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(CIs) of 1-year

reversion among participants who had the
metabolic syndrome (MetS) at

baseline (top) and incidence among participants
who did not have MetS at

baseline (bottom) in the 2 Mediterranean diet
(MedDiet) groups compared

with the control diet group. The logistic regression
model was adjusted for

sex, age, baseline obesity status, and weight
changes. VOO indicates virgin olive oil.

Tpon By nptbab mbaon by aypwn w0 Y WK PRIOPR Nwini

TI°D 107 TP 71D Tl Mt T Oy I DR DA Ty ToRS
P OTIWOR DINM 9073 MWINM T AYEWS .2 H0n N0 mnnonte
I NPPT MNDNN2 W RN *2¥3 D737 T DX Y DN yaw
LTI DOPIRID , DIRIR DRI MysnRa D70y TOI0rR?
MRNBNR W PRI 25W3 720 Wn P KA PR0PR Sw 1 MR
mpyoab Mz a0 9030 Mnneni 218° Ty PRorRe NN

‘Optimal diet’ for the metabolic syndrome.
Provided that

saturated fat is reduced and most of the
carbohydrate-rich foods

have a high fibre content or a low GI, some
flexibility might be allowed

in the amount of fat and carbohydrate, e.g.
exchanging about 10%

energy between monounsaturated fat and
carbohydrate-rich foods with high GI.
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HbA,, 7% Without Hypoglycemia (Composite
Endpoint) in Two Treat-to-Target Studies

_—-' EriLiE
-

R e

p=10m

Parcmbagne = patin s
achidng HER L 0%

Parcmbagm c'Fadmbs

H popiyoeTea derrubcer Sleoods el
8 el TE kil o e T

0005 Drawn TRpttaD T VIR Spwna a7y ,Mipvn masnn
DPROPRT 1TV VWD 1PonM SPIrE Mpunw Pan® ooarn oTEn M
Ry arisanlairainniaiialesvratl

PWaM M DWW HYER MR L, PIOrRa Prnn aubnnn nbap oy
PRIOPR NOONT . Opwna MRy RPN NYean TN 2270 PR 1WERW
79, PW *399 (Detemir IX Glargine) MIW-T1X X (NPH) mp-"1mma
2103 Snnnd A avwen T NI LD TRpRmeT pwn?
MM 0.2 X7 NPANAT PPRR L0NNT 12 TRMbbm MDw Tene v
-TYPw 55 M YIIR Y 0Nwa et Yw R nveans a7ph
0% Yyap1 TN W .02 TIPI9A DW IRTR TN DARRD Y 0 avax
nnEn PN ATHA .57 T/37) 130-80 27,7730 93 YW 0rwORA 09780
LDPTINR TIWYA PPNT DR RED v, one

Sym PV RIMI TIDI0NT PPN DX D83 907 T DA InRD
TRTRY AMIRD T3P NPIX PO MMIK %309 910 37y p1Tab v, Tvn
, T8 IR 730D AR KO 99907 N0 OX L eNTR) T mat b
Basal-71 DYPW DRI T TRW . (PN MRS AML 3P PIOPR NNk v
T HY SPOIWPR P07 AT w03 KD PV HbAlc TV DX .plus-
AWNT KD PV OR LW AR MIMARA 900D mv-1zp PRI0PK noo
9207 Y DA Y MMARD PRI0rRT P N Mawh w0 HbA1c-1 Y
160- MND M¥I A1 - Post-prandial glucose - 93X IR D»NYW
T AW A2 AWY” Basal-bolus-? Basal-plus-n 72ynn .57/37n
.72006-2 DOMOW 2 'O1 D°WINI NH3ION

DR X207 PPHT MK X ODI0T PRODRA TR LT mowaw T v
W LT PP WRID AN DI PRI YR RN YD 9307 W
9% M9 PR LUK 7,000-7 NP P2 Y¥AW ,ATLANTUS-7
,TIPROM T NRD AR R PRIOPRT 100 WD M2n0 My
TR Y DAWR YW DR DOwR LRI T By i panon newh
YITR 00N MW KDY ,01%2 9970 Hw M Tovon patann bw
ST PRpYonDIn

X9 Myw 24 Ty DOYIDT MDD COTIR DONPIRD WYY Mty W
MY 5y 7An0n2 NPH Dosts mip-mwa poiors nows “oopn”
Detemir-2 WWIW IXIW **Treat ToTarget Studies-iT NANTI NPIYP
oy 7IPRT Y0 DWIR I90m IR X°27 ,NPH-D AXMWwR2 ,Glargine-2
090 9y, PR PR YIPRI TINR 50 YW TN

ORI NS WK DIOM PRIOrR Sw oropm bw owan v

JPIMWR VI (@TNR 8.4 DYID2 W) DINR Ywn-manw b
DIIPOTTTIR DYIPRY 112°02 ANNADT DY DYasn DUNWKT DOREHN
WPARa L PTOILPR YD W 12-1 MAD DY N0 Jwn oy om
W ANRY Db onw Wys R D00 nonn Jwn ,ACCORD-T
IPOM M AWIN PPOIVPRT PRI ,ACCORD-2 ,79 72 .ADVANCE-2
.ADVANCE-7 nmy»

5y MPPONTTIR P90 MDA A Wwb weR 9Pond R mmayn
5% DY DR 2w WY .ennn 92nmna nPomne oIpin TP0IPR PR T
MY NP0 AT PIDR ,myRwn ppoWIPD TN mnnoni
DR PWAY M3 0 PR 1 Jon Lopwna avhyt mnphnn wITrRn
WHKT 739 TP LAY PWER MW 0T TRT TI0N PR
omnn onma

2719'Un 210 IR [1INTNA ,D*R3INA AR 2*NON AN
TIPS O3 2T PPRT DY 0PN TN P OXT TORWR NoXW:
X7 2 1D 10 7AW RN PIRA AT INTYIAY MI5°0R N0 X DOREIN
MTRnn TR 0T Y 2nom A% Yavn Jennm o Thnn
IPIIR AIRG N DTPIWIW L0 DX ,MBY LT TIRD KT KD TipEna
.P0rR2 21970 NpoInk PRI 19100 YN

D157V DI TINR 50-7 0P XX ,UKPDS-1 Ipnn 0won 0w wnn
0PI w3 5% .0PMID DPWaD Oy 12Ww3 X 727 PRIorR P9
TP MW By NITYRN MTaYR AYan N9910a Mpvva PR Yw
STMINRT MW 709N ATAYa LT DT TR 0T DY X% KD
,TARWMA P2I0PR2 219005 PRI 12y AwIn N0 oY 0070 382
IX (Multiple Daily Injections) MDI 1230PR Pw ov> mip™r 90on
"SI0 T DA INRD OOYIY PRI PWAD 770N TmD Mo
60-D .72 X*12 01 [IR2 21902 197w oo Mot popIn
TIRWI , D71 15701 Yoapnn TR 27-0 NmYY , PRI0rKA *Hoinn TR
DD PRIOPR HW TP 1Pwa npom 12N LW oA ovhia
WY 0vp D Do 70N TMD PWIN S npownw ITawnn nyan
LR Dw? L7253 TI0R 1.5-0.5-2 799907 Paannn R owh
57 IYon LD HbAlc-11 5@ a5 X302 "Wy PR0rKa vmwn
snbnnn 7w

PYRP W ooyp nI9I0D UK TTERT Dw 0T I mp
AR 235 12815 ORDA2 YR AT 7Y 0N PanT Y WK Ty
LRI 710 > By PWAR w0 OIYR DR .M 720 93 S v n
OWT? WYL, KD T TR WK 2503 PRmsbn IR My
.1 D°WN2 031073 3w P 11N

1"71101°N2 7190
yanwn vavn mabma 2 019 Mo Sw rabveronon man pon
AT LW P ORI PIWRT TPER ADTIND AW PN KT P0PRY
nooIN NAR |, PPI0PRD PaTIDn NEONW ORI SRS moennw
MR XY 0183 92107 N7 DX SMYRYR 19X N0, PRI0rRY 19390
D0 Mapya Ppwma YR X MR DMK 0.4-1 HbAlc-T DX
TIPRD WY e PRIOPRT M 9on XY A7p movbwaa phiorxa
DPOMIPR D0 Anpk 119702 TP ANDEI , [0 L oYY M 20-02
077 O3 D°2mIN 79K DOREMN L2pYR MIw YIIR Toma 1K 39 Sw ywa

.2 012D 910 VPN O Y MDD PRIOrR Y w3
v PR 25wa 72 019°0 DD AINA PRorRa v Y nnnb 9w
PR nbnnnk Sowvnn XY By ann S panan by aanne
TIANAY IWRIN P10 Sw PPwros PrR2 7D NPnnm W N
W XTI LTWR 700 SW AnaXuonm mprm Inen Xyl .anbnn bw

16



20108 7190 71 .2 D'WAN

Start with bedtime imtermediate-acting insulin
of bedtime or moming long-acting insulin: can
initiate with 10 units or 0.2 units per kg

i A

Cheek fasting glucoss (fingerstick) usually daily and
increase dose, typically by 2 umts every 3 days until fasting levels
are in target range { TO- 130 mg'dl
can increase dose in larger increments, €.g. by 4 units every 3
days, if fasting glucose = 180 mg/dl =10 mmol/1)

or 3,85%-7.22 mmaolfl);

d-—""-x-
‘_.-—"'-_—-Ff *
If hypoglycemia | AIC 2T% after 2-3 monthsT |
orceurs, or fasting R —
glucose level <70 mg/dl w ™ Yes - -
(3.8 mmol T, reduce No /r \\\ If fasting by in target range
bedtime dose by =4 A (T0-130 mgldl or 3.89-7.22
it e “-,,c iFdoss mmoll), check bg pre-
S0 ot lunch, -dinner, and -bed;
depending on bg results,
add second injection; can
usually begin with ~4 units
and adjust by 2 units every
/ 3 days until bg in range
|
Continue /
regimen; Pre-lunch bg //
check A1C oul of rangze: - 5
cvery 3 months add rapid- Prl.;—tll;lﬂt'l’ bg P;T.‘-ch hg
o T out of range: ot of range:
— acting insulin ot :
ot add NPH insulin atl arld rapid-
1‘“&“_& at breakfast

T

hreakfast’ or rapid acting insulin
N\ S acting at lunch at dinner

-

AlIC =T%
afier 3
Yes

r

Recheck pre-meal be levels and if
out of range, may need to add
another injection; it A1C continues
{0 be out of range, check 2-h
postprandial levels and adjust
preprandial rapid-acting insnlin
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Tier 1. Well-validated core therapies

Lifestyle + Metformin

At diagnosis:

+
Basal insulin

Lifestyle

+ Lifestyle + Metformin

Metformin +
Sulfonylurea®

STEP 1 STEP 2

Lifestyle + Metformin
+

Intensive insulin

Tier 2. Less Well:validated core therapies

+
Pioglitazone
No hypoglycaemia
Oedema/CHF
Bone loss

Lifestyle + Metformin

+
GLP-1 agonist®
No hypoglycaemia
Weight loss
Nausea/vomiting

Sw om0 T VI RD PV T TIRY Pw LpRRAY mwan
Rraleher

IP3 DOPVIPTRA DR PR X7 OOW AwAR OvAb 1o 0Kt 9o prnb
(PRMBLA) PWKT P2 DWW N0 TN W PP, PRI0NKT By 1w
Y0 (PTIMK N AR N0 Oy PambLn Yw 1PW) 1w P2 X
2 vh X1b ARRYw e naawnh mruan Mok R L0 Danwnn
20 PPRS D% DOR DN RPN IR LPRIOPR 10n Nya
o9 ARIRDNDPI0D DPYIPPR NHPINA O3 OPpT 73T PPN oy
.InD maya

IR IR TR 2pyn 590 72,0078 PR DPUIRrR2 M0 noon
0T 92T DX V92 ,7I0PKI MDD NHDINI WRAnnw 53 0T 10
AR IR 7157 T PPUIPPRL PIDW DEIYR NI, oI LANK AP
.PorRa S1p0wh ppr k5w Tab P

T'D NUTA 71NN 1" 0790 TR ,MND107 AT 2000 ,71 INN°R ‘919
w0
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Lifestyle + Metformin

Lifestyle + Metformin
+
Pioglitazone

+
Sulfonylurea?

Lifestyle + Metformin

+
Basal Insulin
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TN WIDMAR P YRR SW Yav N o7 (GIP, GLP-1) DUUIprKi
NWIBR T PYIOPR NWIDR Y 1o Aypwn DoruIprRy (oo
TYDWM PYIOPNT WMION KA KD NPA DY A20R OYDWR TR
Y2WR DWInn fnaTe omn

072 1m7 DRDYI DXT OY T IR NI2107 3813 NYAsl X2 GLP-1 nwAon
TR 7207 OPYALA DR DIOWR IPITE YA X ,ONRR 1 T By
Tom ARYINDY 7PR NIPING DYRY yw nwannd noa nipnn
Spwma nrrh

b R 190 Ty B T repttmeea Moo 037 M GLP1-S
PP0PRY IRTIRDNEI0 M0 mnpthmpe Mt meTna Dol
OY O WK 237 593 Spwna AT O3 X DUARIPRID DUl
71T 5y AW LR RN TIPDN Y vavn uppRk v bk momn LHpwma
I 592 7772 nmne My on R MmN bw jrnmion Lo bw
,GLP-1-2 mno>1, 073 92107 N1 nTIn 5y 0D Jop LPEXY PO Yw
MOTINA T2 Lo AN LT IR 7 PIovva oopaTa oobnn oouvn
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with type 2 diabetes. N Engl J Med 2009. 360:129-139.

5. Currie CJ, Peters J, Tynan A, Evans M, Heine R, Bracco O, Zagar T, Poole C. Survical
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Lancet 2010;375: 481-489.

6. Weng J, Li Y, Xu W et al. Effect of intensive insulin therapy on beta cell function and
glycaemic control in patients with newly diagnosed type 2 diabetes: a multicentre
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Drugs

o Vasodilators

o Nitrates

» Adrenoceptor blockers (especially -adrenoceptor
blockers)

« Dopamine receptor agonists

« Sympatholytics

 Drugs for erectile dysfunction (eg, sildenafil)

« Chemotherapeutic agents (eg, vincristine)

« Phenothiazines

o Diuretics

« Monoamine oxidase inhibitors

« Narcotics/tranquilizers/sedatives

o Tricyclic antidepressants

Secondary nonneurogenic causes
 Hypovolemia

o Dehydration

o Chronic blood loss

o Adrenal insufficiency

 Diabetes insipidus

o Diarrhea

o Salt-losing nephropathy

 Chronic vomiting

« Cardiac pump failure

o Bradycardia or heart block

o Aortic stenosis

o Tachyarrhythmia

» Myocardial infarction

» Myocarditis/pericarditis

« Venous pooling

« Prolonged recumbency or standing
o Postprandial dilation of splanchnic vessel beds
o Fever

o Heat exposure

o Severe varicosities

Secondary neurogenic causes
o Peripheral neuropathies

o Diabetes mellitus

o Alcoholic polyneuropathy

o Amyloidosis

« HIV/AIDS

o Paraneoplastic

« Renal failure/posthemodialysis
« Vitamin B12 or folate deficiency
o Spinal cord problems

o Spinal cord injury
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o Syringomyelia

o Transverse myelitis
o Tumors

o Tabes dorsalis

Brain stem lesions/syringobulbia
 Cerebrovascular accidents
 Multiple sclerosis

Primary neurogenic causes

« Sympathetic noradrenergic denervation

«PD

o PAF

o Lewy body dementia

« Familial dysautonomia (incomplete development of
sympathetic noradrenergic innervation)

« Intact sympathetic noradrenergic innervation

o MSA, in most cases

« Dopamine -hydroxylase deficiency (intact
innervation but norepinephrine deficiency)

« Autoimmune ganglionopathy (rare; probably intact
sympathetic noradrenergic innervation)
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