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Tac dung khéng mong mudn cta phac do héa tri két
hop thudc khang HER2 trén bénh nhan ung thw vi
HER2 duong tinh

Lwu Nguyén Nguyét Tram"" va Ding Thi Thanh Liy’
"Trirong Bai hoc Y Dwoc, Bai hoc Hué
? Trwong Cao ddng Y té Binh Pinh

TOM TAT

gt vén dé: Phdc do6 héa tri két hop thudc khdng HER2 durgc khuyén cdo st dung cho bénh nhén ung thu va
c6 HER2 dwong tinh. Nghién ctru vé cdc tdc dung khéng mong muén cuia phdc dé nay vén con han ché'é Viét
Nam. Muc tiéu: Khdo sdt mét sé tdc dung khéng mong muén cua phdc d6 héa tri két hop thuéc khdng HER2
trén bénh nhdn ung thw v HER2 duong tinh tai Bénh vién Trung wong Hué. B6i twong va phuong phdp
nghién ctru: M6 té cdt ngang. Héi ctru ho so bénh dn va phdng vén truc tiép 51 bénh nhén. Két qua: C6
17.6% bénh nhdn giadm bach céu da nhén trung tinh & mure d6 1 va 2. C6 2.0% s6t do gidm bach cGu. Khodng
45% bénh nhdn cé gidm huyét sdc té, 3.9% gidm & mirc 06 3. C6 15.7% bénh nhén gidm tiéu cdu & mire d6 1.
Khéng cé bénh nhén nao gidm chi sé creatinin va chi s6 phdn sudt téng mdu. Hon 90% bénh nhdn cadm théy
khéng khde, 88% lo Idng vé strc khde. Két luén: Phdc dé hda tri két hop thubc khdng HER2 c6 déc tinh thap
trén chi sé huyét hoc va chirc ndng gan, chwa ghi nhén cé déc tinh trén chire néing thén va tim mach. Héu

hét bénh nhén déu cém thdy thétrang khéng khde va lo Idng vé strc khde ban thén.

Tirkhéa: HER2 duong tinh, khdng HER2, tdc dung khéng mong muén, ung thu vi

1. DAT VAN DE

Ungthwvua (UTV)la can bénh ungthuthuong gap
nhat va la nguyén nhan hang dau gay t vong do
ung thu & phu nit trén thé gidi cling nhu & Viét
Nam. Theo Globocan, UTV |3 loai ung thu cé sé
lvgng ca mac nhidu th haitrén thé gidi, wéctinh
cé hon 2.3 triéu ca mac mdiva hon 666,000 ca tir
vong do UTV trong nam 2022 [1]. Tai Viét Nam,
UTV ciling la loai ung thu phd bi€n nhat v&i hon
24,500 camac méivahon 10,000 catirvong[1].

Trong s6 cac loai UTV, nhém UTV ¢6 thuy thé ting
trwdng biéu bi nguwdi 2 (Human epidermal
growth factor receptor 2-HER2) duong tinh,
chiémtlr15-20%sd ca UTV, dugcxem mdttrong
s6 cac phan nhdm nguy co (d6 ac tinh) cao va c6
tién lvong xau nhat [2]. Tuy nhién, viécra d&i cac
thudc khang HER2 nhu trastuzumab, lapatinib,
pertuzumab, trastuzumab emtansine, ... da tao
mét ddu mdc quan trong trong diéu tri UTV, cai
thiénrdréthiéuquadiéutrivdiviécgidamdangké
nguy co tai phat, nguy co tlr vong, cai thién thoi
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gian séng cho nhém bénh nhan ung thu vu cé
HER2 duong tinh [3]. Do d6, cdc phac d6 két hop
thudc khang HER2 duoc khuyén céo la cac phéc
do diéu tri chuadn cho bénh nhan UTV cé HER2
dwong tinh, theo cac huwdng dan diéu tri cia
nhiéuqudcgiatrénthégidi,trongddcodViét Nam
[4]. B&n canh hiéu qua diéu tri, cdc thudc diéu tri
dichkhdng HER2 cling dwgcbiét dénvdicicphan
rng c6 hai nhw cac bién cé tim mach, tiéu chay,
phatban...[5]. Cho dén nay, cicnghién clru vé tic
dung khéng mong muén cla cac phac d6 hoa tri
két hop thudc khang HER2 trén céac bénh nhan
UTV c6 HER2 duong tinh van con han ché & Viét
Nam. Vi vay, nham gép phan cung cap dit liéu vé
do6 antoan cta cac thuéc khang HER2 trong diéu
tri UTV ¢é HER2 duong tinh, nghién clru “Tac
dung khéng mong muén cla phac d6 hda tri két
hop thudc khang HER2 trén bénh nhéan ung thw
VUHER2 duongtinh dugcthuchiénvdimuctiéu:
Khdo sat mét sé tac dung khéng mong mudn trén
bénhnhan UTV cé HER2 duongtinh dugc diéutri
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v@iphac dé hdatri két hop thuéc khang HER2 tai
BénhviénTrungwong Hué.

2.D01 TUQNG VA PHUO'NG PHAP NGHIEN CU'U

2.1. Dditwong nghién ciru

Bénh nhan duoc chan doan UTV c6 HER2 duong tinh,

diéu tri hoa tri va thuéc khang HER2 (trastuzumab két

hop hodc khéng pertuzumab), thda man tiéu chuan

lwa chon va loai trlr, dwoc lya chon dé dua vao

nghién ctru.

-Tiéuchuanlvachon:

+Bénh nhan nit, tir 18 tuditrd 1én, dwgcchan doan
chinh macungthu v, ma bénh C50.

+ C6 xét nghiém chan dodn HER2 duwong tinh (bao
gdm: cé két qud héa md mién dich HER2 +++ hodc
c6 k&t qua HER2++ k&t hop FISH+).

+ C6 it nhat 1 dot diéu tri bang hda tri két hop
trastuzumab tinh dén thoi diém phdng van.

-Tiéuchuan loaitru:

+Bénh nhan mang thai.

+ Bénh nhan dang mac cung 1 loai ung thu khac
trong thoi gian khao sat.

+Bénh nhan khéng dongy tham gia phongvan.

2.2.Phuongphapnghiénciru
2.2.1. Thiét ké nghién ciru
Nghién ctru m6 t4 cat ngang.

2.2.2. €& mdu nghién ciu

Ap dung cong thirc tinh ¢ mau cho mottylé [6]:
Zi_ap(1—p)

ST

Trong do:

+n: C&mau tdithiéu;

Z1-a/2: Gid tri tlr phan b6 chuan, duoc tinh dya

trén mircy nghia thdng ké. Z1-a/2 = 1.96 v&i mircy

nghia théng ké 5%.

+ p: Ty |& xuat hién 1 tdc dung khdng mong muédn

tlr 1 nghién ctru trudce. Lua chon ty 18 ha bach cau

trung tinh cda phac d6 hoa tri két hop trastuzumab

va pertuzumabnam 20211a15%[7].

+d:Dd chinh xdcmong muén. Lwvachond=0.1

Thay vao cdng thirc, tinh dwoc ¢ mau téi thiéu du
kiénla:n=49 (bénh nhan).

Dwa trén cdac tiéu chuan lya chon va loai trir, cé
téng cdng 51 bénh nhan UTV c6 HER2 duong tinh
diéu tri phac d6 két hop hoda tri va trastuzumab

ISSN: 2615 - 9686

dugcduavao nghién clru.

2.2.3. Phwo'ng phdp chon méu

V&i phwong thire 18y mau thuan tién, tién hanh
thu thap dit liéu cha tat ca cdc bénh nhan UTV ¢6
HER2 dwong tinh nhap vién diéu tri tai Trung tdm
Ung budu - Bénh vién Trung vong Hué trong thoi
gian nghién ctru, tir thang 10/2022 dén thang
8/2023.

2.2.4. Phwong phdp thu thép sé liéu

Tham khao viéc khdo sat doc tinh cta cdc phac d6
theo cac nghién clru tai Bénh vién K nam 2021 -
2023 [6 - 8] va cac tac dung phu theo mo6t nghién
ctru tai Bénh vién Trung wong Hué ndm 2020 [9],
cac tac dung khdng mong muén ctia phac d6 héa
tri két hop thuéc khdng HER2 khao sat trong dé tai
baogdm 2 nhémsau:

+ Céc tac dung |én hé huyét hoc, chirc nang gan,
than, tim mach théng qua céc chi s6 can 1am
sangtuwongung.

+ Céc tac dung khong mong muén anh huwdng lén
chat lvgng cudc séng cta bénh nhan UTV theo
bd cidu héi EORTC QLQ BR23 phién ban tiéng
Viét. Pay la bd ciu hdi chuyén biét vé danh gia
chat lvong cudc sdng ciia bénh nhan UTV, trong
dd cacciu hoivé cactic dung bat loitlr phuwong
phép diéu tri hé théng (diéu tri toan than), cac
triéuchirng & canhtayva dvia[10].

Dwa trén cdc ndi dung nghién cttu, cac dir liéu

duocthuthaptheohaiphuongphap:

+ H6i clru hd so bénh an cha cac dot diéu tri (cac
dot héa tri két thudc khang HER2 hodc cac dot
thu6c khdng HER2 don tri) cla bénh nhan, dé
thu thap dir liéu vé dic diém bénh nhan va cac
tac dung lén hé huyét hoc, chirc ndng gan, than,
tim mach.

+ Phong van truc ti€p bénh nhan trong cac dot
héatri két hgp thuéc khdng HER2 hodc cac dot
thu6c khang HER2 don tri bang bo cau hoi
EORTC QLQ BR23 phién ban tiéng Viét, dé thu
thap cactacdungkhdéngmong muéntrongqua
trinh diéutrihéthong. Daylamétbangcau hoi
vé chat lvgng séng cla T6 chirc nghién clru va
diéu tri ung thu chau Au (The European
Organization for Research and Treatment of
Cancer - EORTC) va nhém nghién clru da duoc
T6 chirc EORTC cho phép s dung bd ciu hoi
naytrong détai.
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2.2.5. Cdc chisé nghién ciru

Cacchisé khdo sat cha nghién ctru bao gom:

+ Dac diém bénh nhan: Ho tén, tudi, chan doan
bénh (m3 bénh), giai doan bénh, thdi gian chan
doan mac UTV lan dau, k&t qud héa mé mién
dich, phac d6 diéu tri, cac thubc sir dung trong
thoigian khao sat.

+ K&t qua xét nghiém tong phan tich t€ bao mau
ngoai vi: Chi s6 bach cau, bach cdu da nhan trung
tinh, hemoglobin va tiéu cau.

+ K&t qua xét nghiém sinh héa mau: Chi sé SGOT,
SGPT (chirc ndng gan), creatinin (chtrc nang than).

+ K&t qua siéu am tim: Chi sd chirc ndng that trai EF
(Ejection Fraction-Phan suat téng mau).

+ Céc tadc dung khéng mong muén theo bé cong
cu EORTC QLQ BR23 phién ban tiéng Viét ma
bénh nhan gdp phaitrongthoigian diéutri, bao
gébm3nhém:

- Cac tac dung cé hai trong qua trinh diéu tri hé
théng: Khé miéng; Vi khdc thudng khi dn udng;
Pau, kich thich hay chdy nwdc mat; Rung toc;
Budn vi rung tdc; Cam thay khéng khoe (cdm thay
dm, bénh), Béc hda trong ngudi; Dau dau va lo
lang vé strc khde ban than.

- Cac triéu chirng & canh tay: Dau & canh tay hodc
vai; Sung canh tay hoac ban tay; Khé khan khi

- Cac triéu chirng & v bao gdm: Pau & vung vu bi
anh hudng; Bi swng & vung vu bi anh hudng;
Vung vu bi dnh hudng rat nhay cdm; Cé van dé
vé da & vung vu bi dnh huwdng (ngtra, kho da,
bongda...).

2.2.6. Phworng phdp xtr ly va phén tich sé liéu
S8 liéu dwoc nhap va xr ly bang phan mém SPSS
(Statistical Package for Social Sciences) 26.0.

Céc bién s6 dinh tinh dwoc mo ta bang tan s6 (n) va
ty 18 (%). Bién s6 dinh lwgng dwgc md ta bang gid tri
trung binh va dé1éch chuan.

Cac tac dung khéng mong mudn trén két qua xét
nghiém mau, siéu am tim duoc phan loai cdc mirc
dé theo thang phan loai cla Vién Ung thu Quéc gia
Hoa Ky CTCAE 5.0 (Common Terminology Criteria for
Adverse Events- Hé théng thuat ngit bién c6 bat lgi
chudn hod théng dung), quy dinh tai Quyét dinh
29/2022/QP-BYT ngay 05/01/2022 vé viéc ban hanh
huwéng dan gidm sat phan ng cé hai cla thudc
(ADR) tai cac co s& kham bénh, chira bénh.

2.2.7.Dbao dirc trong nghién ciru

Nghién ctru d3 duoc sy chap thudn cla Hoi déng
Dao dirc Y sinh hoc cla Truwong Pai hoc Y - Duor,
Dai hoc Hué theo Quyét dinh sé H2022/495 ngay
20/09/2022 va nghién ctru da duwoc su cho phép
thuc hién cta Ban Gidm déc Bénh vién Trung wong

nangcanhtay hoac duasangbén. Hué-noithuthapdirliéu.

3. KET QUA i
3.1. Pic diém cta bénh nhan trong mau nghién ciru

Bang 1. Pic diém cla déi twong bénh nhan nghién ctru (n = 51)

Pac diém S6 lwong BN (n) Ty 1é (%)
<40 4 7.8
40 -49 12 235
Tudi 50-59 21 41.2
> 60 14 27.5
TB (SD) 53.7+£9.9

GTNN - GTLN 28 -75
| 4 7.8
.. Il 27 52.9
Giai doan UTV m 5 9.8
\Y) 15 29.4
<12 29 56.9
Thoi gian méc ung thu vi 12-36 16 31.4
(thang) > 36 6 11.8

GTNN - GTLN 1-41
N _— Cé 15 29.4
Tinh trang di can Khong 36 206
N . Cé 9 17.6
Bénh kem Khong 42 82.4
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Pic diém S6 lwgng BN (n) Ty 1é (%)
Sinh con Co6 sinh con 48 94.1
Khéng sinh con 3 5.9
Pa man kinh 34 66.7
Tinh t an kinh
i trang man kin Chua man kinh 17 333
. , Am tinh 31 60.8
Thu thé ndi tié

u the noi tiet Duong tinh 20 39.2
Loai thudc s dung tai dot didu Hoa c;\at : trastu;)umab 33 64.7

i kh3a o4 rastuzuma
trj khao sat (c6/khbng thudc ndi tiét) 18 353

Ghi chu: TB: Trung binh, SD: B léch chudn, GTNN: Gid tri nhé nhét, GTLN: Gid trj I&n nhét.

Nhén xét: Trong 51 bénh nhan khdo sat, bénh
nhan duocchan dodn & giaidoanllichiémtylécao
nhat 52.9%, ti€p dén la giai doan IV (di can)
(29.4%) va thap nhat |a giai doan | (7.8%). Hon
50% bénh nhan cé thoi gian mac bénh dudi 12
thang. Phan I&n bénh nhan khong cé bénh kém.
Hau hét bénh nhan d3 tirng sinh con va khoang

3.2. Tac dung khéng mong muén trén hé huyét hoc

2/3 bénh nhan d3 man kinh. V& tinh trang thu thé
nditiét, hon 60% bénh nhan cé thu thé nditiét am
tinh. Trong cac dot diéu tri khao sat tac dung
khéng mong muén ctabénh nhan, cé khoang 65%
bénh nhan diéu tri bdng hdéa chat két hop
trastuzmab, con 35% bénh nhan diéu trj bang
trastuzmab c6é hodc khéng kém thuéc nditiét.

Bang 2. Cic tac dung khéng mong muén trén hé huyét hoc (n = 51)

Mirc dd Po 1 Do 2 Do 3 Do 4 Téng
Tac dung n (%) n (%) n (%) n (%) n (%)
Giam bach cau 6(11.8) 3(5.8) 0 0 9(17.6)
Gidm bach cdu da nhan trung tinh 7 (13.7) 2 (3.9) 0 0 9(17.6)
Sot do giam bach cau 0 0 1(2.0) 0 1(2.0)
Giam huyét sac t6 18 (35.3) 3(5.9) 2(3.9) 0 23 (45.1)
Gidm tiéu cau 8(15.7) 0 0 0 8(15.7)
Ghi chu: n: s6 lwgng bénh nhdn.
3.3. Tac dung khéng mong mudn trén chirc nang gan, than va tim mach
Bang 3. Cac tadc dung khéng mong muén trén chirc nang gan, than va tim mach (n = 51)
Murc do Po 1 Do 2 o3 Do 4 Tong
Tac dung n (%) n (%) n (%) n (%) n (%)
Tang SGOT 19 (37.3) 1(2.0) 0 0 20(39.2)
Tang SGPT 17 (33.3) 1(2.0) 0 0 18 (35.3)
Giam Creatinin 0 0 0 0 0
Gidm chi sé EF 0 0 0 0 0

Nhan xét: Hau hét cac tac dung khéng mong
muén trén hé huyéthocd mircddé 1va 2 (mecdd
nhe va trung binh) theo phan loai CTCAE. Trong
d6, tac dung gidm huyét sdc t& cé s6 bénh nhan
gap nhiéu nhat (45%) va c6 2 bénh nhan (3.9%)
gapdmuircdd 3. Tylé bénhnhangidmbach cauva

giam bach cau da nhan trung tinh la nhuw nhau
(17.6%), va hau hét cac trwong hop & mirc do 1.
Kétquaghinhancé 1trudnghop (2.0%) bisét do
giam bach cau trong thoi gian khao sat. Khoang
15.7% bénh nhan bj giam tiéu cau va tatca déu &
mucdo 1.

3.4. Cac tac dung khdng mong muén tir diéu tri hé thdng theo bd cdng cu EORTC QLQ BR23
Bang 4. Cic tadc dung khéng mong muén tir diéu tri hé théng theo bd céng cu EORTC QLQ BR23 (n =51)

Mirc do Khéng cé it Nhiéu Rat nhiéu n ;o»:‘r?éu
Triéu chirng n (%) n (%) n (%) n (%) chirng (%)
Kh6é miéng 14 (27.5) 29 (56.9) 7 (13.7) 1(2.0) 37 (72.5)
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Mirc do Khéng c6 it Nhiéu Rat nhiéu n ;36'?r?éu
Triéu chirng n (%) n (%) n (%) n (%) chirng (%)
Vi khac thudng khi &n udng 17 (33.3) 26 (51.0) 8(15.7) 0(0.0) 34 (66.7)
Pau, kich thich hay chdy nuécmat| 23 (45.1) 19 (37.3) 8 (15.7) 1(2.0) 28 (54.9)
Rung tdc 9(17.6) 19 (37.3) 13 (25.5) 10 (19.6) 42 (82.4)
Budn vi rung toc* 6 (14.3) 23 (54.7) 11 (26.2) 2(4.8) 42 (100.0)
Camthdykhongkhde (8m, bénh)| 5 (9.8) 28 (54.9) | 18(35.3) 0(0.0) 46 (90.2)
B&c hda trong ngudi 10 (19.6) 23 (45.1) 14 (27.5) 4(7.8) 41 (80.4)
Pau dau 16 (31.4) 27 (52.9) 4 (7.8) 4(7.8) 35 (68.6)
Lo I3ng vé strc khde 6(11.8) 11 (21.6) 19 (37.3) 15 (29.4) 45 (88.2)

Ghi chu: *: Ty 1é % dwoc tinh trén s6 bénh nhén trd 10 ¢6 rung toc (n = 42)

Nhan xét: Hau hét cdc bénh nhan déu gdp phai
cactdcdungkhéng mong mudntir diéutritoan
thantheobd caduho6iBR23 (tr54.9% dén90.2%
s& bénh nhan). Co dén 90% s6é bénh nhan cam
thay khéng khoe (cdmthay nhu bidm, bénh)va
trong d6, c6 35% bénh nhan cam thay khéng
duoc khde & mirc dd “nhiéu”. Bén canh d4, co
dé&n 88% bénh nhan lo I1dng vé sirc khde ban

than, trong d6 mrc do lo 1ang nhiéu gap 37%
bénh nhan va mic d6 lo Iang rat nhidu gdp &
29%.Triéuchingdau, kich thich hay chay nwdc
mat cé ty 1& bénh nhan xuat hién thap nhat
(54.9%). Phan |&n cdc bénh nhan bi rung téc
déucdmthiy bubnvidiéunay (86%), trong do,
37% cacbénhnhannay cdmthdybubnnhiéuva
ratnhiéu.

3.5. Triéu chirng & canh tay theo bd cdng cu EORTC QLQ BR23
Bang 5. Cac triéu chirng & canh tay theo b6 cong cu EORTC QLQ BR23 (n = 51)

Mirc 49 Khéng cé it Nhiéu R4t nhiéu n c'l'éo:lr?éu
Triéu chirng n (%) n (%) n (%) n (%) chirng (%)
Dau & canh tay hodc vai 15 (29.4) 27 (52.9) 7 (13.7) 2(3.9) 36 (70.6)
Sung canh tay hodc ban tay 35 (68.6) 14 (27.5) 2(3.9) 0(0.0) 16 (31.4)
Khé khan khi nang canh tay
hodc dua sang bén 27 (52.9) 18 (35.3) 4(7.8) 2(3.9) 24 (47.1)

Nhan xét: Doi véi cac triéu chirng & canh tay, cé hon
70% bénh nhan bi dau & canh tay hoac & vai, 47%
bénh nhan gap khé khan khi nang canh tay hoac

dua sang bén, va khoang 31% bénh nhan bi swng
canh tay hodc ban tay. Tuy nhién, hau hét cac triéu
chirng gap phai déu & mirc dé nhe (mdrc do “it”).

3.6. Triéu chirng & vi theo bd cong cu EORTC QLQ BR23
Bang 6. Cac triéu chirng & vi theo bd cong cu EORTC QLQ BR23 (n =51)

MUcde | khong co it Nhigu | Rétnhigu |  TO&.
Triéu chirng n (%) n (%) n (%) n (%) chirng (%)
Dau & vung vu bi anh hudng 34 (66.7) | 13(25.5) | 4(7.8) 0(0.0) 17 (33.3)
Bi swng & vung vu bi anh hudng 42 (82.4) 9(17.6) 0(0.0) 0(0.0) 9(17.6)
VUng vu bi anh hudng rat nhay cam 39 (76.5) 9(17.6) 2 (3.9) 1(2.0) 12 (23.5)
ﬁa(‘j’ﬁg &%‘L,’ri'dfh% ‘é‘;"‘%gr‘jgbégfg 34 (66.7) | 13(25.5) | 3(5.9) 1(2.0) 17 (33.3)

Nhéan xét: Doi v&i cac triéu chirng & v, triéu chirng
ph& bién nhat |a dau va cé van dé vé da & vung vu bi
anh huéng, vadi cung ty 1& 33.3% bénh nhan gap
phdi. Tiép theo 1a triéu ching vung vu bi anh
huéng rat nhay cdm (23.5%) va bi swng & vung vu bi
anh huwdng (17.6%). Tuy nhién, hau hét cac truong
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hop déu xuat hién & mircdé nhe.

4.BAN LUAN

4.1.Dic diém cla ddi twong nghién ctru

D0 tudi trung binh ctia bénh nhan UTV trong mau
nghién ctru 13 53.7 £ 9.9 tudi, twong dwong vdi tudi
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trung binh cGa 338 bénh nhan UTV ¢4 HER2 duong
tinh tai 6 bénh vién tai Viét Nam theo nghién ctru
cla T6 Hué Nghi va cong sy nam 2021 (53.87) [11].
Bénh nhan & nhém 50 - 59 tudi chiém ty |é cao
nhat, tvong tu vdi két qua cta nghién clru cdia Tran
Van Diling va cong su trén 80 bénh nhan UTV cé
HER2 dwong tinh tai Bénh vién Kndm 2020 [12]. Vé
giai doan bénh, ty |& chdn dodn & giai doan Il trong
nghién ctu cla chdng t6i kha twong dong vdi
nghién ctru cda Tran Van Diing va cong su (52.9%
va 55%) [12]. Tuy nhién, ty |& bénh nhan d3 di can
(giai doan IV) trong nghién ctru clia ching téi la gan
30%, cao hon so véi ty |& nay & nghién ctru cta Tran
Van Diing va cOng su (7.5%) [12]. Su khac biét nay
c6 thé la do su khac biét vé chon mau nghién ctu.
Mot diém dang luu y 13 hon 60% bénh nhan trong
mau nghién ctru cé thu thé ndi tiét am tinh. UTV c6
thu thé ndi ti€t m tinh (ER va PR 4m tinh) thudng
c6 nguy co téi phat cao hon va cé tién lwong xau
hon so véi tinh trang thu thé ndi tiét duong tinh
(ERhoacPRduongtinh)[13].

4.2. Cac tac dung khéng mong muén Ién hé huyét
hoc, chirc nang gan, thanvatimmach

Vé cac tac dung khdng mong muén trén hé huyét
hoc, cac dnh hudng cla phac d6 hda tri két hop
thuéc khdng HER2 Ién céc chi s& bach cau, huyét
sactd va tiéu cau xuat hién vaity 1é bénh nhan thap
va chd yéu & mirc d6 nhe va trung binh (mirc d6 1
va 2). Cac két qua nay cling twong déng vdi céc
nghién ctu khic vé phac dé hoda tri két hop
trastuzumab (cé hoac khong pertuzumab) trong
diéu tri tan bé tro, bd tro va di can tai Viét Nam.
Theo nghién ciru cda Phung Thi Huyén trén 20
bénh nhan diéu trj tan bd tro véi phdc d6 hda chat
két hop trastuzumab va pertuzumab, ty 1é gidm
bach cau trung tinh mrc d6 3, 4 13 15% va chicd 1
truedng hop gidm bach cau cé sét (5%) [7]. Méat
khdac, theo mot nghién cttu ciia Nguyén Thj Hoa va
cdng su trén 51 bénh nhan diéu tri bé tro véi phac
dd docetacel-carboplatin-trastuzumab tai Bénh
vién K, ty 1& gidm bach cdu trung tinh 13 43.1%,
trong dé mirc d6 3 - 4 chiém 17.6%; ty |é gidm bach
cau co6 sét chiém 11.8%, va khéng cé truong hop
nao thiéu mau hodc ha tiéu cau d6 3 - 4 [8]. Theo
mot nghién ctu cha Lé Thanh Dlrc va cdng sy vé
phac d6 docetaxel két hgp trastuzumab trong diéu
tri buwdc 1 véi 56 bénh nhan UTV tai phat, di can,
déc tinh cla phac d6 xuat hién vai ty 1& thap, chd
yéu la dd 1 -2 (ty 1&é bénh nhan gidm bach cau hat
trungtinh dd 1va2lanlwotla30.3%va 21.4%,ty lé
bénh nhan thi€u mau (gidm huyét sac t6) d6 3-4 1a
5.4%, va khéng c6 bénh nhan nao giam tiéu cau do
3-4)[14]. Theo két qua cla tdng quan hé théng vdi
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2,367 bénh nhan s&r dung trastuzumab, chi c 6.8%
bénh nhan ha bach cau trungtinh, 3.7% bénh nhan
thi€u mdu va 2.6% bénh nhan bigidm tiéu cau [5].

Vé tdc dung khéng mong mudn trén chirc ndng gan
than, c6 khoang 35% - 40% bénh nhan co su tang
men gan nhung déu & mirc dd nhe va khéng cé
bénh nhan nao bi giam chirc nang than trong thoi
gian kh3o sat. K&t qua nay ciling tuwong ty véi két
qua cac nghién clru khac tai Bénh vién K. Nghién
clru clia Nguyén ThiHoa va cdng su cho thay khéng
c6 bénh nhan nao suy than, 1 bénh nhan bi suy gan
dd 3 (2%) trén nén viém gan B [8]. Nghién ctru cla
Phung Thi Huyén va céng su cling khdng ghi nhan
trwdng hop nao ha tiéu cau, ting men gan va ting
creatinin mirc do 3 -4 [7]. Con theo nghién clru cla
Lé Thanh Dircva cdng su trén ddi twong bénh nhan
tai phat, di can, phac d6 docetaxel két hop
trastuzumab diéu tri bwdc 1 chilam tdng men gan
va creatinin @ mic d6 1 va 2 (37.9% bénh nhén
tangmengan mircd6 1-2va7.7% bénh nhan tang
creatinin mdrc do 1) [14]. Theo két qua cta nghién
ctru tdng quan hé thdng, chi c6 0.1% bénh nhan
tang SGPT, va khong cé bénh nhan nao bi tang
SGOT khi st dung trastuzumab [5].

Tac dung trén tim mach la mét déc tinh dwoc quan
tdm & bénh nhan dugc diéu tri véi thudc khang
HER2 (trastuzumab) vi day [a ddc tinh ddng k& nhat
cta thudc trastuzumab dugc bdo cdo trong cac
nghién clru trudc day. Trong nghién ctru cta ching
tdi thi chwa ghi bénh nhan nao cé chi sé EF thap
hon gid tri 50% trong thoi gian khao sat. Twong ty,
nghién ctu cta Phung Thi Huyén cling khéng ghi
nhan trudng hop xuat hién cac bién cé lién quan
dén tim mach phai tri hoan hodc ngirng diéu tri [7].
D3i v&i nghién ctru clia Nguyén Thi Hoa thi chi ghi
nhan 1 bénh nhan bi gidm EF > 16% tai thoi diém 6
thang (2%) [8]. M6t nghién ctru khac cdia Phung Thi
Huyén v&i phac d6 AC-TH diéu tri b6 tro cling ghi
nhan khéng cé bénh nhan nao phai dirng diéu tri
trastuzumab do doc tinh tim mach, 1 bénh nhan
suy tim dd Il c6 héi phuc chiém 1.6% [15]. Trong
nghién clru cha Lé Thanh Dlc va cdng su trong
diéu tri tai phat, di can, khéng c6 bénh nhan xuat
hién gidm phan s6 téng mau that trai tr 10% tr&
|&n so vai trude diéu triva khdng cé bénh nhdn nao
xuat hién suy tim [14]. Con theo két qua cla téng
quan hé théng, khoang 4.5% bénh nhan cé giam
phan suit tdng mau va 2.7% bénh nhan bj suy tim
khislrdung trastuzumab [5].

Bén canh céc chi s6 vé 1am sang va thoi gian séng
thém cta bénh nhan, chat lvgng cudc séng la mét
yéu t6 dau ra quan trong, ngay cang dugc quan
tdm dé danh gid hiéu qua cda cac liéu phép diéu tri
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ung thu. Trong sé cac bd cong cu danh gid chat
lwong cudc séng, bd céng cu EORTC QLQ BR23 la
tap hop cac cau hoi dac trung cho bénh nhan UTV.
Do d6, ching tdi luva chon cdc cdu hdi vé triéu
chirng tir bo cong cu nay nham khao sat cac tac
dung khéng mong muén lién quan dén chat lwong
song cla bénh nhan dang trong qua trinh diéu tri
hé théng. Két qua khao sét cho thay, phan ldn cac
bénh nhan déu gap phai céc tac dung bat loi theo
b6 céng cu BR23 mac du & mirc d6 khéng nghiém
trong. Mét s6 triéu chirng thwong gap nhat cé thé
k& dén nhu: Tinh trang thé trang cdm thay khong
duockhde (90%), lo 1dng vé strc khde (88%). Twong
ty, k&t qua cta nghién clru trén bénh nhan UTV
diéu tri hda tri bd tro tai Bénh vién Trung wong Hué
nam 2020 ciing chi ra rang 80% bénh nhan ciing
cdm thay khong khoe va 98% bénh nhan lo Iang cho
strc khoe (trong d6 ¢4 50.8% bénh nhan lo |ang rat
nhiéu) [9]. Tinh trang nay cho thdy sy can thiét cla
viéc ting cudng hd tro bénh nhan nang cao thé
trang (nhu tu van ché dd an uéng sinh hoat phu
hop) cling nhu cai thién van dé tdm ly cda bénh
nhan trong diéu tri. T d6, cé thé nang cao duoc
chatlugng séng clia bénh nhan.

Bén canh cac tac dung toan than, cac bénh nhan
trong mau nghién ctu cling thudng gip cac van dé
& canh tay va vung vi bi dnh hwdng, chang han nhw
bi dau & canh tay va vai (70%), khé khan khi di
chuyén canh tay (gan 50%). Nhirng triéu chirng nay
c6 thé gy nén sy kho chiu trong cudc séng hang
ngay cla ngudi bénh va can cé su hudng dan, hd
tro cho bénh nhan vé phuc héi chirc ndng trong
quatrinh diéu tri.

4.3. Uu diémva han ché cua dé tai

V&i c& mau 51 bénh nhan UTV ¢é HER2 duwong tinh
dang diéu tri v&i phac d6 hda tri két hop thudc
khang HER2, nghién clru clia chidng t6i da khao sat
duoc moét s6 tac dung khdng mong mudn clia phac
d6 dwa trén cac chi s6 can |dm sang va céc triéu
chirng lién quan trong bd céng cu danh gid chat
lwgng cudc song cta bénh nhan UTV. Cac két qua

nay gép phanvao ditliéu vé dé an toan ctia phac dé
nghién ctru, cling nhu viéc hiéu rd vé cac van dé vé
thé chat, tinh than cla bénh nhan s& tao co sé cho
béc s 1dm sang c6 ké hoach diéu trj va tw van day
du, hop ly cho bénh nhan truéc, trong va sau qua
trinh diéu tri.

Tuy nhién, nghién ctru cha chidng t6i cling con moét
s6 han ché. Thir nhat, véity [ 15 - 20% bénh nhan
UTV c6 HER2 duong tinh, trong thoi gian nghién
ctru gan 1 ndm, c¢& mau nghién cru clia ching toi
van con han ché (51 bénh nhan). Th hai, do mo ta
cdt ngang theo cac dot diéu tri ciia bénh nhan nén
nghién ctru chua phan tich duoc cac tdc dung
khéng mong muén cho dd mot liéu trinh diéu tri
cla bénh nhan diéu tri & giai doan sém ciing nhw
thoi gian diéu tri lién tuc cta bénh nhan di can. Do
do, dé danh gid day di céc tac dung bat loi c6 thé
xay ra cho bénh nhan UTV trong qua trinh diéu tri
phac d6 hoda tri két hop thuéc khang HER2, can
thuc hién cdc nghién clru theo doéi trong th&i gian
daihon, ddliéu trinh diéu tri b tro hodc tan b6 tro
cla bénh nhan va khao sat theo tirng thoi diém
khdcnhautrong quatrinh diéu tri.

5. KET LUAN VA KIEN NGHI

Phac d6 hda tri két hop trastuzumab cé doc tinh
thap trén hé huyét hoc va chirc ndng gan, chua ghi
nhan cé doc tinh trén chirc nang than va tim mach
cho bénh nhan UTV c6 HER2 duong tinh. Hau hét
bénh nhan déu cam thay thé trang khong khoe, lo
lang, béc hda trong ngudi, gdp mot sb triéu chirng
& canh tay va vd. Do d6, can thyc hién cac chién
lwgc chdm séc ho tro hop ly cho bénh nhan trong
quatrinh diéutri.
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Nhdm nghién ctru trdn trong cdm on Ban Gidm déc
Bénh vién Trung wong Hué, cac bac s, diéu dudng
va bénh nhan tai Trung tdm Ung budu, can bd
phong luu trit hd so bénh an cda bénh vién da giup
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trinh thu thap dit liéu cha dé tai.
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Side effects of chemotherapy and anti-HER2 agent
regimen on HER2-positive breast cancer patients

Luu Nguyen Nguyet Tram and Dang Thi Thanh Luy
ABSTRACT
Background: Regimens of chemotherapy combined with anti-HER2 agents are recommended for breast
cancer patients with HER2-positive. Research on the side effects of these regimens has been limited in
Vietnam. Objectives: To investigate the side effects of the chemotherapy combined with anti-HER2 agent
regimens on HER2-positive breast cancer patients at Hue Central Hospital. Materials and method:
Descriptive cross-sectional study. Collecting data from medical records and face-to-face interviewing of 51
HER2-positive breast cancer patients. Results: About 17.6% of patients had neutropenia in grades 1 and 2.
About 2.0% had febrile neutropenia. About 45% of patients had hemoglobin reduction, among them, 3.9% in
grade 3. Nearly 15.7% of patients with grade 1 thrombocytopenia. There were no patients with creatinine
increase and ejection fraction decrease. More than 90% of patients felt ill or unwell and 88% worried about
their health. Conclusion: Regimens of chemotherapy combined with anti-HER2 agents had low toxicity on
hematopoietic systems and liver function, and no toxicity on kidney and cardiovascular function has been
recorded. Most patients felt unwell and got anxious about their health.
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