PAT VAN PE

Ung thu v (UTV) la bénh ung thu hay gip nhat & phu nir va la
nguyén nhén gay tt vong thir hai sau ung thu phOI tai cac nudc trén thé
gioi. Tai Viét Nam, UTV la bénh c¢6 ty 16 méi mic cao nhit trong céc
ung thu & nix gidi. Ty 1& méi mac chuan theo tudi nam 2010 wéc tinh 1a
28,1/100.000 phu nit. Mac di ty 1é mac UTV ¢ xu hudng ting trong
nhitng nam gan day nhung ty 1& tir vong do bénh van timg budc duoc
cai thién nho cac thanh tyu dat duoc trong phong bénh, phat hién bénh
sém, chan dodn va diéu tri.

Thu thé yéu t6 phét trién biéu bi & nguoi Her 2 neu 1a mot thy thé
tyrosine kinase, khuéch dai gen ma héa cho protein Her 2 neu Xuét hién
trong khoang 20-25% bénh nhan UTV. Thu thé Her 2 neu boc 16 qua miac
dan dén thac day sy phat trién cua cac té bao, ac ché qué trinh chét theo
chuong trinh va tang cuong qua trinh sinh mach cua khéi u. Trastuzumab
Ia khang thé don dong tai to hop & ngLIO'I gan truc tiép véi viing ngoai bao
cua protein Her 2 neu. Su gan két nay tao nén phuc hop khang nguyén -
khang thé hoat hoa qua trinh gay doc qua trung gian té bao phu thugc
khang thé qua do tiéu diét té cac bao ung thu. Nghién ctu Ve vai tro cua
trastuzumab trong diéu tri b6 trg UTV dat duoc két qua ting thoi gian song
thém rat dang ké qua mot sb nghién ciu cua cac tac gia nudc Ngoai.
Trastuzumab dugc sir dung tai Viét Nam tir nam 2006, tuy nhién cho dén
nay chwa c6 nghién ciru vé két qua ciing nhu doc tinh cua thudc trong diéu
tri b trg bénh nhan ung thu va tai Viét Nam. Chlng t6i tién hanh dé tai
nay vai 2 muc tiéu:

1. Panh gia két qua hda tri bo tro phac do 4AC+ 4T két hop
trastuzumab trén bénh nhan UTV giai dogn 11, 111 c6 Her 2 neu
dwong tinh.

2. Nhgn xét mgt sé tac dung khong mong muan ciia phac do.

1. Tinh Cap thiét cia dé tai

Diéu tri UTV la su phéi hop dién hinh cua cac phuong phap phau
thuat, xa tri va diéu tri toan than bao gom hoa chat, noi tiét va dieu tri
nh‘am trang dich. V6i sy phat trién cua cong ngh¢ sinh hoc, cac thuée
diéu tri nham trang dich ra doi da cai thién dang ké thoi gian song thém
cho bénh nhan UTV. Trastuzumab la thuéc khéng thé don dong da duoc
ching minh ¢ hiéu qua trong diéu tri bénh nhan UTV cé Her 2 neu
dwong tinh qua moét s nghién ciu cia cic tAc gia nudc ngoai,
trastuzumab khong lam tang doc tinh cta hoa chit trong cac phac do diéu
tri phdi hop, doc tinh cha yéu cia trastuzumab lién quan dén tim mach.
Hién nay, trastuzumab da duoc sir dung rong dai trén thé gidi cho bénh



nhan UTV c6 Her 2 neu duong tinh. Tai Viét Nam, s6 lwong bénh nhan
dugc diéu trj bd tro véi trastuzumab khéng nhiéu do gi4 thanh thuéc cao,
thoi gian didu tri kéo dai 1 nam, lién quan dén doc tinh tim mach cua
thubc va cho dén nay chua c6 nghién ciru dénh gia két qua cling nhu doc
tinh cua trastuzumab trong diéu tri bo trg bénh nhan UTV. Vi vay, chiing
t6i thyc hign nghién ctu nay nham muc tiéu danh gia két qua va nhan xét
mot sé tac dung khong mong mudn cia phac d6 hoéa chit két hop
trastuzumab trong diéu tri bo trg UTV c6 Her 2 neu dwong tinh.
2. Péng gop méi cia luan an

Trastuzumab két hop v6i hoa chat trong diéu tri bo tro bénh nhén
UTV ¢6 Her 2 neu duong tinh 14 phuong phéap diéu tri c6 hiéu qua, an
toan. Trung vi thoi gian song thém khong bénh (DFS) wdc tinh la 67,7
thang. Ty Ié song thém khdng bénh 1 nim, 2 nim, 3 nim, 4 nim, 5 nim
tuong Gng la: 100%; 98,4%; 95,2%; 92,1%; 92,1%. Trung vi thoi gian
séng thém toan bo woc tinh 1a 83,1 thang. Ty 18 song thém toan bo 1
nam, 2 nam, 3 nam, 4 nam, 5 ndm tuong ung la: 100%; 100%; 100%;
98,4%; 98,4%. D¢c tinh ha bach cau thuong gip, nhung chi yéu o 1,
2; ha huyét sic té, tiéu cau it gap. Cac doc tinh ngoai hé tao huyét it
gap, cha yéu do 1, 2. Khdng c6 bénh nhan nao phai nging diéu tri do
doc tinh cua hoa chat va do doc tinh tim mach, ¢ 1 bénh nhan suy tim
dd 11 ¢6 hdi phuc, chiém 1,6%.
3. Bo cuc luan an

Lu4n 4n gdm 116 trang, bat van dé (2 trang), phan két luan (2 trang)
va phan kién nghi (1 trang). Bén chuong bao gom chwong 1: Tong quan
(30 trang); chuong 2: Déi twong va phuong phap nghién ctru (17 trang);
chuong 3: Ket qua nghién ctru (21 trang); chuong 4: Ban lugn (43 trang).
Luén an gdom 30 bang, 11 biéu do, 3 hinh minh hoa, 116 tai liéu tham khao
(Tiéng Viét:18, Tiéng Anh: 98).

CHUONG 1: TONG QUAN TAI LIEU

1.1. Tinh hinh nghién ciru vai tro trastuzumab trong diéu trj bé try
UTV trén thé gigi

Trastuzumab duoc FDA phé duyét chi dinh trong diéu tri UTV téi
phat di can ngay 25/7/1998. Nghién curu hiéu qua cta trastuzumab trong
diéu tri bd trg dwoc thuc hién tir nam 2000, cac két qua dau tién dugc cong
bé nam 2005 va lién tuc duoc cap nhat két qua lau dai cho dén nay. Cac
nghién ctu Vé vai tro ciia trastuzumab trong diéu tri bd trg UTV dat duoc
ket qua rat dang khich 1¢, c6 4 nghién ciu lon: HERA, B-31, N9831,
BCIRG 006 véi co mau tir 1.000 dén 5.100 bénh nhan da khang dinh vai



trd cua trastuzumab trong viéc lam ting dang ké thoi gian séng thém khong
bénh 34% (p<0, 00001) giam ty I¢ tir vong 40% (p<0,00001), doc tinh chu
yeu cua thudc 1a gay suy tim xung huyét (2,5% so véi 0,4% & nhom ching
V6i p<0,0001). Trastuzumab khong lam ting doc tinh cua hda chét trong
cac phac do didu tri phéi hop. Mic du dat duoc hiéu qua cao trong diéu tri
nhung con nhiéu cau hoi lién quan dén trastuzumab van dang dugc nghién
cau do 1a thoi glan t6i wu diéu tri VGi trastuzumab, nén dung dong thoi
trastuzumab véi hoa chat hay ding tuan ty, cac yéu td nguy co lién quan
dén tang doc tinh tim mach, co ché khang vei trastuzumab 14 gi va hiéu qua
khi phéi hop trastuzumab véi cac thube khéng thé don dong khac nhur thé
nao?. Cac cau hoi nay da va dang dugc nghién ciru dé dua ra duoc liéu
phép diéu tri t5i wu cho cac bénh nhan.

Bén canh do, vai trd cac thude diéu tri dich khang Her 2 khac nhu
pertuzumab, lapatinib, T-DM1 va khong huéng Her 2 neu trong diéu tri
ung thu vi ciing dang tiép tuc dugc nghién ctu va Gng dung nhu
bevacizumab, cac chét tic ché mTOR.

1.2. Tinh hinh nghién ciru trong nwéc

Tai Viét Nam, nghién ctru hiéu qua cua trastuzumab ph01 hop véi
hoa chat trong diéu tri UTV di can dugc thyc hién trong dé tai cap nha
nude KC 10-06 (2009), tuy nhién véi sé lwong bénh nhan con han ché
(5 bénh nhén) nén két qua méi ding lai & viéc phan tich hiéu qua, doc
tinh trén timg c4 thé.

T.V. Thuin (2015) nghién ctu so sanh hidu qua diéu tri
trastuzumab bd trg trén 40 bénh nhan UTV giai doan II, III so véi nhom
chung khong duoc diéu trj bd tro trastuzumab (nghién ctru song song
khong ngiu nhién). Véi thoi gian theo ddi trung binh 28,2 thang, phan
tich budc dau cho thiy trastuzumab dem lai hiéu qua va doc tinh & mirc
d6 chap nhan dugc, ¢6 2 bénh nhan & nhom chimg tai phat, & nhoém diéu
trj v6i trastuzumab chua c6 bénh nhan nao tai phat (chwa bao cdo vé
thoi gian sng thém).

CHUONG 2: POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twgng nghién ciu
- Tiéu chuan lwa chon bgnh nhan
+ Bénh nhan nit, 18 < tudi < 70.
+ Pugc chan doan xac dinh UTV nguyén phat bang mo bénh hoc.
+ Puoc phau thuat cit tuyén va triét can bién doi (Patey) hoic
phau thuat bao ton.
+ Thé md bénh hoc thudc loai ung thu biéu mé xam lan.
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+ C6 két qua xét nghiém thy thé noi tiét ER, PR.

+ Her 2 neu duong tinh xac dinh bang IHC (3+) hodc FISH (+).

+ Giai doan Il, I1l theo tiéu chuan AJCC nam 2010.

+ Puoc diéu tri hda chat bo trg phac a6 4AC-4 paclitaxel két hop
trastuzumab 1 nam.

+ Chtrc nang gan, than, tiy xuong trong gigi han binh thuong.

+ Chi s6 tbng méu thét trai trudc diéu tri LVEF > 55%.

+ C6 du hd so bénh an luu trit.

+ C6 thong tin vé tinh trang bénh sau diéu tri qua cac lan kham
lai.
- Tiéu chuan loai trir ]

+ Céc bénh nhan da duoc phau thuat khdng ¢ chan doan chinh
xac giai doan, UTV téi phat.

+ Bénh nhan mac cac bénh man tinh khac c6 nguy co tir vong
trong thoi gian gan.

+ Bénh nhan mac cac bénh: suy tim, nhdi mau co tim, rdi loan
nhip tim, ting huyét 4p khong kiém soat dugc, tran dich mang tim.

+ Bénh nhan méc ung thu thr 2.

+ Bénh nhan ngumg diéu tri khdng phai vi Iy do chuyén mén.
2.2. Phwong phap nghién ciru
2.2.1. Phuong phap nghién ciu:

Can thiép 1am sang khong ddi chung.

C& mau: Puoc tinh theo cong thuc:

n = Z{ 412 % PQ
d2

Trong do:
n: C& mau du kién.
P: Ty I¢ song thém khéng bénh 4 nim cua nhom diéu
tri AC-TH trong nghién cuau B-31/N9831, p=0,857.
Q=1rP
d: Bg chinh xac mong mudn (d=0,1).
Z: Sai 1am loai 1 & muc 1-0/2 (Z=1,96).

C& mau nghién cau tbi thiéu 1a 46. Lay mau 1a 63 bénh nhan.
2.2.2. Phwong phap tién hanh:

Bénh nhan du tiéu chuan duoc lya chon vao nghién ciu. Tat ca
cac bénh nhan duoc diéu tri hda chat phac d6 4AC+ 4TH sau d6 duy tri
trastuzumab du 1 nam. Khoang céch giira cac dot diéu tri 1a 3 tuan, tong
sb dot diéu tri héa chét 8 dot. Bénh nhan duoc Xa tri, diéu tri noi tiét sau
khi két thuc 8 dot hoa tri. Xa tri 4p dung cho cac bénh nhan c6 u tir T3
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trér 1én, di cin hach nach, dién cat duong tinh, phiu thuat bao ton. Diéu
tri noi tiét cho cac bénh nhan cé thu thé noi tiét dwong tinh. Bénh nhan
duoc theo ddi tai phat, diéu tri tai phat theo phac do khuyén céo cho
bénh nhan UTV tai phat di can cap nhat theo thoi gian.

2.2.3. Phan tich sb li¢u:

Tat ca bénh nhan tham gia nghién ctu dég dugc thu thap thong
tin theo mau nghién ctu lap trudc. Sir dung phan mém tin hoc SPSS
16.0 dé phan tich s6 liéu thong ké.

Phuong phép théng ké duoc sir dung bao gém:

- Théng ké md ta: trung binh, d6 léch chuan.

- S0 sénh ty 18: test X* (p<0,05) hodc Fisher’s exact test.

- Phuong phap udc Iuong ty 1€ song thém: Kaplan-Meier.

CHUONG 3: KET QUA NGHIEN CUU

C6 63 bénh nhan du tiéu chuan nghién ciu, du théng tin dé phan
tich sé liéu.
3.1. Pic diém bénh nhan nghién ciu
3.1.1. Tudi

Biéu d6 3.1. Phan bb nhém tudi
Nhan xét: Tudi bénh nhan thap nhat 1a 27 tudi, tudi cao nhat la 66
tudi, tudi trung binh 12 49 tudi. C6 4 bénh nhan > 60 tudi chiém 6,3%.
3.1.2. Tién sir gia dinh
Bang 3.1. Tién st gia dinh mic ung thu va hoidc ung thu budng tring

Tién sir gia dinh mic UTV, < o
ung thw budng trirng Solweng (N) | Ty lé (%)

Co 3 4,8
Khbéng 60 95,2
Tong 63 100

Nhan xét: Cé 2 truong hop 0 tién sir gia dinh mac ung thu buong




trieng, mot trudng hop ¢ tién st gia dinh méc UTV.
3.1.3. Tinh trgng mac b¢nh mgn tinh kem theo
Bang 3.2. Tinh trang mac mot s6 bénh man tinh kém theo

Loai bénh S6 lwong (N) Ty 1 (%)
Cao huyeét ap 6 9,5
Dai théao duong 2 3,2
Khéng mic bénh bénh 55 87,3
man tinh kém theo
Tong 63 100

Nhan xét: C6 8 bénh nhan mac c&c bénh kém theo nhu cao huyét
ap, dai thao duong chiém 12,7%. Khong c6 bénh nhan nao vira mic cao
huyét ap vira mic dai thao dudng trong nghién cau.

3.1.4. bg mo hgc.
Bang 3.3. B mb hoc

Pd mo hoc S6 lwong (N) Ty 18 (%)
bo 1 1 1,6
bo 2 37 58,7
bo 3 13 20,6
Khéng xép loai 12 19,1
Tong 63 100

Nhan xét: Co 51 trudong hcrp ung thu bieu mo theé ong xam nhap
dugc danh gia d6 md hoc, dd md hoc 2 chiém ty 1& cao nhat 72,5%, do
3 chiém ty 1€ 25,5%, c6 1 benh nhan c6 d6 mo hoc 1 chiém ty 1& 2%.
3.1.5. The mo bénh hec

Thé ong xam nhap thuong gap nhat chlem ty 1é 81%. Cac thé
khac nhu thé 6ng XN troi noi dng 7,8%, thé tiéu thuy 4,8%, thé tay
4,8%, thé nhay it gap 1,6%.

3.1.6. Tinh trgng thu thé ndi tiét

Ty 1€ bénh nhan c6 thu thé ni tiét am tinh (cd ER va PR déu am
tinh) cao, chiém 68,3%. Ty I& bénh nhan c6 thu thé noi tiét duong tinh
(ER vé&/ hoac PR duong tinh) Chlem 31,7%.

3.1.7. Giai dogn TNM sau mé .
Bang 3.4. Giai doan u, hach sau mé (pT, N)

Giai doan | S6 luong | Ty 1 (%) | Giai doan | S6 lugng | Ty 1& (%)
T2NO 36 57,1 T3N1 2 3,2
T3NO 2 3,2 TIN2 2 3,2
TIN1 5 7,9 T2N2 4 6,4
T2N1 11 17,4 T2N3 1 1,6

Nhan xét: C6 25/63 bénh nhan co hach nach duong tinh, chiém 39,7%




B Giai doan 1T
B Giai doan II1

84,1%

Bicu d 3.2. Giai doan bénh sau mé
Nhan xét: Phan I6n bénh nhéan trong nghién ctu ¢ giai doan Il,
chiém 84,1%.
3.1.9. Xét nghigm tinh trang yéu té phat trién biéu bi Her 2 neu
Bang 3.5. Xét nghiém tinh trang yéu t6 phat trién biéu bi Her 2 neu

Loai xét nghiém S6 lwong (N) Ty 18 (%)
Xét nghiém hoa md mién dich 54 85,7
(IHC)
Xét nghiém lai huynh quang tai 9 14,3
chd (FISH)
Tong 63 100

Nhan xét: Phan I6n cac bénh nhan trong nghién ciru duoc xét
nghiém thu thé Her 2 neu bang héa mé mién dich, c6 9 bénh nhan két
qua xét nghiém Her 2 neu 2 +, xét nghiém FISH duong tinh.

3.2. Két qua séng thém
3.2.1. Séng thém khong bénh

Thoi gian theo ddi trung binh 38 thang, bénh nhan theo ddi
ngéan nhat 15 thang, dai nhat 85 thang. C6 5 bénh nhan tai phat, trong d6
1 bénh nhéan tai phét tai cho (tai vi sau phau thuat bao ton) va 4 bénh
nhan tai phat di can xa (xuong, hach xa).

0.8

Tylé sfmg thém cong don
1

o

20.0 40.0 €0.0
Sf)ng thém khong bénh (thang)

Biéu do 3.3. Ty I¢ séng thém khdng bénh
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Nhan xét: Trung vi thoi gian sdng thém khong bénh (DFS) wéc tinh theo
Kaplan Meier: 67,7 thang (95% CI 63,3-72,1). Ty I& séng thém khong bénh
1 nam, 2 ndm, 3 nam, 4 nam, 5 nam tuong Gng la: 100%; 98,4%; 95,2%;
92,1%; 92,1%.

3.2.2. Séng thém toan by
Tinh dén thang 2 nam 2016 c6 1 bénh nhan ti vong.
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Séng thém toan bd (thang)
Biéu d6 3.4. Ty 1& song thém toan bo

Nhan xét: Trung vi thoi gian séng thém toan bo wdc tinh 83,1 thang
(95% CI 79,5-86,7). Ty & séng thém toan bd 1 nim, 2 ndm, 3 nam, 4
nam, 5 nam la: 100%; 100%; 100%; 98,4%; 98,4%.
3.2.3. Lién quan song thém véi mgt sé yéu té
3.2.3.1. Lién quan song thém khdng bénh véi giai doan bénh

Trung vi thoi gian séng thém khong bénh giai doan 11 1a 69,3
thang, trung vi thoi gian séng thém khong bénh giai doan 111 1a 41,5
thang. Khac biét vé thoi gian sdng thém theo giai doan ¢ y nghia thong
ké véi p = 0,033.
3.2.3.2. Lién quan song thém khdng bénh véi tugi

Nhoém bénh nhan trén 40 tudi c6 trung vi thoi gian séng thém

khéng bénh 1a 70 thang, nhdm bénh nhan dudi 40 tudi cb trung vi thoi
gian sdng thém khéng bénh 1a 49 thang, su khac biét vé thoi gian séng
thém khong bénh ¢ hai nhém tubi trén va dudi 40 c6 ¥ nghia thdng ké
véi p =0,024.
3.2.3.3. Lién quan song thém khdng bénh véi @6 mod hoc

Do mb hoc 1 khdng c6 bénh nhan nao tai phat (0/1), @ mo hoc 2 cd
3 bénh nhan tai phat (3/37), d mé hoc 3 c6 1 bénh nhén tai phat (1/13).
Chang t6i chi phan tich séng thém lién quan dén d6 mo hoc trén 51 bénh
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nhan thé ng xam nhap c6 phan d6 md hoc. Khdng cd su khéc biét vé thoi

gian séng thém khong bénh lién quan véi do md hoc véi p= 0,56.

3.3. Mt s6 tac dung khéng mong mudn ciia phac dé
Mot s6 tac dung khong mong muédn dugc ghi nhan nhu phan
g thude khi truyén, cac doc tinh trén hé tao huyét, ngoai hé tao huyét,
doc tinh tim mach. C6 1 bénh nhén cé phan tng nhe (ndng mat, cam
giac hoi hop, kho tha) khi truyén trastuzumab & chu ky dau tién (chiém

1,6%).

3.3.1. Pgc tinh trén hé tgo huyét

Bang 3.6. Doc tinh trén hé tao huyét/tong s chu ky

po | HaBC | Ha BCDNTT | Ha BC c6 sot |Ha tiéu cau| Ha Hb
" | N (%) N (%) N (%) N (%) N (%)
0 |437(86,7)| 415(82,3) 480(95,2) 499(99) | 393(78)
1 | 43(8,6) 34(6,7) 2(0,4) 3(0,6) | 87(17,3)
2 | 16(3,2) 32(6,3) 8(1,6) 2(0,4) 19(3,7)
3 | 8(1,6) 16(3,2) 7(1,4) 0(0) 5(1)
4 0(0) 7(1,4) 7(1,4) 0(0) 0(0)
Téng| 504 504 504 504 504

Nhan xét: Tat ca 63 bénh nhan déu hoan thanh 8 dot diéu tri
hoa chét, tong sé 504 chu ky diéu tri dwoc ghi nhan. Ha BC gap nhiéu
hon & céc chu ky truyén AC, it gap hon & c& chu ky truyén paclitaxel
két hop trastuzumab.

Bang 3.7. Poc tinh trén hé tao huyét /ton

g s6 bénh nhan

Ha BC Ha HaBCc6 | Hatieu | HaHb
Do N (%) | BCDNTT sot cau N (%)
N (%) N (%) N (%)
0 30(47,6) | 24(38,1) | 50(79,3) | 58(92,1) | 32(50,8)
1 23(36,5) | 9(14,4) 1(1,6) 3(4,8) | 20(31,7)
2 69,5 | 15(23,8) 2(3,1) 231) | 8(12,7)
3 46,4) | 10(15,8) 5(8) 0(0) 3(4,8)
4 0(0) 5(7.,9) 5(8) 0(0) 0(0)
Tong sb 63 63 63 63 63

Nhan xét: Doc tinh ha bach cau thuong gap, chu yéu do 1; 2.
bac tinh ha tiéu cau, ha huyét sac t6 it gap.
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3.3.2. Pgc tinh ngoai hé tgo huyét

Bang 3.8. bgc tinh ngoai hé tao huy

ét/tong sé chu ky (1)

Do NcA)n,N bu(?n nén n\'{ilgr% Ia cgéy Phu n%oai Vi
(%) N (%) N (%) N (%)
0 239(47,4) 469(93) | 467(92,7) | 452(89,7)
1 241(47,8) 31(6,2) | 27(53) 52(10,3)
2 24(4,8) 4(0,8) 10(2) 0(0)
Tong so 504 504 504 504
chu ky

Nhén xét: Doc tinh ndn, budn non thuong gip ¢ cac chu ky AC.
Khong bénh nhan nao gap cac doc tinh do 3,4 qua cac chu ky dieu tri.
Bang 3.9. Bgc tinh ngoai hé tao huyét/tong so chu ky (2)

Pau co RLTK Tang men bac tinh
bo N (%) ngoai vi gan than
N (%) N (%) N (%)
0 309(61,3) 359(71,2) 444(88,1) | 503(99,8)
1 178(35,3) - 47(9,3) 0(0)
2 15(3) 145(28,8) 6(1,2) 1(0,2)
3 2(0,4) 0(0) 6(1,2) 0(0)
4 0(0) 0(0) 1(0,2) 0(0)
Tong so 504 504 504 504
chu ky

(RLTK: ri loan than kinh)

Nhéan xét: Doc tinh gan than it gap, dau co, réi loan ngoai vi

thuong gap & cac chu ky diu tri véi paclitaxel.
Bang 3.10. Boc tinh ngoai hé tao huyét/tong sé bénh nhan (1)

Do N6n, buon noén | Viém miéng Ia chay Phl ngoai vi
i N (%) N (%) N (%) N (%)
0 6 (9,5 46 (73) 40 (63,5) 40 (63,5)
1 41 (65,1) 15 (23,8) 15 (23,8) 23 (36,5)
2 16 (25,4) 2 (3,2 8 (12,7) 0(0)
Tong s6 63 63 63 63

Nhan xét: Non, viém miéng, ia chay chu yéu gap mic do nhe.
Khoéng bénh nhan nao gap cac doc tinh nay do 3; 4.
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Bang 3.11. Doc tinh ngoai hé tao huyét/tong sé bénh nhan (2)

D6 Pauco | RLTK ngoai vi Tal;i?en D?ﬁ;rl]nh
' N (%) N (%) N (%) N (%)
0 8(12,7) 16(25,4) 39(61,9) 62(98,4)
1 47(74,6) - 18(28,5) 0(0)
2 7(11,1) 47(74,6) 3(4,8) 1(1,6)
3 1(1,6) 0(0) 2(3,2) 0(0)
4 0(0) 0(0) 1(1,6) 0(0)
T6ng s6 63 63 63 63

Nhan xét: C6 1 bénh nhan doc tinh than do 1; 1 bénh nhan doc
tinh gan d6 4. Cac doc tinh rdi loan than kinh ngoai vi va dau co gip &
da sb cac bénh nhan nhung muc do nhe.

3.3.3. Dgc tinh tim mach
3.3.3.1. Nhjp tim nhanh

C6 7 bénh nhan c6 biéu hién nhip tim nhanh trén 100 lan/phut
chiém ty 1& 11,1%, trong s6 d6 c6 1 bénh nhan cd 5 chu ky biéu hién
nhip tim nhanh.
3.3.3.2. Suy tim

C6 1 bénh nhan suy tim do 1l ¢6 hoi phuc, chiém 1,6% trong
t6ng s6 63 bénh nhan. Khdng c6 bénh nhan nao phai ngimg diéu tri vi ly
do doc tinh tim mach.

3.3.3.3. Bién doi chiic nng tong méu that tréi qua cac thoi diém diéu tri
Bang 3.12. Thay doi h¢ so6 tong mau that trai (LVEF) qua cac thoi diem
danh gia so vai gia tri ban dau (baseline)

2. Sau 3 Sau 6 Sau 9 Sau 12 2 £
Thay doi LVEF thang thang thang thang Tong so
<-16 0 0 1 0 1
-15,9 2 -10 2 3 2 1 8
-99->0 33 30 28 26 117
Khﬁng giém 28 30 32 36 126
Tong s6 63 BN 63 BN 63 BN 63BN | 252 SA

(SA: siéu am; BN: bénh nhan; Gia tri &m: giam LVEF so vai gia tri ban dau)

Nhan xét: C6 1 bénh nhan giam LVEF 16% & 1 lan siéu am tim
chiém 1,6% trong tong s6 63 bénh nhan, chiém 0,4% trong tong s6 252 lan
siéu am tim.
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Bang 3.13. Lién quan dén thay ddi chirc ning tér}g mau thét trai ¢ hai
nhém tuoi trén 50 va dudi 50 tai thoi diém 12 thang

Tuoi Thay d6i chirc nang tong mau that tréi tai thoi diém 12 thang
Giam (N) Khdng giam (N)
> 50 tudi 16 17
<50 tudi 11 19
P=0,49

Nhan xét: khang co su khéc biét co ¥ nghia thdng ké ve thay doi tong
mau that trai & nhom trén 50 va dudi 50 tudi tai thoi diem 12 thang.
Bang 3.14. Lién quan gitra bién ddi chirc nang tong mau that trai véi
tién s mac DTD, THA tai thoi diém 12 thang

Bénhman | Thay ddi chirc ning tong mau that trai tai thoi diém 12 thang
tinh kém Giam (N) Khong giam (N)
theo
Khong c6 23 32
CHA, bTb
CHA hoac 4 4
bTb
P=0,72

Nhan xét: Khong c6 su khac biét co y nghia thdng ké vé thay doi
chirc nang tong méu that trai lién quan dén cac bénh CHA, DTD kém
theo tai thoi diém 12 thang.

CHUONG IV: BAN LUAN
4.1. Pac dlem bénh nhan
4.1.1. Tuol

Tuoi | trung binh cua bénh nhan trong nghién ctru cua ching toi la
49 tudi, thap nhat 1a 27 tudi, cao nhat 1a 66 tudi. Tudi trung binh twong
duong véi cac nghién ctru trong nudce da cong bb. Theo tac gia B.T.K.
Anh nghlen ctru diéu tri héa chat bd trg 4AC-4T trén 54 bénh nhan
UTV giai doan II, 111 khong ké tinh trang Her 2 neu cho thay tudi trung
binh trong nhom nghién cau 1a 45,7 tudi. Trong nghién ctu cua ching
t6i co 1 bénh nhan tré 27 tudi, khoang tudi hay gap nhat tir 51 dén 60
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tudi chiém ty Ié 46%.

Tudi cao dugc cho 1a ¢6 lién quan dén cac bién cb tim mach khi
diéu tri véi trastuzumab. Trong nghién cttu nay gidi han tudi lua chon
vao nghién cau 12 70 tudi tuy nhién sé luong bénh nhan trén 60 tuoi
khong nhiéu, chi c6 4 truong hop chiém ty Ié 6,3%.

Ty I¢ bénh nhan trén 60 tudi trong nghién ctu cia chdng toi thap
hon so vai ty 1€ nay trong nghién cau B-31 va N9831 (tuwong tng la
16,3% va 18,9%). Trong nghién cau HERA, ty I¢ bénh nhan trén 60
tuo1 14 16,2%, trong d6 tudi trung binh 1a 49 tudi, dao dong tu 21 den 79
tudi. Vai ty 1¢ bénh nhan cao tudi thap nhu vay, liéu cac bién cb tim
mach ¢6 thip hon trong cac nghién ctru B-31, N9831, HERA khong,
chling tdi s& ban luan trong phan doc tinh tim caa phac db.

4.1.2. Phéan logi mé bénh hgc va dé mo6 hgc

Logi md b¢nh hoc Trong nghlen clu cua ching t6i, ung thu biéu
mo thé dng xam nhap chiém ty 1¢ 81%, tlep theo la the tiéu thuy xam nhap,
t,he tuyﬂ(chlem 4,8%), cac truong hop con lai 1a thé o,ng xam lan troi noi
ong, the nhay chiém 9,5%. Nhin chung vé ty Ié phan bo loai mo hoc khong
0 su khac biét so vai cac nghién ctru trong va ngoai nudc trong quan thé
bénh nhan ung thu via n6i chung. Két qua nghién ciu cia T.V. T, phan bd
loai m6 hoc trén 2.207 bénh nhan UTV thi ty I¢ UTBM thé 6ng xam nhap
chiém 79%; thé tiéu thuy xam nhap 2,9%; thé nhiy 2,3%; UTBM thanh
phan ndi ng troi 6,9% va mot sb loai hiém gap khac.

D¢ md hoc: Trong nghién cuu cua chdng toi, chi yéu gap ung
thu thé ong Xam nhap dd 2 chiém 58,7% trong khi do ty 1¢ do md hoc 3
la 20,6%. Do md hoc 1 chi gap mot truong hop chiém 1,6%. C6 12
truong hop khong phan d6 mo hoc d6 1a cac ung thu thé tiéu thly, thé
dng troi noi dng va thé nhay Theo T.V. Td, phan b d¢6 mé hoc trén
1.744 bénh nhan UTV thé dng xam nhap nhu sau: d6 1 (12,5%), d6 2
(71,4%), do 3 (16,4%).

T.V. Thuin nghlen cau trén 346 bénh nhan UTV ¢6 TTNT duong
tinh, ty 1& phan bé d6 mé hoc 1; 2; 3 twong ung 1a 7%; 78% va 14%.

So sénh vai cac nghién ctu trong nudc trén bénh nhan UTV noi
chung cho thay ty 1€ bénh nhan do md hoc 1 trong nghién cau cua
ching t6i thap hon, ty 1¢ ¢ md hoc 3 cao hon. Trong cac phan nhom
UTV, ty Ié¢ d md hoc 3 cao hon & nhdm bénh nhan bd ba am tinh va
bénh nhan c6 Her 2 neu duong tinh qua cic nghién ctu.

T.V. Thuan nghién ciru trén 80 bénh nhan UTV c¢6 Her 2 neu duong
tinh, ty I¢ d6 md hoc 1; 2; 3 & nhdm chimg diéu tri véi AC-T la 2, 5%;
67,5%, va 15% (15% khong xép loai), ty 1¢ &6 mé hoc 1; 2; 3 6 nhém diéu
tri voi trastuzumab 1a 2,5%; 65%; 20% (12,5% khong xép loai). Nhu vay
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vé phan bé 6 mé hoc trong nghién ctru cta ching t6i tuong tw nhu trong
nghién cau caa T.V. Thuan. Tuy nhién, so sanh véi ty I¢ phan bd do md
hoc trong cac nghién ciru nurdc ngoai ¢6 su khac biét.

Trong nghién ctru B-31 va N9831, ty 1¢ d6 md hoc 3 twong ung la
68,6% va 70,3%. Ty 1é 36 mb hoc 2 twong ung 1a 27,4% va 26,6%. Nhu
vay ty ¢ do mo hoc 3 trong nghién cuu cua ching toi thap hon két qua
ghi nhan trong cac nghién ctu cua cac tdc gia nudc ngoai trén bénh
nhan UTV c6 Her 2 neu duong tinh.

4.1.3. Tinh trgng thu thé ngi tiét (TTNT)

Ty 1€ bénh nhan c6 TTNT duong tinh 1a 31,7%, TTNT am tinh la
68,3%. Theo két qua nghién cuu cua T.V. Thuan ty 1é bénh nhéan cé
TTNT duong tinh & nhém diéu tri AC-T va AC-TH tuong tng la 27,5%
va 35%, tuong tu nhu trong nghién ctu cua chung t6i. Ty 1€ TTNT
duong tinh trén b¢nh nhan Her 2 duong tinh nguoc véi ty 1¢ TTNT
duong tinh trong quan thé bénh nhan UTV ndi chung (véi ty 16 TTNT
duong tinh khoang 70%). Theo T.V. To nghién ctru trén 2.207 truong
hop UTV, ty I¢ bénh nhan c6 TTNT duong tinh (ER hoic PR duong
tinh) 1a 63,3%; TTNT am tinh 1a 36,6%. Ciing trong nghién ctu néy tac
gid danh gid duoc ty I¢ Her 2 neu duong tinh trén bénh nhan c6 ER
duong tinh hodc am tinh va két qua cho thiy bénh nhan c6 ER am tinh
thi ty 1€ Her 2 neu duong tinh cao hon & bénh nhan ¢6 ER duong tinh
(48 5% so vai 26,1%). Tac gia khong danh gia ty 1€ TTNT duong tinh,
am tinh trén nhom bénh nhan Her 2 neu duong tinh. Tinh trang TTNT
1a mot yéu td tién luong doc 1ap trong UTV, bénh nhan UTV ¢6 TTNT
am tinh lién quan dén tién luong xau, nhém bénh nhan ¢6 Her 2 duong
tinh co ty I¢ TTNT &m tinh cao. Trong nghién cau HERA, ty I¢ bénh
nhan ¢6 TTNT duong tinh déu 12 50% & ca nhom chimg theo ddi don
thuan sau hda tri bd tro (1.703 bénh nhan) va nhom diéu tri bo tro 1
nim Véi trastuzumab sau khi két thic hoa tri bo tro (1.698 bénh nhan).
Trong nghién citu BCIRG 006, ty 1¢ bénh nhan c6 TTNT duong tinh ca
3 nhoém: nhom chimg, nhom diéu tri AC-TH, nhém diéu tri TCH déu la
54%. Nhu vay, ty 1€ bénh nhan c6 TTNT duong tinh trong cac nghién
clru nude ngoai cao hon trong nghién ctru cta ching toi.

4.1.4. Xét nghi¢m Her 2 neu

Trong nghlen clru cua chang tdi, 63 bénh nhan déu dwoc lam
xét nghlem IHC xdc dinh tinh trang Her 2 neu, 54 b¢nh nhéan c6 két qua
IHC 3+, c6 9 bénh nhan c6 két qua IHC 2+, bénh nhan dwoc 1am xét
nghiém FISH cho két qua duong tinh. Céac xét nghiém IHC dugc lam tai
khoa Giai phau bénh - Bénh vién K, xét nghiém FISH dugc lam tai
Bénh vién K hodc Truong Pai hoc Y Ha Noi. Bénh nhan co két qua
IHC 3+ hoic FISH duong tinh s& ¢6 chi dinh diéu tri véi trastuzumab.
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~ Cac nghién ciu vé thir nghiém vai tro cia trastuzumab trong diéu
tri bo trg nhu nghién ctru B-31, N9831, HERA, BRICG 006 déu lya
chon phuong phap xét nghlem IHC hoic FISH. Riéng nghién cuu
FinHer xéc dinh tinh trang Her 2 neu bang xét nghiém CISH.
4.1.5. Giai dogn bénh

'Nghién ctu trén 63 bénh nhén, kich thuéc u trung binh a 2,99 cm, u
bé nhat co kich thude 1 cm nhung da c6 di can hach nach, u I6n nhat co
kich thudc 8 cm. So hagh nach vét dugc trung binh la 8,8 hach, c6 1 bénh
nhéan vét duoc 4 hach, s6 hach nach vét dugc nhicu nhat la 22 hach.

S6 hach nach di cin trung binh 1a 1,13 hach, s6 hach nach di cin
it nhat 12 0 hach va nhiéu nhat 1a 10 hach. C6 7 bénh nhan u T1 nhung
da c¢6 di can hach nach, tuy nhién cé 2 bénh nhan u c6 kich thudce 16n
T3 nhung chua di can hach ndch. Ty 1€ hach nach duong tinh trong
nghién ctru la 39,7%. )

Trong nghién cuau B-31 doi tugng lua chon la nhitng bénh nhan
c0 hach néach duong tinh, trong nghién ctu N9831 ty 1€ bénh nhan di
can hach nach chiém 84,6% va 86,3% tuong ung ¢ nhom chang va
nhém diéu tri véi trastuzumab Nghlen cau HERA, ty 1é bénh nhéan cé
hach nach duong tinh 1a 57%, am tinh la 32% va c6 11% khong danh
gia tinh trang hach do bénh nhan dugc diéu tri hda tri bo tro trudc.

Trong nghién ctru cua ching toi, ty 1¢ giai doan T2NO chiém ty I¢
cao Véi 57,1%. Giai doan Il chiém 84,1% va giai doan Il chi chiém
15,9%. Nhu vay trong nghién ctu cua chung toi, dbi twong dugc lya
Chon diéu trj co giai doan bénh som hon tat ca cac nghién ciu cua cac
tac gia nuwdc ngoai vi trong cac nghién ctu ndy tac gia chi yéu chon
nhitng bénh nhan cé hach duong tinh.

4.2. Két qua diéu tri
4.2.1. Két qud Song thém khéng bénh

Trong s0 63 bénh nhan nghlen clru, tinh dén thoi diém thang 2 nam
2016 c6 5 bénh nhan tai phat. B@qh nhan dugc didu tri dau tién thang 1
nam 2009, vai thoi gian theo dbi gan 85 thang. Tuy nhién, phan I6n bénh
nhén trong nhién ctru dugc d1eu tri trong 3 nam 2011, 2012, va 2013.

Trung vi thoi gian séng thém khéng bénh (DFS) udce tinh theo
Kaplan Meier 1a 67,7 thang (95% CI 63,3-72,1). Ty 1€ song thém khong
bénh 1 ndm, 2 nam, 3 nam, 4 nam, 5 nam tuong tng la: 100%; 98,4%;
95,2%; 92,1%,; 92,1%. .

Bénh nhan dau tién tai phat sau diéu tri 40 thang, la bénh nhéan
dau tién tham gia nghién ciru. Pay 1a bénh nhan tr¢ 36 tu01 duogc chan
doan K va trai va duoc phau thuat bao ton. Giai doan sau md pT2N2MO
(giai doan 1), giai phau bénh UTBM thé éng xam nhap d6 3, 4/15 hach
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nach di can. Thy thé ER (+) 40%, PR (+) 10%. Sau diéu tri hoa chat b
tro AC-TH bénh nhan duoc Xa tri tuyén va tréi tong liéu 66Gy. Bénh
nhan duoc diéu tri ndi tiét zoladex + tamoxifen sau do. Théang 5/2012
bénh tai phét tai cho va trai, bénh nhan duogc phau thuat cat tuyén va
trai, xét nghiém lai bénh pham u sau mé TTNT &m tinh, Her 2 neu
duong tinh IHC (3+). Sau phau thuat Patey bénh nhan duoc theo ddi
don thuan (bénh nhan khong dong ¥ diéu tri toan than tiép). Bénh tién
trién di can hach canh tréi sau 5 thang ti phat tai chd vi. Ching t6i tién
hanh dicu tri hoa chat trastuzumab-paclitaxel x 6 chu ky, bénh déap ung
hoan toan tai hach va khdng xuat hign ton thuong méi. Bénh nhan tiép
tuc duy tri trastuzumab chu ky 3 tuan cho dén nay (51 dot trastuzumab)
trong tinh trang “khong bénh” va chic nang tim duoc kiém tra thuong
xuyén 3 thang/lan deu binh thuong, bé¢nh nhan khong co biéu hién réi
loan nhip tim trong sudt qua trinh diéu tri.

Mic du dé cuong dugc thong qua thang 10 nam 2012, tuy nhién
v6i mong mudn duoc thyuc hién dé tai nay toi da chu dong didu tri va
theo di bénh nhan dau tién tir nam 2009, s6 lwong cac bénh nhan duoc
diéu tri voi trastuzumab khéng nhiéu do kinh phi diéu tri 16n, khi c6
bénh nhan UTV ¢6 Her 2 neu dwong tinh, ching t6i déu gidi thich phac
d6 diéu tri khuyén cao c0 trastuzumab va bénh nhén tuy diéu kién cua
minh dé dua ra quyet dinh c6 diéu tri bd tro véi trastuzumab hay khong.
Chinh vi viéc dieu tri phu thugc vao quyét dinh cua bénh nhan nhu vay
nén ching toi khdng thé tién hanh nghién ctu 1am sang ngau nhién co
nhom ddi ching (AC-T). Hoi ciu lich s, tac gia B.T.K. Anh (2008) da
tién hanh nghién ciru két qua diéu tri va danh gia doc tinh cia phac do
bo trg AC-T trén bénh nhan UTV giai doan II, 111 véi tinh trang Her 2
neu bt ky. Nghién ctiru ndy c6 54 bénh nhan, trong d6 42,5% bé¢nh nhan
& giai doan 11; 57,5% bénh nhan ¢ giai doan 1. Ty 1& song thém khdng
bénh sau 1 ndm, 2 ndm, 3 nam, 4 ndm tuong tng la 90,6%; 79,1%;
77%; 73,4%. Ty 18 song thém toan b6 sau 1 ndm, 2 nam, 3 ndm, 4 nim
tuong u:ng la 98,1%; 94,3%; 87,8%; 84,1%. Ty I¢ sbng thém khong
bénh va song thém toan bg thip hon két qua ciia ching toi tuy nhién
giai doan bénh trong nghién cau cua B.T.K. Anh mudn hon trong
nghién ctru cua chung toi.

T.V. Thuan nghién ctu danh gia higu qua ctia hai nhom diéu tri
song song (khdng ngau nhién) phac d6 AC-T va AC-TH cho bénh nhan
UTV giai doan II, III ¢6 Her 2 neu duong tinh. Véi thoi gian theo doi
trung binh 28,2 thang, két qua budce dau ghi nhan ¢ nhém ching c6 2
bénh nhan tai phét, & nhom diéu tri véi trastuzumab chua c6 bénh nhan
nao tai phat.
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Trong nghién ctru BCIRG 006, bao cao cap nhat nam 2011 véi
thoi gian theo ddi trung binh 65 thang, thoi gian song thém khong bénh
5 nam ¢ nhém diéu tri bod tro AC+T/AC-TH/TCH tuong tng la

75%/84%/81%. Sy khéc biét vé thoi gian song thém khong bénh & hai
nhém duge diéu trj voi trastuzumab so véi nhdm khong c6 trastuzumab
(AC-T) réat co y nghia thong k& (HR cho nhém AC-TH la 0,64; p <
0,001, HR cho nhom TCH la 0,75; p=0,04). C6 su chénh léch nhung
khong c6 ¥ nghia thong ké vé hiéu qua cua phac dd phac dd AC-TH so
v6i TCH. Thoi gian song thém toan b cia 3 nhom AC-T/AC-TH/TCH
tuong tng 1a 87%/92%/91%, su khac biét vé thoi gian séng thém toan
b6 & nhom co dleu tri V6i trastuzumab va nhém khéng diéu tri voi
trastuzumab ciing rat co ¥ nghia thong ké (HR cho nhom AC-TH la
0,63; p <0,001, HR cho nhom TCH la 0,77; p=0,04).

Phan tich gop ket qua nghién cau B-31/N9831 (2011), véi thoi gian
theo ddi trung binh 3,9 nam. Ty I¢ song thém khong bénh sau 2 nam, 3
nam, 4 nim & nhom AC-T/AC-TH tuong ting la: 86,8%/92,4%; 79%/88%;
73,7%/85,7%. Ty 1& sbng thém toan bo sau 2 nam, 3 ndm, 4 ndm & nhom
AC-T/AC-TH tuong g la: 96,1%/97,7%; 92,7%/95,1%; 85,6%/93%. Su
khac biét vé ty 16 sbng thém khong bénh va ty 16 séng thém toan bo & nhom
duoc diéu tri trastuzumab so voéi nhom chimg khong didu tri voi
trastuzumab rét c6 y nghia thong ké véi p < 0,001.

‘Nghién cttu BCIRG 006 bao cao ket’qUa daq tién nam 2005, bao
cao ket qua lan 2 nam 2009 va cap nhat két qua song thém 10 nam tai
hoi nghi San Antonio 2015 cho thay ty 1€ song thém khdng bénh 10
nam ¢ nhdm AC-TH va nhém TCH tuong Gng la 74,6% va 73%, so Véi
nhém ching AC-T la 67,9%. Su khac biét vé thoi gian song thém
khong bénh rat c6 y nghia thong ké véi p < 0,0001 (nhom AC-TH) va
p=0,001 (nhém TCH). Tuong tu nhu vay ty 1€ song thém toan bo 10
ndm ¢ nhom AC-TH va TCH twong tng la 85,9% va 83,3%. Su khac
biét vé thoi gian séng thém toan bo rat c6 y nghia thong ké véi p <
0,0001 (nhom AC-TH) va p=0,0075 (nhém TCH). Nhu vay véi két qua
bao céo nay, phdi hop thém trastuzumab lam giam nguy co tai phat
28% & nhom AC-TH, 23% ¢ nhom TCH so v6i nhém chang AC-T.
Phdi hop trastuzumab lam giam 37% nguy co tir vong & nhém AC-TH,
24% ¢ nhém TCH so vai nhom ching.

Két qua song thém trong nghién ciu cua ching t6i cao hon két
qua bao cao trong 3 nghién ciau BCIRG 006, B-31 va N9831, tuy nhién
trong cac nghién cuu cua tac gia nudc ngoai, 1a nhitng nghién ciu dau
tién nén giai doan bénh lya chon muén hon giai doan bénh trong nghién
ctru cua chang toi.
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Trong nghién ctru cta chdng t6i ¢6 5 bénh nhén tai phat, 1 bénh
nhan tai phat tai chd, con lai 4 bénh nhan tai phét di can xuong, di cin
hach xa & cac vi tri (khdng phai hach vung). Bénh nhan UTV c6 Her 2
neu duong tinh tai phat di can dugc diéu tri phdi hop héa chat va cac
thudc huéng Her 2 neu, ty Ié dap ng cia cac phac do phéi hop dao
dong khoang 50-80%. Trong khi do ty I€ dap ung voi trastuzumab don
thuan trong mot sb nghién ctu tir 12-26%, chinh vi vay khong khuyén
céo diéu tri trastuzumab don thuan ngay tir dau khlﬂ chan doan tai phat di
can. Céac bénh nhén sau khi dat duge dap ung s€ on dinh mét thoi gian
sau do6 lai tién trién, nhu vay céac té bao UTV c6 Her 2 neu duong tinh
c6 ty 1& nhét dinh khang trastuzumab nguyén phéat hoac khang sau mot
thoi gian duy tri dép Gng (de novo and acqulred resistance). Co ché
khang thudc chwa thuc su duoc biét rd va vi vay ciing chua tim duoc
mot phwong phap d1eu tri dac hi¢u cho nhitng bénh nhan c6 biéu hién
khang thudc. Mot s gia thuyet cho rang co ché _khang thudc lién quan
dén nhitng bat thuong trén con duong din truyén tin hi¢u PI3K va sy
tich liily p95-HER 2 (phan tir receptor Her 2 neu bi mat amino acid
cudi).

4.2.2. Két qud séng thém toan by

Chdng t6i tryc tiép theo d0| kham lai tat ca cac bénh nhan, diéu
tri bénh nhan khi tai phat theo phac db tai phat di can. Bénh nhan UTV
di cén c6 Her 2 neu duong tinh khuyen cao dung liéu phap hudng Her 2
neu nhu mét phan cua diéu tri, phan Ion la két hop vai hoa tri. Tuy
nhién nhung nguoi bénh c6 thy thé noi tlet duong tinh c6 thé ket horp
v6i didu tri noi tiét, dac biét néu bénh tién trién cham hoac khdng cé
triéu chung, hoac khong co di can tang.

Tinh dén thoi diém thang 2 nim 2016 trong nghién cuu cua
chding tdi c6 1 bénh nhan tir vong. Thoi gian séng thém toan b trung vi
woc tinh 1a 83,1 thang (95% CI 79,5-86,7). Ty 1& séng thém toan bo 1
nam, 2 nam, 3 nam, 4 nam, 5 ndm tuong ung la: 100%; 100%; 100%;
98,4%; 98,4%. Bénh nhan tir vong dugc chian doan UTV trai
pT2N1MO, TTNT duong tinh. Bénh nhén ti phat di cdn xuong sau 32
thang ké tir ngay phau thuat, bénh nhén tur ch01 diéu tri tiép voi
trastuzumab va dugc diéu tri véi hoa tri, noi tiét don thuan tuy nhién
khéng dat dwoc dap Gng véi cac dd diéu tri di can. B¢nh nhan nhan tir
vong sau khi tai phat 13 thang. Hai trong s6 5 bénh nhan tai phat duoc
diéu tri lai vai trastuzmab phoi hop vei hoa chat. Ca hai bénh nhan nay
dép (rng hoan toan sau 6 chu ky phéi hop hda chat va hién tai dang duy
tri Véi trastuzumab don thuan. Cau hoi la thoi gian diéu tri dén khi nao
dbi véi nhitng bénh nhan da dat dwoc dap ung diéu tri vi viéc duy tri
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diéu tri kéo dai doi véi trastuzumab s& lién quan dén kinh té cua bénh
nhan, dac biét nhitng bénh nhan nay da trai qua diéu tri bd tro 1 nam.
Cau tra 16i la khéng co khuyen Cao cu thé vé thoi gian diéu tri nhu b
trg, diéu tri dén khi bénh tién trién, hoic doc tinh khong chap nhan dugc
hoac bénh nhan tir téi diéu tri vi bat ca ly do gi. Theo bao cdo cua Arzu
Oguz (2015), thoi gian bénh khdng tién trien khi duy tri voi
trastuzumab dao dong kha 16n tir 6 thang dén 9 nam, tic gia ghi nhéan
mot bénh nhan 46 tudi, TTNT am tinh, Her 2 neu duong tinh di can gan
va xuong, dat dugc dap ung hoan toan budce dau va duy tri trastuzumab
vei thoi gian khong tién dén 9 nam.
4.2.3. Lién quan séng thém va mgt so yéu té

) Chung t6i phan tich song thém khong bénh véi mot 50 yéu té nhu
tuoi, giai doz,l,n bénh, d6 md hoc cho thay bénh nhan tré tudi dudi 40 co
tién luong Xau hon b¢nh nhan ¢ Ita tudi trén 40 voi p =0,024, nhom
bénh nhan trén 40 tudi c6 trung vi thoi glan séng thém khong bénh 70
thang, nhém bénh nhan dudi 40 tudi ¢ trung vi thoi gian séng thém
khong b¢nh 49 thang. Bénh nhan giai doan I11 6 trung vi thoi gian séng
thém khong bénh thap hon bénh nhan & giai doan 11 vai p=0,033, trung
vi thoi gian song thém khong bénh giai doan 11 12 69,3 thang, trung vi
thoi gian song thém khéng bénh giai doan 111 1a 41,5 thang.

Trong nghién cau phan tich gop B-31/N9831 (2011) tac gia cho
thay cac yéu té nhu d9o mod hoc, tinh trang di can hach nach, kich thuéc
u c6 lién quan dén séng thém. Tudi khong lién quan dén séng thém
trong nghlen ciru nay. Véi thoi gian theo ddi trung binh 8,4 nam, Kkét
qua bao cao cap nhat hon (2014) trong phan tich da bién céc yeu t6 anh
hudng dén sdng thém khong bénh va sdng thém toan bo. Thoi gian séng
thém lién quan c6 y nghia dén giai doan bénh (sé luong hach néach di
can va kich thuéc khol u) Véi p ¢6 y nghia théng ké. Bénh nhan nhom
tir 60 tudi tro 1&n 50ng thém thap hon & nhom duéi 60 tudi vai p co y
nghia thng ké ca sdng thém khong bénh va SOng thém toan bg. Phac do
diéu tri hoa chét paclitaxel hang tun t6t hon mdi 3 tuan Ve 50ng thém
khong bénh nhung khong khéc biét c6 y nghia thong ké vé séng thém
toan bo. Bénh nhan duogc diéu tri vai trastuzumab giam dwoc 42% nguy
co tai phat va 39% nguy co tir vong so véi nhém khong duoc diéu tri
véi trastuzumab véi p < 0,001,

Vi 5 bénh nhan tai phéat, 1 bénh nhan tr vong trén 63 bénh nhan
nghién ctu, cac su kign tai phat con it do vay chung t6i chua phan tich
dugc nhiéu anh huong dén két qua séng thém lién quan dén mot sb yeu
t da duoc chang minh trong cac nghién ctru truge do. Chiing toi s& tiép
tuc theo ddi dé phan tich cac yéu t6 lién quan nay véi thoi gian theo ddi
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dai hon, nhiéu cé4c su kién tai phat di cin hon.

4.3. Mt s tac dung khdng mong muén ciia phac do diéu tri
4.3.1. bgc tinh trén h¢ tgo huyet

Tét ca cac bénh nhan déu hoan thanh 8 chu ky hoa chat, khdng
bénh nhan nao phai ngimg diéu tri do doc tinh khéng hoi phuc. Tét ca
c4c bénh nhan déu dugc dleU tri du liéu. Trong nghién cau cua chung
t0i, khi phan tich trén tong 50 504 chu ky diéu tri cia tat ca cac bénh
nhan cho thay chi c6 13,3% s6 chu ky ha bach cau cac muc do; 17,7%
so chu ky co ha bach cau da nhan trung tinh cdc muc do. S6 chu ky ha
tiéu cau it gap, chi chiém 1%. Ha huyét sic t6 gap trong 22% s6 cac chu
Ky nhung chu yéu ha huyét sic to do 1. Boc tinh huyet hoc chu yéu gap
trong cac chu ky AC, bénh nhan dung nap thuéc tét hon véi paclitaxel
don thuan két hop trastuzumab. Ty & doc tinh huyét hoc trén tong s0
chu ky thap nhu vy tuy nhién khi tinh ty 1& doc tinh cao nhét trén mai
bénh nhéan qua 8 chu ky diéu tri cho thay ty 1& ha bach cau do 3; 4 twong
ng la 6,4% va 0%, ty I¢ ha bach cau da nhan trung tinh d¢ 3; 4 twong
tng la 15,8% va 7, 9% c6 8% bénh nhan‘ha bach cau c6 sbt va 4,8%
bénh nhan ha huyét sac to d6 3. Két qua vé doc tinh twong ty nhu trong
nghién ciru cia B.T.K. Anh (2008) khi danh gla két qua phac d6 AC-T
trong diéu tri b tro trén 54 bénh nhan UTV giai doan 11, 111.

Cac nghién ctu B-31/N9831 khong bao cao, ban luan nhiéu dén
tac dung khong mong mudn cua phac dd ngoai trir doc tinh tim mach,
cac nghién cau ndy chi dua ra két luan trastuzumab khong lam ting
thém cac doc tinh cua phac dd hoa chit, ghl nhan mot so truong hop
hiém gap viém phdi k& & nhdm bénh nhan c6 diéu tri véi trastuzumab.
4.3.2. Péc tinh ngoai hé tgo huyét

Doc tinh ngoai he tao huyet chu yéu dugc ghi nhan nhu doc
tinh gan, than, nén, budn ndn, rdi loan tiéu hoa, rdi loan than kinh ngoai
vi. Non, buon ndn viém mleng thuorng gap hon khi diéu tri phac dd AC,
doc tinh tiéu chay it gap va co the xay ra khi diéu tri voi AC hoic
paclitaxel. Phu ng0a1 vi, dau co, rol loan than kinh ngoai vi bat dau xuét
hién nhiéu hon ¢ cac chu ky diéu tri voi paclitaxel, bénh nhan cé cam
giac phu mt, tay chan to Ién, tdng cén trong qué trinh diéu tri. Cam
giac té bi dau ngdn tay, chan thuong gap nhung & mirc do nhe, nang
hon & cac chu ky sau, thuong tao cho bé¢nh nhan cam giac khong thoai
méi tuy nhién khong han ché van dong.

Phan tng nhe véi trastuzumab gap ¢ 1 bénh nhéan trong chu ki
truyén dau tién, bénh nhan c6 biéu hién néng bing mat, cam giac hdi
hop, khd thd, mach, huyét ap binh thuong, bénh nhan dugc xir tri
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solumedrol 40mg, dimedrol 20mg, sau 30 phut bénh nhan 6n dinh va
dugc tiép tuc tuyen trastuzumab, c&c chu ki sau bénh nhan khéng co
phan ang truyén.

4.3.3. Dgc tinh tim

Trong nghién ctu caa ching tdi c6 1 bénh nhan 61 tudi, khong co6
bénh tim mach kem theo, c6 LVEF giam 16% ¢ thang thir 6 khi dleU’ tri
Vi trastuzumab don thudn, bénh nhan ¢6 trigu ching hdi hop danh trong
nguc, kho tha khi gang sirc. Khdm cé nhip tim nhanh 110 lan/phdat. Bénh
nhan duoc kham chuyén khoa tim mach, chan doan suy tim d6 Il. Bénh
nhan dugc tam ngu'ng diéu tri trastuzumab, diéu tri theo chuyén khoa véi
thudc chen beta 5 ngay, loi tiéu sau d6 cac triéu chimg co nang hét, nhip
tim tro lai binh thuong, LVEF ¢ gia tri binh thuong. Chu ky sau chuc
nang tim binh thuong va bénh nhéan tlep tuc duoc diéu tri theo phac do.
Bénh nhan nay mac du khong c6 cac dot giam LVEF phai tam ngung
diéu tri nhung c6 tong cong 5 lan c6 biéu hién nhip nhanh x0ang dao
dong khoang 100-110 Ian/phut céc dot nhip nhanh xoang khdng co tri¢u
chting bénh nhan Van duoc diéu tri vai thuoc chen beta theo chi dinh cua
bac sy tim mach. Diéu tri trastuzumab duoc bat dau lai sau khi nhip tim
tré lai binh thuong dudi 100 lan/phat va b¢nh nhan khéng co tri¢u chimng
co ning bat thuong. Bénh nhan van hoan thanh 1 nam diéu tri
trastuzumab. CAc lan theo di vé sau khi két thiic diéu tri trastuzumab cho
thdy chire nang tim ciia bénh nhan binh thuong.

Nguoc véi doc tinh tim mach do anthracycline, doc tinh tim
mach do trastuzumab khong lién quan dén liéu tich liy va thuong hoi
phuc khi ngimg diéu tri. Trén cac manh sinh thiét co tim & ngudi bénh
diéu trj véi trastuzumab khong quan sat thay nhiéu sy pha huy soi co
tim nhu trong t6n thuong do dung anthracycline. Véi su khac biét nay
hién tai c6 hai thuat ngir dugc ap dung d6 la suy gidm chirc ning tim do
doc tinh hoa tri typ 1 va typ IL. Typ I lién quan dén hau qua cua viéc
diéu trj véi anthracycline gay ra pha hiy co tim, suy tim it nhat & mirc
d6 nao do. Typ II 1a hién twgng khbng phai chi riéng véi trastuzumab va
né thuong li€n quan dén giam co gian s¢i co tim, it hién quan dén pha
hity hay chét té bao co tim dan dén suy tim, typ II thuong hoi phuc.

Trong nhitng thr nghiém 1am sang dau tién vé diéu tri voi
trastuzumab & ngudi bénh UTV di cian, ty 1& doc tinh tim thay doi tly
theo phac d6 duoc sir dung, cu thé ty I¢ nay khi diéu tri véi trastuzumab
don thuan, trastuzumab két hop paclitaxel, trastuzumab két hop
anthracycline va cyclophosphamlde twong ang tir 3-7%, 13% va 27%.
Trong khi do doc tinh tim mach & nguoi bé¢nh diéu tri voi anthracycllne
két hop cyclophosphamide, paclitaxel don thuin twong (g 12 8% va
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1%. Trong cac nghlen ctiru bé tro thi doc tinh tim it gap hon so véi cac
nghién ctru vé diéu tri di can do viéc lya chon bénh nhan va theo doi sat
chtre ning tim trong qua trinh diéu tri. Céc thir nghiém bd tro bao gom
HERA,B-31, N9831, BCIRG 006, FinHER nghién ctu trén 10.000
nguoi bénh, ty I¢ suy tim nang NYHA III, IV dao dong tur 0-3,9% ¢
nhom diéu tri véi trastuzumab so véi 0-1,3% & nhom khong diéu tri véi
trastuzumab. Ty I¢ suy tim d¢ I1l, IV hoac tir vong do nguyén nhan tim
mach thap hon & phac d khong c6 anthracycline (0,2% so Vi 2-4%).
Nghién ctru da phan tich nam 2012 trén 11.991 nguoi bénh c6 Her 2
neu duong tinh cho théy diéu tri véi trastuzumab 1am ting nguy co suy
tim nang 2,5% so vai 0,4%; HR=5,11, 90% CI 3,00-8,72, lam tang
nguy co giam LVEF (HR 1,83; 90% CI 1,36-2,47). Kha nang hdi phuc
doc tinh tim mach do trastuzumab: Phan I6n cac truong hop ngudi beénh
hoi phuc sau khi theo cac khuyén céo nging tam thoi va co thé diéu tri
lai, tuy nhién ciing c6 truong hop nging diéu tri vinh vién hoic gay suy
tim nang tham chi tr vong do suy tim nang.

Ty I& bién cb tim mach trong nghlen clu caa chung toi & nhdm
diéu tri AC-TH khong cao nhu trong cac nghién ciru nude ngoai da bao
céo, céac ly do c6 thé do tudi bénh nhan trong nhém nghién ctu tré hon
S0 VGi cac nghién ciru nude ngoai. Dac biét khi bénh nhan cé biéu hién
nhip nhanh xoang, viéc diéu tri sém voi thuoc chen beta c6 thé lam
giam bot kha nang gay suy giam chirc nang tong mau thét trai. Trong
nghién ctru cua chung t6i ¢6 7 bénh nhan co biéu hién nhip nhanh xoang
(Chlem 11 1%) cam giac hoi hop, tréng nguc nhung khi kiém tra chic
ning tong méu that trai binh thuong, bénh nhan chi diéu tri thudc chen
beta theo chuyén khoa va tiép tuc diéu tri véi trastuzumab. Khong bénh
nhan nao phai ngimg vinh vién vi Iy do doc tinh tim mach.

KET LUAN

Qua nghién ctru 63 bénh nhan UTV giai doan 11, 111 ¢ Her 2 neu
duong tinh duge diéu tri b trg phac do6 AC-TH ching toi rdt ra mot s6
két luan sau:

1. Két qua diéu tri

- Trung vi thoi gian séng thém khong bénh vi uéc tinh theo
Kaplan Meier: 67,7 thang (95% CI 63,3-72,1). Ty I¢ song thém khdng
bénh 1 nam, 2 nam, 3 nam, 4 nam, 5 nam tuong ng la: 100%; 98,4%);
95,2%; 92,1%; 92,1%.

- Trung vi thoi gian séng thém toan bo uéc tinh 1a 83,1 thang
(95% CI 79,5-86,7). Ty & séng thém toan bo 1 nam, 2 ndm, 3 nam, 4
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ndm, 5 ndm tuong ang la: 100%; 100%; 100%,; 98,4%; 98,4%.

- Bénh nhén dudi 40 tudi co trung vi thoi gian song thém khdng bénh la
49 thang, bénh nhan trén 40 tudi co trung vi thoi gian song thém khong bénh la
70 théng, su khac biét co y nghia thong ké véi p=0,024. )

- Bénh nhan ¢ giai doan II 6 trung vi thoi gian song thém khong
bénh la 69,3 thang, bénh nhan giai doan 11 ¢6 trung vi thoi gian song
thém khong bénh la 41,5 thang, sy khac biét c6 ¥ nghia thong ké véi

=0,033.
P - Khéng c6 méi lién quan co ¥ nghia théng ké vé thoi gian song
thém khéng bér]h véi d6 md hoc véi p >0,05. .

2. Mgt so tac dung khéng mong muon cia phac do

- Ty 1€ bénh nhén ha bach cAu, ha bach cau da nhan trung tinh, ha
bach cau c6 sét, ha huyét sic t, ha tiéu cau do 3 tuong ung la 6,4%;
15,8%; 8%; 0%; 4,8%.

- Ty 1& bénh nhan ha bach cau, ha bach cau da nhan trung tinh, ha
bach cau cd sbt, ha huyét sic td, ha tiéu ciu d6 4 tuong ung 1a 0%;
7,9%; 8%; 0%; 0%.

- Ti 1€ ddc tinh gan d6 3; 4 twong tng la 3,2% va 1,6%.

- Ti 1€ bénh nhan déc tinh than d6 2 1a 1,6%, khdng cé bénh nhan
nao c¢6 doc tinh than do 3; 4.

- Khong ¢ bénh nhan nao c6 doc tinh nén, budn ndn, viém
miéng, ia chay, pht ngoai vi, réi loan than kinh ngoai vi do 3; 4.

- Poc tinh tim: Mot bénh nhan suy tim do 11 ¢6 hdi phuc chiém
1,6%. C6 7 bénh nhan biéu hién nhip tim nhanh chiém 11,1%. Khéng
¢6 bénh nhan nao phai dimg diéu tri trastuzumab do doc tinh tim mach.
Khoéng thiy méi lién quan ¢ y nghia vé bién doi chirc nang tam thu tht
trai & cac thoi diém 3 thang, 6 thang, 9 thang, 12 thang theo nhom tudi
> 50 tudi va dudi 50 tudi cling nhu lién quan dén cac bénh man tinh cao
huyét ap, dai thao duong.
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KIEN NGHI

1. Phac d6 AC-TH budc dau cho thay c6 hiéu qua trén bénh nhan
ung thu vii ¢6 Her 2 neu duong tinh, doc tinh cua phac do chap
nhan duoc do vay nén ap dung rong rii phac do nay ¢ tat ca cac
co s& chuyén khoa diéu tri bénh ung thur va.

2. Can theo dbi hiéu qua cua phac do trong thoi gian dai hon dé co
thé danh gia hiéu qua lau dai cia phac do ciing nhu mdi lién
quan giira mot sb yéu té dén thoi gian séng thém.



INTRODUCTION

Breast cancer is the most common cancer among women in the
world, the second cause of death from cancer after lung cancer. In
Vietnam, breast cancer is the most frequent cancer among women, with
an estimated incidence rates is 28.1/100.000 women. Although the
incidence of breast cancer tends to increase in recent years, but the
mortality rates from the disease has gradually been improved thanks to
the achievements in the prevention, screening, diagnosis and treatment.

Human epidermal growth factor receptor 2 (Her 2 neu) is a tyrosine
kinase, Her 2 neu overexpression is accounted for 20-25% of invasive
breast cancer patients. Overexpression of Her 2 neu promotes the
growth of cancer cells, inhibits of apoptosis and enhances the process of
tumor angiogenesis. Trastuzumab, a humanized monoclonal antibody of
Her 2 neu, is indicated for patients whose tumor demonstrates an
amplified copy number for the Her 2 neu oncogene and/or
overexpresses the Her 2 neu onco-protein. The role of trastuzumab in
combination with chemotherapy in adjuvant treatment of breast cancer
has been indicated in numerous clinical studies, improving survival
with statistical significance. In Vietnam, there has no study about
efficacy and toxicities of trastuzumab based regimen in breast cancer
patients, thus we conduct this study with two objectives:

1. To assess the results of 4AC+ 4T chemotherapy regimen in

combination with trastuzumab in the adjuvant treatment of Her 2
neu positive breast cancer patients with stage 11-111.
2. Reviews some toxicity of the regimen.
1. Necessity of topics

Breast cancer treatment is a multidisciplinary combination
including surgery, radiation and systemic therapy such as
chemotherapy, hormonal therapy and target therapy. With the
development of biotechnology, the target therapy were invented and
continues to study. Trastuzumab is a monoclonal antibody have been
proven to be effective in the adjuvant treatment of patients with Her 2
neu positive breast cancer. Trastuzumab does not increase the toxicity
of chemotherapy in the combined regimen. Currently, trastuzumab has
been used widely in the world with the aim of achieving optimal effect
for breast cancer patients with Her 2 neu positive. However, in
Vietnam, not many patients have been treating with trastuzumab
because of one year duration treatment, the cost, and cardiac toxicity
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related. So far, there is no completed study about effectiveness and
toxicity of trastuzumab containing regimens in adjuvant setting in
Vietnam so that we decided to carry out this study.

2. New contributions of the thesis

Trastuzumab in combination with chemotherapy is an effective and
safe regimen in the adjuvant treatment of Her 2 neu positive breast
cancer patients. Median disease-free survival (DFS) was estimated of
67.7 months. DFS rates at 1 year, 2 years, 3 years, 4 years and 5 years
were respectively 100%; 98.4%; 95.2%; 92.1%; 92.1%. Median overall
survival (OS) was 83.1 months. OS rates at 1 year, 2 year, 3 year, 4
year and 5 year were respectively 100%; 100%; 100%; 98.4%; 98.4%.

About toxicities, neutropenia was common but mainly of grade 1
and grade 2. Anemia and thrombocytopenia and other toxicities were
less common. None of patients needed to stop treatment because of
cardiac toxicity, 1 patient had reversible, grade Il heart failure,
accounting for 1.6%.

3. Thesis layout

The thesis consists of 116 pages. Introduction (2 pages), the
conclusion (2 pages) and the recommendations (1 page). There are four
chapters: Chapter 1: Overview (30 pages); Chapter 2: Objects and
methods (17 pages); Chapter 3: Results (21 pages); Chapter 4:
Discussion (43 pages). The thesis consists of 32 tables, 11 charts, 3
pictures and 116 references (Vietnamese: 18, English: 98).

Chapter 1: LITERATURE REVIEW

1.1. Foreign studies

Trastuzumab is approved for the treatment of metastasis breast
cancer on 07/25/1998 by FDA. The studies about the effectiveness of
trastuzumab in the adjuvant breast cancer treatment was carried out
from 2000, the first results were published in 2005 and continually
updated. Four big studies of trastuzumab in the adjuvant treatment of
breast cancer including: HERA, B-31, N9831, BCIRG 006 with the
sample sizes of 1,000 to 5,100 patients. These studies confirmed the
role of trastuzumab in significantly increased disease-free survival by
34% (p <0.00001), reduced mortality rate by 40% (p <0.00001), the



mainly toxicity of the regimen reported is heart failure (2.5% versus
0.4% in the control group, p <0.0001). Trastuzumab did not increase the
toxicity of chemotherapy in the combined treatment. Despite achieving
high results in treatment but also there are still many questions related
to trastuzumab have been studying including optimal time of treatment
with trastuzumab, trastuzumab concurrent or sequence with
chemotherapy, the risk factors related to cardiac toxicity, mechanism of
resistance to trastuzumab, and effectiveness of combination trastuzumab
with other monoclonal antibody?. These questions have been studying
to make an optimal therapy for breast cancer patients.

In addition, the role of the other target drugs like pertuzumab,
lapatinib, T-DM1, bevacizumab, and mTOR are also ongoing research
in the treatment of breast cancer.

1.2. Vietnamese studies

In Vietnam, a study of trastuzumab in combination with
chemotherapy in metastatic breast cancer was performed in the KC 10-
06 national research. But with the number of patients is limited (5
patients), the results of the studies have described the effectiveness and
toxicity of individual patient.

Thuan V. Tran conducted the study to compare the effectiveness of
trastuzumab in combination with chemotherapy in 40 breast cancer
patients stage Il, Il and the control group. With average time of
following-up was 28.2 months, the results initially showed effectiveness
of trastuzumab and toxicities were acceptable, 2 patients in the control
group relapsed, no patient in trastuzumab arm relapsed.

Chapter 2: PATIENTS AND METHODS

2.1. Patients

2.1.1. Patient criteria

- Female patients, 18 <ages <70.

- The diagnosis of breast cancer was confirmed by histopathology.

- The patients were performed modified radical mastectomy or breast
conserving surgery.

- Histopathology was invasive carcinoma.

- Having test results of ER, PR receptor.

- Her 2 neu was confirmed by IHC positive (3+) or FISH (+).
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- Stages Il, Il according to AJCC 2010.

- Patients was treated with 4AC+4T combined trastuzumab (1 year of
trastuzumab).

- Liver function, kidney function and bone marrow were normal.

- Left ventricular ejection fraction (LVEF) > 55% before treatment.

- Having adequate medical records.

- Patients have reliable follow-up information

2.1.2. Exclusion criteria

- The patients had no clearly information about stage, breast cancer
recurrence.

- Patients with other chronic diseases are at risk of death in the near future.

- Patients suffering from these diseases: heart failure, myocardial infarction,
arrhythmias, uncontrolled hypertension, pericardial effusion.

- Patients have second cancer.

2.2. Methods
2.2.1. Research design: Uncontrolled clinical trial.
Sample size: The sample size was calculated by the formula:
2
— Zl—a/Z x PQ
d 2

The minimum sample size is 46. The actual number is 63 patients.
2.2.2. Steps: All eligible patients were enrolled in the trial. All patients
was treated with 4AC+ 4paclitaxel chemotherapy regimens in
combination with one year of trastuzumab. The total number of
chemotherapy cycles were 8 cycles, the interval is 3 weeks. Patient are
treated with radiation, hormonal therapy if they have indication.
2.2.3. Data analysis

Collecting data based on the available medical records. The
information were encoded and processed by SPSS 16.0 software.

Statistical methods used included:

- Descriptive Statistics: average, standard deviation.

- Comparison Rate: X2 test (p <0.05) or Fisher’s exact test

- Methods for estimating survival rates: Kaplan-Meier.

n



CHAPTER 3: RESULTS
63 eligible patients were enrolled in this study.
3.1. Patient characteristics

3.1.1. Age
46.1
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Figure 3.1. Distribution of age groups

Comments: The youngest patient was 27 years old, the oldest
patient was 66 years old, the average age was 49. There were 4 patients
> 60 years of age accounted for 6.3%.

3.1.2. Family history
Table 3.1. Family history of breast cancer or ovarian cancer

Family history of breast cancer | Number of patients Rate
or ovarian cancer (N) (%)

Yes 3 4.8

No 60 95.2

Total 63 100

Comments: 2 cases with a family history of ovarian cancer, one
case with family history of breast cancer.




3.1.3. Chronic disease status
Table 3.2. Chronic disease status

Types Number of patients (N) | Rate (%)
Hypertension 6 9.5
Diabetes 2 3.2
No history of chronic diseases 55 87.3

Total 63 100

Comments: 8 patients with diseases such as hypertension,
diabetes accounted for 12.7%. None of the patients had both
hypertension and diabetes.

3.1.4. Histological grade
Table 3.3. Histological grade

Grade Number of patients (N) Rate (%)
I 1 1.6
I 37 58.7
Il 13 20.6
Unknown 12 19.1
Total 63 100

Comments: There were 51 cases of invasive ductal carcinoma can
be assessed for histological grades, histological grade 2: 72.5%; grade
3: 25.5%; grade 1: 2%.

3.1.5. Types of histopathology

The most common type was invasive ductal carcinoma percentage
of 81%. Other type included invasive ductal carcinoma with dominant
in situ 7.8%, invasive lobular carcinoma 4.8%, medullary carcinoma
4.8% and mucinous carcinoma 1.6%.

3.1.6. Hormonal status

The percentage of patients with hormone receptor negative (ER and
PR are both negative), accounted for 68.3%. The percentage of patients
with ER and /or PR positive was of 31.7%.




3.1.7. Pathologic TNM stage
Table 3.4. Pathologic tumors and lymph nodes postoperative (pT, pN)

Stage N % Stage N %
T2NO 36 57.1 T3N1 2 3.2
T3NO 2 3.2 TINZ2 2 3.2
TIN1 5 7.9 T2N2 4 6.4
T2N1 11 174 T2N3 1 1.6

Comment: There were 25 among 63 patients with axillary lymph

nodes positive, accounting for 39.7%.

m Stage

Chart 3.2. Pathologic TNM stage
Comment: The majority of patients in the stage Il, accounting for 84.1%.

3.1.8. Her 2 neu testing

Table 3.5. Her 2 neu testing

m Stage I

Type of test Number of patients | Rate (%0)
(N)
Immunohistochemistry (IHC) 54 85.7
Fluorescence In Situ 9 14.3
Hybridization (FISH)
Total 63 100

Comments: The majority of patients in the study were tested for
Her 2 neu by immunohistochemistry. Nine patients had Her 2 neu 2 +,

which was determined of the Her 2 neu positive by FISH test.




3.2. Suvival
3.2.1. Disease free survival (DFS)

Up to February 2016, there wer 5 patients recurrence, 1 patient had
local recurrence (after breast conserving surgery) and 4 patients had
metastases (bone, distant lymph nodes).
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Chart 3.3. Disease free survival
Comments: Median disease free survival (DFS) estimated by the
Kaplan Meier was 67.7 months (95% CI1 63.3 to 72.1).
1 year, 2 years, 3 years, 4 years and 5 years DFS rate was respectively
100%; 98.4%; 95.2%; 92.1%; 92.1%.

3.2.2. Overall survival
Up to February 2016, one patient died.
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Chart 3.4. Overall survival
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Comments: Median overall survival (OS) was 83.1 months (95%
Cl1 79.51t0 86.7). 1year, 2 years, 3 years, 4 years, 5 years OS rates were
respectively 100%; 100%; 100%; 98.4%; 98.4%.

3.2.3. Correlation between survival and some factors
3.2.3.1. Correlation between survival and stages

Median disease free survival of stage Il was 69.3 months, median
diseases free survival of stage Ill was 41.5 months. Differences in
survival was significantly statistical with p = 0.033.
3.2.3.2. Correlation between survival and age

Median disease free survival of younger than 40 years old group
was 49 months, median disease free survival of older than 40 years old
group was 70 months. Differences in survival was significantly
statistically with p = 0.024.
3.2.3.3. Correlation between survival and histological grade

There was no recurrence in grades | patient (0/1), 3 patients in
grade Il group relapsed (3/37), 1 patient in grade Ill group relapsed
(1/13). We only analyzed 51 invasive ductal carcinoma patients who
had histologic grading. There was no difference in disease free survival
associated with histological grades with p = 0.56.

Until the time of present, one patient in our study died, we do not
analyze overall survival associated with related factors.

3.3. Toxicities and complications
3.3.1. Hematological toxicities
Table 3.6. Hematological toxicities/ total of cycles

Leukopenia | Neutropenia Fever . Thrombocytopenia| Hgb
Grade %) N (%) neutropenic N (%) N (%)
N (%)
0 437(86.7) | 415(82.3) 480(95.2) 499(99) 393(78)
1 43(8.6) 34(6.7) 2(0.4) 3(0.6) 87(17.3)
2 16 (3.2) 32(6.3) 8(1.6) 2(0.4) 19(3.7)
3 8(1.6) 16(3.2) 7(1.4) 0(0) 5(1)
4 0(0) 7(1.4) 7(1.4) 0(0) 0(0)
Total 504 504 504 504 504
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Comments: All 63 patients completed 8 all cycles of chemotherapy,

a total of 504 treatment cycles were recorded.

Table 3.7. Hematological toxicities/ total of patients

Fever
Leukopenia | Neutropenia | Thrombocytopenia| Hgb
Grade neutropenic
N (%) N (%) N (%) N (%)
N (%)
0 30(47.6) 24(38.1) 50(79.3) 58(92.1) 32(50.8)
1 23(36.5) 9(14.4) 1(1.6) 3(4.8) 20(31.7)
2 6(9.5) 15(23.8) 2(3.1) 2(3.1) 8(12.7)
3 4(6.4) 10(15.8) 5(8) 0(0) 3(4.8)
4 0(0) 5(7.9) 5(8) 0(0) 0(0)
Total 63 63 63 63 63

Comments: Leukopenia and neutropenia were common, but mainly

grade 1 and 2. Anemia and thrombocytopenia were less common.

3.3.2. Non-hematological toxicities
Table 3.8. Non-hematological toxicities/ total of cycles (1)

Grade Nausea, Oral mucositis | Diarrhea Edema
Vomiting N (%) N (%) N (%) N (%)
0 239(47.4) 469(93) 467(92.7) | 452(89.7)
1 241(47.8) 31(6.2) 27(5.3) 52(10.3)
2 24(4.8) 4(0.8) 10(2) 0(0)
Total 504 504 504 504

Comments: Vomiting and nausea were common in the AC cycles.

No patients had toxicity of grade 3; 4 during the treatment.
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Table 3.9. Non-hematological toxicities/ total of cycles (2)

Grade Myalgia Peripheral Hepatic toxicity | Renal toxicity
N (%) | neuropathy N (%) N (%) N (%)
0 309(61.3) 359(71.2) 444(88.1) 503(99.8)
1 178(35.3) - 47(9.3) 0(0)
2 15(3) 145(28.8) 6(1.2) 1(0.2)
3 2(0.4) 0(0) 6(1.2) 0(0)
4 0(0) 0(0) 1(0.2) 0(0)
Total 504 504 504 504

Comments: Hepatic toxicity and renal toxicity were not very
common. Myalgia, peripheral sensory neuropathy were more common
in the cycles of paclitaxel.
Table 3.10. Non-hematological toxicities/ total of patients (1)

Grade l\_la_lusea, Oral mucositis | Diarrhea Edema
Vomiting N (%) N (%) N (%) N (%)
0 6 (9.5) 46 (73) 40 (63.5) 40 (63.5)
1 41 (65.1) 15 (23.8) 15 (23.8) 23 (36.5)
2 16 (25.4) 2(3.2) 8 (12.7) 0(0)
Total 63 63 63 63

Comments: Nausea, vomiting, mucositis oral, diarrhea were not
common. No patients had the grade 3; 4 toxicities.
Table 3.10. Non-hematological toxicities/ total of patients (2)

Grade Myalgia Peripheral Hepatic toxicity Renal toxicity
N (%) | neuropathy N (%) N (%) N (%)
0 8(12,7) 16(25,4) 39(61,9) 62(98,4)
1 47(74,6) - 18(28,5) 0(0)
2 7(11,1) 47(74,6) 3(4,8) 1(1,6)
3 1(1,6) 0(0) 2(3,2) 0(0)
4 0(0) 0(0) 1(1,6) 0(0)
Total 63 63 63 63

Comments: 1 patient had grade 1 renal toxicity, 4 patients had
grade 1 hepatic toxicity. Peripheral neuropathy and myalgia were in

majority of patients but at mild grade.




12

3.3.3. Cardiac toxicity
3.3.3.1. Tachycardia

7 patients had tachycardia, heart beat rate was over 100
beats/minute, 1 patient had 5 cycles of tachycardia.
3.3.3.2. Heart failure

One patient had reversible grade Il heart failure, accounting for
1.6% of the total of 63 patients. None of patients had to stop treatment
because of cardiac toxicity.
3.3.3.3. Changes of left ventricular ejection function (LVEF) after treatment

Table 3.12. Changes of LVEF after treatment from base line

Changes of After3 | After6 After 9 After 12 Total
LVEF months | months months months
<-16 0 0 1 0 1
-15.9 > -10 2 3 2 1 8
99->0 33 30 28 26 117
No decrease 28 30 32 36 126
Total 63 63 63 63 252
patients | patients patients patients Echocardiography

Comments: 1 patient decreased LVEF of 16% in 1
echocardiography test, accounted for 1.6% of the total 63 patients,
accounting for 0.4% of the total 250 echocardiography tests.

Table 3.13. LVEF changes between two groups older and younger than
50 years at the time of 12 months

Age LVEF changes at the time of 12 months
Decrease (N) No decrease (N)
> 50 years 16 17
<50 years 11 19

P=0,49
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Comments: No differences were statistically significant in LVEF
changes in two groups older and younger than 50 years at the time of 12
months.

Table 3.14. LVEF changes between two groups with and without
hypertension and diabetes at the time of 12 months

Hypertension,
diabetes Decrease (N) No decrease (N)
No 23 32
Yes 4 4
P=0,72

Comments: No differences were statistically significant LVEF
changes related to hypertension, diabetes at 12 months.

CHAPTER 4: DISCUSSION

4.1. Patient characteristics
4.1.1. Age

The median age of the patients in our study was 49, the youngest
patient was 27 years old, the oldest patient was 66 years old. The
median age was equivalent to the study published in Vietnam. Kim
Anh D.T studied about the efficacy of 4AC-4T regimen in adjuvant
chemotherapy of stage Il and Il breast cancer. There were 54 patients
in the study, the patients had Her 2 neu negative or positive. The
median age in the study was 45.7 years old. In our study, the youngest
patient was 27 years old, the most common age group was 51 to 60
years old group, accounted for 46%.

Older age is related to cardiac toxicities during treatment with
trastuzumab. In this study, the age limitation for selection is 70, but the
number of patients over 60 years old were not many, only 4 cases,
accounted for 6.3%.

Over 60 years old patients in our study was lower than patients in
B-31 and N9831 researchs (respectively 16.3% and 18.9%). In HERA
study, the rate of patients over age 60 was16.2%, while the average age
was 49 years old, ranging from 21 to 79 years old. With the lower rate
of elderly patients, if cardiac toxicities in our study lower than in B-31,
N9831, HERA studies or not, we will discuss in the cardiac toxicity
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section.
4.2.2. Histological grades and type of histopathology
4.2.2.1. Type of histopathology

In our research, the most common type was invasive ductal
carcinoma, account for 81%, followed by invasive lobular carcinoma,
medullary carcinoma (4.8%), other types were 9.5%. In general,
histological types in our study was no different from Vietnamese and
foreign researchers in the population of breast cancer patients. Findings
of To T.V, distributed histologic type in 2,207 breast cancer patients,
the rate of invasive ductal carcinoma was 79%. Other type include
invasive ductal carcinoma with dominant in situ 6.9%, invasive lobular
carcinoma 2.9%, mucinous carcinoma 2.3%, and other rarely types.
4.2.2.2. Histological grades

In our study, grade 2 was the most common histopathology,
accounted for 58.7%, grade 3 was 20.6%. Only 1 patient had grade 1,
accounted for 1.6% of the cases. Twelve patients had not histological
grades results, those patients had histology of lobular carcinoma, mucinous
carcinoma and medullary carcinoma type. According To V.T, studied in
1.744 invasive ductal carcinoma patients, the results showed: Grade 1
(12.5%), grade 2 (71.4%), grade 3 (16.4%).

Thuan T.V studied 346 hormonal positive breast cancer patients, the
percentage of histological grades 1; 2; 3 were respectively 7%; 78% and
14%.

Compared with Vietnamese researchs, grade 1 patient rate was
lower, grade 3 patient rate was higher. The rate of grade 3 was higher in
triple negative and Her 2 positive subtypes.

Thuan T.V did the study on 80 patients with the Her 2 neu positive
breast cancer, histological grades 1 ; 2; 3 rates in the group treated with
AC-T were 2.5%; 67.5%, and 15% (15% not classified), the rates of
histologic 1; 2; 3 in the group treated with trastuzumab were 2.5%;
65%; 20% (12.5% non-classified). Thus, the histological grades in our
study is similar with these studies. However, it was different with the
rate of histological grades of foreign studies.

In B-31 and N9831 researchs, grade 3 was 68.6% and 70.3%, grade
2 was 27.4% and 26.6%. The rate of grade 3 in our study was lower
than the resuls reported in the studies of foreign authors in patients with
Her 2 neu positive breast cancer.
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4.1.3. Hormonal status

The proportion of patients with positive hormonal receptor was
31.7%. According to results of Thuan T.V research, ratio of hormonal
positive patients in the treatment group AC-T and AC-TH were
respectively 27.5% and 35%, similar to results of our study. Hormonal
positive rate in Her 2 positive breast cancer patients opposed to
hormone positive rate in breast cancer patients in general (hormone
positive rate is of about 70%). According To T.V, researched on 2207
breast cancer patients, the proportion of patients with hormone positive
(ER and/or PR positive) was 63.3%; 36.6% was negative. Also in this
study the author assessed the prevalence of Her 2 neu positive patients
with ER positive or negative, and the results showed that ER-negative
patients, the proportion of Her 2 neu positive was higher in patients ER
positive patients (48.5% versus 26.1%). The author did not evaluate
hormonal status on the Her 2 neu positive patients. Hormonal status is
an independent prognostic factor in breast cancer, negative hormonal
patients related to poor prognosis, patients with Her 2 neu positive had
higher rate of hormone negative.

In HERA study, the proportion of patients with hormone positive
were 50% in both of groups: Chemotherapy alone (1,703 patients) and 1
year adjuvant treatment with trastuzumab after finishing chemotherapy
(1,698 patients). In the BCIRG 006 study, the proportion of patients
with positive hormonal status of 3 groups: Control group, the treatment
group AC-TH, TCH treatment arm were all 54%. Thus, the proportion
of patients with positive hormonal status was higher in foreign study
than in our study.

4.1.4. Her 2 neu tests

In our study, 63 patients were tested IHC to determine Her 2 neu
status, 54 patients had IHC 3+, 9 patients had IHC 2+, those patient
was done FISH for a positive result. The IHC tests was done at the of
Histopathology Department at K hospital, FISH tests was done at K
hospital or at Hanoi Medical University. Patients with IHC 3+ or FISH
positive have indication for treatment with trastuzumab

The experimental studies on the role of trastuzumab in the adjuvant
treatment such as B-31, N9831, HERA, 006, BRICG used IHC or FISH
testing. Only FinHer study used Her 2 neu confirmed by CISH test.
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4.1.5. Staging

Median tumor size was 2.99 cm, the smallest tumor was 1 cm but
has axillary lymph node metastasis, the biggest tumor size was 8 cm.
The mean number of axillary lymph node resected was 8.8; 1 patient
had 4 axillary lymph nodes resected, the most number of axillary lymph
nodes resected were 22 lymph nodes.

The mean number of metastatic axillary lymph nodes was 1.13, at
least number of metastatic axillary lymph nodes was 0 and at most
number was 10. Seven patients with T1 tumors had metastatic axillary
lymph nodes. However, 2 patients had T3 tumors without metastatic
axillary lymph nodes. The positive axillary lymph nodes rate was
39.7% in this study.

In B-31 study, eligible patients were positive axillary lymph nodes,
in the study N9831, axillary lymph node metastasis patients accounted
for 84.6% and 86.3% respectively in the control group and the
trastuzumab group. In HERA study, the proportion of patients with
positive axillary lymph nodes was 57%; 32% negative and 11% did not
assess because the patients was received neoadjuvant chemotherapy.

In our study, the proportion of stage T2NO was high (57.1%),
accounting for 84.1% of stage Il and stage 111 was only 15.9%. Thus, in
our study, patients were at earlier stage compared with other studies.
The foreign authors mainly selected patients with positive lymph nodes.
4.2. Results
4.2.1. Disease free survival

Of the 63 patients enrolled, up to the time in February 2016, there
were 5 patients relapsed. The first patient was treated in January 20009,
with follow-up time of nearly 85 months. However, most patients in our
study were treated in 2011, 2012, and 2013.

Median disease-free survival (DFS) estimated according to Kaplan
Meier was 67.7 months (95% CI 63.3- 72.1). Disease-free survival rates
at 1 year, 2 years, 3 years, 4 years and 5 years were respectively: 100%;
98.4%; 95.2%; 92.1%; 92.1%.

The first recurrence patient was after 40 months of treatment, also
was the first patient in our study. She was a 36 years old patient and
she was diagnosed with left breast cancer and was done conservative
surgery. Stage pT2N2MO (stage Il1) postoperatively, pathology showed
invasive ductal carcinoma, grade 3, 4/15 metastatic axillary lymph
nodes. ER (+) 40%, PR (+) 10%. After adjuvant chemotherapy AC-TH,
breast radiation therapy with total dose of 66Gy. Patients received
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tamoxifen and zoladex for adjuvant endocrine therapy. In May 2012,
patient had breast local recurrence, mastectomy surgery was done,
postoperative pathology was invasive ductal carcinoma, ER and PR
were negative , Her 2 neu was positive (3+). After surgery the patient
was follow up (the patient did not agree to receive systemic treatment at
that time). After 5 months, her disease progressed, the patient had
cervical lymph nodes metastasis. We treated the patient with
trastuzumab-paclitaxel for 6 cycles, patient had complete response in
lymph nodes. Patient has been treated with trastuzumab maintainance
every 3 weeks (up to now for 51 cycles). She is still in disease- free
status and heart function is normal, the patient has no change of heart
rate during treatment.

Although this study was adopted in October 2012, but we desired
to do this thesis, so we had treated and monitored the patient since
2009. The number of patients treated with trastuzumab not many
because the cost of treatment. When a breast cancer patient had Her 2
neu positive, we explained and recommend to the patient about the
regimen with trastuzumab and patients would make their decisions to be
treated with trastuzumab or not. Because of the treatment depends on
the patient's decision so we were not able to conduct randomized
clinical studies with control groups (AC-T). Historical retrospective,
author Kim Anh D.T (2008) conducted a research that assessed the
efficacy and toxicity of AC-T regimen in patients with stage Il-I1l
breast cancer (in both negative and positive Her 2 neu groups). In this
study, there were 54 patients, 42.5% of patients in stage Il; 57.5% in
stage Ill. DFS rates at 1 year, 2 years, 3 years, 4 years, respectively
were 90.6%; 79.1%; 77%; 73.4%. Overall survival (OS) rate at 1 year, 2
years, 3 years, 4 years respectively were 98.1%; 94.3%; 87.8%; 84.1%.
DFS and OS in this study were lower in our study, but the stages of
patients in this study were higher than that in ours.

Thuan T.V did the study in two groups: AC-T regimen and AC-TH for
patients with stage Il and Ill, Her 2 neu positive breast cancer. With a
mean follow-up time of 28.2 months, initial results showed 2 patients in
AC-T group had recurrence, no patients in AC-TH group had recurrence.

In the BCIRG 006 study and report updated in 2011 with average
follow-up time of 65 months, 5 years disease-free survival of adjuvant
treatment of AC- T/AC-TH/TCH were respectively 75%/84%/81%. The
difference in disease-free survival in both groups were treated with
trastuzumab versus no trastuzumab (AC-T) highly statistically
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significant (AC-TH group HR 0.64; p <0.001, TCH group HR 0.75; p =
0.04). There were differences but no statistically significant efficacy of
regimens AC-TH regimen versus TCH. The overall survival of three
groups AC-T/AC-TH/TCH were respectively 87%/92%/91%, the
difference in survival in the group was treated with trastuzumab and
without trastuzumab were also statistically significant (AC-TH group
HR 0.63; p <0.001, TCH group HR 0.77; p = 0.04).

Meta-analysis B-31/N9831 (2011), with average follow-up time of
3.9 years. DFS rates at 2 years, 3 years, 4 years in group AC-T/AC-TH
were respectively: 86.8%/92.4%; 79%/88%; 73.7%/85.7%. OS rates at
2 years, 3 years, 4 years in group AC-T/AC-TH were respectively
96.1%/97.7%; 92.7%/95.1%; 85.6%/93%. The difference in overall
survival rates and disease-free survival rates treatment with trastuzumab
groups compared to the control group highly statistically significant
with p less than 0.001.

BCIRG 006 study reported the first results in 2005, the second
result in 2009 and updated results of 10 years survival at the San
Antonio Breast Conference in 2015, showed 10 years DFS rates among
patients AC-TH and TCH, respectively were 74.6% and 73%, compared
with the control group A C-T was 67.9%. The difference in disease-free
survival time was statistically significant with p <0.0001 (AC-TH
group) and p = 0.001 (TCH group). Similarly, 10 years OS of AC-TH
and TCH group were respectively 85.9% and 83.3%. The difference in
OS statistically significant with p <0.0001 (AC-TH group) and p =
0.0075 (TCH group). Thus, the results of this report, trastuzumab
reduced the risk of recurrence by 28% in the AC-TH group, 23% in the
TCH group compared with AC-T group. Trastuzumab reduces the risk
of death by 37% in the AC-TH group, 24% in the TCH group compared
with AC-T group.

Survival results in our study was higher than the results reported in
the BCIRG 006, B-31 and N9831 studies, but in the study of foreign
authors, the stage of patients later stage than in our study.

In our study, there were 5 patients with recurrence, 1 patient with
local recurrence, 4 patients with bone metastasis, distal cervical lymph
node metastasis. Patients with Her 2 neu positive metastatic breast can
be treated with chemotherapy and other Her 2 neu targeted drugs, the
response rate of the combination therapy ranges 50-80%. Meanwhile,
the response rate of trastuzumab alone in some studies ranges from 12-
26%, so experts did not recommend trastuzumab alone in the treatment
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for metastatic breast cancer. After patients had achieved response, some
of them progressed, so the cells with Her 2 neu positive breast cancer
with certain percentage of primary resistance or resistance to
trastuzumab  after a period of response (de novo and acquired
resistance). The mechanism of resistance has not really been so well
known and not yet to find a specific treatment for patients with drug-
resistance. Some of the ideas that the mechanism of drug resistance
related to abnormalities in other PI3K signaling pathway and the
accumulation of P95-HER 2 (Her 2 neu receptor molecules lost the last
amino acid).

4.2.2. Overall survival

Patients in our study were treated when they had recurrence. In
general, patients with Her 2 neu positive metastatic breast have
recommendation to have Her 2 neu targeted therapy, mostly in
combination with chemotherapy. However, patients with hormone
receptor positive can be combined with hormonal therapy, especially if
the disease progresses slowly or no symptoms, or no visceral
metastases.

In February 2016, there was 1 patient died. Median overall survival
was 83.1 months (95% CI 79.5- 86.7). 1 year, 2 years, 3 years, 4 years
and 5 years OS rates were respectively 100%; 100%; 100%; 98.4%;
98.4%. The patient dead was diagnosed with left breast cancer
pT2N1MO, hormone receptor positive. Patient had bone metastasis after
32 months from modified radical mastectomy, the patient refused
retreatment with trastuzumab and was treated with chemotherapy alone
but could not respond to any treatment. The patient was died 13 months
later. Two of 5 patients with recurrence were retreated with trastuzumab
in combination with chemotherapy. Both patients had complete
response after six cycles and are maintained with trastuzumab alone.
The questions now are the time for the maintain trastuzumab treatment
in patients who have complete response because it relates to the cost of
drug, especially those patients had undergoing adjuvant treatment for 1
year. The answer is no specific recommended treatment duration as
adjuvant treatment, but until disease progression or unacceptable
toxicity or patient give up treatment for any reason.

4.2.3. Correlation between survival and some factors

We analyzed the DFS with some factors such as age, stage of
disease, histologic grade. The result showed the younger than 40 years
old patients had a worse prognosis than patients over 40 years old
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patients with p = 0.024, group of patients over age of 40 years had
median DFS of 70 months, patients younger than 40 years old had
median DFS of 49 months . Patients with stage I1l had DFS lower than
those in stage Il with p = 0.033, median DFS was 69.3 months in stage
Il group and stage 111 was 41.5 months.

In meta-analysis study B-31/N9831 (2011), the author showed that
some factors such as histology, metastasis axillary lymph node status,
tumor size were related to survival. Age was not related to survival in
this study. With a mean follow-up time of 8.4 years, the results of more
updated report (2014) in the multivariate analysis of factors affecting
OS and DFS include hormone receptor positive patients had a better
prognosis than patients with hormone receptor negative, p statistical
significance both in PFS and OS. DFS were more related to the stage of
the disease (the number of metastasis axillary lymph nodes and tumor
size) with p statistical significance. Patients the aged 60 years and older
group, survival was lower in the group younger than 60 years old with p
statistically significant in both DFS and OS. Chemotherapy regimens
weekly paclitaxel compared to every 3 weeks for better DFS but no
significant difference in OS. Patients treated with trastuzumab reduced
the risk of recurrence by 42% and 39% risk of death compared to those
without trastuzumab with p <0.001.

5 patients with recurrence, 1 patient died on the total of 63 patients.
Because of the less recurrent events, we did not analyze results of
survival related to a number of factors that have been demonstrated in
previous studies. We will continue to follow up these patients for longer
time to estimate survival.

4.3. Toxicities
4.3.1. Hematological toxicities

All patients had completed 8 cycles of chemotherapy, no patients
had to stop treatment due to toxicities. In our study, the analysis of a
total of 504 cycles of treatment in all patients showed that only 13.3%
of cycles had leukopenia, 17.7% of cycles had neutropenia.
Thrombocytopenia was rare, accounting for only 1%. Low hemoglobin
level found in 22% of cycles, but mainly at grade 1. Hematologic
toxicities was more common in the AC cycles, patients had better
tolerability in paclitaxel combined trastuzumab. Hematological toxicity
was low in the total number of cycles, however the rates in number of
patients showed leukopenia grade 3 and 4 respectively 6,4% and 0%,
the proportion neutropenia grade 3 and 4 were respectively 15.8% and
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7.9%; 8% of patients with fever neutropenia; 4.8% patients had anemia
grade 3. Kim Anh D.T (2008) did the study of AC-T adjuvant
chemotherapy regimen in 54 patients with breast cancer, leukopenia,
neutropenia were similar to our study. Thrombocytopenia were
uncommon.

Study B-31/N9831 did not report or discuss about toxicities of the
regimen except cardiac toxicity, the conclusions of these studies
showed that trastuzumab did not increase the toxicity of chemotherapy,
recorded some rare cases of pneumonia in patients who was treated with
trastuzumab.

4.3.2. Non- hematological toxicities

Toxicity mainly outside the hematopoietic system toxicity was
recorded as liver, kidney, nausea, vomiting, digestive disorders,
peripheral nerve disorders. Vomiting, nausea, stomatitis common with
AC regimen, toxicity diarrhea uncommon and may occur during
treatment with AC or paclitaxel. Peripheral edema, myalgia, peripheral
nerve disorders began to appear more in the cycle treatment with
paclitaxel, patients feel facial edema, enlarged hands and feet, weight
gain during treatment. Started feeling numbness in fingers, toes this side
effect were common but mild, more severe in the later cycle, often
made patients feel uncomfortable but not limited mobility.

4.3.3. Cardiac toxicities

7 patients had tachycardia over 100 beats/minute, including 1
patient with 5 cycles of tachycardia. One patient had reversible grade 1l
heart failure, accounting for 1.6% of the total of 63 patients. None of the
patients had to stop treatment because of cardiac toxicity. One patient
decreased LVEF of 16% in 1 echocardiography, accounted for 1.6% of
the total 63 patients, accounting for 0.4% of the total 252
echocardiography. That patient had cardiology examination, she was
diagnosed with of heart failure grade I1. Patients suspended trastuzumab
treatment, she was treated with beta block for 5 days, diuretics then her
heart rate backed to normal, normal LVEF in value. After that she was
continued to be treated as the protocol. No differences were statistically
significant in LVEF changes in two groups older and younger than 50
years as well as hypertension, diabetes at the time of 12 months.

In the first clinical trial of treatment with trastuzumab in patients
with metastatic breast, cardiac toxicity rate varied according to the
protocol used, the specific rate of treatment with trastuzumab when
alone/trastuzumab combination with paclitaxel/trastuzumab
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combination anthracycline and cyclophosphamide respectively 3-7%,
13% and 27%. Meanwhile cardiac toxicity in patients treated with the
anthracycline combination cyclophosphamide, paclitaxel alone were
respectively 8% and 1%. In adjuvant studies, the cardiac toxicity is less
common than studies of metastatic treatment due to patient selection
and closely monitor cardiac function during treatment. Meta analysis of
HERA, B-31, N9831, BCIRG 006, FinHER study of over 10.000
patients, the rate of severe heart failure grade 111 and IV were from 0 to
3.9% range from treatment with trastuzumab group to 0 to 1.3%
compared with the group not treated with trastuzumab. The rate of heart
failure grade IlI, 1V, or death from cardiac causes was lower in no
anthracycline regimens (0.2% versus 2-4%). Multicenter study analyzed
2012 on 11.991 patients with the Her 2 neu positive shows that
treatment with trastuzumab increases the risk of severe heart failure
2.5% versus 0.4%; HR = 5.11, 90% CI 3.00 to 8.72, reduced LVEF
increased risk (HR 1.83; 90% CI 1.36 to 2.47). The cardiac toxicity due
to trastuzumab: The majority of cases the patients recovered and re-
treatment, but there are also cases of severe failure heart or even death
due to severe heart failure.

The rate of cardiovascular events in our studies in the AC-TH
treatment group was not as high as in the foreign studies reported, the
reason may be due to the age of patients in our study younger compared to
foreign studies. Especially when the patient had tachycardia, early
treatment with beta block drug can reduce the potential impairment of
LVEF. In our study, 7 patients with tachycardia, but LVEF was normal,
patients was treated with beta block drug and continued treatment with
trastuzumab. No patients had to stop treatment because of cardiac toxicity.

CONCLUSION

63 patients with stage I, Ill Her 2 neu positive breast cancer
patients were treated with AC-TH regimen, we had some conclusions:
1. Results
- The median disease free survival was 67.7 months (95% CI
63.3- 72.1). 1 year, 2 years, 3 years, 4 years and 5 years DFS
rates were respectively 100%; 98.4%; 95.2%; 92.1%; 92.1%.
- The median overall survival was 83.1 months (95% CI 79.5-
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86.7). 1 year, 2 years, 3 years, 4 years and 5 years OS rate are
respectively 100%; 100%; 100%,; 98.4%; 98.4%.

Patients younger than 40 years old had median DFS of 49
months, patients over 40 years old had median DFS of 70
months, the difference was statistically significant with p =
0.024.

Stage Il patients had median DFS of 69.3 months, patients with
stage Il had median DFS of 41.5 months, the difference was
statistically significant with p = 0.033.

No correlation was statistically significant to DFS with
histological grade (p> 0.05).

2. Toxicities

The percentage patient of leukopenia, neutropenua, fever
neutropenia, anemia, thrombocytopenia grade 3 were
respectively 6.4%; 15.8%; 8%; 0%; 4.8%.

The percentage patient of leukopenia, neutropenua, fever
neutropenia, anemia, thrombocytopenia grade 4 were
respectively 0%; 7.9%; 8%; 0%; 0%.

There were 2 patients with grade 3 hepatic toxicity, accounted for
3.2%; 1 patient with grade 4 hepatic toxicity, accounted for 1.6%.
1 patient with grade 2 nephrotoxicity accounted for 1.6%, no
patient with nephrotoxicity of grade 3 and 4.

No patient with grade 3 and 4 of nausea, vomiting, oral
mucositis, diarrhea, edema, peripheral neuropathy.

Cardiac toxicity: 1 patient had grade 2 reversible heart failure,
accounting for 1.6%. Seven patients had tachycardia,
accounting for 11.1%. None of these patients had to stop
treatment due to cardiac toxicity. No relationship had been
found significantly in changes of LVEF at the time of 3 months,
6 months, 9 months, 12 months by age group over 50 years old
or under 50 years old as well as related to hypertension,
diabetes.
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RECOMMENDATIONS

1. AC-TH regimen initially shows to be effective for patients with Her
2 neu positive breast cancer, the toxicity of the regimen is
acceptable. It should be used widely in all cancer centers.

2. Itis necessary to follow up these patients for a longer time to be able
to assess the long term effects of the regimen as well as the
relationship between survival and some risk factors.





