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Bio cao truwong hop bénh nhian dung timolol 0,5% diéu
tri viem quanh méng va dang u hat nhiém khuan trén
bénh nhan swr dung thuoc khang EGFR

A

case report on treating paronychia and pyogenic granuloma-like
lesion on a patient receiving epidermal growth factor receptor inhibitor

therapy with timolol 0.5%
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Tom tat

Tén thuong viém quanh moéng (paronychia) va tén thuang dang u hat nhiém khuan (pyogenic
granuloma-like lession) la mét trong nhiing tac dung khéng mong muén thudng gap dé nhan biét trong
khi diéu tri bang nhiing thuéc khang EGFR; nhimng doc tinh nay gy anh hudng dén chat lugng cudc
song clia ngudi bénh va anh hudng dén viéc tuan thl st dung cac thuéc khang dich. Ba cé nhiéu
phuong phap diéu tri dugc lua chon véi nhiing ty 1é thanh cong khac nhau. Trong s6 céac chién lugc diéu
tri gan day st dung corticoid muic d& manh dugc lua chon cho tén thuang viém quanh méng dé giam
cac yéu té viém tai ché. Tuy nhién, kiém soat tén thuong dang u hat nhiém khuan thudng phuc tap hon,
phuong phéap phau thuat, dung phenol hiéu qua khéng cao va c6 d6 xam lan nhat dinh. Gan day thuéc
béi tai ché Uc ché receptor B adrenergic da dugc st dung nhu mét lua chon thay thé dac biét hiéu qua
vGi nhitng bénh nhan ung thu khong thich hgp cho cac tha thuat xam lan. Chang toi bdo cdo trudng
hop lam sang bénh nhan st dung timolol maleate eye drop 0,5% béi 2 lan/ngay tai cac ton thuong viém
quanh méng va tén thuong dang u hat nhiém khuan trén bénh nhan st dung thuéc khang EGFR trong
diéu tri ung thu phdi khong té bao nhd. Bénh nhan phuc héi tét sau 8 tuan diéu tri va khéng ¢ tai phat
ton thuong sau 12 tuan.

Ttrkhéa: Thudc khang EGFR, viém quanh méng, u hat nhiém khuan, thudc boi tc ché beta adrenergic.

Summary

Paronychia and pyogenic granuloma-like lesions are among the most noticeably undesirable side
effects on patients treated with epidermal growth factor receptor inhibitor (EGFR). These badly affect the
patients’ quality of life as well as their compliance with targeted therapies. There have been a number of
treatments, with different chance of success, for this. Among the current strategies, high-potency topical
corticosteroids are a well-known treatment option, especially for paronychia, targeting the inflammatory
component of such lesions. However, managing pyogenic granuloma-like lesion is often more
complicated. Nail plate avulsion and phenol chemical matricectomy are not highly effective and display
some degree of invasiveness. Recently, topical B-blockers seem to be promising alternatives to treat
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patients with cancer who might be unsuitable candidates for an invasive procedure. This report centres
on a clinical case of a patient receiving anti-EGFR monoclonal antibody therapy for his non small cell
lung cancer and applying timolol 0.5% to his paronychia and pyogenic granuloma-like lesions twice a
day. The patient recovered well after 8 weeks of treatment and there was no recurrence of lesions after

12 weeks.

Keywords: Epidermal growth factor, paronychia adverse event, pyogenic granuloma, topical beta-blockers.

1.Pat van dé

EGFR (Epidermal Growth Factor Receptor - thu
thé véi yéu t6 tang trudng biéu bi, tén goi khac:
ErbB-1 hay HER1 & ngudi) la 1 thanh vién cla gia
dinh cac thu thé yéu té tang trudng biéu bi (EGF
family) gém 4 loai thu thé Tyrosine Kinases da dugc
biét dén hién nay: HER1 (EGFR - ErbB-1), HER2/neu
(ErbB-2), HER3 va HER4 [2]. Thu thé nay dugc biéu
16 trén bé mat clia nhiéu loai té bao biéu mo va ¢
vai trd quan trong trong cd ché bénh sinh cla
nhiéu loai ung thu. Thuéc khang EGFR thuéc nhém
thu6c diéu tri dich (targeted therapies) dugc chap
nhan cho diéu tri mot s6 khéi u ac tinh nhu ung thu
phdi khéng té bao nhd. Hién nay, liéu phap nhdm
dich EGFR trong diéu tri ung thu ¢6 2 nhém. Nhom
cac khang thé don dong: C6 &i luc manh vai vi tri
gan phdi t & phan ngoai bao EGFR dan dén canh
tranh véi cac yéu t6 tang trudng, ngan can ching
gan va hoat hoa EGFR. Thuéc dién hinh nhém nay
gom: Cetuximab, panitumumab, nimotuzumab.
Nhom cac thudc tc ché EGFR tyrosine kinase (EGFR
TKls): Cac phan t&r nhé EGFR TKls gan vao vi tri dac
hiéu tai vung ndéi bao (hoat tinh tyrosine kinase)
cla EGFR. Nhém nay gom 3 thé hé: Thé hé
1 (Erlotinib, gefitinib); thé hé 2 (Afatinib,
dacomitinib), thé hé 3 Osimertinib.

Nhiing tac dung phu trén da va phan phu cta
da khi str dung thuéc diéu tri dich rat thudng gap trén
ca 2 nhém khang thé don dong va nhém tc ché EGFR
TKls; ddac biét nhém tc ché EGFR TKIs chiém 45-100%
[2]. Cac biéu hién trén da gébm: Phét ban san mun mu
dang tring ca hay gdp nhat (60-94%), kho da (4-38%),
ngda (16-60%), phdn Ung tang nhay cdm da (2-3%),
viém quanh moéng c6 thé két hgp véi tén thuong dang
u hat quanh moéng (10-15%), viém niém mac miéng (2-
36%), téc khd mong dé gay [2]... Tén thuong dac biét
trén méng thudng sau dung thudc tir 4-8 tuan, vi tri tn

thuong c6 thé déng thdi moéng tay va moéng chan
nhung thudng gap nhat la tén thuong quanh mong
ngon chan [3]. Giai doan sém clia méng la ban méng
cham phét trién, sung dd, phu né cac bd bén hoic bd
tu do mong, c6 thé kém theo hodc don doc tang sinh
mod hat dang u hat nhiém khuan trén mét sé bénh
nhan véi biéu hién khéi u & canh méng mau do, bong,
hinh tron hodc hinh bau duc, bé mat thuang tén giéng
qua dau hodc miéng thit song dugc cat nho [3]. Bénh
nhan thudng dau nhtic nhiéu, tai chd cac ton thuong
dang u hat nhiém khuan thudng loét va chdy mau khé
kiém soat va tai dién [2]. Tén thuong anh huéng nhiéu
dén hoat dong hang ngay clia ngudi bénh, viéc giam
liéu tham chi ngling diéu tri c6 thé can can nhac véi
nhiing trudng hgp nang do vay cé thé anh hudng dén
hiéu qua diéu tri. Gan day cac chién lugc dé kiém soét
cac tac dung phu trén moéng con thiéu, co ban déu dua
trén kinh nghiém lam sang clia bac si hodc dua theo
cac nghién ctu thi nghiém [3]. Diéu tri viém quanh
mong thuong st dung: Khang sinh béi hodc uéng
thuong uu tién khang sinh nhay cdm véi Staphylococcus
aureus,  Streptococcus  pyogenes  (Dicloxacicllin,
cephalexin), bdi corticoid muc dé manh (theo phan do
muic do corticoid ctia chau Au), khang sinh chéng nam
néu co6 boi nhiém nam, chich rach dan luu mu véi
trudng hgp viém quanh méng cé tao § abces [5]. Cac
phuong phap diéu tri c6 thé dp dung vdi tén thuong U
hat nhiém khuan: Phau thuat (cit b, nao tén thuong
bang curret, laser, Cryotherapy) thudng ap dung Vdi
tén thuong I6n; tiém xo bang ethanolamine oleate
hoac polidocanol tuy nhién dé gay hoai tit da; mot s6
loai thu6c bodi nhu bac nitrate, phenol, imiquimod
thudng dung cho u hat nhiém khuan kich thuéc nhé
(thudng quanh mong tay) dé gdy kich Ung, néng
bong, hoai tir da [5]. Gan day thudc boi chen beta giao
cdm nhu propranolol va timolol da dugc si dung nhu
mot phuong phép diéu tri khéng xam nhap va da cé
két qua trén mot s6 nghién ciu dac biét trén nhom
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bénh nhan s dung cac loai thu6c khang EGFR TKs ma
khéng cé bat c tac dung phu nao trén toan than va
tai cho.

2. Truong hop lam sang

Bénh nhan nam, 48 tudi c6 tién sir dai thao
duong typ Il, dugc chan doan: Ung thu biéu mo
tuyén thuy trén phdi trai xam lan thanh nguc trai,
phd huy xuong sudn 6, 7, 8 trdi, di can hach trung
that 2 bén, giai doan IVa (T3N3M1a)/EGFR duong
tinh, exon 19. Bénh nhan bat dau diéu tri thudc dich
Giotrif 30mg (Afatinid) 1 vién/ngay tu thang
06/2020. Sau dung thu6c 6 tuan bénh nhan xuat
hién sung néng dé dau quanh moéng ngén chan
(ngdn 1, 2 ban chan 2 bén) hai canh bén mdéng ngdn
chan 1 ndi khéi viéem dd, tén thuong phat trién
nhanh trong vai tuan dau sau d6 cham dan, bé mat

Trudc diéu tri

Sau 1 thang diéu tri

dé tuci, dé chady mau khi va cham, c6 lic lét chay mu
lan mau, dau nhic khi di lai. Bénh nhan da dung
khang sinh uéng va boi nhiéu dgt, tén thuong giam
sau doé tai phat. TU thang 06/2020 bénh nhan da
dugc diéu tri bang dung dich timolol maleate eye
drop 0,5% tra vao vung canh bén cac mong ton
thuong 2 lan/ngay méi bén 3 giot trong 2 thang. Sau
3 tuan diéu tri bénh nhan da giam dau nhuc nhiéu,
cac dot chdy mau giam dan, tén thuong viém quanh
mong 6n dinh. Sau 2 thang diéu tri cac tén thuong
dang u hat nhiém khuan canh méng da thu nho kich
thudc, hét chay mau va khong dau nhic. Ching t6i
theo déi tinh trang ton thuong mong khong téi phat
sau 3 thang va khong cé bat ci tac dung phu toan
than hay tai chd nao, bénh nhan van tiép tuc duy tri
liéu thu6c udng khang EGFR.

Sau 3 thang diéu tri

Hinh 1. Hinh anh t6n thuong tai cac thoi diém

3.Banluan

Nhing doc tinh trén da lién quan dén viéc si
dung thuéc khang EGFR con tiép tuc dugc nghién clu
nhung cac gia thuyét déu cho rang cé su lién quan
dén su pha v& chiic nang trung gian ctia EGFR trong
qua trinh phat trién biéu bi, dac biét trén cac té bao
day biéu bi [2]. Thu thé EGFR c6 mét nhiéu trén cac té
bao sung thugng bi va I6p ngoai nang 16ng; EGFR
déng vai trd quan trong trong su phét trién binh
thudng cac chiic ndng ctia da va phan phu clia da. Uc
ché EGFR dan dén cac té bao siing tang phan hoa,
tang qua trinh chét tu nhién clia té bao (apotosis) cudi
cung dan dén giam d6 day thuong bi, gidm tinh toan
ven hang rao bdo vé da [3].
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Co ché bénh sinh cla tén thuong mong trén
bénh nhan dung thudc khang EGFR dugc cho rang
do thugng bi méng di va bién déi hang rao bao vé
da nén nhiing chan thuong tai chd hodc su tac dong
cla canh mong dan dén phan (ng nhu phan Gng
vat la xam nhap co thé. Tai ché quanh mong khi bi
kich thich giadi phong trung gian viém va thu hat té
bao viém [5], cac loai vi khuan va nam thudng gay
ton thuang thi phat hay gap nhat 1a Staphylococcus
aureus, Streptococcus  pyogenes [3]. U hat nhiém
khudn con c6 tén goi khac la u hat gian mach
(granuloma telangiectaticum) hodac u mach mau
dang thuy cla mao mach (lobular capillary
angioma). Hinh anh mé bénh hoc dién hinh cla u
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hat nhiém khuan la tap hgp dang thuy cac mach
mau nam trong cau trdc mé bi viém. Mac du tén goi
u hat nhiém khuan c6 ggi y dén yéu té nhiém khuan
tuy nhién co ché bénh sinh cia bénh hién con chua
rd, nhiéu yéu t6 kich thich tang sinh tan mach, kich
thich phat trién t€ bao néi mach nhu VEGF ( vascular
endothelial growth factor), decorin, yéu t6 sao chép
(PATF2, pATF3) da phat hién tai tén thuong. Can
nguyén gay u hat nhiém khuan: Chéan thuong dugc
xem nhu yéu t6 kich hoat hinh thanh tén thuong;
ngoai ra moét so loai thuéc nhu retinol, Uc ché EGFR,
Uc ché BRAF, etoposide, cyclosporin, tacrolimus,
docetaxel, Gc ché HIV protease [3]. Thuéc Uc ché
beta khéng chon loc véi co ché Uic ché thu cdm thé
beta adrenergic trén cac té bao biéu mé ndi mach,
su d6i khang nay c6 tac dung co mach, trc ché hoat
déng cla yéu té phat trién ndi mach VEGF, yéu té
phét trién nguyén bao sgi bFGF, tc ché san sinh NO,
kich hoat qua trinh apotosis cta té bao [3]. Dua trén
nhiing cg ché nay su cai thién tén thuong U hat
nhiém khuan trén bénh nhan dung thuéc khang
EGFR da dugc mong chd cé hiéu qud. Chung to6i da
tham khao mot s6 nghién ctu 1am sang danh gia
hiéu qua st dung thuéc boi tai chd timolol diéu tri
tén thuong viém quanh moéng va dang u hat nhiém
khudn trén bénh nhan duogc diéu tri EGFR. Tiéu
chudn danh gia tén thuong clda ching t6i va cac
nghién cltu déu tuong tu nhau véi 3 mic d6 can cu
vao tén thuong lam sang, triéu chiing chdy mau va
triéu ching co nang (dau) [1, 4, 51.

Dap tng hoan toan: La mat toan bé tén thuong,
hét dau, khong chay mau

Dap lng mot phan: Bugc xem nhu bénh nhan
chi cai thién dugc mét trong ba tiéu chuan trén

Khong dap ung: Khong dap Ung bat cu tiéu
chuén cai thién t6n thuong, tinh trang chdy mau va
dau nhic tai ché.

Theo nghién ciu cla Pietro Sollena va cong su,
danh gia 25 t6n thuang trén 9 bénh nhan dugc diéu
tri bang thudc khang EGFR (21 tén thuong dang u
hat nhiém khuan, 4 t6n thuang viém quanh moéng)
bang timolol gel 0,5%, 2 lan/ngay trong 30 ngay (c6
bédng bit). Két qua 13/25 (51%) khoi hoan toan, 9/25
(36%) dap ung moét phan, 3/25 (13%) khong dap
Uing. Bénh nhan khéng tai phat tén thuong sau 7,1

thang theo do6i [6]. Nghién ctu Cubiro trén 10 bénh
nhan (9 trudng hop sau dung thudc khang EGFR) cé
27 t6n thuong viém quanh moéng va dang u hat
nhiém khuén ciing dung timolol 0,5% gel 2 lan/ngay
trong 4 tuan. K& qua 25/27 tén thuong dap ung
hoan toan (15 tén thuang u hat nhiém khuén, 10 tén
thuong viém quanh mong); dap ing mot phan trén
1 bénh nhan (2 tén thuong dang u hat nhiém
khudn) [1]. Nghién ctu Sibaud trén 13 bénh nhan
cling st dung phuong phap diéu tri tuang tu véi cac
nghién ctu trén nhung két qua kém hon 2/13
truong hgp dat dap Ung hoan toan, 6/13 dap ung
mot phan, 5/13 trudng hgp khéng déap ting [7]. Méc
du két qua tir cac nghién ctu la khac nhau nhung
cac nghién ctu déu cho thay hiéu qua thuong déap
Uing tét hon véi cac tn thuong tai quanh méng
ngén tay hon tén thuong tai ngén chan. Diéu nay
dugc cho rang do thiéu cac dang ta dugc c6 kha
nang ngam t6t hon dang gel nhu cream nén néng
dé tap trung thuéc qua I6p biéu bi day hon tai
mong chan c6 thé khong day du [6]. Pa s6 cac bénh
nhan déu c6 dap Ung hoan toan hodc dap iing moét
phan va khoéng c6 bat ky tac dung khéng mong
mudn nao dugc ghi nhan. Bénh nhan cda ching toi
stfa dung timolol maleate 0,5% dang dung dich (do
& Viét Nam hién chi c6 dang bao ché nay) du kha
nang tham thau qua da khong dugc nhiéu nhu cac
ta dugc khac nhung thai gian diéu tri cGia chidng téi
kéo dai hon 1 thang so moét sé nghién ctu nén cé
thé tac dung diéu tri t6t hon. Bénh nhan sau 3 tuan
st dung da hét dau hoan toan, u hat nhiém khuan
thu nhoé dan, khéng chady mau, khéng c6 biéu hién
tai phat trong 3 thang sau diéu tri.

e
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¥ TIMOLOL
MALEATE
EYE DROPS, 0.5% Ascon
su ooy | TOLOLMALEATE
Al e EDAOPS 5%

Hinh 2. Dung dich timolol maleate eye drop 0,5%
4.Két luan

Tén thuong viém quanh méng va dang u hat
nhiém khuan khi s dung thu6c khang EGFR tuong
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doi thudng gap, anh huéng nhiéu dén chat lugng
cudc séng clia ngudi bénh d6i khi anh hudng dén
chat lugng diéu tri can giam liéu véi trudng hop
tén thuong nghiém trong. Cac phuong phap diéu
tri gan day phau thuat thudng khéng phu hgp véi
bénh nhan ung thu, béi corticoid hoat tinh manh
da dugc stra dung tur 1au nhu su lua chon dau tién
khi xuat hién tac dung phu nay, tuy nhién it hiéu
qua trén tén thuong u hat nhiém khuan phat trién
qué muec. Thuéc béi tc ché beta adernergic véi
nhiing co ché Gc ché cac yéu to kich thich tang
sinh mach, gay co mach da cé hiéu qua trén nhiing
tén thuang nay. Cac nghién ctu st dung thudc du
mau con it, thoi gian theo doéi chua kéo dai, chua
c6 liéu diéu tri chuan, két qua con khac biét tuy
nhién da sé nghién cliu da cho thay thu6c phan
I6n c6 céi thién véi nhitng tén thuang viém quanh
mong va dang u hat nhiém khuan dac biét tai vi tri
quanh moéng ngén tay va khéng cé bat ci tac
dung khéng mong muén nao.
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