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A.

PAP AT — & ~— 21 1 GM-CSF HUARIERF] CHrik K7, s ik gt o 2 — ZmEs
RF) HAFPAERE LAkRin) PAP JoAT — X R— 2 2 MEEE L T2, 2015 4 12 H THE 1005 4 238k S
iz, 2010 25 3R DFHHNERF LS, FFEOREE, IDICONBEREZFHFE L, LT
FINOHEE LT HEE RN R AR Uiz, AR 0.69/ 100 AR, #HEHHE 6.11/100 7 A,
rhGM-CSF W ATRER (SEfr) MEEHEE, AREFHEICEM L,

PAP #EG ERE G R ETRA « PAP BEAEEG] 4 EREWT A 21TV RV E PRI 2/ AERE B R 55 6 OF
10.2%. BEAUEGOF 11.2%., RMIEEHRERIEL 11.2%:80, 14%M 1L, wEOHEFHIA (Inoue et al,
AJRCCM. 2008;177(7):752-62) |ZH~% < OEHAESERI & 38D 7=, [AIE LM S/ s/ BN 5
BB TIEIAT oA FIGRPLETH S TIEG S H V. BEGE DM CIIR IR Yy, Pl s C#t
GBI DT, MisNES % 5 BRIz, ARG DFO O RMYeRREE, & 5 WIE v ok
b Ao,

PAP L 27 v A N5 BEMEMREOGD, SRZ2 072 33 40 8 Ot PAP &I AT
2 A RB3EE STz, HERAAEZ PAP 234k L (p<0.02)6 FillZ EYE & ff (Akasaka K, et
al. BMC Pulmonary Medicine 15:88, 2015),

PAP @ H &%t & fili#iiEE: HRCT O bz R 3 2T i T 2 #5 IMERE SRR G & 1%
Btz B L, MilaEAEORE HRCT 2t L7z, MREBWEEZ S BHE (MDD) %47
o 7= B M PAP33 il & 2 Yk PAP11 Bl0Ft 44 1> PAP @ HRCT & % fighr L7z, %)
5] CT T 4 B (9%) (T2 MEXE SIRRE 8D b lz, ko CT TIIHTIZ 6 Hil T2&5 [
RUE PRSI HBL L, 2 BHCEERNGRD DTz, #MEET A 47z PAP @ 10 #iH 9
BN E gt PAP T, 162 2 kP PAP To > 72, crazy-paving pattern 75 fEHiIRIER
~BAT. S DITHHE L~ EBATT DIEBID 2 BTz, CT EOMMELET RITA AR TR &5
Z Hiviz, (Akira et al. AJR Am J Roentgenol. 2016 Sep;207(3):544-51.),

aPAP OFHEIEE NA A~ — D —O/F . 2 ECTEEE (DSS) SMHET 2IMiE A 4~
— 71— & LT KL-6, SP-D, SP-A, CEA i{ZoWT#H&E L., H GM-CSF Hif&kix DSS EHHEI L
ooz, Hlmlc DSS L AHBI T 5. 1fiE CYFRA 21-1(Arai et.al. Respirology.
2014;19(2):246-52). B fifiu B[R 1 (Hirose et al. APSR 2016), #i#iH GM-CSFOOOHA
(Kida et al, APSR2016) % Bi% Ly, 4t. R, BRTH. PRONAS A ~—I—B
NI TH D,



TERME PAP & BEVAME : fe st PAP(sPAP) OJEBIE i il 22 AUEMAEMDS) & 0l 2 31 441
LR LEE, 20, mENE & IERERNEE OA RIS TR 2R LT, F2ME Tk MDS
12X % sPAP %< PHRAR THDLHEEZHA LN Lz, BRIRIGEIEOBR N EHE CTH 5 Ishii
et al. BMC Pulmonary Medicine 2014, 14:37),

MY & EAEFI ORI « vt OEN, EERHE 2 JE0M Lz, s M oiE s>
ENH D IERNMLIETH S (Campo et al, Chest. 2016 Jul;150(1):251-3. Campo et al,
Orphanet J Rare Dis. 2016 Aug 31;11(1):115, Ichiwata et al, JRS 2015, ), PEEHAD TIILHF
WARBBNHRTH D,

IRIE, AR Rk PAP, Jo KM PAP, & ntERVE MR RO, Bk, HE
ZEh LT-, Bt EE R EOBLEFRED VAT T A v 7 REENEE TH A H, B
FEFEOZ R L IF R L HFTOD, AAMRERERES LI L, fhiRas 2010 F
B 1 [RERER & RAUAZ BIZ PAP iR 2 BAfE L TV 5, 2014 45 11 A 23 H BAU T 6 [5] PAP
iR, 2015 48 10 A 25 HRBR T 7 [1] PAP f#i5f<x, 2016 4F 10 J 22 H AT 8 [1] PAP
Ry 2 B L7z,

2 & FR e EE ARG - Tk o PAP WFSE S v — 2: H At e 2 Elf'%%/\z’)%@%t%mu
Hiv, 2010 4E0 D PAP (3EA T EE O MR AR B s IRMTFE 3556 TRy BF RIS Y B
ST\, 201547 A 1 B D ai&%ﬁf&iﬁoto JEI7E O FE AVBE (AT« S HFZEEE
Wt /)) LW LW s EAEIE, REEE, MAZEAER LT,

[Summary of the projects: English]

A.

D.

PAP basic database: We constructed a continual PAP database by collecting measurement cases
of autoantibody against GM-CSF every year (Niigata University, Kinki Chuo-Chest Medical
Center, Aichi Medical University). Total 1,005 patients were enrolled until December, 2015. We
calculated prevalence by the number of novel measurement of anti-GM-CSF antibody in 3
institutions from 2010. Morbidity was 0.69/1,000,000 people/ year, estimated prevalence was
6.11/1,000,000 people. These data were utilized for an estimation of the number of patients in
PAP for clinical trials of rhGM-CSF inhalational.

National Surveillance of Intractable PAP: We conducted National Surveillance of Intractable PAP
in Japan. And we found more intractable cases than our previous report (Inoue et al, AJRCCM.).
We found cases that complication with interstitial pneumonia / pulmonary fibrosis / collagen
vascular diseasae (10.2 %), a complication with infectious disease (11.2 %), long term oxygen
therapy (11.2 %).

Effect of steroid therapy for PAP: Thirthy three APAP patients received steroid by misdiagnosis
and interstitial pneumonia complicated cases. Six cases that PAP worsened with dose-dependent
of steroid are infectious disease complicated cases. (Akasaka K, et al. BMC Pulmonary Medicine
15:88, 2015).

A natural history and pulmonary fibrosis of the PAP: We examined the development of
High-resolution CT (HRCT) scans in the patinets with PAP with foucusing on the tractional
bronchodilator and honeycomb as a suggestive finding of fibrosis. We analyzed 44 HRCT image

(autoimmune PAP:33, secondary PAP:11). A tractional bronchodilator image was found in 4

5



patients (9 %) by the initial CT. The tractional bronchodilator appeared in 6 cases and honeycomb
image in 2 cases were found by the last CT. Nine of ten cases of PAP with fibrosing finding were
autoimmune PAP and one case was secondary PAP. We found a case that a crazy-paving pattern
shifted to nodular opacity and finally lead to fibrosis. The fibrosig finding in CT was suggested as
a useful prognositic factor (Akira et al. AJR Am J Roentgenol. 2016 Sep; 207(3): 544-51.).

. Development of novel biomarker reflects disease severity of aPAP: We reported KL-6, SP-D, SP-A,
CEA as serum biomarker which correlated with disease severity score (DSS), and the
anti-GM-CSF antibody did not correlate with DSS. Arai et al found serum CYFRA 21-1
correlated with DSS (Arai et.al. Respirology. 2014;19(2): 246-52). Hirose et al. found B-cell
activating factor correlated with DSS (Hirose et al. APSR 2016). Kida et al. reported newly
antiGM-CSF OOOQO antibody correlated with DSS (Kida et al, APSR2016).

Secondary PAP and intractable: We collected and reported 31 secondary PAP complicated with
myelodysplastic syndrome (MDS). We have confirmed the diagnosis by a joint case conference
with the pulmonologists and hematologists. We clarified that a lot of secondary PAP
complicated with MDS and had a poor prognosis. The development of the effective therepy is
prime task (Ishii et al. BMC Pulmonary Medicine 2014, 14:37).

. Whole Lung Lavage (WLL) and treatment for the intractable PAP cases: We conducted an
investigation of WLL domestically and internationally. The procedure of WLL between the
institutions is uneven. We have to make a standardized method for WLL. The invention of the
irrigation body is useful in a respiratory failure case.

. Support system of diagnosis and treatment of patients with PAP: We conducted an investigation
for the patients with secondary PAP and hereditary/congenital PAP. The construction of genetic
screening system for the patients with hereditary interstitial pneumonia will be prime task. For
a support, a reporting and the education of the patients and the family, we hold PAP study
session in Osaka and Tokyo alternatingly once a year in cooperation with Japanese pulmonary
alveolar proteinosis patients association from 2010. We held the 8th PAP study session in Tokyo
on November 23, 2014, the 7th PAP study session in Osaka on October 25, 2015, and the 6 th PAP
study session in Tokyo on October 22, 2016 .

A development of the diagnostic criteria of PAP and designated intractable disease (JMHLW)
approval: A request from our PAP study group and the Japanese pulmonary alveolar proteinosis
patients association was developed, and PAP taken up as a encouragement disease in Research
on Measures for Intractable Disease in the Ministry of Health, Labour and Welfare from 2010.
PAP have became the specified intractable disease from July 1, 2015. Ministry of Health, Labour
and Welfare diffuse group (representative Sakae Honma: We cooperated with this study group
study cooperation) and revised the diagnostic criteria and made authorized criteria, a personal

vote.
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