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Ulinastatin, a human urinary trypsin inhibitor, has anti-inflammatory and
organ—protective effects without cytotoxicity. We investigated efficacy and safety of
bolus infusion of ulinastatin (UT pulse) in patients with systemic connective tissue
diseases —associated active interstitial pneumonia refractory to conventional treatments.
Informed consent was obtained from the all patients. 20 patients received UT inhibitor
infusion into internal jugular vein, 3 times in a single day. CT score in 14 of 20 patients
was inhibited the exacerbation or improved. KL-6 in 18 of 20 patients showed decrease.

We thereby propose that UT pulse is efficacious and safe for refractory SCTD
associated—IP in the patients with various complications.

AT TEHE
(SFEHAL - M)
[EREZES [ & B
AR TE B 3, 200, 000 960, 000 4,160, 000

RSB+ [ s
FEREE 5B - M - RRBRIRIE: - RIS - 7 L/b S —INRH:
FoU— I BRUR, SEAIEHE

1. WFZERRAA LI D = @R > BRGSO 720 2T v A
(1) B m @ RN T AL L 72 B 2RO TER RRERE, ke il EEN 2 b o0
JR U 2 oNER DSk % T B g B 2 R L, FEIMHIFNC L > THRAOICHRFET D6, 16K
HT b VB PEM 2 (TP) 1 HF & L TESERY 722 WhitEz 2L, FITIE A REGYE - 2575017
HIRMRETH 5. it 25 B 7 55 D IR IR B PHIE IS TR IS BERE
LDEAENH L. BT, TP OFEEHIEL, 2




OBEEMEDO LY BWVIBFEIEOWS N MET
H5.

(3) IP DIFREEFHIFIZIBWTIL, JRIEE Y v/ ER
TEHAEIHNCIN 2T, RIEE - A LD AT 4
T — & — O ¥ K O L Bz 2 o
DHETHD.

(4) A KB ¥ D human trypsin inhibitor
7 U F 2 & F > (MIRACLID®) |34 ik i 2 i
FOMEER, RIEEYA NI A FEAD
FIVER, & BICIEMiE B R o R (E A 23
HEN, P OFESIERSIFEINS. 4
KE SR E TR FEE 2 - Wi o R 2
HEREL, BEBIIFELRY. —F Ty
U A& T (UD IR A <, fR Mo
Ao EIIR O, ARMMERERE 245
LI OIIT L - B EORRPEETH
L. Bx IMRATICRT S UT KRERBRE S
THIfEERIZ BV TE UT RN RS S
ZENHEEIZ R D & D TRHIRAE 2 1.

(B)UT KRR G-I 3B Bl ] O Y iE 775 %
DU AT PNLIeL, BEAF ORI IHEE L
ITERRLFTH ST, IPOREZDOLD %
W L, BEAF D58 7 72 a2 Bl EE S REA T
WS L < IZRWRA 53 22 BIRIR I 5
BME TP I L CHRRICER CTh D AleetE N &
5.

2. WHEOHM

fiifd LR EENS D' DA s A NS
AvFy NIT—=T X —4y MLz, Ml
JaFgEMH D W Y F 2 ZF 2 UD) I X 5 it
JRFTHEE &0 ) IRAIRELS N S, TR EhPER
BEGS (IP) & £F 5 BER B IZ UT K&
BB 21TV, BERE, ZEMEICON
THRMT L, UT KB R G55 O BIFUR (A
IIEENE TP (T HIRIEOERE E LT
BREEHMET D,

3. WrFED Ik

(1) 75 B R P i 28 (TP) % £ 5 BRI
WV F A F U REMBRES ZEA L.
RS B BRPILHE L RANLEII LI T D@ b .
— B AR —

O EZWr O DW= BIFEIR I X 2 V- M
RERD, EKEEFMIE, KL-6 L5, W&
D NT 0% O TEEN PR E M &
WD D,
OIBEADHED T2, S ] 15 23 Hk e
REETH 5.

@24 L, b D % il Al % G- B R B ©
HD.

DOZEWEL, QF7IZ@DWF %l

L, fv74—AbLFartvr baRETE
7.

— PR U —

ORBJFIH LM K D RVEMER R 2580 5 (3
FIME, BYE, CANSE)

@& 5-BHAR R BRI AT RE D R R T 2% LA
G DNEZRIRE DEN B 5

@ U A& T KM 5 E AR 218 LA
BT 7o 72 S0 NI ALE NN B 5

@V FAEZFUOREA (BTF2) 12x7
LT LUILE =5,

(2) 7V F AR F o REMRES#E15
PR ; P LEky T —T v, U
AL T AR

BE58; v)FAZF30/FU0/F, 5 hrfs
[ (total 905U/H), HIl1H

BER D R HEER S - EBNCBI L CiT A 1
[l 5. Z26[E £ TITH. EICEL CIRE
3YHAH D AR CTHa T L TAEFROFED
AR 5.

(3) B PR Zh S At AT
EEFMETE B 13UT pulse 3[AIFEIT1 4 H %
WZBITD CTAa7 e L. CTIE TR LD
WCHEH L. BIREBIZKL-6, A7 A K
) EHEEE L. BT F 1%L Last
observation carried forwardfEHTIXHH 7,
Per protocol basedfi#trZ AV 7=, ZE g
W E L Tukey—Kramer’ s HSDZ FH U 7-.
{CT A=7 (Brantly, M. et al. Chest 2000)>
HRCTHT L % 34 ONFHEIZ T H A FEAM.
3HPATDE S OCTHR A 4B TR L, ¥
BEZF ML, 0-38 TRl
AL OKREIR=HB QK E Sy
Q@FEREMEIE K — 2 1emEE
A 0 R (BIER R L)
1A (HRED)
2 L (e
3 (EE)

4. WFFERRE

(1) 205ERNC T U F 2 & F o KEMSRE 5 %
AT L7z,

CT A = 7 X 2051 vf 14431 ~C 1 AR 40 ] ~ o 3,
KL-61320431 /1 18451 C il E il 7] % 7= L 7=,

7 U RS F KBRS EER OHS

10 . CTA=7F KL-6
% 9000~
25 i A
20 /\ S000
nK E yor—
1.5 P =
& = 3000
1o 21 e — <
2000
0.5
1000 i +
[
-0 1 2 3 4 5 6 a0 1 2 3 1 s
UTHH A A B M) UTH) A H #i M)



(2) FEAE 7 & FEHI ] C Rl T

MHEDAIPA 2

L, BARCTA 2T & EETH - 7= &

RAILIG IR

;ﬁ%&iﬁmuf % 73:75)’) 7,;

(3) 20EMH 1 10FEHI ASprimary endpoint £ T
BETE T,

Primary endpmnt@lﬁﬁfﬂ@ﬁﬁ (105 )

FEH  MCTD  sSe . 8% 88 DMy DMy DMy  MPA  MPA
T AL 40/F 191: STF st 62/F  50F S0/F  S6/F  T8F  TF
Eps
W E) 60 04 75 1 03 60 18 70 70
foklesE 10 ] 05 10 - L0 ] 10 10 il
(mg kg day)
Sl mPSL mPSL mPSL mPSL

Pulse TCZ pulse pulse  Pulse

CsA TACAZ CsAAZ AZMTY GRATAC  Csd CsA Csd

IVCY Ivey VY IVCY  IVCY VeV CRA
PR SE {HL
Edfh = =
A E ‘l‘é "l H il b e R

AR
AfIR )Y MV MV CMV CMV  PCP
e oster 1Y
Fofh (R BEE %5 HLRE
— PN it

EFCRTHRCOAELRED S I M

®EEH  IVCY A7 CsA MIX  IVCY IVCY  CsA IVCY  CPA PSLRE
AL S kI RETR Ak
] E IR N BN DRTR

fiF it
#EOpsL 60 15 2 40 10 60 23 50
St mHA ™ AZ — IveY I\‘CY.L\-A IVCY, CsA - — -

(4)primary endpoint F CTH|EE T & 7= 10JEH]
B WT, FEFMERDOCTRA 271X
1.80—1. 57T A ERUELHOT-.

Primary endpoint®| ZEF DCTA 2T

3097

.
P<0.03 hf- mulrff.'c comparison

25

20

15§

1.0

p<0.05 by repeated measure ANOVA
e

/\

61

- 180

< T >

7

CTA=7

L%

AN

CTA=7

: 0.89

(5)primary endpoint$ TH|iE T & 7= 104EH]

iz

b

\"C,
1993.5—1002.2 (U/ml) & B =

@ﬁﬁﬁ%ﬁ@KM@
AR T 2589

27 a4 Ki%29.9—14.4 (mg/day)?:{ﬁig-a__f
B THh-o7-.

Primary endpointE|ZEH OKL-6DZEAL,

<03 by repeated measure ANOVA

e - ; .
0000 ™| P=0.01 by muitiple comparisen
=3
= 5000
E]
= 4000
A
2 3000
1988.1:1993,5
2000 Hm 1993,
1000 ég | % ——'—-———ll 1.2

1 2 3 4 [ 6
UTHA# 5 M|

Primary endpointB| BIEFHD AT v A R EROE

i p<0.05 by Wilcoxon signed rank test
50
)
g
2 217
4 I
20
e
10 7 §
0
-1 0 1 ] 3 4 5 6[M]
UTHE AN 2 (M)

(6) B h O A EFHERIL, s
fﬁ{fﬁﬁ‘ﬁmﬂﬂﬂfmmf%.mbb?‘db)%%'( (&S
Ihpofe. EEBESREEITRR DR o7,

(N 7 VAT BB G- N2 LT iE
TR T VSR ¥ T KREMBES %28 A%,
WO KL-64FE A ZR %, Primary endpoint
TCTA a7 (X1.9—0. 89,2k, AT 1A
RixH kT & 7. 6lIfE T4, IREIZ TR
LicBoBEEL AT, BHKERS T
%ﬁigg% n:u&)iﬁﬁ)’)f_

F5Leg. B, 15 1

(mgdar) =
n'ﬂ'! T"‘c—t’:;

H?:;a U'T Al ESEs

and T

of T | ]

Lt OFF
TAC 3mg

111

CsA

B Gu g
TR

b b
4 B

W

3 I

™
HAELT KRR H]

+1=

U bEns, vV FRAZTF o KREMKES
(x, MR, E’%ﬁﬁﬂfﬁﬂ@,U\“”ﬁ%%%®
U227 B3Hl, REKBRETRET, A2
A PHE %2 A 9 2 BER MEIE G b 22Tkt
TELFEMGRTH 5.



5. ERRERLE
(BFFEAREEE . WFZE 003 M ONHLEERF 225 12
X THR)

GEEams) (Bh2 1)

(1) Tsujimura S, Tanaka Y. Treatment
strategy based on targeting P—glycoprotein
on peripheral lymphocytes in patients with
systemic autoimmune disease. Clinical and
Experimental Nephrology 2012; 16: 102-8.

(ARiAT)

(2) EATER, BHh Rk, 2HMEE CREER
BIZBIF D7 v aanTFa s REHMED A 7
= X A.Mechanisms of
Glucocorticoid-Resistance in Systemic
autoimmune disease. U U< F &l 2011; 46:
197-202 (& HifE)

(FRFER) (G110 1F)

(1) Tsujimura S, Saito K, Tanaka Y:
Methotrexate combined with intravenous
cyclophosphamide therapy overcomes
P-glycoprotein—induced
multidrug-resistance in SLE patients with
refractory ISN/RPS class IV lupus
nephritis. 2012 The annual meeting of the
Japanese Society for Immunology. Kobe,
Japan. 2012 4 12 A 5-7 A.

(2) iATERR, FEREfFR. HP RS BEEY
7= FIZBIT D B L PR OB s L K
FIRPUE S L OHARAZ BEME & OBSE. 5 40
o] H AER IR o5 a2, A 2012459 A
27-29 H.

(3) VMBS, LAEHR, EEfE, HPR
#k: Felty JEBEREIZIIT 5 Adalimumab (2 X 5
B AR R IR R U e iR &2 I L7 R
fiF. %56 MIAARY U~TF o - FiiiE
£ H. 2012 4F 4 H 26-28 H.

(4) GFNELLT-, FEREfnZE, AEHME, 2
5. AFHERETS, G KRR, LRz,
ARk BRI A OF EEE v B i e e
iR 5 7 ) F R F o KER &S
DEFIREIN KOG, 6 RIARY U~ F
TR EMES. WL 2012454 A 26-28
H.

(5) ATERR, R, PR ZHIH
Pt /L — 7 AR5 IVCY-MTX BRI

B XD P B E BRSSO k.

FEH6EIAARY U TFEoRa-EiiES. K’
. 2012 4F 4 H 26-28 H.

(6) Tsujimura S, Saito K, Tanaka Y:
Relevance of expression of P—glycoprotein
on B cells to drug-resistance and
organ—invasion in highly active
rheumatoid arthritis. 2011 The annual
meeting of the Japanese Society for
Immunology. Chiba, Japan. 2011411 H
27-29 H.

(1) MBS, IAER, K, HPR
Bk HEAMEFel ty JEMEREIZ IS 1T 2 Adal imumab
W25 B U U RER P BEER AL &
N, SRR B E A 2011 (BE 39 AT H AR
BRIR a5 o 2sia2y) . BT, 201149 H 15-17
H.

(8) iATERN, ZEHEFIZE. B (. HYP
Bk RPN — S ZABRICHT S
IVCY-MTX ff AL DGR Zh F: & P HEER A E
RIPEBRIRGUE O e IR . R B
HA 2011 (55 39 [B H REGRS0E Foia).
WAL 201149 H 15-17 H.

(9 N ELLA-, dATEHR, IR, W2
B9, B, AFEHER, FHE KRR,
(W72, AP RE: U F 22 F o KEM
BB G-EE O RBIEIR A OF A M B R
PR  B H R & ZeMEORTE. %
JEPE RSP S 2011 (55 39 [B] H AR RS E T
L) . 201149 A 15-17 H.

(10) ATERIC, ZEpEfnzs., M Rk RIS
Vo<F ROIZEKITDPREAERAY X
EROMEIN & BRIRRRE~D 8, 55 55 [a] A
VU~ F e - FINES. A, 2011 4F
7 H 1720 H.

6. WFFTHLA

(1) WFgefzess

A #f% (TSUJTIMURA SHIZUYO)
PEFEEFFRT: - R - IEH BB
9e 8 %5 70553824



