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Augmentation de lI'acces sur liste des patients DT2

Quel contexte ?

Forte incidence du PTD
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Kaplan-Meier curve for patient survival
All cause mortality

Number at risk
No Diabetes 979
PTDM/~Meds 218
PTDM/+Meds 229
PreTXP 562

T T T T T T T T T
24 48 72 96 120 144 168 192 216

Months since transplant

949 762 583 453 341 209 108 50 13
21 182 143 89 60 36 21 12 3
221 174 134 98 56 29 15 3 1
536 393 278 173 85 35 12 6 1

_______ PTDM/—Medication
_____ PreTXP Diabetes

No Diabetes
— — — PTDM/+Medication

Dienemann Transplant Int 2016



Quelles questions ?

Patient diabétique apres transplantation
DPT ou DT2

Améliorer le controle du diabete

Faut-il modifier 'immunosuppression ?

Mechanism of action

Advantages

Disadvantages

Biguanides (metformin)

Sulphonylureas (glipizide, gliclazide, etc)
Thiazolidinediones (rosiglitazone,
pioglitazone)

Meglitinides (repaglinide, nateglinide)
Alpha glucosidase inhibitors (acarbose)
GLP-1 agonists (exenatide, liraglutide)
DPP-4 inhibitors (sitagliptin, vildagliptin,

linagliptin)
Insulin

Sodium-dependent glucose transporters
(SGLT)2 inhibitors

Glucokinase inhibitors
Glucagon antagonists
Bile acid sequestrants (cholestyramine,

colestimide, colesevelam)
Amylin analogues

Suppression of hepatic gluconeogenesis
and insulin sensitising

Stimulation of insulin secretion
Insulin sensitising
Stimulation of insulin secretion

Decreases gastrointestinal carbohydrate
absomption

Stimulates insulin secretion, decreases
glucagon production, stimulates satiety

Decreases inactivation of incretins (GLP-1)

Exogenous administration of primary
glycaemia countering hormone

Block renal glucose reabsorption in the
proximal tubule

Activate glucokinase glucose sensorsin
pancreatic and hepatic cells

Blocks the antagonistic action of glucagon
versus insulin

Unknown (possible pleiotropic effect of
lipid lowering)

Synthetic analogue of B-cell hormone
amylin—delays gastric emptying, increases
satiety, and inhibits glucagon production

Efficacy (microvascular and macrovascular
endpoints), no hypoglycaemia, no weight gain,
drug cost

Efficacy (microvascular endpoints), drug cost
Sustained glucose control

Reduces postprandial hyperglycaemia, safe with
advancing renal failure (repaglinide)

No hypoglycaemia, weight neutral

Noweight gain (possible reduction), low risk of
hypoglycaemia, lowers blood pressure, safety in
renal impairment (liraglutide)

Noweight gain, safety in renal impairment

Efficacy (microvascular and macrovascular
endpoints), no ceiling of treatment, range of
insulin types for individualisation

Possible natriuretic effect, action independent of
insulin, little risk of hypoglycaemia

Dual action on both liver and pancreas, weight
neutral (possible reduction)

Glucagon integral to whole body glucose
homoeostasis

Beneficial effects on abnormal lipid profiles, safe in

renal impairment

Weight neutral (possible reduction), safe in
mild-to-moderate renal impairment

Gastrointestinal side-effects, limitations for use
in renal impairment

Hypoglycaemia, weight gain, accumulatesin
renal failure

Weight gain, oedema, drug cost, adverse
cardiovascular effects

Hypoglycaemia, weight gain, drug cost, dose
adjustment in renal failure (nateglinide)

Gastrointestinal side-effects

Gastrointestinal side-effects, risk of pancreatitis
altered drug absorption, drug cost, renal
impairment, antibody production (exenatide)
Drug cost, risk of pancreatitis, putative link to
certain cancers

Weight gain, subcutaneous administration,
hypoglycaemia, putative link to certain cancers

Glycosuria might increase risk of genitourinary
infections and exacerbate profibrotic pathways,
risk of dehydration, ketoacidosis risk

Safety (glucokinase expressed in neuronal cells),
effect on kidney unknown

Awaiting further investigation

Gastrointestinal side-effects very common,
disruption of fat-soluble vitamin absorption
Subcutaneous administration, risk of
hypoglycaemia, gastrointestinal side-effects, not
available outside USA



Impact des Iimmunosuppresseurs

Post-transplant
Pancreas smallintestine Liver Adipose tissue Muscle diabetes
Corticosteroids™ Increased
Tacrolimus*® Increased
\ Ciclosporin® Slightly increased
l Ig:;’ff,’;‘:,‘,’g 5;2:';5 mTORi* Slightly increased
o W BN
B-cell dysfunction = Insulin resistance Belatacept™ Slightly decreased?
\ mst_trans;fantdiabete, l Basiliximabt Slightly increased?
Monoclonalst

Sharif Lancet 2016



Quelle physiopathologie ?

DT1

DT2

DPT

Physiopathologie

Déficit en lo
(immun)

Résistance al’lo
(+/- réduction de
la sécrétion d’lo)

Dysfonction béta
en présence d’'une
résistance a |'lo

Défaut primitif

Insuffisance béta

Résistance al’'lo

Dysfonction béta

Besoinsen lo Essentiel Parfois Dépend du
moment
Age de début <40 > 40 Tout age (T
risque)
Effet du mode de Non Oui En partie
vie
Risque Elevé Tres rare Rare
d’acidocétose
Auto-Ac Présent Absent Absent

Mécanismes non univoques

Réflexion et stratégies
différentes pour DT2 et PTD ?



D’autres facteurs de risque ?

Panel 1: Risk factors for development of post-transplant
diabetes

. . ‘ N . Non-modifiable risk factors
Aggravation du diabéete apres transplantation '

« Ethnicity

«  Family history of diabetes
Survenue de diabete post-transplantation s

+ Human leucocyte antigen mismatch?*

« Genetic polymorphisms

+ Innate immunity*

« Donor characteristics?*

4 H H H Modifiable risk factors
Intégration dans un contexte global d’interactions o .
Sédentarité *  Rejection episodes*
i . « Previous stress diabetes
Prise de poids +  Obesity or weight gain
.. + Metabolic syndrome
Changement de régime + High pretransplantation triglyceride concentration
+ Cytomegalovirus infection*
«  Hepatitis C virus infection*
« Antihypertensive drugs (eg, B blockers or thiazide diuretics)
+ Biochemical abnormalities (eg, low magnesium or high
uric acid)



Les modifications agissent sur plusieurs dimensions

acute rejection

cost graft loss

QoL death

diabetes infection
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Apprécier I'effet sur les différentes dimensions

Notion de balance entre les différents risques

Diminution de I'lS
Tenir compte du risque de rejet aigu

Augmentation de I'lS
Tenir compte du risque infectieux

s§yssEsIssd

Controle du
diabete



First successful
kidney transplants
Azathioprine
and steroids Ciclosporin
Opportunitiesy ¥ v
1950s 1960s 1970s
Threats 4
Rejection, Cardiovascular disease
allograft loss,  Post-transplant diabetes
early mortality « Hyperlipidaemia
Opportunistic infections
Technical and » Pneumocystis jirovecii
immunological obstacles « Cytomegalovirus

Tackling antibody incompatibility
« Better identification of donor-specific antibodies
« Desensitisation (to confront antibodies)
« Kidney paired exchange to bypass antibodies
Tacrolimus . A
Using marginal kidneys
Mycophenolate « Donation after cardiac death
mofetil « Extended criteria organs lNew dr:;gs
» Machine perfusion e
Living donor « Normothermic perfusion
expansion Rationalised drug
protocols
v v v
1980s 1990s
A
Improving long-term
outcomes
Pool:abor'?m P « Long-term mortality
— « Reducing allograft
attrition
« Patient-reported
Drug nephrotoxicity outcomes
« Tacrolimus « Quality of life
« Ciclosporin Malignancy I « Drug adherence




Rationnel de la prévention

2 stratégies :
Celle du transplanteur : modifier I'lS

Celle du diabétologue : modifier le patient

Peu de data post-transplantation
Intégration des données de prévention primaire
(prévention PTD ~ meilleur contréle DT2)




Modifier 'immunosuppression
chez un patient transplanté diabétique



Dans la vraie vie

Medications Non-diabetes DMI DM2 p-value
(N=2447) (N=166) (N=1497)

Transplant specific
Cyclosporine A 1291 (52.8%) 76 (45.8%) 727 (48.6%) 0.015
Tacrolimus 841 (34.4%) 74 (44.6%) 640 (42.8%) <0.001
Sirolimus 201 (8.2%) 15 (9.0%) 129 (8.6%) 0.87
Mycophenolate mofetil 1566 (64.0%) 96 (57.8%) 1018 (68.0%) 0.005
Azathioprine 489 (20.0%) 35 (21.1%) 216 (14.4%) <0.001
Prednisone 2245 (91.7%) 152 (91.6%) 1341 (89.6%) 0.07
Calcineurin inhibitors (Cl) 2130 (87.1%) 150 (90.4%) 1360 (90.9%) 0.001
Bone marrow suppressants (BMS) 2042 (83.5%) 131 (78.9%) 1229 (82.2%) 0.21

Weinrauch Int J Nephrol Renovasc Dis 2017



Minimisation ou épargne des CNI

Effet dose : Minimisation

Effet molécule : Epargne

56 études
11337 patients
Réduction de 26% (1-45) du risque

CHI sparing CHl Odds Ratio Qdids Ratio
Study or Subgroup  Dvents  Total Events Total Weight MM, Fixed, 95% Ci P-4, Fixed, 95% C}
Asherg 2006 2 23 4 20 36% 0.38 [0.08, 2.39) B e
Chan 2008 8 45 4 43  33% 190[053,6.83] N
Durrbach 2010 T 475 11 184 94% 0.66 [0.25,1.73) st
Ekberg-2 2007 30 399 43 401 36.4% 068042 1.10] -
Ekberg-3 2007 19 399 25 390 221% 0.73(0.40,1.35) —
Hemandez 2007 9 g0 10 80 81% 0.89[0.34, 2.32] s T
Salvadori 2009 7142 3 143  26% 242[0.61, 955 D
Vincenti 2010 7221 16 204 144% 0.40([018, 1.00] —]
Total (95% Ci) 1478 1465 100.0%  0.74 [0.55, 0.99] &
Total events 89 116
Heterogeneity: ChF=7.51, df=7 (P=0.38) F= 7% '0 o1 041 1i0 100:

Test for overall efiect Z= 2.06 (P = 0.04)

Favours CNI sparing Favours CNI

Interprétation difficile des effets connexes
Multiplicité des approches thérapeutiques

Sharif J Am Soc Nephrol 2011



Tacrolimus vs CsA

Assessed for eligibility
(n=211)

Scheduled delay
of CNI initiation
n=5s1

Logistic problems
n=26

Randomized

(n=134)
Excluded:

- Error in the assigned study medication n = 1

- Unjustified change of study medication n = 1

- Randomized but not transplanted n = 1

- Violation of .C. n=3

Randomized
and included (n = 128)

Tac-SW Tac-SM CsA-SM
n=dd n=42 n=42
Tac-SW: DFG n = 2, graftloss n=1
i l l-— Tac-SM: DFG n=1; graft loss n = 2
CsA-SM: DFG n= 2; graft loss n=2
ANALYSIS ANALYSIS ANALYSIS
at study end at study end at study end
n=41 n=39 n=38

409

30

204

“w PTDM

109

TacS5W

TacSM

**

CsA-5M

TAC-SW

TAC-SM

CsA-SM

p

PTDM 1 an

37,8%

25,7%

9,7%

0,03

Echec *

38,6%

42,9%

71,4%

0,005

Torres Kidney Int Rep 2018



Tacrolimus vs CsA

Conversion tardive du tacrolimus vers la ciclosporine

CYC(n=43) TAC(n=41) P
Months to diagnosis of 24(03-130) 26(05-192) 42

PTDM
Months from PTDM 235 16.3 12
diagnosis to inclusion (9.7-51.3) (7.0-30.8)
Months from transplan- 340 278 19
tation to inclusion (18.6-90.5) (10.5-69.3)
Patients avec PTD avéré
Insulin therapy, n 16/43 (37%) 15/41(37%) 95
Insulin dosage, units/d 22 (12-30) 16 (12-24) 56
(IQR)
Oral agent(s).* n 19/43 (44%) 19/41 (46%) 84
No glucose-lowering 10/43 (23%) 9/41 (22%) 89
treatment, n
HbAk. % 649 £085 6.84+080 .08

Ayant un diabéte bien contr6lé

Apres transplantation

PRA at transplantation 3/41 (7.3%) 3/39 (7.7%) 95

(>5%).%n

PRA historic maximum 5/41 (12.2%) 6/39 (15.4%) 68
(»5%)°n

History of acute 11/41 (27%) 7/41 (17%) 42
rejection, n

Steroid free, n 21/43 (49%) 20/41 (49%) 99

Tacrolimus trough 73222 83x35 A3

concentration, ng/mL

Risque immunologique « moyen »

Résiduels tacrolimus élevés

Wissing Am J Transplant 2017



Tacrolimus vs CsA

Apres transplantation

Cyclosporine Tacrolimus 100
‘ N=45 Randomized N=42 ‘ 20 S/10
Protocol 80
violation (N=2) < | [—> WoC (N=1) L
< 60
N=43 Received allocated N=41 3 40
intervention o 30 1
o Vo
WaC (N=1) WoC (N=1) 20 | 2/15 3/16 .
Death (N=1) Death (N=1) 10 -
‘ b o I 0716 .
N=41 Completed 12 month N=39 _ : :
= follow up = Insulin Oral agents No treatment
OCyclosporine @Tacrolimus
(B) HbA,_ <6.0% P HbA, <6.5% P
Overall cohort
CYC 21/41 (51%) <0001 28/41 (68%) 003
TACS 3/38 (8%) 13/38 (34%)
Baseline 3 months 6 months 9 months 12 months p?
Patients without glucose-lowering therapy, n
cyck 10/43 (23%) 10/39 (26%) 10/40 (25%) 12/39 (31%) 16/41 (39%) 01

TAC* 9/41 (22%) 6/39 (15%) 5/39 (13%) 5/38 (13%) 5/38 (13%)

Wissing Am J Transplant 2017



Stéroides

Analysis 2.3. Comparison 2 Steroid avoidance versus steroid maintenance,
Outcome 3 New-onset diabetes after transplantation and cardiovascular events.

Study or subgreup Avoidance Maintenance Risk Ratio Waight Rusk Ratio
/N nill M-H, Randiom,, 85% CI M-H, Random, 355 C1
2.3.1 Naw onset diabates after transplantation up to flve years
ATLAS Study 3005 E1ET 4126 —— 8.1% 1.49{0.43515)
Vé FRANCIA Study 2007 6158 15103 — 13I% 0.42(0.17,1.04]
1 9 et u d es FREEDOM Study 2058 180237 157108 —— 1% as7inaL0sl
Kumar 2005 0/30 313 — 17% 2.11[0.01,7 04]
. . Montagning 2005 1= 458 — 5.35% 157{0.46,531]
3401 participants I 22 e — o emirmara
Wit 1985 1/z3 /58 —_— 2.51% £.45{1.05.5 27
Ponticsill 1997 /115 ST b 13.T1% L02{0.42,2.47)
'Woodle 2005 2307 15/86 —— 24.84% L03{0.59,0.78]
Subtotal [35% CI) 878 THY &> 1008 0.75[0.51,1.1]
Tatal events: 72 {ivoidance), 73 (Malntenancs)
Hetarogensity: Tau®=0.08; Ch*=10.51, df=a(P=0.23); P=23.52%
Tast for overall afisct T=1.49(P=0.14)
2.3.2 Cardiovascular svents up to five yoars
Favours avoidanca [T L 1 0 ™ Fawours malinterancs
Qutcomes Ilustrative comparative risks* {85% Cl} Relative effect Noofpar- Quality of the Com-
(G50 CI) ticipants evidence ments
Assumed risk Corresponding risk [studies) {GRADE)
Comtrol Steroid aveidance versus steroid
maintenance
Maortality 31 per 1000 30 per 1000 RR 0.96 1462 {10) B0
Follow-up: 1 year {16 to 56) {052 to 1.8) low 1.2
Graft loss (excluding death) 42 per 1000 4% per 1000 RR 1.00 1211 (7} SECo
Follow-up: 1 year {27 to T9) {0.64 to 1.86) low I3
Acute rejection 204 per 1000 3213 per 1000 RR1.58 H35(T) RS
Follow-up: 1 year 1221 to 470) {108 to 2.3) moderate 9
NODAT 107 per 1000 80 per 1000 RRO.TS 1613 (9) i
Follow-up: 5 years (54 to 117) {0.51to 1.1) low 32
CMV Infection 106 per 1000 101 per 1000 RR 0.96 1454 (&) B0
Follow-up: 5 years (T4 to 138) (0.7 to 1.31) low E

Haller Cochrane Database Syst Rev 2016



Stéroides

A- Basiliximab / FK-MMF / MS
B- Basiliximab / FK-MMF / SW (J8)
C- ATG / FK-MMF / SW (J8)

g »

T ¢

Prabability of b opsy-proven acot e rejection (%)
[N
?F

— ArmA: basiliximab plus steroids
—— Arm B: basiliimab plus rapid steroid withdreal
—— Arm i rabbit ATG plus rapid steroid withdrawal

Log-rank test p=0-93

W

o 4 3 g 10 1
Patlents at risk
AmmA 206 181 163 155 150 142 136
AmB  1B9 165 152 150 144 139 135
Armmi 192 161 142 138 133 126 122
50
=000
1
40
¥ 301
© p=0-D070
3 p-0-47
£ 20
| III
i At basaline, After month 2, After month 2, " Aftar month 2, ' At 12 months ' At 12 months
dizbates minimum 2 values madimumvalee  makimuomvalee  centre diagnosis  PTD according
of fasting gucose  of HbA, =6-5%  olTT =200 mg/dL for FTD o AL criteria
=125 mgjdL
Il Arm A: Basilicimab plus steroids 0% B-B% B-B% 9% 20-5% 39-2%
B Arm B: Basiliimab plus rapid steroid withdrawal 13-8% Bo% Bo% 43% 12-3% 239%
B Arm C: Rabbit ATG plus rapid steroid withdrawal 151% o-8% o-8% 0-0% 10-4% 2-7%

Thomusch Lancet 2016



Stéroides

Apres transplantation

Steroid withdrawal versus steroid maintenance for kidney transplant recipients

Patient or population: kidney transplant recipients
Intervention: steroid withdrawal
Comparison: steroid maintenance

Qutcomes Illustrative comparative risks* (95% CI) Relative effect No of par- Quality of the evi-
(95% Cl) ticipants dence
9 ét u d es Assumed risk corresponding risk (studies) (GRADE)
1439 pa rt|C| pa nts steroid mainte- steroid withdrawal
nance
Mortality 22 per 1000 15 per 1000 RR0.68 1913 (10) o0
Follow-up: 1 year (8t029) (0.36t01.3) low 1.2
Graft loss (excluding death) 32 per 1000 38 per 1000 RR1.17 1817 (8) $300
Follow-up: 1 year (23t062) (0.72t01.92) low 2.3
Acute rejection 152 per 1000 268 per 1000 RR1.77 1913 (10) et
Follow-up: 1 year (182 to 396) (1.2t02.61) moderate !
NODAT 57 per 1000 44 per 1000 RRO.77 1439 (6) BB
Follow-up: 5 years (28to 69) (0.49t01.21) low 2.4
CMV infection 100 per 1000 104 per 1000 RR1.04 1758 (5) 8500
Follow-up: 5 years (80 to 137) (0.8t01.36) low 2.5

Haller Cochrane Database Syst Rev 2016



Inhibiteurs de mTOR

Factor HR 95% CI P
DCrug combination throughout first
transplantaticm year

CSA + MMF/Aza 1.00

TAC + MMF/Aza 1.40 1.28 to 1.54 <0.0001
Sirolimus + MMF/Aza 1.14 0.80 to 1.61 0.4600
Sirolimus + CSA 1.78 1.44 to 2.21 <0.0001
Sirolimus + TAC 1.76 1.44 to 2.16 <0.0001

USRDS
20154 leres TR
Non diabétiques

Probahility of Mew Onset Diabetes Mellitus

Sirolimus + CSA (n=800)
s SEFOlmus + TAC (n=117%)

------------ b TAC + MMF/Aza (n=8431)

CSA + MMF/Aza (n=9095)

Log rank p=20.0001

1

2 3
Time From Transplantation [Years)

=——- Sirolimus + MMF/Aza (n=619)

Johnston J Am Soc Nephrol 2008



Inhibiteurs de mTOR

Apres transplantation

Group 1 (n = 26) Group 2 (n = 15)
C+SRL SRL ?mu%?
TAC+ =
CsA SRL (low-dose) (full dose)
AUC glucose (mmol/L) 15.63 * 3.67 1621 =354 1570 =161 17.43 + 349° 1271 £ 28
AUC insulin (pmol/L) 1225.70 = 660.09 1199.13 *+ 594.26 72660 = 34613 78896 =67120 707.62 = 310.74
AUC C-peptide (nmol/L) 557 + 312 631 + 263 420 +188 6.17 + 297° -
Secretory AUC 7722 + 3595 72.69 + 2824 4696 = 22.72 47.27 += 39.06 55.98 + 24.07

First-phase insulin release =~ 194936 = 79748 183838 £ 67123 119322 +£58542 1042.62 +85144 1322.02 + 397.61
(pmol/L)

Second-phase insulin release 52325 + 18922 48459 + 16955 32751 £141.83 29394 £20507 34895+ 96.51
(pmol/L)

DI [ 10070 +10123 7606 = 10162 102524517 6398=57.12¢ 11477 + 354
MCR (ml/kg per min) 6.77 = 382 6.08 = 395° 916+ 128 782 =225 9,07 = 158

A Randomization
1,00 1_._"_“_ i
x |
£ 0.75
E [
g :
s [
& i
1
£ o] :
s i
1
% i =— Everolimus
£ 0254 i Csh
& ! Log rank p=0.87
0.00— T T T 1
0 100 200 300 400
Time post-transplant (days)
B Randomization
1.00 1y i
z |
g 0754
E i
£ :
£ H
] :
£ 0.50 i
= i
= |
ey i S
; i — W ETOUMUS
£ poas- ! Everlimus/reduced CsA,
£ i CsA
! Log rank p=0.80
1
0.00-, ! T T T T
0 100 200 300 400
Time pest-transplant {days)
Fig. 2 Occurrence of posttransplant diabetas mellitus (PTOM) in (a)
the ZEUS study (b) the HERAKLES study (Kaplan-Meier estimatas)
CsA, cyclosporine

Teutonico J Am Soc Nephrol 2005
Sommerer BMC Nephrol 2018



Belatacept

Studies inchuded n data syntbesis. 4 (1516
paricipants)

BEMEFIT Sludy 2002
BEKNEFIT-EXT 2009
Fergusan 2010
vYincent 2005

CNI : CsA tres majoritaire
Minimise le bénéfice pour le PTDM
Minimise |I'exces de rejet aigu

llustrative comparative risks® (95% Cl)

Assumed risk Corresponding risk

CNI Belatacept
New onset diabetes  67.2 per 1000 50.0 per 1000 (26.9 to 62.5) 0.61 (0.40 t0 0.93) 1049 (4) Moderate quality
Acute rejection 164.7 per 1000 257.0 per 1000 (140.0 to 471.0) 1.56 (0.85 to 2.86) 1516 (4) High quality

Masson Cochrane Database Syst Rev 2014



Belatacept

Apres transplantation

Diabetes treatment at baseline and 6 mo after the intro-
duction of belatacept (n = 26)

Baseline M6 P 5 = *
Insulin therapy regimen 2 g - Rl _:_
Basal insulin, n (%) 13 (50) 13 (50) 1.00 g — | ;
Basal insulin units (UI) 17+20 1619 1.00 < 8 i . :
Fast insulin, n (%) 10(38) 6 (23) 0.09 '_% 7 - E S— ;
OAD regimen S : 1 B
Total OAD, n (%) 20 (76) 18 (69) 0.52 E = 1 ' . — ——
>1 0AD, n (%) 13 (50) 11 (42) 0.78 E 5 o = = =
Metformin, n (%) 7 (26) 7 (26) 1.00 . il e — —— -
DPP4 inhibitors, n (%) 15(58) 13 (50) 0.58 T 1 T T T T
Glinides, n (%) 6 (23) 5(19) 1.00 Inclusion Month-6  Inclusion  Month-6  Inclusion  Month-6
Sulfamides, n (%) 5(19) 5(19) 1.00 Total population Diabetic patients ~ Non-diabetic patients
GLP-1 analogs, n (%) 2(8) 2 (8) 1.00 N=103 _I"_‘i;ﬁz N=77

Terrec Transplant Direct 2020



Conclusions

Il y a peu de preuves que la modification de I'lS modifie :

- Le controle du diabete
- Lerisque associé au diabete

5. Choose immunosuppression regimens so as to
. . 1z . . achieve the best outcome for patient and graft
Le choix de I'lS est guidé par le bénéfice de survie du transplant e R I pe &
survival, irrespective of PTDM risk.

et du patient

- J T
________ _—— el e =

E 0.9- it e ——— -

e 0.84

5 0.7+

T 06

m

€ 054

2

g 0.4

% 034 Belatacept M| Belatacept Ml vs. cyclosporine: hazard ratio for death or graft loss,

£ 024 = = = Belatacept LI 0.57 (95% Cl, 0.35-0.95); P=0.02

5 P‘ Belatacept LI vs. cyclosporine: hazard ratio for death or graft loss,

_E 0.14 = = Cyclosporine 0.57 (95% Cl, 0.35-0.94); P=0.02

a 0.0 T T T T T T T T T T 1 T T 1
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84

Months since Transplantation
Vincenti N Engl J Med 2016



“Every move counts”™ -~
23min every2030min ARy iresks

% Meximal effect

-Avoid sedentary
behaviour

)

" ame N

S

T

Exercise T
A O &
P D i
General recammendations Individualised exercise
(unsupervsed) (un/spernsed)
r._lw h‘w r._mﬂ—
P
of inactiity o)
A east 75 min/week
(vigoroun-intensity or
iterval vaineg |
Frequency /" | Intensity Time
) (duration)
N—"
(Rerebic, resitance or (Comider time of the doy Adusstmert of execine.
according. Ireawency, intensty and
10 indmicual’ phyuical dady schedule and 208 effect duration:
fenews “Start fow and go slow”
Sillng; weling foutball Adat 10 indnchuals phical
) ‘e et
escursions ﬂ“
Type Timing @ Progression (-\, i

FITTT-P

Mesures hygiéno-diététiques et éducation du patient

Trithérapie

Monothérapie

Bithérapie

2
=
id
-z
=
=
)
=
=
a
=

Ne pas oublier que le traitement
du diabéte (y compris apres transplantation),

ce sont ...

Pres -

Intolérance 3 la metformine

Contre-indications 2 la metformine

des glycémios supériauras

Objectif glycemiqua

Contre-indications au sulfamide hypoghycémiant

cible non attsint

Intolérance au sulfamide hypoglycémiant

Sulfamide
¢ une HbAlc > 10 %

Objectif glycémique
cible non atteint

Un schéma insulinique intensifié
T &tra instaurs d'embise

‘aprés avis d'un endocrinologue.

Diabéte trés déséquiibre, aves
i a3/

Surveiller la prige de poids et
dypogiycémiss

Objactif glycémiqua
cible non atisint

Ecart & lobjectf < 1% »

Ecart a lobjectif 2 19

Sila survenus dhypoglycémis
st une situation préoccupants
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Sulfamide
Metiormine Matformine dela DPP4
otrois| | Metiormine et inhibitours
P et inhibitaurs da la DPP4
“‘"Bhﬂ;m; des alpha. i prise de poids
. glucosidases | | gat une situation

Eohec o la bithérapis orals

Sulfamids IMC = 30 ou si prise:
i de peis sous insul
atinsuline est une stuation

sovbe Eoart alobjectif = 1%
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IMG =30 ou prise de
i insuiine ou s
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Objectif glycemique [k
cible non attaint

Risqua d'hypoglycmia nocturms préoccupant

‘Objectif glycamique
cible non attaint
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