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BLEOMYCIN-INDUCED INTERSTITIAL PNEUMONITIS
AND PNEUMOMEDIASTINUM: CASE STUDY
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ABSTRACT

Bleomycin, a Glycopeptide antibiotic, was discovered in 1966 to possess antitumor cytotoxic
activity. Its potent tumoricidal properties have secured it a vital role in cancer chemotherapy.
While it causes minimal myelosuppression, pulmonary toxicity is a serious and potentially life-
threatening adverse effect, occurring in approximately 10% of patients (range 6-18%), with a
reported mortality rate of 3-5%. The patterns of lung injury are diverse and include diffuse alveolar
damage (DAD), interstitial fibrosis, nonspecific interstitial pneumonia (NSIP), organizing
pneumonia (OP), and eosinophilic pneumonia. Pneumothorax and pneumomediastinum
are recognized as very rare complications of Bleomycin. Herein, we present a rare case of
Bleomycin-induced interstitial pneumonia complicated by spontaneous pneumomediastinum.
This case highlights the importance of early recognition, accurate differential diagnosis, and
prompt management of this uncommon yet potentially fatal complication.

Keywords: Interstitial pneumonia, mediastinal emphysema, drug-induced lung disease,
Bleomycin-induced lung disease.
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CASE LAM SANG VIEM PHOI KE, TRAN KHi TRUNG THAT DO BLEOMYCIN
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TOM TAT

Bleomycin la mot khang sinh Glycopeptide, dugc phat hién cé hoat tinh gay doc té€ bao chéng khai
u vao nam 1966. Bleomycin c6 dac tinh tiéu diét khéi u manh mé, gitip thuéc cé vi tri quan trong
trong hoa tri liéu ung thu. Bleomycin it gdy (e ché tly xuong, nhung doc tinh trén phdi la mot tac
dung phu nghiém trong cé thé gay de doa tinh mang, xay ra d khodng 10% bénh nhan (dao déng tir
6-18%), ty & t&r vong dugc bdo céo 3-5%. C4c dang tdn thuong rat da dang, bao gom tén thuong
phé& nang lan tda (DAD), viém phdi ké xa hda, viém phdi ké khéng déc hiéu (NSIP), viém phdi té chirc
héa (OP) va viém phai tang bach cau &i toan. Tran khi mang phai, tran khi trung that la bién chirng
rat hi€ém gap clia Bleomycin. Trong bao céo nay, ching téi trinh bay mot trudng hgp hiém gap viém
phéi k& do Bleomycin cé bién ching tran khi trung that tu phat. Trudng hgp ndy nhan manh tam
quan trong ctia viéc nhan biét s6m, chan doan phan biét chinh xac va x{ tri kip thdi d6i véi mot bién

chirng it gap nhung c6 thé de doa tinh mang.

Tir khéa: Viém phéi k&, tran khi trung that, bénh phdi do thudc, bénh phdi do Bleomycin.

1. DAT VAN BE

Bleomycin la mot khang sinh nhém Glycopeptide, ban
dau dugc phan lap tir Streptomyces verticillus, va dugc
phat hién c6 hoat tinh gy doc té bao chéng khéi u vao
nam 1966 [1]. Thudc da dugc st dung thanh cong dé
diéu tri nhiéu loai bénh ac tinh, chui yéu la u té bao mam
va u lympho Hodgkin, u té bao vay & dau, ¢ va nach, u
Kaposiva ung thu c6 tir cung, budng tri'ng [2]. Bleomycin
c6 dac tinh tiéu diét khdi u manh mé, giup chung co vi
tri quan trong trong hda trj liéu ung thu. Chung it gay uc
ché tuy xuong, nhung ddc tinh trén phoi la mét tac dung
phu nghiém trong c6 thé gay de doa tinh mang, xay ra &
khoang 10% bénh nhan (dao dong tr 6-18%), ty L& tirvong
dugc béo cédo 3-5% [3]. C4c triéu chirng clia ton thuong
phéi do Bleomycin thudng phét trién ban cap co truong
hop trong vai ngay dén vai tuan, cling c6 truong hgp trong
vong 1-6 thang sau khi bat dau diéu tri bang Bleomycin,
nhung hiém khi xay ra sau 6 thang ké tir khi dung thuéc
[4]. Cac dangtdn thuong rat da dang, bao gdm tdn thuong
phé nang lan tda (DAD), viém phdi k& xg héa, viém phéi
k& khong dac higu (NSIP), viém phdi t& chiic héa (OP)
va viém phaéi tang bach cau ai toan [5]. C4c triéu chirng
va ddu hiéu thuc thé lién quan dén tén thuong phdi do
Bleomycin khéng dac hiéu, véi triéu chirng sdm nhat (&
khé thd va ddu hiéu sdm nhét A ran né khi nghe phdi [6].
Ca ché gay tén thuang phdi do stress oxy hda la sy kién
quan trong, tiép theo la su'xadm nhap clia cac té bao viém
(chud yéu la dai thuc bao, bach céu trung tinh va té bao
lympho), sy phat trién clia pht quanh mach mau, sy hinh
thanh céc cytokin gay viém va cudi cung la sw hoat héava
x0 hda nguyén bao sgi [7].

Tén thuong phdi do thudc la han ché chinh cla liéu phap
Bleomycin. Ty & méc bénh khac nhau gitta cac bénh
nhén dang hoa tri va phu thudc vao nhiéu yéu t6 nguy co,
bao gobm lieu thudc tich liy, bénh &c tinh tiém an, tudi,
chirc nang than va viéc sir dung dong thoi cac thudc khac
[8]. DT liéu thu dugc tir cac nghién clru trén dong vat cho
thay khéng nén bd sung oxy trong qua trinh diéu trj bang
Bleomycin vi néng dod oxy cao khuyén khich san xuét cac

*Tac gia lién hé

gbc tu do, ¢ thé lam tang ddc tinh phéi chia Bleomycin
[9], tuy nhién chua cé nghién cltu cling nhu bdo céo trén
nguoi bénh.

Tran khi mang phéi, tran khi trung that 1a bién ching rat
hiém gap clia Bleomycin, hién tai chi c6 cac bao céo
ca bénh hoac chum ca bénh nho l&. Trong bao céo nay,
chung tdi trinh bay mot trudng hop hiém gap viém phdi ké
do Bleomycin c6 bi€n chirng tran khi trung théat tu phat.
Trudng hgp nay nhan manh tam quan trong ctia viéc nhan
biét sém, chan doan phan biét chinh xac va xur tri kip thoi
d&i vGi mot bién chirng it gap nhung c6 thé de doa tinh
mang.

2. CALAM SANG

Bénh nhan ntr 23 tudi, dugc chan doan K budng triing da
dugc phau thuét, diéu tri hoa chat theo phac do Cispla-
tin, Etoposide, Bleomycin 4 chu ky. Khi chuan bj vao dot
héa chat thir 5, bénh nhan xuat hién ho nhiéu, chu yéu
ho khan, khac dom trang loang it, st néng 38-38,5 do
C, s6t that thudng, khong dau nguc. Kham tai bénh vién
da khoa tinh phat hién t8n thuong phéi, dugc chan doan
viém phéi, diéu tri khang sinh (khong ré loai). Sau 1 thang,
tinh trang ldm sang ndng lén, bénh nhan ho tang, khé thg
t&dng, van con sét 38-38,5 d6 C, vao Bénh vién Phéi Trung
uong. Kham lGc vao ndi bat tinh trang suy hé hép: bénh
nhan thd géng sic, khé thd thudng xuyén, co kéo ca ho
h&p phu, nhip thd 25-28 [&n/phut, thd oxy gong 5 lit/phat,
Sp02 95%, khi mau PaO2 106 mmHg, P/F > 200. Tinh
trang nhiém trung khong rd rang, bénh nhan ho chi yéu
ho khan, khac dom trdng lodng it, s6t nhe that thuong, chi
s0 xét nghiém WBC 16 G/L, neutrophil 76%, CRP 0,3 mg/
dL, pro-calcitonin 0,03 ng/mL, ferritin 69,5 ng/mL. Nghe
phéicérannélantda 2 bén phdi, CT nguc la hinh anh kinh
m& lan toéa 2 phdi, tran khi trung that. Siéu 4m Doppler
tim, chiic nang tim mach, xét nghiém sinh héa mau, chirc
nang gan, than binh thudng.
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——— I —
Hinh 1. Hinh anh phim CT nguc
cua bénh nhan lic vao vién
Bé&nh nhan vao vién dugc chuyén thd HFNC véi FiO2 45%,
Flow 40 lit/phat dé trdnh mét co h6 hap. Xét nghiém tim
c&n nguyén nhiém tring, test cim, ndi soi phé& quan,
c8y mau, cac xét nghiém tam soét lao phéi, ndm phdi,
Cytomegalovirus, Pneumocytis jirovecii. Cac két qua vi
sinh déu am tinh. B&nh nhan dugc bat dau diéu tri khang
sinh phd réng theo kinh nghiém, theo ddi ldm sang tinh
trang khé thd bénh nhan tang dan, tdng nhu cau oxy clia
HFNC tir 45% lén 80% sau 3 ngay, cung vdi viéc loai trir
nguyén nhan nhiém trung, chung téi da chan doén bénh:
suy hé hép - viém phéi ké cap tinh, tran khi trung that do
Bleomycin. Quyét dinh diéu tri Methylprednisolon
lidu pulse 1000 mg/ngay trong 3 ngay, sau dé duy tri
Methylprednisolon 1 mg/kg/ngay.

Hinh 2. Hinh anh CT nguwc sau 3 tuan diéu tri: hét tran
khi trung that
Tinh trang ldm sang cai thién dan, bénh nhan cat sét,
gidm dan nhu cau oxy, thd oxy gong sau 5 ngay va cai oxy
duy tri thd khi phong sau 18 ngay diéu tri Corticoid liéu
pulse, bénh nhan én dinh ra vién, duy tri Corticoid liéu
giam dan, tai kham theo hen.
Sau 4 thang diéu tri, bénh nhan hét ho hoan toan, hét khé
thd, phim chup phéi cai thién.

Hinh 3. Phim CT chup phdi sau 4 thang diéu tri: tén
thwong cai thién

3. BAN LUAN

Viém phéi do Bleomycin la dang nhiém déc phdi phd bién
do Bleomycin, t8n thuaong da dang, bao gom t8n thuong
phé& nang lan tda (DAD), viém phdi ké xd hoa, viém phdi
k& khong dac hiéu (NSIP), viem phdi t6 chiic héa (OP) va
viém phdi tang bach cau i toan. Viém phdi do Bleomycin
thuong khdi phat dan dan trong qua trinh diéu tri nhung
c6thé phattrién dén 6 thang sau khingirng thudc [4]. Nhu
& bénh nhan nay, triéu chirng hoé hap xuét hién sau 3 tuan
diéu tri Bleomycin chu ky 4. Co ché bénh sinh dugc cho
la do t6n thuong ndi mé dan dén phu né va dong té bao
viém tran vao mo ké, sau do la hoat héa nguyén bao sgi

va lang dong collagen [10].

Triéu chi*ng clia bénh phdi do Bleomycin noi riéng va do
thudc noi chung déu khéng c6 triéu ching dién hinh, hay
gap ho, kho thd, dau nguc, do dé dé bi chdn doan nham
hay b6 sé6t chan doan, nhu bénh nhan nay trudc khi dén
Bénh vién Phdi Trung wong da dugc chan doén va diéu tri
theo hudng viém phdi cong déng, diéu tri khang sinh nén
triéu chirng khong cai thién va nang dan lén.

Chan doén bénh phéi do Bleomycin khéng ¢cé tiéu chuén
r6 rang, chu yéu dua vao tién s dung thuéc, triéu chirng
ld&m sang, can lam sang, loai trir cac can nguyén khac,
diéu tri va dénh gia dap &ng diéu tri. Chang téi chdn doéan
bénh nhan nay viém phdi ké cép tinh, tran khi trung that
do Bleomycin dwa vao tién s diéu tri ciia bénh nhan
(da diéu tri Bleomycin 3 chu ky), triéu chitng khéng phu
hop v&i bénh phdi do can nguyén nhiém trung, cac xét
nghiém loai tr’ can nguyén nhiém trung (dac biét la
céc can nguyén cé tén thuong kinh ma lan tda hai bén
nhu viém ph6i do virus, cum, Pneumocitis jirovecii,
Cytomegalovirus), va ténthuong phdiké lan téa trén phim
CT nguc. Bénh nhan nay c6 triéu ching tran khitrung that,
mot bi€n chirng hiém gap sau khi dung Bleomycin. Trén
thé& gidi chi c6é bao céo cac trudng hop bénh & té vé tinh
trang tran khi trung that sau khi diéu tri bdng Bleomycin.
Co ché bénh sinh chinh dugc cho la do sy tich Ly cua
Bleomycin tai phéi, hoat hda qua muc céc gbc oxy tu' do
va gy ton thuong té€ bao phé nang-ndi mo, tir d6 lam giam
tinh dan hoi va dé dan dén rach phé nang. Khi cac phé
nang bi tén thuong, khi cé thé thoat ra theo dudng ké va
lan dén trung théat, hinh thanh tran khi trung that tu phat
[10].

Tran khi trung that (pneumomediastinum) & tinh trang
khi thoat vao khoang trung that, thuong gap trong chan
thuong nguc, tha thuat xdm lan dudng thd hodc cac bénh
ly phéi ké tién trién. Tran khi trung that nguyén phat nay
thuong lanh tinh, khéng cé phuong phap diéu tri dac hiéu,
theo ddiva thd oxy la phuong phap dugc khuyén cao [11].
Tuy nhién, di¥ liéu thu dugc tir cac nghién clru trén déng
vat cho thdy khéng nén b6 sung oxy trong qua trinh diéu tri
bang Bleomycin vi ndng dd oxy cao khuyén khich san xuat
céc gbc tuw do, co thé lam tang doc tinh phdi cliia Bleomy-
cin [12]. Nhung hién tai chua c6 mét di liéu lam sang du
& nao khuyén céo. Do dé viéc thd oxy & bénh nhan cla
ching téi la can nhac ky ludng va can theo dbi sat.

Sau 3 ngay vao vién, chuing tdi da chan doan bénh nhan
suy hd hép - viém phéi ké& cap tinh, tran khi trung that do
Bleomycin va khai phat diéu tri Methyprednisolon 1000
mg trong 3 ngay, sau dé 1 mg/kg/ngay. Hién tai chua co
khuyé&n céo cu thé vé diéu tri bénh phdi do Bleomycin,
Corticoid la su lua chon dugc béo céo trong nhiéu ca lam
sang clng nhu trongy van. Bénh nhan clia ching toi diéu
tri c6 dap Ung t6t vé mat ldm sang, tén thuong trén phim
thoai lui chdm hon, mat han sau 3 thang. Trong 10 bai
bdo chung t6i tham khdo, tat ca déu la bao cdo ca bénh
dugc cong bd tir ndm 1985-2017, mo ta 10 bénh nhan
nam trudng thanh va 1 tré em nam. 4 bénh nhan bi tran
khi trung that va tran khi mang phéi, 5 bénh nhan chi bi
tran khi trung that va 2 bénh nhéan chi bi tran khi mang
ph8i. 9 bé&nh nhan dugc diéu tri bdng Steroid va 5 bénh
nhan dugc diéu tri bAng khang sinh. 3 bénh nhan héi phuc
hoan toan trong vong 1-7 thang, 7 bénh nhéan tlr vong sau
vai ngay suy hé hap va 2 bénh nhan tlr vong do séc nhiém
trung sau 7 ngay va 30 ngay.

4. KET LUAN

Bién ching viém phdi k& do Bleomycin & mot tinh trang
nang co thé tién trién gay suy ho hap va tlr vong. Trudng
hop clia ching tbéi cho thdy bénh nhan khéng chi xuat
hién viém ph6i k& ma con kém theo tran khi trung thét,
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mot bién chirng hiém gap, lam phdc tap qua trinh chén
doan va diéu tri. Viéc phat hién sdm triéu chirng ho hap
bat thuong & bénh nhan dang s dung Bleomycin, két
hgp vdi chan doan hinh anh va loai trir cdc nguyén nhan
khéc, déng vai trd quan trong dé ngirng thudc kip thai va
can thiép thich hgp ctfu séng ngudi bénh. Mac du hién
tai chua c6 phuong phap diéu tri déc hiéu cho nhirng
truong hop nay, Corticoid la phuong phap duy nhat dugc
b&o céo trén y ban. Liéu Corticosteroid diéu tri chua c6
khuyé&n céo cu thé.

Trudng hgp nay nhan manh tdm quan trong clia viéc theo
doi chat ché bénh nhan dung Bleomycin. Bao céo cling
gop phan b sung thém bang chitng vé bién ching hiém
gap tran khi trung that trong bdi canh déc tinh phdi do
Bleomycin, tlr do gitp cac bac silam sang nang cao canh
giac, chan doan va x( tri sém nham cai thién tién lugng.
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