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The Efficacy of Interferon(IFN)-y in Idiopathic Pulmonary Fibrosis
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Background : Idiopathic pulmonary fibrosis(IPF), a subtype of IIP(idiopathic interstitial pneumonia), is a
fatal disease with a 3-5 year median survival. Many attempts at treating this condition have failed to
demonstrate a survival benefit in IPF. Recently Ziesche et al” reported the efficacy of IFN-7y for treating
IPF but there is still some controversy. The aim of this study was to determine the efficacy of IFN-7 in
patients with advanced IPF who had not been responsive to steroid and cytotoxic agents.

Method : Nine patients with advanced IPF(age: 554%15.3 years, Male: Female=8:1) were enrolled. One
year treatment regime with 2 million IU of IFN-y administered subcutaneously three times a week, and
low dose prednisolone(10-30 mg/d) was also used. In the case of a definite aggravation and serious side
effects, the IFN-7 was discontinued. During the IFN-y trial, a pulmonary function test and chest
radiography were checked every three month throughout the study.

Result : 1) Among 9 patients, only 4 patients were able to complete the 12 month treatment with IFN- 7,
and b patients died during the treatment period. 2) No improvement either in the respiratory symptoms or
pulmonary functions were observed any of the patients, even in those who completed the 12 months trial
of IFN-7, 3) At the time of IFN-7 trial, the survivors who finished the IFN-7 treatment for 12
months had a higher oxygen level(81.3+2.8 vs. 67.4%184, P=0.024) and a better pulmonary function(FVC:
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61.3+51 % predicted vs. 45.7112.3%, P=0.048, and Dico: 45.0+t50% predicted vs. 30.8+11.2%, P=0.048)

than the non—survivors.

Conclusion : Our data suggested that IFN- 7 therapy was not effective in the patients with advanced

IPF refractory compared with other therapeutic agents. Furthermore, these results suggest that severe

mpairment of the pulmonary function and hypoxemia during the IFN-y therapy requires special

attention. (Tuberculosis and Respiratory Diseases 2004, 56:611-618)
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Table 1. Clinical Characteristics of the Patients
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Previous treatment

Interval between

No. Age (year)  Sex Smoking before TN - y diagnosis and IFN
(month)
1 56 M Smoker PD 186
2 66 M Smoker PDrAZT 194
Colchicine
3 46 M Ex-Smoker D 185
PD+AZT
Mean 5531101 188*£05
PD+Cytoxan
44 83 M Ex-Smoker PD+AZT 24.0
5 43 M Non-Smoker PD+AZT/Cytoxan 33.2
6 70 F Non-Smoker PD+AZT/Cytoxan 87
7 55 M Smoker PD+AZT 8.0
PD,
8 35 M Smoker PD+AZT/Cytoxan, 22.3
Colchicine
9 49 M Smoker PdAZT 2477
Colchicine
Mean 555*18.3 202199
Total Mean 554%+153 19779

# Not performed surgical lung biopsy.
*. Familial IPF

PD : prednisolone

AZT: Azathioprine
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Table 2. Pulmonary function test and the blood gas status

At the Time of Diagnosis At the start of IFN-7y At the End of IFN-7y

No FVC (%) Dico (%) (rfue}rﬂ({)?g) FVC (%) Dico (%) (HI:;?]HOZg) FVC  Dico (%)
1 61 o7} 101.2 57 50 84.5 49 o7}
2 76 52 84.1 67 45 9.4 62 40
3 52 47 91.2 60 40 9.9 37 30
Mean 63.0T121 51.0%36 922786 61.3*51 45050 81.3T28 493*125 41.3*121
4 42 51 83.0 36 42 71.0 35 36
5 86 69 97.3 50 38 771 44 32
6 58 40 772 60 38 63.0 48 37
7 65 46 90.0 55 33 64.3
8 50 49 9.1 27 19 744
9 63 36 794 46 15 45 .
Mean 60.7£151 485%115 885190 457123 308+11.2 67.4+84 423*67 35.0+26
P-value 0.905 0.381 0.548 0.048 0.048 0.024 0.40 0.70

Total mean 61.4+£134 493194 897185 509+127 366+11.6 720+97

7} TLC &2 FVCY 10%°lWelal Dico 15%°] 4937994 %lA 3561416 %= (P=0.008) A3k
el 7% etdolet agu. INF-y 9 Fol F A T JhagdAE g Al H]Eke
AE 392 osle) sl INF-7 A& Al Al Pa0.*| 7} 89.7485 mmHgol
A 720997 mmHg= (P=0.008) <tsl¥l “defol
3. EAYH tH(Table 2).
7t ST At REAAR BAEI AL B EA 4 1
A4S Attt W53 dlo]HE2  Fisher's
exact tests A, 914% dlo]HE2 Mann- AA 985 6dl= INF-7 o2 dHe] b o3}y
Whitney tests AAIeF o 7 A1kl dlo]ete] A, 28 FAEOR QF INF-7 ARE EF
W 3l= Wilcoxon's signed rank testS A&tk of FEslden 4dut 12701 A5E SRS
Pk 005 Hwkel Aol A frojds AAs ASE FTEeAE 5H9 1219 A5E 4=Idd
ek, 4 ¥ F 3 A 5/E ol HFE & T Ry
Hgog abgate] 98 F 687} AFEatth(Table
2 o 3)
ATS/ERS 7]l we a3 34 A A8 &
M| CjALRo| =X Ege] 7S 2delA ey AEoldont 1de
obaltEl il INF-7y X8 % HEgont wdo
INF-7 942 F #2717k B3t 11.047.07) 48, 7ol 2d, H7hEAel 2d, &5l 14,
ol e #H7lse e Al H|she] g &27ke] 148, HAFFo] 18 ztzh LAYst
INF-7y FoIA12t BA] FVCE F447439] 614+ i, olE 5 287t Go = Q) AnE FHI)

134 %°lA 5094127 %= (P=0.038), Dicot™ SATHTable 3).
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Table 3. Clinical Outcome

Duration of Outcome . Follow-up period Cause of
No. ng_ 7 after IFN- b4 Final from starting Side Effect garly Cause of
erapy therapy outcome [FN- 7 (month) terminatin of death
(month) IFN-
1 12 Stable Survival 14 Fever
2 12 Stable Survival 21 Fatigue
3 12 Aggravated Survival 18 Hepatitis
Mean 12.0£0.0 17.7+35
4 12 Stable Expired 17 Hepatitis, Pneumonia
Depression
5 8 Aggravated Expired 10 Disease Disease
progression Progression
6 3 Aggravated Expired 6 Fever, Myalgia Side effect Disease
Flu like Progression
Symptom
7 3 Aggravated Expired 9 Fever, Side effect Disease
Generalized Progression
edema.
8 2 Aggravated Expired 3 Fever, Flu like Disease Disease
Symptom progression Progression
9 1 Aggravated Expired 1 Disease Disease
progression Progression
Mean 48*43 77+57
Total 7.1%50 11.0+7.0
AE B2 £ (12 HY) YE2O| B FUY AR PR ARAReE AR
I AP Abolef fojgk zpolzt giglont INF-y
127197 AEE vk 48 5 3¥e INF-y AR Fol AHA = BETE] PaOpA7F Aol H|S)
S G 17.7E35MLEA AESL J3(Table 3), A o] =3(P=0.024) PaCO.& + o 7+ 9t Apo]
5 AR AlSE T A Ase T 1, 2, S 7} it Table 2).
d 4 gHeE FAHAT S 3 (FVC 60>
37%, Drico 40->30%)2 &3tE St Table 2). o &
MEDDE ALUTO| H|I AT A% INF-7 A8 § #9759 Fdad
& BAY F AYT 999 Fol A 3 590l
H75> IPF A HelA  AET3} Apdrgh INF-7y X222 EF ZFusldn A2 A% &
FVC (63.0£121 vs. 60.7£151 %, P=0.905) <} o] Abgste] HeH IPFIA INF-7y = &
Dico (51.0 £36 vs. 485+115, P=0.381) A& =+ 7} gle AR AgHo dTE 4 FTHIA
o7} Ao INF-y FoAAIHAAE Algato th 53] A5 A& AHelA #7153 w9 A
H|gle] AETY] FVC (P=0.048)9} Dico (P=0.048) AfQte] AbtolA AEFHUT AFH AL
7} =& AH o] AtH(Table 2). AdgE W] BqREAME Ut fve 2ES
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