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Update on Diabetes - 2010

* Diabetes epidemiology
* ACCORD glycemia: further understanding of
outcome
e Hypoglycemia effect

 Different Aic-outcome relationship of standard vs.
intensive arms

e Microvascular effects
* ACCORD lipids and blood pressure

* Understanding Aic use for diagnosis and for
treatment

* Type 1 diabetes treatment: The STAR-3 trial



Diabetes prevalence: Spain
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Diabetes prevalence: US (percent)
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Diabetes prevalence: world(/10°)
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Update on Diabetes - 2010

* ACCORD glycemia: further understanding of
outcome

e Hypoglycemia effect

 Different Aic-outcome relationship of standard vs.
intensive arms

e Microvascular effects
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- Action to Control Cardiovascular
Risk in Diabetes (ACCORD):
Severe Hypoglycemia

® Annual rates: intensive 3.3% vs. standard 1.1%.

* Interaction of hypoglycemia with treatment:

* 0,546 persons without severe hypoglycemia
- Mortality risk 24% T in intensive treatment group
e 705 persons with >1 severe hypoglycemia

» Mortality ~3-fold greater than among those not experiencing
hypoglycemia
- Mortality risk 60% V in intensive treatment group

Bloomgarden Z. Diabetes Care. 2008 Sep;31(9):1913-9.
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ACCORD: severe hypoglycemia
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oglycemia vs.
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metaregression analysis

Mortality |Severe
Odds hypoglycemia, % 1
Ratio in intervention
groups

Proactive, || 9.08to |0-2-0.87%
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"ACCORD: mortality

CVD death

V procedure
Arrhythmia
Stroke
Other CVD

ACCORD Study Group. N Engl J Med. 2008;358:2545-2559.
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ACCORD: r}mortalit vs. on-tria

Higher mortality on
standard treatment with
Aic >8% or <7%

Higher mortality on

intensive treatment with:

v'Lesser 1-year Aic |

v"Worse mean Aic

ive to Standard at A1c of 6%
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Diabetes Care 2010 ;33:983-990



" ACCCO RD microva

——

—

scular outcomes

Accord microvascular. Lancet 2010;376:419

(Attransitiun to standard therapy (February, 2008]" End of study (June, 2009)
m.ieqlfcaemiamntml Standardqlfcaernia:;tml pvalue  Intensive glycaemia control  Standard glycaemia contral  palue

Intensive glycaemia control ~ Standard glycaemia control  pvalue

y Median (IQR) n Median (IQR)
HbA., concentration (%) 4517 6-3% (5:9-7.0%) 4577  7-6%(7.0-82%)  <0.0001
Fasting serum glucose 4232 G-88 (4.94-7.33) 4292 8-16 (6-66-9.93) <=0.0001
Systolic blood pressure (mmHg) 4524 127 (116-138) 4583 128(116-139) 00144
Diastolic blood pressure (mm Hg) 4524 67 (60-74) 4583 08 (61-75) 0-0003
HDL cholesterol in women 1634 1.22 (1.04-1.45) 1633 1-19 (1.01-1.40) 0.0050
HDL cholesterel in men 2610 1.01(0-85-1.22) 2682  0.98(083-117)  0.0014
Triglycerides 4245 1.43 (1-01-2.10) 4316 159 (111-2:36)  <0.0001
Body-mass index (kg/m?) 3768 33(29-37) 3789 32 (28-36) <0.0001
Serum creatinine (pmal/L) 4395  87.5(73.4-107-0) 4466  875(72.5-107-.0)  0.9612
‘ Urine albumin:creatinine ratio 4297 1-19 (0-64-3-42) 4380 1-36 (0-7-4-47) <0.0001

|mgimmal)
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Intensive Standard
Eventsin . Ewantsin k.
First composite 443/5107 &7 444/5108 B-7 —1—
Second composite 1891/8107 312 1669/5108 3285 -
Meph-1: incident micraalbuminuria ? 3949/3204 125 494/3232 153 ——
Meph-2: incidant macroalbuminuria 138/4334 32 199/4361 46 O
Meph-3: ESRED §11/80885 21 112/5108 2-2 O
Meph-4: doubling of SCror =20 U eGFR decrease  2701/5035 5§36 2627/5034 52-2 @
Meph-5: anyof Neph-2, Neph-3, or Maph-4 2TER/5107 E4-6  27BO/SLO8 E4-O -
Eye-1: photocoagulation or vitrectomy 3s4BE6 72 4714910 1 —_—
Eye-2: cataract sungery 447/4B86 91 496/4910 101 —
Eye-3- three-lime worsened visual acuity g11/5085 179 S51/5085 18-7 -
Eye-4: severa loss of vision® 268/4651 E.5 273/4689 5B ——
Meuro-1: newropathy {MMNSI score =2-0) 1XF7I2815 454 1338/3791 479 .
Meuro-2: loss of vibratory sensation 786/42059 182 BOE/4209 141 —
Meuro-3: loss of ankle jerk 122E/3298 371 1270/328E 3B-9 —ad
Meuro-4: loss of sensation to light touch l/ 4244877 93 4814564 105 ——
| T 1
o-50 075 100 1-33
Accord microvascular. Lancet 2010;376:419 shigie ftr
intensive control standard



“Glycemic grou ps:Estud end

Accord microvascular. Lancet 2010;376:419

Intensive Standard

Ewventsin %t Events/n S
First composite 556/5119 109 EB&/511E 11§
Second composite 1956/5119 3B8-2 2046/5118 400
Meph-1: incigdent microzalbuminuria F20/3250 222 B28/3273 253
Meph-2: incident macrcalbuminuria 2684/4397 60 3624424 82 —_—
Meph-3: ESRD 138/5119 27  151/5115 30
Meph-4: doubling of 5Cror 20 U eGFR decrease 2956/5041 E&B-6  2943/5035 G8-S
Meph-&: any of Meph-2, Neph-3, or Neph-4 3077/5119 601 3107/5115 607
Eye-1: photocoagulation or vidrectomy 440/49185 4-d 456/4933 g-2
Eye-2: cataract surgery \/‘ 6956/4915 142 775/4933 1E7
Eya-3: three-line worsened visuzl acuity 1417/808s  27-B 1B810/S0BE 297
Eye-4: severe loss of vision® 384/474B B 8L/ 4774 1
Meuro-1: neuropathy [(MMSI score 52.0) 1573/28285 556 1640/2797 G886
Meuro-2: loss of vibratory sen gB1/4227 232 1080/4217 249
Meuro-3: loss of ankle jerk 1E14/3312 457  1612/3271 493
Meuro-4: loss of sensation to light touch §54/45888 121 B45/4873 141

Favours
intensive control
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Macroalbuminuria vs. glycemia
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Accord microvascular. Lancet 2010;376:419



~ Cataract surge ryVS- gly mia
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Update on Diabetes - 2010

* ACCORD glycemia: further understanding of
outcome

e Hypoglycemia effect

 Different Aic-outcome relationship of standard vs.
intensive arms

e Microvascular effect



Update on Diabetes - 2010

» ACCORD lipids



" Association Between Small,
Dense LDL and Insulin Resistance
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Reaven GM et al. ] Clin Invest. 1993;92:141-146.




LDL-Cholesterol underestimates the number of LDL
particles when levels of small LDL are increased

Cholesterol
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Helsinki Heart Study Effect of Gemfibrozil on

Coronary Events at 5 Years

Diabetic Patients Nondiabetic Patients
12
10.7
: 10
Patients S
With 8 68%0 -
a Major RISk S
J §) Reduction Risk
Coronary Reduction
4.1
Event 4 3.4 27
% .
(%) ;
0
Placebo Gemfibroazil Placebo Gemfibroazil
n=135 P < .2 n=3946, P < .02

Frick HM et al, N Engl J Med 1987.
Koskinen P et al, Diabetes Care 1992
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SENDCAP Study Effect of Bezafibrate on Coronary

Events at 5 Years

Diabetic Patients

22 22.6
20
Patients GFZ%)
2 IS
With a 15 Reduction
Documented
M1 or Ischemia 10 25
(%) '
5
0
Placebo Bezafibrate
n=164, P < .01

Elkeles RS et al, Diabetes Care 1998.



0.4 -
0.35
0.3
0.25
0.2
0.15
0.1
0.05

—

" Gemfibrozil : CV Death, Nonfatal MI, and Stroke

RN R IR

0

® Diabetic

B Nondiabetic

=

24% { (8% absolute)

Placebo

Gemfibroazil

24% | (5%
absolute)

VAHIT Study, Rubins et al, N Engl J Med 1999;341:410-8




“ Fenofibrate Intervention and
in Diabetes (FIELD)
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5 withdrew consent
10 lost to follow-up

——

h 4

Status at close-out visit
- - - - 9 4885 mortality status confirmed
4856 primary outcome status co

100
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Lancet 2005; 366: 1849-61
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“Fenofibrate Intervention and Event Lowering
in Diabetes (FIELD)

15— CHD events (nonsfatal 8l plus CHD death))

15— Plonsfatal 84 and CHD death
— Placebhc “hlon=Faral M-
= — Ferafibrate HR 4.76 (95% £ 0.62-0-94). p=0-010
S 10— 10—
|
= HCHD death:
] HR 1.19 {95% O] &-53=1.57}, p=0-22
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[ 5= }
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Fenofibrate Intervention and Event Lowering
in Diabetes (FIELD)

* Reduction in non-fatal MI, TCV mortality

® Reduction in total CVD, revascularization
¢ Effects on CVD after adjusting for concomitant statins

e CHD events | 19%: p = 0.01
e Total CVD events | 15%: p = 0.004
* Risk reduction associated with starting statins
e CHD: | 49% (p<0.001)
e CVD: | 26% (p= 0.004)

Lancet 2005; 366: 1849-61



Fenofibrate Intervention and Event Lowering
in Diabetes (FIELD): renal and eye effects

* 2-6% more patients albuminuria regression or not
progressing
* 1.6% fewer patients required laser photocoagulation

* Subset analysis: low HDL group greater benetfit,
particularly with high triglyceride

Lancet 2005; 366: 1849-61, Diabetes Care 2009;32:493-498



"~ Fenofibrate Intervention and Event Lowering
in Diabetes (FIELD)
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Keech et al. Lancet 2007; 370: 1687-97



ORD Randomization: ;
blood pressure, lipids

Blood pressuretrial  Lipid trial (all on simvastatin 20 mg)
SBP<120 SBP<140  Fenofibrate  Placebo
. . 160 mg
Glycaemia trial mmHg  mm Hg
2362 2371 2765 2753
| |
4733 5518 10251

Accord microvascular. Lancet 2010;376:419



A Total Cholesteral

ORD Lipid Tria
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ACCORD Lipid: CVD outcomes

Subgroup Fenofibrate Placebo Hazard Ratio (95% Cl)
% of events (no. in group)
Overall 10.52 (2765) 11.26 (2753) —
HDL cholesterol
<34 mg/d| 12.24 (964) 15.56 (906) ——
35-40 mg/d| 10.12 (360) 9.47 (866) —
=41 mg/d| 9.08 (925) 8.99 (968) =
Triglycerides
<128 mg/d| 9.88 (891) 11.29 (939) —a—
129-203 mg/d| 10.50 (924) 9.86 (913)
=204 mg/d| 11.13 (934) 12.84 (388) —a—
Triglyceride-HDL cholesteral
/ﬁ“ﬂ"ﬁw - | )
Triglyceride =204 mg/dl and 12,37 (485) 17.32 (456) —-
HDL <34 mg/dl _— |
Al others 10.11 (2264) 10.11 (2284) —!—

P Value for
Interaction

0.24

0.64

0.06

N Engl ] Med 2010
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ACCORD Study Group. N Engl ] Med. 2010;363:233-4



Update on Diabetes - 2010

* ACCORD blood pressure



wering on
Complicatign Risk

Diabetes- Diabetes-

Related Related Renal Vision
0 Mi Endpoint Death Retinopathy Failure Stroke Deterioration HF
-10 4
=20 4

< _30] P=13 24
= = P=.0046
5
5 -40 - 5
o P=.0038
3 _50
5 p=.013 —47
P=.0036
£ —60 - —56
P=.0043
~70

1,148 patients with HTN and type 2 diabetes were allocated to tight (<150/85 mmHg; n=758) or less tight
(<180/105 mmHg; n=390) BP control and followed for a median of 8.4 years. Mean BP achieved in tight control
group was 144/82 mmHg and 154/87 mmHg for the less tight group.

UKPDS=United Kingdom Prospective Diabetes Study.
UKPDS Group. UKPDS 38. BMJ. 1998;317:703—-713.



Major Outcomes of the HO
Subgroup

II'__

: Diastolic Target
P=.005
- M <90 mmHg (n=501)
= M <85 mmHg (n=501)
Eg <80 mmHg (n=499)
= o P=.016
S 2 P=.11 |
A © ) |
[ o
- O
i
W ~

Major CV Events Mi CV Mortality

HOT=Hypertension Optimal Treatment. Subgroup of 1,501 patients, mean age 62 years, with HTN and diabetes at
baseline were randomized to target DBP of 90, 85, or 80 mmHg—and a low dose of acetylsalicylic acid or placebo.
Felodipine was baseline therapy with the addition of ACEls or B-blockers and diuretics as needed.

Hansson L et al. Lancet. 1998;351:1755-1762.



"~ ACCORD blood pressure gudy

140
%
oo N\ Standard
T ‘I_.u-!“"E'-E-"I"I-..I__I.-}.-P,}‘LuP-P-I“f,‘I"}‘ ’i}"}h{. ‘Il
£ 1304 1 [
E
e
=3
[F) ]
o 120
(=T
— | ;
.._9 ntensive
E, 1104
Ollr ] | | | | | ] ]
0 1 2 3 4 5 & 7 g
Years since Randomization
Mean No. of Medications
Prescribed
Intensive 3.2 34 34 35 35 35 34 34
Standard 19 2.1 2.1 2.2 2.2 2.3 23 2.3
No. of Patients
Intensive 2174 2071 1973 1792 1150 445 156 156
Standard 2208 2136 2077 1860 1241 504 203 201

ACCORD Study Group. N Engl J Med 2010
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BP pulse crea

Stan- 2371 133/71 1 27 367

dard

Inten- 2362 19/64 17 12 9 49 501

sive

ACCORD Study Group. N Engl J Med 2010



Intensive Therapy Standard Therapy

Outcome [M=2363) [N=12371]
no.of events A po.of eberts B4
Primary outcome™ 208 L.&7 237 204
Prespecified secondary outcomes
Monfatal myocardial infarction 126 113 146 1.23
Stroloe e e
Any I 36 0,37 ¥, 0.53 l
Monfatal l 34 0.30 55 047 !
Death _——— = === - S
From any cause 150 128 144 1.14
From cardiovascular cause B 052 5% 049
Primary cutcome plus revasculariza- 521 510 551 531
tion or nonfatal heart failure
Major coronary disease eventy 253 231 270 241
Fatal or nonfatal heart failure 23 0.73 a0 078

benefit

Hazard Ratio

(95% Cl) P Value

0.88 (0.73-1.06)

0.87 (0.68-1.10)

0.59 [0.39-0.89)
0.63 (0.41-0.96)

1.07 {0.85-1.35)
1.06 (0.74-1.53)
0.95 [0.84-1.07)

0.94 [0.79-1.17)
0.94 [0.70-1 76)

020

(.25

0.0l
0.03

0.55
0.74
(.40

0.50
0.67

ACCORD Study Group. N Engl J Med 2010
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~ ADVANCE 2x2 factorial blood pressure and

glycemia intervention
* Glycemic treatment: Aic 7.5% reduced 0.61%

* Perindopril/indapamide: 145/81 reduced 7/3

Blood intensive | standard
pressure\Glucose tx

Perindopril/indapamide 2783 2786

Placebo 2788 2783

Zoungas et al. Diabetes Care 2009;32:2068



DVANCE: blood _p oSsure-&c o1y ~ftreatn

Fandomirdede Aments

Intensive glucos and Standard glucose and  Intensive glucose  Standard glucese

perindeprikindapamide  perindopril-indapamide and placebo and placebo P rmction
n 2,783 2,786 2,788 2.783

Ceath from any cause r= ==

Mo, events I 195 I 210 231 240

HE (95% CI) 0.82 {0.68-0.99) 0.87 {0.72-1.04 0,96 (0.80-1.150  1.00 {mfernce) 090

) - s == o

Death from cardicvascular causes P — . -

Mo, ewvents 104 I 107 I 121 126

HE {95% CI) I 0.76 (0.50-098) I 0.78{0.60-1.007 082 {0.70-1.14  1.00 {refernce) 0.62
Major coronary heart events e =m wm o/ em =m o=

Mo, events 123 132 139 155

HE {259 I 0,92 (0.77-1.100 087 (072104 0.90¢0.71-1.12y  1.00 {reference) 047
Major cerebrovascular events

Ho. events 111 104 111 107

HE {25% I 1.03(0.79-1.35) 096 (0721 26) 1.032¢0.79-1.25  1.00 {reference) 0.as

No. events 590 | 630 | BAE | 777

HER {25% CI) I 0.72 (0.65-081) I 077060085 I 0.88 (0.76-0977 _ 1.00 {refernce) 0.33

] - as == o - e es o o= == == o

Mew or worsening nephropathy P

Mo, events Al I 100 a5 120

HER {25% CD I 0.67 (0.50-0.88) 0.82{0.63-1.07) 0.80{0.61-1.0  1.00 {mfernce) 0.a3
Mew or worsening mtinopathy - e-— == o

MNo. events 147 142 133 152

HER {25% CD 0,96 (0.76-1.20) 0.82{0.73-118) 0.86 (0.66-1.09  1.00 {mlernce) 027
New cnset of microalbumirnria r<r< - - - r-—-e— gy -

No. events 523 | 542 | B0S | 673

HE {259% CT) I 0.75 (0.67-0.84) I 077 (063086 I 0.90 {0.80-100; 1.00 {reference) 0.2a
Mew cnset of macrealbuminuria ‘F S — ;’ - e mm o = = =

Mo, events +4 I 74 73 95

HE {25% I I:l.q-ﬁl (0.22-063) 077 (0. 56-1.04) 0.77 {0.57-1.04)  1.00 {reference) 020

A | L J
Zoungas et al. Diabetes Care 2009;32:2068
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Zoungas et al. Diabetes Care 2009;32:2068
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“ADVANCE: outcomes

~— Newmacroalbuminuria

100

90

80

70

~ e
S
60 7 &) .'f_I:.'.:_:-_..__:‘ s [ | Pe I’-|I’ld
50 e I :

R M Placebo
40
30
20

10

Glucose-Intensive \\léLgmﬁ/cant benefit only seen with |
Glucose-Starftd combined intensive glucose and |

ACEI-diuretic group ;
Zoungas et al. Diabetes Care 2009;32:2068 ~ R ——



250

200

150

100

50

ADVANCE: otcomes

H Per-Ind

M Placeho

\ —.—————————.—
Glucose-Intensive \\I iomificant benefit only seen with |

Glucose- 5’“‘1341 combined intensive glucose and |
ACEI-diuretic group

L] L] ] L] L] L] L] L] J

Zoungas et al. Diabetes Care 2009;32:2068



e Il

Update on Diabetes - 2010

* Understanding Aic use for diagnosis and for
treatment



Factors influencing Alc
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Correlation of hemoglobin glycation

with mean blood glucose
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Correlation of hemoglobin glycation
5 I with mean blood %Iucose

Linear regressions for three individual™patients with HbAlc levels that
consistently tracked above (A), near (O), or below (@) the population

regression line.
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Age vs. Alc

Exam 5 HbA1c (%)
B oo,
DO M=ahNWhkOo~

NHANES HbA1c (%)

5.6 -

/ﬂ__ﬁ* adjusting for sex, BMI,
g fasting glucose, and 2-h

5.1

DI
5.4
5.3
5.2

4.9

* “In [Framingham and

NHANES]| nondiabetic

and NGT populations,

<40 40-44 4549 50-54 55-59 60-64 65-69 70+ the I'elatiOIlShip between

Age (years)

age and A1C remained ...

postload glucose.”

<40 40-44 45-49 50-54 55-59 60-64 65-69 70+

Pani et al, Diabetes Care 2008; 31:1991
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4Hersons developing diabetes over 10 yr: Baseline

E)revalence of Alc 5.7-6.4, FBG 100-125, 2hBG 140-199

Prospective study: 593
Finns, born 1935, from
1996-2008.

Elevated A1C
32.8%
[14.1%)]

No baseline
glycemic
abnormality

[34.4%] <—

Cederberg et al. Diabetes Care 2010;33:2077
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"_Overlap of pre-diabetes by IFG and A1C in
NHANES among U.S. adults withl YsingIFG as reference,

pre-diabetes by A1C has
27% sensitivity,

93% specificity, 61%
positive predictive value,
and 77% negative
predictive value

A1C alone would
reclassify 37.6
million Americans
with IFG to not
pre-diabetes but

add 8.9 million

without IFG (?1GT)
IFG A1C
100-125 mg/d| 5.7%~6.4%
(28.2%; n=51.7 M) (12.6%; n=23.0 M)

Mann et al. Diabetes Care 2010;33:2190




ACE STATEMENT ON USE OF Alc FOR
DIAGNOSIS OF DIABETES

* Aic an ... optional ...criterion, not primary

* Use traditional glucose criteria when feasible
* Do not use Aic for DM1 or GDM

* A1C may be misleading in ethnic populations (for
example, African American patients).

* A1C may be misleading ... hemoglobinopathy, Fe
deficiency, hemolysis, thalassemia... hepatic, renal
disease

» Use standardized, validated Aic assays

Endocrine Practice 2010; 16:155-6
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FOR DEBATE

The proposed terminology ‘A, -derived average glucose’
1s inherently imprecise and should not be adopted

L. 1, Bloomgarden = 5. E. Inzocchi - E. kKarnieli -
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- N=623 insulin teated DM2:
grouplng VsS. A].C 7 pint SMBG x 3 d vs. Alc

224 patients with MPG 110-140 mg/dl:
10% had Alc <6.0 %
10% had Alc > 8.1%

Shrom, Choi, llag, Bloomgarden, Journal of Diabetes, 2010



"Frequency analysis: Alc grouping

N=623 insulin teated DM2:
VS. mean glUCOSE 7 pint SMBG x 3 d vs. Alc

350

300 -

250 —t—Alc<6.5

-8 Alc6.5-7.5
—&— Alc7.5-8.5
e A1C 8.5-9.5

200 -

150

100 i A1C>9.5

260 patients with Alc 6.5-7.5%:
10% had MPG < 115 mg/dl
10% had MBG > 171 mg/dl

Shrom, Choi, llag, Bloomgarden, Journal of Diabetes, 2010



* Type 1 diabetes treatment: The STAR-3 trial



The NEW ENGLAND
JOURNALoMEDICINE

‘ ORIGINAL ARTICLE ‘

Effectiveness of Sensor-Augmented Insulin-
Pump Therapy in Type 1 Diabetes

Richard M. Bergenstal, M.D., William V. Tamborlane, M.D.,
Andrew Ahmann, M.D., John B. Buse, M.D., Ph.D., George Dailey, M.D.,
Stephen N. Davis, M.D., Carol Joyce, M.D., Tim Peoples, M.A,
Bruce A. Perkins, M.D., M.P.H., John B. Welsh, M.D., Ph.D.,
Steven M. Willi, M.D., and Michael A. Wood, M.D., for the STAR 3 Study Group*

STAR 3 - multicenter, randomized, controlled trial
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Values are means * SE. Comparisons between
SAP group and MDI group are significant for
each time period (P<o0.001).



A1C Reduction is Correlated with Increased Sensor Use

Patients who used sensors 281% of the time reduced their mean A1C by
1.2% at 1 year vs. baseline

Frequency of Sensor Use (% of Time)
21-40% 41-60% 61-80% 81-100%

-1.21

Change in A1C at 1 Year vs Baseline

n =27 n =46 n =108 n =56

Values are the difference between the means  SE. p=0.003 for association between sensor wear and A1C reduction at 1
year. Only 7 participants had sensor use of 20% or less, with a change in A1C of -0.43 at 1 year vs. baseline.
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STAR 3 Conclusions

A1C (mean) reduction 4x greater than MDI (0.8% v. 0.2%)

without an increase in severe hypoglycemia
v SAP: from 8.3 % to 7.5%. MDI: from 8.3 % to 8.1%.

1.0% A1C (mean) reduction in adults

Patients wearing sensors 281% of the time reduced their mean
A1C by 1.2% (reduction from baseline to 1 year)

Glycemic improvements were seen early (3 months) and were
sustained at 1 year
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BT r 4fmin
BT tx: 1/man
Accelerometer; 10/sec
Remaote Monitor 1/min
Carelnk Upload 1/day
SMS

GPS

BlackBerry Storm
ClosedLoop Device

CareLink emote Monitoring Station
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Update on Diabetes - 2010

* Diabetes epidemiology
* ACCORD glycemia: further understanding of
outcome
e Hypoglycemia effect

 Different Aic-outcome relationship of standard vs.
intensive arms

e Microvascular effects
* ACCORD lipids and blood pressure

* Understanding Aic use for diagnosis and for
treatment

* Type 1 diabetes treatment: The STAR-3 trial



