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unit (JCU} showed. that intensbve wricatment with insulin improves outcome,
However, two-thirds ofthese patints wete Admittéd afler pardiat surgery and
Hongs, fhese esilts may fict be applicable to other patients i ICUs. We con-
ducted & prospective study of patients admitted to our genert ICTT adsmitting
- pon-cardiae swrgery and medical patiedis; to Becurment therelationshipbetween: |
blosd ghicose concenirations and outoome. Bighty five patienty were studied .
bufthe final anetysis was restricted 20 77 von-dizbetic patienis. Eighteen patients
were treated with insilin, Patiedts were divided inlg bwe groups on the.basis -
* of their maximum blead ghucose Tevel prior to inswiin treatiment-with vahe of
200 rng/dL chosen as the-cat-off point as it would be disgnostic of dishstes
meilitus, There were 42 patients with levelsabove and 35 patients with lav-
el befow 200 mp/dL. The final cuicome measures were mortality oo ICTT and
1he lengih of ICU stay. Patients with higher ghicose ¢oncentrationshad 3.6
£3.(95% CI 14 to 8.5) higher risk of deeih on [CU and sighificantly longer
Tength of 1CU stay (table 1}, Our study shows that hyperglycembain eritically
it patients is associated with poor citoome. } ’ ’ :
Tlood Glucoese versas JCU Mortality and Length of Stay. '
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- Basal Inswlin Therapy is Type 2 Disbetest A Prospective 18 Month
Comparison of Basuiin Glargine and NPH Insulin in Patients with 4
Miultiple Injestion Hegimen B . .
TH(RSTEN SIRGMUND, TORSTEN BORN, SONIA WEBER,
KEAUSHENNING USADEL, PETRAMARIA SCHUMM-DRABGER.
- Munich, Germary; Frankfurtfatn, Germany . .
Tha UXPDS has established that long termn tight metabolic control delays
the onset end’progression of disbetio ruico- and macrovasoular complicas
tioms. To moet glysenic goals mulkiple injestion regimens [JCT) are one'ther-
apgutic opticn. - ’ . :
Up to date only mergingl long term-date is available about flis iong-ecting
insulinanalogue gargine {1G). We those a prospective long term z!ppmanhmfcr'
18 monthste deformine the safety and éfficacy of 1G compared with NPH insulin
(NPH) Intype 2 digbetio pafients. [ . -
Wesiilysed ssibgrouy of pationts reated with an KT sadeomparedIGonng
daily with NPH twice daly in this single cenire, open-label study, Up to date
52 T3) respecevely S (NPH) patiants completed the triel. Proprandial insalin
was 3 short acting fnsulin analogue: . ) L
. Age, duration of disbetes (dod) dnd C-peptide (C-g} didnot differsigm‘_ﬁcan{'iy
" in'both grovps (10 group: age BO.8 years, dod: 14.5 years, mean fasting Cipt
0.78 nghul, NP group: age 515 years, dod; 15.2 years, fasting C-p; 0.82
ngfmal). After 18 months of treatrment the EbALe tevelimproved only'in the
- 13 grovp significantly from 74% 10 .08 {ieans & 8D 0.393458, p<0.003)
 compared {0 e NPH group (HbAlw fom T4% 0 T2%, mesns g 8D; -
£.20:+0.78, pe0. 06}, We found no significantincrease 6 the daily insilin dosts
I groug: fina) doser .29 TH/ke; st dose: §.28 Hikg; NPH group +fiisal dose:
0,38 Ty, start dose: 035 fUfke). Also the preprandial Insulin doses did not
differ significantly: Both groups did po show a significantincrease of the mean
body-mass-idex, A significantly Jower rumber of symptomatic hypoglhycemin
© i the IG group {vas docimentad, no severe hypogiyoemias were dotected. '
In an-18 montis clitical il patients with type 2 diabetes sreated with 3
. wmuliple injection reglne, 1T cace daily resulted v a significast 'u:r'lpm‘v:::'ncﬁ%
ofmewholiz controt sndl no sighificant changes in body weiglt andinsulindose.
IGr provides & clinice! advantage aver NPH also with tespect to the incidence
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{ wilh Insuiin Glargine, Regardless of Whether Injected befors
I Breakfast, Dinner or Bedtime in Patientswith Type 1 Biabetes -
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Inoulin giarging (CANTUS®) {4 toe-daily basal insulin analog that fadil-
ifales Ale fhugets <7%. Azeoent §tady stiowed that ghrgine, plus prehifial
ifzstz]i_n) iz effective, miected sither beforebréakfast, befors dinner or'at bed-
tine paticnts with fyps T-diabetes, The,effect oF these adrinjsration times
o treatment satisfection and perceived metzhoiie.control ispigsented. B this
open-label, randomized, parallel group, multicenter, Fd-wesk biidy, 332 of
the 378 freated patients torppleted-the Didbetes. Treatment ‘Satisfaction
Ouestionneire satus (DTI0s) at baseline-and stady endpoind: Athascline, 275

| ALSE |

(72.8%) patients in the clininalty evaluated population Fad an injection time
- preference (11842 9%6]: breakfast, 28 116:2%): dinner, 105 [38.2%]: bedtime);
24 (8.7%) preferred a combination. Mean (£ S} aseline treatment satisfac-
fion scores, when most patients wers using NPH insitin, were 27.8%5.0,27.4
4 5.5 and 28.1 5.3 in the breakfast, Snner and bedfe groups, respeetively,
. and increased in all groups: from baseline to endpoint (14, p=0078; 1.5,
p=0.0002; 1.8, 0=0.009, respectively; paired t-iest). The largest increases came
* from & change in the DTSQ vonveniencs soore (brealdfess 0.5, $=0.008; dinner:
0.8; p=0:000]; bedtime: 0.7, p=0.0001) and “wish 1o contine? (breakfast: 0.4,
p0.054; dianer 008, p=0.0001; Deddme: 0.6, p=b.0007). In terms of per-
cetved metabolic contrl, the parceived frequency ofbypesghycemia decreased -
significantly at endpoirit in fhe breakfest (0.4, p=0.02} and Bedtime groups
(0.5, p=0:0005) bist not in the dinner group 0.3, p=0.07); Percsived fequency
of hypoglycemia detreased & erificantly in the 3 groups pombined (~G.18,
=0.04), but ot in seperaty groups. These data complement the clindeal study
resufts and, in addition, show frestment satisfaction jmproved with glargine,
regirdless of injection time. Tius, ingelin glargine can be used effectively
ascording to ndivicial patients’ needs or preference, before lirealdast, before
dinner or at Tedtimb. )
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Symthesis and Crystal Seructure of  FPARpan Agouist That Defivers
_ Giyeemic Contral and Improved Lipid Profiles withent Weight Gain
DANIEL STERNBACH, STEPHEN- RAFFERTY, RODOLFQ
CADILLA, M LARDLAMBERL, ERIC XU, VALERIE MONTANA,
WHLIAM OLIVER, J&.. Research Triangle Pat, NG~ -~ .
* W have previcusly showr that activation of the PPAR, subtypes by simud~
taneais adiministation of combinations of seleotive PPAR agonists produces
synergistic effacts it ZDF mté (aroderitmodel ol type 2 diabetes, 524 ADAses-
siom abst. £ 566 and 567 ). These effects inkiude normalization of post-pran- -
dtal gluvose and fowering of geram trglycerides and NEFAe without weight
gain and less himodifution. We now show that a single solecule that has'ago-
nist activity on PPAR, PPARY and BPARS exhibits the same synergy 4s that
reported for the comirnation of individual selective PRAR, agomist molecules.
The design, synthesis and in vive data of such & PPARpan agonist that is'2
934 o0 PPARy uod 4001 on PPAR and 30nb oo PPARS in the transient
" sransfeetion asesy will be presepted. In the ZDF mt model this fan agonist
' pemidfizei ghicose {6636 reduction) ind lowered miglycerides (79% reduction)
withous myseqsive weight gain or hemodilution, Compared wi th the selective
PRARS agonist GW501516X fhis rneleculs containg a piperazine moiety. The
squyerysiel structure of sizmilar compounds complexed withthe PRARSTesep-
tor stiows that the piperazine occupies pocket that is Gonserved in PPARG,
. PPARS and PPARY. » C ‘

ok ‘ L . 1975-PC
Combinstion of Repaglinide and Metformin Results in Greater Than
- Additive (Synergistic) Effects onGlucase Tolerance in Obese Zucker
(f2/62) Rads - Lo .
. FEPPRITURIS, TOREEN BLM, ANNE-LISE DUE, RICHARD CARR.
Bagsvaerd, Denmuark SR ]
Cortbination therapy with repaglinide. (REP) and metformin (MET) 8 a0
sffective way to feat patients with fype 7 disbetes. In this stady, we spécifi-
. cally wanted to investigate whicther the combigation of REP and MET acyely
hasadditive.ar possibly synergistic effects'on glucose tolerancedn miale obese
Tuckerqfz/f2) rats, Twenty overmght fasted Zucker rats-were studied in 2 257
factorial desigi {5 por group}. At =60 ain scimals received either MET200
gl orvehicle (VEE) pio, at-30minanimali recelved eiter REP 0.3 mig’kg
orVEH 3., and at ¢ minall sniinals woelved 2 /e phucose p.o. Tail tp s
pling foi ghugoss measarements was performed st 50,30, 0 (Immediately prior *
to giucoss dosing), 30, 60 and 120 it The ares undet the glucoge ¢irve
betwean 0 and 120 min (AUIC; 0 and the glacose vatue at 120 min (GLU g
were svalnated statistically with twolway analysis of variance, The interac-
ton o was ssed to test {or synergy Dataare presented as meanESD. As
demanstrated iy the t2ble, the threshold dose of REP had no effect oneither para-
meterwihen given alone; buta clear effect when combined with MET dosing.
This was ievidenced by the ineeetion e, (sigaificance for GL Uy show-
ing st REPand WIET have greater than addifive of synergistic effects on glu-
cose tolerance in fiie male. Zucker rat.
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ToneiEn, we have deinansaarsd [hat (e ShmTmation of REF and MET
hagsyiergistic effects o ghicose tolerance i the nate Zucker rat. The presence
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