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DIEN TIEN O BENH NHAN CO HINH ANH VIEM PHOI MO KE
THONG THUONG VA GOl Y VIEM PHOI MO KE THONG
THUYONG TREN CT, PHAN THEO NGUYEN NHAN GAY BENH:
NGHIEN Cl’U DOAN HE HOI ClrU

Dich tw: Yang S, Wang J, Sun D, Wang Y, Xue C and Ye Q (2023) Disease progression in patients with
usual interstitial pneumonia and probable UIP patterns on computed tomography with various underlying
etiologies: a retrospective cohort study. Front. Med. 10:1246767. doi: 10.3389/fmed.2023.1246767

Nguoi dich: BS. NGUYEN THI KIEN GIANG
Khoa H6 hap - Bénh vién Da khoa Trung wong Can Tho

Téng quan: Hinh anh viém phdi mé ké& théng thwdng (usual interstitial pneumonia - UIP) dwoc gay ra b&i nhiéu
nguyén nhan khac nhau. Nghién ciru nham xac dinh thoi gian séng khéng phau thuat (transplant-free survival - TFS)
va sw giam dung tich séng gang strc (forced vital capacity - FVC) & bénh nhan cé hinh anh UIP va goi y UIP trén CT
do nhiéu nguyén nhan.

Phwong phép: Nghién ctu doan hé héi ciru, chon nhirng bénh nhan bénh phdi mé ké& cé hinh anh UIP va goi y UIP
trén CT. D liéu v& biéu hién lam sang va tién lwong cla bénh nhan dwoc phan loai va so sanh theo nguyén nhan
gay bénh.

Két qua: 591 bénh nhan dwoc phan thanh cac nhém: Xo phdi vé cén (idiopathic pulmonary fibrosis - IPF) (n = 320),
bénh phéi moé k& do bénh mé lién két (connective tissue disease - CTD-UIP) (n = 229), bénh phéi mé k& do bui phdi
amidng (asbestosis-UIP) (n = 28), va bénh phdi mo ké do viém phdi tdng cdm (hypersensitivity pneumonitis - HP-UIP)
(n = 14). Trong cac nhém bénh nhan trén, déu c6 yéu té chung la: tudi cao, tdng ndng do cytokeratin 21-1 trong huyét
twong, va sw hién dién cta bach ciu da nhan trung tinh trong dich rira phé quan phé nang. Nhém bénh nhan IPF c6
sy giam FVC (133,9 mL/nam) chéng vanh hon so v&i nhém CTD-UIP (24,5 mL/nam, p = 0,001) va nhém asbestosis-
UIP (61,0 mL/ndm, p = 0,008). Phan tich dwdi nhém CTD-UIP cho thdy bénh nhan bénh phdi mo ké do viém khép
dang thap (rheumatoid arthritis - RA-UIP) (88,1 mL/ndm) hay bénh nhan bénh phdi mé k& do viém mach lién quan
khang thé khang twong bao bach ciu da nhan trung tinh (antineutrophil cytoplasmic antibody-associated vasculitis -
AAV-UIP) (72,9 mL/ndm) cé sw gidm FVC nhanh hon nhém bénh nhan bénh phdi mé k& cé héi chirng Sjbgren
nguyén phat (primary Sjdgren’s syndrome - pSS-UIP) (25,9 mL/nam, p <0,05). Bwdng cong Kaplan - Meier cho thay
nhém IPF ¢6 TFS ngan nhat (trung vi 55,9 thang), ké dén |a nhém HP-UIP (57,5 thang), CTD-UIP (66,7 thang), va
asbestosis-UIP (TFS chwa xac dinh). Nhém RA-UIP hoac AAV-UIP c6 tién lwgng khdng khac biét so v&i nhom IPF,
trong khi nhém asbestosis-UIP va pSS-UIP c6 ti lé séng cao hon.

Két ludn: Bénh nhan UIP gay ra b&i cac nguyén nhan khac nhau c6 mét vai dac diém chung, tuy nhién tién trién
bénh ly va ti 1& séng khac nhau.

T khéa: viem phéi md ké théng thweng, xo phdi vo cdn, nguyén nhan, chirc nang phdi, thdi gian séng khéng phau
thuat.
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Hinh &nh viém phdi mé ké théng thuwong (UIP) 1a dang thuwdng gap cda viém phdi md ké, dac
trung bdi sw xo hoa khéng déng nhat ctia nhu md phdi, cing véi bién dang céu trdc, tich tu
nguy&n bao soi, va tén thwong dang té ong. Théng thwong, UIP dwoc chan doan bang mé bénh
hoc, tuy nhién da c6 nhirng bang ching cho thay rang chup cat I&p vi tinh dd phan giai cao (high-
resolution computed tomography - HRCT) c6 d& d&c hiéu cao trong chan doan UIP, gitp gidm bot
nhu cau sinh thiét phdi. Xo phdi vé can (IPF) gay nén dang co ban clia UIP, cac dang bénh phdi
mo ké& (ILD) do nguyén nhan khac, bao gébm bénh mé lién két (CTD), viém phdi tdng cam (HP), va
bénh phdi amiang (asbestosis) cling cé thé biéu hién hinh dang UIP [1]. UIP dwoc phan biét voi
nhirtng dang ILD khac nhw bénh phdi mé ké khéng dac hiéu (nonspecific interstitial pneumonia -
NSIP), bénh phdi ciu tric (organizing pneumonia - OP), va bénh phdi md ké& té bao lympho
(lymphocytic interstitial pneumonia - LIP) b&i qua trinh xo héa dién ra chd yéu va tinh trang viém
t6i thidu, diéu nay lam tang ti 1& tr vong, bat ké né la vé can hay the phét [2, 3].

Nhirng cudc thdo luan gan day da dé xuét viéc thdng nhat UIP thanh mét chan doan déc lap do
c6 s gibng nhau trong tién trién va co ché bénh sinh. Céach tiép can nay cé tiém nang giup tién
hanh céac thir nghiém liéu phap chéng xo héa ddi véi UIP thir phat hay cac thir nghiém thudc diéu
tri méi [4]. Tuy nhién, khéng c6 nhiéu di¥ liéu vé UIP thi phat, twong tw nhw CTD-UIP. Hon nira,
nhirng khao sat gan day vé sy khac biét gitra ti 1& séng clha IPF va CTD-UIP da cho thay nhirng
két qua khéng doéng nhét [5, 6]. Trong nghién ctru nay, ching téi tién hanh cudc khao sat toan
dién trén bénh nhan cé hinh anh UIP va goi y UIP trén HRCT trong thoi gian 10 nam tai cung
bénh vién. Muc tiéu dé xac dinh thoi gian sdng khdng phau thuat (transplant-free survival - TFS)
va sw gidm dung tich séng gang strc (forced vital capacity - FVC) & bénh nhan c6 hinh anh UIP
va goi ¥ UIP trén HRCT do nhiéu nguy&n nhan.

PHUONG PHAP NGHIEN cUU
Thiét ké nghién ctpu va tiéu chuan chon mau

Nghién ctu quan sat, doan hé hoéi clru duwoc thyc hién tai Bénh vién Triéu Dwong Béc Kinh,
Trung Qudc, day la don vi chuyén khoa vé ILD tai dia phwong. Ching toi tam soat tat ca bénh
nhan ndi tr nhap vién trong thi gian tr thang 1 ndm 2012 dén thang 12 nam 2021 va dwoc chan
doan méi méc ILD. Sau khi tuan tha quy dinh trong chinh sach y té dia phwong va dap ng
nhirng yéu cau ca nhan cta bénh nhan néi trt, chung t6i da thu thap dwoc bo dir liéu toan dién
dé danh gia 1am sang, dac biét trén hé co quan dwoc khdo sat. Tiéu chuén chon vao 1a sy xuét
hién cda hinh anh UIP hodc goi y UIP trén HRCT. Tiéu chuén loai try bao gdm: (1) da diéu tri
trwdc dd voi thube e ché mién dich hodc thubéc chéng xo, (2) chdn doan khéng ré rang, (3)
nhiém khuan cap tinh, (4) khéi u ac tinh hoac nghi ngd 4c tinh dwoc chan doan trong 1 nam tinh
dén hién tai, (5) tran khi mang phdi hay thuyén tac phdi tai thdi diém nhap vién, (6) khéng du c&
mau phan tich, va (7) di liéu khdng da hodc méat khi theo doi. Nghién ctu nay tuan tha nguyén
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tdc cla Tuyén ngdn Helsinki va nhirng diéu chinh bé sung dwoc chap thuan béi Hoi dong Pao
dirc tai Bénh vién Triéu Dwong Bac Kinh.

Chan doan va hinh anh hoc

Bénh nhan tham gia dén cudi nghién cru duwoc thdm kham va hoi chan lai béi hdi ddng da
chuyén khoa gém: bac si hd hap, thdp khép, va hinh anh hoc. Chan doan IPF dwa trén huéng
dan ndm 2018 cla ATS/ERS/JRS/ALAT [7]. Bénh nhan dwoc chin doan CTD néu dat du tiéu
chuan cha bét ki dang CTD nao [8-13]. B&nh phdi amiang dwoc chan doan dwa trén phan loai ctia
Té chire Lao ddong Québc té [14], va co tién st tiép xuc véi chat amiang trdng. Chan doan HP dwa
trén hwdng dan nam 2020 cia ATS/JRS/ALAT [15].

Tt ca bénh nhan duwoc kiém tra HRCT ngwc voi thoi gian quét 1 gidy, do day lat cat 1,25mm,
trong pham vi 5mm t& dinh t&i day phdi va quang trworng bao gém cé hai phéi. Cac hinh anh CT
cta bénh nhan duwoc géi dén bac si hinh anh hoc va bac si hé hap dé két luan va khéng qua
tham khao triéu chirng Iam sang. Trwdng hop co sw khong ddng tinh trong két luan gitra bac st
hinh &nh hoc va hé hép, hinh anh CT sé dwoc chuyén dén bac si chuyén khoa vé ILD dé két luan.
Hinh anh UIP va nghi ng& UIP dwoc xac dinh b&i nhitng yéu td dwoc liét ké trong hwéng dan
nadm 2018 clia ATS/ERS/JRS/ALAT [7], bao gbm: tén thwong khéng ddng nhat thweng gap & thuy
duwéi/ duwsi mang phdi; tdn thwong dang Iwdi, dang td ong (tn thwong dang lwéi déi véi goi y
UIP); c6 ho&c khdng cé dan phé quan co kéo; va khdéng c6 cac déc diém loai trr UIP (hinh &nh
kinh mé& c6 thé xuét hién khi goi y UIP). Khi phé thiing dwoc chan doan khi xuét hién nhirng viing
gidm dam do, cho thay sw mét di rd rét cAu tric thanh phé nang, wéc tinh hon 10% dung tich phéi
[16]. Tang ap phdi dwoc xac dinh khi 4p suat tam thu déng mach phdi vwot qua 35 mmHg trén
siéu am tim [17].

Thu thap sé liéu va theo d6i bénh nhan

DPac diém nhan khau hoc, tién st hut thubc, cac chi sé vé tham do chirc nang phdi va can l1am
sang khac duoc thu thap tai thoi diém bénh nhan dwoc chan doan ILD théng qua hd so bénh an.
Cac chi s6 FVC va FEV1 (forced expiratory volume in the first second - thé tich thé ra gang strc
trong 1 gidy dau) trwdc dung thudc dan phé quan va DLCO SB (single-breath diffusing capacity of
the lung for carbon monoxide - kha nang khuéch tan qua mang phé nang mao mach) dwoc do
lwdng theo tiéu chuan ctia ATS/ERS [18,19], va phan tram (%) gia tri dw doan ctia nhirng chi sé
trén ciing dwoc ghi nhan. Tinh chi sé chirc nang theo tudi-gidi (gender-age-physiology - GAP)
qua cac dir liéu vé: gioi tinh, tudi, phan tram gia tri dw doan FVC, phan tram gia tri dw doan
DLCO; va phan loai bénh nhan theo cac giai doan t» GAP | dén 1ll [20]. Chi sé chic ndng tong
hop (composite physiological index - CPI) dwoc tinh theo cong thire [21]: CPI = 91 - (0,65 x phan
trdm dw doan DLCO) - (0,53 x phan tram dy doan FVC) + (0,34 x phan trdm dw doan FEV1).

Céc chi sb nhu: s6 lwong bach cdu, bach cu da nhan trung tinh, bach cau lympho, bach cau don
nhan, té¢c dd mau lang (erythrocyte sedimentation rate - ESR), protein phan &ng C (CRP), IgG,
cytokeratin 21 - 1 (CYFRA21-1), khang nguyén CEA, CA19-9, va CA125 clng dwoc thu thap.

https: Atrerigtaaatherodeceom/


http://fb.me/Vietnamfor

&

VNFOR

Khoang tham chiéu binh thwéorng ctia méi ddu &n trén nhw sau: CYFRA21-1 <2,08 ng/mL, CEA <5
ng/mL, CA19-9 37,00 U/mL, CA125 <35,00 U/mL. Thuc hién ndi soi phé quan lay lay dich rira
phé quan phé nang (bronchoalveolar lavage - BAL) theo hwéng dan cla ATS [22], va ghi nhan
két qua phan tich t& bao trong BAL. Két qua phan tich t& bao BAL binh thwéng nhw sau: dai thuc
bao =280%, lympho bao <15%, bach cau da nhan trung tinh <3%, bach cau &i toan <1%.

Thu thap va theo dbi chi sé FVC, thubc diéu tri, sinh hiéu qua méi lan bénh nhan dén tai kham va
qua phéng van dién thoai vé&i bénh nhan hodc thanh vién gia dinh. Hwéng dan bénh nhan st
dung thudc trc ché mién dich hoac chéng xo hdéa chi khi da diéu tri theo liéu trinh hién tai lau hon
6 thang. V&i mbi bénh nhan, sw gidm chirc ndng phédi dwoc tinh nhw sau: (FVC cudi cung - FVC
co ban)/thei gian theo ddi (don vi: ndm) [23]. Thoi gian thwe hién nghién ctru trén moéi bénh nhan
chinh 1a thoi gian séng khéng phau thuat (TFS), dwoc dinh nghia 1a t& luc dwoc chan doan ILD
dén khi bénh nhan phai tién hanh ghép phdi hay t& vong.

Phan tich dir liéu

D liéu dwoc phan tich bang phan mém SPSS, phién ban 23 (IBM Corp., Armonk, NY, Hoa Ky).
Céc gia tri dinh tinh dwoc trinh bay duwéi dang tan sé va ty 1& phan tram, gia tri dinh lwong dwoc
trinh bay dwéi dang chi sé trung binh + dd 1&ch chuan (SD) hodc trung vi va khodng tlr phan vi
(IQR). Phan tich sy khac biét gitra cac bién lién tuc bang kiém dinh phwong sai mét chiéu hay
Mann-Whitney U test, c&c gia tri dinh tinh dwoc danh gia bang kiém dinh chi binh phwong. Thoi
gian séng dwoc phan tich qua dwéng cong Kaplan-Meier va log-rank test. Khi log-rank test cé y
nghia théng k&, hiéu chinh Bonferroni dwoc 4p dung cho cac phép so sanh va gia tri alpha dwoc
thiét 1ap & 0,0083 (0,05/6 kiém dinh). Ap dung hdi qui Cox va phan tich nhj bién dé& xac dinh cac
bién gitp tién lwong kha nang tlr vong hodc ghép phdi, tinh hazard ratio (HR) va khodng tin cay
95% (confidence interval - Cl). Phan tich dwoc xem la c6 y nghia théng ké khi gia tri p <0,05.

KET QUA
DPéi twong nghién cru

Trong thoi gian tir 2012 dén 2021, tdng cong c6 9.796 bénh nhan noi tri dwoc phéat hién ILD trén
HRCT nguc thdng qua tdm soat ban dau. Trong s nay, 1.395 bénh nhan c6 hinh anh UIP hoac
goi y UIP trén HRCT. Sau khi 4p dung céc tiéu chuan chon mau cling nhw tiéu chuan loai trir, ¢
591 bénh nhan da diéu kién tham gia nghién ctu. Ly do nhap vién cia nhirng bénh nhan trén bao
goém: kho thé (45,5%), ho (31,6%), swng hodc dau khdp (7,4%), sét (4,3%), khé miéng (2,5%),
bat thuwéng trén hinh anh chup nguwc (2,0%), dau nguc (1,9%), ho ra mau (1,9%), phu (1,4%), tiéu
mau (0,8%), mét mdi (0,7%). Bénh nhan duwgc phan thanh bdn nhém: IPF (n = 320), CTD-UIP (n
= 229), asbestosis-UIP (n = 28), HP-UIP (n = 14). Trong nhém CTD-UIP, c6 52 bénh nhan RA-
UIP, 71 bénh nhan pSS-UIP, 58 bénh nhan AAV-UIP va 48 bénh nhan vé&i cac dang CTD-UIP
khac, bao gébm 10 bénh nhan da xo cing, 2 bénh nhan viém da co, 8 bénh nhan CTD hén hop,
28 bénh nhan viém phdi k& cé dac diém tw mién. So dé minh hoa chi tiét quy trinh chon mau
dworc trinh bay tai Hinh 1.
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Hinh 1. So d6 minh hoa quy trinh chon mau. ILD, interstitial lung disease (bénh phdi md ké&); UIP, usual
interstitial pneumonia (viem phdi mo ké théng thuéng); IP, interstitial pneumonia (viém phdi mo ké); GBM,
glomerular basement membrane (mang day cau than); IPF, idiopathic pulmonary fibrosis (xo' phdi vo can);
CTD, connective tissue disease (b&nh mo lién két); HP, hypersensitivity pneumonitis (viém phdi tang cam);

RA, rheumatoid arthritis (viém kh&p dang thap); pSS, primary Sjégren’s syndrome (hdi chirng Sjégren
nguyén phat); AAV, anti-neutrophil cytoplasmic antibody-associated vasculitis (viém mach lién quan khang
thé khang twong bao bach ciu da nhan trung tinh).
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DPic diém |am sang va nhan khau hoc

Do tudi trung binh ctia bénh nhan 1a 65,5 tudi, BMI trung binh 1a 24,2 kg/m?. C6 430 nam (72,8%)
trong tdng s& bénh nhan nghién ctru va 351 nguoi (59,4%) c6 tién st hat thube.

C6 tbng sb6 436 bénh nhan (73,8%) c6 hinh &nh UIP va 155 nguoi (26,2%) cé hinh anh goi y UIP
trén HRCT. Tai thoi diém dwoc chan doan, FVC trung binh 14 2,8 L, FVC% dw doan, FEV1% duw
doan, DLCO SB% dy doan lan lwot la 86,6%, 87,6%, 53,6%. Trung vi cta chi s6 GAP la 3,0
(khoang t& phan vi: 2,0 - 4,0), bao gbm 375 bénh nhan (63,5%) dwgc phan loai giai doan I, 180
bénh nhan (30,4%) giai doan Il va 36 nguoi (6,1%) giai doan lIl. Trung binh chi s6 CPI 1a 40,0
(Bang 1). Phan tich gitra cadc nhdm cho thdy nhém CTD-UIP c6 ti 1& nam it hon (58,1% so VO
83,8%, p <0,001), BMI ciing thap hon (23,5 kg/m? so v&i 24,8 kg/m?, p <0,001) va c6 it bénh nhan
c6 tién st hat thudée hon (51,1% so v&i 66,3%, p <0,001) so vé&i nhém IPF. CAc gia tri tudi, ti 1é
UIP/ nghi ngé UIP, chirc nang phdi, chi s& GAP, CPI tai thei diém chan doan ciing dwoc so sanh
phan theo cac nhém.

Bang 1. D&c diém nhan trc hoc cGa bénh nhan UIP phan theo cac nguyén nhan gay bénh.

Asbestos er 2 s
IPE CTD-UIP HP-UIP  Giatrip
N 591 320 229 28 14
Tudi, nam 655+91 | 653+89 | 65.7+98 | 683+73 | 61.9+65 | 0.160
Gioi tinh nam, n (%) | 430 (72.8) | 268 (83.8) | 133 (58.1)* | 20 (71.4) | 9 (64.3) <0.001
BMI, kg/m? 242+37 | 248+37 | 235+3.6° | 249+38 | 23.8+39 | <0.001
Ht thudc 14, n (%) 351 (59.4) | 212 (66.3) | 117 (51.1)° | 14 (50.0) | 8 (57.1) 0.003
UIP/goi y UIP 436/155 | 231/89 177/52 19/9 9/5 0.387
Chtrc néng phéi
FVC, L 28+08 | 29+08 | 27+08 | 26+09 | 28+1.0 0.075
86,6+ 854+ 88.0 % 881+ 876+
) ]
FVC% dy doan 20.4 19.9 21.3 19.0 20.6 0.582
876¢ 8702 884+ 868+ 890+
) ]
FEV1% dy doan 19.7 19.3 20.3 19.3 21.6 0.881
536+ 5261 5261 60.7 = 6231
) ,
DLCOsb% dir doan 20.1 20.2 19.5 18.1 20.7 0.083
y 3.0 3.0 3.0 3.0 2.0
il o SR (2.0-40) | (2.0-40) | (2.0-40) | (2.040) | @oz2s | 9077
Giai doan I, n (%) 375 (63.5) | 199 (62.2) | 146 (63.8) | 18 (64.3) | 12 (85.7) 0.361
Giai doan Il, n (%) | 180 (30.4) | 98(30.6) | 72(314) | 9(32.1) 1(7.1) 0.299
Giai doan IIl, n (%) 3661 | 23(72) | 11(4.8) 1(3.6) 1(7.1) 0.644
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. 200 % a1z 3901 3451 3551
Chi so CPI 16.2 16.2 16.3 13.0 17.9 0.169

Sé liéu dwoc trinh bay dwdi dang trung binh + dd I&ch chuan hodc trung vi (t&¢ phan vi) hodc n
(%). UIP, usual interstitial pneumonia (viém phéi md ké& théng thwdng): IPF, idiopathic pulmonary
fibrosis (xo' phdi vo can); CTD, connective tissue disease (bénh mé lién két); HP, hypersensitivity
pneumonitis (viém phdi tdng cam); BMI, body mass index (chi sb khdi co thé); FVC, forced vital
capacity (dung tich séng gang strc); FEV1, forced expiratory volume in the first second (dung tich
th® ra gang strc trong gidy dau tién); DLCOsb, single-breath diffusing capacity of the lung for
carbon monoxide (kha nang khuéch tadn qua mang phé nang mao mach); GAP, gender-age-
physiology (chi s6 chirc ndng theo tudi - gi¢i); CPI, composite physiologic index (chi sb sinh ly
tdng hop). ?p<0.0083 so v&i nhom IPF.

Trong cac xét nghiém can lam sang, sé lwong bach cau da nhan trung tinh, ESR, CRP, néng d6
IlgG ctia nhom CTD-UIP Ia cao hon dang ké so véi 3 nhém con lai (p <0,001). Dbi véi cac dau én
ung thw, nhém IPF c6 néng dé CEA cao hon CTD-UIP (3,3 so v&i 2,4, p <0,001) trong khi néng
do CA 19-9 va CA125 cta nhdm CTD-UIP cao hon cac nhém khac (p <0,001). Thwc hién ndi soi
phé quan |4y dich rira phé quan phé nang trén 307 bénh nhan (51,9%), trung vi cla phan tram dai
thwe bao, bach cau da nhan trung tinh, lympho bao, bach cau i toan trong dich rira lan lwot &
60,0%, 28,0%, 6%, 1%. Trén bénh nhan & nhém IPF, CTD-UIP, asbestosis-UIP, va HP-UIP, sb
trung vi ctia phan trdm bach cau da nhan trung tinh lan lwot 1a 29,0%, 30,0%, 23,5%, 22,0%, cac
chi sé nay vwot qua chi s binh thuwong (3%). (Bang 2)

Bang 2. Chi s can lam sang ctia bénh nhan UIP phan theo cac nguyén nhan gay bénh.

Téng IPE cTD-uip "SPSOS b b Giatrip

is-UIP
N 501 320 229 28 14

Phén tich té bao mau

Leucocytes, x10%/L 6.7+1.9 6.6+16 |69+23°| 61+1.4 59+1.3 0.032

+
Neutrophils, x10%L | 4.0+16 | 3.8+12 24';,;,0 36+£1.0 | 3.1+12 | <0.001
Lymphocytes
ymp ytes, 1.9+07 | 21+07 | 1.8+07% | 1.9+06 | 2.1+06 <0.001
x10°/L
Monocytes, x10°%/L 05+02 | 05+01 | 04+02 | 05+01 | 0.4+0.1 0.587
Tbc d6 mau lang, 15.0 10.0 27.0 (15.0- 12.0 6.5 <0.001
mm/h (6.0-29.0) | (3.0-18.0) | 51.0)**° | (3.0-18.0) | (2.0-18.0) '
0.7
0.4 0.3 0.4 0.2
CRP, mg/dL 0207 | ©2-06) | @324 | 0206 | (103 | <00%1
IgG, mg/dL 1480.2 1365.2 1657.5 1269.4 1383.6 <0.001
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$4303 | 3215 |%512.9%°°| 2043 | %2229
t?gf;ﬂjgfﬁ:nnhg W1 oe7 04.2) | 307 (95.9) | 212 (92.6) | 25 (89.3) | 13 (92.9) | 0.242
CYFRA21-1, ng/mL (z.gju) (2.231.2) (2.2;?1.0) (2.3;:73.8) (2.351.0) 0.211
CEA. ng/mL (1.2;?1.5) (22;?;.2) (1.5—'3.8? (1.2'—93.6) (1.?2.5) <0.001
vaum. | i | Ee A s e |
CA125, UimL (10.141?5,27.3) (10.11?';1.1) Zjﬁé)ﬁ’f _ (8;-3;11.3) (8.;??;;.8) <0.001
Té bao hoc BALF 307 (51.9) | 179 (55.9)° | 108 (47.2)° | 6 (21.4)*° | 14 (100.0) | <0.001
Macrophages, % (47.630-430.0) (47.650-£0.0) (36?507—;)0.0) (64.732—.756.3) (49?)5-29.0) 0.266
Neutrophils, % (20.20?'4?5.0) (21.20?'4?5.0) (19?0?56.0) (15.23?.258.3) (15%)2—56.0) 0.034
Lymphocytes, % (2.2;2.4) (2.05-.85.0)° (2.05-'5(3).0)° (3.:-'3.0)° (7.328.0) 0.004
Eosinophils, % 1.0 (0-3.0) | 1.0 (0-3.0) | 1.0 (0-3.0) | 1.0 (0-3.3) 2'3_(8)'5' 0.682

Sé liéu dwoc trinh bay dwéi dang trung binh + d6 Iéch chuan hodc trung vi (t&¢ phan vi) hoac n (%). UIP,
usual interstitial pneumonia (viem phdi mé ké& théng thwdng); IPF, idiopathic pulmonary fibrosis (x¢' phi vd
can); CTD, connective tissue disease (bénh mé lién két); HP, hypersensitivity pneumonitis (viém phdi tang
cam); ESR, cells erythrocyte sedimentation rate (tbc d& mau I&ng); CRP, C-reactive protein (protein phan
trng C); 1gG, immunoglobulin G; CYFRA21-1, cytokeratin 21-1; CEA, carcinoembryonic antigen; CA,
carbohydrate antigen; BALF, dich rira phé quan phé nang.

4p<0.0083 so v&i nhém IPF.
Pp<0.0083 so v&i nhom AS-UIP.
‘p<0.0083 so v&i nhém HP-UIP.

Theo ddi bénh nhéan

Déi v&i nhivng bénh nhan c6 hinh anh UIP, tan suét xuat hién bién chirng khi phé thiing hay tang
ap phdi lan lwot 1a 31,1% va 17,9% va khong cé sy khéc biét cé y nghia thdng ké gira cac bénh
nhan. Trung vi cua thoi gian theo ddi la 46,4 thang, trong th&i gian theo ddi, cdé 213 bénh nhan
(36,0%) st dung thuéc e ché mién dich, 125 bénh nhan (21,2%) st dung thuéc chdng xo' héa,
ghép phdi dwoc tién hanh trén 9 bénh nhan (1,5%). Trung vi cta d6 gidm FVC hang nam la 76,0
mL. Ti 1& bénh nhan séng khéng phau thuat sau 1 ndm, 3 nam, 5 nam lan lwot la 90,0%, 71,0%,
52,3%. Thuc hién so sanh gitra cac bénh nhan, nhém IPF s dung thudc chdng xo héa thudng
xuyén hon néu so vé&i nhém CTD-UIP (29,7% so v&i 12,2%, p <0,001) va nhom asbestosis-UIP
(29,7% so vé&i 0, p <0,001). Sé trung vi cla dd gidm FVC cta nhém IPF (133,9 mL/ndm) chéng
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vanh hon nhém CTD-UIP (24,5 mL/nam, p = 0,001) va nhém asbestosis-UIP (61,0 mL/nam, p =
0,008). (Bang 3)

Bang 3. Bénh déng mac, phwong phap diéu tri, sw suy giam FVC va ty |é sdng khdng phau thuat ctia bénh
nhan UIP phén theo cac nguyén nhan gay bénh.

Asbestos

IPF TD-UP HP-UP  Gia tri
CTD-U -UIP U Giatrip
N 591 320 229 28 14
Khi phé thiing, n (%) | 184 (31.1) | 112(35.0) | 63(27.5) | 7(25.0) | 2(14.3) 0.111
Tang ap phdi, n (%) | 106 (17.9) | 56 (17.5) | 43(18.8) | 6 (21.4) 1(7.1) 0.679
Thoi gian theo dai, 46.4 45.9 47.9 51.8 404 0.328
thang (23.5-68.1) | (24.2-66.9) | (21.9-71.1) | (39.7-72.6) | (17.1-53.4) '
Diéu tri, n (%)
Thudc trc ché mién 187 )
213 (36.0 14 (4.4 0(0 12 (85.7)* <0.001
;2;00 chong xo 125(21.2) | 95(29.7) | 28 (12.2* | 0(0)® 2 (14.3) <0.001
Ghép phdi 9 (1.5) 6 (1.9) 3(1.3) 0 (0) 0 (0) 0.867
133.9 24.5 86.0
AFVC, mL/n&m 76'2% 1)7' (393 | (-728 611'2535’37);9' (-1861- |  0.003
' 269.1) 158.9)% ' 213.5)
Ty 16 séng khéng
phéu thuét, %
1 nam 90.0% 89.4% 89.5% 96.4% 92.9% —
3 nam 71.0% 68.3% 71.6% 88.7% 82.5% —
5 nam 52.3% 48.1% 55.2% 78.3% 47.2% —

S lieu dwoc trinh bay dwéi dang trung binh + dd léch chuan hoac trung vi (t&r phan vi) hodc n (%). UIP,
usual interstitial pneumonia (viém phdi mé ké théng thudng); IPF, idiopathic pulmonary fibrosis (x¢' phéi vo
can); CTD, connective tissue disease (bénh mé lién két); HP, hypersensitivity pneumonitis (viém phéi tang
cdm); FVC, forced vital capacity (dung tich séng gang strc); TFS, transplant-free survival (ty 1& séng khoéng
phau thuéat).

?p<0.0083 so v&i nhém IPF.
Pp<0.0083 so v&i nhém AS-UIP.

Phéan tich dwéi nhém

Phan tich dwéi nhém dwoc thwe hién riéng cho nhém bénh nhan CTD-UIP. So sanh dac diém
nhan khau hoc va két qua xét nghiém céan l1am sang ctia cac nhém bénh nhan RA-UIP, pSS-UIP,
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AAV-UIP va CTD-UIP khéc. Tuy nhién, nhém bénh nhan AAV-UIP dwoc nhan thay chi sb cao
hon & cac bién do tudi, sé lwong bach ciu, bach cau da nhan trung tinh, ERS, néng dd CRP. Ti 1&
suy giam FVC la khac nhau gitra cac nhom: nhom RA-UIP (88,1 mL/nam) va AAV-UIP (72,9
mL/nam) cé sw giam nhanh hon ré rét so v&i nhém pSS-UIP (25,9 mL/nam) va nhém CTD-UIP
khac (20,7 mL/nam), véi p <0,05 (Bang phu S1).

Thuwce hién so séanh bd sung tai nhém IPF va nhém CTD-UIP trén cac bénh nhan c6 hodc khéng c6
khi phé thiing, cung v&i nhirng bénh nhan cé hodc khéng cé tang ap phdi cho thay: bénh nhan cé
khi phé thiing c6 trung vi d6 gidm FVC hang nam cham hon nguwdi khdng c6 khi phé thiing, két
qua giéng nhau git)a nhém IPF (50,7 mL/nam so v&i 177,3 mL/nam, p = 0,047) va nhém CTD-UIP
(-35,6 mL/nam so véi 38,9 mL/nam, p = 0,024). Tuy nhién, bénh nhan cé tdng ap phdi lai c6 TFS
ngdn hon rd rét so véi nguwdi khong cé tang ap phéi, & nhoém IPF (35,9 so véi 65,2 thang, p
<0,001) va nhém CTD-UIP (28,5 so v&i 80,9 thang, p <0,001) (Bang phu S2, S3).

Th&i gian séng khéng phau thuat va cac yéu té nguy co

DPuwong cong Kaplan-Meier tai Hinh 2 minh hoa sy khac biét TFS cta bénh nhan UIP phan theo
cac nguyén nhan khac nhau. Nhirng sy khac biét gitra nhirng nhéom IPF, CTD-UIP, asbestosis-
UIP, va HP-UIP la c6 y nghia théng ké (p = 0,023) (Hinh 2A). TFS cta cac nhom lan lwot la: IPF
(trung vi 55,9 thang), CTD-UIP (trung vi 66,7 thang), HP-UIP (57,5 thang). Bénh nhan asbestosis-
UIP cho thdy kha nang sbng cao nhat, khi s6 liéu TFS ctia nhom nay van chwa thu thap dwoc cho
dén khi két thic nghién clru. So sanh tirng cap nhan thay c6 sy khac biét co y nghia thdng ké
gitba bénh nhan IPF va asbestosis-UIP (log-rank p <0,001). Mac du nhém CTD-UIP c6 kha nang
sbéng sét cao hon asbestosis-UIP (p = 0,017) trén hiéu chinh Bonferroni, diéu nay lai khéng c6 y
nghia thdng ké.

Ngoai ra, khac biét TFS ciing dwoc tim thay khi phan tich dwéi nhém CTD-UIP (p = 0,006) (Hinh
2B). Nhom AAV-UIP (trung vi TFS 49,3 thangg) va RA-UIP (trung vi TFS 59,0 thang) co tién
lwong sbng thap nhat, nhom pSS-UIP (trung vi TFS 92,8 thang) va nhém CTD-UIP khac (trung vi
TFS 69,1 thang) c6 tién lwong tdt hon. Sy khac biét gitba nhém AAV-UIP va pSS-UIP 1a c6 y
nghia thdng ké& (log-rank p <0,001), kha ndng sbng s6t ciia nhém pSS-UIP cao hon so v&i RA-
UIP (p = 0,017). Néu xem IPF 1a nhém chirng, ta nhan thdy cd nhém RA-UIP va AAV-UIP déu
khong cho thay kha nang séng cao hon, trong khi dé nhém pSS-UIP (p = 0,017) lai cho thay ti 1&
sbéng kha quan hon va cé y nghia théng k&, nhém CTD-UIP khéac ciing c6 kha nang séng cao hon
(p = 0,066). (Hinh 2C-F)
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Hinh 2. Pudng cong Kaplan-Meier so sanh théi gian sdng khéng phau thuat cta bénh nhan UIP phan theo
cac nguyén nhan gay bénh. TFS, transplant-free survival (thoi gian séng khdng phau thuat). (A) So séanh
TFS gira nhém IPF, CTD-UIP, asbestosis-UIP, va HP-UIP (p = 0.023). (B) So sanh TFS gi(ra nhém RA-
UIP, pSS-UIP, AAV-UIP, va CTD-UIP khac (p =0.006). (C) So sanh TFS gitra nhom IPF va RA-UIP [HR =

1.069 (95% CI: 0.715, 1.597), p = 0.739, so sanh v&i IPF]. (D) So sanh TFS gitra nhom IPF va pSS-UIP

[HR=0.624 (95% CI: 0.446, 0.872), p = 0.017, so sanh v&i IPF]. (E) So sanh TFS giira nhém IPF va AAV-
UIP [HR = 1.286 (95% CI: 0.882, 1.875), p = 0.153, so sanh v&i IPF]. (F) So sanh TFS gitra nhém IPF and
CTD-UIP khéc, [HR = 0.638 (95% CI: 0.425, 0.958), p = 0.066, so sanh véi IPF]. IPF, idiopathic pulmonary

fibrosis (xo phdi vé can); CTD, connective tissue disease (b&nh mé lién két); UIP, usual interstitial
pneumonia (viém phdi md ké théng thuwdng); HP, hypersensitivity pneumonitis (viém phdi mo ké); RA,
rheumatoid arthritis (viém khép dang thap); pSS, primary Sjégren’s syndrome (hdi chirng Sjdgren nguyén
phét); AAV, anti-neutrophil cytoplasmic antibody-associated vasculitis (viém mach lién quan khang thé
khang twong bao bach ciu da nhan trung tinh); HR, hazard ratio; Cl, confidence interval (khoang tin cay).

Phan tich nhj bién chi ra rang: do tudi (HR 1,043, p <0,001) va tang ap phdi (HE 1,769, p = 0,002)
la nhirng yéu té nguy co. Ni¥ gi&i, hinh &anh goi y UIP (HR 0,433, p <0,001, so v&i UIP), FVC% duw
doan (HR 0,971, p <0,001), DLCO SB% dw doan (HR 0,971, p <0,001), va pSS-UIP (HR 0,599, p
= 0,011, so v&i IPF), asbestosis-UIP (HR 0,320, p = 0,006, so v&i IPF) la cac yéu té bao vé khoi
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t& vong va ghép phéi. M6 hinh héi qui Cox chi ra rang tac déng cla cac nguyén nhan gay bénh
|en thdi gian séng la nhw nhau ngay ca khi da hiéu chinh cac yéu té nhw tudi, gi&i, hinh anh hoc,
chtrc nang phdi, va tang ap phéi tai thoi diém dwoc chan doan. (Bang 4)

Bang 4. Nhirng yéu t6 nguy co lién quan dén tlr vong va ghép phdi & bénh nhan UIP.

Phan tich don bién

Giatrip

Phan tich da bién

HR (95% CI)

Giatrip

HR (95% CI)

2. 1.038 1.043
Tuor (1.024-1.051) <0.001 (1.025-1.060) <0.001
Gidi tinh
Nam 1.000 . . .
gia tri tham khao
(gia tri tham khao)
. 0.649 0.981
NG (0.496-0.849) 0.002 (0.632-1.525) 0.933
0.981
BMI . — —
(0.950-1.013) 0235
. . 1.244 1.106
Tién s hut thudc la (0.988-1.566) 0.063 (0.771-1.587) 0.583
Hinh énh hoc
1.000
gia tri tham khao o o o
UIP (gia tri th khao)
0.433 0.664
iy UIP <0. .
GoiyU (0.315-0.596) 0.001 (0.434-0.954) 0.049
0.971 0.977
o .
FVC% dw doan (0.964-0.977) <0.001 (0.968-0.987) <0.001
0.971 0.986
o .
) . = . < . = .
DLCOsb% dy doan (0.965-0.978) 0.001 (0.977-0.996 0.004
;LA L~ 0.909
Khi phé thiing (0.710-1.164) 0.449 — —
2.319 1.769
PHT (1.779-3.023) <0.001 (1.236-2.533) 0.002
Nguyén nhan gay
bénh
1.000
IPF (gia tri tham kh&o) _ o o
1.070 1.003
RA-UIP . .
v (0.723-1.584) 0.735 (0.581-1.733) 0.991
pSS-UIP 0.599 0.011 0.624 0.047

(0.404-0.888)

(0.423-0.987)
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AAV-UIP (0.91&)2-?5818) 0-155 (0.42'2?2%400) 0.441
CTD-UIP khéc 0. 3%'86_?02 2 0.062 0. 38'75_?3033) 0.063
Asbestosis-UIP ©. 1223307 22) 0.006 . 0281(5)46 30) 0.008
HP-UIP (0.381'55—226.;014) 0.677 (o.7§§i.3873) 0.170

HR, hazard ratio; Cl, confidence interval (khoang tin cay); BMI, body mass index (chi sb khdi co thé); UIP,
usual interstitial pneumonia (viém phdi md ké théng thwéng); FVC, forced vital capacity (dung tich séng
gang strc); DLCOsb, single-breath diffusing capacity of the lung for carbon monoxide (kha ndng khuéch tan
qua mang phé nang mao mach); PHT, pulmonary hypertension (tdng ap phdi); IPF, idiopathic pulmonary
fibrosis (xo0 phéi vé can); RA, rheumatoid arthritis (viém khép dang thap); pSS, primary Sjdgren’s
syndrome (héi chirng Sjogren nguyén phat); AAV, anti-neutrophil cytoplasmic antibody associated
vasculitis (vim mach lién quan khang thé khang twong bao bach cau da nhan trung tinh); CTD,
connective tissue disease (bénh mb lién két); HP, hypersensitivity pneumonitis (viém phdi tdng cam).

BAN LUAN

Nghién ctru chi yéu trén bénh nhan ILD cé hinh &nh UIP va nghi ng& UIP trén HRCT. Nghién
ctru cta chung t6i cho thay rang c6 sw khéng dbéng nhat trong dién tién bénh va c6 mot sé dac
diém chung trén bénh nhan UIP do c&c nguyén nhan gay bénh khac nhau.

Trong nghién ctru ndy, ching t6i quan sat thay sy gidm FVC va TFS khéng déng déu gitra nhirng
bénh nhan UIP thudc cac nguyén nhan khac nhau. Bénh bui phéi amidng, dac trwng béi nhirng
dwong mé 16n xon thwdng gap & thuy dwdi, hinh anh kinh me, dam dé khdng ddng nhat cung véi
bat thworng tai mang phdi; dwoc cho la do hit phai amidng trong thdi gian dai [24]. Trong mot
nghién ctru gan day, chdng t6i quan sat trén 9,8% (20/204) bénh nhan bui phdi amiéng cé hinh
anh UIP trén HRCT [25], tuy nhién di liéu cta nghién ctu con han ché do thdi gian séng cia
bénh nhan nhém asbestosis-UIP 1a kha lau. Quéa trinh tién trién bénh ly trén bénh nhan
asbestosis-UIP dién ra cham, do dé ho c6 kha nang séng cao hon nhém IPF, mac du triéu chirng
lam sang va cac chi sd xét nghiém can l1am sang cla hai nhém la gidng nhau. Dbi véi bénh nhan
nhom pSS-UIP, ho ciing cho thay tién lwong tén hon so véi IPF. Xét nghiém mé bénh hoc vi thé
chi ra rang hinh anh tich tu nguyén bao soi — dac trwng cla IPF, ciing dwgc thiy khdng thwdng
xuyén & nhom pSS-UIP va asbestosis-UIP. Nhirng d4u hiéu: viem mo k&, tham nhiém twong bao,
tang sinh trung tdm nang bach huyét, nang, viém tiéu phé quan, viém mang phdi 1a nhirng dac
diém thwdng gdp trén bénh nhan pSS-UIP [26, 27]. Cac nghién ctu gan day da (rng dung tri tué
nhan tao danh gia hinh anh tich tu nguyén bao soi cho rang: kich thuwéc ving tich tu nay cang Ién
sé lam xAau di tién lwong trén bénh nhan IPF [28]. Twong tw, nghién ctu trén bénh nhan HP man
tinh cling chi ra rang s tich tu cla nguyén bao soi 1a mot yéu té tién lwong doc lap dén thoi gian
t&r vong hoac ghép phdi [29]. Vi vay, chiing t6i cho rang sb lweng diém tap trung nguyén bao soi
la mét trong nhirng yéu tdé quan trong ctia qua trinh tién trién xo hda va khac biét cla ti 1& tlr vong
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ctia bénh nhan UIP. Tuy nhién van chwa ré cac yéu té anh hwdng dén sy xuét hién va sé lwong
diém tich tu nguyén bao soi.

Trai ngwoc véi nhém pSS-UIP, ti 1é giam FVC va TFS cua bénh nhan nhém RA-UIP va AAV-UIP
la twong dwong véi nhém IPF. DBiéu nay gop phan giai thich sy khac biét trong tién twong cua
nhém CTD-UIP va IPF, vi sé liéu ciia nhém CTD-UIP duoc tdng hop tir cdc nhém nhd khéc [5, 6].
Céc nghién ciru so sanh gitra nhém RA-UIP va IPF, hay AAV-UIP va IPF ciing c6 két qua twong
tw nghién ctru cua chang t6i [30, 31]. Bac biét, trong nghién ctru cia Watanabe va cong sv [32],
6ng nhan thay rang sw gidm dung tich phdi va trung vi cia thdi gian séng gitra nhom AAV-UIP va
IPF 1a giéng nhau, nhwng nguyén nhan t&r vong lai khac nhau. Nguyén nhan t& vong trén bénh
nhan AAV-UIP thuwdng lién quan tdi thuéc e ché mién dich (bién chirng nhiém tring) hay do
viéem mach (xuét huyét phé nang va c6 bénh nén tim mach), & nhom IPF, hu hét nguyén nhan to
vong lién quan t&i bénh Iy hé hd hap. Do vay, & bénh nhan nhém RA-UIP va AAV-UIP can can
nhac dén lgi ich d& kh&i dau diéu tri sém véi thuéc chéng xo héa. Ngoai ra, do con nhirng tranh
cai nén viéc gop chung cac dang bénh phdi k& do bénh ly mé lién két (CTD-ILD) vao phan tich sw
tién trién va kha nang séng sét la chwa phu hop. Ké tiép, ching téi d& xuat can nhéc céac yéu té
dac biét trwéc khi tién hanh thr nghiém 1am sang, nhw hiéu qua cta thubc diéu tri c6 thé khac
nhau gitra cac bénh nhan & cac giai doan bénh khac nhau.

Ti 1é giam FVC hang nam trén bénh nhan IPF trong nghién clru nay dwo'ng nhw cham hon trong
mot vai nghién clru I&n khac da coéng bd. Trong nghién cieu TOMORROW, sy gidm FVC hang
nam la 60 mL trén nhom s dung nintedanib 150 mg 2 1an mdi ngay, va 190 mL trén nhém ching
[33]. Nghién ctru INPULSIS c¢6 ti 1& giam FVC da diéu chinh la 112,4 mL/nam khi st dung
nintedanib va 223,3 mL/ndm & nhom ching [34]. Chang tdi nhan thay rang FVC% dy doan
(85,4%) & mau nghién clru ctia minh 1a cao hon so v&i nghién cieu TOMORROW (80,2%) va
INPULSIS (80%). Bén canh d6, c6 mét sé bénh nhan da s dung thudc chéng xo héa trong thoi
gian tham gia nghién ctru nay. Nhirng diéu nay co thé giai thich cho sw khéac biét trong ti 1& giam
FVC & nghién ctru cda chang toi.

M&c du con chwa nhét quan, dir liéu vé biéu hién Iam sang va két qué can lam sang cua bénh
nhan UIP do nhiéu nguyén nhan cho thay c6 nhiéu sy twong ddng, diéu nay ang hd y kién rang
co ché gay ra hinh anh dang UIP Ia twong tw nhau. Trong nghién ctu nay, trung vi cta do tudi
bénh nhan trong méi nhém déu trén 60 tudi, diéu ndy chi ra rang cé sw twong quan giira do tudi
bénh nhan va hinh anh UIP. D6 tudi cao tir lau da duoc biét l1a yéu td nguy co cua IPF. Nhiéu
bang ching dich t& hoc da cho thay rang bénh IPF c6 ti 186 mac m&i va ti 1& lwu hanh cao trén
bé&nh nhan I&n tudi [35], trong khi d6 c6 nhiéu nghién ctru vé tién trién IPF da danh gia thap tam
quan trong cla cac yéu td anh hwéng béi dd tudi nhu: sy gidm phan bao, 140 héa té bao, can kiét
té bao gbc, gian doan lién lac gitra cac té bao [36]. Twong tw, dbi v&i bénh ILD th&r phat, nhiéu
nghién cru chi ra rdng bénh nhan cao tudi cé xu hwéng méc ILD thié phat do CTD so véi chi méc
CTD [37, 38], gibng nhw dién tién trong viém phdi tdng cdm man tinh so v&i viém phdi tdng cam
cép tinh [39]. Nghién ctru gan day cua tac gia Laurent va cong sw [40], c6 mdi twong quan thuan
gitra mirc dd goi y hinh &nh UIP va d6 tudi bénh nhan coé tiép xic véi amiang. Tuy nhién, cac
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nghién ctu gan day da cho két qua khac nhau vé sy khac biét do tudi & bénh nhan UIP va NSIP
[30, 41]. Do d6, sw xo hda bi anh hwéng bdi qua trinh xo hda nhiéu hon |a do cac dang bénh ly
cha ILD. Nhi*ng ghi chép khac vé cac déc diém giébng nhau clGa bénh nhan UIP 1a sy tdng néng
ddé CYFRA21-1 trong huyét thanh va tang sé lwong bach ciu da nhan trung tinh trong dich BAL.
Tam quan trong ctia CYFRA21-1 trong theo ddi bénh ly ILD da dwoc cdng nhan réng rai trong
nhirng nam gan day. CYFRA21-1 14 protein té bao xwong hién dién trong phé bao 1 va 2, t& bao
biéu mé tiéu phé quan hd hap, né dwoc kich hoat va giai phdng khi phdi bi tén thwong [42]. Dang
chud y, Molyneaux va coéng sw [43] da tim ra rang néng do nén clia CYFRA21-1 c6 kha néng cho
biét liéu bénh nhan IPF c6 nguy co tién trién bénh canh trong vong 12 thang tiép theo va dy doan
ti 1& t& vong cla ho. Trong nghién ctu hién tai, ching téi thay rdng néng dé CYFRA21-1 c6 ting
trén c& nhom IPF va UIP thi phat. Twong tw, nhirng nghién clru trwdc day da danh gia thap tam
quan trong cda bach ciu da nhan trung tinh trong sinh bénh hoc cta IPF [44, 45]. Nghién ctru cia
chang tdi chi ra rang sé lwong bach cau da nhan trung tinh trong dich BAL déu tang giébng nhau &
bénh nhan IPF va UIP th& phat, diéu nay cho thay sinh bénh hoc ctia UIP Ia twong dwong cho du
c6 cac nguyén nhan gay ra khac nhau. Tuy nhién, ciing khéng loai trtv chadn doan UIP trong
trwng hop khéng tdng s lwong bach cau da nhan trung tinh trong dich BAL [46]. M6t cach giai
thich c6 vé thuyét phuc 1a bach cau da nhan trung tinh trong dich BAL ¢6 lién quan dén qué trinh
xo héa phdi thay vi chi dac trwng véi hinh anh UIP, cach gidi thich nay duoc cing ¢b bdi sy ting
bach cau da nhan trung tinh va gidm lympho bao & dich BAL trong qua trinh chuyén tlr dang cép
cGa bénh viém phdi tdng cdm sang man tinh [39].

Sw twong déng gitra IPF va cac dang ILD véi tién trién “gibng IPF” tao nén khai niém xo héa phdi
tién trién (progressive pulmonary fibrosis — PPF), diéu nay cé gia tri trén 1am sang, dac biét trong
phét trién va ng dung thubc. Tuy vay, ciing nén xét t&i dic diém c& nhan va tinh hiéu qua cua
thubc, do d6 co thé ap dung chién lwoc diéu tri “gdp va tach” dé diéu trj cho nhirng bénh nhan nay
[47, 48]. Mot mét, nghién ciru co ché bénh sinh trong qua trinh tién trién UIP c6 thé tim ra thém
nhirng hwéng didu tri khac; mat khac, dé cai tién phac dd diéu tri dwa trén y hoc thwe ching can
thém nhing nghién clru sdu hon vé co ché bénh sinh va tién lwong bénh.

Nghién ctu cla ching tdi c6 mét vai han ché. DAu tién, vi day la nghién ciru hdi ciru don trung
tam nén khéng tranh khéi bias khi chon mau: sé lwong bénh nhan nhém asbestosis-UIP va HP-
UIP it hon dang ké so v&i cac nhém con lai. Trong thwc té, sé lwong bénh nhan HP-UIP va
asbestosis-UIP ciing khéng nhiéu; mét nghién ctru trwdc day cia chiing toi cho thay rang c6 9,8%
(20/204) bénh nhan bénh phdi amidng va 10,8% (8/74) bénh nhan viém phéi tdng cdm co biéu
hién hinh anh UIP trén HRCT [25]. Tuy nhién, han ché nay c6 thé anh hwdng dén dd chinh xac
cua két qua phan tich, 1am phuwong phap théng ké khéng di d& manh dé& phat hién nhirng sw
khac nhau cé y nghia gitra cac nhom. Thi hai, khdng phai tat ca bénh nhan trong nghién cu déu
dwoc danh gia bdi hdi déng da chuyén khoa (multidisciplinary team — MDT) tai thoi diém duwoc
chan doan ILD, méac du chiang téi da tién hanh danh gia bd sung véi hdi déng MDT sau théi diém
dwoc chan doan ILD véi nhirtng bénh nhan nay va loai di nhirng bénh nhan c6 chan doan chua
ré, van c6 mét vai bénh nhan c6 kha nang dwoc phan loai nguyén nhan chwa phu hop. Thir ba,
phan I&n xét nghiém bénh hoc dai thé dwoc thwc hién bang phuwong phap sinh thiét phdi xuyén
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thanh phé quan, diéu nay lam han ché viéc phan tich chuyén sau hon vé nhirtng d&c diém trong
cac mau bénh pham. Thi tw, viéc danh gia kha nang xuét hién tang ap phdi dwa vao siéu am tim
thay vi ding 6ng thdng dwa vao budng tim phai, ma phwong phap nay sé cho két qua chinh xac
hon. Tuy nhién, siéu am tim 1a phwong phap tham do khéng xam lan, trong khi viéc dwa éng
thdng vao budng tim phai c6 mét vai nguy co, ma lgi ich ctia né trén bénh nhan ILD con han ché.
M6t sb nghién clru cho rang trén bénh nhan tang ap phdi, van téc phut nguoc van ba la (tricuspid
regurgitation velocity — TRV) c6 lién quan mat thiét véi ap suat ddng mach phdi tam thu (PASP)
duwoc do qua 6ng théng. DU sao thi siéu am tim cling da dwoc chirng minh |a phwong phap dang
tin cay trong chan doan tang ap phdi [49]. Cubi cung, nguyén nhan ti vong van chua dwoc tim
hiéu rd rang do hau hét cac trwdng hop tlr vong déu xay ra & ngoai vién, vi vay viéc giai thich cho
sw khac biét vé thei gian séng ciia bénh nhan van con chua r.

Toém lai, nghién ctru nay chi ra rang nhirng bé&nh nhan cé hinh anh UIP do cac nguyén nhan khac
nhau sé& c6 mét vai dic diém giéng nhau nhw: tudi cao, tdng néng d6 CYFRA21-1 huyét thanh, va
tang sb lwong bach cau da nhan trung tinh trong dich BAL. Tuy nhién, cé nhirng khac biét trong
murc d6 suy giam FVC va TFS gilra cac bénh nhan. Dac biét, bénh nhan asbestosis-UIP va pSS-
UIP c6 téc do tién trién bénh cham hon, vi vay ho co ti 1&é séng sét cao hon nhém IPF.

NGUON D LIEU

Nhirng nghién ctru dwoc dé cap dén trong bai viét nay dwoc liét ké tai phan Tai liéu bd sung, vui
long lién hé véi tac gia nghién ctru dé biét thém théng tin.

VAN BE PAO BIYC TRONG NGHIEN CcUrU

Nghién ctru dwoc chap thuan b&i Hoi ddng Pao dirc tai Bénh vién Triéu Dwong Bac Kinh, tuan
thd cac quy dinh tai dia phwong va co s& nghién clru trong théi gian thwe hién. Theo quy dinh

toan quéc va s& tai, ngwdi tham gia nghién ciru hodc ngudi giam hdé/ngudi than khéng can cung
cap phiéu chap thuan tham gia nghién ctru viét tay.

NGHIEN Cc’U VIEN

QY: Téng quan va phuong phap nghién ctru. SY: quan Iy sé liéu, phan tich sé liéu, soan thao ban
nhéap. JW: viét, chinh stra va gép y van ban. DS: quan Iy phdn mém. YW: thu thap sb liéu va theo
ddi mau. CX: giam sat va diéu hanh nghién ctru. Bai bao dwoc dang dwéi sy ddng y cla tat ca
nghién ctru vién.

TAlI TRO
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Nghién clru dwoc tai tro bdi Dw an phat trién nang lwc y té cong cdng cong nghé cao (DL-02-21)
va Chuwong trinh cai cach va phat trién cla Vién H6 hap B&c Kinh (ysrh2022013).

LOI CAM ON

Chung téi tran trong va biét on tat cd nhirng bénh nhan va nguwdi lién quan da tham gia vao
nghién ctu. Tac gid cling mudn bay té long biét on dén Luling Li va Xiang Gong tai Bé&nh vién
Triéu Dwong Béac Kinh qua nhirtng déng gép cda ho trong viéc chan doan bénh Iy mé ké (CTD) va
dién gidi hinh &nh CT scan. Ho da gop phan to Ién cho sy chinh xac va ddm bao chat lwong cla
nghién curu.

TUYEN BO VE XUNG POT LQ' iCH

Téc gid hiéu rdng nghién ciru nay dwoc thuc hién ma khéng gay ra bat cir &nh huwéng nao dén loi
ich gilra cac bén.

LUU Y CUA NHA XUAT BAN

T4t ca tuyén bd va 16i khang dinh trong bai bdo nay déu thudc vé tac gia va khéng phai tlr co
quan dai dién cGa ho hay cla nha xuat ban, nguoi bién tap hay nguwdi binh duyét. Nha xuét ban
khéng chiu trach nhiém cho b4t ki két qua hay san phdm nao dwoc dé cap trong bai nay.

TAI LIEU BO SUNG

Tai liéu bd sung trong nghién clru nay cé thé dwoc truy cap tric tuyén tai day.
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BANG TRA ClPU THUAT NG

Antineutrophil cytoplasmic antibodies

Viém mach lién quan khang thé khang twong

ARV associated vasculitis bao bach ciu da nhan trung tinh

BALF Bronchoalveolar lavage fluid Dich r&ra phé quan phé nang

BMI Body mass index Chi s6 khéi co thé

CA Carbohydrate antigen

CEA Carcinoembryonic antigen

Cls Confidence intervals Khoang tin cay

CPI Composite physiological index Chi sb CPI

CRP C-reactive protein Protein phan trng C

CTD Connective tissue disease Bé&nh mo lién két

CYFRA21-1 Cytokeratin fraction 21-1

DLCOSb Single-breath diffgsing capacity of the lung Kha nang khuéch tan qua mang phé nang-
for carbon monoxide mao mach

ESR Erythrocyte sedimentation rate Téc dd mau lang

FEV1 Forced expiratory volume in the 1st second | Thé tich thd ra gang strc trong gidy dau tién

FvC Forced vital capacity Dung tich séng gang strc

GAP Gender-age-physiology Chi sb chire néng theo tudi — gidi
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HP Hypersensitivity pneumonitis Viém phdi tang cdm

HRs Hazard ratios

HRCT High-resolution computed tomography Céat I&p vi tinh dd phan giéi cao
19G Immunoglobulin G

ILD Interstitial lung diseases Bénh phdi mo ké

IPF Idiopathic pulmonary fibrosis Xo phdi vo can

IQOR Interquartile range Khoang t& phan vi

MDT Multidisciplinary team Hoi déng da chuyén khoa

NSIP Nonspecific interstitial pneumonia Viém phdi mo ké khong déc hiéu
PASP Pulmonary artery systolic pressure Ap suét ddng mach phéi tam thu
PHT Pulmonary hypertension T&ng ap phdi

PPF Progressive pulmonary fibrosis Xo phdi tién trién

pSS Primary Sjégren’s syndrome Hoi chirng Sjogren nguyén phat
RA Rheumatoid arthritis Viém khép dang thap

RHC Right heart catheterization Ong théng budng tim phai

TFS Transplant-free survival Théi gian séng khéng phau thuat
TRV Tricuspid regurgitation velocity Van téc phut ngwoc van ba la
uiP Usual interstitial pneumonia Viém phdi mé ké théng thuwdng
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