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ABSTRACT

Objective: To synthesize updated evidence regarding the epidemiology, pathogenesis, clinical
characteristics, diagnosis, management, and indications for immune checkpoint inhibitor
rechallenge in patients with immune checkpoint inhibitor related interstitial pneumonia.

Methods: A narrative review was performed based on a systematic search of studies published
between 2018 and 2026. Three clinical cases treated in Vietnam National Cancer Hospital are
presented to illustrate common scenarios encountered in routine practice.

Results: Immune checkpoint inhibitor-related interstitial pneumonia presents with highly
heterogeneous clinical and radiological manifestations. Corticosteroids remain the mainstay of
treatment. The decision to resume immune checkpointinhibitor should be carefully individualized.

Conclusions: Although rare, immune checkpoint inhibitor-related interstitial pneumonia is a
treatment-altering complication that requires appropriate diagnostic work-up and therapeutic
strategies.

Keywords: Esophageal cancer, immune checkpoint inhibitors, interstitial pneumonia,
Pembrolizumab, immune-related adverse events.
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QUAN LY BIEN CHU'NG VIEM PHOI KE LIEN QUAN PEN THUBGC UrC CHE
DIEM KIEM SOAT MIEN DICH & BENH NHAN UNG THU THU'C QUAN:
TONG QUAN Y VAN VA 3 TiINH HUONG LAM SANG TAI BENH VIEN K
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TOM TAT

Muc tiéu: Tong hop céc bang chiing cap nhat vé dich t€ hoc, ca ché bénh sinh, dac diém lam sang,
chan dodn, diéu tri va chi dinh st dung lai thuéc mién dich & bénh nhan viém phoi ké lién quan dén
thudc e ché diém kiém soat mién dich.

Phuong phap: Thuc hién téng quan tudng thuat trén cd sd tim ki€ém céc nghién clru dugc céng bd
tirndm 2018-2026. Ba ca lam sang diéu tri tai B&nh vién K minh hoa cho céc tinh huéng thudng gap
trong thuc hanh.

Két qua: Viém ph0| ké lién quan dén thudc tc che dlem kiém soat mién dich cé biéu hién lam sang
va hinh anh hoc rat da dang Corticosteroid van 4 nén tang diéu tri. Quyét dinh st dung lai thudc
trc ché diém kiém soat mién dich can dugc cé thé hoa.

K&t luan: Mac du hiém gap, viém phdi ké do thudc rc ché diém kiém soat mién dich & mét bién
chirng lam thay d6i phac do diéu tri, doi hdi phai cé quy trinh chan doan va chién luge diéu tri phu
hop.

T khéa: Ung thu thuc quan thuoc Urc ché& diém klem soat mién dich, viem phdi ké lien quan mién
dich, Pembrolizumab, bién c& b4t lgi lién quan mién dich.

1. DAT VAN DE

Su'ra ddi clia cac thudc e ché diém kiém soat mién dich
(ICIs) giup cai thién dang két qua diéu tri ung thu thuc
quan giai doan tlen trién [1-5]. Tuy nhién, nhém doc tinh
llen quan dén mién dich ciing can dugc quan tam. Trong
s6 d6, viem phdi ké lién quan dén thudc Uc ché diém
kiém soat mién dich (CIP) la bién chitng hiém gap nhung
nghiém trong, do cé nguy co ti€n trién nhanh dén suy ho
h&p va gay tlr vong.

& bénh nhan ung thu thuc quan, chan doan va xur tri bién
ching nay thuong khé khan no’n, dong thoi, dir liéu thuc
hanh lam sang tai Viét Nam van chua dugc téng hop mot
cach hé thong Vi vay, bai téng quan nay du’o’c thyc hién
nham cap nhat cac bang chu’ng mdi nhat vé nhan dién,

chan doan, diéu tri va quyét dinh tai sirdungthuéc trc ché
dlem kiém soatmién dich bénh nhan ungthu’thu’c quan
mac CIP, déng thdi minh hoa béng 3 tinh hudng lam sang
dién hinh dudc diéu tri tai Bénh vién K co s& 3 dé cung cap
cac kinh nghiém thuc hanh cho bac silam sang.

2. PHU'ONG PHAP NGHIEN CUU

2.1. Thiét ké nghién ctlru

Pay & mét bai téng quan tudng thuat két hgp phéan tich
3 ca ldm sang minh hoa nham cap nhat cac bang ching
hién cé vé quan ly CIP & bénh nhan ung thu thyc quan.
2.2. Nguén dir liéu va chién lwoc tim kiém

Céc tai liéu duoc tim kiém trén céc ca sd dir liéu PubMed,
Embase, Scopus va Google Scholar tir thang 1/2018 dén
thang 6/2026. Chién lugc tim ki€m s dung két hgp céc
thuét ngr MeSH va tlr khéa ty do bao gom: esophageal

*Tac gia lién hé

cancer, esophageal squamous cell carcinoma, immune
checkpoint inhibitor, PD-1 inhibitor, PD-L1 inhibitor,
Pembrolizumab, Nivolumab, checkpoint inhibitor pneu-
monitis, immune-related pneumonitis, immune-related
adverse events, management.
Ngoai cac nghién ctru goc va bai téng quan, chung téi uu
tién tham khao cac hudéng dan cap nhat ctia Hiép h6i Ung
thu' LAm sang Hoa Ky (ASCO), Hiép héi Ung thu Noi khoa
chau Au (ESMO), Mang u6i Ung thu Quodc gia Hoa Ky
(NCCN) va Hiép hoi Liéu phap Mién dich Ung thu (SITC).
2.3. Tiéu chi lwa chon tai liéu
Cac nghién ctu dugc lya chon khi dap ing mottrong cac
tiéu chisau:

- Nghién cttu danh gia d&c diém lam sang, chan doan
ho&c diéu tri CIP lién quan dén ICls.

- Hudng dan thuc hanh lam sang hodc dong thuan
chuyén gia vé quan ly doc tinh mién dich.

- Nghién ctru quan sat, thir nghiém lam sang, téng
quan hé théng hodc phan tich gop c6 lién quan dén CIP.

- Béo cdo ca bénh c6 gia tri minh hoa céac tinh huéng
XU tri dac biét.
Cac bai bdo khéng c6 toan van, thu glti ban bién tap, tém
tat hoinghihoac nghién ciru khénglién quan truc tiép dén
CIP dugc loai tru.
2.4.Téng hop dir liéu
Cac bang chirng duoc téng hdp theo phuong phap tu’dng
thuét, tap trung vao 6 chui dé chinh: (1) Dich té hoc vayéu

td nguy ca; (2) Ca ché bénh sinh; (3) Biéu hién lam sang
va hinh 4nh hoc; (4) Chan doan phén biét; (5) Piéu tri; (6)
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Chi dinh st dung lai ICls sau khi hoi phuc.

3 calam sang diéu tri tai B&nh vién K dugc sir dung nham
minh hoa céc tinh huéng thudng gap trong thuc hanh.

3. KET QUA TONG QUAN
3.1. Dich té hoc va cac yéu tdé nguy co cua CIP
CIP la mot bién c6 bat lgi it gdp nhung quan trong do nguy
co dién bién nhanh va ty lé t{r vong cao. Ty l& méc duoc
bdo cdo dao dong tur 1-7%, tuy nhién cé xu hudng cao
hon trong thuc hanh lam sang do déi tugng diéu tri da
dang hon [6-9]. Ung thu'thuc quan, cling nhu cac loai ung
thu khéc, nguy co xuét hién CIP do dac diém cuia bénh va
bénh nhan (bang 1) [6-7]. Kinh nghiém tr 3 ca bénh cla
chuing téi cling phan énh rd vai tro clia cac yéu té nguy cd
nay. 1 bénh nhan c6 tién sir viém phdi va di can phai, 1
bénh nhan khac c6 COPD nén va 1 bénh nhan khéng co
bénh phéi nén.

Bang 1. Cac yéu td nguy co cua CIP

& bénh nhan ung thu thuc quan

Yéu té Vidu

Pac diém Tubi = 65, hut thudc la, ECOG = 2, suy

nguoi bénh dinh dudng

Bénh phdi COPD, bénh ph&i mo ké, tién strviém

nén phéi, khi phé thiing

Pac diém Khang PD-1 (dac biét Pembrolizumab),
diéu tri xa tri lbng nguc trude dé, phéi hgp hoa tri

Pac diém | Ung thu dudng tiéu hda, PD-L1 cao, chua
kh&iu diéu tri trudc do

Thuc hanh | Hit sac kéo dai, nhiém khu&n hé hap tai

ld&m sang dién, lao phéi tiém &n

3.2. Co ché& bénh sinh

Co ché& bénh sinh clia CIP hién van chua dugc hiéu day
du, tuy nhién phan l&n céac bang chiing déu cho thay khi
co ché dung nap mién dich bj pha v& bdi ICls, lam téng
hoat héa té€ bao T gay ddc, giai phong céac cytokine tién
viém nhu interferon-y, interleukin-6 va tumor necrosis
factor-a, thic ddy su xam nhap cla t& bao viém vao nhu
mé phdi, gay tén thuang hang rao phé nang-mao mach
va hinh thanh c4c hinh thai tén thuong mo bénh hoc khéac
nhau nhu viém phdi thuy, viém phdi k& khéng dac hiéu
(NSIP) ton thuong phé nanglantoa (DAD) hoac viém ph0|
qua man [8-9]. Ngoal cO ché ty mién, mot s6 gia thuyet
khac cung dugc dé xuat, mac du co che chinh xac van
dang tiép tuc dugc nghién clru.

3.3. Biéu hién lam sang va dac diém hinh anh hoc
Bi€u hién ldm sang clia CIP rat da dang va khong cé triéu
ching dac hiéu. Trong cac thu’nghlem lam sango’ungthu’
thuc quan, CIP thudng Xuat hién sau 2-6 chu ky diéu tri
liéu phap mién dich [10]. Triéu chirng thudng gép nhat 4
ho khan va khé thd tang dan. Tuy nhién, khoang 20-30%
trwong hop khoéng cé triéu ching va chi dugc phat hién
tinh c& trén phim chup cat I&p vi tinh (CT) [10-11]. Mic do
nang cua CIP dugc danh gia theo tiéu chudn CTCAE 5.0.
Chup CT nguc da day la phuong tién hinh anh quan trong
nhat trong chan doéan. Theo phan loai cua Hiép hoi Li‘)ng
nguc Hoa Ky, 4 ki€u hinh anh thuang gap gbm viém ph0|
6 churc héa, viem ph0| ké khéng dac hiéu, viém phdi qué
man va t6n thuong phé nang lan téa [10], [12].

Trong 3 trudng hgp clia ching tdi, ca 3 bénh nhan déu
xuét hién tén thuang kinh m& mdi trén CT. 2 bénh nhan co
hinh anh khu trd, trong khi bénh nhan con lai xu&t hién tén
thuong lan tda hai phé trudng kém suy hd hap tién trién,
phu hgp véi CIP db 3.
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Bang 2. Pac diém lam sang
va hinh anh thwéng gap caa CIP

Pac diém Tan suét
Ho khan Rat thuong gap
Khé tha R4t thudng gap
Sét Khong thudng xuyén
Giam SpO, Gap ¢ CIP nang
Kinh m& Thudng gap nhat
Viém phéi thuy Thudng gap
Viém phdi k& khong dac hiéu Thuding gap

it gap nhung tién
luong xau

Tén thuong phé nang lan téa

3.4. Chan doan va chan doan phan biét

CIP la chdn doén loai trir. Viéc chan doan can dua trén su
két hgp gitra tién s s dung ICls, triéu chirng hd hdp mdi
xuét hién, t&n thuong mdi trén CT nguc va loai trir day dd
cac nguyén nhan khac [10], [12]. O bénh nhan ung thu
thuc quan day la budc kho khan nhat trong toan b6 qua
trinh diéu tri. Vi vay, viéc quy k&t ngay céc tén thuong trén
CT la CIP c6 thé dan den diéu tri sai va lam nang thém
tinh trang nhiém trung néu s dung Corticosteroid sém.

Kinh nghiém tr 3 ca bénh clia chung t6i minh hoa rd
nhirng thach thirc nay. O ca bénh th hai, bénh nhan cé
COPD nén nén biéu hién khé thd va ho tang [én rat khé
phan biét vdi dgt cdp COPD. Chan doén chi dugc xac lap
sau khi loai trir nhiém khuén, ghi nhan hinh anh kinh mg
mdi trén CT va dap (’ng ro rét vdi Corticosteroid.

Bang 3. Chan doan phan biét CIP

& bénh nhan ung thu thwe quan

Bénhly | Picdiémggiy | DAY h'eg.g:'"p phan
iét
Viém phoi Sét cao, bach P .
nhiém cautang, PCT Cgé VIgénhkﬂggniit:;]h,
khuan tang pung g
Ho kéo dai, gay G .
. r R Xpert hoac AFB
Lao phoi sut, ton thuong ene PN
hang duong tinh
~ Kho khe, tang Khi phé& thiing, day
Dccj(t)(I;aDp dom, tién s thanh phé& quan trén
COPD CT
E(')ff}gn N6t phéitang | Tién trién theo RECIST,
P trién kich thudéc khong dap ung Steroid
A ix Ho nhiéu, khac N y
Xam lan . s .| NG soi khiquan hoac
khi quan mau, kho tha khi CT cho thdy xam lan
nam
. o« | Loaitr nguyén nhéan
cip | KIRMOMIXUE | “khac, cai thien voi
; Corticosteroid
3.5. Didu tri

Nguyén tac diéu tri CIP bao gbm 4 budc lién tiép: phat
hién sdm, danh gid mic dé nang, loai trir nguyén nhan
khac va diéu tri theo phan dé6 CTCAE [1 0] [12]. Muc tiéu
diéu tri la kiém soat phan trng viém mien dich, bao ton
chirc ndng hé hap va gidm thiéu nguy co tai phat ma van
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duy tri hiéu qua diéu tri ung thu khi c6 thé.

Trong thuc hanh tai Viét Nam, nhiéu bénh nhan dugc phdéi
hgp khang sinh pho rong ngaytu’dau do kho loai trirhoan
toan nhiém khuén va nguy co nhiém trung th& phat sau
su’ dung Corticosteroid lidu cao. Mac du chua du’cjc khu-
yen cédo thl,ro’ng quy trong cac hudng dan qudc té, cach
tlep can nay c6 thé phu ho’p & nhitng bénh nhan suy ¢ giam
mién dich, nguy co hit sdc cao hoac khi chua cé day du
bang ching vi sinh [12].

3.6. Quyét dinh sir dung lai thudc rc ché diém kiém
soat mien dich

Viéc sir dung lai ICls sau khi bénh nhan hoi phuc CIP van
con nhiéu tranh luan. Quyét dinh nay can can nhac glu’a loi
ich kiém so&t ung thu' va nguy cd téi phéat bién cé mién dich.

Theo cac hudng dan clia ASCO, ESMO va NCCN, bénh
nhan CIP dé 1-2 c6 thé dudc can nhéc diéu trj lai khi
triéu chirng da hét hoan toan, tén thuong trén CT cai
thién va lieu Corticosteroid da giam xudng < 10 mg
Prednisolone/ngay. Ngugc lai, CIP d6 3-4 hoac CIP khang
Corticosteroid thuong dugc khuyén cdo ngirng ICls vinh
vién [10], [12-13]. Ngoai mirc do nang ctia CIP, viéc quyét
dinh dung lai (rechallenge) con phu thudc vao bénh phdi
nén, thé trang ngudi bénh, dap ng véi diéu tri ung thu' va
kha nang theo doi sat sau khi dung lai thudc.
Trong 3 ca lam sang clia chung tbi, chi 1 bénh nhan duoc
sty dung lai Pembrolizumab sau khi CIP héi phuc hoan
toan va khéng ghl nhén tai phat trong thai gian theo dbi,
2 tru’o’ng hop con lai dugc hoi chan da chuyén khoa va
th&ng nhat ngirng vinh vién ICls do nguy co tai phat cao.
3.7. Minh hoa 3 tinh hudng lam sang
3 truong hgp dudc lua chon dai dién cho nhirng tinh
hudng thudng gap trong thu'c hanh (dm sang khi diéu tri
ung thu thuc quan bang Pembrolizumab ph8i hop héa tri.
Diém chung cuia ca 3 bénh nhan la déu dat dap irng khéi
u trude khi xuat hién céac triéu ching hd hap mdi, khién
viéc phan biét giita déc tinh mién dich va tién trién bénh
trd thanh thach thirc trong qua trinh diéu tri.

Bang 4. Tom tat 3 ca lam sang

Pac diém Ca1 Ca2 Ca3
Bénh phéi | Tién srviém R
nan phéi COPD Khéng
Murc do N N N
CIP b6 3 P62 Po 2
Chén Dican COPD, x
dodn phan | phéi, nhiém nhiém E}:‘Leén;
biét khuan khuan
Methylpred- . .
Diéu tri nisolone Pregg:]sone Prefllg:]sone
tinh mach g g
. . Khong dung | Ngiingvinh | Rechallenge
Kétqua lai ICI vidnICl | thanh cong

4. BAN LUAN

Viém phoi ké lién quan dén ICls la mot trong nhing bién
c6 mién dich kho x& tri nhat & bénh nhan ung thu thuc
quan. Khé khan l&n nhat khéng ndm & diéu trima & chan
doan. Trong b&i canh Viét Nam, nai ty |& lao va bénh phai
man tinh con cao, viéc loai trir cAc nguyén nhan nay trudc
khi bat dau Corticosteroid cé y nghia dac biét quan trong.

Mot diém can luu y 13 khéng phai tat cd bénh nhan c6t6n
thuong kinh mo trén CT sau diéu tri ICls déu la CIP [10].
Viéc ph6i hgp danh gia lam sang, xét nghiém vi sinh, hinh
anh hoc va dap Ung vai Corticosteroid giup nang cao do
chinh xac trong chan doan. Kinh nghiém tir 3 ca lam sang
cho thay héi chan da chuyén khoa glu’a bac si ung budu,

hé hap, chan doan hinh anh va truyén nhiém cé vai trd
quan trong trong nhirng truong hop kho.

V& diéu tri, Corticosteroid van la nén tang trong moi
hudng dan hién nay [10], [12]. Tuy nhién, thoi gian giam
lidu t8i thi€u 4-6 tuadn can dugc tuan thu ngay ca khi triéu
chirng da cai thién hoan toan [12].

Cuéi cling, viéc st dung lai ICls sau CIP khong nén dugc
xem la chong chi dinh tuyét déi. o] nhu’ng bénh nhan CIP
do1-2 hoi phuc hoan toan, khéng cé bénh phdi ngn nang
vavan con kyvongthu dugc lgiich tiliéu phap miendich,
rechallenge c6 thé dugc cénphé’c. Ngugc lai, CIP d6 3-4
hoac khang Corticosteroid van nén ngurng ICls vinh vién
[12].

5. KET LUAN

Viém phoi ké lién quan dén thudc trc ché diém kiém soat
mién dich la bién chitng it g&p nhung co thé de doa tinh
mang. Viéc quan ly CIP doi hoi bac silam sang phai nhan
dién sém. Corticosteroid van la diéu tri nén tang, trong
khi quyét dinh st dung lai ICIs can dugdc cd thé héa. 3tinh
huéng lam sang dugc trinh bay trong bai viét cho thay viéc
phd&i hgp da chuyén khoa, danh gia toan dién va tuan thu
céc khuyén céo hién hanh cd thé gitip t6i wu hda hiéu qua
diéu tri cting nhu han ché cac bién chirng nghiém trong.
Trong tuong lai, can c6 thém cac nghién ctu thuc hanh
ldm sang vdi c8 mau lén hon tai Viét Nam nhdm xay dung
quy trinh ch&n dodn va x tri CIP phu hop véi diéu kién
trong nuéc.

Nhom tac gia xin tran trong cadm on cac bac si, diéu dudng
va nhan vién y t& Khoa Néi Tiéu hoa, Bénh vién K co s& 3
datham gia diéu tri va theo d6i cac trudng hgp bénh nhan
dugc trinh bay trong bai viét. Chung toi cling xin cdm on
Ho6i dong chuyénménda chuyen khoa da hé trotrong qua
trinh chan doén va dua ra cac quyét dinh diéu tri.

Céc tac gia cam két khong cé xung dét Lgi ich lién quan
dén nghién cliu nay.
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