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BAO CAO CA LAM SANG: VIEM DA HINH ROI DO BLEOMYCIN

TREN BENH NHAN U LYMPHO HODGKIN
Nguyén Thij Thu Hwong'™, Dd Huyén Nga?, Lé Khanh Linh?2
"Trrong Pai hoc Y Ha Noi
’Bénh vién K

Bleomycin la mét lai khéng sinh chéng ung thw ¢6 nguén géc Streptomyces Verticillus. Péc tinh trén da
ctia Bleomycin khéng thuong gép nhw déc tinh trén phéi. Viém da hinh roi Ia mét déc tinh hiém gép nhung
dac trung, véi ti 1é xuét hién khodng 8 - 22%. Sau day, ching téi xin bao céo mét truong hop viém da hinh
roi do Bleomycin. Bénh nhan ni¥, 20 tudi, vao vién vi hach cé to kém sét thét thuong, géy stt can. Bénh nhan
duoc chén doéan: U lympho Hodgkin giai doan IVBS (gan, lach, xuwong, hach 6 bung) va bénh nhan duoc
didu tri phac dé AVBD. Sau 2 chu ky, bénh nhan phan nan vé céc tén thuong tang séc t6 da & vung lung va
dui. Mét chén doan viém da hinh roi do Bleomycin duoc thiét Iap va bénh nhén duoc diéu tri tiép phéc db
khéng c6 bleomycin. Viém da hinh roi do Bleomycin la mét tac dung phu hiém gdp. Phat hién sém cac tac
dung phu trén da ctia Bleomycin gitp cac béc si lam sang cé chién lwoc diéu tri thich hop cho bénh nhén.

Tir khéa: Viém da hinh roi do Bleomycin, U lympho Hodgkin.

I. DAT VAN DE

U lympho Hodgkin la bénh ly ac tinh hé tao
huyét, ndm trong nhém bénh ly ung thw khéng
thwdng gap. Bénh cé tién lwong bénh tbt, thei
gian sbng thém toan bd trung binh Ia 33 nam."
U lympho Hodgkin dwgc danh gia la mét trong
nhirng bénh ly &c tinh dap wng tét véi diéu tri
héa chéat, cung v&i cac thir nghiém Iam sang
tiép tuc dwoc thuc hién, dan tdi ti 1& séng thém
tiép tuc dwoc nang cao. Ti lé sdng sét trén 5
nam cla bénh dwoc cai thién tir 71,8% trong
giai doan tlr 1975 - 1977 1én 87,6% trong giai
doan 2003 - 2009.2 ABVD van dworc coi la phac
dd diéu tri tieu chuan cho U lympho Hodgkin, do
it doc tinh trén hé tao huyét va hé sinh duc.®*
Phac dd ABVD gbém 4 thubc: Doxorubicin,
Bleomycin, Vinblastin, Dacarbazine. Mac du
kha an toan, nhwng nhirng déc tinh trén tim
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mach, trén phdi va da van can dwoc lvu y dén
trong qua trinh diéu tri. Trong d6, phdi va da
I hai co quan biéu hién rd nhat doc tinh cla
Bleomycin do khéng c6 enzyme chuyén hoa
thudc tai mo.5 Khong gibng nhw doc tinh trén
phdi dwoc nhiéu bac si lam sang chu y t&i, doc
tinh trén da it gap hon va it dwoc lwu y. Tuy
nhién, doc tinh trén da ciing 1a mét tiéu chuan
dé dirng diéu tri Bleomycin. Chung tdi xin bao
cdo mét trvdng hop 1dm sang trén bénh nhan U
lympho Hodgkin xuét hién viém da hinh roi sau
diéu tri 2 chu ky ABVD. Pay ciing la trudng hop
dau tién chang t6i ghi nhan tac dung phu nay
trén bénh nhan diéu tri Bleomycin.

Il. BAO CAO CA LAM SANG

Bénh nhan ni, 20 tudi, tién st thiéu mau tw
nhd, chwa phai truyén mau, PARA 0000. Bén
thang nay, bénh nhan xuét hién swng dau hach
cbd kém gy sut 5 kg/4 thang, sét that thuwong.
Bénh nhan di kham tai Bénh vién K, choc hut
té bao hach bang kim nhé: Theo déi U lympho
Hodgkin. Kham bénh nhan Iuc vao vién cho
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thdy bénh nhan thé trang gay, PS = 2, hach ¢b
2 bén kich thwdc 3x4cm. Bénh nhan dau am i
vuing cot séng that lwng gay han ché van dong.
Lach to d6 2, &n dau. Do bénh nhan khéng c6
bao hiém y té nén ching téi tién hanh chup cét
I&p vi tinh cho bénh nhan thay vi chup PET/
CT. Két qua chup cét 16 vi tinh cho thay hinh
anh tén thwong da co quan (gan, lach, xwong,
hach & bung), hinh anh céc & tiéu xwong than
dét sébng xwong chau, xwong trc. Bé&nh nhan
dworc sinh thiét hach cb cho két qua: U lympho
Hodgkin thé xo nét. Bénh nhan dwoc chan
doan: U lympho Hodgkin giai doan IVBS (gan,
lach, xwong, hach 6 bung, hach c6), IPS 4 diém
(Albumin 33,5 g/I, Hb 66 g/l, giai doan 1V, bach
cAu lympho < 8%), Khorona 3 diém (lymphoma,
Hb < 10, TC > 350). Bénh nhan dwoc diéu tri
phac d4 ABVD bao gébm: Doxorubicin 25 mg/m?
da ngay 1,15; Bleomycin 10 Ul/m? da ngay 1,15;
Vinblastin 6 mg/m? da ngay 1,15; Dacarbazine
375 mg/m? da ngay 1,15. Méi chu ky kéo dai
4 tudn. Bénh nhan da trai qua 2 chu ki ABVD
véi moét sb tac dung khédng mong mudn mirc dd
nhe nhw budn nén, rung téc, mét mdi sau diéu
tri hoa chat. Sau 2 chu ky hoa chét, bénh nhan
dwoc tién hanh chup PET/CT danh gia dap &rng.
Két qua cho thay hinh anh nhiéu tén thuong
dang dac xwong va khuyét xwong & nhiéu vi

tri xwong cot sdng L3, L5, xwong cling, Xwong
chau 2 bén, tang chuyén hod FDG (SUVmax
12.8). Chwa phat hién hach to tdng chuyén
hoa FDG. Diém Deauville 4 diém. Két luan 1a
bénh dap trng mét phan va ching t6i quyét dinh
chuyén diéu tri phac d6 BEACOPDac cho bénh
nhan (dw kién sau 2 chu ky danh gia lai). Tuy
nhién, trwéc dot BEACOPDac dau tién, bénh
nhan phan nan vé nhirng vét tham & vung lung
va dui (hinh 1). Sau khi kiém tra, ching tai thay
cac ban dang vét, dai thang téng séc tb & viing
lwng va dui clia c6 ay. Cac ban nay khéng ngira,
khong dau rat. Bénh nhan khong cé tién st an
ndm la gan day. Cac thdm kham lam sang ciing
khong phat hién thém céac tdn thwong co khép
hodc nhiém trung.

Chung t6i chan doan bénh nhan cé tinh trang
viém da hinh roi do tac dung phu ctia Bleomycin.
Tinh trang nay dwoc chan doan hoan toan dua
vao tbn thwong dac trung trén da trén nén bénh
nhan duoc diéu tri bang Bleomycin.

Trong phac d6 BEACOPDac c6 prednisolon
40 mg/m? da ubng ngay 1 dén 14 nén chung toi
khong bd sung thém corticoid cho bénh nhan
dé diéu tri viem da hinh roi. Thém vao dy, bénh
nhan dwoc diéu tri phac dd BEACOPDac ma
loai bd Bleomycin.

Hinh 1. Hinh anh cac tén thwong tiang sac té dang vach trén lwng bénh nhan
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Sau 2 chu ky BEACOPDac khéng coé
Bleomycin, cac ton thwong trén da bénh nhan
c6 xu hwéng mo hon va bénh nhéan cling khéng
g&p thém céac van dé khac trén da.

Ill. BAN LUAN

Bleomycin I& mét loai khang sinh chdng ung
thw c6 ngudn gbc Streptomyces Verticillus.®
Thudc dwoc st dung trong diéu tri U lympho
Hodgkin, ung thw té bao mam cla tinh hoan,
ung thw biéu mé vay ving dau cb. Bleomycin
phan bb rong khap co thé va bi bat hoat tat ca
cac co quan trir da va phdi do & day khéng
c6 cac enzym hydrolase cé vai trd trong viéc
chuyén hoa thudc.5 Khéng cé enzym nén thudc
bi tich Iuy, tlr d6 dan t&i xo phdi va cac tac dung
khéng mong mudn khac nhau trén da.”

Viém da hinh roi 1a 1 tac dung phu hiém gap
cta thuéc. Case l1am sang dau tién duwoc mo ta
l&n dau tién vao nam 1970 b&i G Moulin. Bénh
biéu hién bang cac vét tang séc tb dang vach
nhu bi quét & nhiéu viing trén co thé. Cac nét
xuét huyét va mun ma cé thé két hop véi tén
thwong nay. Vi tri cac tén thwong khéng déc
trung, bénh nhan cé thé xuét hién cac ban &
mat, lwng hodc chan, tay.® Nglra toan than la
mot tién triéu dwoc bao céo trong nhiéu trudng
hop, tuy nhién ciing c6 moét sé it trudng hop
khéng ngtra trdc d6. Trong trwdng hop nay,
bénh nhan khéong hé xuét hién triéu chirng
nglra truéc khi xuat hién cac ban hinh roi tai da.

Co ché bénh sinh cla viém da hinh roi chwa
ré rang. Mot sb gia thuyét cho réng cé sw ting
hinh thanh sac t6 da cuc bd thir phat sau viém
va do tac dung phu cta Bleomycin.® Mot sb
tac gia cho réng cac tén thwong dang "vach"
la do bénh nhan gai lam trdy xwéc da va lam
thudc rod ri ra khdi mach mau. Tac dong truc
tiép ctia Bleomycin lén cac té bao sirng gay nén
cac vét tang séc t6."° Sw xuét hién cta viém da
hinh roi dwéng nhw khéng phu thudc vao liéu
lwong, dworng dung hodc thé ung thw clia bénh

nhan. Mot sé gia thuyét dwa ra réng hoi chirng
B xuét hién & bénh nhan U lympho Hodgkin c6
thé 1a mot yéu té kich thich lam xuét hién viém
da hinh roi." Thei diém khéi phat rat thay déi,
dién ra trong vong tw vai gid dén 9 tuadn sau
khi dung thuéc, tAn suat mac viém da hinh roi
do Bleomycin dwgc ghi nhan trong khoang 8
dén 22%." Tinh trang tdng sac t6 nay thuong
sé bién mat sau vai thang sau khi ngirng thuéc
Bleomycin.

Tiéu chuan chan doan cla viém da hinh roi
do Bleomycin dwa hoan toan vao lam sang,
bao gébm: Céac tén thwong dac trwng trén da
trén bénh nhan cé s dung Bleomycin. Tén
thwong da d&c trwng biéu hién bang cac vét
tang séc té dang vach nhu bi quat & nhiéu viing
trén co thé, cac nbt xuat huyét va mun ma céd
thé két hop vai ton thwong nay. Sinh thiét tén
thwong da cho thdy cac hinh anh khong dic
hiéu, thwong cé hién twong tham nhiém bach
cau lympho, bach cau doan trung tinh va bach
cau doan wa acid.

Viém da hinh roi cling dwoc bao cao & mot
s6 bénh nhan duoc diéu tri Peplomycin - 1 déng
phan cua Bleomycin, Docetaxel, Bendamustin.
Ngoai ra, tdn thwong da ciing cé thé gap trén
bénh nhan di &ng vo&i nadm, bénh Still, bénh
viém da co hodc bi nhiém virus gay suy giam
mién dich.2

Viém da hinh roi rat hiém g&p, hién tai chua
c6 tiéu chuén chan doan cu thé mac do viém
da dé co khuyén cao cu thé cach xi tri theo
mirc do tdn thwong. Pa sb cac chuyén gia
hwéng dan diéu tri bang khang Histamin phdi
hop corticoid tai chd va dwong ubng dbi véi
céc trwdng hop nang; hodc theo dbi sat dbi voi
cac trwdng hop tén thwong dang vét roi don
thuan. Trong nhitng trwéng hop nghiém trong
can phai ngirng Bleomycin.

IV. KET LUAN

Viém da hinh roi la mét tdc dung khodng
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mong muén hiém gdp nhuwng dic trung cla
Bleomycin. Nhirng bénh nhan bj tén thwong da
nghiém trong nén dwoc ngirng Bleomycin va
diéu tri bang khang histamin két hop corticoid
tai chd va toan than. Phat hién sém céac tac
dung phu trén da clia Bleomycin giup cac bac
sTlam sang cé chién lwoc didu tri thich hop cho
bénh nhan.

TAI LIEU THAM KHAO

1. Perez-Callejo D, Zurutuza L, Royuela
A, Torrente M, Nunez B, Calvo V, Méndez M,
Franco F, Brenes M A, Sanchez J C, Provencio
M. Long-term follow up of Hodgkin lymphoma.
Oncotarget. 2018;9(14):11638-11645. https://
doi.org/10.18632/oncotarget.24392.

2. DeSantis CE, Lin CC, Mariotto AB,
Siegel RL, Stein KD, Kramer JL, Alteri R,
Robbins AS, Jemal A. Cancer treatment and
survivorship statistics, 2014. CA Cancer J Clin.
2014;64(4):252-271. https://doi.org/10.3322/ca
ac.21235.

3. Carde P, Hagenbeek A, Hayat M,
Monconduit M, Thomas J, Burgers MJ,
Noordijk EM, Tanguy A, Meerwaldt JH, Le
Fur R. Clinical staging versus laparotomy
and combined modality with MOPP versus
ABVD in early-stage Hodgkin's disease: The
H6 twin randomized trials from the European
Organization for research and treatment of
cancer lymphoma cooperative group. J Clin
Oncol. 1993;11(11):2258-2272. https://doi.org/
10.1200/JC0O.1993.11.11.2258.

4. Kadin M, Rathore B. Hodgkin's lymphoma
therapy: Past, present, and future. Expert Opin
Pharmacother. 2010;11(17):2891-2906. https://
doi.org/10.1517/14656566.2010.515979.

5. Mowad Cm, Nguyen Tv, Elenitsas R,
Leyden Jj. Bleomycin-induced flagellate
dermatitis: A clinical and histopathological
review. Br J Dermatol. 1994;131(5):700-702.

TAP CHi NGHIEN CU’U Y HOC

https://doi.org/10.1111/j.1365-2133.1994.
tb04986.x.

6. Shumer SM, O'Keefe EJ. Bleomycin in
the treatment of recalcitrant warts. J Am Acad
Dermatol. 1983;9(1):91-96. https://doi.org/10.1
016/s0190-9622(83)70112-x.

7. Bleomycin and the skin. Yamamoto.
British Journal of Dermatology; 2006. Wiley
Online Library. https://onlinelibrary.wiley.
com/doi/10.1111/j.1365-2133.2006.07474.x
(accessed 2022-07-19).

8. Chen YB, Rahemtullah A, Breeden E,
Hochberg EP. Bleomycin-induced flagellate
erythema. J Clin Oncol Off J Am Soc Clin Oncol.
2007;25(7):898-900. https://doi.org/10.1200/JC
0.2006.09.7691.

9. Biswas. Bleomycin induced flagellate
erythema: Revisiting a unique complication.
https://www.cancerjournal.net/article.
asp?issn=0973-1482;year=2013;volume=9;is
sue=3;spage=500;epage=503;aulast=Biswas
(accessed 2022-07-20).

10. Vennepureddy A, Siddique MN, Odaimi
M, Terjanian T. Bleomycin-induced flagellate
erythema in a patient with Hodgkin's lymphoma
- A case report and review of literature. J Oncol
Pharm Pract Off Publ Int Soc Oncol Pharm
Pract. 2016;22(3):556-560. https://doi.org/10.1
177/1078155215580468.

11. Ziemer M, Goetze S, Juhasz K,
Elsner P. Flagellate dermatitis as a Bleomycin-
specific adverse effect of cytostatic therapy: A
clinical-histopathologic correlation. Am J Clin
Dermatol. 2011;12(1):68-76. https://doi.org/10.
2165/11537080-000000000-00000.

12. Turan Erkek E, Karaali C N, Yilmaz
G, Giltirk E. Bleomycin-induced flagellate
dermatitis. Turk J Hematol. 2019;36(2):138-
140. https://doi.org/10.4274/tjh.galenos.2019.2
018.0317.

TCNCYH 157 (9) - 2022

257



TAP CHi NGHIEN CPU Y HOC

Summary
CASE REPORT: BELOMYCIN-INDUCED FLAGELLATE ERYTHEMA
IN HODGKIN LYMPHOMA

Bleomycin is an anticancer antibiotic derived from Streptomyces Verticillus. Cutaneous
toxicities are less common than pulmonary side effects. Flagellate erythema is a rare rash but
specific for Bleomycin treatment with an incidence rate of approximately 8 - 22%. A 20-year-
old female patient was admitted to hospital with enlarged cervical lympho nodes, fever and
weight loss. The patient was diagnosed as stage IVBS Hodgkin Lymphoma (liver, spleen, bone,
abdominal lymph nodes) and treated with ABVD regimen. After 2 cycles, she complained of
hyperpigmented lesions on the her back and thighs. A diagnosis of Bleomycin-induced flagellate
erythema was established and consequently, bleomycin was withheld from the treatment
regimen. Bleomycin-induced flagellate erythema is a rare side effect. Early detection of
Bleomycin skin side effects helps clinicians develop appropriate treatment strategies for patients.

Keywords: Bleomycin-induced flagellate erythema, Hodgkin lymphoma.
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