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BIGUANIDE, BUT NOT THIAZOLIDINEDIONE,
IMPROVED INSULIN RESISTANCE IN
WERNER SYNDROME

To the Editor: Werner syndrome (WS) is an autosomal re-
cessively inherited disorder and is known for adult progeria
characterized by clinical phenotypes of early aging. The
cause of this disease is identified as homologous mutations
in WS protein (WRN), a RECQ family deoxyribonucleic
acid (DNA) helicase gene.! In particular, WS patients often
represent type 2 diabetes mellitus characterized by marked
insulin resistance.

A 55-year-old female patient with WS, who recently
died at 63 years of age, had visited our hospital for glycemic
control. She was thin (body mass index 18.6 kg/m?) and had
the characteristic features: loss of hair, cataracts, skin ulcer,
soft tissue atrophy, history of thyroid tumor, and type 2
diabetes mellitus. Genomic DNA analysis revealed that she
was homozygote for type 6 (6/6) mutation in WRN DNA
helicase gene, and WRN protein was not detected by
immunoblot analysis.? Diabetic duration was 17 years, her
having been diagnosed with diabetes mellitus at 38 years of
age. Fasting serum C-reactive protein (CRP) and 24-hour
urinary CRP were 2.8 ng/mL and 58.0 pg/d, respectively.
These results showed that her insulin secretion was not im-
paired, suggesting the presence of insulin resistance. The
number of insulin receptors and the insulin receptor tyro-
sine kinase activity in her erythrocytes were measured using
enzyme-linked immunosorbent assay method and were
found to be normal.® Although she had been treated
with 42U daily of humalin3/7 (insulin), blood glucose re-
mained high, and her glycosylated hemoglobin (HbA1lc)
was 9.8%. Therefore, troglitazone (TRO, thiazolidinedi-
one), a peroxisome proliferator-activated receptor-y ago-
nist, buformin (biguanide) on humalin3/7, or both were
added. TRO administration on humalin3/7 failed to im-
prove glycemic control. In contrast, buformin on humalin3/
7 markedly improved glycemic control from 9.8% to 6.9%
at HbAlc level and reduced daily insulin requirement from
42U to 28 U. Moreover, additional TRO administration on
buformin plus humanlin3/7 showed neither improvement
of glycemic control nor reduction of daily insulin require-
ment. A euglycemic-hyperinsulinemic clamp was per-
formed during insulin alone and buformin plus insulin
therapy. Exogenous glucose infusion rate (GIR) at an insu-
lin concentration of 150 pU/mL was 3.65 mg/kg per minute
during insulin therapy alone and 3.68 mg/kg per minute
during buformin plus insulin therapy. At an insulin con-
centration of 400 pU/mL, which suppresses hepatic glucose
production, each GIR was similarly increased, up to ap-
proximately 11 mg/kg per minute (Figure 1). These results
indicated that her insulin resistance depended on impair-
ment of peripheral glucose uptake improved by high insulin
concentration. In addition, there were no differences in GIR
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Figure 1. Change in glycosylated hemoglobin (HbAlc), final
insulin requirement, and glucose infusion rate (GIR) in
euglycemic-hyperinsulinemic clamp before and during biguanide
plus insulin therapy.

between the therapies with or without biguanide, but big-
uanide clinically improved her insulin resistance, suggesting
the presence of another factor.

Thiazolidinedione improves insulin sensitivity primar-
ily by increasing glucose uptake and biguanide by decreas-
ing glucose production.* A previous report demonstrated
that biguanide activates adenosine monophosphate (AMP)-
activated protein kinase as well as adiponectin, resulting in
a decrease in hepatic glucose production.® In the current
case, biguanide, but not thiazolidinedione, markedly im-
proved insulin resistance in WS. Recently, biguanide and
insulin have been reported to suppress hepatic gluconeo-
genesis through phosphorylation of cyclic AMP response
element binding protein-binding protein through the differ-
ent signaling pathways.® This is compatible with the find-
ings of the current study that combination therapy of
biguanide and insulin had an additive lowering effect on
blood glucose levels.

This experience provides new evidence that an increase
in endogenous glucose production rather than a decrease in
peripheral glucose uptake could account for insulin resis-
tance in WS and that biguanide may be a promising ther-
apeutic tool for insulin resistance in this disease.
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THE MAN WHO COULDN’T CLOSE HIS MOUTH

To the Editor: An 82-year-old man was referred for a sus-
pected transient ischemic attack. He said that, while having
a meal, he was suddenly unable to close his mouth. He was
unable to chew and continue his meal but was better after
about 10 minutes. On further questioning, he also com-
plained of aches in his jaw on chewing and intermittent pain
in the neck associated with weakness. He had several sim-
ilar episodes where he could not close his jaw since then,
including an episode during the consultation.

Routine investigations including inflammatory markers
were normal, excluding giant cell arteritis. His acetylcho-
line receptor antibody was positive at 43.1 (normal < 5). By
this time, he had also developed intermittent dysphagia and
generalized weakness. A diagnosis of myasthenia gravis was
made, and all his symptoms resolved after intravenous
immunoglobulins and oral pyridostigmine and predniso-
lone.

Mpyasthenia gravis is largely underdiagnosed in the el-
derly population and can present with subtle and unusual
clinical patterns.’? Acetylcholine receptor antibody, mus-
cle-specific tyrosine kinase antibody, and repetitive nerve
stimulation studies usually confirm the diagnosis.>* It
should always be remembered to maintain a high index of
clinical suspicion in elderly patients with subtle neurolog-
ical and musculoskeletal symptoms, as in this case, espe-
cially given that the prevalence of myasthenia gravis in
elderly people has increased.®
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ACUTE UPPER GASTROINTESTINAL BLEEDING IN
ELDERLY PEOPLE: PRESENTATIONS, ENDOSCOPIC
FINDINGS, AND OUTCOMES

To the Editor: Acute upper gastrointestinal (GI) bleeding
in elderly patients is a commonly encountered medical
problem, with annual hospitalization costs estimated to be
approximately $1.48 billion.! The rate of admission for
acute upper GI bleeding increases 30-fold between the third
and ninth decades of age, and the percentage of patients
aged 60 and older with a diagnosis of acute upper GI
bleeding increased from 46.1% in 1987 to 63.2% in
2001.%3

The increase in the incidence of acute upper GI bleeding
in elderly people has been attributed to many factors, in-
cluding an increase in the use of nonsteroidal anti-inflam-
matory drugs (NSAIDs) in elderly people,>who are at
greater risk of GI toxicity from these agents, as well as a
higher prevalences of Helicobacter pylori* and gastro-
esophageal reflux disease in elderly people.®*

Several studies in the Gl literature have compared acute
upper GI bleeding in the elderly population with that in
younger individuals. The incidence of acute upper GI bleed-
ing was more common in women than men.>~” Peptic ulcer
disease is the most common source of acute upper GI
bleeding in elderly people.®'° Esophagitis is a common
etiology for acute upper GI bleeding, especially in patients
aged 80 and older.5? Variceal bleeding is more commonly
seen in younger patients than in those aged 75 and older.*?
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FERRF 53 % 125 (2010)

Table 1 ABERRARTR

R AST (GOT) 17 1U/1
EH (=) ALT (GPT) 10 1U/1
b3 (=) y-GTP 18 1U/1
VAR (=) ALP 237 1U/1
{f 3k LDH 173 1U/1
WBC 4800 /ul Na 139 mEq/I
IR 65.0 % K 46 mEq/1
IR Bk 10 % Cl 105 mEq/!
HER 40 % Ca 8.5 mg/dl
DIVZAE: 300 % P 36 mg/dl
RBC 41075 /ul BUN 18 mg/dl
Hb 116 g/dl Cre 0.81 mg/dl
Ht 357 % TP 71 g/di
VY E 22975 /ul Alb 37 g/dl
(¥ A k2] A/GH 1.09
1k 60 43 56 mm/h Amy 80 1U/I
CRP 244 mg/dl T-Bil 0.5 mg/dl
PTINR 093 INR LDL-C 136 mg/dl
APTT 282 % HDL-C 73 mg/dl
TG 82 mg/dl
Glu (FiEF) 241 mg/dl
HbAlc 89 %
Table 2 APREBRERR
[ R 9 A {APS B}
RETLTI v 20 mg/day TSH 2327 1 U/ml
24 Wl CPR () 146 ug HERE T3 2.5 pg/ml
CPR < 0.03 ng/ml FERE T4 0.86 ng/dl
#H#% CPR < 0.2 ng/ml Pt TPO Pidk (RIA) 177 U/ml
ICA (+) FA4uruTy sk (RIA) 1.8 U/ml
T GAD ¥tk 8679.3 U/ml FAfarasy) 1.9 ng/ml
1A-2 Hiik 24 U/ml ACTH 495 pg/ml
aNVF = 149 pg/di
HLA : DRB10901/0901  HiBIE R EHifk (=)
DQBI 0303/0303  HLEEBEHE (=)

T H.Pylori Hii4k

ELY)EBRICHFOPZBERUED Y, ZOBRKE
\HEREE 2R L7z, 2000 EER CT Mifr L7z & 2 5
BEITRE RO/, F4E 3 FRBAMEE NI AR
b SSW AN

BEAERE © CTAMA(-), COPD (BHERIIAFE), 2008
FOBERFREEE (L —¥—ia%), BiE

FHRE Rl &z kRl

A YEIE ¢ BLBE 0 2008 E K F T 20 A/H x504E  #k
7 : 2001 SELERSEE TLAX—#(-), AF
(=)

TR - B & 1588cm, fKE 57.3kg, BMI 22.7kg/
m’ HMUE 128/90mmHg, JR¥A 103 /%, ik 36.8C,

SpO: 98% (room air), Hi#kEH, £HIFEHLZAMK
(AEEETIC—B L v, 3R L. #&k L. %8
L. @FFREEED50% UE), RS gk
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B OE WEeE, MRS EHITRICEE R
L. FPlEZ L. DUBRiELR L. IREE - TR CEH
BT, ER: TROBERT, EE: % 7%
U A BERCEHE SR, R E 1 ER . AR 2 L.
B, L. RRRE RERE, ENESRE, B
JEAER, MERATT, RV HLIETRTER. v
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| BERFERET AT T

Fig. 1 MM CT #
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YT, MR T Glu (W) 241mg/dl, HbAlc
89% (JDSTH) Th o7z, TRIZTHET VT I VR
oY, MPCPRIBINVAIITVEWN6 B TH<02
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TPO HifkbmE, Bt Tg VifkBME+ /R L7z, 72 ACTH
495pg/ml LR E FRBO -0, HEIEREHAILE
T Addison FRIZEER TH - 72, Hi HPylori Fifkh
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BRI~ LB L UCRES RIS D25

Fig. 2 RBEHE

GIRETROBRET IS VT ICFELEVWITRTH -
2. L2 L, BENICREYREREEHOERRZ L
DEBEEIIROT. NEERE T, ENEILE,
WM OB &M ERD, DL NARERDT. THO
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BERRF 534125 (2010)

Table 3 ZIRYEEHCRIBERE (APS) OWESH

APS 18 2% 3% 47
FEREER W UUFE Addison % H O PR A Addison %%
BRI AR TR 1A BRI AT 1A BURERR
Addison & B OREE R RR R 3B EMEIMm
3CE HBHE - BLEAE -
B REE O RE
KA
AT B 1A BUBEIR TR TR AR BB T E WRANAS B R PR REAR TR
TERRAR AR T HE RS M/MRBAERBR IR T WRANAS EL S f e
EMAIm EIE TR BRI H OBt T ik %k
WK BLE M N=F TV Yraf F—v 2R H OBt 4
BREHE E BEAE V=7V R EWEIn
EIBEAE BB MY v~ T FEAE A 28R
BaEI % I BEAE
W
EmE K
(WK1 & b —#ee%)
3CHEBHT L. WIS, BEEERTA, B, MRIZ EICBWTIh

1 BB RIR AP 2 Z 0o B RERBROEE
ELTIES2E, Nt Kok 58%, fEA 38% Th
h, BOREEFRBEEOSEESIE L, 1 BERE %
EPT B APS DY A4 TRIREDV 3B TH » 7z & s
LTwa. F7: 1 BBERBELZ &0 L7z APS3 Blofs
LT, OBME 1 BRRBRBEEER D%, 2
BUMEPRIR DO FRERR 2R TR IBETEIS WY, OF
Ptk =1122 EHEIZE WY, B 1 RIS FRAG HARE)
12, PL GAD Puif, ICA FEFEEI OFRE I
%0, TA2 PLRICBE L kB s o8 (B SR 30%)
% EDOHENRD B,

KEFZBEETH), BERBLETT b= 2%
AL, BIBRALA R VIBEBBLTWA, F7-
HLA ## #F T &, DRBI 0901-DQB1 0303/DRB1 0901-
DQB1 0303 (R A1) T, SBURER 1 BERE O
FERERZEEREFE2ALTVAI L XY, aNFER
L1BBERIBCH D LEZLNS. 2L, BEDELZ A
APS3 BUZHIB 2R HLA I2I3f 4 OERDH Y, —
EORFII/EN TN,

—7 BEETO 1 BERBORBEILI8FETH S
AL GAD PufRIZREEE, ICA BT, TA2 HiikiZES
Bz &F-ThBhH, APSIHEITH B 1 BIEERE D
WECTELEVWDDE R ->TWwWa, ¥ GAD HifkiZ
DWTIE, APSSEREIRAEITR 1 BRERFEICBIT S
bor, [UEFAER 1 EBBERFBICBI IR E TIZE
%AHIYE b —TRERTLECPHEE LN TVEY
GADHIfRBE OF - MEHEE L L T, stiff person
(leg) syndrome”, MIBEHIETADPAY, NEEBLHF?,
BEARERN O B SN Twa s, REFICE

LORBIEIBENTH L. T2, BETHT VT O
RBIE, BEOYEM L THAERKV (LES) # %/ L
TV B REMZOSHAS, Auerbach HEE LK L,
MWEEEWEZ N LU CLES OB 2 2> ba—
VLTV AEBROWTNIOBEE, FICHREOEE
WCEBEIANFKEVEEZ SNTWLY, MRS
HOPITREFAENTBLT, CNTETAPS LD
HEOHLHTHERERE LTEBE s THWRY, L
L, WHRELT, ORERE OVA VAR, OfF
ZHER, OBELEFRNVEVBELEPEZLNTBY,
HHETHT T LREREOBEEIZOWTISMMESEN
BENC LD, SPICHBRICSSEMRORE % Bz &
DFEVDH B, MMETIE, BEETH IV 7T ORYIC
BEEIBRAN & AT o 728 & MR BN B YR 2 47 - 72
HMBEENZNIT CD3, CD20 I X A ERE 4T 5T
Wb, ZOFER, HiEOMEKTIZ CD3 I 9 pesics
WT50% DLEBME, CD20 131246 T 25% Kili©
Hole Tz, BEOHMETIX, CD3 X 13415 74
BWT50% LLEREME, CD20 & 13 FIr 3 514550% LI
FHETHoK RS, BETHT VT TR
TR OKEMBANEE L CBY, Pl IR
OERBETIEMBEREORE OB RBENSE, —
B, BET AT YT LHACHEOBEIZOWTIE, &
3T Robert E Kraichely 52IC L Y #EShTEBY, =
& 5 L 1 RBERAE O B CPLE T GABA Rk D
MRIZDWMENIERTH S GAD @9 H GADE5 12
T BPEAS, BOHERO B WEE L T 2
ERI0BEDOBEEREZFEDTVE, 02 hb, Al
THTYT TIREE &) T MR O M s R
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1 WERBEERETHTVT

WBE S BERE S E 2 ST wi- b om, HTHUE,
FRZ 1 AR 0 BOCHRTH 231 GAD Ptk &k 5
WHREOES D RBENS. REFTY, 1 BRI
DBREPEL A Y R VWD HET 513 ERAFR
BRI L NI ERFHEINLITH2b b TH
GAD iR A F R L Twas 2 & X b, $GAD
HEROBEET 7T 2T ORB~NOBS*BETHI &
ETERW, SHBROBEE LT, Jv bileum, colon
FARE ORI, AR L RS T A MG R OHE DT
GADHUATH 5 Z L5iEBc& S, EREZ R KR
THILERBTHAS. T/, HLA BITICBWTIE,
DQA10103-DQB1 0603 DT ¥ 4 < —Fd B <
RoN-L0@EPH DY, ThidoBEIIY - M
BT 5 HEHAORAL DL L ENTWE. 0
BIETFHFRET ISV TORELZERSCLER L &
LI REMIIRBEINED, LALEFLETORET
oV T OREZZOBBEBETFVRLNEDIFTRL,
FEFIZBWTHRD TV,

DELY, BIRRTEEET 77 ¥ 7 ORRIIEE
SNTEWiRwb oo, FEERE MiEEREE e
DI REREVHRBICEG LTWE I EARB IR
AFEF OPL GAD FLAEHE B D B LT 2 W REk
WEZ b

CDX)IIHEFTIX, HCREEFRBERE =
HEHEERE B LY GAD HufkB o 1 BB RE 2 45
AL R CRIERERE (APS) 3C Mo BEIZAE
THTYT %O, PiGAD TR & 2 BERT LR
REN TSR TREHEKECERNTH 5.
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R ERINBRABICHiZ ) 7y 7 AEEZ TR L7
1 RUAEPR SR D 1 B
FRA % ZH EE BHa K—
= BR AHE EHR e g

9 UE 47 mEE. 9T 1 BUERRZERE L, 39 B (BRI N REETh TH >
Jc. 2008 % 1 BLRORERMEMWEZEIZU, BE8 Xp, CT THEHICISEEAD BEE A SHERHT-.
MMF, FK 506, mPSL ZiRAHT, BIRRAZRVEENEDES 1 B 15 BARE Lo,
MR, B SERBED SIFRREIFEESINT, WBC 10400/u/, CRP 1.14mg/dl, ESR26
mm/h, B-JILH><4dpg/mi, PANLFILZAE (=), AVIFHE2ETIUTRNIVAR
N IR 256 B CTH o fefcfio U7 b Ow ARERRVWRA IV F YV — U BRI D EEBICS
271 /—)VBED T FIVIEFIE U, AERMKRE. BRUTER EEEREERL, U TNy
AZFRISERITED Ule. 1 BBIRRICH I DB ERE AT EREABETE DD, SrzilE)
BIRNRRICHVWBENRBRE ST OREMNA DD, NEFIFRBICECENCEZRET D,
Key words : 1 B3ERE, 7U T IV HE HBEEEE

iEC&HIC
Wiz )7 bay i ZEREELH CEOERITAR

9 5% Cryptococcus neoformans (C. neoformans) % #%
FERNTRAT B 2 &1 & o THRAT 2 M B3 R
Thb. MOERELELRVEEANCSFEET 575
BRUGERSSIERER (AIDS), FERFE, MEEE,
BAg, BERLREEZEBRBICLOBEE, BLUZ
T a4 N EORBEIHF, H5VIEPEHIRE S
NTVLEEITHELR TV

AFBTIE20004E5 A FCIo 1 BIEERBEE I L
7 PIOEERIEBENER SN Y A1) VR MEE
B o OBEBLASTTRE L 2 ) QOL D, X 5ITIXE
WEIEFHRE I TWwE, L LEREICKY LEREE
Hid, BN T IS BRERE CERMERE R &,
SHICEAALRT L, SRITEFAOER, ML 7,
WRFEORL 2 EFEETH L. SR L IEER
MBI ) 7 bay D ZERZIE L 1 H 2R

(¥EER#S 53(8) 1 607~612, 2010)

BRL7:OTHRET .
E fl

B4 mBES

EFF B

BEAERE : 37 % SO, 40 % =M HiR
BRERBETTERE (BRI b st R st T
EXRYICERELLRELZ VD)

HTERE Xy VEAFE (-)

KIERE © B HV Y IREPE R

BUWEE 1 9T 1 BUBEIRIR & B9 L, 29 BRI ICHEIR
FEVEBHE O 72 D MLTLEAT 2 8 A L7z, 31 5 CREE R
BREESRO 70 LB 522, 2006 4F 39 mElE 4 b T
FRBHEZ 2 REMHRE LTI ay =/ —VEE
7 =5V (LLF MMF &B&9 %) 500mg/H, #2771
LA (LLF FK506 £BE$ %) Tmg/H, XFVTL F=
v'a v (UF mPSL &9 %) dmg/B 2 BB L. B
FERAMERREN 2 G BERL 9 2 D BHMHE 2 HH IS 5

1) AFCD HbAlc flid [JDSAE] %A,

PR REE R AR R BEEFE AR (T650-0017  Fe IR = 17 v L XA AT 7-5-1)
HAESE PR 5 (T650-0017 SRR PR AT 7-5-1 KA BR AR IR % BB 4R R

AP H ©20094F 10 A 5 H#RIRH : 201046 A 1 H
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Table 1 AREE#HEF—¥

WBC 10400 /ul Glu 316 mg/dl  HEEKA
Seg 89 % HbAlc 6.7 % iRy etk
Lym 5 % CPR <02ng/ml  WEHEMIERE R4
RBC 484 1 /ul ¥t GAD Hifk 219 U/ml BHUEER Bl
Hb 130 g/di% TG 93 mg/d! (PCR #)
Ht 409 % LDL-C 84 mg/dl  BEMERERE etk
PLT 19.7 % 10¢ /ul HDL-C 56 mg/dl
TP 58 g/dl CRP 1.14 mg/di
Alb 32 g/dl ESR 26 mm/h
BUN 21 mg/dl B-D-glucan <4
CRE 0.92 mg/dl BV THR 2 1%
AST 8 1U/1 T ANV F N R R fati
ALT 91U/1 ZUThayHANPE 256 1
LDH 129 1U/1
Na 137 mEq/l  RHPLIF R FHE etk
K 43 mEq/1 R RIRERESE Bl
Cl 100 mEq/!
Ca 10.7 mg/dl B AR AT
P 19 mg/dl FhliE 1/ul
Int-PTH 74 pg/ml H#H 79 mg/di
bica 148 mg/dl

sUTrayAANGE B

T M EEH LD YA VEERIETE 2o
7z. Brittle BRI LBEME A > 2 7 Fu
TEHBIA R YT ARV BEEWICEE 198
B, BRBIA XY U T FusEEAL R TS
F ey, RENCAR 32 BAE L, HbAlc ik 65
70% CHEB LMY o — L OE/LIEK S 225
7o, BEEH1ES» HED 200841 A9 H X b IHEE
i, Mo & 37 EEBLORBNSHI L. B, EH
% EORIBERIERER SN2 dh 7228 1 A 15 HICY
ez ah, W Xp LW Zef 28 gt
RO BRI REGe Beb 2720, BEIMEENT
Abe& o7z

APERHE - & & 163cm, 4% 555kg, BMI 208
kg/m* kT, KR 374 E, IMUE 122/80mmHg,
Wk 90/45, %, HEFMEE % L, Kernig's sign %2 L, B
IR, IRBRSICHE, B0, FIRBERRY »
JNEIER, FEIRRIRRO T, BTMHPERE KT 2
ROT=HMEE, THRICEEIRE2FD Lo 7z,

AT AL © AR R 277§ (Table 1). BE®
HILEkMEZ, CRP O LA Z3o/. F-MiE2 Y7+
oy AFEAG (PASTOREX™ CRYPTO PLUS) #%
26 FEEBMETH -7 BBRREZED EEOENE
ROz, MO IMIEL, #MEz ) S ravh
APFIEBEETH - 2. ZRERIF R TTEED
T2OIE Caflix 115mg/dl & EH L Tw 7. HbAlc
13 6.7% TIHLHED » b o — Vit elgny BiF 75 - 72,

ABCE I X #26 & O3 CT (Fig. 1) © MR H4h
X RO TR\ 22 % ) REETE 2 S BED,
JER CT THMMEICZ BHEOREEM & R 7.

RRAEE (Fig.2) : ARBIMEZ )7 ay A
EXREEEER L2 ENS 207 ay b A%k
EEZ, RATNVAFV— V(LT F-FLCZ L3 2)
ZRMBLA EARENMAE LTBEZID
MMF, FK506, mPSL O 3#| #4H:H L T2 Ak
BIEMMF 2k L, HEREAIC XY s L7
¥ % 7:% FK506 DI EE* 2 ilicE= — Lo
2 Tmg/H» 5 2mg/BICIHRE L7z, AR, M4
i bEETE Lok, 2usia (BT
MEPM & W3 5) SHFH L7 79 HICIRE L, F-
FLCZ DBEARE5 L L. E15HB LY 7vatr U —
WV (BUF FLCZ & W69 %) 200mg/H OO 5124 9
Bx, JE X S EEEREORD, fid s BEEROK
FErROEAOFHIERL, FREBHEL o7
FRENP S 34 BRIC—KE2 ) 7 b ay b AP
2048 £ % T LF L7278, B X B ige o B H AT R
2 FLCZ = #k#t L7, WGHBABLS 142 AT Y
7T b3y A APUREAMIL 16 B F TET Lig i L
TV B DEER LEEITRE L T B 20RE 2k L
Tw5 (Fig 3a-c).

z 5

WiZ )7 s 3y s A4EX Cryptococeus neoformans
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Fig. 1 ABEREERETR
a. APEhsHEi Bt Xp.
b, c. AREEHEEM CT.
TR 220 2 b ) R ETY (—) PEEED b

2T h 2B
HbA1C —1— 80
R S
-~

- ~ ~
- ~o 708
™~ 4» o]
<
. S— %1 B
T

60

16 g

* IMfZM 3M 4M M M T™M SM 9M oM UM 1M 13M MM

ABE BER

<= MEPM 1 g /day

F-FLCZ 200-400mg/day

F
e raea .

% <= MMF 500mg/day
€= Basiliximab

Fig. 2 EZE
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] .
Fig. 3 J#BE# Xp - CT IR OHER

Bl

BB 3 v Atk (2), HBBAIG9 » AR (b), WHBIME 14 » AR (o) OMEREHM Xp. ABE: (d),

EHBMGT 24 2 A () DIEREM CT.

WERBAME 3 » ARICIE 2 ) 7 b 3y H ABUFAEAS 2048 4 & B E 2R L7228 A Bl & Ho-C 3 T b1
BRELNW R P07 WHRHK 14 » ARCEES TR 2V ERECEEESH/ALTWA. HREE
24 AR OMEEM CT T1&, ARRHCR O 2R ER e 2REEHATALHEL TWA.

WCHEEME, BB E & B BRI 2 BE T B
DEMRTEFORBEELBAT L ETRET LY. K
FEIZIMATEE I PR, R 2 & & B ORI AR\ HAs
S, 77 ay h AMERITFHEARARL S Tw
5720, REVPEDLNHE, HERELR & CMES
NOBEOLWILERRLTBLIEPEETDH
%. Nina 512X 5 L0207 b a2y & AEZEER
AR D 03-53% WCHEL", Wiz 7 hav
A % FEAE U 7 B E B A A Rl R 48 B R 18
(375%) MR %, 106 (222%) I[CERIME%
AL EMEL TS, 7Y TS oy h ABREOR
BRIEF & LT HIV R, BEW, A7u4 My, &
RE, EWEE BRERENDL. BERETEA Y
AN CARRIZE B ANF R RER, Bl
DO YRARKMMOL BT 7 —ORLIZX D, U
HROBBETZIBCEIEZZOND”, REF T~
VT ay A AREDFELIANX, HbAlc 7%65% Rtk
THo7zh, HEEBEIZ70% iRICEEFR LT
By, MY M —VICBEE2ET L. F-RE
PHIEERBBHNRESEIC Y S 7 MRS 2 RE
L7274 Y 2 VEERSARETH o 2. BHEEEIX
JEAR BB AN 2R & RIEHFI T 072 DI 2VMET

LTwa. Bizy 7 ayh AEZBEHO Y S 7+
BEERSIESNCS <V, RIER D BN 2 a4
KRR, SREMHIR OB ZNRICME, 757 Mg
BAEDPREDY X7 2 BOWREESZZ 5N 5.
Biz 073y i AREOBRISHRI I BE 2 RS
BT LIZEoTHRESNSY, WBIBIEE LTI
RLRERBDO 7 ) T b3y AFERELRE ISR
TAHDICZILD. Tanaka S5iX 8L EEBHEE L7
HERET6%, FRE B TholztWMELTW
B9 RKENEZ YT b3y h AFEAMDS 256 £F & BET
Holzled )T Ay AREE BRI NS, RIE
o34 ABRIZ208HFEELVEMEERLE LAL
R OB R TIIBEI R REMEREOK X
SRIERIZHE L2920 72, Muchmore id< 7 22
1mg @ C. neoformans ORELEIE % 1 HERE ST
e MPD»OEHEH» 63 HEIMIM TE 2 HE LT
BV, U7 bray s ARESEBANICERET
BT EHMRBRENT:, FEFITHHEBICL VIHEOR
BEASEZ DA m L2HEY, BEEBELCY
72T RS, R 2 PUE O 72 DI EIA RS O TEE,
PETLCT, HEf: LTEEE 270V —VBE
PEUZTEEYREZONE. ZOXHICmiEs Y
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TN A ABEMIEIE 2 U T 3y h ZAEOBEIC
XE T 5 HPUR AR CTHBEARHEDRIEL §
LHOIEHEEE BbNS,

BT D W T 2000 48 12 IDSA (Infectious Disease
Society of America) PFERLZZHAA K54 X2k b
&, JE HIV B THRAREAN O RG D 2 WIBE ~ &
ECORZ ) 7 hay B AETE T NVIF VIV (200~
400mg/H) 4 b5 aF V= (200~400mg/H) O
6~12 » ARRE /-3 7 479 ¥~ B (05~1mg/
kg/H, #& 1000~2000mg) DOFHGAHER I Y,
ARIR T 2007 IR EREOZW - GBS A F
FTAUHPRERIN, EHIV BHICIEEBREL LT
TN aF V) (200~400mg/H), "ATNVaFV—
W (400mg/H) 4 b a+v—v (200mg/H) %
3~6 » A5 L, H—BIREEHHRLEEFITOVT
IV b Y 100meg/kg/BEBH LY, FYaF
V= VRT AT TV BOESEHEELTWEY,
BRI OWTIEHA K54 v L6 » A5 HM
PHBRENTWED, 7VaFV—VORREE 14E4
» RBAT o 72RER R 30 » A5 L7zf b H 5. B
0T Ay A RFEGRER RO EAEEL <, HER
BEIBEORBE VA7 2 BT 2 TREREEES
MHET 5 EddHAHY. AT BRI R BKRE
W, 20T bay h AFEMZ &0 HBEIIHET L
BTk LCB Y, IREBA 24 » ARICE 2 Y 7 b
Iy A APEMIZSHOBEME,NS 4T TERT LT
4. F72, Fig3e \RLEH I, BEELLETED
REHIR R 22 A 2SR LR 2 0EZ RO Tw»
5.

WERERE, RN 1 BUBERR SRS B AR AT
ELTHEMENTEY, 1997 SE QBB BHEITHRA
FTD 2009 4E 5 H T TIC 47 Bl BEE FRR A E R
SNz FHERRIC L D RBEIGHFI O 7o b a—VizE
BRAEVPS UV AAFREZ Y IUARY) Y, AFUA
K, 337=/—-VEBET7=F IV (MMF) ® 3#IZ,
b IL2 25K a 88 (CD25) W4 A€ 7 a—9
WHARTH 530 3 < 7 EAREZ SIS 5 56
BEL, REFS NG 4FEFER L. fizy 7
Iy H AEDFERET & LTATF a4 FIZLETH 548
FENTWBH, Baddley 59z 7 ray s
ELBWMENLTTICTL F= V#8587 20mg/H %
60 HH L L¥b S - BE I, ARICHIMIBRENE
BHRTWERELTEBY, Mz 7 vavyy RER
FIELIZBAIC, AT 04 Fego i aEiiH ok
SROREE, HEESERD S o UiNaRE
WIERSG WIS ICHE L ride sz w. LaL
TN DIEIIHF 2 W, F1k$ % 22D W T OB
BHAFITA YEBELRSSBROT— 5 OERPERT

&hs.
B R

FEFRRBELES » ARICHZ Y 7 3y X
T FE LER 2B
BFRIRHE & % 5 HEE R FRIEDS e , IBFRkS
ERFT RRWRAER, 27U 7 b ay » AHEM % & H
5RAEBNZHET L 7.

KIBZ BT LIEF RGO Z )V 7 hay h X
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~ Abstract
A Case of Pulmonary Cryptococcosis After Kidney-Pancreas Transplantation in Type 1 Diabetes
Akira Nakamura, Hisafumi Yasuda, Taichi Akisaki, Kenta Hara, Masao Nagata and Koichi Yokono
Department of Internal and Geriatric Medicine, Kobe University Graduate School of Medicine, Kobe, Japan

A 4l-year-old man diagnosed with type 1 diabetes at age 9 and undergoing kidney-pancreas transplantation
at age 39, suffered fever and a chest pain in January 2008. Chest X-ray and Computed Tomography (CT)
showed multiple nodules with cavities in the lung. Since he had been taking Mycophenolate Mofetil (MMEF) ,
Tacrolimus (FK506), and Methy! prednisolone (mPSL), he was suspected of opportunistic infection and admit-
ted in January 15. No microorganella were detected. Blood tests showed WBC 10400/u1, CRP 1.14 mg/d],
ESR26 mm/h, B-glucan <4 pg/ml, serum aspergillus antigen negative, serum candida antigen X 2, and serum
cryptococcal antigen x 256. These results and high serum cryptococcal antigen titer suggested pulmonary
cryptococcosis. MMF was stopped and antifungal drug administration was started immediately. After over
one year of antifungal drug, chest X-ray and CT showed reduced lesion of infiltration and gradually de-
creased serum cryptococcal antigen titer. In conclusion, pancreatic transplantation is useful in type 1 diabe-
tes, but increases the possibility of opportunistic infection, requiring careful follow-up.

J. Japan Diab. Soc. 53(8): 607~612, 2010
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