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OAHTIEX ITPOX TOYX XYITPA®EIX

Zto «EAAnvind Arapnroroyixd Xoovixd» g EAAvirtg
Etawgeiog Melétng nor Exraidevons yro tov Zaxyo-
060N Awafritn (ToonyoUuevn ovouaoia Awafnroroyin
Etauwpeia Bopeiag EMGdas — AEBE) dnuootetovton
epyaoteg ov €xovv duafntoloyro evolagEQov ue ®u-
QL0 O%OTIS TNV LOTOWKY] EXTTALIOEVON KL ETLUOQPMON Lai-
TOMYV, VOONLEVTAOV ®ow pottntv. OL gQyaoieg mov om-
UOOLEVOVTOL OXOMOVOOTVY GUYREXQLUEVY doun RO OvY-
NOUV O€ 0QLOUEVOUS TUTTOVS AOOQMV.

‘Ol o B oémet va ouvodevovion oto. EAAnvi-
% wow AyyArd amd To OVOUATO CUYYQUPEMYV, TOV TITAO
ToU dpBoov, TV Tepthmn o Tug AEEeLg-vAeldLd. EEai-
peom amotehovv o «Exstandevtind doBoox o omoia dev
ovvodevovrtat amd mepihnyn ovte and Pipioyoapia,
%aBadg xow ou «Evdlagpépovoeg dnuootevoets».

EIAH APOPQN IIOY AHMOZXIEYONTAI
XTO HEPIOAIKO

Agbga g ovvraEng: F'odgpovion amtd tov dievbuvery
OUVTaENG Tov TTEELOAIKOY 1] 0TS GAAO TTEGCWITO UETA ATTO
oyxetrt] avdBeon ov Tov rdvet o dtevBuvng ouvtagng
1 0 Tpbedpog 1 10 AZ g EMnvinng Etoupeiog Mehétng
now Exstatdevong yuo tov Zounyaowdn Awafiit ue and-
@aon tov. Agv vrtepPaivouy Tig duo oehidec.

Avaoromnoeis: ['odgpovral xotd mpotiunon ard
gvav/uio ovyyoagéa, rat’ eEalpeon amd dvo M TEELS,
Wilwg otav To €N amontel oVYYQOPE(S OLOPOQETLRMV
ewdwonjtmv. H €xtaon tov dpboov mpémel va elvan 15
€wg 25 oelideg OTIS omoieg meQLAAUPAVOVTAL 1] ELROVO-
yodgmon, 1 PpAoyoapic xor ota EAAnvird xnow Ayyie-
nd: ) weelhmm, ot A€Eeic-»AeldLd, oL oVYYQOpE(S oL O
tithog Tov dboov.

Eniraga Oépata: To avieinevo twv doBomv g
NATNYOQLOS AUTHS UTOQEL vau elvan dtaryvwotinov 1] Be-
QATEVTIXOU TTEQLEYOUEVOU 1] HOL VAL ALPOQTE OTTOLOVON -
TTOTE TOUEX TNG LOTOLXY|S emtotiuns. ['odpovtal yua va
1AVOUV €VEUTEQO YVOOTO VA TEOOQPATO EXITEVYUA
OTOV ToUEn TTOV €Y0UV eMAEEEL OL OLUYYQUQE(S.

H éxtaon tov dpbpov mpémet va mepLopileton og 4-6
mepimov oelideg ne 10-15 BLpAloyoopurnés moQamoumes.

IMpototumeg egyaoies: "Exovv uhvixo 1 eoyaotm-
oLaxd 1 hviroeQyaotnoLond epleyduevo. To nelpevo
meQuhapupdvel Poayela Loaymyr], GOV AVAPEQETAL O
OROTOS TG £QYOOTAS, TEQLYQOLMY] TOV VALXOU ROl TMV

ueBodwv, €éxBeon twv amoteleoudtmv, outntmon omy
omoio TeQLhaufavovtan ®ot T TEMxd OVUTEQAOUATAL.
H meolym moémel va elvan autotedig ®oL Vo TeQLEYEL
TOV OXOTO TG EQYAOLOC, TS faorés nuebddoug o yon-
OLUOTOONRALY, TOL KVOLAL EVOYUOITOL ROLL TCAL ONUAVTLRO-
tepa ovurtepdopata. H éxtaon tov dpbpov dev mpémet
vo urepPaivel tig 14 oghideg, woli ue ™ PLpitoyoapic.

Evdogégovoeg megurtdoerg: X’ autég TaQovoLd-

Covrou eVOLAPEQOVOEG 1] OTIAVLES TTEQUTTMOELS UE HALVL-
%ES eEXOMADOELS TTOV TTEQLYQAPOVTOL YL TEWDTY POQd, 1
TEQUTTAOOELS U LOLOLTEQN OTVTTLCL, ROBWDG RO AALES OTLS
omolec yonowomomdnxrav véeg diayvoonrés 1 Bepa-
evTR€g PEOOJOL 1] SLOTUTOVOVTOL VEES ATAPELS YL
™V mafoyEveld Toug.
"Exouv éxtaon €mg 5 oelideg now meQuAaupdvouv ov-
VIOUN ELOCYWYN, TTEQLYQOPY] TNG TTEQUTTDOEMS, TTIVORES
N ewoveg (€mg 4), Ta »ipLa EQYAOTNELOXA EVOUATA,
Boayt oydiio-oulntnon, meplootouévn Prioyoapio
(10-15 maOToUTTES).

Emiotolés moog T Tuvrakn: [lepiéyovv rpioelg
v dnuootevuéva apBoa, TaQaTNENoELS Yo avemBuv-
UNTES EVEQYELES POOUARMV, ROIOELS YLa TO TEQLOALRS
%.T.A. H €éxtaor] tovg dev vmepPaiver tig 400 AéEeic. O
aQLOUGS TV PUPAOYQAPLRMV TUQUTOUTDV OEV TEETEL
VoL uTEQPAVEL TIG ORT.

Exmowdevtind dpboa: ITodxrertan yio ovvrouo do-
Boa (4-5 oehidwv) Tov arooromovv ot faotrr} duafn-
TOAOYLRY] EXTAIOEVON VEWV YLATOWV 1] QOLTNTWYV. AEV
ovvodevovtal ot meQihym ovte antd PLployoapio.

Evdagégovoeg dnuooievoerg: Katdmv mpoorhy-
oewg avatifetal og PELOS TG ETAULQETNS VOL TTOLQOVOLA-
oelL to pe Wiaitepo evAlapEpov amoteAéonata eQev-
V@V, T0. 0TT0T0L €X0VV TROOPAETMS INUOOLEVTEL OF EY®QL-
Ta TEQLOdWd 1 avaxowmnxay o peydia cuvedoLa.

TPOIIOX YIIOBOAHX KAI ATIAAIKAXIA
AHMOZXIEYXHX

‘Oha ta dpBpa viroPdAlovTal 0To NAEXTOOVIXRG Ta V-
dpopeio g Etarpeiog (info@hasd.gr) og ovvnuuéva
aQyela.

Metd tov €Leyy0 %Ol EQOOOV TO GO0 €xeL Yoo
@Tel oVUQOVO UE TS 0ONYIES TOV TAQEYOVTOL TQOG
TOVG OUYYQOQelS, otéhvetal Yoo aveEdQTnty nplon o€
010 apUGOLOVG ETLOTNUOVLXOUS OUUBOVAOVS TOU TTEQLO-



Orov (RQLTEQ) YwEIS Va QalvovTaL TOL OVOUATO AL 1)
TEOEAEVON TG EQYALOTALS.

O #plo€Lg 0N OVVEYELOL OTEAVOVTOLL TTOOG TOVS/TIC
OVYYQOPEIS TTQORELUEVOU VAL YIVOUV Ol ALITOLQOLTNTES
toomomotnoels. O telxég dLopBboeLs Tov Ba xavel
0/1 CVYYQAPENS CUUPMVO. e TIS VTOdE(EELS TV ®OL-
TMV, TOEMEL VAL (VAL VITOYQAUUOUEVES DOTE VO. SLEVKO-
MvBel 0 oyeTirdg €heyyoc. Zn ovvEyela to dpBo
TTOLQVEL 0ELRA ONUOOLEVOEMG.

BAXIKEY OAHI'TEX

H yoauuatooeipd tov dpBpoov mpénel va eivar Times
New Roman, to u€ye0og g yoouuatooelpdc dexatéooe-
oa (14) nouw n améoTaon Twv eV TEETEL va elvar 1,5.

O oehideg Twv dpBomv mpmet va elvor aoLBunue-
veg dadoyrd, Eextvavtag amtd ™) oelida tithov.

O ouyypapeis TEEmeL Vo, SLTnEOUY 0T0 QY0 TOUS
QVTEYQOIPOL AV TV OTOLYEWV TV EQYOLV (EQYALOTNOLO-
%EC eEETATELS, TTEROVIOTHES EEETATELS, NAEXTQOXAQILO-
yoapruora, ropliopora Bloyudv ®.T.A.) Tig omoteg O vrto-
Barhouvv otov dievBuvty ovvtaEng epdoov tovg ttnOel.

Kafe dg0go, avaroya pe Tnv »atnyogia gty onoia
VIAYETAL, TYETEL VA UXOALOVOEL TOVS TOQARATO RAVO-
VEG ®OL LOQYT]:

ooty oehida — Zedida Tov Titdov: Z oeAida auTh
avoryQApOVTOL:

1) o tithog Tov GBpoV, 0 omolog TEEmEL Vo eival
%atd 10 duVaTOV oUvVToNog (Ot TEQLOOoOTEQES amd 20
LEEELS) 0MAA ROTOTOTLOTIXGG,

2) TO TEWTO GVOA., TO OQYLKA TOV TTOTELROU (v TO
emBupeite), To eniBeto ndbe ouyyapEa xan oL VPNAGS-
tepot axadnuainol tithol (SyL o tithog g B€oemg),

3) T0 dvoua TV RAWVIRGYV, EQYAOTNOLMV, TUNUAT!V
1N %o WovudTmy oto omoia €ywve 1 egyaoia,

4) 1o Gvoua xow 1 dLevBuvom Tov ouyyQapED TTOV £i-
vau vevBuvog yio v odnhoyoapia, To e-mail zow to
MAEPWVO emnovmviog Tov vtevBivou oyeTnd e TV
eoyaoto.

Aevtegn oeldida: Tlepiéyel my epihmym ota EMnvird.
Ot axolovbes 0elideg TEQLEXOVY TO REIUEVO TNG EQ-
yaoiag ue Tov Timo wov arolovdel To TEQLOOLKA.

H relevraia oelida TeQLEYEL TOV TITAO %L TAL OVOUOL-
TO TOV/TOV oVyyQapEwv, TV ITeQtAnyn otnv ayyhunn
YADOOO, oL TOVS TEOoHeTOVS ‘OPOoVg EVEETNOLOV OTNV
eMnvinn] zow ayyxn yhdooo. H mepiinym dev mo€mel
va vrepfaiver i 300 AEEeig naL TEETEL VO OVOLPEQEL
TOV 0%0TO ™S €QYaolog, T Paowmn uebodoroyia (aobe-
VEC 1] TELQOUATALWA, TOQATNONOELS KOL AVOUAVTLRES UE-
0680ug), T ®ipLa everjuato (ddote ewdird otoryeia now
OVOPEQETE OLV TOL EVENUOTOL EIVOLL OTATLOTLRMS ONUOLVTL-
%nd) o ta ®pLo ovustepdouota. Toviote tig véeg nou
ONUOVTIXES TAEVQES TG UEAETNG 1] TWV TTALOOTNOYOEWV.
XONOLUOTTOOTE UOVO OTTOOERTES OUVTUNOELS.

Kdrtw amtd mv meiAnym, OnUeLdOTE %O YOQAURTNOL-
ote 10€15 £wg d€na TEAoHETOVE GROVS EVEETNEIOV, OL
omotot Ba yenotpnomonBovv notd TV etotnoota Tov
ROTOAGYOU TTEQLEYOUEVOV. XONOLULOTOU|OTE GQOVS OL
ortoloL elval YEVIRMS 0TTOOEXTOL RO XONOLUOTOLOVVTOLL.

IlpwroTvmes egyaoiss

To *e{UEVO TWV UAVIRGV RO TTELQOUATIXMDV EQYAOLHV CUVY-
Bwg droueltal og Twijnata pe g g emnepolides: Eoayw-
v, Yuno —-MéQodoi, Amoteréouara xar Zviijrnon. Meydia
dBpa. Ba ypeLoTovY omwodijrote va xatatunfoty oe Tujuo-
TaL ue ROBOQLOUEVO TTEQLEYOUEVO TTQORELUE VOV V0. TTOQOVOLOL-
otovV e cognvela, Wing ta AtoteAéouato xou 1) Zulimon.

Eoaywyij: KoBopiote oagpag tov o%nomd Tov doboov.
ZuvoyioTe ToV amoyQuvTa AGYO TS OUYYQAPNS TS UELETNG
1 TS TAEATHENONG. AMOTE TLS CVOTNEMS ATAQAITNTES PL-
BAroyoapieg row unv avaoromeite To OEua EXTEVAGC.

YAuxd — MéBodor: TIeorypdapte pe oagpiveLla Tov Tomo
eMAOYYIG TOV TEOG UEAETN VAOU (10Bgvelg, etpapatdimo
%nou udotupes). Ieprypdyte Tig nebddovg, Tig ovonevég (Gvo-
uo %o JLevhuvon Tov RUTAUOREVAOTY] O€ TOEVOEON) ol TLG
TEYVIRES UE OOUETES LETTTOUEQELES, DOTE VO ETUTOEYETE O€ Gh-
AOVG OUYYQAQE(S Va ovoTapdyouy To. artoteAéouata. Adote
Bproyoagpia yio xabiepmuéveg pedédovg, ovpmegrhaufovo-
UEVOV RO TWV OTOTOTROV HeBSdmV TTov yonoiuomonitnxay,
naBwg now Pupiroyoapies xon Poayeio teorygogpn Twv uebo-
dwv, oL omoieg €xouv OMuootevtel aAhd dev elva YVOOTES mTo-
M nohd. TTeourypdapte ®OUVOUQLES 1] OUOLAOTIRG TQOTTOTTOWUE-
veg uefddoug, eEnyijote Tov AGyo Tov TLg X ONOLUOTOO0TE
%O XAVTE PLOL EXTIUNON TMV TEQLOQLOUWY TOUS.

ITephdfete Tov 0QLOUS TOV TOQUTNONOEMV RO, OTAY
%QIVETE ATTOQOLTNTO, TV OTOTLOTINY] ONUOOTe TOVG. e ELORES
TEQUITWOELS elval duvotd va 000UV hemttopugpeLeg ue ™
HoQEY} VARV, OS TOQAQTNU, OTO TEALOS TG EQYOOTLAS.

Amotedéopara: T1oQovoLdOTE TO ATOTELECUOTO OE WLCL
hoywij 0€Lod OTO ®E(UEVO, TOUG TTIVOLES RO TOL OYEILOYQALL-
noto. Mnv eravalapupdvete 0to Re(PEVO T OTOLYE(D TOV
meQLhaufdvovtol oTovg Tivares M T oY edLaryQdupoTa: To-
viote 1 avogebeite meQUMNITTLRA UOVO OTLS ONUAVTIKES TTaL-
QUTNONOELC.

ZvGririon: Toviote TG VEES ROL ONUOVTLRES ATTAYPELS TTOV
VITooTEICoVTOL aTtd T UEAETN RO TOL GUUITTEQAOOITOL TTOV TTQO-
wimrrovy. My emavahapfdvete hemroueug o, dedougva ov
TEQLYQAPOVTOUL OTO REQPAAUO TV OTTOTEAEOUATMOV TTAQA UGVO
Ta ®UoLa gvpjuata xatd ™) ovgijTnon Tovs. AvagepBeite ot
ONUOOTO TTOV €X0VV TOL EVEIHUOTA OUS, AELOAOYHVTOS TOQAA-
ANAOL %O TOVGS TTEQLOQLOUOUS OTNV EQUNVEIC TOUS AL CUOYETI-
OTE TC. A€ TTOQATNEYOELS TTOU AVOPEQOVTCL OF GAES OVANOYES
uelétec. ZUVOEOTE TOL CUUTTEQAOUOTOL LE TOUG OTGYOVS TG UE-
Aémg, ald astoiyete vo tdpete OEon rou va fydiete ovurte-
odouata Gt OV VoL TEXUNOLMUEVA RaL OEV VITOOTNQILO-
vrow ordAvta artd T, durd oog dedouéva. Mnv avagpgpete ov-
UTEQAOUOTO GAMWY CUYYQAPEMVY T OTTOL0L SUMS OEV TEOXRU-
7TToVV G OedOUEVA 0Tt TV €QEVVA OO,



Amopetyete vo NADVETE 1] Vo dLerdLreTE TEOTEQULS-
™Ta YL eQyaoia 1) ortoia dev €xel anduyn ohoxinowbel. Kd-
vte véeg vToBEoELS, STaV OaohoyovvTaL, oA YoQaxrTNQI-
ote TG €101 oapuc. I[Tpotdoels nat eLonyioelg, otav xive-
TOL OITOQOLITNTO, UTOQOVY VO TTEQLANPOOUV.

AxohovBelote to ovomua Vancouver oty mtapdfeon
TV BLAOYQUEIROY VooV (AETTOUEQNS TEQLYQOPT
TOQOTIOETAL TOQARATW).

IIegiogtonoi — uctovextijuora. Avogepbeite og nelove-
ntjuoto wov Oewpelte ot €xeL M egyaoio oag, mT.y., WrEOS
aQLBudg aobevaIV, ETEQOYEVES VMRS, (xQT| dLdOxELR TTOQA-
©ohoUONONG %.0.%.

Evyagioties: Evyaolotote névo to To00mIt. To. 0ol
€yovv ovolootiry cuufo) ot uerm).

Aé&eig-nderdid: Todnpte pe mpoooyn g AEEelg-rhetdid
oty eAAvIg xan ayyiuy yhwooo wote va fondovv oty
avalymon oyetxadv dnuootevoemv og wo fdon dedouévmv
(emone@Oeite TV nhextooviry Pdon Tov mTEQELOdLOV
http://www.hasd.gr/default.aspx?catid=277).

Eviiagpépovoes mepiardoets

TTpémeL va duarQivovtal oty TeQidngy, oY eloaywyry,
OV TTEQLYQAPH THS TEQIMTWONS (LOTOQUXG, CUUTTTMOUTOL
TEOCELEVONC, EQYAOTNOLARAS ENEYYOC, TTOQEID VOTOU,
dwayvootrny Aoy, €xpaon) row ot oviijrnon — ovume-
edouarta.

Avaoxomijoetg

AxohovBovv €vav emaywyird To6mo TaEovVotaong, Ue
eMUEQOVG emnEQaAides, wote va drafdlovtor eUrROAL.
Ipéner va meuhaufdvouv TorES PLiMoyQapLrRES oL
eamouTéS (CUVRIBME Ave TV TEVRVTIA) ROL VO ROAD-
FTOVY TMIQMG TO VIO TTEayudTevon BEua.

BIBAIOI'PA®IA

Hogadeiypoto teomov yoagns Tov Piplroygagidv
(»otd To ovoTnna Vancouver):

Bufrioygagics: AgiBuiote tig Biprloyoapuxéc ma-
QTOUITES dLadOYIRA, UE T OELQG UE TNV OTTO(0. OV OLpE-
povtat 0to xefuevo. Xonowpomoujote yio s fioyoa-
@leg oto ®eluevo, 0ToVg Tivoreg nou otg Aetdvreg,
apafwotc aoBuovg oe exBéteg (1,2,3 ®.T.A.) uetd v
teleio g modTaong (.. ... dwapnunc netoEéwonc.b).
Av o Biproyoagic emavoroupdvetal oyvel o aLb-
UAS TS TOWDTNG AVAPOQUG.

Ou tithoL TV TeQLOdMV TEETEL VaL YOdpovTaL RoTd
TOV %ABLEQMUEVO TOATO Yot ®AOE TEQLOOKS, O GUVTO-
noyoapia av mooxreLtal Yo AEEELS TEQLOOOTEQES Ad
wa (oVpgova pe tov Index Medicus), .., Diabet Med.

ITpoomaOnorte vo amogUyeTe T XONOLUOTOMOT) TTe-
oWjpemv (abstracts) mg PIPAOYQUPIRDY TOQOTOUTTEIV.
«AdNUOOTEVTES TAOOTNONOELS» UWTOQEL VL YO OLUOTTOL-

NBovv rat’ eEalpeon epdoov €xouv avarowmwbel 1
amotéhecay Tuqua Bipiiov. H «tpoomminy emrowvm-
vio 0ev mpémeL va, yonowwomoteital wg Piployoapia,
OV RO 1] TTOLQOITOUTTY O€ YQOITTY] RO 0L TTQOPOQLXY ETTL-
rnowwvic uwoel vo avopeodel eupoluc oto xeluevo
(oe maévBeon). Egyaotieg ol omoieg €xouv yivel dextég
pog dnuoocievon, ahhd dev dnuooteiOnrav axoun,
wropel va avapepBouv om fifloyoapia. Ztnv meQl-
TTOON VT ONUELWOTE TO TEQLOALKS RO T (POAoN “in
press” — «vmd dpootevon» (oe mwopévOeon). Na unv
avagépetal otis fLprioyoapies o mivag dnuooievong
OV OVYVA TTaR€xeTon oto pubmed. AgroUv 0 TéUog Tov
7EELOLKOV, 0 XEOVOC ®aL oL oeAidec Tov dBoov. H Te-
Aevtaio oehida avapépeTal CuVTETUNUEV.

ApBoa:

Tumno apBpo mepLodirov (F'odpte Ghovg Tovg ouy-
YOUQElc, epooov elvan €EL 1] Mydtepol dtay eival emtd
1 TEQLOOOTEQOL, AVOPEQETE LAVO TOVS TOWMTOVGS TOELS
%o TEOoBEoTe «et al» 1] «xou ouV.» av TEORELTOL YLaL
eAnviry dMmuootevon):

You CH, Lee KY, Chey WY, Menguy R, et al. Electrogastro-

graphic study of patients with unexplained nausea, bloating
and vomiting. Gastroenterology 1980; 79: 311-4.

Evooparopuévog ovyyoagéag o€ opddo eQyaoiog:

Royal Marsden Hospital Bone-Marrow Transplantation Team.
Failure of syngeneic bone marrow graft without precon- di-
tioning in posthepatitis marrow aplasia. Lancet 1977; 2: 242-4.

Xoois ovyyoagéa:
Anonymous. Coffee drinking and cancer of the pancreas
(Editorial). Br Med J 1981; 283: 628.

TUNUTANQOUATIXO TEVYOG TEQLOOLXOV:
Mastri AR. Neuropathy of diabetic neurogenic bladder. Ann
Intern Med 1980; 92: (Suppl. 2): 316-8.

BipAria xouw dhhes povoyoacpies:

Me €vav ovyypapéa:

Eisen HN. Immunology: an introduction to molecular and
cellular principles of the immune response. 5th ed. New
York: Harper and Row, 1974: 406.

Exddtng, mpdedpog pag ouddag eQyaoiog wg ouyyQapéag:
Dausset J, Colombani J, eds. Histocompatibility testing 1972.
Copenhagen: Munksgaard, 1973: 12-8.

Kegaharo o€ fifhrio:

Weistein L, Swartz MN. Pathogenic properties of invading mi-
croorganisms. In: Sodeman WA Jr, Sodeman WA, eds.
Pathologic physiology; mechanisms of disease. Philadelphia:
‘WB Saunders, 1974; 457-72.

Egyaocia mov megLéyetar 0 TORO TQURTIROV:

DuPont B. Bone marrow transplantation in severe combined
immunodeficiency with an unrelated MLC compatible
donor. In: White HJ, Smith R, eds. Proceedings of the third



annual meeting of the International Society for Experimen-
tal Hematology. Houston: International Society for Experi-
mental Hematology, 1974; 44-6.

Movoyagii o0& pa oElQd exd0oENV:

Hunninghake GW, Gadek JE, Szapiel SV, et al. The human
alveolar macrophage. In: Harris CC, ed. Cultured human
cells and tissues in biomedical research. New York: Academ-
ic Press, 1980; 54-6 (Stoner GD, ed. Methods and per-
spectives in cell biology; vol 1).

Anpooigvon emtomng:

Ranofsky AL. Surgical operations in short-stay hospitals: Unit-
ed States 1975. Hyattsville, Maryland: National Centre for
Health Statistics, 1978; DHEW publication no. (PHS) 78-
1785. (Vital and health statistics; series 13; no. 34).

Adaxtoguxi datoLp:

Cairns RB. Infrared spectroscopic studies of solid oxygen.
Berkeley, California: University of California, 1965. 156 pp.
Dissertation.

Ahla dpBoa

Apboo epnuepidag:

Shaffer RA. Advances in chemistry are starting to unlock mus-
teries of the brain: discoveries could help cure alcoholism and
insomnia, explain mental illness. How the messengers work.
Wall Street Journal 1977 Aug 12: 1 (col 1), 10 (col 1).

A0B00 un 1atoixov weELodixov:
Roueché B. Annals of medicine: the Santa Claus culture. The
New Yorker 1971 Sept 4: 66-81.

00nyies yia wivaxes, oxfuaTa xaL EI1Oves

Iivaxeg: Kdbe mivorag mpémet va elvan mhjong, ualt pue m
AeCAavTo TOV %O TG VTOONUELDOELS 0TV EAMMVLXY] YAMDOOO.
H LeTdvta mpémet vo eivar 0to mdvem UEQOG TOU TIVORA RO
va rponyeiton 1) AEEN «ITivoragy» 1e Tov oyeTins olfud Tov
(apafurol agBuol zow Sy Aatvixot). Mnv vtofdihete Toug
TIVARES OC POTOYQAPIES. ZNUELWOTE O ®ABE OTHAN Wwa
Boayelo 1 ouvtetunuévn emneparida. Fodpte g emeEnyn-
UOTRES TANQOWOQRIES MG VITOONUEIWON ROl OYL OTOV TITAO.
E&nynote otig vmoonuetdoelg Gheg T un vableQwuéveg ov-
VIUNOELS TTOV ¥ENOLUoTOLoUVTOL 08 ®dBE mTivara. ZTig vio-
ONUELWOELS YONOLUOTOU|OTE TA TOQOUXRATO GUUPBOAD, [LE TNV
ebnjg oglpd: *, **, 4+, ++, §, §§.

Ewxoves: YmoAl\ete TIG 0TaiQOlTnTeS EWOVES aolOunue-
veg (mepuhapfavovron xow o oxyuata). O etoveg TEETEL VoL
AVOPEQOVTOL XOL OTO KEUEVO, DOTE VO, YVMQEITeL 0 vITevBuvog
oeMdomoinong wov mpémel va tomoBetnOovv. Ta yoduuarta,
oL 0LBnol xaw ToL CVUPOAL TOETEL VOL EIVOL GOPY], OLOLGUOQ-
@a now rardAnhov puey€0oug €tol wote, dtav ouxrQuVOoUv
yo T duoaoievon, vo eEaxrorovBotv vo taoapévouy evavd-
yvwota. Ot tithol xow oL AemrtopeQels emeEny1joets vo. yodpo-
viow otLg AeCavteg v emdvav petd my ewmova (oto vdtm pé-
005) %O OYL AV OTLS (OLES TLG ELROVEG, KO TTQETEL VOL E(VOL
oV eMnvirn YAdooo extdg and xablemuévoug 6povg o€
ovvtunon, m.y., HDL, TGF =.t.A. O emdveg mpémet va vo-
Barhoviar wg xmELOTA aQyEln EAVAV.

Mn yonowromoteite avtovolo oxuato 1 elOVeEg artd
E€veg dnuootevoelg Yol Tote TEEMEL VoL EYETE TNV AOELL TOV
E€vou meQLodLo.

Av vrtdoyovv gotoyagles aténmyv, o meénel ite T
TEGOMTTA TOUG VOL (v SLoIivovtow 1 var oAUTTovTon e o
YL porin emdAuym 1j av @aivovton vo. ouvodevovToL ard
Yoot ddeia Twv aoBevav yia T dNUOCTEVON TOV PWTO-
YOUQLOIV.

Av wa potoyoapio €xel dnuootevdel ndmov ahhov, on-
UELDOTE OTLG EVYAOLOTIES TNV TTNYN Toéhevong. o doeg eL-
%nGveg amonteitan AdeLa 0mtd TOV CLYYQOPEQ / EXIGTY TREMEL
oL ddeteg vo. emovvapdovv oto 4o, eXTAS oL eV elval
eheviBeQeg Yo xoNom.

AeGdvres Twv etxdvarv: Ou heTavteg TV ElrOVWV Uital-
VOuv xdTm amnd v ewova (avtiBeta and 6,tL ovppaivel
OToVg Tivareg). XONOLWOTOMOTE Yo TV aptBunon agafi-
2©00g apLBuovs. Av yonowpomowjoete ovupolra, PEAY, aold-
HoUg 1 YOAUUATO YL VAL Y OLQOUXTNQIOETE TUYUOTO TWV ELRO-
VOV, ONUELDOTE TO OTO KATM UEQOS UETA TV ELROVOL RO ETTE-
Enyrote tao.

H wjonon tov mogandve odnyldv eivar amoagalitnm
TEOUTG0EON YLoL TN dNUOCTEVON TS EQYATTNS.

IIvevpatind diroropata

O\ gpyaoieg mov dnuoaotevovtat oto EAApvixd Awafn-
toloyixd Xoovixnd amoteAOVY TVEVUOTLXY LOLOXTY OO
TOV OUYYQOQEn ®aL Tov mepLodwwoy. H dnuooievon
wog eoyaoiag 0ev ouvemdyetol amodoy TV amoWewv
TOV OUYYQAPEMV At LEQOVS TOU TEQLOALROU.




Contents

PROCEEDINGS OF THE 2" Joint International Scientific Meeting
“Diabetes Mellitus: Meet the Expert”

The Antikythera Mechanism
KYRIAKOS EFSTATHIOU 124

Incretin based therapies: New cardiovascular data and development of novel molecules for the treatment
of type 2 diabetes
BAPTIST GALLWITZ 127

Pharmacogenetics of Type-2 diabetes
HARALD STAIGER 129

Pancreatic fat accumulation, extracellular matrix expression and inflammation in healthy,
pre-diabetic and diabetic individuals
DOROTHEA SIEGEL-AXEL 131

Diabetic retinopathy — through the eyes of a diabetologist
HANS-PETER HAMMES 132

Diabetic nephropathy — an update
FERRUH ARTUNC 134

Prevention of type 2 diabetes mellitus
ILIAS N. MIGDALIS 135

Low calorie diet in diabetes mellitus type 2
PARTHENA GIANNOULAKI 136

Exercise in Type 1 Diabetes
ASIMINA MITRAKOU 138

Running for a future without diabetes?
CORA WEIGERT 141

Enteric microbiome and diabetes mellitus
Z1SIS KONTONINAS 142

Gestational diabetes mellitus
GEORGIOS KOURTOGLOU 145

Management of diabetes mellitus type 2 during hospitalization
IOANNA ZOGRAFOU 148

New insights in NAFLD and diabetic nephropathy in patients with diabetes mellitus type 2
GRIGORIOS G. DIMAS 150




Diabetic cardiovascular autonomic neuropathy

ELENI KARLAFTI 156
Diabetic peripheral vascular disease

DIMITRIOS KARAMANOS 158
Cardiovascular safety of new drugs for the treatment of obesity and diabetes

KYROS SIOMOS 160
Diabetic Autonomic Neuropathy and Cardiovascular Function

TRIANTAFYLLOS DIDANGELOS 162
FUTURE MEETINGS OF THE HELLENIC ASSOCIATION FOR THE STUDY AND

EDUCATION OF DIABETES MELLITUS 164




PROCEEDINGS OF THE

2174 Joint International Scientific Meeting

“Diabetes Mellitus: Meet the Expert”

Co-organized by the Hellenic Association for the Study and
Education of Diabetes Mellitus in collaboration
with the Departmen of Internal Medicine IV
of the Eberhard -Karls University of Tiibingen,
and the Institute for Diabetes Research and
Metabolic Diseases of the Helmholtz Center Munich
at the University of Tiibingen, Germany

16-19 May 2019, Thessaloniki Greece



Hellenic Diabetological Chronicles 32, 3: 124-126, 2019

Kyriakos Efstathiou

Professor of Mechanical
Engineering, School

of Engineering of A.U.Th,
Director of Laboratory

of Machine Tools and Forming
Engineering of A.U.Th,

Executive Vice President Academy
of Institutions and Cultures,
Thessaloniki, Greece

The Antikythera Mechanism

Generally

The Antikythera mechanism was a technologically amazing ana-
logue computer. It was constructed 2.000 years ago and was used to
calculate the exact position of the Sun, the Moon and possibly the
planets in the sky. It calculated the phases of the Moon, predicted
eclipses and indicated the date of the Panhellenic games. It had
front and back doors, with astronomical, geographical and techno-
logical inscriptions covering much of the exterior of the Mechanism.
Thanks to the innovative research techniques used, were read texts
lost for over 2.000 years! All inscriptions are written in Greek. Its
dimensions were approximately 30 X 20 X 10 cm —slightly larger
than a current Laptop— and contained over 30 gears. It had three
main dials, one on the front with two concentric scales, and two on
the back in the form of spirals. It is as important for the evolution
of technology as the Acropolis for the evolution of architecture.
Similar ancient mechanism has not so far been found. This raises
the reasonable question of what was the technical infrastructure the
time when the Antikythera Mechanism was built and what hap-
pened to the knowledge and the art that it reveals.

The underwater excavation

In 1900 a party of sponge-fishers from the island of Syme discov-
ered accidentally an ancient shipwreck off the coast of the island of
Antikythera. The excavation began at the end of November 1900
and a few months later were recovered important findings, such as
the famous Antikythera Ephebe, many of which are nowadays ex-
hibited at the National Archaeological Museum of Athens. Among
the findings, was the Antikythera Mechanism, which —broken, cor-
roded and petrified after 2.000 years on the seabed— was going to
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change the knowledge that we had so far on the
technological skills of our ancestors. From Perga-
mon coins that were retrieved, the wreck is dated
between 85 and 67 BC. The detailed form of the let-
tering of the Antikythera Mechanism can be dated
to the second half of the 2nd Century BC, implying
that the Mechanism was constructed during the pe-
riod 150-100 BC.

An ancient calendar

On the back side of the Antikythera Mechanism,
there were two main dials in the form of spirals. The
lower back dial is a Saros eclipse-prediction dial,
arranged as a four-turn spiral of 223 lunar months,
with glyphs indicating eclipse predictions. The up-
per back dial is a 19-year calendar, arranged as a
five-turn spiral of 235 lunar months. This calendar
is known as the Metonic cycle by the Greek as-
tronomer Meton of Athens who lived in the 5th cen-
tury BC and had observed that at this period of 19
solar years the Moon returned to the same point in
the sky with the same phase. At the subdivisions of
the spiral are carved with fine art the ancient names
of 12 months, repeated for the formation of the pe-
riod of the 19 years. The names of the months are of
Corinthian origin with the Corinthian colonies of
northwestern Greece and Tauromenium in Sicily to

be the leading contenders. A new font (True type
fonts) has been constructed at the Aristotle Univer-
sity of Thessaloniki, reproducing the fine art letters.

The Panhellenic Crown Games

The subsidiary dial within the
upper back spiral of the An-
tikythera Mechanism displayed
the celebration year of the an-
cient Panhellenic crown games.
Circumferentially to the dial
have been read the words
Olympia, Pythia, Isthmia, Nemea and Naa, while in-
ternally, in each quadrant, are indicated the four
years of the Olympic cycle. All these games were
crown games, with winners being rewarded with
crowns (stephanoi).

The gears

The Antikythera Mechanism contained at least 30
cooperating gears and several pointers. On the front
side, there were two concentric circular scales. The
outer scale had 365 subdivisions and the names of
the 12 Egyptian months in Greek. The inner scale
had 360 subdivisions and the names of the 12 zodiac
constellations. The operator, by turning a crank
handle, moved the gears that in their turn rotated
on the front side two pointers that indicated the po-
sition of the Sun and the Moon. Beneath the outer
scale, which was removable, there were 365 holes.
Every four years the operator could detach it and
shift it by one hole, thus taking into account leap
years. A rotating sphere, adapted with a crown to
the pointer of the Moon, displayed the phases of the
Moon. The movement of the Moon is not circular
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but elliptical. The display of this movement, taking
into account the anomaly caused by its eccentric or-
bit around the Earth, was achieved by the use of two
eccentric gears, the axes of which are distanced by
1.1 mm. The lower gear has a pin that engages with
a slot on the upper gear, forcing it thus to rotate by
the pin-and-slot arrangement. The epicyclical move-
ment of the upper gear tracked the motion of the
Moon in the sky with great accuracy.

Innovative research techniques

During September 2005,
the research division of
Hewlett-Packard (HP Labs,
California) sent to Athens
three specialized scientists
who recorded, using the
innovative digital imaging
mechanism PTM Dome,
even faded and worn in-
scriptions and other de-
tails of the surface of the
fragments of the Antiky-
thera Mechanism. The Dome surrounded the frag-
ment under examination and took a series of still
photos from 50 different directions in order to ana-
lyze the three-dimensional structure of the surface.
Thus it became possible to study details of the sur-
face of the fragments even when they were not visible
with the best systems of conventional and digital pho-
tography.

During October 2005, another team of special-
ists worked at the National Archaeological Muse-
um. This group, from the cutting-edge company, X-
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Tek Systems, brought
with them the prototype
of the very powerful new
x-ray machine "Blader-
unner", weighing 8 tons,
maximum voltage 450
kVolt and resolution of
one twentieth of a millimetre (50 mm). The three-
dimensional images that were obtained when the
fragments of the ancient mechanism were examined
revealed internal details of gearing and inscriptions
that remained hidden on the seabed of the Antiky-
thera more than two thousand years.

Construction of the most representative
model of Antikythera Mechanism

Over the last ten years, a research team of the Aris-
totle University of Thessaloniki, is studding the An-
tikythera Mechanism. The team consists of Prof.
Seiradakis J. (School of Physics), Prof. Efstathiou K.
(School of Mechanical Engineering), Dr. Anasta-
siou M. (School of Physics), Dr. Efstathiou M.
(School of Mechanical Engineering). In this re-
search program, the most representative up to to-
day, models of the Antikythera Mechanism were
constructed, in real dimensions and also in scale 3:1.
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Incretin based therapies were introduced for the treatment of type
2 diabetes in 2006 and comprise two classes of medications: the
orally active DPP-4 inhibitors and the GLP-1 receptor agonists
(GLP-1RA) as subcutaneous injectables. The incretin hormone
GLP-1 stimulates insulin secretion and inhibits glucagon secretion
in a dose dependent manner.

DPP-4 inhibitors elevate endogenous GLP-1 concentrations by
retarding the enzymatic degradation of GLP-1. They are most
widely used as add-on insulinotropic oral medication to metformin,
when a metformin monotherapy is not sufficient. In contrast to sul-
fonylureas, DPP-4 inhibitors have no intrinsic hypoglycaemia risk
and they are body weight neutral. In cardiovascular (cv) safety stud-
ies, they have shown non-inferiority regarding a combined MACE
primary endpoint compared to classical standard therapy'**. In the
recent cv safety study CARMELINA with linagliptin, this DPP-4 in-
hibitor also demonstrated safety in a study cohort with a high per-
centage of patients with an impaired renal function with a mean
baseline eGFR below 60 ml/min and macroalbuminuria (appr. 40%
of patients enrolled)*.

GLP-1RA have pharmacological actions in addition to the
stimulation of insulin secretion and the inhibition of glucagon se-
cretion. They lower systolic blood pressure and allow body weight
loss. The long acting injectable GLP-1RA albiglutide, dulaglutide,
liraglutide and semaglutide have demonstrated superiority com-
pared to standard therapy in cv safety studies regarding the primary
MACE endpoint>8,

These data have led to a change in the recommendations for
the treatment of patients with type 2 diabetes. The above mentioned
GLP-1RA should be used in patients with type 2 diabetes and pre-
existing atherosclerotic cv disease as add on to metformin early on
in order to reduce cv risk — independent of the HbA1c%!0, Likewise,
GLP-1RA are now the injectables to be used primarily and before
insulin therapy in the treatment of type 2 diabetes unless a severly
deranged metabolic situation requires insulin or contraindications
for GLP-1RA are present”10,

Regarding novel developments in the field of incretin based
therapies, an oral formulation of semaglutide using SNAC as an en-
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hancer to locally neutralize the gastric pH and to
allow absorption of the peptide semaglutide into the
circulation is far advanced in clinical development
and has been tested in phase III studies with the
acronym PIONEER'.

Furthermore, dual- and triple incretin/glucagon
agonists are in development, the dual GIP/GLP-1 ag-
onist tirzepatide (compound LY3298176) is in the
phase 111 clinical developmental programme demon-
strating a stronger effect on HbAlc reduction and
body weight reduction compared to dulaglutide!?.

In summary, DPP-4 inhibitors are safe and effi-
cacious oral antidiabetic agents especially for patients
with impaired renal function and in therapeutic set-
tings where hypoglycaemia and weight gain need to
be avoided. GLP-1RA are recommended for patients
with preexisting atherosclerotic cv disease. New de-
velopments like dual- or triple agonists as well as oral
semaglutide may widen the spectrum of available ef-
fective antidiabetic treatment.
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Pharmacogenetics of Type-2 Diabetes

Currently, 7.5 million people in Germany are suffering from di-
abetes mellitus, more than 95% thereof from type-2 diabetes.
The estimated costs for diabetes therapy reach about 16 billion
€ per year. Since prevalence data and costs will rise in the years
to come, there is a clear need of cost-effective use of antidiabetic
medication. Pharmacogenetic research aims at contributing to
the reduction of therapy costs by allowing patient stratification
and precision medicine.

Pharmacogenetics investigates the impact of genetic varia-
tion on treatment response and side effects. With respect to
treatment response, the identification of gene variants associated
with non-response and adverse response is paramount. The
genes of interest are usually those related to pharmacokinetics
and pharmacodynamics of a drug.

The pharmacogenetically best studied drug is metformin, the
first-line drug in type-2 diabetes therapy. As metformin is not
metabolized, pharmacogenetic investigation of metformin treat-
ment focused on a manageable repertoire of pharmacokinetic
genes. The organic cation transporter gene OCT1 was a major
candidate gene because it harbors seven coding variants with re-
duced transport activity in vitro. Even though smaller studies pro-
vided evidence for some of these variants being associated with
limited treatment response and metformin intolerance, the Met-
Gen consortium including treatment studies with a cumulative
sample size of about 8.000 subjects could not verify pharmaco-
genetic importance of these variants. Large collections of met-
formin treatment studies and the technological advances of the
last 10 years finally allowed studying the impact of genetic vari-
ants on metformin response on a genome-wide scale (pharma-
cogenomics). These studies identified numerous non-coding
variants in and around the ATM and SLC2A2 genes being asso-
ciated with metformin treatment response. Unexpectedly, carri-
ers of these variants revealed super-response to the drug limiting
the usefulness of these findings for precision medicine. Larger
study collections and consortia for pharmacogenomic investiga-
tion of other antidiabetic drugs are currently not available.

In close collaboration with pharmaceutical industry, we
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could recently provide evidence for pharmacoge-
netic importance of pharmacodynamic gene vari-
ants in diabetes treatment using DPP4 and
SGLT?2 inhibitors. The pharmacodynamic target
of SGLT2 inhibitors is the sodium/glucose trans-
porter SGLT2 encoded by the SLC5A2 gene.
SGLT?2 is expressed in the proximal tubules of the
kidney and is responsible for about 90% of renal
glucose reabsorption. With rs3116150, we identi-
fied a common non-coding genetic variant in the
SLC5A2 gene that is associated with elevated
plasma glucose levels and increased systolic blood
pressure already at baseline. Even though the
treatment response was unaffected with respect
to plasma glucose lowering, homozygous carriers
of this variant revealed a substantial increase in
systolic blood pressure (+8.9 mmHg) during 24
weeks of empagliflozin treatment. Thus, an esti-
mated number of 40.000 T2D patients in Ger-
many homozygous for this variant and treated
with SGLT2 inhibitors are expected to experience
blood pressure increase.

A pharmacodynamic target of DPP4 in-
hibitors and GLP1R agonists is TCF7L2, a tran-
scription factor of pancreatic p-cells downstream
of the GLP1R-cAMP-PKA signaling cascade
which induces incretin receptor, prohormone con-
vertase and insulin gene expression. We could
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demonstrate that the non-coding TCF7L2 variant
rs7903146, the most important type-2 diabetes
risk variant known to date, is associated with in-
cretin resistance and impaired insulin secretion.
Moreover, in a 24-week pharmacogenetic study,
homozygous carriers of the variant revealed li-
mited response to linagliptin treatment with re-
spect to HbAlc lowering. Thus, about 400.000
T2D patients in Germany homozygous for this
variant and treated with DPP4 inhibitors or
GLPI1R agonists are expected to experience lim-
ited treatment response. With Nor-1, encoded by
the NR4A3 gene, we recently described a novel
incretin-responsive transcription factor in f3-cells
which is likewise downstream of the GLP1R-
cAMP-PKA axis and stimulates the expression of
the insulin gene and a series of genes involved in
the insulin secretory pathway. Additionally, we
demonstrated that the non-coding variant
rs12686676 in the NR4A3 gene locus interacts
with TCF7L2 rs7903146 and enhances the insulin-
secretion-impairing effect of TCF7L2 rs7903146.
A similar synergism between the two SNPs was
also observed with respect to incident type-2 dia-
betes in the EPIC-Potsdam study. Thus, we antic-
ipate that subjects carrying both variants will have
a markedly limited treatment response to DPP4
inhibitors and GLP1R agonists.
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Pancreatic fat accumulation, extracellular matrix expression and
inflammation in healthy, pre-diabetic and diabetic individuals
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The last decade we studied many different fat depots in the body and
focused on ectopic fat accumulation because there is increasing evi-
dence that this fat is associated with the development of type 2 diabetes.
Our group could demonstrate by magnetic resonance imaging (MRT)
quantification in cooperation with the Dept. of Radiology that the
amount of pancreatic fat is inversely associated with insulin secretion
in subjects with prediabetes. It has been suggested that pancreatic fat
reduction may help to improve beta-cell function during a lifestyle-in-
tervention. This fat compartment seems to be a modulator of endocrine
pancreas function. In our recent studies we characterized pancreatic
adipose tissue both in vivo and in vitro. In histological sections we could
detect pancreatic fat cell accumulation in the pancreatic parenchyma
but we found significant inter-individual differences in the fat amount.
Furthermore, we detected also many monocytes/macrophages infiltrat-
ing the parenchyma and even the islets.

In our in vitro studies we examined the crosstalk of human pan-
creatic fat cells with islets isolated from human pancreatic resections
and characterized their pro-inflammatory potential. We found that
islets augmented the inflammatory response of pre-adipocytes, the pre-
cursor cells of differentiated adipocytes. We showed also in vitro that
plasma components of obese prediabetic humans, such as fatty acids
(palmitate) and the hepatokine fetuin-A, stimulate the production of
cytokines and chemoattractants in pancreatic fat cells which may trigger
inflammation. Furthermore, extracellular matrix affects metabolic func-
tion in many tissues. Pancreatic [3-cells function maybe also influenced
by a specific microenvironment composed of ECM surrounding the
islet. Thus, we examined also many extracellular matrix components,
like collagens, elastin, fibronectin, laminin and growth factors, e.g. TGF-
. The extracellular matrix distribution and amount was examined his-
tologically in human pancreatic resections and mRNA expression was
studied in cell cultures. We observed that the amount of matrix proteins
expressed by fat cells varies between non-, pre-, and diabetic individuals
and that the crosstalk with the fatty liver by fetuin-A influences the ex-
tracellular matrix expression predominantly in fat cells from pre-dia-
betic subjects which might influence islet function additionally.
However, also human islets express and secrete inflammatory factors
and extracellular matrix proteins influencing fat cell function.

In summary these data show that pancreatic fat cells, immune
cells, the surrounding extracellular matrix and the interactions with
islets seem to play a pivotal role in diabetes and obesity predominantly
in pre-diabetic patients with fatty liver.
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Diabetic retinopathy-through the eyes of a diabetologist
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Clincally, diabetic retinopathy (DRP) starts with the loss of capillary
cells and subsequent occlusion of capillaries, first in the deep capil-
lary layer, then extending to the other capillary layers and secondary
abortive angiogenic response by the remaining capillaries which
start forming microaneurysms. With progressive disease duration,
increased vascular permeability and intraretinal angiogenesis ensue.
The former leads to intraretinal fluid deposition and around the
fovea to diabetic macular edema, while the latter, when the new ves-
sels penetrate the inner limiting membrane, form proliferative
retinopathy. Disease staging considers only vascular pathology while
pathological changes are found in all cells of the neurovascular unit
of the retina. Risk factors of the DRP development are: disease du-
ration, glycemic levels, blood pressure, and type of diabetes
(T1>T2). Older obese T2D patients have a 10% increased risk of
any retinopathy, and albuminuria increases the risk of any retinopa-
thy in T2D by 16%. Underlining the role of diabetic kidney disease
in the complex pathogenesis of DRP, T2 persons with macroalbu-
minuria have a 2.8 fold increased risk of DME, a fact that is under-
estimated when DRP is not considered a complication of a systemic
disease. Beyond the importance of regular screening during symp-
tom-free early stages for the prevention of sight-threatening DRP,
the detection of retinal lesions indicates a more than two-fold in-
creased risk for future CVD events in both, T1 and T2 diabetes.
Regular screening for retinopathy is therefore an important tool for
CVD prediction.

Recent population based studies revealed that more than 7.5%
of persons studied had diabetes of which more than one fourth were
previously unknown. More than 20% of persons with diabetes had
retinopathy, of which 5% had vision-threatening stages. This indi-
cates that awereness of the disease and its complications is still in-
sufficient.

Structural retinopathy including microaneurysms, exsudates,
and hemorrhages is likely preceded by endothelial dysfunction of
retinal vessels. Changes in the ratio between retinal arterioles and
venoles — termed arterio-venous-ration (AVR) — and flickerlight-
induced vasodilation are sensitive to metabolic and hemodynamic
changes preceding overt diabetes. Studying a group of patients with
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morbid obesity (WHO grade III), structural reti-
nopathy was present in 3.4% of patients. Systolic
blood pressure, increased intima-media thickness of
the carotid artery and impaired venolar response to
flicker-light were significant predictors of the devel-
opment of structural retinopathy. Since mortality
can also be predicted by impaired retinal vessel di-
latation, it appears that retinal vessel dysfunction is
a robust biomarker of CVD and mortality.

DREP is diagnosed by vascular changes, but di-
abetes strikes every cell of the neurovascular unit.
Attempts to improve the prediction of vision-threat-
ening stages by measure of retinal neuronal function
have failed so far, but it needs to be noted that in
some patients, diabetes induced cell damage can be
measured first in retinal neurons, and then in the
vasculature. This corresponds to the finding that
simple clinical phenotyping identifies five subtypes
of T2D, which were previously lumped together.
Even more important, these phenotypes differ in

their propensity to develop microvascular damage,
the kidney being associated with subtypes of insulin
resistance, while retinopathy is linked to the level of
glycemia. That glycemia is a strong effector of reti-
nal disease is further underlined by data showing
that rapid euglycemic re-entry introduced by GLP-1
receptor agonists can sometimes deteriorate reti-
nopathy. As the retina does not express the GLP-1
receptor to a great extent, and even looses the min-
imal expression in some ganglion cells during DRP
progression, this effect is the consequence of sys-
temic factors, not copied by other novel drugs such
as SGLT-2 inhibitors or DPP4 inhibitors. The risk
of euglycemic re-entry in T2D is almost exclusively
explained by pre-existing retinopathy.

Therefore, diabetologists should use the eye as
a window to the body’s vasculature, and use fundus
screening as a personalized biomarker of disease
progression and general CVD risk.
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Diabetic nephropathy — an update

Diabetic nephropathy is characterized by the development of
albuminuria >300 mg/24 h and progressive deterioration of glomerular
filtration rate in the setting of long-standing diabetes. Typically, patients
are hypertensive and most importantly there is an increased risk for
cardiovascular events and mortality. Besides its diagnostic role, recent
studies have demonstrated that albuminuria is not only predictive of
increased mortality risk in a linear manner but also of increased risk
for end-stage renal disease. Furthermore, lowering of albuminuria has
been shown to be associated with a protective effect underscoring the
importance of albuminuria as biomarker for diabetic nephropathy. In
addition to adequate treatment of hyperglycemia and blood pressure
control, nephroprotection can be conferred by the use of renin-
angiotensin-system blockers and is indicated by lowering of
albuminuria. Currently, inhibitors of the sodium-glucose-transporter 2
(SGLT2) emerge as a new and additive treatment that has been shown
to both prevent cardiovascular events and disease progression in
patients with established diabetic nephropathy. Treatment with SGLT2
inhibitors on top of renin-angiotensin-system blockers further reduced
albuminuria which can be explained by lowering of intraglomerular
pressure. In addition to SGLT?2 inhibitors, agonists of glucagon-like
peptide 1 receptor have been shown to lower albuminuria as well and
might have a nephroprotective potential, however, evidence from
clinical studies with renal end points are lacking.
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Prevention of type 2 diabetes mellitus

Introduction

Type 2 diabetes occurs in 7% of the US population and affects ~ 21
million individuals and is characterized by hyperglycemia, insulin
resistance, and relative impairment in insulin secretion. Prediabetes
is defined as an intermediate metabolic state between normo-
glycemia and diabetes and includes those with impaired fasting glu-
cose (IFG) and impaired glucose tolerance (IGT). Although the
lifetime risk of type 2 diabetes is high, our ability to predict and pre-
vent type 2 diabetes in the general population is limited. However,
individuals at high risk, including those with prediabetes, are appro-
priate candidates for preventive interventions.

Goals of diabetes prevention

The goals of diabetes prevention include: 1. Delaying the onset of dia-
betes, 2. Preserving beta cell function and 3. Preventing or delaying mi-
crovascular complications and perhaps cardiovascular complications.

Lifestyle Intervention

Lifestyle intervension (combined diet and exercise aimed at weight
loss and increasing activity levels) can improve glucose tolerance
and prevent progression from prodiabetes to type 2 diabetes, as il-
lustrated by meta-analyses of trials comparing exercise plus diet with
standard therapy.

The strongest evidence for diabetes prevention comes from the
Diabetes Prevention Program (DPP). The DPP demonstrated that an
intensive lifestyle intervention could reduce the incidence of type 2 di-
abetes by 58% over 3 years. Follow-up of three large studies of lifestyle
intervention for diabetes prevention has shown sustained reduction in
the rate of conversion to type 2 diabetes: 43% reduction of 20 years in
the Da Qing study, 43% reduction at 7 years in the Finnish Diabetes
Prevention Study (DPS) and 34% reduction at 10 years in the US Di-
abetes Prevention Program Outcomes Study (DPPOS).

Pharmacologic Interventions

Pharmacology agents including metformin, a-glucoside inhibitors,
orlistat, glucagon-like peptide 1 (GLP-1) receptor agonists, thiazo-
lidinediones and vitamin D, have each been shown to decrease in-
cident diabetes to various degrees in those with prediabetes in
research studies, though none are appoved by the FDA and EMA
specifically for diabetes prevention.
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Low calorie diet in diabetes mellitus type 2

Parthena Giannoulaki There is substantial evidence indicating that weight loss is highly ef-
fective in managing glycemic control and cardiometabolic health in
type 2 diabetes (DM2). Therefore, medical nutrition therapy (MNT)
and comprehensive diabetes self-management education and support
(DSMES) that include an overall healthy eating plan in a format that
results in an energy deficit, as well as a collaborative effort to achieve
weight loss in people with type 2 diabetes who are overweight/obese,
are recommended. In DM2, 5% weight loss (WL) is recommended
to achieve clinical benefit and the benefits are progressive. The goal
for optimal outcomes (e.g. diabetes remission) is 15% or more WL
when needed and can be feasibly and safely accomplished. Eating
plans that create an energy deficit and are customized to fit the per-
son’s preferences and resources can help with long-term sustainment
and are the cornerstone of weight loss therapy.

15% or more WL is achieved with low calorie diets. The term
“low calorie diets” includes low calorie diets (LCDs), very low calorie
diets (VLCDs) and intermittent fasting (IF). The key points of these
diets are that they vary depending on the type and amount of carbo-
hydrate, protein and fat consumed to meet the daily caloric intake
goals. Diets of equal caloric intake result in similar weight loss regard-
less of the macronutrient content. Also, the metabolic status of the
patient based on lipid profiles, renal and liver function is the main de-
terminant for the macronutrient composition of the diet.

LCDs are defined as diets with caloric deficit 500-800 Kcal per
day from energy demand (ED). They usually use conventional food
but meal replacements can be used as well.

VLCDs are defined as diets limiting energy intake to 450-800
kcal per day, while providing at least 50 g of high-quality protein
and amino acids, essential fatty acids and daily requirements of trace
elements, vitamins and minerals. They are recommended only in
the obese [body mass index (BMI) =30 kg/m?] or in individuals with
BMI >27 kg/m? plus one or more co-morbidities. Generally, they
involve an intensive phase (three meal replacements) usually lasting

Clinical Dietitian (Msc), Head of 8-16 weeks. In addition, two cups of salad or low-starch vegetables
Dept of Dietetics & Nutrition, are eaten to provide fiber to lessen hunger and reduce constipation.
AHEPA University Hospital, A tablespoon of oil or butter and 2 liters of water or calorie free

Thessaloniki, Greece beverages are also consumed to prevent gallstones. Subsequently,
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reintroduction of conventional food (12-14 weeks)
in the diet and then followed by a weight stabiliza-
tion program.

IF has recently gained popularity as a mean of
reducing body weight and improving metabolic status.
An important feature of IF schedules is that all meals
are consumed during a strictly defined window of
time and followed by fasting. Such fasting is achieved
by ingesting little to no food or caloric drinks for pe-
riods that typically range from 16 to 24 hours, e.g., as
the prolongation of the physiological overnight fast.
Thus, the IF method does not describe which nutrient
types are allowed, assuming only that the person eats
a balanced diet and conforms to the rules of healthy
eating. Because the time span of the “feeding win-
dow” is short, the overall calorie intake is lower than
if the food intake time was unlimited. Different regi-
mens of IF have been employed in daily practice and
clinical trials. The most popular is alternate day fast-
ing (ADF), which involves “fast days” alternating with
“feed days” (ad libitum food consumption), typically
carried out for weeks to months.

There are some absolute contraindications to
the use of very-low-calorie diets such as, BMI <25
kg/m?, pregnancy/lactation, clinical eating disorder,
major psychiatric illness, severe systemic or organ
disease, e.g.: recent myocardial infarct/angina/
stroke, major dysrhythmia, severe renal/hepatic dis-
ease, malignancy, wasting disorders, e.g. Cushing’s
syndrome. Thus, there are some relative contraindi-
cations such as, age >65 years, child <16-18 years,
type 1 DM, gout, cholelithiasis.

Effects of VLCDs and IF on plasma glucose lev-
els occur rapidly, a decrease in mean glucose levels

is seen within days and reaching near nadir after 1-2
weeks. Calorie restriction leads to glycogen deple-
tion in muscle and liver. Thus, restriction of carbo-
hydrate leads to lipolysis and the formation of
ketone bodies by the liver. Together, these lead to
reductions in hepatic glucose output via inhibition
of gluconeogenesis and reduced glycogenolysis.
High protein stimulates insulin secretion and in-
creases satiety. Circulating ketone bodies probably
contribute to tolerability of the diet by suppressing
appetite in the hypothalamus. Weight loss and
diminution of fat depots in the liver, muscle and
peri-visceral space lead to reductions in insulin re-
sistance. Improved insulin sensitivity, dynamic in-
sulin secretion and reduced hepatic glucose output
lead to reductions in blood glucose levels.

Recent studies showed that in the first 10 years
of type 2 diabetes, negative calorie balance rapidly
normalizes liver fat content, hepatic glucose produc-
tion and fasting plasma glucose; and if the negative
calorie balance is sustained, intra-pancreatic fat con-
tent and insulin secretion also normalize and may
lead to diabetes remission.

The paucity of controlled, large-scale research
trials makes it difficult to prescribe LCDs or IF as
reliable, routine methods for safe and successful,
stable weight loss. VLCDs are considered safe and
effective when used by appropriately selected indi-
viduals under careful medical supervision.

Weight regain after dietary interventions is a
common occurrence and further exploration of
weight loss and weight maintenance could also lead
to identification of the best active ingredients for op-
timum weight loss and its maintenance in the future.
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Exercise in Type 1 Diabetes

Introduction

It is well established that regular exercise is beneficial and improves
cardiovascular profile both in nondiabetic and people with type 1
diabetes. Regular exercise in adults with type 1 diabetes, can im-
prove health and wellbeing, helps to achieve better glycaemic con-
trol, improves lipid profile and blood pressure control, decreases
BMI. However, several additional barriers to exercise can exist for
a person with diabetes, including fear of hypoglycaemia, loss of gly-
caemic control, and inadequate knowledge around exercise man-
agement. Adequate education about exercise as well as several ad-
justments have to be made in insulin regimens and carbohydrate in-
take before and after recovery from exercise in order to avoid hypo-
glycemia. Recommendations in diabetes, including those living with
type 1 diabetes, 150 min of physical activity is recommended each
week, with no more than two consecutive days of no physical activ-
ity. Resistance exercise is recommended also.

According to the American Diabetes Association Physical Ac-
tivity Guidelines, for all adults living with diabetes recommended
two to three times a week'.

Physiology of physical activity and exercise

Modes of exercise

Exercise is generally classified as aerobic or anaerobic, depending on
the predominant energy systems used to support the activity, al-
though most exercise activities include a combination of energy sys-
tems. Aerobic exercise (e.g., walking, cycling, jogging, and swimming)
involves repeated and continuous movement of large muscle groups
that rely primarily on aerobic energy-producing systems. Resistance
(strength) training is a type of exercise using free weights, weight ma-
chines, bodyweight, or elastic resistance bands that rely primarily on
anaerobic energy-producing systems. High intensity interval training
involves alternation between brief periods of vigorous exercise and
recovery at low to moderate intensity (e.g., from 20 s to 4 min inter-
vals of exercise and rest, for up to ten cycles). Both aerobic and anaer-
obic activities are recommended for most people living with diabetes.
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Neuroendocrine and metabolic responses to
exercise

In a nondiabetic individual, in almost all forms of
exercise, regardless of the intensity or duration,
blood glucose concentrations are within a narrow
range (70-110 mg/dL). During aerobic exercise, in-
sulin secretion decreases and glucagon secretion in-
creases in the portal vein in order to stimulate the
release of glucose from the liver to match the rate of
glucose uptake into the working muscles?. Although
the main determinant of glucose production during
aerobic exercise is an increase in glucagon concen-
trations, other counterregulatory hormones also
have a supportive role. A longer duration of exer-
cise leads to glycogen depletion in the muscle, and
energy fuel depends on lipid oxidation and glucose
derived from plasma3.

In type 1 diabetes, the glycaemic responses to
exercise are influenced by the location of insulin de-
livery, the amount of insulin in the circulation, the
blood glucose concentration before exercise, the
composition of the last meal or snack, as well as the
intensity and duration of the activity*. During aero-
bic exercise, blood glucose concentrations fall in
most individuals with type 1 diabetes, because in-
sulin concentrations cannot be decreased rapidly
enough at the start of the activity and remain elevat-
ed in the systemic circulation. Increased insulin con-
centrations in the circulation during exercise pro-
mote increased glucose disposal relative to hepatic
glucose production’. Hypoglycaemia develops in
most patients within about 45 min of starting aero-
bic exercise. Individuals with type 1 diabetes typical-
ly require an increased carbohydrate intake or an
insulin dose reduction, or both, before commencing
aerobic exercise®’. Low insulin concentrations due
to aggressive reductions in insulin administration or
a skipped insulin dose can cause hyperglycaemia be-
fore and during aerobic exercise, and even mild ac-
tivity could lead to development of ketosis®. In brief
and intense anaerobic exercise (e.g., sprinting,
weight lifting, and some competitive sports), or dur-
ing high intensity interval training, glucose concen-
trations typically rise”.

Glucose uptake into muscle decreases immedi-
ately after aerobic exercise, but overall glucose dis-
posal remains elevated for several hours in recovery
from exercise to help replenish glycogen stores!?.
The risk of hypoglycaemia is elevated for at least 24

h in recovery from exercise, with the greatest risk of
nocturnal hypoglycaemia occurring after afternoon
activity!l. Weight lifting, sprinting, and intense aer-
obic exercise can promote an increase in glycaemia
that could last for hours in recovery. Although a
conservative insulin correction after exercise might
be prudent in some situations, overcorrection with

insulin can cause severe nocturnal hypoglycaemia'?.

Contraindications for exercise

Elevated Ketones

Monitoring of blood or urine ketones is necessary
before exercise. The cause of elevated ketones
should be identified and be corrected appropriately
by carbohydrate and insulin administration.

Recent Hypoglycemia

Severe hypoglycemia within the previous 24 hours is
a contraindication to exercise because of a more se-
rious episode during exercise. Even a single episode
of mild hypoglycemia within 24 hours before exer-
cise may disrupt counterregulatory responses and
symptom awareness during exercise!3. On the other
hand a single bout of exercise may decrease coun-
terregulatory responses during subsequent hypogly-

caemial4.

Diabetes complications and Exercise

Vigorous exercise, activities involving lifting of
heavy weights, and competitive endurance events
are contraindicated, in patients with long standing
type 1 diabetes or with high HbAlc concentrations
particularly if the patient has unstable proliferative
retinopathy, severe autonomic dysfunction, or renal
failurel>.

Clinical Treatment

Clinical management strategies depend on the type
and duration of exercise. Implementation of the
strategies take into account insulin dosage adjust-
ment, carbohydrate intake, blood glucose monitor-
ing or CGM, and insulin sensitivity of the subject.
Generally, sustained aerobic exercise requires
greater reductions in insulin dose and a higher car-
bohydrate intake than a short-term high intensity in-
terval training session. By contrast, brief anaerobic
exercise could require increased insulin delivery,
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recommended to be given in early recovery rather
than before exercise to avoid hypoglycaemia'.

Continuous subcutaneous insulin infusion of-
fers more flexibility to modify basal infusion deliv-
ery and obtain a faster effect. Suspension of basal
insulin infusion at the onset of 60 min exercise re-
duces the risk of hypoglycaemia during the activity,
but it could increase the risk of hyperglycaemia af-
ter exercise!”. A basal rate reduction, rather than
suspension, is recommended 60-90 min before the
start of exercise. An 80% basal reduction at the on-
set of exercise has been shown more effective in
preventing hyperglycaemia after exercise than does
basal insulin suspension, and is associated with a re-
duced risk of hypoglycaemia both during and after
the activity'. To limit the risk of compromised gly-
caemic control and ketosis, a time limit of less than
2 h for pump suspension is recommended!’.

Latest advances in technology with continuous
glucose monitoring, and continuous subcutaneous
insulin infusion help patients with type 1 diabetes to
perform exercise with safety. Real time CGM may
alert the patient about hypo- or hyperglycaemia
while they exercise or perform sports. Threshold
suspension of insulin delivery in continuous subcu-
taneous insulin infusion could offer additional pro-
tection against exercise-associated hypoglycaemia?’.
The development of the artificial pancreas for exer-
cise remains the ultimate goal®!.

References

1. Colberg SR, Sigal RJ, Yardley JE, et al. Physical activity/exer-
cise and diabetes: a position statement of the American
Diabetes Association. Diabetes Care 2016; 39: 2065-79.

2. Camacho RC, Galassetti P, Davis SN, Wasserman DH. Glu-
coregulation during and after exercise in health and insulin-
dependent diabetes. Exerc Sport Sci Rev 2005; 33: 17-23.

3. Coker RH, Kjaer M. Glucoregulation during exercise: the
role of the neuroendocrine system. Sports Med Auckl
NZ 2005; 35: 575-83.

4. Bally L, Laimer M, Stettler C. Exercise-associated glucose
metabolism in individuals with type 1 diabetes mellitus.
Curr Opin Clin Nutr Metab Care 2015; 18: 428-33.

5. Mallad A, Hinshaw L, Schiavon M, et al. Exercise effects
on postprandial glucose metabolism in type 1 diabetes:
a triple tracer approach. Am J Physiol Endocrinol
Metab 2015; 308: E1106-15.

6. Tansey MJ, Tsalikian E, Beck RW, et al. The effects of aer-
obic exercise on glucose and counterregulatory hor-
mone concentrations in children with type 1 diabetes.
Diabetes Care 2006; 29: 20-25.

7. Garcia-Garcia F, Kumareswaran K, Hovorka R, Hernando
ME. Quantifying the acute changes in glucose with ex-

140

ercise in type 1 diabetes: a systematic review and meta-
analysis. Sports Med 2015; 45: 587-99.

8. Zander E, Bruns W, Wulfert P, et al. Muscular exercise in
type I-diabetics. I. Different metabolic reactions during
heavy muscular work in dependence on actual insulin
availability. Exp Clin Endocrinol 1983; 82: 78-90.

9. Berger M, Berchtold P, Ciippers HJ, et al. Metabolic and
hormonal effects of muscular exercise in juvenile type
diabetics. Diabetologia 1977; 13: 355-65.

10. Teich T, Riddell MC. The enhancement of muscle insulin
sensitivity after exercise: a Racl-independent handoff to
some other player? Endocrinology 2016; 157: 2999-3001.

11. Gomez AM, Gomez C, Aschner P, et al. Effects of per-
forming morning versus afternoon exercise on glycemic
control and hypoglycemia frequency in type 1 diabetes
patients on sensor-augmented insulin pump therapy. J
Diabetes Sci Technol 2015; 9: 619-24.

12. Turner D, Luzio S, Gray BJ, et al. Algorithm that delivers
an individualized rapid-acting insulin dose after morn-
ing resistance exercise counters post-exercise hypergly-
caemia in people with type 1 diabetes. Diabet Med
2016; 3: 506-10.

13. Galassetti P, Tate D, Neill RA, Richardson A, Leu S-Y, Davis
SN. Effect of differing antecedent hypoglycemia on coun-
terregulatory responses to exercise in type 1 diabetes. Am
J Physiol Endocrinol Metab 2006; 290: E1109-17.

14. Galassetti P, Tate D, Neil RA, Morrey S, Wasserman DH,
Davis SN. Effect of antecedent hypoglycemia on coun-
terregulatory responses to subsequent euglycemic exer-
cise in type 1 diabetes Diabetes. 2003 Jul; 52(7): 1761-9.

15. Riddell MC, BurrJ. Evidence-based risk assessment and
recommendations for physical activity clearance: dia-
betes mellitus and related comorbidities. Appl Physiol
Nutr Metab 2011; 36 (suppl 1): S154-89.

16. Riddle M, Gallen I, Smart C, Taplin C, et al. Exercise
management in type 1 diabetes: a consensus statement.
Lancet Diabetes Endocrinol 2017 S377-90.

17. Diabetes Research in Children Network (DirecNet) Study
Group. Prevention of hypoglycemia during exercise in
children with type 1 diabetes by suspending basal in-
sulin. Diabetes Care 2006; 29: 2200-04.

18. Franc S, Daoudi A, Pochat A, et al. Insulin-based strate-
gies to prevent hypoglycaemia during and after exercise
in adult patients with type 1 diabetes on pump therapy:
the DIABRASPORT randomized study. Diabetes
Obes Metab 2015; 17: 1150-57.

19. Heinemann L, Nosek L, Kapitza C, Schweitzer M-A,
Krinelke L. Changes in basal insulin infusion rates with
subcutaneous insulin infusion: time until a change in
metabolic effect is induced in patients with type 1 dia-
betes. Diabetes Care 2009; 32: 1437-39.

20. Danne T, Tsioli C, Kordonouri O, et al. The PILGRIM study:
in silico modeling of a predictive low glucose management
system and feasibility in youth with type 1 diabetes during
exercise. Diabetes Technol Ther 2014; 16: 338-47.

21. Riddell MC, Zaharieva DP, Yavelberg L, Cinar A, Jamnik
VK. Exercise and the development of the artificial pan-
creas: one of the more difficult series of hurdles. J Di-
abetes Sci Technol 2015; 9: 1217-26.



Hellenic Diabetological Chronicles 32, 3: 141, 2019

(1.2,3

Cora Weiger

IInstitut for Clinical Chemistry
and Pathobiochemistry,
University Hospital Tiibingen,
Germany

nstitute for Diabetes Research
and Metabolic Diseases of the
Helmholtz Center Munich at the
University of Tiibingen,
Germany

3German Center for Diabetes
Research (DZD)

Running for a future without diabetes?

Physical exercise is a commonly accepted strategy to increase the
healthspan in our ageing societies and to prevent metabolic diseases
such as diabetes. However, not all individuals profit to the same ex-
tent. Subjects who failed to improve in glycemic control were ob-
served in almost all of the populations studied, and this failure is at
least partially independent of other investigated endpoints, e.g. car-
diorespiratory fitness, blood pressure, lipid profile, and body weight.
These subjects were described as non-responders in glycemic control.
However, this definition can be misleading as higher exercise loads
have been shown to overcome the failure to respond in fitness pa-
rameters. Whether this can be applied to pre-diabetic subjects to im-
prove the metabolic response is under debate. On a molecular level,
improvement in glycemic control is associated with increased abun-
dance of mitochondrial regulators and enzymes in the trained skele-
tal muscle, and increase in mitochondrial respiration. Mechanisms
interfering with the metabolic benefit of exercise are widely unclear.

Results of an exercise intervention study in Tiibingen indicate a
crosstalk of inflammatory pathways with the metabolic response after
training. 20 middle-aged individuals (untrained, high risk for type 2
diabetes) performed 8 weeks of cycling and walking training at 80%
individual V,, peak. In this structured and supervised exercise inter-
vention study, all participants were able to improve their fitness, but
40% did not increase their insulin sensitivity. In muscle biopsies taken
before and after the training period, we found a reduced up-regula-
tion of genes pivotal for glucose and fat utilization in skeletal muscle
tissue of non-responders, as well as increased transcripts pointing to
local inflammation, among others TGFp (transforming growth factor
beta). In human skeletal muscle cells, TGFp1 downregulates the
abundance of important genes in energy metabolism (PPARGCIA,
PRKAA?2, TFAM, HADHA, CPT1B), inhibits insulin signal trans-
duction and suppresses myotube differentiation. The data suggest that
a dysregulated adaptive process in skeletal muscle leads to increased
TGEFp activity and can attenuate the improvement in glycemic control.
In ongoing research, the downstream effectors of TGFp as regulator
of metabolic adaptations are studied.

The metabolic dysregulations in glucose and lipid metabolism
have been associated with a reduced efficiency of exercise to im-
prove glycemic control. Comparison of the acute response of age-,
BMI-, and fitness-matched type 2 diabetic subjects and healthy con-
trols to one bout of aerobic exercise did not indicate reduced meta-
bolic flexibility or impairment of transcriptional response.

Moreover, since the increase in mitochondrial respiration in skele-
tal muscle can only partly explain the improvement of glycemic control,
the involvement of additional non-muscle adaptions is discussed.
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Enteric microbiome and Diabetes mellitus

Zisis Kontoninas The complex relationship between diabetes, obesity and gut micro-
biota is being released with emerging evidence. Investigation of hu-
man microbiome is the most rapidly expanding field in biomedicine.
Enteric microbes are key players in the management of glucose
homeostasis in humans. There is unmet need to clear all related
mechanisms so as to develop new therapeutic approaches for peo-
ple with diabetes mellitus.

The term "microbiome" refers to the totality of microbes colo-
nizing humans and their genes'. The gastrointestinal tract harbors
about 100 trillion microbes including archaea, bacteria protozoans,
viruses and fungi. Formicates such as Lactobacillus, Ruminococcus
and Clostridium species, as well as Bacteroidetes and Actinobacteria
account for the largest proportion of microbiota.

The enteric microbiome achieves very important physiological
functions: protection against pathogens, synthesis of vitamins, im-
mune system development, promotion of intestinal angiogenesis
and fat storage, digestion of complex carbohydrates and SCFA pro-
duction?. The gut-hypothalamus axis is influenced by microbes
through hormones and neurotransmitter release in order to regu-
late food intake and energy balance?.

Carbohydrates are the primary sources of energy for both the
human host and their microbes. Humans lack enzymes for digestion
of complex carbs including cellulose, xylans, resistant starch and in-
ulin. Microbiome encode enzymes required for indigested carbohy-
drates fermentation. The latter harvests energy for microbial growth
and produces monosaccharides and short-chain fatty acids (SCFAs),
which act as ligands for G protein-coupled receptors GP41 and
GP43 which are abundant in adipose tissue, intestinal epithelial and
immune cells. SCFASs have significant effects on the gut wall health
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generally induced by high fat diet*. Dysbiosis en-
hances energy harvest through a change in the Bac-
teroidetes/Firmicutes ratio. Altered microbial com-
position —characterized by poor species richness and
diversity— provokes distorted SCFAs profile and
consequently less expression of G-protein receptors
leading to poor energy homeostasis, obesity, insulin
resistance and type 2 diabetes mellitus (T2DM).

Microbiome-triggered chronic low-grade in-
flammation is another important causal factor for
T2DM. Symbiosis impairs intestinal wall integrity
and high mucosal permeability causes translocation
of endotoxins (lipopolysaccharides — LPS) from the
lumen to the systemic circulation. End toxemia
leads to low-grade inflammation, autoimmunity and
oxidative stress that probably induce beta cell de-
struction and insulin resistance. In terms of autoim-
munity, LPS stimulates innate immune responses by
activating CD14, nucleotide oligomerization do-
main (NOD) and toll-like receptor 4 (TLR4) at the
surface of dendritic cells and macrophages®.

Type 1 diabetes mellitus (T1DM) is probably
caused by a chronic inflammatory disease of the gas-
trointestinal tract in hereditary prone individuals,
leading to autoimmune destruction of p-islet cells®.
The disease is associated with microbiome symbio-
sis. A higher proportion of Actinobacteria, Bac-
teroidetes and Proteobacteria is distinctive of TIDM”.
A second possible mechanism for the enteric micro-
biota to induce T1DM is that gut leakiness, endo-
toxemia and low-grade inflammation initiates im-
mune deregulation®. Oxidative stress might be a
third pathogenic factor caused by microbial dysbio-
sis”. It is still uncertain if these microbiome-related
metabolic oxidative stress, autoimmunity and low-
grade inflammation act independently or together.

Several studies concerning the role of bile
acids, GABA and endocannabinoid system in the
pathogenesis of T2DM have been so far published.
Sex hormones observed to affect autoimmunity in
early life and subsequently cause TIDM. But these
studies were conducted with mice and not with hu-
mans, so as much work has to be done furthermore.

Microbial dysbiosis is associated with gestation-
al diabetes mellitus due to impaired intestinal barri-
er and thus endotoxemia.

Metformin is one of the most prescribed oral
antidiabetics. Although this regimen does not ad-
minister to modify gut microbiota, there is a grow-

ing evidence that some effects are attributed to
changes in microbiome composition. Metformin in-
duces a higher abundance of the mucin degrading
bacterium Akkermansia muciniphilla leading to gut
barrier be more resilient. In humans, metformin
seems to reduce intestinal lipid absorption and LPS-
triggered local inflammation as an effect of modi-
fied enteric microbiome!?.

Metabolic surgery, specifically RYGB markedly
altered the composition of the distal gut microbiota
in mice, 1 week after surgery. A decrease in body
weight, improved insulin sensitivity and reduced fast-
ing triglyceride levels were documented. RYGB
leads to a specific spectrum of microbiota per se!l.
These findings need to be corroborated in humans.

Administration of probiotics has a beneficial
role in the management of T2DM, since they signif-
icantly decreased FPG and HbAlc in diabetic pa-
tients!2. Probiotics also showed anti-inflammatory
and anti-oxidative effects in diabetic patients. Find-
ings still imply a need for well-designed clinical tri-
als. Probiotic approaches in TIDM aim more on the
modulation of the diabetes risk in stages with
HLA —susceptibility or antibody formation than in
manifest disease. Lactobacillus species negatively
correlated with TIDM development. Diabetes-rone
rats administered L. johnsonii developed T1DM at
a protracted rate!3. Further proposed targets for a
probiotic therapy in T2DM include the endo-
cannabinoid system and GABA.

Many animal experiments where gut microbio-
me was transferred between individuals have al-
ready been published. In humans with metabolic
syndrome, only one study —designed to treat— has
been so far reported!*. Improvement of peripheral
insulin sensitivity and increase of the levels of bu-
tyrate-producing microbiota, such as Roseburia in-
testinalis, were noted.

For a medical doctor, the rapidly evolving field
of metagenomics, is impossible to be overlooked.
Although a different microbe composition in dia-
betic patients prevails, the patient numbers are of-
ten low, results are contradictory and methodology
is different. We still lack knowledge of a normal gut
microbiota. This may vary in different geographical
regions, depend on different nutritional habits, gen-
der, age, etc.

Scientific approaches focus on bacteria, while
other microbes are still neglected. In TIDM, viruses

143



Hellenic Diabetological Chronicles 32, 3

particularly coxsackie viruses infect human pancre-
atic f-cells. Other viruses such as rotavirus or rubel-
la virus have been discussed in the pathogenesis of
T1DM. So far, it is unknown whether fecal micro-
biota transplantation from a donor with a desired
phenotype may not put the recipient at risk for oth-
er diseases.
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Gestational diabetes mellitus

There is a huge scientific interest with a lot of publications in the
last decade dealing with the hyperglycemia in pregnancy because of
increased risk for the mother and fetus accompanying this condi-
tion. The hyperglycemia in pregnancy can be classified 1. as dia-
betes in pregnancy and 2. as gestational diabetes mellitus (FIGO
2015). The last few years is made clear that the excellent metabolic
control during pregnancy leads to less perinatal and future compli-
cations for mother and fetus. The diabetes in pregnancy can be di-
vided as diabetes diagnosed before pregnancy (Type 1 and Type 2)
and as diabetes diagnosed for the first time during pregnancy (Type
1 and Type 2). The gestational diabetes mellitus was earlier defined
as any glucose intolerance beginning or first diagnosed during preg-
nancy. The current definition, based on recent studies, includes the
hyperglycemia state diagnosed in the second and more often in the
third trimester of pregnancy which does not fulfill the criteria for
overt, classical diabetes but coincides with the state of prodiabetes.

In every pregnancy there is a state of insulin resistance due to
increased levels of hormones counteracting the insulin action (hu-
man chorionic goanadotropin from synciotblasts and later human
placental lactogen, prolactin, progesterone and estradiol). The lev-
els of these hormones become higher with the progression of the
pregnancy leading to further increase of insulin resistance. If the
maternal pancreas can compensate with increased insulin produc-
tion the glucose metabolism remains normal during the whole preg-
nancy but, if there is also an insulin secretory(b-cell) defect, the in-
sulin production can not increase appropriately and hyperglycemia
evolves. In normal pregnancies during the OGTT, according to
many studies, the fasting glucose is about 71=8 mg/dl, the one-hour
PP value is 109+13 and the 2hours PP is 9910 mg/dl. If we add
1SD to these values the 1h PP the suggested target is 122 and the 2h
PP is 110 mg/dl respectively. There was a lot of disagreement
among the various authors and diabetes associations and many
modifications in the last 55 years about which OGTT should be
used to define the gestational diabetes and predict better the risk
for adverse pregnancy outcome. A 1,2 and 3hours OGTT have been
used with the administration of 50, 75 or 100 gr of glucose. In 2008
the HAPO (Hyperglycemia and Adverse Pregnancy Outcome)
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study was published. 25.000 pregnancies with mild
glucose intolerance were studied with a 2h, 0’ 1 and
2h glucose values, 75 gr OGTT performed between
24 and 32 gestational weeks. Women with
FPG>105 and 2h PP>200 mg/dl were excluded
from the study. The primary end points were
BW>90 percentile, umbilical C-peptide>90™ per-
centile, neonatal clinical hypoglycemia and caesare-
an section percentage. There was an absolute linear
correlation between the pregnant women glucose
values with these primary end points at values lower
than those seen in classical diabetes. Similar results
were observed in the ACHOIS and MFMU (Mater-
nal and Fetal Pregnancy Units, trials. According to
these trials in 2010 the International Association of
Diabetes and Pregnancy Study Groups (IADPSG)
Recommendations of Hyperglycemia in Pregmancy
(Consensus) were published with gestational dia-
betes diagnosed if the following values were met or
exceeded: Fasting 92 mg/dl or 5,1 mmol/l, one hour
180 mg/dl or 10 mmol/L and 2 hours 153 mg/dL or
8,5 mmol/L in an OGTT with 75 g of glucose at 24-
28 pregnancy weeks (one-step strategy). One abnor-
mal value is sufficient for the diagnosis of GDM to
be made. The two-steps strategy can also be used
with 50 g of glucose (non fasting) given as screening
test and if the one hour glucose value is >140
mg/dL or 7,8 mg/L the 3-hours OGTT with 100g of
glucose (fasting) is performed. The diagnosis of ges-
tational diabetes is made if 2 of the 4 glucose values
in fasting, 60°, 120" and 180" meet or exceed the fol-
lowing: Fasting 92 mg/dL or 5,1 mmol/L, 1h 180
mg/dL or 10 mmol/L, 2h 155 mg/dL or 8,6 mmol/L
and 3h 140 mg/dL or 1,8 mmol/L. (ADA 2016). The
Hellenic Diabetes Association recommends that all
the pregnant women must be screened fasting in the
first visit and if the value is <92 perform a 2hs
OGTT with 75 g glucose at 24-28 pregnancy week.
If the glucose value is >92 and <126 there is gesta-
tional diabetes and if it is =126 or the 2h PP is =
200 mg/dL there is overt type 2 DM.

Risk factors for gestational diabetes are among
others history of IGT or GDM, age > 25 years,
BMI>30 with excessive weight gain, family history
of DM, history of POS or pregnancy with bad out-
come, presence of metabolic syndrome, multiple
pregnancy and some nationalities. Some of these
are modifiable and some not modifiable. The rela-
tive risk of neonatal birth weight above the 90" per-
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centile is 5,35 if there is GDM and the mother is
obese compared with normal glucose tolerance and
normal mother’s weight. The glycemic targets dur-
ing pregnancy in order to prevent mother and fetal
complications according to experts’ opinion in preg-
nant with GDM are: preprandial (premeal) <90
mg/d (5 mmol/L)l, 1-hour postprandial < 120 mg/d
(6,7 mmol/L)l and HbAlc < 5%.The same targets
are valid for women with preexisting type 1 or type
2 DM with the exception of HBAlc which must
be<6%).

75% of women with GDM can be controlled
with life style modifications alone (diet and exer-
cise). The diet must not contain less than 1600-1800
Kcal/24 h. The carbohydrates must be=35-45% of
the total caloric intake (no easily absordable sug-
ars), the protein 20-25% and the fats 30-40%. The
meals must be small and frequent to avoid ketosis
and in obese women medium caloric restriction (25
Kcal/Kg/day) is recommended. The exercise ses-
sions must be either 30 min of aerobic exercise (e.g.
brisk walking) in 24hs in exercise capable women or
upper limbs exercise in sitting position lasting at
least 10 min (after meals). If the life style changes
are not sufficient for adequate glucose control drug
therapy must be initiated. Insulin, glibencamide
(glyburid) and metformin are safe and effective
therapy for achieving desirable glycemic control.
However there is no long term sufficient evidence
for oral antidiabetic therapy and insulin is pre-
ferred. According to a metaanalysis glibenclamide is
clearly inferior both to metformin and insulin. Met-
formin does not seem to increase risk for fetal mal-
formations while half of the patients on metformin
will finally require insulin. Glibenclamide caused
more neonatal ICU admissions, more cases with
respiratory distress, hypoglycemia, birth injury and
large for gestational age infants compared with in-
sulin. Insulin must be initiated if FBG is >95
mg/dL, 1-hour postprandial >140 or there is fetal
macrosomia in ultrasound (abdominal circumfer-
ence >75™ percentile). Insulins considered safe in
pregnancy are these with intermediate duration of
action NPH and levemir, the human regular insulin
and the preferred rapid-acting analogs aspart and
lispro (category B). Insulin glargine although fre-
quently prescribed in pregnancy has not been defi-
nitely established as safe (category C).

Women with GDM must be followed every two
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weeks both by the obstetrician and the diabetes spe-
cialist, must have an initial HBAlc in order to ex-
clude preexisting DM, must measure their blood
glucose 4-6 times daily (before and 1-hour after
meals) and have an ultrasound every 2-3 weeks.
Continuous glucose monitoring with CGMS in
GDM has shown benefits in many cases. This helps
when there is inability to achieve the desired
glycemic control with SMBG alone as it identifies
undetected glucose excursions. It can lead to re-
duced birth weight and decreased risk for infant
macrosomia by improving the glycemic control in
the third trimester. The recommended mothers’
weight gain during pregnancy is related to pregesta-
tional BMI. A woman with pregestational BMI>30
must not gain more than 5-9 Kg while one with BMI
<18 is allowed to gain 12-18 Kg.

The complications in mothers with GDM in-
clude preeclampsia, hypertension in pregnancy,
mother’s birth trauma and increased risk for cae-
sarean section. The long term mother’s complica-
tions include the increased risk for future develop-
ment of DM type 2 (X5 in 5 years, X10 in 10 years)
and increased risk for future cardiovascular disease.
It is recommended that the mother is monitored for
dysglycemia at regular intervals after delivery: 1-3
days — FBG, 2-3 months - OGTT, lyear - OGTT,
every year — FBG, every 3 years and before next
pregnancy — OGTT.

The fetal complications in GDM include sud-
den intrauterine (after 38wk) and perinatal death,
macrosomia, fetal trauma or asphyxia, shoulder dys-
tocia, neonate respiratory distress syndrome (RDS),
polyhyramnio, fetal hypertrophic cardiomyopathy
and metabolic abnormalities as hypoglycemia, jaun-
dice, polycythemia and hypocalcemia. Long-term
offspring’s complications include increased risk for
obesity, prediabetes and type 2 diabetes and both
systolic and diastolic hypertension during their ado-
lescence and adulthood. The GDM is no indication
for caesarean section by itself, lactation is desirable
while women on insulin usually don’t need it during
labor and is usually stopped after this. Lactating
women even for 6-9 weeks after delivery had lower
frequency of prediabetes and type 2 diabetes com-
pared with the non lactating.

It is concluded that there is a need for search
for preexisting DM from the first visit, the preva-
lence of GDM is increased due to world obesity
pandemic, the GDM is pathophysiologically corre-
lated to increased insulin resistance, there is a direct
and linear correlation of hyperglycemia with ad-
verse perinatal outcome, GDM must be searched
and treated vigorously, life style and insulin are the
appropriate treatment options and the women with
GDM are at increased risk for future development
of DM type 2 and CVD.
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Diabetes Mellitus (DM) is a metabolic disorder that affects more
than 415 million people worldwide. That means that in every 11
adults 1 has diabetes. In the hospital setting DM is more frequent
affecting 1 in 4 patients but apart from that, there is also a number
of patients with hyperglycemia without known prior history of dia-
betes. In these patients an HbAlc should be performed and a value
=06.5% suggests that diabetes preceded hospitalization, though an
HbAlc value <6.5% suggests stress induced hyperglycemia caused
by increased levels of counterregulatory hormones and inflamma-
tory cytokines.

A lot of retrospective and observational data indicate that poor
inpatient glycemic control is associated with worse outcomes and in-
creased morbidity and mortality in patients with or without dia-
betes. However, there are no randomized trials regarding glycemic
control in patients in the general medical ward. There is data from
patients in the intensive care unit (ICU) but without strong evi-
dence to demonstrate that tight glycemic control (blood glucose tar-
get level of 80-110 mg/dl) in inpatients improves outcomes. In con-
trast, patients who experience hypoglycemia during a hospitaliza-
tion tend to have a longer length of stay. It seems that in the hospi-
tal setting, both hyperglycemia and hypoglycemia are associated
with adverse outcomes, including death. Therefore, inpatient goals
should include the prevention of both them.

According to current recommendations of American Diabetes
Association, a blood glucose (BG) level between 140 mg/dl and 180
mg/dl appears safe and acceptable for the majority of general med-
icine and surgery patients in non-ICU and ICU settings. Therefore
treatment should be applied in case BG levels rise above 180 mg/dl.
A tighter glucose control may be appropriate for selected patients,
as long as this can be achieved without significant hypoglycemia.

Insulin is the best way to control hyperglycemia in the inpatient
setting specially in the critically ill patient. Continuous intravenous
infusion is the preferred regimen for critically ill patients in the ICU
and scheduled subcutaneous administration with a basal-bolus reg-
imen with correctional insulin is the preferred method for achieving
glycemic control in the non-ICU setting. Sole use of sliding scale in-
sulin in the inpatient hospital setting is strongly discouraged.
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The use of oral antidiabetic agents is not recom-
mended because of the lack of safety and efficacy
studies in the inpatient setting. Metformin and
SGLT-2 inhibitors should be used with caution be-
cause of the risk of lactic acidosis and diabetic ke-
toacidosis respectively. However, increasing evidence
indicates that treatment with GIP-1R agonists and
DPP4 inhibitors, alone or in combination with basal
insulin, is safe and effective in general medicine and
surgery with mild to moderate hyperglycemia.

For effective and safe in-hospital BG control, a
guidance protocol must be developed for each center.

The main goals in patients with diabetes need-
ing hospitalization are to minimize metabolic distur-
bance, prevent acute adverse glycemic events and
return the patient to a stable glycemic state as

quickly as possible. There should be an effective
transition to outpatient care in order to prevent
acute complications and readmission. These goals
are not easy to be achieved as on the one hand the
stress of the acute illness raises BG but on the other
hand, gastrointestinal symptoms and anorexia that
are often present at hospitalized patients have neg-
ative impact on glycemic control.

HbAIc level on admission is critical for post-
hospitalization treatment. Although insulin is the
most appropriate regimen during hospitalization, pa-
tients with acceptable glycemic control can continue
to receive their previous treatment. There should be
a structured discharge plan for each patient, especial-
ly those newly in insulin, to prevent readmission.
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with diabetes mellitus type 2

Non-alcoholic fatty liver disease (NAFLD) is characterized by the
accumulation of fat in the liver of people who take minimal or no
alcohol. It incorporates a spectrum of conditions ranging from sim-
ple steatosis to steatohepatitis, advanced fibrosis and cirrhosis!.

NAFLD is emerging as the most common cause of chronic liv-
er disease worldwide. The global prevalence of NAFLD is believed
to be as high as 25%!. In Europe, the prevalence in the general pop-
ulation has been shown to be between 2% and 44%"2. The preva-
lence of NAFLD is observed to be much higher (24%-69.5%) in pa-
tients with diabetes mellitus®>. The variation in prevalence esti-
mates relates to the methods used in the diagnosis of NAFLD.
Chronic Kidney Disease (CKD) is a global public health problem,
affecting >25% of individuals above the age of 65 years in Western
adult populations®”’.

The US Renal Data System reports that over 670.000 people in
the USA received some form of renal replacement therapy (RRT)
at the end of 2014, and this number is predicted to reach 2.2 million
by 20307. The association between NAFLD, CKD and cardiovascu-
lar disease (CVD) has been of increasing interest in recent years.
Despite being regarded as the hepatic component of the metabolic
syndrome, which includes diabetes, hypertension and obesity,
NAFLD has been shown to be an independent risk factor associat-
ed with CVD8® 10, In patients with NAFLD, a high incidence and
prevalence of CKD have been observed and a strong association be-
tween the two conditions has been reported!1>, CKD in itself is an
independent risk factor for CVDs, and the majority of patients do
not reach end-stage renal disease (ESRD) due to the high risk of
mortality associated with cardiovascular events'®18, The presence
of NAFLD in advanced CKD patients is likely to compound their
cardiovascular risk.

All recent studies were not conducted to gain insight into the
prevalence of NAFLD in advanced CKD and to investigate whether
NAFLD had any influence on three primary outcomes:

i) all-cause mortality

ii) non-fatal cardiovascular events (NFCVEs) and

iii) rate of progression of CKD in a large cohort of non-dialysis
CKD patients.
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The most recent observational study has given
further insights into the association of NAFLD with
CVD, CKD progression and mortality in patients
with CKD. The prevalence of NAFLD was 17.9% in
their secondary care CKD cohort.

Prevalence was much higher (30.7%) in diabet-
ics!”. These data are similar to the reported preva-
lence of NAFLD in other international popula-
tions>2021, The prevalence was almost the same as
that reported in a large US general population sur-
vey (19%) that used ultrasound in the diagnosis of
NAFLD?. Although a very high prevalence (85.5%)
of NAFLD as determined by fibroscan has been re-
ported in a CKD cohort, this was a small study, in-
volving only 62 patients*3. The wide variation in
prevalence estimates depicts the methods used in
the diagnosis of NAFLD.

In overall CKD populations, patients with
NAFLD were more likely to have components of the
metabolic syndrome including hypertension, dia-
betes, hyperlipidaemia and high body mass index,
lending support for the association of NAFLD with
the metabolic syndrome2+2°, The total cholesterol
HDL ratio was significantly greater in the NAFLD
group, which also reinforces the link to the metabolic
syndrome?’. The United States National Health and
Nutrition Examination Survey (NHANES-III) study
also showed similar all-cause mortality of all age
groups in participants with and without NAFLD?:29,

Recent research has shown that liver fat related
to hypovitaminosis D may increase the risk of hy-
pertension, vascular disease, diabetes mellitus, obe-
sity and Metabolic Syndrome3’. Several pro-inflam-
matory and oxidative stress mechanisms have been
postulated to explain the relationship between these
two conditions [fig. 1].

This association of NAFLD with CVD has
been consistently shown in meta-analyses and system-
atic reviews of the general population3!32. NAFLD is
closely linked to obesity?334. Several potential
pathophysiological mechanisms, including the role
of pro-oxidant, proinflammatory and procoagulant
mediators, have been postulated to be responsible
for the increased CVD risk in NAFLD patients®-38,

We have previously studied how fast and easily
mobilisable is hepatic fat with proper diet and or-
ganized lifestyle intervention within 4-8 weeks. In 62
out of 100 diabetics with marked hepatic fat, 20
minutes walking a day and Mediterranean diet (fish,
vegetables, raw olive oil...) was reduced to elimina-
tion the hepatic fat within 30-60 days®*-43. Irisin, a
hormone very recently discovered at Harvard Med-
ical School, produced at mouse and human muscles
may form the bases for new treatments against obe-
sity and diabetes*+*.

Recently it has been shown an association of
visceral obesity and liver fat6, The metabolic active
products of adipose tissue concern lipokines (TNF-
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Figure 1. Association of obesity, hypertension, diabetic nephropathy and vascular disease with hypovitaminosis D.
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Figure 2. Metabolic active products of adipose tissue.

a, leptin, adiponectin), cytokines (MMP-2, IL-1f,
IL-6), prostaglantins, extracellular matrix molecules
(Col II-VI, laminin, yaluronic, thrombospontin),
growth factors (IGF-1, FGF-1-2-10-21-23, TGF-a,
VEGF), molecules of lipid metabolism (apo-E,
NGAL), inhibitors of proteases (Cystatin C) and
other substrates [fig. 2].

Fetuin A is a hepatokine that represents a key
player in obesity, liver fat, diabetes, nephropathy
and CVD. Fetuin A induces cytokine expression
and suppresses adiponectin production*’. It has
been shown the association of fetuin A with insulin
resistance and fat accumulation in the liver of hu-
mans*®, Fetuin A is associated with diabetes type-2
and CVD*”0,

Increased ECM production in fibrosis is due to
overproduction of its physiological components,
such as fibronectin, laminin, proteoglycans and type
IV collagen, as well as the accumulation of proteins
that do not normally occur in ECM, such as type I
and III collagen in its mesangium glomerulus.

VEGTF plays a major role to those interactions
[fig. 3, 4].

Thus, the proposed human model includes di-
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abetics with increased levels and vessels’ expression
of VEGF-A, FGF-23, fetuin-A, decreased levels of
adiponectin and irisin, increased levels of IL-6 are
associated in patients who will develop albuminuria
and hypertension: from 4 to 10 fold higher.

VEGF-A g FGF-23 g Fetuin-Ag / Adiponecting /
Irising IL-6

The disorders of filtration barrier in proteinuric
disease include fusion of podocytes foot processes,
detachment of podocytes loss in urine, focal and seg-
mental stripping of GBM sections, focal adhesions of
GBM with epithelial wall of Bowman’s capsule lead-
ing to segmental glomerulosclerosis and loss of
podocytes’ number and finally proteinuria’!-2,

The causes of previous disorders concern de-
tachment or apoptosis, absence of proliferation,
DNA damage and hypertrophy>>.

Intact Podocytes are found in urine of glo-
merular disease, diabetic or not. More sensitive mark-
er of renal damage than proteinuria is related to the
intensity of proteinuria and the extend of glomeru-
losclerosis (detected when the number of podocytes is
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reduced by 20%)°1-33, Diabetic glomerular disease de-
pends on podocyte number and this decrease seems
more pronounced on the presence of NAFLD.

Disruption to any part of the filtration barrier
may lead to proteinuria with or without fusion of
podocyte foodpads. All three sections of the filtra-
tion barrier are in constant communication (molec-
ular and biochemical) by interaction of extracellular
matrix cells, growth factors (VEGF, TGF-f) and in-
teraction of receptors — connectors®!-3,

Serra et al. studied the architecture of renal
biopsies in 95 patients undergoing surgical treatment
for severe obesity and had normal renal function. FS-

GS (Focal Segmental Glomerulosclerosis) was found
in only 5/95 patients and not at all in the controls>*.
Increased mesangial hyperplasia, podocyte hypertro-
phy and generally glomerulomegaly were found more
often in obese patients than in controls. This study
showed that obesity increases the risk for both renal
disease and chronic renal failure. Performing renal
biopsy in relation with the study of renal function in
patients with severe obesity without yet having im-
paired renal dysfunction (e.g. proteinuria) has helped
enough the Nephrologists to investigate the patho-
physiology of the kidneys and the pathogenesis of
their histological damage>*.

In another recent study of Chen et al. concern-
ing the investigation of obesity-related glomeru-
lonephritis (ORG) of 90 patients it was found that
most patients with ORG had normal renal function
and FSGS™.

However, a few studies have found NAFLD a
risk factor associated with all-cause mortality, but
these have been population-based studies with no
mention of renal stages.

Although liver biopsy is the gold standard for
the diagnosis of fatty liver disease, its invasive na-
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ture clearly precludes its use in routine screening®.
Fibroscan and magnetic resonance spectroscopy are
more accurate techniques, but their use in the clin-
ical setting is limited by their costs and availability>’.
Although ultrasound lacks sensitivity for the diagno-
sis of early steatosis in advanced CKD patients, due
to increased renal cortical echogenicity in CKD,
overall, because of its low cost, safety and accessibil-
ity, ultrasound is the recommended imaging tech-
nique for screening for fatty liver in the clinical and
general population settings>%7.

CKD patients are likely to be receiving RAS
blockers, statins and some diabetics, metformin,
which are all treatments used in management in
NAFLD in the general population. Several scoring
systems have been developed to help in early diag-
nosis, and utilization of other biomarkers may have
arole in the future’®>7, Further evaluation of the
importance of NAFLD in the outcome of patients
with advanced CKD should include consideration of
concomitant treatments that might confound the re-
sults of studies.

In conclusion, it is obvious that NAFLD is a
strong and independent risk factor for cardiovascular
events in patients with advanced CKD, a group al-
ready at high cardiovascular risk. The presence of
NAFLD did not have an impact either on all-cause
mortality or CKD progression. However, prospective
studies with diagnostic techniques better suited to ad-
vanced CKD are needed to further evaluate the
replicability of the findings described. We recommend
the use of routine ultrasound screening for all higher
risk CKD patients for early identification of this hid-
den risk factor so that targeted interventions can be
planned to prevent future cardiovascular events.
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Diabetic Cardiovascular Autonomic Neuropathy (DCAN), the
most studied form of Diabetic Autonomic Neuropathy, is a fre-
quent and early complication of Diabetes, with a prevalence of
around 20% in unselected patients!.

The DCAN Subcommittee of Toronto Consensus Panel on Di-
abetic Neuropathy defines DCAN as an “impairment of cardiovas-
cular autonomic control in patients with established diabetes after
excluding other causes”?.

Clinical correlates of DCAN are age, diabetes duration, gly-
caemic control, diabetic sensorimotor polyneuropathy and the mi-
croangiopathic diabetic complications; emerging ones are cardio-
vascular risk factors —such as blood pressure (BP)- and cardiovas-
cular diseases®. Despite its prevalence, clinical and prognostic im-
pact, DCAN is widely under-diagnosed’.

The gold standard of diagnostic assessment of DCAN is cardiac
autonomic reflex tests (CARTs). They are based on heart rate,
blood pressure, and sudomotor responses and were discovered by
Ewing et al. in the 1970s>. CARTSs involve measuring autonomic re-
sponses through changes in heart rate (HR) variability and blood
pressure (BP). Sympathetic function is assessed by BP response to
postural changes, the Valsalva maneuver. Parasympathetic function
is assessed by HR response to deep breathing, changes in posture
(i.e., lying to standing), and the Valsalva maneuver®’. In the auto-
nomic reflex tests, the HR response to respiration is measured as the
expiration to inspiration (E:I) ratio, which measures beat to beat si-
nus arrhythmia (R-R variation) during paced deep expiration and
inspiration. Heart rate is measured via electrocardiogram with the
patient in the supine position and breathing at 6 breaths per minute
(bpm); a difference of >15 bpm is considered normal. Heart rate re-
sponse to standing is known as the 30:15 ratio and usually consists of
an initial increase and then decrease in HR”:8. In this test, the R-R
interval is measured at 15 beats and 30 beats after standing, with the
normal value > 1.03%79, Heart rate response to Valsalva involves an
initial increase in HR followed by an excessive decrease in HR, and
the normal ratio of longest to shortest R-R interval is >1.27:810,
Sympathetic function is assessed by noting changes in systolic BP in
the supine position and again after standing for 2 minutes, with nor-
mal being a fall of < 10 mm Hg”'0.
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The Toronto Consensus recommends that di-
agnosis of DCAN be based on the use of CARTs,
i.e., heart rate response to deep breathing, standing,
Valsalva maneuver, and BP response to standing,
and that more than one heart rate test and OH test
are required. Moreover, the performance of
CARTSs should be standardized, the influence of
confounding variables minimized, and age-related
normal ranges of heart rate tests strictly required!.

The DCAN Subcommittee of Toronto Consen-
sus Panel on Diabetic Neuropathy recommends that
patients with Type 2 Diabetes Mellitus (T2DM) be
screened for DCAN at the time of diagnosis and
those with Type 1 Diabetes Mellitus (T1DM) within
5 years of their diagnosis, especially in patients ex-
hibiting multiple risk factors, such as poor glycemic
control, smoking, hypertension, or dyslipidemia.
The Panel also recommends that screening be part
of a perioperative risk assessment in patients with
coronary artery disease”. Similarly, guidelines from
the American Diabetes Association (ADA) recom-
mend that diabetic patients displaying common
DCAN symptoms —such as lightheadedness, weak-
ness, palpitations, and syncope that occurs on stand-
ing —undergo further assessment to rule out causes
other than CAN, especially if they have microvascu-
lar and/or neuropathic complications or hypo-
glycemia unawareness>®°.

The role of intensive diabetes therapy in delay-
ing the development of DCAN in T1DM is con-
firmed, whereas only limited evidence exists for in-
tensive multifactorial intervention in T2DM. On the
other hand, symptomatic treatment of clinical cor-
relates of DCAN like Orthostatic Hypotension is
available and advisable!!.
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Diabetic peripheral vascular disease

Peripheral artery disease (PAD) is a common manifestation of ather-
osclerotic cardiovascular disease, estimated to affect approximately
more than 200 million people worldwide!. Regardless of the im-
provements of diagnostic tools and techniques, PAD is still a diffi-
cult disease for diagnosis, due to the fact that only 10% of patients
present with classic symptomatology and up to two-thirds of them
are asymptomatic. In case of late diagnosis, high degree of ischemia
leads to critical ischemia and ulcer which in turn leads to gangrene.
Diabetes, which is one of the major/ most common risk factors for
PAD, leads to increased glucose levels that cause microvascular and
macrovascular complications such as peripheral neuropathy and an-
giopathy?. This situation causes tissue damage and diabetic foot.
Characteristics of diabetic foot are infection, ulceration and destruc-
tion of deep tissue associated with neurological abnormalities and
various degrees of peripheral vascular disease on the lower limb.
When the damage is irreversible, the only solution is amputation. It
has been confirmed that 25% of patients with diabetes will face ul-
cers during their lifetime and one quarter of people with ulcers on
lower limb needs continuous hospitalization. These patients present
arterial lesions below the knee and below the ankle and their most
common problem is multilevel stenosis/occlusion of femoral,
popliteal, peroneal and tibial vessels. Ulcers on lower limb require
an expert medical team of different specialties including endocrinol-
ogist, dermatologist, orthopedic, plastic and vascular surgeon*. This
team evaluates the ulcer, looking for necrosis or gangrene, signs of
infection such as fever, redness, swelling or even metabolic instabil-
ity. They also examine if the ulcer has foul-smelling discharge, pos-
sible secretion or pain. A large percentage of diabetic ulcers become
infected and 20% of patients with infected lower limb injury will un-
dergo amputation.

In order to examine blood circulation, it is essential to identify
peripheral pulses in the arteries of the lower limb. If the hospital or
the medical center provides Doppler device, the medical staff meas-
ures the ankle — brachial Index (ABI) which is an indicator of blood
circulation of the lower limb>.

Open surgical arterial bypass and endovascular procedure are the
most common techniques of treatment in patients with foot ulcers.
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Open surgical arterial bypass is characterized by
several disadvantages. These include general anes-
thesia, surgical trauma, arterial clamping and de-
clamping, blood loss, infections, prolonged hospital-
ization and systematic complications. On the con-
trary, endovascular procedure reduces the complica-
tions of surgery, improves wound healing and mini-
mizes amputation rates as well as the risks of anes-
thesia since it is local. However, there are not suffi-
cient data to demonstrate whether endovascular or
open revascularization provides an advantageous ap-
proach in treatment of symptomatic peripheral arte-
rial disease. Current literature argues that endovas-
cular procedure has recently —in terms of quantity—
become the preferred method®.

Finally, it is essential to decide the immediate
revascularization of lower limb when it is appropri-
ate. The decision on whether, and when, to revascu-
larize in a patient with diabetic foot ulceration and
peripheral arterial diseases is complicated’. It is rec-
ommended an initial trial of non-operative manage-
ment for patient swith mild PAD (ABPI>0.6,
TcPO2>50 mmHg, toe pressure>55 mmHg), com-
prising optimization of risk factors (control of blood
pressure, hyperlipidemia, plaque stabilization with
statins, smoking cessation, glycemic control) of-
floading, debridement and treatment of infection.Re-
sponse should be monitored closely and revascular-
ization considered after 4-6 weeks, if there is no ev-
idence of woundhealing®. Further guidelines recom-
mend that revascularization (either endovascular or
surgical bypass) should be considered in a person
with diabetic foot ulceration with evidence of pe-
ripheral arterial disease of sufficient severity to ham-
per wound healing, unless that patientis deemed un-
suitable for intervention because of functional or
medical comorbidities, or when the foot is consid-
ered functionally unsalvageable®. It is also accept-
able that revascularization is appropriate if healing
does not occur despite optimum conservative man-
agement!?. Therefore, the combination of clinical
examination and careful interpretation of perfusion
along with consideration of the wound and infection
extent is required to select patients appropriately for
revascularization!!.

In conclusion, early endovascular revasculariza-
tion and local surgical treatment contributes in limit-
ing amputation levels'2.
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In the past, several anti-diabetic agents under development or al-
ready approved, including Muraglitazar, a dual peroxisome prolif-
erator-activated receptor (PPAR) agonist and Rosiglitazone (a Thi-
azilidinedione) gave rise to valid concerns about adverse cardiovas-
cular events, further enhanced by the results of the ACCORD
Study in 2008.

In response to the above in July 2008, the FDA’s Endocrinol-
ogy and Metabolism Advisory Committee issued new industry
guidelines on the assessment of cardiovascular risk of anti-diabetic
agents before and after market placement. These guidelines have
led to radical changes in the evaluation process for all new anti-di-
abetic drugs being evaluated and /or already on the market. These
guidelines have led to double of the number of clinical trials of car-
diovascular outcomes and a six-fold increase in the median number
of patients participating in cardiovascular trials, in the first 36
months.

Epidemiological evidence suggests a close relationship be-
tween plasma glucose levels, morbidity and mortality in Type 2 Di-
abetes (T2D). Although many trials have shown significant benefits
to micro-vascular outcomes from lowering glucose levels, no consis-
tent data on the effects on macro-vascular events were evident.

A meta-analysis of the UKPDS, PROactive, ADVANCE,
VADT and ACCORD studies demonstrated cardiovascular benefits
from intensive glucose-lowering therapy. After approximately 5 years
of treatment, a 0.9% decrease in HbAlc resulted in a significant re-
duction in non-fatal myocardial infarction and coronary heart disease
and a non-significant reduction in stroke. There was no benefit in
mortality reduction from all causes. Indeed, the ACCORD trial was
discontinued early after 3.5 years, due to high mortality rates among
participants with a HbAlc <6.0% primary target.

Therefore there is still a need for a safe and effective antidia-
betic treatment that offers both glycemic control and macro-vascu-
lar benefits in T2D patients. This is a more moderate effect than the
number of events prevented for each of 4 mmHg drop in blood
pressure or for any decrease in LDL cholesterol. This demonstrates
the importance of a multi-intervention approach in the treatment
of T2D patients to reduce cardiovascular risk.
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With regards to Metformin and CV outcomes
related to its prescription, the UKPDS study (1998)
provides evidence for the beneficial CV effects of
metformin. In the UKPDS 34 study, the metformin
group had a 39% lower risk of myocardial infarction
(MI) than the conventional treatment group (p =
0.01). The significant reduction in MI risk endured
for over 10 years. Metformin added to Sulphony-
lurea (SU) vs SU alone, was associated with in-
creased risk of diabetes-related death (RR of 1.96,
p = 0.039) and all-cause mortality (RR of 1.60 p =
0.041). In the UKPDS 34 study, overweight patients
treated with metformin had reduced risk for any di-
abetes-related endpoint, diabetes-related death and
all-cause mortality.

The PROactive study demonstrated that piogli-
tazone was not significantly superior to placebo for
the primary endpoint, which was the composite of all-
cause mortality, non-fatal MI (including silent MI),
stroke, acute coronary syndrome (ACS), endovascu-
lar or surgical intervention in the coronary or leg ar-
teries, and amputation above the ankle. However, pi-
oglitazone was significantly superior to placebo for
the secondary endpoint key, which was the composite
of all-cause mortality, non-fatal MI and stroke.

Studies on ddp4 inhibitors (TECOS, EXAM-
INE, SAVOR-TIMI, CAROLINA, CARMELINA)
demonstrated cardiovascular safety but not superior-
ity, and in the case of saxagliptin (SAVOR-TIMI) in-
creased risk of hospitalization for heart failure.

The most significant results were seen in the
Sodium-glucose co-transporter-2 (SGLT?2) inhibitors
category, where studies (EMPAREG, CAMVAS,
DECLARE-TIMI) showed not only safety but in
many drugs, significant benefits for cardiovascular,
renal symptoms and heart failure symptom manage-
ment opening new paths of scientific enquiry.

Glucagon-like peptide 1 (GLP-1) receptor ag-
onists Liraglutide, Semaglutide and Dulaglutide
(LEADER, SUSTAIN, REWIND) studies showed
significant benefits in reducing CV and renal events
while other studies for drugs in same category
demonstrated their safety (ELIXA, EXCEL). New-
er insulins have also proven safe for any GLP-1 mol-
ecules that have been studied (DEVOTE).

In direct contrast to the CV related anti-diabet-
ic studies, obesity related research has not shown
the same progress. Many anti-obesity agents were
withdrawn and those that are still available come
with important safety warnings. With the possible
exception of Liraglutide (approved for medical use
in Europe in 2009 and in the United States in 2010)
there is not much to say about cardiovascular safety
for this category of agents.

In conclusion, for T2D, following the guide-
lines for cardiovascular safety studies, anti-diabetic
agents are safe and in many cases with significant
benefits for other comorbidities, while for obesity
we cannot say the same as the agents currently on
market do not inspire that level of safety.
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Diabetic neuropathy has been defined as a set of clinical and sub-
clinical syndromes that affect distinct regions of the nervous system,
with differing clinical courses, singly or combined and possibly dif-
fering underlying aetiopathogenetic mechanisms. Each is character-
ized by generalized or focal damage to peripheral somatic or auto-
nomic nerve fibers resulting from diabetes mellitus. The syndromes
may be grouped under two general headings: generalized and focal
neuropathies. The generalized neuropathies, i.e., distal symmetrical
sensorimotor polyneuropathy (DPN) and diabetic autonomic neu-
ropathy (DAN) are common, usually chronic, frequently coexist and
often progressive. The focal neuropathies are less common, usually
acute in onset, and often self-limited.

Generalized Diabetic Neuropathy is the most common, under-
diagnosed and poorly treated microvascular complication of dia-
betes mellitus. Diabetic neuropathy is a major factor in the im-
paired wound healing, erectile dysfunction, and cardiovascular dys-
function. More than half of all individuals with diabetes eventually
develop neuropathy with a lifetime risk of one or more lower ex-
tremity amputations estimated in some populations to be up to
15%. Disease progression in neuropathy was traditionally clinically
characterized by the development of vascular abnormalities, such as
capillary basement membrane thickening and endothelial hyperpla-
sia with subsequent diminishment in oxygen tension and hypoxia.

Hyperglycemia clearly plays a key role in the development and
progression of diabetic neuropathy as well as the other microvascu-
lar complications of diabetes. Excess intracellular glucose is
processed by increased flux through one or more glucose metabo-
lism pathways, and prolonged hyperglycemia can lead to increased
oxidative and nitrosative stress, defective neurotropism, and au-
toimmune-mediated nerve destruction which could result to cellular
damage in several ways. Cells within tissues that are prone to dia-
betic complications, such as endothelial cells, are not able to mod-
ulate glucose transport rates to prevent excessive accumulation of
glucose in intracellular space. Another consequence of excess intra-
cellular and extracellular glucose is the generation of advanced gly-
cation end products (AGEs), via attachment of reactive carbohy-
drate groups to proteins, lipids, or nucleic acids. The main mecha-
nisms behind the tissue damage caused by AGEs are intracellular
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glycation, cross-link formation, and interaction with
RAGE:s. These groups tend to impair the biological
function of proteins, thus affecting cellular function.

Cardiovascular Autonomic Neuropathy (CAN)
has been linked to resting tachycardia, postural hy-
potension, exercise intolerance, reduced heart rate
variability, enhanced intraoperative or perioperative
cardiovascular liability, increased incidence of
asymptomatic ischemia, silent MI, and decreased
rate of survival after myocardial infarction. Resting
tachycardia and a fixed heart rate are characteristic
late findings in diabetic patients with vagal impair-
ment, whereas abnormalities in heart-rate variabili-
ty (HRV) are early findings of CAN. The prognos-
tic value of resting heart rate is a useful tool for car-
diovascular risk stratification and as a therapeutic
target in high-risk patients.

In particular exercise intolerance due to CAN
is a major problem, because of lifestyle guidelines,
which recommend programs of exercise. Diabetic
patients who are likely to have CAN should be test-
ed for cardiac stress before undertaking an exercise
program. Patients with CAN need to rely on their
perceived exertion, not heart rate, because a
“locked” heart rate and Left Ventricular dysfunc-
tion could co-exist, in order to avoid hazardous lev-
els of intensity of exercise. Moreover in our studies
we showed that CAN associated significantly with
Left Ventricular Dysfunction. Cardiovascular dia-
betic autonomic neuropathy is a complication relat-
ed to poorly controlled diabetes and includes abnor-

malities in heart rate control, vascular hemodynam-
ics, and cardiac structure and function. Periopera-
tive cardiovascular morbidity and mortality are in-
creased 2- to 3-fold in patients with diabetes and
preoperative cardiovascular autonomic screening of
diabetic patient may help anesthesiologists identify
those at greater risk of intraoperative complications.

Orthostatic hypotension is defined as a de-
crease in blood pressure (ie, >20 mmHg for systolic
or >10 mmHg for diastolic) in response to postural
change, from supine to standing. In patients with di-
abetes, orthostatic hypotension is usually a result of
damage to the efferent sympathetic vasomotor
fibers, particularly in the splanchnic vasculature.

Patients may present with light-headedness and
presyncopal symptoms, or may remain asympto-
matic despite significant drops in blood pressure.
Orthostatic symptoms can also be misjudged as hy-
poglycemia and can be aggravated by several drugs,
including vasodilators, diuretics, phenothiazines,
and particularly TCAs and insulin.

Symptoms usually occur with advanced disease,
and screening of diabetic patients for CAN is essen-
tial. The Cardiovascular Autonomic Reflex Tests
(CARTs) are the gold standard. Restoration of au-
tonomic balance is possible and has been shown
with strict glycolic control, therapeutic lifestyle
changes, increased physical activity, and diabetes
treatment (ACE inhibitors, b-adrenergic blockers
and potent antioxidants, such as a-lipoic acid).
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The Hellenic Association for the Study and Education of Diabetes Mellitus is organizing:
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Hotel “Makedonia Palace”

For more information: www.hasd.gr
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