also observed that PR
and HER?2 status were not statistically significant prognosis for DFS.

Precht et al (2010) recognised the patients who achieved pCR had lower rate of
recurrence in comparison with the patients could not get pCR. The study of Gajdos et
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al (2002) reported that the number of postoperative axillary lymph nodes was a
prognostic factor for DFS.

Von Minckwitz et al (2012) did a meta-analysis on 6377 patients with breast
cancer received antharcycline-taxane combination as NAC. Among them, 759 cases
were locally advanced breast cancer (stage IlI). The DFS was significant better in
cases without malignant cell in both breast and lymph nodes in comparison with the
cases who still had tumor cells ( p<0.001).

Krishnan et al (2013) reported the 15-year follow-up results in patients with
stage 11, 111 breast cancer received NAC found that pCR was persistantly prognostic
factor for DFS.

In term of preoperative chemotherapy for operable breast cancer, Bonadonna et
al (1998) also observed that the extent of axillary lymph node involvement after
surgery and response to chemotherapy were factors affecting to 8-year DFS.

Study of Angelucci et al (2013) on 409 patients with locally advanced breast
cancer given NAC showed that stage 111 and hormonal receptors negative were worse
prognosis for DFS in both univariate and multivariate analysis.

CONCLUSION
By studying 137 patients with invasive inoperable stage Ill breast cancer
received AP regimen as neoadjuvant chemotherapy, we have some conclusions:
1. In term of treatment efficacy:

- Sizes of primary tumors and metastatic regional lymph nodes mostly reduced
after chemotherapy. Clinically, complete response rate was of 31.4%, partial
response was of 60.6%, overall response was of 92%.

- The rate of changing into operable disease was of 94.2%, among them 2
patients underwent the breast-conserving surgery.

- Pathologic complete response rate was of 16.8%. The probability of pathologic
complete response in tumor related to negative axillary lymph nodes. Clinical
complete response related to pathologic complete response.

- CA15-3 levels reduced after chemotherapy with statistical significance.

- The major toxicities were in grade 1 and 2, and manageable.

- The mean of overall survival time was 40.6 months. The overall survival rates
at 1 year, 2 years, and 3 years were of 95.5%, 81.8%, and 67.2%, respectively.

- The mean of disease-free survival time of the operable patients was 26.4
months. The disease-free survival rates at 1 year, 2 years, and 3 years were 74.4%,
59.2%, and 40.9%, respectively.

2. The factors related to treatment outcome:

- Large tumor in size (>5cm), tumor fixed to the chest wall, tumor adhered to the

skin were predictors for reduced likelihood of clinical complete response.
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- Grade 3, hormonal receptors negative were predictors for pathologic complete
response.

- Large tumor in size (>5cm), grade 3, without pathologic complete response,
postoperative axillary lymph node positive, ER negative, PR negative, new subtypes
of HER2 positive and tripple negative were adverse prognostic factors for overall
survival in univariate analysis. In multivariate analysis, just ER status and pathologic
response were independent prognostic factors for overall survival.

- Movable tumor, grade 1 or 2, postoperative axillary lymph node negative, ER
positive, and pathologic complete response were prognostic factors for better disease-
free survival in univariate analysis. In multivariate analysis, grade, postoperative
axillary lymph node status, ER status, and pathologic response were independent
prognostic factors for disease-free survival.

RECOMMENDATIONS
The AP regimen can be put into practice as preoperative treatment for inoperable
stage |11 breast cancer in present context of our country.
It is necessary to have further studies on methods of combining adriamycin with
paclitaxel, as well as with targeted drugs in order to get the most effectiveness.



