DAT VAN DE
1. Ly do chon d@ tai:

Panh gia hach nach 1a budc khong thé thiéu trong chan doan va diéu
tri ung thu via. Tinh trang hach 13 yéu t6 tién lugng chinh, mirc d6 di cin
hach nach khéng chi danh gia giai doan bénh ma con quyét dinh lya
chon phac d6 diéu tri trong thyc hanh 1am sang. Hoi nghi Qudc té vé
Ung thu Vu St Gallen nim 2003 di théng nhat: “khong nao vét hach
nach cho cac bénh nhan ung thu vii giai doan sém, c6 két qua sinh thiét
hach ctra 4m tinh”, diéu d6 c6 nghia coi sinh thiét hach cira 1a mot
phuong phap khong thé thiéu trong phau thuat diéu tri ung thu va giai
doan som.

Hach ctra trong ung thu v dugc dinh nghia: “la mot hodc mét sb
hach déu tién tiép nhan dan luu bach huyét hodc di cin ung thu tir va
dén” (Concensus Conference on the role of sentinel lymph node
biopsy in carcinoma of the breast - 2001). Vi thé, hach ctra phan 4anh
chinh xac tinh trang cuia toan bd hach nach .

Cit myén vu voi vét hach nach theo cac chang, trude day duogce coi la
“kinh dién” trong diéu trji phau thudt ung thu vi tir nhiéu nam qua. Tuy
vét hach nach gitip danh gia chinh xac nhat trong xép giai doan, tién
luong va gitip hudng dan diéu tri bd tro tiép theo, nhung vét hach nach
c6 thé gy ra bién chimg chay mau, dong dich 10-52%, phu bach huyét
cénh tay 15-30% ton thuong than kinh ving néach, dau, té bi 78% giam
chirc niang van dong khop vai va anh hudng chat luong sdng ctia nguoi
bénh. Chi 20-30% ung thu vu véi kich thude u dudi 20mm c6 di can
hach, diéu d6 c6 nghia trén 70% vét hach nach 1a khong thuc sy can thiét
& giai doan nay. Vét hach nach khong cai thién ty 16 sdng thém ma con
1am tang bién chimg.

Tai Viét Nam, cac nghién ctiru vé hach ctra con han ché vé sb lugng va
cac khia canh chuyén sau dé khao sat két qua séng thém, tai phat, di cin &
nhom chi sinh thiét hach cira trong diéu tri ung thu va giai doan sGm.

2. Muc tiéu cia dé tai:

1. Khdao sdt két qua hién hinh hach cira, ddnh gid tinh trang di
can hach ndch trong diéu tri ung thie vii giai doan sém bang
phuwong phap nhuém mau.

2. Ddnh gia két qua g dung sinh thiét hach cira trong diéu tri
phd~u thudt ung thu vu giai doan som tai Bénh vién K.



3. Nhitng dong gop ctia luin an:

Nghién ctru da thuc hién thanh céng ki thudt hi€n hinh va sinh
thiét hach ctra trén 243 bénh nhén véi ty 1& phat hién 98,4% khi sir
dung xanh methylene don thuan. Hach cira phan 4nh kha chinh xac
tinh trang di can hach nach ctia bénh nhan ung thu vu, voi céc chi sb
nhu sau: xét nghiém hach ctra tirc thi cho d¢ nhay 88,9%, d¢ dac hiéu
100%, d6 chinh xac toan b 98,7% va ty 1¢ am tinh gia la 11,1%.

Panh gia hiéu qua ctia phuong phap sinh thiét hach ctra: voi thoi
gian theo ddi trung binh 33,24 thang, két qua dau, phu tay va cam
gi4c té bi mat trong canh tay & nhoém chi sinh thiét hach cira thap hon
c6 ¥ nghia so v6i nhém vét hach nach mue thong ké p<0,001. Két
qua song thém toan bo trong tong sd 243 truong hop voi thoi gian
uoc tinh theo ddi trong 3 nam 1a 98,7% va song thém khong bénh
uoc dat 98,3%. Ty 1€ tai phat tai thanh nguc 2,4% trong nhom diéu tri
bao ton va khong co truong hop nao tai phat tai nach cing bén. C6
thé két luan rang phuong phap sinh thiét hach cira bang xanh
methylene trong diéu tri phiu thuat ung thu v giai doan som 1a an
toan va hiéu qua ¢ nhimg trung tim phau thuat va chua trién khai
don vi y hoc hat nhan. Sinh thiét hach cira nén duoc ap dung thuong
qui cho cac bénh nhan ung thu vi giai doan sdm, khong so thiy hach
trén 1am sang.

4. Céu triic ciia luin 4n:

Luan 4n gdm 124 trang, v6i 4 chwong chinh: Dit van dé 2 trang,
Chuong 1 (Téng quan) 36 trang, Chuong 2 (Dbi twong va Phuong
phap nghién ctru) 19 trang, Chuong 3 (Két qua nghién ctru) 25 trang,
Chuong 4 (Ban luan) 39 trang, Két luan va Khuyen nghi 3 trang.

Luan 4n ¢ 42 bang, 5 hinh va 8 biéu do, 241 tai liéu tham khao
(30 tai lidu tiéng Viét, 207 tai li¢u tiéng Anh va 4 tiéng Phap).

CHUONG 1: TONG QUAN
1.1. Pai cwong vé ung thu vi
1.1.1. Dic diém bénh hoc

Ung thu v (UTV) khong chi 13 bénh ung thu hay gip nhat ma con la
nguyén nhan chinh gy tir vong ddi voi phu nit tai nhiéu quéc gia trén
thé gi6i. Theo ghi nhan cia GLOBOCAN 2012, ung thu v la bénh ph
bién nhéat & phu nit voi khoang 1,7 triéu ca méi mic (chiém khoang 1/4
cac bénh ung thu) va c6 522.000 phu nit tr vong do ung thu va. Tai My
nam 2012, ghi nhan khoang 230.000 ca méi mic va 42.000 ca chét vi
ung thu va.



3

Bénh c6 xu hudng tang trén toan cau, voi ‘trung binh khoang
883.000 ca méi méic dén tir céc qudc gia phat trién va s con lai d&én
tir cac nudc dang phat trién. Ty 1& chét do UTV tang 1én tuong Ung
cung voi ty 1€ mac, tuy nhién ¢ cac nude phat trlen My, Tay Au..., ty
1& chét co xu hudng giam trong khi ty 1¢ mac van ting cao. 0 My, ty
1¢ chét bat dau giam tir nam 1989 va giam trung binh gan 2% moi
nam. C6 sy giam nay 1a do nhiing tién bo trong kham sang loc va
phat hién som cling nhu cac tién bo trong chan doan va diéu trj UTV.

O Viét Nam, theo sb liéu cia Chuong trinh muc tiéu phong chong
ung thu cho thy, nim 2010 UTV véi ty 1¢ méc chuan theo tudi 1a
29,9/100.000 dén, trong d6 tai hai thanh phé 16n, ty 16 mac UTV tai
TP H6 Chi Minh 1a 21,0/100.000 con & Ha Noi con sb nay la
39,4/100.000 déan dimg dau trong cdc loai ung thu ¢ nir va tang gan
gip d6i so v6i nam 2000 voi sé ca moi mic 1a 12.533, trong d6 co
5339 ca tir vong vi can bénh nay.

Ngay nay, bén canh cac danh gia vé& 1am sang theo hé théng TNM,
ung thu v dugc phén chia thanh cac phan nhém dra theo cac dau 4n vé
sinh hoc phén tir va héa mé mién dich: Luminal A bao gdm cac trudong
hop c6 ER va/hodc PR duong tinh, Her-2 4m tinh, kha ning ting sinh
yéu voi ty 18 Ki-67 dudi 14%; Luminal B bao gdm cac trudng hop c6
ER va/hodc PR duong tinh, Her-2 &m tinh, kha nang tang sinh manh voi
ty 18 Ki-67 trén 14%; Luminal C bao gdm cac truong hop c6 ER vi/hoic
PR duong tinh, Her-2 dwong tinh, Ki-67 bat ky; Her-2 duong tinh: bao
gdm cac truong hop ¢6 Her-2 duong tinh nhung khéng thudc nhom
Luminal C; Phan nhém giéng véi té bao day (Basal-like): bao gom cac
trudng hop ¢6 cac thu thé ndi tiét ER &m tinh, PR am tinh va Her-2 am
tinh, nhém nay con dugc goi dudi tén khac 1a “triple negative” (TNBC)
rat khang véi didu tri.

1.1.2. Chén dodn

Bo ba kinh dién trong chan doan ung thu va: thim kham lam
sang, xét nghiém té bao hoc va chup x-quang tuyén vi cung cho két
qua ung thu thi chan doan ung thu va duoc xdc 1ap. Cac phuong phap
sinh thiét chan doan ung thu va hién dai gdm c6 sinh thiét kim dudi
huéng din cua cac phuong tién chin doan hinh anh, sinh thiét tirc thi,
sinh thiét cac ton thwong khong so thiy bang dinh vi day kim loai
theo ba chiéu khong gian. Mdi phuong phap déu c6 wu diém riéng
tuy theo hoan canh st dung.



1.1.3. Btéu tri

Bzeu tri phau thudt: phau thuat trong ung thu va co ban Van la cat
tuyen v triét can cai bién, vét hach nach lién khoi voi tuyen V. })01
Vi cac truong horp O giai doan som néu | dap ung day du cac yéu cau
vé chi dinh thi c6 thé tién hanh lam phau thuat bao ton tuyén va va
vét hach nach. Tt nam 2003 dén nay, viéc khong nao vét hach néch
khi sinh thiét hach cira am tinh cho cac ung thu vu giai doan sém da
chinh thirc dugc coi la didu tri tiéu chuan

Piéu tri tia xq: trong ung thu va diéu tri tia xa 1a bién phap mang
tinh tai cho, tai ving nham kiém soat tai phat; tia xa dugc coi la bat
budc dbi voi cac bénh nhan dugc phau thuét bao ton tuyen vl va cac
bénh nhén co6 nhiéu hach di can.

Diéu tri toan than: cac phuong phép diéu tri toan than trong ung
thu vi phat trién manh mé& [trong thoi gian gan day gom co diéu tri hod
chdt v6i nhiéu loai hoa chat va nhleu phac d6 mai, dleu tri ngi tiét cho
cac bénh nhan c6 thy thé noi tiét duong tinh va gan day la cac liéu
phdp diéu tri nham tring dich. Hién tai, ung thu vii duoc chia thanh
nhi€u phan nhom dua theo cac dic tinh mo hoc, hdéa mod mlen dich va
sinh hoc phén tir, chi dinh diéu tri hé thong ciing duoc chi tiét cho timg
phan nhom.

1.2. Hach cira trong ung thu vi
1.2.1. Khdi niém hach civa trong ung thu vii

Hoi nghi Dong thudn vé Sinh thiét Hach ctra trong ung thu vl ndm
2001 dinh nghia: *“ Hach cita la mot hodc mot so hach ddu tién tiép
nhdn dan heu bach huyét hodc di can ung thu tir vii dén”. D6 1a hach
c¢6 nguy co di can cao nhit khi c6 di can hach ving nach Néi cach
khac, khi hach cira am tinh thi hau nhu cac hach nach con lai ciing
chua ¢6 di can ung thu. Vi thé, hach cira phan anh tinh trang cua toan
bo hach nach. Hach ctra thuorng 1a hach nach va nhom I, nhung ciing
c6 thé & nhom II hodc nhém 111 hodc hach vii trong hay hach gian co
nguc (hach Rotter).
1.2.2.Cac phwong phdp hién hinh hach civa trong ung thu vi

- Hién hinh bang chat chi thi mau: k¥ thuat nay lan dau tién dugc
Giuliano béo cao nim 1994. Phuong phap niay bao gém viéc tiém
chat chi thi mau xanh vao cac vi tri ¢6 cing hé théng din luu bach
huyét v6i khéi u sau d6 mot khoang thoi gian nhét dinh s& phiu tich
phat hién hach ctra nho quan sat truc tiép cac duong din luu bach
huyét bat mau xanh dan dén hach cira.

- Hién hinh bang chét déng vi phong xa: k§ thuét nay 14n déu tién duoc
Krag bao cdo ndam 1993. Phuong phéap ndy bao gdm viéc tiém chét dong vi
phéng xa vao cac vi tri ¢6 cling hé thong dan luu bach huyét véi khdi u sau
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d6 mot khoang thoi gian nhét dinh s& phat hién hach ctra nho chup hinh hé
bach huyét (scintigraphy) va dau do tia gamma (gamma probe).

- Phuong phap két hop: ky thuat nay 1a sy két hop cua hai k¥ thuat
néu trén, lan dau tién dugc Albertini bao cao nam 1996.

1.2.3. Cép nhgt vé nghién ciru hach civa trong ung thu vii

NSABP B-32 (National Surgical Adjuvant Bowel and Breast
Project): Ty 1€ phat hién 1a 97,1%, ty 1¢ hach ctra duong tinh 1a 26%
va ty 1¢ am tinh gia 1a 9,8% trong nhém c6 vét hach nach. Bdo cao
gan day nhét vé két qua séng thém ciia thir nghiém nay cho thay song
thém 8 nam toan by & nhom vét hach nach thuong qui 1a 91,8% va
nhém vét hach nach khi hach ctra duong tinh 1a 90,3%, ty 1& song
khong bénh 8 nam tuwong ung la 82,4% Va 81,5%. Két luan cta
nghién ctu 1a: (i) 77 I¢ song thém toan bg, song thém khéng bénh va
kiém sodt tai ving la twong tir giita cdc nhom; (i) Déi véi cde triong
hop giai doan ldm sang hach ndch khéng so thdy, bénh nhan dwoc
xdc dinh hach cira ém tinh thi sinh thiét hach cira don thuan va vét
hach nach thuong quy la co hiéu qud twong duong.

ALMANAC (Axillary Lymphatic Mapping Against Nodal
Axillary Clearance trial): thir nghiém 1am sang ngau nhién da trung
tam tai Anh tor 1999, so sanh giita sinh thiét hach ctra va vét hach
nach trén cac bénh nhén cé hach am tinh trén ldm sang. Qua nghién
ciru 1031 bénh nhan, cac két luan rat ra 1a: sinh thiét hach ctra dem
lai it bién chimg hon va chi phi thap hon so v6i vét hach nach.

ACOSOG 20011 (American College of Surgeons Oncology Group):
Thoi gian theo ddi trung binh 13 6,2 nam, két qua cho thay: (i) Ty 18 tai
phat tai thanh nguc sau 5 ndm & nhom BN dugc vét hach nach va khong
vét 1an luot 1a 3,7% va 2,1% (p=0,16). (ii) Ty 1é tai phat hach nach sau 5
nam & nhom dugc vét hach va khong lan luot 13 0,6% véi 1,3%
(p=0.,44). Tai Hoi nghi ASCO 2016 cong bd két qua song thém 10 nim
trong nhom nghién ciu: Séng thém khong tai phat tai chd
SLNB+ALND 93,2% vs SLNB 94,1% (P=0,36). Séng thém toan bo cua
nhom vét hach 83,6% so vdi nhom chi sinh thiét hach ctra 86,3%
(P=0,4). Séng thém khong bénh twong tmg 78,3% vs 80,3% (P=0,3). N6
chimng minh khéng c¢6 ¥ nghia 1am sang khi tién hanh vét hach nach ¢
BN UTV c¢6 hach nach chwa ram ro.

EORTC AMAROS (European Organisation for Research and
Treatment of Cancer): (i) Két qua tai phat tai nach sau 5 nam: vét
hach nach 0,43% so v6i nhém xa tri nach 1,19%, th.'flp hon ty 1€ cho
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phép dao dong 2-4%. (ii) Séng thém 5 niam khong bénh va 5 nim
toan bo & 2 nhom vét hach va xa tri nach 1an luot 12 87% vs 83% va
93% Vs 93% (khong c6 ¥ nghia théng ké). (iii) Ty 1¢ phu bach huyét
va to tay sau 5 nam lan luot 1a 11% vs 23% va 6% vs 13%, su khac
biét c6 y nghia. Tac gia Donker va cong su di dén két luan: Vér hach
hodc xa tri sau khi sinh thzét hach cuia dwong tinh ¢ nhom u T1-2,
cNo cho két qua tdi phat, séng thém la tiwong dwong. Tuy nhién, ty ¢
mdc di chieng phit bach mach sau diéu tri thi xa tri viig ndch thap
hon co y nghia.

Céc nghién ctru vé hach cira & Viét Nam cho thy, néu chi danh gia
trong nhém u T1, T2 va NO trén |am sang thi theo tac gia Tran Tt Quy
(2008) va cong su co ty 1€ phat hién hach cua 1a 89,3%, ty 1€ 4m tinh
gia 1a 20%, d6 nhay dat 80%, gia tri duy bao am tinh dat 95,2%.
Nguyén B3 Thuy Giang va cong su tai Thanh phé Hd Chi Minh ghi
nhan tir 10/2009-10/2014 c6 225 truong hgp ung thu va giai doan I-1
dugc sinh thiét hach cira bang phwong phidp xanh methylene don
thuan, két qua 1a: (i) di can hach nach 17,3%, (ii) ty 1¢ nhan dién hach
ctra 98,6%, (iii) am tinh gia 15,6% va chi c6 1 ca bi phan ng di ting
tai chd tiém. Mot nghién ciru méi day cé sir dung xanh methylene don
thuan va phdi hop str dung déu do gama va duoc chit phong xa dé
chup hién hinh hach ctra (scintigraphie), Lé Hong Quang va cong su
(2010) cho thiy gia tri ciia sinh thiét tirc thi hach cira dé chan doan di
can hach nach la rat cao: do nhay 1a 93,8%, do dac hi€u 100%, do
chinh xac toan b dat 98%, ty 1¢ am tinh gia chi ¢6 6,2% diéu do cling
¢6 nghia 1a khang dinh tinh dung dan cach tiép can van dé nghién ctu
hach ctra trong chan doan va trong diéu tri ung thu vii giai doan sém.

Chuong 2: POI TUQONG VA PHUONG PHAP NGHIEN CUU

2.1. Poi twgng nghién ctru

Nghién ctu dugc thyc hién trén cac bénh nhan ung thu biéu mo
tuyén va nit, giai doan 1am sang T1.2, kich thudc u<3cm,NO,MO.
Loai trir cac bénh nhan sd thiy hach néch trén 1am sang, cac bénh
nhan giai doan mudn hodc c6 nguy co cao hodc cé tién sir xa tri
va/hoic phau thuat Ién & va, nach.
2.2. Phwong phap nghién ctru:
2.2.1. Thiét ké nghién ciru

Nghién ctru can thiép 1am sang khong dbi chimng.



2.2.2. C& mdu nghién ciru
C& mau dugc tinh theo cong thuc:

p(1-p)

2
N=2Z X 2
&
Trong do:
n : C& mau
o : Mtre ¥ nghia thong ké lya chon = 0,05
Z1-0/2 :Heésbtincay =196
p : Ty 1¢ hach cua khong c6 di can du kién =0,7
€ : Gi4 trj twong dbi, lya chon & mirc 0,06

Tir c6ng thuc trén tinh dwoc ¢& mau tdi thiéu 12 225 bénh nhan.
2.3. Nghién ctru 1am sang

Khai thac cac thong tin vé 1am sang bao gdm tudi, chiéu cao, can
ndng, vi tri u, kich thudc u va cac phuong phap chan doan. Thong tin
ghi nhan sau diéu tri: tai phat, di cin, tir vong, dau, phu tay va rdi
loan cam giac..

2.3.1 Qui trmh ky thudt hi¢n hinh va sinh thiét hach civa

St dung xanh methylen don thuin: ap dung cho toan bd 243 BN

- Chuan bi bénh nhén, gdy mé, vo khuan, dit bénh nhan nam ngira
trén ban md, tay dang ngang. Tiém 2-5 ml dung dich xanh methylen
10% (Akorn, USA) ¢ dudi da vang truGe u, quanh quang va vi tri
quanh khdi u. Xoa bop nhe vung tiém trong 5 phat.

- Rach da vung nach, phau tich qua cac 16p, lan theo duong bach
huyét da hién hinh de tim va lay cac hach bat mau xanh (hach ctra).
Ghi nhan cac thong sé lién quan cua ki thuat. Hoan tit cac hang muc
phau thuat ung thu vii khac nhu tiéu chuan hién hanh.

- Sau 30 phut khong tim thdy hach mau xanh, thu thuat duoc coi
la khong nhan dién dugc hach cua.

2.3.2 Qui trinh xét nghlem bénh phim
2.3.2.1. P6i vdi hach cira

- Hach ctra sau khi duoe phat hién, s€ duge phau thuat vién ldy ra nguyén
ven va danh dau riéng timg hach va giri ngay dén khoa giai phau bénh.

- Sinh thiét tirc thi: bénh pham hach cura sau khi da duoc chuan bi
dugc dua vao may lam lanh véi nhiét d6 -20°C dén -30°C (Microm
HM525 UV Cryostat, Rankin Biomedical Corporation, Hoa Ky). Khi
da dat d¢ lanh t6i vu dé co dinh, bénh pham dugc cat va nhuom H&E
daé danh gia tinh trang di can. Phan bénh pham d6i ximg s& duoc
chuyén nhuém H& E thudng qui.



8

- Nhuom H&E thuong qu1 bénh phim dugc c¢b dinh bang
formalin trung tinh trong 8-12 gio, sau d6 dugc chuyén dtc khdi nén
va nhuom H&E thuong qui theo qui trinh chuén hién hanh.
2.3.2.2. Béi véi hach nach

Vét hach nach dugc thuc hién trén nhirng bénh nhan c6 hach ctra
sinh thiét tic thi .duong tinh va khong nhan dién dugc hach ctra. Hach
nach dugc chuyén nhuom H&E thuong qui dé dénh gia tinh trang di
can, sd luong hach di can.

2.3. 2 3. Déi véi khoi u ik

Nhuoém H&E thuong qui dé danh gia cac dic diém mo bénh hoc.

Cac tiéu chi vé m6 bénh hoc: ) o )

+ Loai mé hoc: xép theo phan loai ctia T6 chirc Y té thé gidi ddi
v&i ung thu v nam 2003.

+DJ md hoc: ap dung theo phan loai ctia Scarff - Bloom - Richardson.
2.3.3 Cac chi so danh gia

Gia tri xét nghiém sinh thiét tirc thi danh gia tinh trang hach cira
dugc trinh bay trong bang 2x2 nhu sau:

Két qua sinh thiét hach Thwong qui Téne sb
cilra Dican | Khong di can 8
s Di can a b atb
Tire thi Khong di can c d c+d
Tong so atc b+d at+b+ c+d

- Ty 1€ phat hién = S6 ca phat hién dugc hach ctra / tong s0 ca lam thu thuat
-Dbo nhay S6 hach cira STTT (+) / S6 BN ¢6 di can hach cta
thuong qui = a/(atc).
-P¢ dic hiéu = S6 hach cira STTT (-) / S6 BN khéng c6 di can
hach ctra thuong qui = d/(b+d).
—D0 chinh xac toan bo = (S6 hach cira duong tinh that STTT+ 4m
tinh that STTT) / S6 hach cua dugc phat hi¢n = (a+d)/( atb+ c+d)
—Ty 1¢ am tinh gla = S6 hach cira STTT () / S6 BN ¢6 di can
hach ctra thuong qui = c/(a+c)
234 Bzeu tri UTV giai dogn som
2.34.1. Phau thuat Phau thuat trong ung thu va giai doan sém bao gdbm
- Vi ¢6 tén thu’O’ng thuc hién mot trong hai k¥ thuat
+ Phiu thuat cit tuyen vl triét can cai bién (MRM).
« Phau thuat bao ton tuyen Vi
- Hach néch: dya vao két qua nhan dién va sinh thlet tire thi hach cira
* Hach cua duong tinh hodc khong tim thay hach cira: vét hach
nach chang I va Il.
* Hach ctra am tinh: khong vét hach nach cung bén.
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2.3.4.2. Xq tri: Dugc chi dinh cho cic truong hop:
- Phiu thuat bao tén
- Di can hach cura hoac hach nach
- Dién mo tiép can

2.3.4.3 Hoa tri:

Cac BN sau phau thuat cit bo tuyén va triét cin hodc phau thuat
bao ton kem theo c6 hodc khong vét hach nach quy chuén, thoi gian sau
mb On dinh, ¢6 chi dinh diéu tri hoa chat bd trg trong cac trudng hop:

e Di can hach ctra hoac hach nach (pN1)
o Tudi tré, dudi 35
e Hach khong di can (pNO) dugc chi dinh khi:
- Kich thuécu> lcm
- Kich thuge u < Tem: khi ¢6 it nhét 1 trong 3 yéu tb
o Thu thé noi tiét am tinh
o PO mob hoc cao
o Her-2/neu (3+)
Ap dung mét trong cc phac do theo huéng dan tai Bénh vién K va NCCN:
- Phdc @6 3FAC/FEC + 3D* hodc 6FAC/FEC

5-Fluorouracil 500mg/m2 ™ ngay 1, 5
Doxorubicin (Epirubicin) ~ 50mg/ m2 ™ ngay 1
Cyclophosphamide 500mg/ m2 T™  ngay 1
Docetaxel 75mg/ m2 T™  ngay 1
Nhic lai mdi dot sau 21 ngay, diéu tri 6 dot.

- Phdc dé 4AC + 4T* hodiic 4AC:
Doxorubicin 50mg/ m2 TM  ngay 1 saudé
Cyclophosphamide 500mg/ m2 ™ ngay 1
Docetaxel 75mg/ m2 ™ ngay 1

Nhic lai mdi dot sau 21 ngay. Phac d6 khong co6 Docetaxel* khi
bénh nhan khong co6 dleu kién. Panh gia dap tng sau 4 dot diéu tri.
2.3.4.4. Piéu tri ngi tiét:

Buoc chi dlnh cho céac truong hop xét nghiém thu thé noi tiét
dwong tinh: ER va hodc PR & t6 chirc u vu. Tamoxifen: 20 mg/ngay,
dung trong 5 nam, dugc ap dung cho tit ca cac bénh nhan con hodc
man kinh.

2.3.5 Ddanh gia di chieng dau, phu tay va té bi mat trong canh tay
2.3.5.1 Danh gid dau va phu tay

Bénh nhan ty luO’ng gié murc d6 dau va phu tay qua bo cau hoi:

-Muc do nhe: cam gidc tay nang ne hon va kho6 khéan khi van
dong hon so voi bén lanh. Chi nhan thdy thay ddi kich thudc khi
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quan sat, so sanh ki hodc do chu vi canh tay so voi bén lanh. Hét
hodc giam nhiéu sau khi ké cao tay khi ngu bén bénh. Dau khi lam
cac dong tac nhu bén lanh, khong phai dung thudc giam dau.

-Murc d6 vira: da canh tay bén bénh glarn sy dan hoi, phi mém, 4n
16m, d& dang nhin thay su thay doi chu vi canh tay so véi bén lanh. Cam
giac tay lu6n nang né va kho khan khi van dong. Giam it hogc khong dang
ké khi ké cao tay, dau chi giam khi uéng thuoc giam dau thong thuong

—Mirc d0 ndng: canh tay bén bénh bién dang, da canh tay cang, co thé
phu cu’ng, kém theo rdi loan cam giac do chén ép, van dong canh tay bén
bénh giam nhiéu. Khi ké cao tay, khong c6 su thay d6i hoic cai thién tinh
trang phu, khong glam dau khi ding thudc giam dau thong thudng,
2.3.5.2. Danh gta cdam gidc té bi mat trong canh tay

Duya vao b céu hoi thiét ké theo cac thang diém:

e Khong c6 1di loan cam giac e Cam gic dau, rét, bong, budt

e Cam giac té bi, kién bo * Khong con cam gidc (méat cam giac)
2.3.6. Ddnh gid két qua ciia phwong phdp sinh thiét hach civa trong
diéu tri ung thw vu giai dogn sém

Két gua dua trén phéan tich toan b6 bénh nhan nghién ctu trong
khoang thoi gian tir 3/2012 dén 6/2016. Cac bénh nhan cé du tiéu
chuan duoc lua chon tham gia nghién ctru, ¢6 du diéu kién theo doi
dé danh gi4 tai phat, di cdn va tinh todn céc ty 1¢.

Ubc tinh thoi gian song thém theo phuong phap Kaplan -Meier,
thdng tin ngay mo duoc tinh bt dau lay vao nghién ctru, thoi glan song
thém udc tinh dén thong tin cudi cing biét bénh nhan con song (mat
thong tin hodc ttr vong). Sy kién nghién ctru 1a cac bénh nhén tai phat, di
cdn va tr vong do ung thu vi. So sanh song them bang klern dinh
Logrank. Ban chat cta kiém dinh Logrank 14 so sanh y? cho s6 dbi tuong
quan sat voi sb dbi tuong chét trong cac nhom khac nhau tai thoi diém
tuong tng. Sy khac bi€t duge xac lap co y nghia véi p<0,05.

Chung t61 phan tich song thém dya vao:

e Két qua song thém toan bg.

o Két qua song thém khong bénh.

- Thoi gian song thém toan bj: duoc tinh tir thoi diém mo to1 lac tr vong
hodc thoi diém cu01 cling biét thong tin bénh nhan con song

- Thoi gian song thém khéng tdi phat, di can (song thém khong
bénh): dugc tinh tr thoi diém mo t6i thoi diém bénh xuét hién tai
phat, di cin hodc chét trudc khi tai phat, di can.
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- Tdi phdt tai ché, tai viing: bao gdm tai phét tai hach nach, thanh
nguc, di can hach thugng don, hach va trong... cung bén dugc tinh 1a
tai phat tai vung.
- Di can xa: bao gdm céc co quan khac nhu: xuong, phoi, gan, hach
nach dbi bén, hach thuong don ddi bén.
- Bénh nhén tdi phdt: dugc kham 1am sang va chyp X- -quang phoi,
Xa hinh xuong, CA 15.3... dinh ky dé theo doi tién trién cua bénh,
duoc ghi vao mau riéng (phy luc kém theo). Néu ton thuong nghi ngd
duoc lam xét nghlem bd xung dé xéac chan.
2.4 Thoi gian va dia diém nghlen ctru: thoi gian nghién cuu tr
3/2012 dén 6/2016. Nghlen ctru duogc thuc hién tai Bénh vién K,
Khoa ngoai Vi1, Phong m6 va Khoa Giai phau bénh.
2.5. Thong ké

S6 liéu dugc thu thap vaxtr Iy thdng ké y hoc v6i phan mém SPSS 16.0. theo
céc tiéu chi nghién ctu,

Phuong phap thong ké duoc st dung bao gom

- Théng ké mo ta: trung binh, d6 léch chuén.

- So sanh ty 18: test y°, muc y nghia thong ké duoc xac 1ap khi
P<0,05 hodc Fisher’s exact test.

- Phuong phép ué6ce luong ty 1¢ song thém: Kaplan-Meier.

CHUONG 3: KET QUA NGHIEN CUU
3.1. Két qua hién hinh va sinh thiét hach cira
3.1.1. Ty Ié phdt hign va sé lwong hach cira
Bdang 3.1: Két qud hién hinh va sinh thiét hach ciza

Ty Ié nhan dién hach cira n %
Khong 4 1,6
Cé 239 98,4
Téng 243 100
S6 lwong hach cira (cai) N %
1 165 69,04
2 33 13,81
3 38 15,9
4 3 1,25
Tong 239 100
S6 lwong hach cira (cai): 357 n
Tbi thiéu Tbi da Trung binh | Léch chuin 239
1 4 1,5 15+0,8
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Nhdn xét:

Hach ctra trong nghién ctru ctia ching téi khdng phét hién duoc 4 ca
chiém ty 16 1,6% (4/243), ty 1& nhan dién dwoc hach cira 98,4%
(239/243) trong do:

- S Tugng 1 hach cira chiém ty 1&: 69%, tir 2 hach cira tro 1én: 31%.

- Tong s6 hach cira mau xanh sinh thiét dugc 357 hach, sé hach
cua trung binh 1,5.

3.1.2. Céc chi sé danh gid ciia phwong phdp sinh thiét tirc thi hach civa:

Bing 3.2: Két qud cdc gid tri ciia xét nghiém tirc thi hach cira

Két qui phwong phdp sinh Thwong qui Tén
thiét hach cira Duong tinh | Am tinh g

, . Duong tinh 24 0 24

Ticc thi Am tinh 3 212 215

Tong 27 212 239

Nhdn xét: cac chi s6 duoc tinh toan theo cong thirc

Do nhay (Sn) = 24/27 = 88,9%,

Dé ddc hiéu (Sp) = 212/212 = 100%

Do chinh xdac toan bo (Acc) = (212+24)/239 = 98,7%

Am tinh gia (FNR) = 3/27 = 11,1%
3.1.3. Cdc yéu té lién quan dén di cin hach civa

Bing 3.3: Mét 56 yéu t6 lién quan dén di cin hach cira

Di cin hach nach OR Cl 95% p

Yéu to n=31 %
Tuoi
> 50 tuéi 13 11,2 1
<50tusi 18 14,2 141 0,64-3,10 0,386
Chi so khoi co thé (BMI)
Binh thuong 27 12,5 1
Qua can 4 14,8 1,25 0,39-4,00 0,70
Vitriu
Vi tri khac 12 13,8 1
Y4 trén ngoai 19 12,2 0,75 0,34-1,67 0,492
Do mb hoc
Thap 5 7,1 1
Cao 26 15,0 2,42 0,88-6,68 0,086
Kich thwéc u
T1 24 12,6 1

T2 7 13,2 1,116 0,46-2,90 0,749
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Nhdén xét:
- Do mb hoc cao bao géom nhing truong hop c6 d6 mé hoc 2 va 3.
- Khéng thdy c6 yéu té nao lién quan dén tinh trang di cin hach
nach trong nhém nghién cu cua ching toi.
3.2. Pic diém bénh nhin ¢ 2 nhém phiu thuat
3.2.1. Pic diém 1am sang 2 nhém phéu thudt
Bing 3.4: Mét sé dic diém lam siang 6 2 nhém phiu thudt

Khdng vét hach Co6 vét hach
Pic diém 1am sang (n=212) (n=31) P
n % n %
Tubi
Trung binh 50,6 £ 9,3 493+7,2 0,358
Khodng (28-81) (33-70)
Tinh trang kinh nguyét
Con kinh 88 41,5 15 48,4 >01
Man kinh 123 58 16 51,6 '
Khéng rd 1 0,5 0 0
BMI 21,7+25 22,3+ 2,7 0,213
San khoa
Chuea ¢6 con 4 1,9 0 0 0,441
Da cé con 208 98,1 31 100
Vitriu
Y4 trén ngoai 136 64,2 20 64,4
11/4 trer’l_trong_ 44 20,7 7 22,6 50,05
Y% dwoi ngoai 10 4,7 2 6,5
Y dwdi trong 8 3,8 0 0
U trung tam 14 6,6 2 6,5
Kich thuwéc u
Trung binh 1,7+07 1,7+0,6 0,754
Khodng (0,2-3,0) (0,5-2,5)
Kich thwéc u sau méd
Tla 11 52 1 3,2
Tib 50 23,6 6 194 09
Tic 105 49,5 17 54,8
T2 46 21,7 7 22,6
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32.2. Ddc diém gidi phéu bénh va diéu tri 2 nhém phau thugt
Bing 3.5: Mot so dic diem mé bénh hoc va diéu tri 6 2 nhom phau thudt

X Khong vét hach Co vét hach
DPic diem bénh hoc (N=212) (N=31) p
n % n %

M6 bénh hoc

Tai cho 8 3.8 0 0

Ong xam nhdp 179 84,4 26 83,9 >0,05
Tieu thuy xam nhdp 12 5,7 4 12,9

Khéc 13 6,1 1 3,2

Do md hec

b 1 66 31,1 4 12,9 0112
bé 2 130 61,3 24 77,4 '
Do 3 16 7,6 3 9,7

ER va hoic PR

Am tinh 85 40,1 10 32,3 0,404
Duong tinh 127 59,9 21 67,7

Her-2/neu

Duong tinh 1+ 51 24,1 11 35,5

Duong tinh 2+ 77 36,3 8 25,8 0,089
Du“ong tinh 3+ 36 17,0 9 29,0

Am tinh 48 22,6 3 9,7

Phau thuat

Cdt tuyén v 135 63,7 24 77,4 >0,1
Bdo ton 77 36,3 7 22,6

Hoéa tri >0,1
Co 177 83,5 29 93,5

Khong 35 16,5 2 6,5

Xa tri <0,001
Co 82 38,7 28 90,3

Khoéng 130 61,3 3 9,7

Noi tiet 0,404
Co 127 59,9 21 67,7

Khong 85 40,1 10 32,3

Nhdn xét: Nhom vét hach 31 truong hop bao gom: 27 ca hach cira
duong tinh va 4 ca khong nhan dién dugc hach cira. Nhom khong vét
hach 212 trudng hop c6 hach cia sinh thiét tac thi &m tinh.

- Tuéi:

Trong s6 243 bénh nhan caa nhom nghiém cwu, tudi cao nhat 81,
thip nhat 28, tudi trung binh trong nhom nghién ctru 50,5. Nhom tudi
hay gap cua ching toi 1a 46-50 tuoi (22,6%).

- Vitriu:

Trong nhom nghién ctwu, vi tri u hay gap ¢ ¥a trén ngoai chiém ty
1& 64,2%. Vi tri ¥4 dudi trong it gap nhat, chiém ty I¢ 3,3%.
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- Kich thuwoc u

Kich thudc u ¢ giai doan T1 hay gap nhat 78,2%, kich thuéc trung
binh u trong nhom nghlen cau la 1,7cm.

- Chén dodn truwéc mé

B6 3 chan doan rd 132 ca chiém ty 1 54,3% va bénh nhan duoc
lam sinh thiét 111 ca chiém ty 1¢ 45,7%.

- Phan logi m6 hec va dé mo hec:

Loai mb hoc hay gap nhit: ‘ung thu thé ong xam nhap 84,4%, néu
tinh chung d6 xam lan ca thé dng va thé tiéu thuy thi ty I bénh nhan
trong nhom nghién cau la 91%.

D6 mb hoc hay gap 1a d6 2 vai ty 1€ 63,4%. Phan d6 mé hoc cha
yéu ap dung cho loai thé 6ng xam nhap.

- Thu thé ngi tiét va yéu té phét trién bidu mo:

o Nhém bénh nhan ¢ thy thé noi tiét duong tinh (ER va hoic PR
dwong tinh) chiém ty ¢ 60,9%.

o Nhém Her-2/neu &m tinh (bao gém nhém am tinh thuc su va nhom
cudng d6 yéu 1+) chiém ty 1& 45,5%, nhom duong tinh (3+): 18,5%.

3.3. Mt s6 di chiig ciia phwong phap sinh thiét hach cira
3.3.1. Pau va phu tay
Bing 3.6: Di chitng dau va phu tay gifta 2 nhém sinh thiét hach
cira voi vét hach ndach

Mirc do N %
Binh thuong 221 90,9
Pau va phu nhe 22 91
Tong 243 100,0
N Phu tay 2
Tinh trang co Khéng Tong
Vét hach Cé 14 17 31
nach Khéng 8 204 212
Tong 22 221 243
Bing 3.7: Uéc tinh nguy co twong doi & nhém vét hach gdy dau va phu tay
U'éc tinh nguy co Ertr] 9% Cl : p
trung binh  Thap nhat  Cao nhat
OR vét hach Khong/co) véi: 21,000 7,728 57,066
Khéng dau va phu tay 1,755 1,273 2,418  <0,001
Dau va phu tay nhe 0,084 0,038 0,183

Nhan xét: Trong s6 22 ca dau va phi tay (9,1%) c6: 8 truong hop sinh thiét
hach ctra (3,8%) va 14 truong hop (45,2%) c6 vét hach (p<0,001).
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3.3.2. Roi loan cim gidc té bi mdt trong cdnh tay
Bdng 3.8: Danh gia di chirng t& b cdm gidc mdt trong canh tay ¢ 2
nhom co va khong vét hach ndach

R®i loan cam giac N %
Khéng 223 91,8
Co 20 8,2
Téng 243 100
. RLCG <
Tinh trang co Khong Tong p
; Cé 12 19 31
Vethach — ong 8 204 212 <0,05
Téng 20 223 243

Bing 3.9: Uéc tinh nguy co twong doi & nhém vét hach gy di
chirng té bi mat trong cdanh tay

U'éc tinh nguy co CrE] ; 9,5% cl : p
trung binh  Thap nhat  Cao nhat
OR véthach 16,105 5,862 44,245
(Khéng/co) vei: <001
Khong té bi 1,570 1,185 2,079 '
RLCG té bi, kien bo 0,097 0,043 0,219

Nhdn xét:

- Trong s6 20 ca (8,2%) c6 réi loan cam giac nhe kiéu té bi, kién
bd mit trong canh tay thi nhom vét hach ¢6 12 truong hop (38,7%)
so vai 8 truong hop & nhdm khéng vét hach (3,8%), P<0,001.

3.3. Theo déi séng thém trong nhém nghién ciru
3.3.1. Song thém toan bé
Bing 3.10: Két qud song thém toan bp

Thoi gian theo doi (thang) N
Téi thiéu Téi da Trung binh Léch chuin 243
14 4 33,24 7,86
. S6 bénh N Con sbng
Tinh trang nhan N Sw kién chet N %
Sbng thém toan bo 243 3 240 98,7%

Nhdn xét: Véi thoi gian theo ddi trung binh 33,24 thang, ty 1é séng
thém 3 nam toan bd udc tinh dat 98,7%.
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Survival Function

107

] Biéu do 3.1: Két qud song thém toan b
3.3.2. Song thém khong bénh
Bdng 3.11: Thoi gian theo doi bénh nhan trong nhom nghién ciru

Thoi gian theo ddi (thang) N
Téi thiéu Téida  Trungbinh Léch chuin 243
14 44 33,24 7,86
A S6 bénh Swkién  Séng khong bénh
VI g nhan N taiphat  n %
Song thém khong bénh 243 4 239 98,3%

Nhén xet: )
Vi thoi gian theo ddi trung binh 33,24 thang, ty 1€ song thém 3
nam khong bénh uwdc tinh dat 98,3%.

Survival Function

rvival Fun
e -~ Censored

1.0

2 B
thei gian theo dai (thang)

Biéu dé 3.2: Két qud séng thém khdng bénh
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CHUONG 4: BAN LUAN

4.1. Pic diém l1am sang va chin doan

Do tudi cia cac bénh nhan trong nghién ctru cta ching toi 14 kha
tré v6i tudi trung binh 1a 50,5. Tac gia Lé Hong Quang khi nghién
ctru sinh thiét hach cira trong viéc danh gia tinh trang di can hach
nach dbi véi ung thu vii giai doan sém ciing nhan thiy do6 tudi trung
binh hay gap 1a 51,5.

Vé vi tri ctia khdi u trong tuyén vii, nhom hay gip nhét 1 vi tri 1/4
trén ngodi voi 156 trudng hop, chiém ty 18 64,2%. Két qua nay ciing
tuong dong vai cac tac gia khac khi nghién ctru vé dic diém cia ung
thu va.

Vé kich thuée u: nghién ctru cua chung t6i lya chon cac bénh
nhan cd giai doan u 1am sang T1, T2 véi kich thuéc nhé hon hoac
bang 3 cm theo khuyén cao ctia ASCO, hoi nghi déng thuan St-Galen
va huéng dan cta Saint-Paul-de-Vence (2011). Trong s6 243 bénh
nhan ctia chung t6i, danh gia kich thudc u cho thay c¢6 190 bénh nhan &
giai doan T1 (78,2%) trong do T0-1a: 12 (4,9%); T1b: 56 (23,1%);
Tlc: 122 bénh nhan (50,2%) va 53 bénh nhan c6 u kich thudc trén 2
cm (21,8%). Lé Hong Quang va CS (2012) thuc hién sinh thiét hach
ctra trén 170 truong hop T1-3, cNO dé danh gia tinh trang hach nach, ty
1€ kich thudc u tuong trng 33,5%, 62,4% va 4,1% (bang 3.4; 3.5).

4.2. Két qua thuc hién qui trinh k§ thudt hién hinh va sinh thiét hach ciia
4.2.1. Ty 1¢ nhdn dién hach cira

V6i ky thuat hién hinh bang xanh methylen don thuan, trong sb
243 bénh nhan nghién cuu cta chung t6i dugc trinh bay & bang 3.1,
ty 1& nhan dién hach cira 98,4% (239 truong hop). Két qua cua ching
t6i ciing twong duong véi Lé Hong Quang (2012) v6i 170 bénh nhan
nghién ctru, ty 1& nhan dién 98,2%, Nguyén D6 Thuy Giang va CS
(2014) ty 1€ nay 1a 98,6%.
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Bing 4.1: Tong hop so sdanh ty ¢ nhén dign va gid tri sinh thiét
hach cira ciia mot so tdc gid trong va ngodi nwoc

L < PP hién Sn TAcc FNR IdR
Tac gia Nam N hinh (%) Sp (%) (%) (%) (%)
Giuliano 1994 174  Xanh 88 100 95,7 2,8 65,5
Albertini 1996 62  Kéthop - - - - 91,9
Veronesi 1999 376 DHVPX 933 100 96,8 6,7 98,7
Kern 1999 40 Xanh 100 100 100 0 97,5
Haigh 2000 284 Xanh 96,7 100 98,7 3,2 81
D’Eredita 2003 59 Xanh 100 - 100 - 87
Martin 2005 4117 Kéthop 92,1 100 97,3 7,9 94

Varghese 2007 173  Xanh 75 891 874 3,7 96,5
Varghese 2007 156 Kéthop 70,6 854 838 4,1 98,7
Krag 2007 2807 DVPX - - 97,1 9,8 97,2
Tran V Thigp 2010 74 Xanh 83,3 100 98,6 2,9 98,6
Lé H Quang 2012 170 Xanh 96,7 100 98,8 3,3 98,2
Takamaru 2013 374  Xanh 87,1 100 97,8 12,9 96,8
NBDT Giang 2014 225 Xanh 86,4 995 973 135 98,6
Vii Kién 2016 116 DVPX 100 98,8 97,3 0 98,3
P H Khoa 2016 243  Xanh 88,9 100 98,7 11,1 98,4

Sn: Do nhay, Sp: Do dac hiéu, TAccT: Do chinh xdc toan bg, FNR: ty ¢ am tinh

gid, IdR: ty ¢ phat hién

Viéc phat hién dugc hach cira c6 y nghia rat quan trong trong toan
bd qui trinh nghién ctru va thyc hanh. Thanh cong trong phat hién va
sinh thiét dung va du s6 luong hach cira 14 két tinh cta 2 qui trinh: (1)
lam hién hinh hé bach huyét va hach cira bang viéc st dung cac
phuong phap khac nhau nhu chit mau xanh methylen va dong vi
phong xa; (2) thyc hién ky thut ngoai khoa dé boc 1 va tiép can mot
cach truc tiép va toan dién dén cac hach cira.
4.2.2.56 lwong hach civa va két qud xét nghi¢m mé hoc

Ty 1€ nhan dién hach cua 98,4% va s6 hach cta trung binh 1a 1,5,
nhiéu nhit 13 4, thip nhit 1 hach, bang 3.1. Két qua trong nhém
nghién ctru ctia chiing toi ciing tuong dong véi két qua da cong bd
clia cac tac gia trong va ngoai nudc. Nathanson khi nghién ciu vé
giai phau va sinh 1y cua h¢ bach huyet tuyen vu cling chi ra rang bach
huyet cla tuyen va déu tp hop v& mot sd than bach huyét 16n trude
khi dan dén mot s6 luong nho nhét dinh hach néch (1-2 hach), luan
diém nay rat phu hop khi déi chiéu véi két qua ciia cac nghién ctru
sinh thiét hach ctra, ty 1€ di can hach ctra trong nghién ctru cua chiing
t0i 11,3% (27/239).
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4.2.3. Am tinh gid ciia phwong phdp sinh thiét tirc thi hach cira

Chi ¢6 3 ca hach cira duong tinh sau khi c6 két qua giai phau bénh
thuong qui trong tong s6 239 ca hach cira am tinh, nang tong sé hach
duong tinh ctia nhdm hach cira 1a 27 va day chinh 1a s6 am tinh gla cla
phuong phap sinh thiét tac thi. Két qua bang 3.2 tinh duoc ty I¢ am tinh
gia cua phuong phap cat lanh sinh thiét tic thi hach cta bang xanh
methylene la 11,1% (3/27). Vi tri, kich thudéc u, @ m6 hoc va yeu td tudi
khdng anh hu:(mg dén kha nang di can hach nach (bang 3.3).

4.3. Panh gia két qua theo dai

Vi 243 bénh dugc theo ddi va danh gia két qua diéu tri dé danh
gla tinh trang tai phat, di cén xa va tr vong trong nhém nghlen cliru
véi thoi gian theo doi trung binh 33,24+7,86 (thang) thoi gian theo
dai téi thiéu 14 thang t6i da 1a 44 thang.

4.3.1. Ddanh gid dau, phu tay va té bi mgt trong cdnh tay

Khi phén tich don blen vé mdi lién quan gitra vét hach nach véi
dau va phu tay c6 ty suit chénh OR=1,755, Cl 95% trung binh 21,0
(7,728-57,066) hay néi cach khac la & nhom veét hach, nguy co gay
dau va phu tay cao gip 1,755 lan. O day co su khéac blet vé ty 1é dau
va phu tay gitra 2 nhém c6 y nghia véi P<0,001 (bang 3.6; 3.7).

Vé roi loan cam glac té bl mat trong canh tay: Khi phan tich don
bién vé& méi lién quan giita vét hach nach va phu tay c6 ty suat chénh
OR=1,570, CI 95% trung binh 16,105 (5,862-44,245) hay noi céach
khac 1a ¢ nhom vét hach, nguy co gay di chang té bi mat trong canh
tay cao gap 1,57 1an. Su khéc biét gitta 2 nhom c6 ¥ nghia thong ké
véi P<0,001 (bang 3.8; 3.9).

Bing 4.2: So sdnh ty 1¢ mdc di chieng sau sinh thiét hach cira va
vét hach ndach ¢ nhitng b¢nh nhin ung thu vi xim lidn ciia mot so
tdc gid. (nguon: Guillo E, Coutant C, Bézu C et al 2009)

So bénh nhan Pau va Phu tay Té bi
PR Thoi gian Vét Vét Sinh Vét
Tacgid o %o o }}‘]th‘et hach {Inh thie S hach  thiét  hach
(thang) €N CUA pich NACMCUA  hich  hachcra  nach
Veronesi 24 100 100 0 12% 8% 39%
Sener 24 303 117 3% 17% - -
Schijven 20 213 180 1% 7% 8% 23%
Golshan - 77 48 3% 27% - -
Blanchard 29 683 91 6% 34% 14% 38%
Barranger 24 54 51 0 22% 20% 53%
Crane-Okada 57 119 68 2% 9% 9% 19%
Del Bianco 24 335 339 3% 10% 8% 11%
Pham Hong 33 212 31 38% 452% 38% 385%

Khoa (2016)
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4.3.2. Tdi phat, di cin va tir vong
Két qua ¢ bang 3.10 va 3.11 trong sb 243 ca trong nhém nghién
cty, thoi gian theo doi tir Idc mé dén ngay cé thdng tin gan nhat, véi
thoi gian theo ddi trung binh 33,24 thang (tir 14 - 44 thang), chang toi
nhan thay c6 3 ca tr vong, khdng thdy c6 truong hop nao tai phat tai
nach ¢ ca 2 nhom vét hach (31 ca) va chi sinh thiét hach cua (212
ca). Tai phat tai chd duoc ghi nhan 2 ca va ca hai bénh nhan nay nam
trong nhoém duoc phau thuat bao ton. Ciing gidng nhu cac tic gia
khac, bénh nhan tai phat tai chd hoic tai hach nach thuong xay ra
trong 1-2 nim dau tién, ké ca nhom duoc vét hach nach (bang 4.3).
Hon the v6i nhimng tién bd ngay cang cao trong dleu tri bd trg nhu:
noi tiét, hoa chat, diéu tri dich v6i xa tri sau md hay néi mot cach
khac dbi voi nhirng trudng hop ung thu va giai doan sém, phiu thuat
dong mot vai trd chinh trong diéu tri, bén canh d6, quan diém hién
dai coi ung thu vu 1a bénh toan than nén vai tro cua diéu tri bd tro
dong gop mot phan khong hé nho trong qua trinh diéu tri.
Bing 4.3: So sdnh két qud theo déi cdc sw kién véi tic gid khdc.
(nguo”‘n: Karen K. Swenson, M.S, et al 2005)

Swenson (2005) P.H.Khoa (2016)
S N=647 N=243
e SLNB ALND SLNB  ALND
(n=580) (n=67) (n=212) (n=31)
Tai phat tai nich 3(0,52%) 1 (1,5%) 0 0
Tai phat tai vii 1(017%) 2((3%) 1(0,5%) 1(3,2%)
Di cin xa 8(1,37%) 1(15%) 1(05%) 1(3,2%)
Di can gan 1 0
Di cin phdi 0 1
Ung thu va dbi bén 0 0
Mit théng tin 5 0
Chét 10 (1,72%) 3 (4,5%) 2(0,9%) 1 (3,2%)
Chét do ung thu vii 1 1
Chét do nguyén nhan khac 1 0

SLNB: sinh thiét hach cita; ALND: vét hach nach

4.3.3. Song thém
4.3.3.1. Song thém toan by

Udc tinh ty 1€ Song them 3 ndm toan bo dat 98,7% dugc trinh bay
két qua & bang 3.10 va biéu db 3.1. Két qua cua ching toi cling twong
tu nhu cta Zavagno (2008) khi nghién ctu 2 nhom sinh thiét hach
cua cO va khong vét hach nach véi 697 bénh nhan, thoi gian theo doi
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trung binh 55,6 thang wéc tinh thoi gian song thém toan b ¢ 2 nhém
sinh thiét hach ctra Va vét hach lan luot 12 95, 5% va 94,8%.

Trong nghién ciu cua ching toi, két qua séng thém toan bo ddi
V6i giai doan sém cling phu hop véi cac két qua nghién ctu cia cac
tac gia nuwéc ngoai, tuy nhién can co thoi gian theo ddi dai hon nita aé
danh gia. Ty I¢ song thém cao trong nghién ciru cua ching toi ngoal
viéc cung cap thong tin cho nghién ciru khoa hoc con mot ham y la
bénh ung thu v ¢6 thé diéu tri dat két qua tét, chat lugng séng cao
néu bénh dugc phat hién ¢ giai doan sém va duoc diéu tri mot cach
bai ban, c6 y nghla thuyet phuc, khuyen khich phu nit ¢ d6 tudi co
nguy co di kham va tdm soat ung thu vu.
4.3.3.2. Song thém khéong bénh

Sbng thém khdng bénh trong nhom nghién ctru ctia chiing t6i wéc
tinh 98,3% bang 3.11 va biéu do 3.2. Ty Ié nay cua ching tdi ciing
kha cao cé 1€ mot phan do thoi gian theo doi chua du dai, bénh nhéan
nhom nghién ctu hau hét co u kich thude nho dudi 2cm, ty ¢ di can
hach nach trong nhom nghién ciu cua chdng t6i 12,8% (31/243), ty
& tai phét kha thdp. Du doan kha ning bo sét hach di cin trong nhom
nghién ctru cia ching t6i la: 11,1% x 12,8%= 1,4%. Véi thoi gian
theo doi tir 16-46 thang, cac bao cao cua cac tac gid vé ty 1é tai phét
déu dudi 2% (tir 0-1,5%), bing 4.4.

Bing 4.4: So sdnh vdi két qua tdi phdt ciia cdc tic gid nwdéc ngoai.
Bénh Thoi gian theo  Tai phat

Tic gid Ndm an d6i(thang)  taindch 0
Giuliano 2000 67 39 0 0
Veronesi 2001 285 ~14 0 0
Chung 2002 206 26 3 15
Roumen 2001 100 24 1 1,0
Schrenk 2001 145 22 0 0
Shivers 2002 ~180 16 0 0
Loza 2002 168 21 1 0,6
Hansen 2002 238 39 0 0
Veronesi 2003 167 46 0 0
Blanchard 2003 685 ~29 1 0,1
Badgwell 2003 159 32 0 0
Langer 2005 149 42 1 0,7
Takamaru 2013 374 ~120 5 1,3
Pham Hong Khoa 2016 243 ~33 0 0
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KET LUAN

Ung dung k¥ thuat hién hinh va sinh thiét hach cira bang phuong
phap nhuém mau xanh methylene, tir thang 3/2012 dén thang 6/2014
6 243 bénh nhan ung thu v nit giai doan sém, tudi trung binh trong
nhém nghién ciru cua chiing t6i 1a 50,5. Vi vi tri u hay gap nhat 13 %
trén ngoai 156 ca (64,2%), kich thwdc u trung binh trong nhom
nghién ctiu 1a 1,7(cm), khong so thay hach nach trén 1am sang, ching
t6i di dén cac két luan sau day:

1. Két qua hién hinh hach cira danh gia tinh trang di ciin hach
nich trong diéu tri ung thw v giai doan s6m bing phwong phap
nhu{m mau xanh methylene.

Ty I¢ nhdn di¢n hach cira va dm tinh gid: ty 1€ nhan dién (thanh
cong) hach cira 1a 239 ca (98,4%), c6 4 ca (1,6%) khong tim thiy
hach cira (that bai) sau 30 phut kiém tra viing nach trong tong sé 243
tha thudt. V&i 357 hach ctra mau xanh, trung binh 1,5 hach (sentinel
lymph nodes) dugc phiu tich, cit lanh lam sinh thiét tic thi dé danh
gia hach nach. Ty 1€ di can hach nach nhom ung thu vu giai doan
som, véi nhom bénh nhan ¢o6 u kich thudce T1: 12,6% c6 di can hach,
con nhém bénh nhan co kich thuée T2, ty 1é nay 1a 13,2%. Am tinh
gia ctia phuong phap sinh thiét tirc thi hach cira 11,1%.

Cic yéu t6 lién quan dén tinh trang di cin hach cira:

Két qua phan tich da bién cho thiy: Cac yéu té nhu tudi, vi tri u,
d6 mé hoc hay kich thuéc u khong thdy mdi lién quan dén kha ning
di can hach trén nhitng bénh nhan ung thu vi giai doan sém, khong
so thiy hach trén 1am sang trong nhém nghién ctru ctia ching toi.

2. Panh gia két qua vng dung phwong phap sinh thiét hach cira
trong diéu tri UTV giai doan sé'm tai Bénh vién K

Thoi gian theo ddi trung binh 33,24 thang, dai nhit 44 thang, ngén
nhat 14 thang. Thong tin thu dwoc qua guri thu, dién thoai va kham
dinh ki, két qua diéu tri nhu sau:
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Di chitng sau phdu thudt ving nach: c6 su khac biét giira 2
nhom, di chirng dau phu tay va té bi mat trong canh tay ¢ nhdm sinh
thiét hach cira trong nghién cau cia chung t6i déu 1a 3,8% con & nhém
Vét hach nach, ty 1¢ nay 1a 45,2% va 38,7%.

Ty |6 tai phdt va di can: két qua tai phat tai hach nach khong gap
truong hop ndo, & ca nhdm vét hach va chi sinh thiét hach cua. Tai
phét tai chd (tai v( clng bén) xay ra trén 2 trudng hop dugc phau
thuat bao ton tuyén vi trong tong sb 84 ca thyc hién phiu thuat nay,
chiém ty 1& 2,4%.

Két qud song thém: voi thoi gian theo ddi con han ché, ching toi
sir dung phuong phap Kaplan-Meier dé wdc tinh thoi gian song thém 3
nam. Két qua sdng thém toan b 3 nim cua ca nhém nghién ciru wéc
tinh dat 98,7% va sdng thém khéng bénh dat 98,3%.

Céc bién ching hay gap ciia phwong phdp sinh thiét hach cira
bang xanh methylene: cac bién ching nhu séc phan vé, mé day,
bong nudc, ching t6i thuc hién nghién ctu trén 243 thu thuat khéng
gap truong hop nao. Str dung xanh methylene la an toan, c6 hiéu qua
dé 1ap ban dd bach huyét va hién hinh hach cira trong phau thuat diéu
tri ung thu v giai doan som tai cac trung tam phau thuat va.

KIEN NGHI

Trién khai va ap dung thwong qui phwong phdp hién hinh hach
cira bang xanh methylene: cd thé thuc hién tai cac co so chua co
don vi y hoc hat nhan cho nhitng bénh nhan ung thu va giai doan
s6m, chua so thy hach néch trén 1am sang.



INTRODUCTION
1. Background

Evaluating axillary lymph node is a necessary procedure for
diagnosis and treatment of breast cancer. Examining axillary lymph
node can play the main role in the metastasize level of axillary
lympho node not only stage the cancer but also determine the
treatment. St Gallen international breast cancer conference in 2003
stated:” Negative axillary sentinel lymph node biopsy is now
accepted as allowing avoidance of axillary dissection” which means
a sentinel lymph node biopsy is a necessary surgery procedure for
early stage breast cancer.

Sentinel lymph node in breast cancer is defined as one or group of
first lymph nodes which cancer cells are most likely to spread to from
breast cancer. Hence, sentinel lymph nodes can accurately reflects to
the status of all axillary lymph nodes.

Mastectomy plus axillary lymph node dissection is a classical
procedure in breast cancer treatment for many years. Although
axillary lymph node dissection is the best way to stage cancer, predict
and guide the adjuvant treatment, the complications of this procedure
are hemorrage, seroma 10- 52%, arm lymphoedema 15- 30%,
axillary nerve injury, pain, numbness 78%, decrease range motion of
shoulder joint and life quality. Only 20- 30% breastcancers which are
less than 20mm have metastasized lymph node, dissection is not
necessary in this stage. Dissection doesn’t improve survival rate,
even increases risk of complications.

In Vietnam, research about sentinel node is limited of number and
other aspects to evaluate survivor, relapse, metastasis in groups that
were only performed sentinel lymph node biopsy in treatment of
early stage breastcancer.

2. Purpose:

2.1 Evaluate the sentinel lymph node and metastasis to axillary
lymph node in treatment of early stage breast cancer by
dyeing method.

2.2 Evaluate the effect of sentinel lymph node biopsy in surgical
treatment for early stage breastcancer in K hospital.



3. Perspective:

The study successfully performed the blue dye technique and
sentinel lymph node biopsy with 98.4% detected rate when only
methylene blue was simply used. Sentinel lymph node determined
quite accurately the axillary lymph node metastasis of breast cancer
with the follow rate of frozen section examination such as: immediate
sentinel lymph node investigation with sensitivity of 88.9% and
specificity of 100%, the accuracy of 98.7% and 11.1% false
negative.

The effectiveness of sentinel lymph node biopsy was proved with
the average follow — up of 33.24 months: Pain, lymphedema, sensory
disturbance rate in group that only sentinel lymph node biopsy was
statically less than in group which performed axillary lymph node
dissection with p<0,001. The result of overall survival and disease —
free survival with estimated follow — up of 3 years for 243 patients
was 98.7% and 98.3%. The recurrence in chest was 2.4% among
groups with breast conserving treatment and there was no recurrence
in ipsilateral axilla. The sentinel lymph node biopsy with methylene
blue in early stage breast cancer treatment is safe and effective in
breast surgery centre which do not asscess to radio istopes facilities.
Sentinel lypmh node biopsy should be performed routinely with early
stage breast cancer, clinical negative axilla.

4. Structure

The thesis contains 124 pages with 4 chapters: Approach (2
pages), chapter 1- Background (36 pages); chapter 2- Patients and
method (19 pages), chapter 3 - result (25 pages), chapter 4-
Discussion (39 pages); Conclusion and Suggestion (3 pages ).

There was 42 tables, 5 figures, 8 charts and 241 references in that
thesis ( 30 Vietnamese, 207 English and 4 French references)

CHAPTER 1: BACKGROUND
1.1. Breast cancer
1.1.1 Epidemiology and pathology
Breast cancer is not only common but also the main leading cause
of woman death in many countries all the world. According to
GLOBOCAN 2012, breast cancer is the most common woman
disease with 1.7 million new cases (one forth of total cancer) and
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522,000 women dead by breast cancer. In 2012, there were 230,000
new cases and 42,000 deaths by breastcancer in United State.

Breast cancer tends to increase in global, average 883,000 new
cases in developed and more 800,000 cases in developing countries.
The mortality rate of breast cancer increases along with the increase
of breast cancer incidence rate (new cases). Eventhough in
developed country such as United States, Western Europ, etc, while
mortality rate tends to decrease, the incidence rate still increase. In
United State, the mortality rate of breast cancer has been decreased
average 2% per year since 1989. This achievement was resulted by
improvement in screening, detecting early and diagnosis as well as
treatment.

In Vietnam, according to the statistics of breast cancer prevention
programme, in 2010, breast cancer with standard incidence rate by
age was 29.9/100,000 population, there was a significantly increase
in both two big cities, Ho Chi Minh city with 21/100,000 and Hanoi
with 39.4/100,000 population, the most common female cancer and
increase as twice as many than in 2000 with breast cancer incidence
was 12,533 and 5,339 dead cases.

Nowaday, beside TNM classification, breast cancer is staged by
molecule marker and immunohistochemistry: Luminal A includes ER
or PR positive, Her2 negative, weak reproduction ability with Ki-67
less than 14%; Luminal B includes ER or PR positive, Her negative,
strong reproduction ability with Ki-67 more than 14%; Luminal C
includes ER or PR positive, Her2 Positive, random Ki-67; Her2
positive includes Her2 positive and not in Luminal C; basal- like
includes ER-negative , PR negative and Her2 negative ( triple
negative, highly resistant to treatment)

1.1.2 Diagnosis

Classical diagnosis triad in breast cancer contains: clinical
examination, cytology and mammography, breast cancer is diagnosed
when it is positive in all three steps. The mordern biopsy method
includes image-guided needle biopsy, immediate biopsy, 3-
dimesional mapping biopsy for non palpaple injury. Each technique
has it own pros and cons.

1.1.3 Treatment

- Surgery: modified radical mastectomy with nearby lymph node

dissection. Some cases met all criteria of conserving surgery can be
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performed conserving and axillary lymph node dissection. Since
2003, no dissection of axillary lymph node with negative sentinel
lymph node biopsy is considered as standard treatment.

- Radiation therapy: Radiation therapy in breast cancer is local to
control recurrence. It is required for patient with conserving surgery
and lympho node metastasis.

- Systemic treatment: systemic treatments includes chemotherapy
with many new chemicals and strategy, hormonal treatment for
patient with positive ER and targeted therapy. Nowaday, breastcancer
is classified to many types by immunohistochemistry, molecules,
indication of systemic treatment is also detailed to each types.

1.2. Sentinel lymph node in breast cancer
1.2.1. Definition of sentinel lymph node in breast cancer

According to the consensus conference on the role of sentinel
lymph node biopsy in carcinoma of the breast, April 19-22, 2001,
Philadelphia Pennsylvania:

“Sentinel lymph node are defined as one or some first lymph
nodes to which cancer cells are most likely to spread from a primary
breast tumor”. When sentinel lymph node is negative, other axillary
lymph nodes are less likely to be metastasized so that sentinel lymph
can represent to all other node. Sentinel lymph node is often axillary
and group |, it could be group Il or Ill, mammary nodes or Rotter
nodes.

1.2.2 . Methods to evaluate sentinel lymph node in breast cancer.

- Dyeing technique: first time reported in 1994 by Giuliano, this
method included injection blue dye to positions with same lymph
vessels to the tumor then dissection and detecting sentinel node by
blue trace after awhile

- The radionuclid method: first time reported in 1993 by Krag,
this method included injection a radio- labeled colloid to positions
with same lymph vessels to the tumor then detecting the sentinel
node by lymphoscintigraphy and gamma probe

- Combination of both methods above reported by Albertini in 1996.
1.2.3. Updated research about sentinel lymph node in breast cancer

NSABP B-32(National surgical adjuvant bowel and breast
project) detected rate was 97,1%, Positive sentinel lymph node rate
was 26% and false negative rate was 9,8% among groups with
axillary lymph node dissection. The recent report about survival rate
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of this method was 91.8% with 8 years life prolonged in axillary
lymph node dissection and 90,3% in axillary lymph node dissection
with positive sentinel node; rates of 8 years life prolonged without
cancer respectively were 82,4% and 81,5%. Conclusions of that study
were: (i) total survival rate, survival without cancer rate with local
controlled were not different; (ii) sentinel lymph node biopsy and
general axillary lymph node dissection had the same effectiveness in
breast cancer with non palpable axillary lymph node and negative
sentinel lymph node

ALMANAC (Axillary Lymphatic Mapping Against Nodal
Axillary Clearance): is the first large multicenter randomized
controlled trial of sentinel node biopsy to utilize comprehensive
guality-of-life assessment and objective assessment of shoulder
functionclinical, in England in 1999 to compare between sentinel
lymph node and axillary lymph node dissection in non palpable
nodes. With 1031 cases, they stated that sentinel lymph node biopsy
had less complication and expenditure than axillary lymph node
dissection.

ACOSOG Z0011 (American college of surgeons oncology group)
mean duration were 6.2 years, the study showed that (i) recurrence
rates in chest after 5 years in group with and without axillary lymph
node dissection were respectively 3,7% and 2,1% (p=0,16). (ii) the
rates of recurrence in axillary lymph node after 5 years with and
without dissection were 0,6% and 1,3%(p=0,44). In ASCO 2016, the
10 years survival rate without local recurrence in SLNB + ALND
was 93,2% and SLNB 94,1%(P=0,36). Total survival rate of
dissection 83.6% compared to group with only sentinel lymph biopsy
86.3% (P=0.4). Disease — free survival rates respectively 78,3% and
80,3%(P=0,3). Axillary lymph node dissection in non palpaple
axillary lymph node is not effective in clinic.

EORTC AMAROS (European organisation for research and
treatment of cancer): (i) recurrence rate after 5 year: axillary lymph
node dissection 0.43% with axillary radiotherapy 1.19%, less than
standard (2-4%). (ii) 5 year progession — free survival and overall
survival in groups with axillary lymph node dissection and axillary
chemotherapy were 87% vs 83%, 93% vs 93% ( no statistical
significance). (iii) lymphedema and arm swelling after 5 years in that
two group were 11% vs 23%, 6% vs 13% (statistical significance).
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Donker stated that dissection and radiotherapy after positive sentinel
node biopsy in group T1-2, cNO were statistically not different about
recurrence, survival rate. However, the lymphoedema rate of axillary
radiotherapy was significantly smaller.

Other studies in Vietham showed that among clinical groups
T1,T2 and NO, the rate of positive sentinel lymph node was 89,3%,
false negative was 20%, sentitivity was 80%, negative value was
95,2% according to Tran Tu Qui ( 2008). Nguyen Do Thuy Giang et
al reported there were 225 breast cancers staged | and Il performed
dyeing techniques in sentinel lymph node biopsy, (i)axillary
metastasis was 17,3%, (ii) positive sentinel node was 98,6%,(iii)
false negative was 15,6% and only one local anaphylasis case. A
recent study used blue dying technique with gamma detector and
radio-labeled colloid to perform (lympho-scintigraphie). Le Hong
Quang (2010) showed that immediate biopsy of sentinel lympho
node were highly effective with sensitivity of 93,8%, specificity of
100%, the accuracy was 98%, false negative was only 6,2%. It was
proved that studies about sentinel lymph node in diagnose and
treatment of early stage breast cancer had a right approach.

CHAPTER 2: PATIENTS AND METHODS

2.1. Patients

This study included female staged T1,2 breast adenocarcinoma
with tumor less than 3cm, NO, MO; excluded palpaple axillary lymph
node, final stage or high risks or history of chemotherapy, gross
breast surgery in breast or axilla.
2.2. Methods:
2.2.1 Research design: uncontrolled clinical trial.
2.2.2 Sample size:

The sample size was calculated by the formula The minimum
sample size is 225. The actual number is 243 patients.

2, bp(-p)
N - Zl—a/2 X 2
£
2.3. Clinical reseach
Records of age, height, eight, tumor position, size of tumor and

other diagnosis methods were used as well as record about post-
surgery (recurrence, metastasis, complications).



2.3.1. Procedure

Methylene blue were used in all 243 cases

- Prepare patient: anesthesia, sterile preparation, patient is lying
supine, arms abducts. Inject subcutaneous 2-5ml methylene blue 10%
( Akorn, USA) area infront of and around tumor, areola. Massage
breast after injection area in 5 mins.

- Make an incision in axilla, tissue dissection, follow blue trace of
lymphovessel to find and take the blue node (sentinel node). Record
data of the technique and complete the procedure

- After 30 mins we don’t found blue not, this proceduce is not
successful.

2.3.2. Sample investigation
2.3.2.1. Sentinel lymph node

- Sentinel node will be dissected, marked and sent to pathology
department.

- Frozen section (Immediate biopsy): sentinel lymph node (SLN)
sample will be frozen from -20°C to -30°C (Microm HM525 UV
cryostat, Rankin biomedical corporation, USA). After appropreate
frozen, SLN will be cut and dyed H&E to evaluate metastasis. The
other sample will be dyed with general fomular H&E staining
technique.

- General fomular of H&E staining technique:

Use neutral formalin fixation from 8 to 12 hours then paraffin
embedded and H&E staining with general formula.
2.3.2.2 Axillary lymph node

Axillary lymph node dissection (ALND) was performed in
patients with positive immediate sentinel lymph node biopsy and
unidentify sentinel lymph node. Axillary lymph node will be
performed H&E staining with general formula to evaluate metastasis
2.3.2.3 Breast tumor

H&E staining will be used to evaluate the the characteristic of the
pathological histology in 2003 with criteria belows:

+ type: classified by WHO staging.

+ histologic grade: Scarff-Bloom- Richardson grading system.



2.3.3. Index
Immediate biopsy investigation value to evaluate sentinel node
showed in table below,

Result _General - Total
Metastasis | Non-metastasis
Frozen Metastasis a b atb
section | Non-metastasis c d c+d
Total atc b+d at+b+ c+d

- Detected rate = number of identification sentinel node / total

- Sensitivity= positive sentinel node cases/ number of patients with
general metastasis sentinel lymph node= a/(a+c)

- Specificity= negative sentinel node cases /number of non
metastasis in general = d/(b+d)

-Accuracy =(true positive sentinel node+ true negative)/total
positive sentinel node =(a+d)/(a+b+c+d)

- False negative = negative case/ total metastasis = c/(a+c)
2.3.4. Treatment for staging early breast cancer
2.3.4.1. Surgery:

- Breast with injury: perform one of two methods

= modified radical mastectomy

= breast conserving surgery.

- Axillary lymph node: depends on immediate biopsy and
detecting result

= positive sentinel or non finding sentinel node: dissection phase |
and Il

= negative sentinel node: no dissection.
2.3.4.2. Radiation therapy:

- Breast conserving surgery

- Excision limited

- Metastasized sentinel or axillary lymph node
2.3.4.3 Chemotherapy: indication

- Metastasized sentinel or axillary node

- Young, age <35

- Tumor size >1cm




- If tumor size <lcm
+ High grading
+ Negative hormonal receptor
+ Her-2/neu (+)
Use one of protocol according to the guidline of National Cancer
Hospital and NCCN:
¢ 3FAC/FEC+3D* or 6 FAC/FEC

5-Fluorouracil 500mg/m2 IV 1st, 5" day
Doxorubicin (Epirubicin)  50mg/ m2 IV 1% day
Cyclophosphamide 500mg/ m2 IV next day
Docetaxel 75mg/ m2 IV next day
Repeat every 21 days for 6 cycles.

- 4AC +4T* or 4AC

Doxorubicin 50mg/ m2 IV 1st day
Cyclophosphamide 500mg/ m2 IV next day
Docetaxel 75mg/ m2 IVnext day

Repeat every 21 days, reevaluate every 4 cycles.
2.3.4.4. Hormonal therapy

Indicate to all cases with positive — endocrine receptor test: ER
and/or PR positive in tumor, Tamoxifen 20 mg/day for 5 years, given
to all cases with or without menopause.

2.3.5 Evaluate staging early breast cancer treatment
2.3.5.1 Evaluate pain and swelling in sentinel lymph biopsy

Patient evaluate pain level and swelling by:

- Slight: heavier limb and limited motion compared to normal
side. Slightly noticable change of size or circumference
measurement. Putting hand in a high pillow helps reduce pain
significantly or No need pain killer.

- Intermediate level: decrease compliance. Pitting edema,
noticable change in circumference, pain is not decreased when put
hand up on pillow but pain killers work.

- Severe level: change in shape and size, swelling with non pitting
edema, sensation disorder, significant limited hand movement. No
change when put hand on pillow, pain killers don’t work.
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2.3.5.2. Evaluate numbness arm:
Based on questionnaires designed according to the range:
e Normal e  Painful, burn
¢ Numbness, ticking e  Sensation loss
2.3.6. Evaluating survival

According to study result from 3//2012 to 6/2016, all cases are
qualified to be included.

Estimating the length of survival by Kaplan-Meier, surgery dates
were recorded, lifetime counts till the dead day. The study objection
were recurrence, metastasis, dead by breast cancer. Log-rank test was
y* test to compare obtained objection with dead objection in different
groups in a certain time. The statistical significance was determined
with p<0.05.

e Overall survival
e Disease — free survival

- Overall survival: caculated from surgery date to death or last
time informed alive.

- Disease - free survival: caculated from surgery time to
recurrence or metastasis

- Local spread: recurrence in ipsilateral axillary node, chest,
supraclavicular node, medial mammary node...

- Metastasis: spread to other organs such as bone, lungs, liver,
contralateral axillary lymph nodes, supraclavicular lymph node

- Recurrence: clinical examination, X - ray chest, bone
scintigraphy, CA 15.3 test, etc periodic to follow the progression of the
cancer, recording into specific pattern (Appendix enclosed herewith).
If there is any doubtful sign, implement a supplement test to diagnose.
2.4. Research date and location: from Mars 2012 to Juin 2016 in
Hospital K.

2.5. Data analysis

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

o Statistical methods used included:

- Descriptive Statistics: average, standard deviation.

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

- Methods for estimating survival rates: Kaplan-Meier..
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CHAPTER 3: RESULTS
3.1. Results of mapping and sentinel lymph node biopsy (SLNB)
3.1.1. Identification rate of sentinel lymph node (SLN)
Table 3.1: The number of SLNB

Identification rate for SLNs N %
No 4 1.6
Yes 239 98.4
Total 243 100
The number of SLNs N %
1 165 69.04
2 33 13.81
3 38 15.9
4 3 1.25
Total 239 100
Total of SLN (piece): 357 n
.. . . Standard
Minimum Maximum Median deviation 239
1 4 15 15+0.8
Comments :

In our research, SLNBs wasn’t detected in 4 cases (1.6%), the
identification rate of SLN is 98.4%, in which:
- The percent of one SLN is 69% while of more than one SLN is 31%
- Total number of blue SLNB is 357, the median number of
SLNB is 1.5.
3.1.2. Evaluation indexes of the SLNB frozen section procedure
Table 3.2: Result of frozen section evaluation of SLNB

Result of SLNB kit Total
Positive Negative
Frozen Positive 24 0 24
section Negative 3 212 215
Total 27 212 239

Comments: the indexes are calculated by the following formula:
Sensitivity (Sn) = 24/27 = 88.9%;
Specificity (Sp) =212/212 = 100%
Accuracy (Acc) = (212+24)/239 = 98.7%
False-negative rate (FNR) = 3/27 = 11.1%
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3.1.3. The factors relate to the lymph node metastasis
Table 3.3: Some factors relate to the lymph node metastasis
Lymph node
Factors positive OR CIl9%% p
n=31 %

Age
>50 13 112 1
<50 18 142 141 0.64-3.10 0.386
Body mass index (BMI)
Normal 27 125 1
Over-weight 4 148 125 0.39-4.00 0.70
Tumor location
Other location 12  13.8 1
YaSuperior lateral 19 122 0.75 0.34-1.67 0.492
Grading
Low 5 7.1 1
High 26 150 242 0.88-6.68 0.086
Tumor
T1 24 126 1
T2 7 13.2 1116 0.46-2.90 0.749
Comments : In our trial, factors such as age patients, site of tumor, size
of tumor and grading tumor do not relate to the ability of lymph node
metastasis in early breast cancer.
3.2. The clinical and histopathological characteristics
3.2.1. Clinical characteristics of two groups
Table 3.4: Clinical characteristics of two groups

Clinical SLNB SLNB + ALND
characteristics (n =212) (n=31) P
No % No %

Age

Median 50.6 £9.3 49372 0.358
Range (28-81) (33-70)
Cycles

Pre-menepause 88 41.5 15 48.4 > 0.1
Menepause 123 58 16 51.6 '
Unknow 1 0.5 0 0

BMI 21.7+25 223+ 27 0.213
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Tumor location

Y4 superior lateral 136 64.2 20 64.4
Ya superior medial 44 20.7 7 22.6
Ya inferior lateral 10 4.7 2 6.5
Y inferior medial 8 3.8 0 0 >0.05
Center 14 6.6 2 6.5
Tumor size (T)
Median 1.7+0.7 1.7+0.6 0.754
Range (0.2-3.0) (0.5-2.5) '
T (post surgery)
Tla 11 5.2 1 3.2
Tib 50 23.6 6 19.4
Tic 105 495 17 54.8 0.9
T2 46 21.7 7 22.6
SLNB: sentinel lymph node biopsy; ALND: axillary lymph node
dissection

3.2.2. Characteristics histopathology and treatment of two groups
Table 3.5: Histopathology features and treatment of two groups

SLNB e
Histopathology features (n=212) (n=31)

No % No %

Histopathologic type

In situ Carcinoma 8 3.8 0 0

Ductal invasive carcinoma 179 844 26 839

Lobular invasive carcinoma 12 5.7 4 129 >0.05

Others 13 6.1 1 3.2
Histologic grade

Grade 1 66 311 4 12.9

Grade 2 130 61.3 24 774 0.112
Grade 3 16 7.6 3 9.7

ER and or PR

Negative 85 401 10 323 0.404
Positive 127 599 21 67.7
Her-2/neu status

Positive 1+ 51 241 11 355 0.089

Positive 2+ 77 363 8 25.8
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Positive 3+ 36 170 9 29.0
Negative 48 226 3 9.7
Surgery
Mastectomy 135 637 24 774 >01
Breast conserving surgery 77 363 7 22.6
Chemotherapy
Yes 177 835 29 935 >0.1
No 35 165 2 6.5
Radiation therapy
Yes 82 387 28 90.3 <0.00
1
No 130 613 3 9.7
Endocrine therapy
Yes 127 599 21 67.7 0.404
No 85 401 10 323
SLNB: sentinel lymph node biopsy; ALND: axillary lymph node
dissection
Comment:
- Age:

Among 243 patients in the research group, the highest age was 81,
the lowest was 28, the median age was 50.5. The most common of
age group was 46-50 year old (22.6%).

- Tumor location:

In the research group, the most common of tumor location is %4
superior lateral (64.2%). The most rare of tumor location is ¥ inferior
medial (3.3%).

Tumor size

The most common tumor size is in the T1 stage (78.2%), median
size was 1,7cm.

Preoperative diagnosis

The case that all of three diagnosis test (physical examination,
mamography, fine needle aspiration cytology) gave the clear positive
results occupied for 54.3%, and 45.7% of all patients have needle
biopsy

Histopathologic type and grading:

The most common histopathologic type is ductal invasive cancer
(84.4%)
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The most common grading is G2 (63.4%). The histologic grade
mainly applys for ductal invasive cancer.

Endocrine receptor and Her -2/neu

o The patient group has positive-endocrine receptor (adjuvant
endocrine therapy) is 60.9%.

o Negative Her-2/neu group (including real negative group and light
intensity 1+ group), is 45.5%, and positive Her-2/neu group (3+) is 18.5%.
3.3. Morbidity comparison of SLNB versus conventional ALND for
breast cancer patients
3.3.1. Pain and arm swelling

Table 3.6: Pain and arm swelling

Level n %
Normal 221 90.9
Slight pain and 99 9.1
swelling
Total 243 100
Arm swelling
State Yes No Total
Yes 14 17 31
ALND No 8 204 212
Total 22 221 243

Table 3.7: Estimating relative risks of the axillary lymph node dissection
group has pain and arm swelling

Median 95% CI

Estimating risks value  Minimum Maximum P
OR node dissection
(No/Yes) with 21.000 7.728 57.066
No-pain and arm 1755 1273 0418 <0001
swelling
Pain and slight swelling  0.084 0.038 0.183

Comment: Among 22 cases have pain and arm oedema cases (9.1%): 8
cases have sentinel lymph node biopsy (3.8%) and 14 cases (45.2%) have
axillary lymph node dissection (p<0.001).
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3.3.2. Evaluate numbness arm
Table 3.8: Evaluation for the morbidity numbness on two
groupes SLNB and SLNB+ALND

Numbness n %
No 223 91.8
Yes 20 8.2
Total 243 100
State Yl;lsumbnesto Total p
Lymph node  Yes 12 19 31
dissection No 8 204 212 <0.05
Total 20 223 243
Table 3.9: Estimating relative risks of the ALNDs that causes numbness
Estimating risks AEalET = S Cl : p
value Minimum Maximum
OR lymph node dissection 16 155 5860 44245
(nolyes) with: <0.01
Non numbness 1.570 1.185 2.079 '
Slight numbness 0.097 0.043 0.219
Comment:

- Among 20 cases (8.2%) have slight dysaesthesiae as numbness and
tingling, there are 12 cases in the lymp node dissection arm (38.7%) compared
with 8 cases of the non lymph node dissection arm (3.8%), P<0.001.

3.4. Evaluating survival
3.4.1. Overall survival
Table 3.10: Result of overall survival

Following time (month) n
.. . . Standard
Minimum Maximum Median disparity 243
14 4 33,24 7,86
Alive
State n Dead 0 %
Overall survival 243 3 240 98.7%

Comment : By the median follow-up time of 33.24 month, 3-year
overall survival was estimated as 98.7%.
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Survival Function
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Figure 3.1: Result of overall survival
3.4.2. Disease-free survival
Bdng 3.11: Follow-up patients in the research group

Following time (month) N

Minimum Maximum Median Standard
disparity 243

14 44 33.24 7.86
State N Recurence MoE (5255E
n %
Disease-free survival 243 4 239 98.3%

Comment:
By the median following time of 33.24%, 3-year disease-free
survival was estimated as 98.3%.
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Figure 3.2: Result of disease-free survival
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CHAPTER 4: DISCUSSION

4.1. Clinical characteristics and diagnosis

The age of patients in our research was quite young with the average
age of 50.5. Le Hong Quang when researching on sentinel lymph node
biopsy for evaluating the state of axillary lymph node metastasis in early
stage breast cancer, also found that the average age was 51.5.

Regarding the position of tumor in mammary gland, the most
common site was ¥ superior lateral site with 156 cases, accounting
for 64.2%. This result was similar to other authors researching about
the breast cancer characteristics.

The tumor size, our research selected patients having T1, T2
clinical stage tumor with size of less than or equal to 3 cm, according
to recommendations of ASCO, the St-Galen agreement conference and
recommendations of Saint-Paul-de-Vence (2011). Among our patients,
evaluation tumor size showed that there was 190 patients with T1 stage
(78.2%), in which T0-1la with 12 (4.9%); T1b with 56 (23.1%); T1lc
with 122 patients (50.2%) and 53 patients had tumor more than 2cm
(21.8%). Le Hong Quang et al (2012) implemented sentinel lymph
node biopsy on 170 cases of T1-3 and cNO to evaluate the state of
axillary lymph node, representing the rate of tumor size with 33.5%,
62.4% and 4.1%, respectively (table 3.4; 3.5).

4.2. Results of mapping and sentinel lymph node biopsy (SLNB)
4.2.1. ldentification rate of sentinel lymph node

With the mapping by only methylene blue, among 243 patients
showed at table 3.1, the identification rate of sentinel lymph node
was 98.4% (239 cases). Our results were equivalent with Le Hong
Quang (2012) with 170 patients, the identification rate was 98.2%;
Nguyen Do Thuy Giang et al (2014) with the rate of 98.6%.

Table 4.1: Comparison of identification rate and values of sentinel
lymph node from domestic and foreign authors

Appearance Sn Sp TAcc FNR IdR
Author Year N method (%) (%) (%) (%) (%)

Giuliano 1994 174 Blue 88 100 95,7 28 655
Albertini 1996 62 Combine - - - - 91,9
Veronesi 1999 376 RAI 93,3 100 96,8 6,7 98,7
Kern 1999 40 Blue 100 100 100 O 975
Haigh 2000 284 Blue 96,7 100 98,7 3,2 81

D’Eredita 2003 59 Blue 100 - 100 - 87
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Martin 2005 4117 Combine 92,1 100 973 79 9%
Varghese 2007 173 Blue 75 89,1 874 37 965
Varghese 2007 156  Combine 70,6 854 838 4,1 987
Krag 2007 2807 RAI 97,1 98 97,2

Tran V Hiep 2010 74 Blue 83,3 100 986 29 98,6
Le H Quang 2012 170 Blue 96,7 100 988 3,3 9872
Takamaru 2013 374 Blue 87,1 100 97,8 129 96,8
N DT Giang 2014 225 Blue 864 995 97,3 135 986
Vu Kien 2016 116 bVPX 100 98,8 973 0 983
PHKhoa (2016) 2016 243 Blue 889 100 987 11,1 984
Sn: Sensitivity, Sp: Specificity, TAccT: overall accuracy, FNR: false-
negative rate, IdR: identification rate
The identification of sentinel lymph node had an important
meaning in whole research process and practice. The success on
detection and biopsy of accurate and sufficient sentinel lymph nodes
are the combination of 2 processes: (1) making the appearance of the
lymphatic system and sentinel lymph node by using different
methods such as methylene blue and radioactive isotope; (2)
implementing surgical technique to express and approach directly
and comprehensively to sentinel lymph nodes.
4.2.2. Number of sentinel lymph nodes and result of histological test
The identification rate of sentinel lymph node was 98.4% and the
average number of sentinel lymph nodes was 1.5 in our research, which
was also equivalent with the published result from domestic and foreign
author. In a research on anatomy and physiology of lymphatic system of
mammary gland implemented by Nathanson, the result also showed that
the lymphatic system of breast gathered in some large lymph trunks
before it spread to a small number of axillary lymph nodes (1-2 nodes),
and this theoretic point was very suitable when comparing with other
results of sentinel lymph node biopsy researches.
4.2.3. False negative rate of frozen section of sentinel lymph node biopsy
There were only 3 cases of positive sentinel lymph node after having
routine histology among 239 cases of negative sentinel lymph node, it
raised the number of positive sentinel lymph node group to 27 and they
were the false negative rate of frozen section biopsy. The result at table
3.2 showed the false negative rate of the frozen section sentinel lymph
node biopsy using methylene blue was 11.1% (3/7). In our trial, factors
such as age patients, site of tumor, size of tumor and grading tumor do
not relate to the ability of lymph node metastasis in early breast cancer.
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4.3. Evaluation of follow-up result

The result treatment of 243 patients was follow-up and evaluated
in order to evaluate the state of metastasis, distance metastasis and
death in the researched group by the average following time as
33.24+7.86 (month), the minimum following time of 14 months and
the maximum time of 44 months.

4.3.1. Evaluation of pain, arm swelling and sensory disorder

When applying univariate analysis about the relationship between
axillary lymph node dissection and pain or arm swelling, it had odds
ratio OR = 1.755, 95% CI and mean of 21.0 (7.728-57.066) or in another
word, the node dissection group had the risk of pain and arm swelling
being 1.755 times higher. There was significant difference of pain and
arm swelling rate between 2 groups, with p<0.001 (table 3.6; 3.7)

Arm numbness, when using univariate analysis about the
relationship between axillary lymph node dissection and arm
numbness, it had odds ratio OR = 1.570, 95% CI and mean of 16.105
(5.862-44.245) or in another word, the node dissection group had risk
of sensory disorder being 1.57 times higher. The difference between
two groups were statistically significant with p<0.001 (table 3.8; 3.9).

Table 4.2: Morbidity after SLNB and ALND in invasion breast

cancer patients from some authors. (resources: Guillo E, Coutant
C, Bézu C et al 2009)

Pain and arm

Number of patient edema Numbness
; 8 Axillar
. Axillary ] Axillary .
Authors Follow- Slentlnlfl lymph Slentlnﬁl lymph Slentlnsl | y h
up time ymp node ymp node ymp ymp
node " . node ] . node node
(month) . dissecti - dissecti . . .
biopsy biopsy biopsy  dissecti
on on on
Veronesi 24 100 100 0 12% 8% 39%
Sener 24 303 117 3% 17% - -
Schijven 20 213 180 1% 7% 8% 23%

Golshan - 77 48 3% 27% - -

Blanchard 29 683 91 6% 34% 14% 38%
Barranger 24 54 51 0 22% 20%  53%
Crane-Okada 57 119 68 2% 9% 9% 19%
Del Bianco 24 335 339 3% 10% 8% 11%

Pham H
Khoa (2016) 33 212 31 3.8% 452% 3.8% 38.5%
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4.3.2. Recurence, metastasis and death
4.3.2.1. Local and axillary recurence

According to table 3.10; 3.11, among 243 cases in the research
group, the follow-up time from the operation day to the day with
latest information, with the average follow-up time of 33.24 months
(from 14-44 months), we found that there were 3 deaths and no case
with relapse at axilla in both groups with lymphadenectomy (31
cases) and only sentinel lymph node biopsy (212 cases). Relapse at
the local area was reported as 2 cases and both patients were in the
breast-conserving surgery group. Similar to other authors, patients
local recurrence or axillary lymph node recurrence often detected in
the first 1-2 years, including the axillary lymphadenectomy group.
Moreover, with increased advances in adjuvant treatment, such as:
endocrine therapy, chemotherapy, target therapy, and post operated
radiotherapy, surgery played a main role in early stage breast cancer
treatment; besides, modern viewpoint considered that breast cancer is
systematic disease, hence, adjuvant therapy made a considerable
contribution for the treatment process.
Table 4.6: Comparison of follow-up results of subjects among other

authors (resources: Karen K. Swenson, M.S, et al 2005)

Swenson (2005) P.H.Khoa (2016)
Event N=647 N=243

SLNB ALND SLNB ALND

(n=580) (n=67) (n=212) (n=31)
Recurence at axilla 3(0.52%) 1 (1.5%) 0 0
Recurence at breast 1(0.17%) 2(3%) 1(05%) 1(3.2%)
Distance metastasis 8(1.37%) 1(1.5%) 1(0.5%) 1(3.2%)
Liver metastasis 1 0
Lung metastasis 0 1
Contralateral breast cancer 0 0
Lost information 5 0
Death 10 (1.72%) 3 (4.5%) 2(0.9%) 1 (3.2%)
Death from breast cancer 1 1
Death from other reasons 1 0

4.3.3. Survival
4.3.3.1. Overall survival

Estimated rate of 3-year overall survival was 98.7%, showing at
table 3.10 and chart 3.1. Our results were equivalent with Zagvano
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(2008) when he researched 2 groups of sentinel lymph node biopsy
with or without axillary lymphadenectomy among 697 patients. With
average follow-up time of 55.6 months, estimated rate of overall
survival of only sentinel lymph node biopsy group and
lymphadenectomy group were 95.5% and 94.8%, respectively.

In our research, the result of overall survival for early stage was
similar to foreign authors, however, we need more time to evaluate
more results. High rate of survival in our study not only provided
information to scientific research but also showed that breast cancer
treatment could achieve good results and high quality of life if the
disease could be detected at early stage, treated standardly to
encourage women within high risk age to have medical check-up and
screening for breast cancer.
4.3.3.2. Disease-free survival

Disease-free survival in our group was estimated at 98.3% on table
3.11 and chart 3.2. Our rate was fairly high because the following time
was not long enough, patients almost had tumor size smaller than 2cm,
the axillary lymph node metastasis rate was 12.8%, the relapse rate
was moderately low. We predicted that the missing rate of lymph node
metastasis in our research was: 11.1% x 12.8%= 1.4%. With follow-up
time was 16-46 months, all reports from other authors on the relapse
rate were lower than 2% (from 0 to 1.5%), as in table 4.3.

Table 4.3: Comparison of relapse rate from foreign authors.
Follow-up time Relapse at

Author Year Patient - %
(month) axilla

Giuliano 2000 67 39 0 0
Veronesi 2001 285 ~14 0 0
Chung 2002 206 26 3 15
Roumen 2001 100 24 1 1.0
Schrenk 2001 145 22 0 0
Shivers 2002 ~180 16 0 0
Loza 2002 168 21 1 0.6
Hansen 2002 238 39 0 0
Veronesi 2003 167 46 0 0
Blanchard 2003 685 ~29 1 0.1
Badgwell 2003 159 32 0 0
Langer 2005 149 42 1 0.7
Takamaru 2013 374 ~120 5 1.3
Pham Hong Khoa 2016 243 ~33 0 0
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CONCLUSION

Lymphatic mapping and sentinel lymph node biopsy was
performed by injection of blue methylene for 243 consecutive cases
with early breast cancer. From March 2012 to June 2016, with 243
female patients with early stage breast cancer, the average age in our
subjects was 50.5. The most common tumor site was Y. superior
lateral site with 156 cases (64.2%), and the average tumor size was
1.7(cm) in our research, without clinically palpable axillary lymph
node, we represented following conclusions:

1. Result of the SLN mapping to evaluate the axillary lymph node
metastasis state in staging early breast cancer by methylene blue.

Identification rate of sentinel lymph node and false negative
rate: the identification rate (successful) of sentinel lymph node was
239 cases (98.4%), there were 4 cases (1.6%) which could not find
sentinel lymph node (unsuccessful) after 30 minutes of inspecting
axillary area, among 243 cases in total. With 357 blue sentinel lymph
nodes, 1.5 sentinel lymph nodes were operated and cutted for frozen
section to evaluate axillary lymph node state, in averagely. The
axillary lymph node metastasis rates of the early stage breast cancer
group were 12.6% in T1 tumor size group, and 13.2 % in T2 tumor
size group. False negative rate of frozen section of sentinel lymph
node is 11.1%.

Factors related to the sentinel lymph node metastasis state:

In our trial, factors such as age patients, site of tumor, size of tumor
and grading tumor do not relate to the ability of lymph node metastasis
in early breast cancer.

2. Outcome of SLNB in treatment to staging early breast cancer
at K Hospital.

The average follow-up time was 33.24 months, with maximum of
44 months and minimum of 14 months. The information was
gathered from mail, telephone, and periodic check-up. The results of
treatment were:
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Morbidity: Pain and numbness rates of the sentinel lymph node
biopsy group were all 3.8%, whereas among axillary
lymphadenectomy groups were 45.2% and 38.7%, respectively.

Recurence and distance metastasis: Recurrence at axillary lymph
node was not reported in any group with lymphadenectomy neither
sentinel lymph node biopsy only. Local recurence (on same side
breast) occurred in 2 cases of breast-conserving surgery, among 84
cases of this surgery, accounting for 2.4%.

Survival: Because the follow-up time was limited, we used Kaplan-
Meier method for evaluating 3-year survival. The result of 3-year
overall survival was estimated as 98.7% and the rate of disease free
survival was 98.3%.

Common complications of sentinel lymph node biopsy by
methylene blue: When we performed this study on 243 patients,
there was not any complications like anaphylactic shock, urticaria,
vesicle reported. Using methylene blue was safe and efficient to map
lymph system and reveal sentinel lymph node in surgical treatment of
early stage breast cancer at breast surgery centers.

RECOMMENDATION

Deploying and applying routinely the sentinel lymph node
appearance method by methylene blue: can be implemented at the
medical facilities without nuclear medicine unit for early stage breast
cancer patients without clinically palpable axillary lymph node.





