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Heterogeneity of diffuse alveolar damage and the mechanisms of fibrosis

Yuh Fukuda, Dedong Kang, Mayuko Togashi, Masuki Yamamoto, Mikiko Ono,
Shinobu Kunugi, and Masamichi Ishizaki

Department of Analytic Human Pathology, Nippon Medical School, Tokyo, Japan

[PURPOSE, CASES and METHODS] It is suggested that the cases of diffuse alveolar damage
(DAD) consist of the severe cases associated with multiple organ dysfunction syndrome and the less severe
cases of acute interstitial pneumonia-like DAD. The cause and the mechanisms of fibrosis in two types
of DAD may be different, and we analyzed as follows. Ten autopsied cases with AIP-like DAD were
investigated with light microscopy, immunohistochemistry for matrix metalloproteinase (MMP)-1, -2, -9,
tissue inhibitor of matrix metalloproteinase (TIMP)-1, -2, type I collagen and type IV collagen. In some
cases, in situ hybridization for type IV collagen and electronmicroscopic immunohistochemistry for type
1 collagen were performed. Three control lungs and four lungs with DAD were analyzed with gelatin
zymography.

[RESULTS and DISCUSSION] With immunohistochemistry, myofibroblasts in DAD reacted
well for TIMP-2, and reacted moderately for MMP-1 and MMP-2. Gelatin zymography showed
proMMP-2, active MMP-2 and total MMP-2 were significantly higher than control lungs. In situ
hybridization and electromicroscopic immunohistochemistry revealed the production of type IV and type
I collagens by myofibroblats in DAD. Light microscopy showed the recovery stage of DAD had the
figures of decreased and shrinking lesions of fibrosis. In the cytoplasm of myofibroblasts, some
phagocytosed collagen fibrils were found with electron microscopy. In fibrotic lesions of DAD, it is
suggested that these extracellular matrices may be absorbed by myofibroblasts including the functions of
MMP-1 and MMP-2. Although DAD is generally a disease with bad prognosis, above findings may
be one of the reason of the recovery of some AIP-like DAD.
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Cytomegalovirus antigenemia in idiopathic interstitial pneumonia
and collagen vascular disease related lung disease treated

with immunosuppressive drugs

Arai T, Inoue Y, Tamura T, Takafuji J, Tachibana K, Otsuka J, Minamoto S, Tsuyuguchi K,
Suzuki K, Hayashi S, Kitaichi M, Okada M, and Sakatani M.

National Hospital Organization Kink-Chuo Chest Medical Center

Cytomegalovirus (CMV) antigenemia happened in forty-four patients (28 males and 16 females)
with idiopathic interstitial pneumonia (IIP) and collagen vascular disease (CVD) related lung disease
treated with prednisolone and/or immunosupressants. CMV antigenemia appeared on the 415t day
(median) from the treatment. CMV antigenemia happened in cases with acute and subacute lung
diseases significantly earlier than in cases with chronic lung diseases. CMV antigen is higher and
lymphocytes and platelets of peripheral blood are lower in cases with clinical findings associated with
CMV than in cases without clinical findings. Amount of steroid is not different between the two groups.
Thirteen cases out of 16 cases with trivial CMYV antigen less than 5 per 50,000 cells showed no laboratory
findings associated with CMYV, however, in the other 3 cases CMV antigen increased and ganciclovir
(GCV) treatment was commenced. Thus the cases with trivial CMV antigen can be observed without
GCV treatment, when regular check of CMV antigen is performed.
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BL ®b
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Fig.8 CMV iZ X 2EERATROFE & I 1gG
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niz., BEIZEHARERT CMV FiERMEL, 721
HoDLZ CMVIZk 2 L BRbN2BATR*E23
Bad L7208, By O3fF240E, BRICAT oA

FOERETHhN, CMVIIREOMINE & b I
%, EHARM/MUET %7 L T GCVEEIThh
7z, 1 FHUEOMIMER 258072, GCV #5
»iTbhiz, CMV HiEEBMS 8FIEL i3, #
FEEREST LI 1812 T 17H1T GOV gL THh
nizh, 68Tl CMV HREEME(EHERRRTICFELT &
, 2530 CMV &L DBERTETE LWL
TH-ol: (MREREEE 26, MEMERALDORME
B,

CMV HURIMAE I & 2 EERAT R 2 £ 5 Bl BDWEHE
XRIER & E 2 T, ROC #hifZ1ER L 72 (Fig 11),
CMV Hii= 7.57/5 Gika 2 7 v v 4 7 & LI3GA,
B 1.0, FERE 084 T, MBI 909% & i b BT
Thoiz.

TR BE

FERMERIE MR B & ORISR O S ik
I X R R & CMV FiEIME S FET 5.
R FRBOREVSEIM» s 2HOFITIE, &5
WEH» S CMV HIROBE O gEE S H D, &
BERET 3, FURMEMSCMERRD 23T &L

T-BEEEFR RO BE 2 - TERI TR, b B WiER
L CRRECHEE S VWERATH 72, Lz
MoT, PURBRIGEU TREASEILT T T L
BREEEEZz NS, Lrl, REROME G R
HEHZODATOA FEIZ, [VIMRIBD % E O
KRFITRBEEOEHOBREHAET 2WTFTldk o
7z, CMV HiF&EDS S TS 72 b 5 RGO TG A
TlX GCV IR Z Y 37, BABE T2 2 L b
TH29, CMVEEES 5 HMEH D 10T
BRFEBSENANE, ZOBDFRIEITETHD,
EELESBLEEE 2 5z, ROC iR OFENTHE
RpodSHMabzY 157 U L ThiE2BHtE+ 2
BRI, UL, BELESTHD,
DA THBEOBES W2 Z IR AFETH
D, TOMOREEHEE 2 CTEHELONEHNERS R
5.
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2) Kaneda Y, Mineishi S, Saito T, et al. Preemptive
therapy against cytomegalovirus (CMV) disease guid-
ed by CMV antigenemia assay after allogeneic
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gle-center experience in Japan. Bone Marrow
Transplant 27 : 437-44, 2001
3) Boeckh M, Gooley TA, Myerson D, et al.
Cytomegalovirus pp65 antigenemia-guided early
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71, 1996
4) Wirgart BZ, Claesson K, Eriksson B-M, et al.
Cytomegalovirus (CMV) DNA amplification from
plasma compared with CMV pp65 antigen (ppULS83)
detection in leukocytes for early diagnosis of sympto-
matic CMV infection in kidney transplant patients.
Clin DaigVirol 7: 99-110, 1996
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e L Ay BRUEEE (IPF) OERBRZEHT 59 2T, TORHGERF T LiX
BETH S, S, SBHIILERIC T UIP T 2 HERE L 7z IPF EFIOH T, FHBIREEREE 258D % \»
BHAEGI DRI 1T o 72,

Hik  @FIC IPF/UIP L 2W1 & NWIERIT, WHIREEEENSIER (BHTEE 80% LA Lo DY B EE 80% LA
b)) THEF ML U, FEEHE, REE 2 A LV ERET S A, 2ROGESEONIST
E?gg?gﬁ% & L7z, RSO EDRRE CT 2B 52 OEGRITRD, 2 LOREHREIE

R 25 PIPEAORShcHt S hie, 2055 6 675, MBFMRAOFRENIC X DRSS 1961
DESEIDORRETNR & 72 - 7z, B 16 B, 2otk 3 B, ARSI TR O I ERS 61.1 9.6 7%, PaO,
852+ 11.1 mmHg, %VC 101.5+14.6%, %DLco 1004+ 17.0%, KL-61089+1497 U/ml, SP-D 197.8=+
1380 ng/ml TH o7z, 13FIIREFRELIT, THITEFRTH o7z, BALF BRI, cell counts 3.9+
49X 10%/ml, %Mac. 84.7+162%, %Neu.18+2.1%, %Lym 9.7+ 14.5%, %Eos 3.9+7.9%, CD4/8 ratio
1.69+1.86 TH-7-. HRCT AR Ti%, UIP pattern 3 14 {5l (confident 4, possible; 10) T, Z DAl
@ 5 Hlix NSIP pattern TH -7z, #Ffdy, 19 FIhd 9 Fhs BVC 80% FKiiid 5 V> ik BDLco 80% it
DORFRBERERE I T U7 (PRETHART ; 45.013.5 mo), BAZEMEMT Tik, BALF H %Neu. (p=0011,
odds ratio 2.51) & HRCT _EOEERHFT R (HNCB) (%) (p=0041, odds ratio 2.23/5%) %5, FEk#E
BEEENOEEBERFSHTFTho 2.

FEEE . WPIRESREREE R o\ IPF/UIP EFIIEAE L, MRBEREREAET T2 Z AL L
2otz WHEBEREREE D 2w IPF/UIP SEG DB REREE D #E1T 1%, BALF HfFhEkta & HRCT £
@O HNCB DAY WHE S Iz,

Clinical study in histologically proven cases of idiopathic pulmonary
fibrosis without pulmonary function impairment

Hiroyuki Taniguchi}, Yasuhiro Kondoh!, Takashi Ogura?, Takeshi Johkoh?, Kiminori Fujikawa‘,
Hiromitsu Sumikawa®, Kensuke Kataoka!, Thomas V. Colby®, and Masanori Kitaichi’

'Department of Respiratory Medicine and Allergy, Tosei General Hospital
2Department of Respiratory Medicine, Kanagawa Cardiovascular and Respiratory Center
3Department of Medical Physics and Radiology, Osaka University Graduate School of Medicine
4 Department of Radiology, Kurume University School of Medicine
SDepartment of Radiology, Osaka University Graduate School of Medicine
8Department of Pathology, Mayo Clinic, Scottsdale
"Department of Pathology, National Hospital Organization, Kinki-Chuo Chest Medical Center

Rationale : Study of early phase cases of idiopathic pulmonary fibrosis (IPF) may improve the
understanding of natural history of 1PF.

Objective : To determine the progressin factors among clinical, radiologic, and pathologic features
in the clinical courses of IPF cases without pulmonary function impairment (PFI).

Methods : IPF cases without PFI determined by both %VC and %DLco more than 80% were
included. All patients were underwent surgical lung biopsy, and were diagnosed as having UIP pattern
by two pathologists. Two radiologists evaluated the pattern and the extent of several findings on
HRCT.

Measurement and Main Results: Nineteen patients with mean age of 61.149.6 y.o., male/female of
16/3, none-/ex-/current smokers of 1/7/11, PaO, of 852+ 11.1, %VC of 101.5% 14,6, %¥DLco of 1004+
17.0, KL-6 of 1089+ 1497, SP-D of 197.8+138.0 were included in the study. Among 19 patients,
thirteen patients consulted us because of the chest X-ray abnormality by annual health examination.
Seven patients were asymptomatic. BALF showed cell counts 3.94+4.9X105/ml, %Mac. 84.7+16.2%,
%Neu. 1.8+2.1%, %BLym 9.7+14.5%, %Eos 3.9+79%, CD4/8 ratio 1.69+1.86. Analysis of HRCT
revealed UIP pattern in 14 (confident 4, possible; 10) and NSIP pattern in 5. During the follow-up
periods, nine of 19 patients progressed to PFI (%VC less than 80% and/or %DLco less than 80%)
(median time ; 45.0%13.5 mo). Univariate analysis revealed that BALF %Neu. (p=0.011, odds ratio
2.51) and extents of honeycombing (HNCB) (%) on HRCT (p=0.041, odds ratio 2.23/5%) were the
significant progression factors to PFL.

Conclusions : Cases of IPF/UIP without PFI do exist and can progress to PFL. Disease progres-
sion may be influenced by BALF neutrophilia and extents of HNCB on HRCT.
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ixCdIC

R B AR HEAE (idiopathic  pulmonary fibrosis
(IPF)/usual interstitial pneumonia (UIP)) i, &M
THOFRIRZERB LRSI N T 2552, FHHIHE
DEEFRERB L VEERERICOWTODE & - f&Et
X,

IPF/UIP 3O Rr B G5 (UPs) & 3871
ENBEREFEBELUTEHIN T EY, ATIFE
FrEMEE MR (nonspecific interstitial pneumonia :
NSIP) #3#4T L T IPF/UIP o #1479 2 aJREM: R
T EHEEY R, [EMELYIRER L T 2EF O
49 Yz SN TH Y, UIP ORGSO RTE
TR & DPAIHOBEL S HDEETH S,

SELFRTIE, REHEVNFKEZELTBY, EERD
3 WLIEYIIAIC ISR ERZ CREI NI EMM A
TEBIDIREI B AIRE IR TH 5., AHFFETIE, FRIRE
REREE 2 RO R WIREIHE & & 2 5h 5 IPFEF O
HEITo .

XML FHE

D AEIREE, )R ERISEERERR
¥ —, BEHRERRICBWT, BECHRIRIERC
T UIP FRRDBHER S N, %BVC=80% %D %DLco=80
el TEFETISERRE Lz, 8, BERES, &
RO & IERNIRRA U Tz, REERZHNE 2 LOfRE
iz & D EER &, DS UIP & [ERE U7ER D &
BPIRE Lz,

PWHFFTR & LTk, BEETR, REFR, f&8X
Fifi@#ti® (bronchoalveolar lavage : BAL) FrH, [Hi{§
A ROMET DS S 7z, ERAT R, 2 B OBEHFRIE
2 & D HEEFRERZI® & B RE O EEETT AT

VA RS - T VX — R

2 fE) || RS TR ERER R BRI - > 7 — kAR Rl

P RIRRFRFBeRFRITSERHRAER IR R

¢ AEKRKRFE I R

S KIRRFEFE e

8 X437V =v 7 RAAYYT A IVIREE

7 RBSTR R TEE B v 7 —EE R R

* Uk AR EICEE T 2 AR S EmEE
> U AMIEEBCET 2 AENZEH WHERBHE

bz, BEROBEE L TiE, MEBEEREH LT
b3 % & TOHHE, FRESHBEI SN,

w R

25 PIBHIOREN it vz, 2D 55 665,
ST ROEREC & DB S 19 Bln S EORE
MR e o7z, Bk 166, 200 361, SABIEIGA M
FIRF DGR 61.129.6 I TH - 7o, BLERRIL, B
BE 115, BB 74, FJERE 1 BITH o7 (R 1.

BRI 38T, BREERZ 2D, HEiE
RiZTBITH o7z, Zid 9B, FFIERIEIREE I 4 6]
WERD Tz, BETIR 1400, EHIEE 2FICRD T,
MR R DRIEREIL 4 FlIcBD Tz (1),

Pa0, 852+ 11.1 mmHg, %VC 101.5+14.6%, %DLco
1004+ 17.0% Tl -7z, KL-6 1ZHIE 15617 1089+
1497 U/ml, SP-D {Z#I%E 15%)T 197.8+138.0 ng/ml
Th-o7z I,

BALF At R i, Mifg4 39+49%10°/ml, %Mac.
84.7£16.2%, %Neu. 1.8+2.1%, %Lym 9.7+ 14.5%, %Eos
3.9+7.9%, CD4/8 ratio 1.69+1.86 TH-7: (£ 2).

HRCT Fr R T, UIP pattern 43 14 4] (confident 4,
possible ; 10) T, O 5 Filid NSIP pattern T#H -
7z. ground glass opacities I&, 16.6+12.6 (3.4-45.8)%,
airspace consolidation & 0.8+ 1.3 (0.0-4.2)%, liner
reticular opacities (& 10.716.1 (2.1-28.1)%, honeycomb-
ing iZ 1.6+33 (00-142)% TH - /-,

B, 19 BIRD 9 FlHS %VC 80% Kitid 5\ i %
DLco  80% Rif§ DIFIREAEREE I ET L (PRI
i ; 450+13.5mo) (1 1). VC & DLco OERUET IE
BOBOD 280 ml/year, 2.9/year Th -7z, HEEMEH
T, BALF &1 %Neu. (p=0.011, odds ratio 2.51) &
HRCT L ® honeycombing (%) (p=0.041, odds ratio
2.23/5%) 3, WHREREREENOERLFERTFTH-
7z (& 3).

zZ =

UIP i2 817 2 71 (FHRD 5 W ITEHE) 1ICDW T
R COREEEEIT LW, |) FFREGENTEE, 2) 8
BRERMNZ L\, 3) EEFMROELN D SEE, 4) &
Bt v, B EOEBRDE Z D 258, RFE T, if
EESUBESTERERFLHREINTVRE 2 &,
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# 1 Patients’ Characteristics

Age, yr 61.119.6 (50-86) WBC 67161328 (4400-8600)
Sex M/F 16/3 0.4+0.6 {0-1.9)
Smoking, nofex/current ANA positive, yes (%) 2 {10.5%)
Medical check, yes 13 RA positive, yes (%) 1 (5.3%)
Family history, yes 4 108911497 (222-6060)
Symptom, yes 12 SP-D 198138 (28-575)
Cough, yes 9 VC, % predicted 101.5+:14.6 (84.5-148.8)
Dyspnea on exertion, yes 4 DLco, % predicted  100.4::17.0 (81.3-147.1)
Crackle, yes 14 Pa0, 85.4+11.1 (61.1-106.7)
Digital clubbing, yes 2

# 2 BALF findings U,

SEIORE T, B2 %E%u1ﬂﬂt$W®%

Cell counts (X105/ml)  3.9%4.9 (4.8-9.9)
% Ma 84.7116.2 (48.2-98.7)
% Ne 1.8+2.1 (0-7.2)
% Ly 9.7+14.5 (0.2-49.8)
% Eo 3.9+7.9 (0-30.5)
OKT4/8 1.691+1.86 (0.4-8.4)

BIU, HESHETHLIL LD, 1) REMEL L
7z,
SOMTELME, SRR DERIRIS CREFRR

IPF OF%13, W0 MST 3-5E L FETRD
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1 'l 1l i
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Bz SRR RPIR PREE 1 4 BicER0, RERIE 7L
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KL-6 ZHIE L7z 15 9k R %2589, SP-D
HITE 15 Bk 7 Bz LR #5872, BT, HRCT Eiff b
REOME MR 23 2EFICBWT, KL-6, SP-
A, SP-DiREYD~—h—0DERBED B & OHEY
LHY, BEERICB T BHF—h— L LTDEE
DRI NG,

EfgFTR

IPF/UIP OERATRIE, B2 OB ZE N T»S
2, BHEMEGIC B ABRETIEZ Ly, EiREHL, 14
{38 IPF i confident & % V>{Z possible TH Y, NSIP
pattern L 2SNz DIX SHIEFI20% TH -T2, B
BEER R, 11 PIcEEDleniz 3, ZDFEFDIENY
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Odd ratio 95% Cl p value

Age, yr 0.96 0.86-1.07 0.474
Sex, F 4.83 0.302-79.28 0.266
Symptom, yes 1.59 0.30-7.89 0.572
DOE, yes 3.09 0.55-17.38 0.202
KL-6, /500 1.60 0.978-2.611 0.061
SP-D 1.00 1.00-1.01 0.234
VC, % predicted 0.98 0.93-1.04 0.474
DLco, % predicted 0.93 0.86-1.01 0.065
BALF%

%Ma 1.04 0.94-1.14 0.486

%Ne 251 1.23-5.13 0.012

%ly 0.96 0.84-1.09 0.517

%Eo 0.95 0.73-1.23 0.682

OKTA4/8 1.14 0.68-1.90 0.613
HRCT findings, %

ground glass opacities 0.97 0.90-1.05 0.439

airspace consolidation 1.02 0.59-1.74 0.939

liner reticular opacities 1.08 0.96-1.22 0.205

honeycombing, /5% 2.23 1.04-4.81 0.041

W 1L6%T, SELL LR 1B sDATH o, %
7z, ground glass opacities & liner reticular opacities %%
ERTHo72, T o DRERIZ, EkD UIP OEGRAT
Ro LFUIL T,

FHAERI natural course

REEH, 19BIHD 9Bl BVC  80% KitiH 2 i
%DLco  80% AR D FEIRAERERE E 1 SR AR 45.0+
13.5mo THFTL7:., VC & DLco DERME T I B D
B D 280 ml/year, 2.9/year TH - 1z, BaL DT TIL,
IPF D#EITICREAEDH 305, IERIZEMBYT
7200 ml FREHE T 33 LGS TH D, fEETH
DEEFNC BT HIEH D IPF &[RRI PR AE R
DPHETHWCE LT 2 Z BB E 2 o e,

PR REEREE N DHETOF SR T OB T, HEE
FERTTIX, BALF th%Neu. (p=0.011, odds ratio 2.51)
& HRCT _LE® honeycombing (%) (p=0.041, odds ratio
2.23/5%) #%, BRREFERF TH o7, HRCT O#Et
Tk, BEMPTRICEST 2 LOHE B ERT
Wa, Fz, BOEDOSEIIRAERIC T UIP OFERE
7z IPF fEBNIC 8 1) 5 BAL ORRETTId, FHERESINOS
FERRTHLY EREENTWE, ThSDFER
&, SEObNbILDERICENT 3.

w

IR BERERESE 2 30 & 72 \» IPF/UIP BRI IEEE L,
Rl & &b ISR E T 2 2 L S
Eix ol WRBREREE D 72\ IPF/UIP G2 D itk
REREE DT IX, BALF dfFhEktbE ¢ HRCT Fo

honeycombing DAMN D ICHE STz,
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YI7aRARY ¥ (CsA) OMRIZARKEETH 20, BEEEZSCRRINZEIER D AREKE
RO o B, EE, MBHEEOGEIEIEEIC B T CsA RAFEDOENESHRE S TW» 5
2, ZOIFFEYEEICET 2|ME IO TLTH S, BERARE 2 &L T CA BRAKRS 21T
v, IMAEEOHRECMBRE, TREBREREOE(LERET Lz, TRA 3~5 B, BkomHEuEEs
B L OBIERIEFIROSHERL L 7208, BEOFERY - 72, MIFRERLTHREFaRE I IR s hn
ol MPRERERE | TEEBSR SN0, FHEONRY S 2 v —ya Y OFFLUTTHo 7z,
WRE 2 TRMPEEDO LRIZF LA LR D SNz, CABRARZEESEF SN LERET
boEBbhiz, SHBOFEE LT, HEREHOERCBEREMREEESNORSLNE 2 sk,

Pharmacokinetics of inhaled cyclosporine

Kingo Chida!, Yusuke Kaida!, Masahito Karayama!, Naoki Inui!, Yutaro Nakamura!,
Y asunori Miyamoto?, Takafumi Naito?, Junichi Kawakami?, and Takafumi Suda!

1Second Division, department of Internal Medicine, Hamamatsu University School of Medicine

tPharmacy Department, Hamamatsu University School of Medicine

Cyclosporine (CsA) has demonstrated dose-dependent efficacy and adverse reactions as typified by
renal toxicity. Recently, several studies have reported about effectiveness of inhaled CsA with post-lung
transplant patients, however few reports have published about blood concentration of inhaled CsA. In
this study, CsA was given by inhalation to two healthy adult male subjects, and serial blood concentration
of CsA, laboratory findings, and respiratory function tests were reviewed. Mild symptoms such as cough
and uncomfortable feeling of pharynx or chest were observed about three to five hours after inhalation
of CsA. Laboratory findings and respiratory function tests were not affected by inhaled CsA. The
maximum blood concentration of CsA was elevated in subject 1, however less than half blood concentra-
tion of oral administrated simulation. In subject 2, blood concentration of CsA was barely detectable.
There is a possibility that inhaled CsA may be safer treatment. It remains to be studied that increasing
number of subjects, CsA concentration of lung tissue or CsA distribution of the lung, and studying of

idiopathic pulmonary fibrosis cases.
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Y7aARY ¥ (CsA) 138, fT, ik Clges s
DEEL, HOREEKB CRESNEMLE, BETRRME
ailn, & 7 u—CiEREE, S5 EFEHRIER Y, B
BREFREL X OREROERCERERTERR
RPHFTE 2EFE L THERAESED SR T
5., TOMRIARKFETH SV 2%, BRiEEER
COEWER b HEKRERCRSNS, 72, DEIEL
{Z therapeutic drug monitoring (TDM) &< CsA
DR SHEEHEL, BORSTORMES, $4bb G,
DEE L 72D 5 ER], ©— 2 ER B ER], TS
TCHEL T BERIRBIE L TV A EFIBEET 5 2
EERHELL?2, CA OROK‘SCIR EED X 5 &/
BERHBERBbNS,

FIEMRR, & WCRFEMMRMEE L, BT
R E 2R T PRARDOER TH 5. HAEAN S
GEFRRFEIIRTORWY, —RCBEIBKER T
04 FH| & SEER O RRREIMTbh Tw5, 3E
F, ZRMHEPERHRICL T CsA O BIFREK
BERHREENT WS Z &b H D3, BFEMIRiEE
T AR LERE ST W5, BiE, BENEERPE
Wrge [t E M OB R REC BT 2 5
ZE|T, BIBKRERAT oA FElE CsA WIRGHGERD
A & BRI ETH TH 5.

WTEE, FRHEEE N T 5 CsA WABRDF M
BREINTWBS, BIfEAE LTEZE EHNRS
N0 30~45 BLIRICHEL TH D, BikbEREEL
EDBHRREEOHEMIBEINTE S TLLERS
weBbh3, LaLahs, KEDMPEEDOHE
RBEL T INE ThO TG LI N Ty,
SEIFEL &, CsA WADEYEREIC DW= TRET L 7z,
BERABE 2 ACBRARE LI L 25, 14TIF
BEOLESFBRERLNT, b 1 GEREARY
Sal—yarO4FBEOLAICEEE ST

X5 & FHiE
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1 BFfif & WA H I HRRRER A 2 1T o 7. MR
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(INVEr YT 27T A4 HF—-UN-T01 ; Rt
TR x)N) BRWTTo k., #, FPFREEREDOE
NT b BETFHATTIEMEEEZR R ORI E
DWTERL.

w R

2HOWRE WHRE |, $RE 2) OBRARIR, %
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o ORIERZBD Lro7:5, B’A%K 30~50
53 TR, THEEER 3 & RSB OB RS HIA L /2. F
FERZBEDLDTHY, 3~SEETHE L. BA
RS hOFERIZZRD e o T, MRE TR ME,
FFERREL & CMfEEIC 2L 2R T, WIRERERE
THRAHT], | B, RAFH TR S h >
72 (K1), MPREOHBEER 2 1RT. BRTRT
WIRY S ab—yavid 20mg DEEIRNR 21T-o72
BEOMAEEOHE TH 24, | BEENE—2T
6l.1 ng/mL THo7z., THIZHL, #iRE | TIX 2K
RIEDSE—2 T284ng/mL &, WIRY 3 2v—¥ =
YOFGFUT TH o1z, #iRE 2 CRrllF» 5 1356E
CsA R a iz noTe,

z =

BER T3 CsA ORAFIEIC & 2 BWERDHhE & h
T 559, $RENC X DS IR R 2755, TSR
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A5 ED 100~300mg £ %<, $BHEL LTy
=R Trurry Y a—nBHuwenTEY, K
Wt & OBHEOHELIRRTH 5 L E 2 oz, AT
22 TRA D 30~50 FEgIERSR s iz Z L i,
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