GESIE)

kB, BERBOREITED BT
AR ELZITo 7, ZTOMRE, 4
mAWMESLENE R I,
Insulinogenic Index 0.11, HOMA-R
1L 5.68, HOMA-BIL81.7 LA >RV
WIEASSWOIRT, A A U P
Mz T, 7N 2 AR M
TAEREINV T DHWMERE HE
ginlz,

HEFTRTIIEATLIR, BATTHE,
Rol=BREETEIOERCLD
CS IZHF Ay e BB Z 38, JEER CT T
IENIBARRS AR 13, Tem® & WERAERG O
B L RERRRF B ST, BE
IXEMBITRETH Y SRR,
MEETICEVSEARETHo T2, B
FIZTHE LV RBERRA (72—
200mL (200kcal) 1 @ # gk : FEH
31.24g . fBRF 4.46g. mARE
8.76g) HA, B, ¥EhFh 100ml IZ
Mz T, BRCABNC TN e 8 E R
OiEEE L Cuhz,

IBEF# & LT, B3O ADL R4
FHLBEL, ROLECRHRE L X
T LD REBEALEMBEEZET S X
5 IRy~ A L R 7R IR R E 2 78R
THZ L E LT, UNZHEATRREIZ
CTELEMENEEI N =D, R
7Y R—RX0. 2mg % BEL b IEABLE
L7ebDD, BEZTICTFRNAET
7l oR 7Y R—XTHIE e Lz, &
W, BEEMELE, I 5y
WIEEL G LT, BRIGEA CITE
MDY 27 BDENZ T Y FFo
% 12.5mg N HEAB L. AL HER

LoD 25mg £ THEE LT=, © DFERE,
HbAlc 13 6. 8% £ TR T L7zb DD, £
DOFEREEN L, HbAlc 7.6%& 72 o 7=
7o, VET N TF AT TA VA
U RO HEE BRJIZ A MRV
% 125mg D2 ORME LTz, IMBE(E,
HbAlc IZBERERIEIZ & 0 HbAlc 6. T%E
T—BETHEHRD LD DOFE
HbAlc O EHZRBDT=T-8H A MR/
> 250mg F THEZITI b, BikEH
BICEIAEZ R U, ks =R e
BHE (HHS) L 20 BEBAPLL 2o T,
HRE A R VEEEBIA L, B
DT HHS 13S0 LiBBE & 72 o 7o 3, iR
BREFICIX S B OBKFEO Y 27 %25
2T A RERNAIFFIEL, &7
U*F v 26mg A VAY T T UF
OB E Lz, 0%, SR TH
BHROFEBMBEICH LA RAY T A
SOV NEIBINTS S, Hbdle 13 9%E T
HoT-lod, ETIRIFEMHICHES 1
AU VR LEBEEL YA X
Vo E 1. bmgBI LTz, FORER, #
5.3 M CEERmE ISR 5 R
148mg/dL 7> b ¥ 5% %) 128mg/dL 2,
BH%MHEIIH5RFY 303mg/dL 2>
H¥E% 20lmg/dL ~& KT L7,
HbAlc 1X#& 58T 9. 2% B 5% 5 »n
ABTIT.3%ETHEL NS, HRIE
FCOHBTIHEMBEIX <, FE,
REHM EORERVBZEINT
WY, EeRmEp, BRnESEY
BEIZ T 22— v b RBEBEEG RN E
EEHHZELTCRTF ) —RAEHOH
BA vy An—%BOHRRT L ELTE
AR 2 ik LR o TV B,



D. E£

AEIF X 13, 24 mOBEIRBEE DL
7z CS &#&Br Uiz, HAFT R CriEs
£, KEE, E TR (BEm) OZFEME
DB STz, FERFEORE L LT
AU AY OPEGIWER TR A A
U ARG, SV U WRE B
b, WNIEAEFEAEIZFRICET LT
77

ZIVE THERFAEHD CS 1TFHA A
TR TS HlOMERH Y, £
DORND 4 BIBFRDE DO OWETH D
(3) (4) (5), D 4 Bl & REEBIZE D
Wi, R, FE, BRI AR
;45 FE1),

B g ®mH s #B e EEH
£8 & 55 o0 2
3 . BE B "% B B
S8 km 148 148 13 1158 106
KE ke 51 57 25 2 17
sM . % 26 139 149 151
BRREEEE 0 50 40 28 3
mEsE - - + o+ -
R FiEmEs + - + +
IRE
BAE + + + + +
BEER + + + + +
INEE + - + +. +
BEREY + [ . T F
BEARTEE T o e
mElgE + + + + +
REER + - + + +
BERTRL + ot + +
B } o
L eRSHE + + O O S
BEEE 0 - - NA ST
BHEE 0 - - NA -
#rezg - - N/A WA -
Bg& [ 4+ 4+ WA +
RER BEVFE - - NAA NA -
wEmEsEr 0+ - - NA -
REFERE #8540 BELL HELL  HEL Bon
#EE 1894 1984 1997 1986
X# S8 3 4 5
&1

FEF 1, 2 13 BB TH D, FERI3 T
IR TN TR Y ., ERICTERER
RBEEII L ERARTO T ERAEE
EEDIENOWFERNREETHER
ITERE STV RV Nance B 0D CS140
JiE 5 O HEFER 72 FEAT I BV T, CS
TIEERIZE A v R Y IUESCTBEEE
BEIIBEIND OO, FERFOZ

EIIBEINRPoTo LN D D
(6>O

CS DIRREEFD CSA, CSBixZEh
ZH 1992 4B, 1995 FEICEE ST
B8, Fex OIEFNIENT OFER, CSB
BRF D exond & exond DFIL-EILD
FrEBEUVAI a—T—va EAR
~NTF T H o7, CS TITEREF NN
TLEEREMTDEIICERE AT
ERLZIMESINLTND,

CSA.CSBiZ & HIZ RNA AR Y A L—2R
IIloary 7 Z—ThY  ERGILHET
DNA [EMERRIKIZ BB D D & & BN 41,
fEZE X 7= DNA SHODE5RIEH D RNA 7R U
AL —Z 11 MBI VDX T VAT
FREEEBEEOT X T EZ—L L
T ZenmohTnd, MxT
CSA =0 CSB 1IN B W TR L
72 DNA DABIE I % &0 Z & <2 CSA,
CSB # v XM bary RYTHNT
DNA 1R & X7 LBIET 52 & bk
XN TWS, CS BEHEMIE (CS
HR) T Fav RY 7T OBRET
NG URZEPETTND Z LR,
A= 77— b7 7 U—HRE
WCEREEETL, B{EX NV ADOTLHE
DEIE SN TEBY CS OFEFFEIZE
53352 ERHERSINLTWS(T), CS
WBRIND L5 72B{LA LV AD
TUE T — R BOE RIS D RIEIT b IR
SBEETHZ ERHEINTNS, L
23 L7225 & Nance & D CS140 FEBI1Z BE
T B CIIEA B A R RE B
72< . AIER ZE DT 6 BIOFERFE
B CS DH B 5 FINTEBEDOHRE TH



HZ L X0 CSITBIT AHEREDORIE
It EEHEEORESERNRE W &
DIHER D,

CS \ZADPE LI=RERIF OFFEUCBE L
TIHER 4 1B W THEARTRE DMK R
DMEINTEY, BHEAEA R
v OWERENRBIE SN S, kEE
B RS 2 BRRC 400mg/dL 1< £C
EFLTHWE D0, RIEFIZEHES
Nz L o574 v AU v OFEIS IR
TIXBE SN TR, CS TiEA A
VU E &5 2 L% Cotten
5 (8)R° Fujimoto & (9) 23445 LT
%, AFEFNZIBWTEH HOMA-IR 5. 68
CEETHY CS 2T HEERE DI
JEIZI3A v AU VIERENELS B S
LTCWAZ LaRmET b, f A
BEHMEOMF & LTk, AER TR

L= IE i EREIL 13, Tem® & 472 <,

BAEOR TIRFEMRENIERZRZ & &
Y HE B ZERE ENE R D RBIZ I W F]
RSB, =72 L., IEIFZEmREEER
WCEBEIND LV TF UOETIEIAR
FEB CITBE SN TV, ARERFIT
VEREHI LTV RVA, BRHEDK
THRA LAY CHEPEICEES LT
BHAEEME D H V4% O FEM R BRET A
VETH D,

PERBOIBBICBEA LTI E T
Fh EMENRR, 2 BIERIF DR ERIZ
134 VAU D53 - FERARRITIZ
TINAIT DR WEREREETS
IERELI MBI LNTWS, ITE
MOMERETA CTH D dipeptidyl
peptidase-4 (DPP-4) FREHI N &% A

YR W ERETHORRLT
TV T 2G2S L CREZ M
BEEAXETIZERREE AT
%, Fx OBFICIE, CS L RRICREE
JEQO—2THD U =)L —EBEEEZ
BWCTRE TN I B B
2341, DPP-4 [HEAIN EORFE LK
BEIX®HIZELEEHREL TS
(10) (11), £Z T, AE®D CS FEFI
BWTHAMBIC TN TR
WRBERIN=®, DPP-4 [HEA%
5 Lz, ZDfER ., —FFRYIZId HbAle
DIRTHRPBEI N bOD, ED
ZhEIT T <IIEEE Uiz, HhErosE iR
|2 DPP4 FHEHIDZhERA TGS L 7= 2 i
I RATH L0, RNEFITIITRE - &
B LTE—ETHAHZ LD
Z % & DPPAHEANC L > THET D
A7 VF ORI OS5 B HE
LI, TOHE, BEEIZBNTA v
7 UF P desensitization 234 U T
WBHDDH LIV,

AEOERFITIEA A Y AR
WELHFEL LTSV E A2 H
4252 Lz X0 kEE oSk ENE
BEN, V)L —EERICBWNT
b4 7Y E Y T EREICT
BRATHY,IL-6 &V o TmREMY A
NIAVOERTHREERTLET T
ARRYTFMED FERNERBIES
nad (12), REFITIIEAT Y 2
R ERTNCIE IL-6 SRR U < KIEMY
A NIA LV THD INF-aBEO EHIT
2 TTARRIF U OET bELE
SNTWARWA, BEFTD IL-6 {E
7.6pg/ml, 77 4 RFX 7 F U1E



8. bmg/ml L FEEE 1 2> H Tid IL-6
& 7.1pg/ml, 7T 4 RF 7 FVIE
11. 9mg/ml EEENRR B BB ERD
TR, B4 70 X Oigiiig~
DYER D MIEEKEFIZ DD > TV
DA REMER R SN D,
BIEMEREE CS 2RI A HERKBIE
B3 5 REM i A 1T R a9z b

ERERL KEFOBRIIERETH D,

A% b REIBRMEE, 77 « A¥A
N A AME PIgRERA . BT RERT~D
R - EHOBEZIT > TS TET
bHD,
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WerneriE R FBE Rz JEHRHE SE MM i SRIPSHIRE D 3L & TR SR DR
roe i K ZE TERZERERESZER

RS

REH 2B R EE Wemner EERE (LU T, WS) i, BEMLIE 2t tiEzz
R LU, BERIFPENREE L, DAEGFR L., 40 BN TRT T 5, WSEE D& h ki
FFHFAIZOct-4, Sox2, Kif4, c-Myc® [LIFAREFZE AL, ERFHAEDES L oML
SAZREILTC, ZORIEE S0 N~ T ADNEEA~DOBIEIZ LY = RIE R MR ~D 51k (FF
TEREFERRL) Z B LTz, V7 a s I 7 Z LW WSEBHE B KiPSHIn 2 HAAZ LN T& Tz, — 77,
WSIZIEE— O BE T BV AERPMON TS, T4, SEARITUEEEZFFOU—RFR
N—FERBERSN, BETFREOYEEFAPRESNTND, T2 AR REFFOWSHE
BRHESFRIIICHRT L, U — R —FRDIRED AT~ TERIEL L TO R B 2R LT,

A. HFFEE®

1996 £ WS DRA#{EF & L TDNA ~
U r—2A (WRN) DREIES Lz, @ -
JAL NV TREE &2 A =X LA
ERAEE L TEATHRY, BREO—DE
LT, WRN BzFD/ v 277U v

(KO) NEEORBAZ RS, BEICAET
T HicH, ERBRBYWETAVRENRICSH D,
¥ 72 WS DB i SRARMESE AR I, 18 . $fX
DRERIFEICIVEEE B T/ —ETE
P ERpE oM EE LR, HREELL
T3, D7, B B IMARE VTR IE A
B = R LDFRIR SRS TR, AT TIL,
WS ODREEFRIEA = AL EERT B 2D,
IERYZIRE R AT 5 iPS FIRR OB 2 AV T
WS BFHR PS MlaZ# T2 L& Y
&5,

o, WS BEOBEERTFEROPIZ, FuE

CAEBRBHMONTND, T AERE
3 % A% mRNA i, NMD (nonsense-mediated
mRNA decay) &FFiZi 25 mRNA Zr i IC
£V EH O mRNA 53fif & B 7 DR CHIEIC
SRESND, ABFIEIR, BERKIE=a Nz
FARILT (U — FR—) FEE WS BE
flzix B L. #EetE WRN Z R B OREA
DRRD biL, MIERBER A I EET D
PE D PR TRIEREE LTOEMMEEH L
B,

B. WFZEHE

WS @ 57 & i Sk #r e 2F M B (WSCU01) 12
Oct-4, Sox2, KIf4, c-Myc O 1LF4RHF&L ey
ANARyZ—TE AL, RS HEELH T 5/
fatke Bl 5, £-$biez~d ES #la
TREAPRDOONDIRGIL~— I —ERBT
(Oct-3/4, Sox2, hTert, Nanog) DFEEZFH D,



EBITHERE~TA(SCID v A) FERIC, &
RN EREREL , 2 7 A %I RAAFRIL ., MRk
LULT, AT R AR T AL T, R
FAREA~D I LRER T T, F7o, BISZ L7 WS
iPS MR D PRI E Z D72, WS iPS
A% ES K5HiT 3 A MRS R LI R A
RS 7-#% ., HEF ¥ a—hor—1
ORI, MAREERE 4-5 BIERAZLT,
BRAEZEIRIC ST T2, JeD WS B H ki
MO E % B LTz,

Wiz, F ol AERZFO WS ¥ (889
FEB D Arg FREN TGA ik R &kxo
TR 6 BORTHEAWE) HRHHES T
(WS130131) i2%F L. mRNA Lo & H 72
UGA #&ik=a RUGRARITTEREDOH D Y —
R ZL—3E (PTC124, Selleck 1) ZHANL T,
JILAZ 7wy T WRN # X7 BHD
M %217 572, PTC124 ® Y — K A )L—{EMHE %
A B MR & LT, pGL3 R X —

(Promega #1:) ® Luciferase &=+ 190 & H
O Thr 712 TGA, TAA, 72X TAG D 3 fE
BFORIEa FUEBERBEA LN X—%
EmTEALCMEMBEY O
Luciferase &% Luciferase Assay % v h T
(Promega ) BIET 2 Z & TR L7,
(fRERE~DELE)

B iPS MM OBINT L IBEIS AIZ DV
Tix b NERMIRRE AV D BRI L BT
IGRER R T 2 gt E ST hg
EHT 5,

Bl % E

C. HreEssR

WS J& B et HESE I Oct-4, Sox2, Kl1f4,

c-MycD I AR F 2L ay A VAR 52— TiE
AL, HAIR)722PSHIRL D FEREZ R U Te bR A48 32
L7z (1) o ZO#BREIE, ESHAGIZ R R 2R 5
{b=—# - (Oct-3/4, Sox2, hTert, Nanog) & F5E
L(X2) ., B0 B W7 M X —BBRMEET
RERS LD EEERER L, T B R e
<A (SCID¥TR) DFFRA~DBAEIZLY =k
ZERMEA~D b (B ER ) 2R LAST,
U EDFERD G, VI ar I3 Iz IOVWSBE
HRIPSHIIA AR DL TET,

X1 : WSiPSHI# (WSCUiPS02)
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WSCU01  WSsCUIPS02 WSCUo1  WSCU iPs02

X2 : WS iPSHIfE (A : WSCU iPS02) 3% & DWSH
SERRHESEMIIG (2 - WSCUOL) 12t LT, Rk~

— (Oct-3/4, Sox2, hTert, Nanog) MDIEIERBFHEIZ
FLEE L Tz,

0

5T, WS iPSHERE A ILERRET AL & FRMESF
MR L3 THER T2 2 & T WHTHRHESF
AR b S /T, EORER, ﬁ%ﬁ%%ﬂiﬂ@%
DRI UTe, E 7o AR, IR
HMEAEE Y, MR REOBRIH L



nE ot (K3)

B3 : BRMESFAIIGIC 0 {EFRE L 7o WS iPSHIRR, MRS
6] T SR R BRHE SR D TR RE &2 7R LT,

WIZ, T AEREHT HWSEE I
T5 Y — RAV—OBEEAZRET 572
DIZ, TGA= N2 &G ARILTIEM, L FFo
PTCI24IZ% B L. in vitroDIRINERZ1T - 7=

(H4) .

N OH

X4 : PTC124 D145,

HEK293 0 (23T DM IE =2 N o 228
A LU 7z Liuciferase a1 & D L iR — & —~
7 2 —pGL3% Bl % \ZBIEFEA L, PTC124%%
2458 #% D Luciferasel& 2 BIE L=, £D
fER. TGAKIL 2 RUEFOBETFEAKRD
B B 72 LuciferaseiE 2R Lz, AEF DY
— FANL—{EHZRER L. (F—ZIIRaR
W) . b, TGAKIL = FUEREROE
B 6T DR T A RWS B B SRR HE S M i
(WS130131) 125 uM PTCI124% %ML, 10 H [H
BE LTz, Mgt P2 e PWRNFUAIZ LD
WBIE TENT LTz, £ OFER. IEHEMNRMES A
JaFH 2213, WRNZ X7 E 3 H S 7= 208

WSHIRIZIZRRD Hivieh o7z (K5)

2
N

& ws130131
PTCI24 — —
- 250

WRN|

B-actin -

37

5 : ZEM DR EHEE WS BHE B ORMRHES N
(WS130131) 15 uM PTCI24% AL, 10 H £ DOWB,
WRNZ V7B IFRH B, TIG-1181XENEH K8
FRMEZFMAD, K ENIIERRRAG SR,

Wiz, T AEBRIINMDZERE L.
WRN mRNADBERE T2 b7 bd 2 &23E
X bz, ERFILFIOEE~T B AR
AR OWSHSRARMESE MR (WSCUO1) DWRN
MRNAE A RT-PCRTHARTZ L Z A, 16%I3
HDLTHNDZERHALNE ST, —FH, WS
iPSHEAR I ZHEFEREIEIME L, MR B L RE A
WELTWDLZEBPHLNER>TVS (¥
1) ., £Z°C, WS iPSHliia (WSCU iPS02) @
WRN mRNAE#RT-PCRTH~N/ZEZ 5, 75
EHEML TR Z LR LN E 2o (K6) ,

10
7.5
=
D
]
s % I
1
=
1
0 |
WSCU01  WSCU iPS02

6 : WS iPSHIIE (A : WSCU iPS02) ith & DOWSH
SRR (A2 WSCUO1) IZteB LT, WRNDZ
BT S L Tz,



RIZ, AWS iPSHEE (WSCU iPS02) 125 uM
PTCI124%%A0L . 10 A 53 L7-, MpaHhH Y
ZHEMWRNIAIZ LD WBHE CWRNZ L 328
R UTZ, ZORER, TE R MG SRk
PIZRRBOBNDWRNE LRI B IIWS iPSHIA

(WSCU iPS02) 1ZiFF8D B0 -7 (7)),

2

N
& Wwscu
< _iPso2
PTC124(5puMm) - - 4

| WRN (short exp.)
WRN (long exp.)
‘ -actin

B7 : BRAETIDEE~T 0 A KWS PSHINE

(WSCU iPS02) 125 pM PTCI124%¥R/L. 10 H % DOWB,

TIG-118ENEH B2 GRS AING (TIG-118) TR HILD
WRNZ 37 EHIWS iPSHIIL TIZERD S,

D. &£

WS B3k iPS #EAEIL, IE% A3k iPS ffa 2
ML~ L CORMEIC RO BN &
M5, iPS ML~V TIE, WRN BIZTFOKRIE
D32 S LREC IS T R I KX B R R X7
WZEDIRRENT, T, MifaE b~ —h—T
HOEACETE B HFI M — BB B TR
THoILnb, iPS LITMREELEMEIL .
TETE 2 AT I EE LT 2 LA RE N -, &
7o, WS H3k iPS M) SRHES I ~DHNa
THMEEREITo72L 25, BB /e
CEEEL 72 M3 e bz (1-3) . 2407050
RERBHBIDFENT AN HMR, A& WS iPS fifD
IEZ LR A 5 iPS MII TH B8R
MESITIz, A4, HBED WS BEHskD iPS 4
NEDISIR0, clonal variation DE R DRI,

ETRHDN., BERAEF AN Z T, M
B KIS E A MBS ~ Doy L BRI I i
BFRESCT 0T A3 RN E4T A E
KPS MM LD BRI LY, BB (LIZ b
LR GAR T ORENEHFSN S,
BEMEREOT T, FrEvr2BRBIZE 3
BERETFRE (FU7BRE) 13, BEFS
FIZ & DBAET T 2 & 7 B D
T L DWRBEDOBEREIED BTN E, L
U, Bz DBIETRL 0 B OO
B, BEFEADBERNEESNERORE
Lo TWVWD, —FT, Frer L8y
T RAN—F 2T, BRI KIE= R
EHMATIT L, B Y L o R EE S+
DI, FLITEEEL LTSS,
PTC124 (Ataluren) iX, TGA #&1k= KL @R
Y — FAN—3ETIEH 203, EHTE L~
WVTEL DUEFINRE Sh, BRIt
ENTND, KFFETIE, TGA BRER 2 6
RIZRERNERELE WS BE Mo L.
PTC124 {RIGRBR AT o 7228, & L 80 B O
HIZIZE S 2h o7 (K 5), WS BEMT
(X NMD JTHEIZ & 5 WRN mRNA Db 23485
Sh, R 16%E THO L TO 56128 5
MDIT L7, U — FRAA—FiT+457 mRNA 78
MBBPICEFIE L 22U, oo B LT
FIRTE 272, WRNmRNA B3 &0 3 =
&ENFRFHCMLEN S LIV, Z D7 WRN
mRNA DHEEICHEM LTz WS iPS MR 54
DINIMEBRZAT o 1205, WRN & L o320 B34
HTEhnote (K67, ZOfERIZ. WRN
mRNA @ 2 R i#E1ES> WRN &6 7454 72 FaE.
APFEI AN WS BE M 0k 72 I 72



EREE LIRSS D, 5. TGA TV
VU AEREETHHIO WS BEMILEEE
REFRD Z LR, WRN BETOBEB TR
EEO LI E OO EOBRFINLELE
b,

B R R E SR BRIk, SRR
EAOTLENLB L TROOLNLZ ERMb
T3, EEE B0 WS BRI
TR PNTEMEIERE DREEAETIEZ A b 2MZ LT
W5 (F—ZIImREn), ZOBRENS, T
ERLENC L DI DO FATREME & RFTT 2 7o DIT,
HREOEmWIIEAM LA X I v CIRNERE
Tofe. TORER, EHBBRELEDET L &
Bz, ME{L~—b —SA-B-Gal IEIEDFEE
RARTAFRD bivle (8), R HIEHETE
REERIL 2 A, HIHEDHEITRD
o le, BIIRTIERLAITH RO R &5
b, WS MR CRAT AIEEREIT
Mz bO—HORFMOHEBICEHD-TH
V| ERRBER IR R S v Lty
BIE, Win™, Tert™ D 2 BXRIB~ 7 ZABAEH L,
R ZED TV D, G4~G6 D~ T A
DREBERBFAICRS L, fibAZRET5
ZET, VAFa—#REETATTRALAN
JVTHRRETE b L HifF SN 5,

X 8 : WS HR#MMEFMIE (&£ . WSCUO0L) XBRZE 72
iR E b~ — 4 —SA-B-Gal {EHEZRTH, 50 uM t
XX C% 10 BEWINT 2 & B SA-B-Gal iE1H:
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OBSERVATIONS

Sitagliptin
improves
Postprandial
Hyperglycemia by
inhibiting Glucagon
Secrefion in Werner
Syndrome With
Diabetes

erner syndrome (WS) is a typical
Wprogeria syndrome and often

leads to diabetes (1). Here, we
report a case in which sitagliptin, a dipep-
tidyl peptidase-4 inhibitor, normalized
the postprandial glucagon secretion and
improved postprandial blood glucose lev-
els.

A 54-year-old female was admitted to
our hospital. She developed bilateral
cataracts at 35 years of age. Thereafter,
at 44 years of age, because of her progeria-
like face, she underwent genetic testing
and was diagnosed with WS (mutation
4/6, compound heterozygote). At 49 years
of age, she developed diabetes. Her height
was 144 cm, weight 30.4 kg, and BMI
14.6 kg/m>. Her visceral fat area was
124.8 cm?. At the time of the hospitalization,
she was prescribed 30 mg pioglitazone daily.
The initial examination presented the follow-
ing results: fasting blood glucose levels,
93 mg/dL; 2-h postprandial blood glucose
levels, 207 mg/dL; and HbA, . levels, 5.9%.
For an understanding of the mechanism of
pathogenesis of postprandial hyperglycemia
in this case, pioglitazone administration was
ceased for 7 days and the changes in the
hormone levels were analyzed after con-
sumption of a test meal. The meal was Calo-
rie Mate (500 g; calorific level: carbohydrate:
fat:;protein = 60:26:14).

The respective results at 0, 15, 30, 60,
and 120 min after the meal were as
follows: 95, 131, 195, 240, and 216 mg/dL
for blood glucose levels; 17.7, 132 .4, 113.6,
259, and 390 1U/mL for insulin levels; 67,
95, 99, 80, and 68 pg/mlL for glucagon

levels;and 7.4,41.7,10.3,9.2,and 2 pmol/L
for levels of active forms of glucagon-like
peptide-1 (GLP-1). The areas under the
curve were 24,390 for blood glucose levels,
28,029 for insulin levels, 9,795 for glucagon
levels, and 1,386 for GLP-1 levels.

Sitagliptin (50 mg/day) was then
initiated, and the same examination was
repeated after 4 days. We obtained the
following results: 82, 86, 170, 182, and
202 mg/dL for blood glucose levels; 21.7,
17.3, 143.1, 189.1, and 539 TU/mL for
insulin levels; 56, 64, 69, 63, and 57 pg/mL
for glucagon levels; and 5.1, 5.6, 18.4,
16.4, and 19.9 pmol/L for GLP-1 levels.
The following were the area under the
curve values: 19,980 for the blood glucose
levels, 28,321 for the insulin levels, 7,477
for the glucagon levels, and 1,871 for GLP-
1 levels.

These results indicated an improve-
ment in the postprandial hyperglycemia
without any changes in the total amount
of secreted insulin; moreover, an increase
in GLP-1 levels and an inhibition of
glucagon secretion after the meal were
observed.

Although the patients with WS are
insulin resistant (2,3), it has been sug-
gested that only those who have impaired
insulin secretion develop overt diabetes
(4). In this study, we revealed the para-
doxical pattern of postprandial glucagon
secretion in WS with diabetes. We have
recently reported that a single dose of
sitagliptin was well tolerated in a WS
patient with diabetes (5). This study
showed that sitagliptin improved post-
prandial glucose along with its inhibi-
tory effects on glucagon secretion.
Therefore, sitagliptin is certain to be-
come the primary treatment option for
WS with diabetes.
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