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Table 1 ARERERART R

A: Case 1 B: Case 2
WBC 11,900 /ul TP 7.3 g/dl WBC 4,700 /ul TP 5.7 g/dl
RBC 421 x10% /ul Alb 28 g/di RBC 279x 10t /ul ALB 28 g/di
Hb 13.1 g/dI T.Bil 0.7 mg/dl Hb 8.3 g/di T.Bil 1.5 mg/dl
Ht 398 % ALP 341 1U/1 Ht 24.8 % ALP 843 1U/1
Plt 30.1x 101 /ul AST 383 1U/1 Plt 1.3x101 /ul AST 12 TU/1
PT 916 % ALT 325 1U/1 PT 95.9 % ALT 50 TU/1
APTT 32.2 sec. LDH 1,088 1U/1 APTT 264 sec. LD 239 1U/1
Fbg 262 mg/dl CK 6,046 1U/1 Fbg 347 mg/dl CK 14 TU/1
D-dimer 1.2 ng/ml BUN 12 mg/dl D-dimer 2.7 ug/ml BUN 17 mg/dl
CRP 13.75 mg/dl Cre 0.31 mg/dl CRP 10.34 mg/dl Cre 0.54 mg/dl
IgG 3,100 mg/d! UA 28 mg/dl 1gG 1,130 mg/d! UA 2.1 mg/dl
IgA 674 mg/dl Na 129 mEq/1 IgA 206 mg/dl Na 130 mEq/1
IgM 95 mg/dl K 45 mEq/] IgM 95 mg/dl K 3.3 mEq/]
CH50 50.4 U/ml Cl 96 mEq/1 CH50 452 U/ml Cl 95 mEq/!1
C3 112 mg/d! T-Chol 119 mg/d! C3 78 mg/dl T-Chol 153 mg/d!
Cc4 20.2 mg/dl TG 48 mg/dl C4 23.3 mg/dl TG 93 mg/dl
ANA <40 HDL-Chol 45 mg/dl ANA <40 HDL-Chol 31 mg/dl
Oée.
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Fig. 1 Clinical course (Case 1)
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HeAs B O R CT Ml C Wi B\ 3R, MEIRREE
%56V bulla 1§ % B0 72, F 725 B KIMA S TREIEIL
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WeFPEMIZ I LCoif#Es, jl&kvTo SIREE
YIBRAR AT DTz, itk © W RITIE B PEFRAT & FIT S
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<Case 1>

A: CT

B: MRI (Flar)
C: MRI (T1)
D: MRI (T2)
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Fig. 2 Case 1, Cerebral Vessel Disease

A: A high-density area was observed in the bilateral thalamus due to hemorrhage, surrounded by a

low-density area due to edema.

B: (Flair) A low intensity area due to hemorrhage, surrounded by a high intensity area due to edema,

is clearly shown.

C: (T1) A slightly high intensity area is shown in the left thalamus.

D: (T2) A hemorrhage pattern is shown as in Fig. 2-B.
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<Case 2>

A: MRI (T1): 5/31
B: MRI (T2): 5/31
C: CT: 5/31

D: CT:6/2

Fig. 4 Case 2, Cerebral Vessel Disease
A:(T1) The infarction area was not clearly observed.
B: (T2) A high intensity area is shown in the peri-ventricular area and right posterior lobe.
C. D: Multi-focal infarction is observed in CT-scans on (C) and two days after onset (D).

B 7z. BHEE MRIARAR IS T I VE M 28 (72 ip K
BIIRFEIR, A5 B RIXEIIRSEIR, /) & BT L 72 (Fig.
4-A, B). LRIMEOFEICE L Cid, OB R
WCTONIMEEZ RO THENTH - 72, BHEE CT Mt
(6/2) TIXZFEVEINA SE 15 A AL L 72 (Fig. 4-D). %
DEEBE LTI —F T HNVAANRY T v —$ 55

2479 DI RIRET 6/8 [TkiRE 2 5. BHFEN%
B CREIORE R, BERITER, W SFLEE0Mm
EEFETIHETH - 72 DB OEBEERE K
BRI/ & 72 vegetation SFEAET A b, LN D
JENCTHENRZ 5720089 RAHTH - 72



AAmMAERE SR H55% 575

x =

IVIG ESOMBRERIE X2 9F L LT D 1M
W (AE, I3 G EEAS B & LI HE %2 4 U % 722,
2) IMU/MBERE (/M D 73 ER R TOE) (24
O MAAEY, 3) MGE A 28R MK T 5 b 0P,
4) RIMEREEETCEITER T 2 D", BEZ 5TV
5. MR A TVIG #EIC X 0 1gG FoliEEH
WENFEATLZOEEZ LN, TEFTO IgM
3 1gG OF s, MOBEHE & DBEERDOILK, %
BAEROEED MR E EAICHFESE L TwEEEZS
NTWwAY, Dalakas 513 ALS (FrZhm 22 mi{biE)
54& IgM XS 7054 VIRERS = 2 —a/8F—
8 %D BEITxF LT IVIG FRELHI MLk B % 2
L, IMHCHRED BMEZ B2 5 & MR ERIED ) 2 2
A E D A LY, R IURORS I JEE 7S A ZEARE
FHREZZ ZHEIZL WY ENTIEEA S DMLk
g 25cp (v FRT7 X) P EOYETIVIG #ikiE
PEEIAT) LOREL TS,

IVIG #E:% O MARZERIE % & 0F LS W ERRIN 12D
Wi, 7V rua7y v, RERHREE &
Hr=rua7y CGE Sk 72 & DIRE, Ol
BT, 77 u— AMEIRAE R, EERIREE, i
HEEL, wEIIREE, BRI, ST, FERE, &
ENHRE SN TV RO JEf] 1 Ty y~ru 7
Y VIE, 7o & DIREE, REO T 7 u— AYEE)IRE
ALE, ESMUEREDSIEAE L 7=, T4 I s 2 g 4 o 41
PRIV T - 72, AEB] 0 HH 1113 22 38 i o Al B IR A58
(LI 9 2 ZNB AR D il S5\ CHEE 9 5 e L 1
WA FERNEZEZ SNBE. L LA o Mk ED
BHAC TR 2 2 B RO, B AR T A RERE S, i
NP BEAR T <0 L 8 8 IR -0 P R 5 7 & D B &
DI Z & 2T EEZ SN TWAZ E X )? IVIG
PEEAE D MACHERE L AASHIIICEEN & U< L7z
ZEHEZONS. T BN O BEAT R (AR i PR
TR Y72 5 223, AR S BN AR AE L 72
JER] 2 13972 & DAREE, MEOT 7 u— A EEIREEAL
EVFAEL, A7 NREEEHHIC X 285
FERREZ S L T2 ReE D H 5. LRI
IR SE DR DS HETDH 575, FBHER DN S
EOFZEZF| XM L7z E T 2RI Z Ly
IVIGHE AP ZE 282 & L 72 [MIBHER % Steg
5HHELTWBEY,

MR ZEARE & T B3 % Bl ©, IVIG #ik okl 4
BEEFFEND ) A 75l - N4 ) A7 TEEEEIT) Z
ENRBELEZ LNL. BEDDOBARHRA L L
THEIC, Ik, PREREEE, BhRed, fibrinogen,
SO ER, BEHSHENIR T 7 — A, B MRI/MRA
B, BEWR LT a—REPAEH EHEShTwaY,

621

B LTI IVIG 5 FEAE I TN S OB Z T,
MR %2 4 % W REPEA R &I S U
HLgRETHAH). 612D A7 BEIHEFIE
NFFICRE KBS § 202U 2 2 L B3GR OGS
RETHLEEZOND.

x ®

1) IER f#c: BEHERE T 7)) YEEINS KTy 2 R
T4 ANVEa—4, KPR, 2006, 79—90.

2) Hamrock DJ: Adverse events associated with intrave-
nous immunoglobulin therapy. Int Immunopharmacol,
6: 535—542, 2006.

3) Katz U, Shoenfeld Y: Review: Intravenous immuno-
globulin therapy and thromboembolic complications.
Lupus, 14: 802—3808, 2005.

4) Marie 1, Maurey G, Herve MF, etal: Intravenous
immunoglobulin-associated arterial and venous throm-
bosis; report of a series and review of the literature. Br
J Dermatol, 155: 714—721, 2006.

5) Paran D, Herishanu Y, Elkayam O, et al: Venous and ar-
terial thrombosis following administration of intrave-
nous immunoglobulins. Blood Coagul Fibrinolysis, 16:
313—318, 2005.

6) FDA Interim Statement Regarding Immune Globulin
Intravenous (IGIV).http;//www.fda.gov/medwatch/S
AFETY/2002/ARC _ivightm (2008 4% 8 H BIAE).

7) ERISERE, B R, SAKZ, Ml BIRASER Y
<77 REFHEPIEBIIRE AR & A U721
WO 2. AANERASRRE, 97 £ 1970—1976, 1993.

8) AW PR, HFEIL, 2 #E fi: Fr<ru7y .
CIDP. #pf&iG#E, 12 : 505—507, 1995.

9) KEPHER, LBPE—, B, A o W o Al
FEx o 72RO 1 53 B ANERHERIR, 47 © 1622—
1625, 1994.

10) FURMERS, SREIER, SRET, i Fr<ru7) v
KREHRGIZBT 5 M. M#EAE 65 1 513, 2006.

11) Reinhart WH, Berchtold PE: Effect of high-dose intrave-
nous immunoglobulin therapy on blood rheology. Lan-
cet, 339: 662—664, 1992.

12) Dalakas MC: High-dose intravenous immunoglobulin
and serum viscosity: risk of precipitating thromboem-
bolic events. Neurology, 44: 223—226, 1994.

13) Silbert PL, Knezevic WV, Bridge DT: Cerebral infarc-
tion complicating intravenous immunoglobulin therapy

for polyneuritis cranialis. Neurology, 42: 257—258, 1992.



622

14)

15)

16)

17)

18)

19)

Woodruff RK, Grigg AP, Firkin FC, et al: Fatal throm-
botic events during treatment of autoimmune thrombo-
cytopenia with intravenous immunoglobulin in elderly
patients. Lancet, 2: 217—218, 1986.

Sztajzel R, Le Floch-Rohr ], Eggimann P: High-dose in-
travenous immunoglobulin treatment and cerebral va-
sospasm, A possible mechanism of ischemic encephalo-
pathy? Eur Neurol, 41: 153—158, 1999.

Voltz R, Rosen FV, Yousry T, et al: Reversible encepha-
lopathy with cerebral vasospasm in a Guillain-Barre
syndrome patient treated with intravenous immuno-
globulin. Neurology, 46: 250—251, 1996.

BAT AR — MRS T A E S 0 T R A
PN =S HERS, 96 ¢ 246—253, 2007.

Eibl MM: Intravenous immunoglobulins in neurological
disorders: safety issues. Neurol Sci, 24 Suppl 4: S222—
S226, 2003.

Zaidan R, Al Moallem M, Wani BA, et al: Thrombosis
complicating high dose intravenous immunoglobulin: re-
port of three cases and review of the literature. Eur J
Neurol, 10: 367—372, 2003.

Japanese Journal of Transfusion and Cell Therapy, Vol. 55. No. 5

20)

21)

22)

23)

24)

Grillo JA, Gorson KC, Ropper AH, et al: Rapid infusion
of intravenous immune globulin in patients with
neuromuscular disorders. Neurology, 57: 1699—1701,
2001.

Stangel M, Muller M, Marx P, et al: Adverse events dur-
ing treatment with high-dose intravenous immuno-
globulins for neurological disorders. Eur Neurol, 40:
173—174,1998.

PR, I R ILBOR B e, D ARRRIR, 51
ik LR E A 1T, 1998, 609—610.

Steg RE, Lefkowitz DM: Cerebral infarction following in-
travenous immunoglobulin therapy for myasthenia gra-
vis. Neurology, 44: 1180—1181, 1994.

Alexandrescu DT, Dutcher JP, Hughes J T, et al: Strokes
after intravenous gamma globulin: thrombotic phe-
nomenon in patients with risk factors or just coinci-

dence? Am ] Hematol, 78: 216—220, 2005.



HAR ARG SSE 558 655 623

TWO CASES OF CEREBRAL VESSEL DISEASE FOLLOWING HIGH DOSE
INTRAVASCULAR IMMUNOGLOBULIN THERAPY

1)2)

Takeshi Sugimoto"”, Katsuyasu Saigo®, Takashi Nakazawa", Gou Tsuji®, Akira Mamehara®,

Kenta Misaki”, Mitsuo Namiki®, Hiroki Hayashi®, Makoto Hashimoto ", Kousuke Sakurai"
and Syunichi Kumagai"”

"Division of Transfusion Medicine, Kobe University Hospital

?Clinical Immunology, Kobe University Hospital

YFaculty of Pharmaceutical Sciences, Himeji Dokkyo University

“Department of Rheumatology, Kurashiki Central Hospital

Internal Medicine, Kobe Century Memorial Hospital

Abstract:

Background: Vascular injury, such as thrombotic complications, is known to occur as a side effect of high dose in-
travascular immunoglobulin therapy (IVIG therapy). Here, we report two cases of cerebral vessel disease.

Case 1: In September 2006, a 67-year old man, complicating of muscle insufficiency in the lower extremities, was diag-
nosed with sigmoid cancer and polymyositis with complicated aspiration pneumonia. Although antibiotic therapy for
pneumonia, IVIG therapy for polymyositis, and surgical operative therapy for sigmoid cancer were performed, the
patient died due to hemorrhage of the bilateral thalamus.

Case 2: In May 2006, a 62-year old man, who had previous history of pyoderma gangrenosum and myelodysplastic syn-
drome, suffered from fever and red blisters in the palm of his right hand. He was diagnosed with the recurrent pyo-
derma gangrenosum and necrotizing fasciitis. Although intensive therapy was performed using IVIG, antibiotics,
mPSL pulse, and cyclosporine A, the patient died due to multiple cerebral infarction (right middle artery area, right
posterior artery area, and cerebella area).

Discussion: Both cases show the possible difficulties of cerebral vessel complication in IVIG therapy. These observa-
tions suggest that further risk-value analysis is required to better assess cerebral vessel complications in IVIG ther-
apy.
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High dose intravascular immunoglobulin therapy, Cerebral vessel disease, Thromboembolism
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