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DANH GIA KET QUA PIEU TR| BO TRO TRUGC PHAC DO
~ HOA TRI, TRASTUZUMAB VA PERTUZUMAB
TREN BENH NHAN UNG THU’ VU CO HER2 DUONG TiNH

TOM TAT

Muc tiéu: Banh gia hiéu qua va tac dung phu
clia phac dé hoéa tri két hop trastuzumab va
pertuzuamb truée phdu thuat trén bénh nhéan
ung thw va c6 HER?2 (+)

Doi tuong nghién ctru : 30 bénh nhan ung
thw vi ¢c6 HER2 (+) duoc diéu tri truéc phéu
thuadt hoéa chét két hop trastuzumab va
pertuzumab tai Bénh vién K va Bénh vién Dai
hoc Y Ha Néi ter T1/2018 t6i T8/2021

Phuwong phép nghién cou: can thiép lam
sang tién ctru va héi ctru

Két qua nghién ctru: Tubi méc bénh trung
binh 49,5 tubi, cao nhéat 69 tudi, thdp nhét 30
tubi. Ty 1é giai doan bénh IIA, IIB, IlIA, lIB, IlIC
twong wng la 3,4%,; 10,0%, 53,3%; 20,0%;
13,3%. UTBM thé éng x4m nhép chiém 100 %.
D6 mé hoc 2 chiém ty Ié cao nhét 83,3%. 100%
c6 dap utng trén 1dm sang. Bap &mg hoan toan
trén mé bénh hoc dat 70%. 100% bénh nhéan
chuyén tr khéng phdu thuat duwoc sang phau
thuét dwoc. Ti Ié dap (ng hoan toan trén lam
sang c¢6 mbi twong quan véi ddp (ng hoan toan
trén mé bénh hoc. Cac dbc tinh trén huyét hoc
va ngoai huyét hoc gadp chu yéu do 1,2. Khéng
c6 bénh nhén nao phai dirng diéu tri.

Két ludn: Phac db hoéa chéat két hop
trastuzumab va pertuzumab la mét phac dé an
toan va hiéu qua trong diéu tri héa chét truéc &

Chiu trach nhiém: Dang Tai Véc
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__DANG TAIVOC, PAO VAN TU,

~ HA THANH KIEN , DINH THI LAN ANH,
HOANG PU’'C THANH NGUYEN TIEN QUANG
Bénh vién K

bénh nhan ung thw vu c6 HERZ2 dwong tinh.

Ttr khéa: Ung thw v, tan bé tro, HER2
duwong tinh, dap trng hoan toan.

SUMMARY

NEOADJUVANT CHEMOTHERAPY PLUS
TRASTUZUMAB AND PERTUZUMAB IN
PATIENTS WITH HER2-POSITIVE BREAST
CANCER

Background:  Adding  pertuzumab  to
chemotherapy-based plus trastuzumab
neoadjuvant regimen has shown a significant
response among HERZ2-positive breast cancer
patients. However, the safety of this procedure
still remains yet determined.

Objectives: In this paper, we investigate the
feasibility = of  using  Pertuzumab  and
Trastuzumab with chemotherapy (Doxorubicin
and Cyclophosphamide follwed Paclitaxel or
Docetaxel and Carboplatin) as neoadjuvant
treatment for patients with HER2-positive breast
cancer.

Methods. Thirty patients were recruited. All
participants (n = 30) were treated with
doxorubicin (60 mg/m?) and cyclophosphamide
(600 mg/m?) followed by (175mg/m2) taxane
plus trastuzumab and pertuzumab or Docetaxel
(76 mg/m2) and Carboplatin (AUC = 6) plus
Trastuzumab and Pertuzumab.

Results: We observe that all patients
completed the regimen with no incidence of
toxicity-related death. The hormone receptor-
negative was the most common subtype,
representing 56,7% of the patient population.
Pathologic response rate (pCR) in primary tumor
and axillary lymph node was 70,0%. Hormone
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receptor-negative appeared to be a predictor for
pCR following neoadjuvant therapy.
Hematologic toxicities, including neutropenia,
mostly observed in grade 1/2, and
thrombocytopenia occurred on a rare basis.
Non-hematologic toxicities, such as nausea,
vomiting, anorexia, etc., were mostly found with
grade 1/2.

Conclusions. Chemotherapy plus
trastuzumab and pertuzumab in patients with
HERZ2-positive breast cancer was a well-
tolerated and feasible regimen without causing
serious complications.

Keywords: Neoadjuvant
breast cancer, HER2, side-effect.

DAT VAN DE

Theo ghi nhan tai Viét Nam nam 2020 cé
21.555 trwdng hop méi méc ung thw va véi ty
Ié méc chuan theo tudi la 22,1/100.000 dan M.
Nhiéu phac dé khac nhau da dwoc nghién ciru
trong diéu tri bd tro trwdc trén cac bénh nhan co
HER2 dwong tinh. Nghién clru nay véi hai muc
tiéu:

Danh gia dap ng bd tro trwdc phau thuat
cla phac dd hoa ftri, trastuzumab va
pertuzumab trén bénh nhén ung thw va co
HER2 dwong tinh

DPanh gia tac dung khéng mong mubn cla
phac do trén

DOI TUONG, PHUONG PHAP NGHIEN CUU

1. B6i twong nghién ctru

30 bénh nhan ung thw va cé HER2 (+) dwoc
didu trj bb tro trwdc bdng hoa chat két hop
Trastuzumab va Pertuzumab tai Bénh vién K va
Bénh vién Dai hoc Y Ha Noi tir 1/2018 dén
thang 8/2021.

Tiéu chuén lwa chon bénh nhén:

Bénh nhan ni trén 18 tudi & giai doan md
duwoc, chwa didu tri tredc do, md dworc, tién trién
tai chd hoac thé viém, u kich thwdc trén 2cm.

HER2 (+) dwgc xac dinh bang IHC (+++)
hodc IHC (++) kém FISH/ Dual-ISH (+) cla tén
thwong u ban dau.

LVEF =55%

ECOG = 1.

Chtrc nang gan, than, tly xwong trong gi¢i han
binh thudng

Tiéu chuén loai tree:

Diéu tri ung thw vu trwdc d6, ung thu va 2
bén.

Phuong phap nghién ctru

Thiét ké nghién curu:

Nghién clru m6 ta hoi ctru két hop tién ciru.

chemotherapy,

So d6 nghién ctru :

Bénh nhan ung the va
¢6 chi dinh didu tri bd tro trwdrc
P tiéu chudn nghién cu’u’%\L
| Danh gia trwdc didu tri |
\L"
| Diéu tri phac d6 AC-THP hodc TCHP |
Vi
Banh gia dap tng trén lam sang (RECIST), doc
tinh va kha nang phau thuat
Vi

Phau thuat dwoc

Bénh tién trién, khong
c6 kha nang phau thuat

v V]

Panh gia dap &rng mo bénh Loai
hoc (Chavalier)
v
| Diéutritheo phacdd |
V \
| Thu thap thdng tin theo b&nh 4n mau |
Phan tich va />l
Xt ly sO liéu

| Cac muc tiéu nghién cru

Phan tich va xtr ly s6 liéu

Cac muc tiéu nghién ctru

Phan tich va x( ly s liéu

- Nhap liéu va x& ly sb liéu dwa vao phan
mém SPSS 20.0

- Céc thuat toan thdng ké: trung binh, dd léch
chudn, gia tri max, min. Kiém dinh so sanh ding
X2, trong trwong hop mau nhd hon 5 thi st
dung test X2 ¢6 hiéu chinh Fisher.

Phé duyét: Nghién cru da duoc Hoi ddng
Pao dirc, Trwong Pai hoc Y Ha Nbi va Bénh
vién K phé duyét.

KET QUA

1. Pac diém bénh nhan

1.1. Tubi

Phan bé tudi bénh nhan: Tubi trung binh la
49,5 + 11,9 tudi, thap nhat 1a 30 tudi, cao nhat
69 tubi.

Giai doan bénh

Béng 1. Giai doan bénh

N %
Giai doan
1A 1 3,3
1IB 3 10,0
A 16 53,3
1B 6 20,0
e 4 13,3
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Nhan xét: Pa s BN & giai doan IlIA (chiém
53,3%), vGi giai doan hach N2 chiém nhiéu nhéat
(chiém 60,0%).

1.2. Bgc diém mé bénh hoc

Bang 2. Bac diém mo bénh hoc

(chiém 6,7%). Ty lé dat pCR (nhém 1 va nhém
2) 12 70%.

3. Cac yéu té lién quan té&i dap tng

3.1. Cédc yéu té lién quan téi ddp wng 1am
sang

Déc diém N % Bang 7. Bap (rng Iam sang theo cac dac
Loai md bénh hoc: diém lam sang
UTBM thé dng xam nhap (OXN)| 30 | 100,0% Yéu td Khéng DUHT P
DUHT | (Pap tng
hoan toan)
D6 mo hoc: N[ (%) |[N]| (%)
[ 0 0,0% Tudi
I 25 83,3% <50 4 [ (133) | 9 (30,0) | 0,225
1T 5 16,7% > 50 9 [ (30,00 | 8] (26,7)
Tong PKLN clia u
Nhén xét: < 5cm 41(13,3) | 6 | (20,0) | 0,554
- 100% thé mé bénh hoc la UTBM OXN 2 5cm 9 | (30,0) | 11] (36,7) | (Fisher)
- Pa sd BN c6 dd mé hoc Il, chiém 83,3% Tinh chéat di déng
Déc diém hoa mé mién dich Co dinh 31(100)| 1] (33) | 0,204
Béng 3. Thé bénh hoc theo St. Gallen 2013 Didong  [10] (33,3) [16] (53,3) | (Fisher)
Thé bénh hoc theo phan loai moi | N % Giai doan
Luminal B/HER2 (+) 17 | 56,7 liA, 1B 0| (00) | 4] (134)]| 0043
HER? (+) 13 | 433 A, 1B, 1IC_[13] (43,3) [13] (43,3) | (Fisher)
Téng 30 | 100 Nhan xét: Sy khac biét PUHT vé 1am sang

Nhan xét: Nhom Luminal B/HER2 (+) va
nhom HER2 (+) chiém ti & lan lwot la 56,7% va
43,3%. o

2. bap rng va cac yeéu to lién quan

2.1. bap trng 1dm sang

Bang 5. Bap &ng 1dm sang

Dap rng N %
Dap rng hoan toan 17 56,7%
Dap vrng mét phan 13 43,3%
Bénh gil*» nguyén 0 0,0%
Bénh tién trien 0 0,0%
Tong 30 100

Nhan xét: 56,7% bénh nhan dat dap wng hoan
toan trén I&m sang. 43,3% bénh nhan dat dap ng
1 phan. Tat ca bénh nhan dwoc phau thuat sau
diéu tri.

2.2. bap trng mé bénh hoc

Bang 6. Két qua dap trng m6 bénh hoc theo
Chevallier

Dap wng theo phan loai Chevallier n %
Nhom 1: Bién méat hoan toan té bao 19 (63,3
ung thw

Nhoém 2: Biéu hién ctia UTBM tai cho 2 6,7
Nhém 3: Con UTBM xam nhép, cé bién| 9 30,0
ddi hoai t&r, xo' héa
Nhém 4: C6 it thay d6i dién mao u 0 |0.0
Khéng xéac dinh: Bénh khéng md dwoc 0 0.0
sau hoa tri

Tong
Nhan xét: C6 19 BN dat pCR (chiém
63,3%), c6 2 BN con té chirc ung thw tai chd

khéng co y nghia théng ké theo nhém tudi (< 50
tubi va >50 tudi), duong kinh u (s 5cm va
>5cm), tinh chat di ddng ctia khdi u nhung cé y
nghia théng ké vé giai doan bénh.

3.2. Pap trng vé mé bénh hoc X

Béng 8. Bap (rng I1am sang theo dac diém mo
bénh hoc

Yéu to Khong BUHT DUHT P
N (%) N (%)
D6 mo6 hoc
Do 2 11 | (36,7) 14 |(46,7)| 0,633
P63 2 (6,7) 3 [(10,0)]| (Fisher)

Nhan xét: Khdong cd sy khac biét vé ty Ié
DUHT lam sang theo thé md bénh hoc va do mé
hoc (p>0,05).

Bang 9. Pap tng ldm sang theo cac dac
diém héa md mién dich

Yéu to Khéng PUHT P
DUHT
N[ (%) | N| (%)
Thé bénh hoc
phan loai mé&i
Luminal BIHER2 (+)| 7 | (23,3) | 10](33,3)| 0,538
HER2 (+) 6 | (20,0) [ 7 [(23,3)
Nhan xét:

Khéng c6 sw khac biét vé ty 1& DUHT lam
sang theo thé md bénh hoc va dd mé hoc
(p>0,05).

3.3. bap trng mé bénh hoc

’Béng 10. Pap irng mo6 bénh hoc theo cac dac
diém mo bénh hoc
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4.3. Lién quan giira dgc tinh va diéu tri
Bang 14. Anh hwéng cta doc tinh héa chat
Ién ké hoach diéu ftri

u to Khong BUHT DUHT P
D6 mbéhe N (%) N (%)
b6 2 7 (23,3) | 18| (60,0) | 0.047
(Fisher)
D6 3 4 (13,3) 11 (3,3)

Khac biét ve ty 1é DUHT trén mé bénh hoc
c6 y nghia thong ké vé d6 mé hoc (p > 0,05).

3.4. Lién quan gidra dap trng lam sang voéi

dap trng mé bénh hoc
Bang 11. BGi chiéu dap ng trén mé bénh

hoc v&i dap trng 1am sang
am sang DPBUHT | Khdéng | Tong
n (%) | BUHT | n (%) P
M6 bénh hg n (%)

Pap rng 12 7 13

hoan toan (40,0%) |(23,3%)| (100) [< 0,001
Khéng dap rng 5 6 (100)

hoan toan (16,7%) [ (20,0%)

Ty 1é pCR cao hon & nhém dap ng hoan
toan vé 1am sang (66,7% so v&i 13,3%, p < 0,001)

4. Panh gia mét sé tac dung khéng mong
muodn cua phac do

4.1. Tac dung khéng mong muén trén

huyét hoc .
Bang 12. DB4c tinh trén huyét hoc
b6 | Ha bach Ha BC Ha tiéu Ha huyet
cau BNTT cau sac to
Séchu | Sé chuky | Sé chuky | S chu ky
ky (%) (%) (%) (%)
0 180 | 178 (78,0) | 227 (99,6) | 88 (38,6)
(78,9)
1 [28(12,2)] 30 (13,1) | 1 (0,4) | 120 (52,6)
2 | 7(34) | 10 (4,3) 0(0) 20 (8,8)
3 [10@3) | 7(3,4) 0 (0) 0 (0)
4 [ 3(13) | 3(1.3) 0(0) 0(0)
Tong | 228 | 228 (100) | 228 (100) | 228 (100)
(100)

Nhan xét: Doc tinh huyét hoc chd yéu & do 1,2

4.2. Tac dung khéng mong muén ngoai
huyét hoc )
Bang 13. Boc tinh ngoai huyét hoc
Do 1 b6 2 bo63 bo 4
n (%) n(%) | n(%) | n(%)
Nan, 20 (66,7) | 4 (13,3) | 0(0,0) | 0(0,0)
buon nén

Chanan | 21(70,0) | 3(10,0) | 0(0,0) | 0 (0,0)

Viém niém | 10 (33,4) | 2(6,7) | 0(0,0) | 0(0,0)
mac miéng

Tieuchay | 2(6,7) | 1(3,3)

Rung toc | 24 (80,0) | 6 (20,0) - -
Gan 5(16,7) | 1(3,3) | 0(0,0) | 0(0,0)
Than 0(0,00 | 0(0,0) | 0(0,0) | 0(0,0)
Tim 0(0,00 | 0(0,0) | 0(0,0) | 0(0,0)

Thankinh | 16 (53,3) | 2 (6,7) | 0(0,0) | 0 (0,0)

~Nhén xét: Cac déc tinh ngoai huyét hoc chu
yéu & do 1,2.

S6 chu ki So6 BN
N (%) n (%)
Hoan diéu tri 25 | (10,9) [ 10| (33,3)
Khong hoan didu tri | 203 | (90,1) | 20 | (66,7)
Tong 228 | (100) |30 [ (100)
Nhan xét: 10 BN phai hoan diéu tri do doc

tinh (chlem 33,3%), ¢ 25 chu ki phai hoan diéu
tri trong téng 228 chu ki (chiém 10,9%).

BAN LUAN

1. Tudi

Tudi trung binh cta nhom bénh nhan nghién
cru la 49,5 £ 11,9 tudi, thap nhat Ia 30 tudi, cao
nhét 69 tubi. Nhom tudi tr 50-59 tudi chiém ti 1&
cao nhét 43,3%. Tudi trung binh cao hon moét s6
nghién ctru trong nwéc da cong bd [2. 131,

2. Giai doan bénh

Trong nghién cvu phan Ién bénh nhan & giai
doan IlIA, chiém ty 1& 53,3%. Giai doan IlIB, IIIC
lan lwot 20,0% va 13,3%. Giai doan Il c6 4 bénh
nhan chiém ti 1& 13,3%. Nghién clru vé héa tri
bd tro' trwérc méb cho UTV giai doan I1l khédng mé
duwoc tai Bénh vién K cta H.T.Kién (2018), ty 1&
bénh nhan & céac giai doan IIIA B, IIC Ian lwot
la 72,2%, 22,2% va 5,6% 2. N.T.Thay (2016),
ngh|er] ctru trén 59 BN UTV glal doan Ill, cho két
qua gan tvong tw chung t6i, nhdm BN giai doan
IIA chiém da sb véi 55,9%, giai doan IIIC chi
chiém 6,8% . Cac bénh nhan trong nghién ctru
nay co xu huo’ng & giai doan mudn hon nghién
clru clia chdng toi.

3. M6 bénh hoc va héa mé mién dich

Trong nghién ctru UTBM OXN chiém ty &
100%. Nhin chung vé ty 1é phan bo loai mé hoc
khong co sy khac biét Ion so v&i cac nghién
ctru trong va ngoai nwdc trong quan thé bénh
nhan ung thw vu néi chung. Két qué nghién clru
cta P.T.Anh (2021), phan bé loai mdé hoc trén
152 bénh nhan UTV thi ty & UTBM éng xam
nhap chiém 80,3%, thé tiéu thuy xam nhap
17,1%, thé tay 2,6% .

Céac thuy thé estrogen va progesteron (ER va
PR) la nhitng dau &n héa mo6 mién dich quan
trong nhét trong UTV. Tinh trang thuy thé noi tiét
(TTNT) la mét yéu t6 tién lwong doc lap trong
UTV, bénh nhan UTV c6 TTNT (-) lién quan den
tién lwgng xau. Ngoai vai tro tién lwong bénh,
xét nghiém cac thy thé nay nham muc dich
quyét dinh diéu tri bd tro noi tiét hay khong cho
bénh nhan. Trong nghién ctru, ty I& bénh nhan
c6 TTNT (+) (ER va/hoac PR (+)) la 56,7%,
TTNT (+) 1a 43,3%.
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4. bap trng

Ty 1& dap (rng toan bd trén 1am sang 100%;
DUHT la 56,7% va dap wng mét phan la 43,3%.
Nam 2018, nghién clru cla tac gia H.T.Kién co
13 bénh nhan cé HER2 (+) thi ti 16 DUHT va
dap trng mot phan 1an lwot 1a 30,8%; 69,2% 2.
Trong th® nghiém |&m sang (TNLS) Neosphere
nhém dung Docetexal ph0| hop Trastuzumab va
Pertuzumab cho dap (ng cao nhat ! Trong
TNLS TRYPHAENA (2017) nhom dung TCHP
cho hiéu qua cao nhat " ) .

Nghién clru cla chung toi thay ty 16 DPUHT vé
md bénh hoc cao hon & nhdm u £ 5cm so voi
nhom u > 5cm va u di dong so v¢i u khéng di
dong (tuy nhién sy khac biét nay déu khéng cé y
nghia thong ké, co the do c& mau cua chung toi
chua du Ién). Cac yéu t6 khac nhw tudi, giai doan
bénh khdng lién quan dén dap (rng hoan toan md
bénh hoc. Két qud nay cling tuong doéng voi
nghién clru cula Kuerer va cs (1999) trén 372
bénh nhan UTV tién trién tai chd, ty & dap &ng
hoan toan tren mo bénh hoc 1an luot 13% va 9%
& nhém tudi < 50 va > 50 (p= 0,25), giai doan Il
so voi giai doan Il 1a 15% so v&i 11% (p=0 3)

Ty 1€ pCR cao hon & nhém BDUHT ve lam
sang va co y nghia thong ké (66,7% so voi
13,3%, p<0, 001) E)leu nay cling phu hop véi két
qua cta mot sd TNLS®

Nghién clru cula chung t6i c6 2 nhém bénh
nhan : Luminal B/HER2 (+) va, HER2 (+). Ti 1é
DUHT & nhém c¢6 thu thé néi tiét cao hon so voi
nhém TTNT () nhuwng khong ¢ y nghia théng
ké. Két qua nay khac v&i mot s6 TNLS khi ti &
DUHT nghlen vé nhom TTNT ( ), diéu nay co thé
Ii giai do c& mau nghlen clru cla chung téi nho.

Nghién clru cua chung t6i cho ti 1&8 md duwoc
la 100%, ket ciua nay cao hon so v&i mot s
nghién ctru 2

5. Tac dung khong mong mudn

Ha bach cau va bach cau hat la doc tinh
huyét hoc thwong gap nhat trong nghién cuiu.
Tat ca cac bénh nhan deu hoan thanh qua trinh
diéu tri, trong dé khong c6 bénh nh&n nao phai
nglrng diéu tri do doc tinh khdng hoi phuc.
Khong c6 bénh nhan nao co sot ha bach cau.

Cac doc tinh ngoai hé tao huyét thwong
duwgc ghi nhan nhw doc tinh trén dwong tiéu
héa: non, buén nén, viém miéng, tiéu chay; déc
tinh gan, than, déc tinh tim mach va déc tinh
than kinh ngoa| vi. Nén, budn nén 1a déc tinh dé
nhan thay va thwong gép hon khi diéu tri AC.

KET LUAN o

Qua nghién ctru, chung t6i rat ra mot so ket
luan sau:

- Ty 1& dap (rng toan bd la 100%. Bap tng
hoan toan trén lam sang sau qua trinh diéu trj

hoa chéat dat 56,7%, dap (ng mét phan 43,3%.

- Ty I& bénh nhan chuyen t khéng phau thuat
dworc chuyen thanh phau thuat dwoc la 100%.

- Dap wng hoan toan trén mé bénh hoc dat
70%. .

- Sy khac biét trong dap rng hoan toan ve
lam sang khong cd y nghia thdng ké theo nhém
tudi (< 50 tudi va >50 tudi), dwong kinh u (< 5cm
va >5cm), tinh chaj[ di dong cua khéi u nhwng co
y nghia thong ké vé giai doan bénh.

- Bap ng hoan toan trén Iam sang co lién
quan v&i dap trng hoan toan trén mé hoc.

- Tac dun,g trong hé tao huyét va ngoai hé tao
huyet chd yéu gap d6 1,2. Khdng c6 bénh nhan
nao phai dirng diéu tri.

KIEN NGHI

Do thoi glan theo dai ngan, ching t6i chua
cong bd két qua vé thoi gian bénh tai phat cling
nhu thoi gian song con toan bg. Ching t6i sé cap
nhap nhirng két qua trén vao mot bai bao khac.
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