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Clinical Observation and Factors Influencing the Efficacy of Nintedanib Combined with Cyclo-

phosphamide in the Treatment of Connective Tissue Disease — Associated Interstitial Pneumonia
FENG Yarao,YANG Jinliang ,LUO Huan,GUO Shaoying ,REN Zhanfen,ZHENG Xuejun
(The First Affiliated Hospital of Hebei North University ,Zhangjiakou,Hebei,China 075000)
Abstract: Objective To investigate the clinical efficacy of nintedanib combined with cyclophosphamide in the treatment of
connective tissue disease (CTD) — associated interstitial pneumonia and its effects on the levels of transforming growth factor — B
(TGF - B) and monocyte absolute value / lymphocyte absolute value (MLR) in patients,and to analyze the factors affecting the
efficacy. Methods A total of 90 patients with CTD - associated interstitial pneumonia admitted to the hospital from January 2022
to January 2024 were selected and divided into the study group and the control group by the random number table method, with
45 cases in each group. The patients in the two groups were treated with Cyclophosphamide Tablets,and the patients in the study
group were additionally treated with Nintedanib Ethanesulfonate Capsules. Both groups were treated continuously for six months.
With the total effective patients as the treatment — effective group (77 cases) and ineffective patients as the treatment -
ineffective group (13 cases),the gender,age,body mass index,and disease duration of patients,and the TGF — B,MLR,forced vital
capacity (FVC),forced expiratory volume in one second (FEV,),and pulmonary diffusion capacity for carbon monoxide (DLCO) of
patients before treatment between the two groups were compared, and Logistic multivariate regression analysis was conducted.
Results The total effective rate in the study group was 93.33%,which was significantly higher than 77.78% in the control group
(P < 0.05). After treatment,the clinical symptoms of cough,lung basal rales,dyspnea,chest tightness scores,and total scores in the
two groups significantly reduced (P < 0.05),and those in the study group were significantly lower than those in the control group
(P < 0.05). The FVC,FEV,,and DLCO in the two groups significantly increased (P < 0.05),and those in the study group were
significantly higher than those in the control group (P < 0.05). The levels of TGF — B and MLR in the two groups significantly
reduced (P < 0.05),and those in the study group were significantly lower than those in the control group (P < 0.05). The
results of Logistic multivariate regression analysis showed that TGF - B, MLR, FVC, FEV,, and DLCO were factors affecting the
efficacy of patients with CTD - associated interstitial pneumonia. Conclusion Nintedanib combined with cyclophosphamide has

good clinical efficacy in the treatment of CTD - associated interstitial pneumonia. It is recommended to adjust the treatment plan in
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a timely manner based on the patients’” TGF - B,MLR,FVC,FEV,,and DLCO levels.
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Tab.1 Comparison of the patients’ general data between the

two groups (n = 45)
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(%/5.8)  (Xe5,5) (x5, A)  (Neskg/md)  (Xes,9)
iyl 25120 45,22+ 1,51 4.88+1.89  24.54+2.42 2.57+0.59
A 24121 45.36+1.89  4.69+1.58  24.49+2.39 2.61+0.41
Y 0.045 0.388 0.517 0.099 0.373
P 0.832 0.699 0. 606 0.922 0.710
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Note : Compared with those before treatment,”P < 0.05 (for Tab.3 - 5).
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Tab.4 Comparison of pulmonary function indexes between the Tab.5 Comparison of inflammatory factor expression levels
two groups (X = s,n = 45) between the two groups (X + s,n = 45)
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Tab. 6 Results of the univariate analysis of factors affecting the efficacy of patients with connective tissue disease — associated

interstitial pneumonia
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FvVC 0.369 4.139 1.691 0.541(0.002,0.665) 0.000




R 5R -
Clinical Research

¥ &35 ¥

China Pharmaceuticals

202547 A 5 H % 34 555 13 4)
Vol. 34,No. 13, July 5,2025

9, A TCRR R W , S R L G i ) B ALk 7
52 HATH AT 259 3 R 22502 CTD AH P ]
T I 5 ) T R VA T Ol ] e e R g
R 3 B IS 7 A D A il 8 4T A A AR RS e T B 1
I PR B TR JE A 55 IR e 3 R i R 22
Y1 B 5 51 & i AR L I R SR RO it
00 ] B IV JHORD 21 A Ak i A ke R Tl R AT Ak A Ak
22 5 Ty il 5 A S5 1 DR 2 B, 30 2ok 000 ) S T 4 200 i 34
R SRR 1A 12~ 130 R fa g R 40 v T 240 L B 200 if 55
Ao Y BRI SR D B it S T A Ak AT LAl I PR R
AT TFIEYT CTD AH S ]S 48

AR R WR R A 1 TGF - B ATMLR 7K
4 B AR TR IRZH (P < 0. 05) o 1 T TGF - B 7E CTD
A S 1) S5 il 98 B e A RN % R o R v 4 e R A
0,005l ) SR 08/ L 1 AT BE R R T % 0 )
MG ST, T TGF — BiGE , Al Js 42 i R 21
Ak Ak A0 HA I R 2 B TGF — B i Al 75 S S S I, IF
TR A A5 450160 DR, 76 CTD AR S 1) 5 1 i 48 1403
I F AU kL A A T s B B B N T2 R I
PRAEEE . MLR 0] 2 12 T bk E4 200 B 3 2, - R O R R flE £F
YAl R, DT 5] A A 350 2T 2 Ak o DR ot , 3 3 410 i) MLR
TP AT i T 2 A AN LAt I PR BT B AR £
A AT FEAN  MLR 0 AT 5: B S S b, I B b s
RG0S H TG RIS R B 9T 45 L B R, TGF - B, MLR,
FVC,FEV,, DLCO ¥ J2& 5% i CTD AH 5 1 1] 57 14 Jili 52 k&
BT R 52 R 2R R AR AR TR YT I AR S HE bR, 27
G RRE RO, TR 5 N TR

25 L Fradk , Je ik Je A Bk A FRBEBE R IG 9T CTD AH G
PRSP T 98 PRI RS T8 AT, LSRG B ) TGF - B,
MLR,FVC,FEV,,DLCO 7K K B R HI697 4% o

S Lk
(1] % £, B,M9%,5. RAWKLSREERES TS

G 422 % AR & B I L Ie R AT T[], B 2k, 2022,
31(10):90 - 93.

[2] #Fakotk, 3¢ BX KL -6 4 Thl/ Th2 49 j B F 72 2 % 40 2%
IR Kk A SRR A K 6 A R Ne R ST o SR AR R
HF &8 FHR,2020,13(1):18 - 22.

[3] SILVERIO = ANTONIO M, MARTINS - MARTINHO J, MELO
AT, et al. Predictors of Interstitial Lung Disease in Mixed Con-
nective Tissue Disease[J]. ] Clin Med,2023,12(23) :748]1.

[4] WANG PF, ZHANG L, GUO Q, et al. Mycophenolate mofetil
versus cyclophosphamide plus in patients with connective tissue
disease — associated interstitial lung disease : Efficacy and safe-
ty analysis[]]. Open Med(Wars),2023,18(1):20230838.

[5] ZOU M, HU X, SONG W, et al. Plasma LTBP2 as a potential

biomarker in differential diagnosis of connective tissue disease —

96

associated interstitial lung disease and idiopathic pulmonary
fibrosis: A pilot study[J]. Clinical and Experimental Medicine,
2023,23(8):4809 - 4816.

(6] PHEFANEBRFESE . REBEHALRYL LIRS
(FRO[1]. ¥4 RR RS A &,2004,8(6):374 - 377,

[7] LEE JK, AHN Y,NOH HN, et al. Clinical effect of progressive
pulmonary fibrosis on patients with connective tissue disease —
associated interstitial lung disease: A single center retrospective
cohort study [J]. Clinical and Experimental Medicine, 2023,
23(8):4797 - 4807.

(8] QIN SN, JTAO BX,KANG B, et al. Non — contrast computed to-
mography — based radiomics for staging of connective tissue dis-
ease — assoclated interstitial lung disease [J]. Frontiers in Im-
munology,2023,141:1213008.

[9] INBAN P, CHANDRASEKARAN SH. Autoimmune hepatitis in
a patient with interstitial lung disease secondary to mixed con-
nective tissue disease [J]. Chest, 2023, 164 (4) : A3251 -
A3252.

[10] LEE J, KIM K, JO YS. Comparison of the diagnostic criteria
for progressive pulmonary fibrosis in connective tissue disease
related interstitial lung disease [J]. Respir Med, 2023,
212:107242.

[11] KIM K,LEE J,JO YS. Factors for progressive pulmonary fibro-
sis in connective tissue disease — related interstitial lung dis-
easel J]. Ther Adv Respir Dis,2023,17(1):1 - 11.

[12] MA CX,MENG KF, SHI SY, et al. Clinical significance of in-
terleukin — 6, total bilirubin, CD;* CD,” T cells counts in the
acute exacerbation of connective tissue disease — associated
interstitial lung disease: a cross — sectional study [J]. Euro-
pean Journal of Medical Research , 2023, 28(1):393.

[13] VELAZQUEZ GUEVARA BA, ABUD MENDOZA C, DE
JESUS AVILES RAMIREZLR, et al. Utilidad del ultrasonido
para el diagnéstico de enfermedad pulmonar intersticial en en-
fermedades difusas del tejido conectivo [J].
Clinica,2023,19(8) :455 - 462.

[14] 3 7 . HRCT xF 45 45 4022 48 5% 18] 1 A K 6995 7 44
By R AR KA A [D ] HIM KT K5, 2022,

[15] A#4e, %]  F,#F 48,5 . NLR.MLR.PLR /£ % % 40 4%
A K Ve 1R) BB K 3508 o A SR AR E LT 16K
FE4&&,2022,50(3):286 - 288.

[16] A%de, 3l #5008, 5 . 254 4L A8 55 1k 18] A
KEHERAAERIRLE T 200 2B KT TAEH G R
U] R FE E A& E,2021,49(3) :336 - 337.

[17] i24R4], 30 #,8 B8, 5 . S54F S 50R A0 K 1k 18] JUIE A
K &4 4 JF EB A B g K B F A DNA & Z 5 47(J].
AR I R 4 & ,2021,31(3) :365 - 369.

(18] 3R &AM, FKLL T, ¥ 4§ . 4545 41 8R40 X 18] b Al K%
# ik KL- 645 LDH R-FEABR L RELT]. TRES,
2020,49(22):3733 - 3738.

(ks H 391:2024 - 05 - 17; 4 181 H 182025 - 02 - 09)

Reumatologia



