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§ Connaître les résultats d’études pertinentes, publiées en 
2017 en médecine vasculaire. 

§ Intégrer dans sa pratique de nouvelles approches 
thérapeutiques basées sur des données récemment 
publiées. 

§ Reconnaître les forces et les faiblesses de récentes 
études en médecine vasculaire.  



TOCILIZUMAB 

VS 

PLACEBO 

§  Inhibiteur du récepteur alpha de l’interleukine-6 

§ Unicentrique à répartition aléatoire à double aveugle 

§ Patients avec artérite à cellules géantes active dans les 6 
semaines avant l’allocation (nouveau diagnostic ou rechute) 
§  Symptômes crâniens ou PMR et 
§  VS ≥ 30 mm/h ou biopsie artère temporale positive 

§ Diagnostic possible à l’imagerie 



§ Tocilizumab chaque semaine + stéroïdes x 26 semaines 

§ Tocilizumab chaque 2 semaines + stéroïdes x 26 semaines 

§ Placebo chaque semaine + stéroïdes x 26 semaines 

§ Placebo chaque semaine + stéroïdes x 52 semaines 

§ Dissimulation du traitement maintenu à toutes les étapes du 
sevrage 

§ Évaluateurs cliniques et évaluateurs paracliniques (VS ≥ 30) 

§ CRP dissimulé à l’ensemble du personnel de l’étude 



§ Primaire 
§  Rémission soutenue sans stéroïde à la semaine 52 et respect du 

protocole de sevrage: 
§  comparaison avec le groupe placebo + stéroïdes x 26 semaines 

§ Secondaire 
§  Rémission soutenue sans stéroïde à la semaine 52 et respect du 

protocole de sevrage: 
§  comparaison avec le groupe placebo + stéroïdes x 52 semaines 

§  Dose cumulative de stéroïdes 
§  Première rechute après la rémission 

§  Signes et symptômes et/ou VS ≥ 30 mm/h secondaire à GCA et 
§  Augmentation dose stéroïdes 



§ 251 patients 

§ Âge moyen 69 ans 

§ 75% femmes 

§ 50% nouveaux diagnostics 

§ 80% symptômes crâniens 



Rémission 
soutenue Rechute Dose 

cumulative 

Tocilizumab chaque 
semaine 56% 23% 1862 mg 

Tocilizumab chaque 
2 semaines 53% 26% 1862 mg 

Placebo + sevrage 
26 semaines 14% 68% 3296 mg 

Placebo + sevrage 
52 semaines 18% 49% 3818 mg 



Effets 
indésirables 
sévères 

infections 

Tocilizumab chaque 
semaine 15% 7% 

Tocilizumab chaque  
2 semaines 14% 4% 

Placebo + sevrage 
26 semaines 22% 4% 

Placebo + sevrage 
52 semaines 25% 12% 



§ Meilleures données pour le traitement de la GCA 

§ Risque infectieux 

§ Candidats au traitement: 
§  Patient(e)s à haut risque de toxicité des stéroïdes 
§  Récidive sous stéroïde à faible dose 





RIVAROXABAN 2,5 BID + AAS 

VS 

RIVAROXABAN 5 BID 

VS 

AAS 

§ Étude multicentrique 

§ Répartition aléatoire à double aveugle 

§ Conception 3 x 2 (volet pantoprazole non publié) 

§ Critère d’aboutissement primaire: mortalité CV, IM, AVC 

§  Innocuité: saignement majeur ISTH incluant tout saignement 
qui nécessite une consultation en milieu de soins 



Maladie artérielle périphérique symptomatique: 

§  Pontage ou revascularisation endovasculaire 

§  Amputation pour MAP 

§  Claudication artérielle avec sténose démontrée ou ABI abaissé 

§  Revascularisation carotidienne ou sténose > 50% 

Maladie coronarienne et 

§  ≥ 65 ans ou 

§  un deuxième lit vasculaire ou 

§  ≥ 2 facteurs de risque 
§  Tabagisme 
§  Diabète 
§  DFG <60 mL/min 
§  Insuffisance cardiaque 
§  AVC non lacunaire non aigu 



§ 27,395 patients entre 2013 et 2016 

§ Suivi moyen 23 mois 

§ Âge moyen: 68 ans 

§ Femmes 21% 

§ Maladie coronarienne 90% 

§ Maladie artérielle périphérique 27% 
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T h e  n e w  e ngl a nd  j o u r na l  o f  m e dic i n e

in Subjects with Acute Coronary Syndrome 2–
Thrombolysis in Myocardial Infarction 51 (ATLAS 
ACS 2–TIMI 51) trial. This trial tested rivaroxaban 
on a background of single or dual antiplatelet 
therapy in patients with a recent acute coronary 
syndrome. Rivaroxaban at a dose of 2.5 mg twice 
daily or 5 mg twice daily resulted in a lower rate 
of major adverse cardiovascular events than pla-
cebo, and the dose of 2.5 mg twice daily resulted 
in lower mortality,8 findings consistent with the 
COMPASS results. The mean duration of rivar-
oxaban treatment in the ATLAS ACS 2–TIMI 51 
trial was 13.3 months, whereas persons enrolled 
in the COMPASS trial who had a history of myo-
cardial infarction were enrolled a mean of 7.1 years 
after the acute event and continued to receive 
treatment for a mean of 23 months.

The definition of major bleeding in the 
COMPASS trial was based on the ISTH defini-
tion, which includes fatal bleeding, symptomatic 
bleeding into a critical area or organ, bleeding 

causing a decrease in the hemoglobin level of 2 g 
or more per deciliter, or bleeding that led to 
transfusion of 2 or more units of whole blood or 
red cells. However, the definition used in the 
COMPASS trial, which had been adopted in re-
sponse to a request from regulators, differed from 
the ISTH definition in that it did not take into 
account whether bleeding was associated with a 
decrease in the hemoglobin level or with blood 
transfusion, and it included any bleeding that 
led to hospitalization with or without an over-
night stay, thus including events that would not be 
considered major bleeding in other trials. Although 
there was also a significant increase in the rate 
of major bleeding with rivaroxaban with the use 
of the ISTH scale, there were approximately one 
third fewer major bleeding events with this defi-
nition than with the use of the modified ISTH 
definition. Our definition of net clinical benefit 
balanced the lower risk of cardiovascular death, 
stroke, or myocardial infarction against the most 

Figure 1. Cumulative Incidence of the Primary Efficacy Outcome among Participants Receiving Rivaroxaban  
plus Aspirin, Rivaroxaban Alone, or Aspirin Alone.

Participants in the rivaroxaban-plus-aspirin group received 2.5 mg of rivaroxaban twice daily and 100 mg of aspirin 
once daily. Participants in the rivaroxaban-alone group received 5 mg of rivaroxaban twice daily and an aspirin-matched 
placebo once daily. Participants in the aspirin-alone group received 100 mg of aspirin once daily and a rivaroxaban-
matched placebo twice daily. The inset shows the same data on an expanded y axis.
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2,5 BID + 
AAS 5 BID AAS STAT. SIGNIF. 

Intervention vasculaire ou 
amputation proximale au 
métatarse 

1,2 1,4 2,2 
5 BID et 

2,5 BID + AAS 

Amputations majeures 0,2 0,3 0,7 2,5 BID + AAS 



2,5 BID + 
AAS 5 BID AAS STAT. SIGNIF. 

Hémorragies majeures 3,1 2,8 1,9 S 

   Fatales 0,2 0,2 0,1 NS 

   Intracrâniennes 0,2 0,4 0,2 NS 

   Organe majeur 0,5 0,5 0,3 NS 

   Autres majeures * 2,3 1,8 1,2 S 

* Saignements entraînant une consultation en soins aigus ou une 
hospitalisation 



2,5 BID + 
AAS 5 BID AAS STAT. SIGNIF. 

Gastrointestinales 1,5 1,0 0,7 
5 BID et  

2,5 BID + AAS 

Intracrâniennes 0,3 0,5 0,3 5 BID 

Bénéfice clinique net * 4,7 5,5 5,9 2,5 BID + AAS 

* Mortalité cardiovasculaire, AVC, infarctus myocardique, 
hémorragie fatale et d’organe d’importance 



§ Plus grande étude pour la maladie cardiovasculaire stable 

§ Rares données maladie artérielle périphérique 

§ Réduction risque absolu événements CV majeurs: 1,3% 

§ Augmentation risque saignement majeur: 1,2% 
§  Surtout saignements gastrointestinaux 
§  Données avec pantoprazole à venir 



Thrombolyse pharmacomécanique + traitement médical 

VS 

Traitement médical standard 

§ Étude ouverte multicentrique 

§ Évaluateurs non informés du groupe d’assignation 

§ Dirigée par NHLBI et NIH avec contribution des 
pharmaceutiques 

§ Thromboses veineuses profondes iliofémorales et fémoro-
poplitées 



§ 692 patients suivis durant 24 mois 

§ Femmes 38% 

§ Âge moyen 53 ans 

§ 57% thromboses iliofémorales 



§ Perfusion thrombolytique par cathéter intra thrombus (CaVenT) 

§ Thrombolyse pharmacomécanique: 
§  Angiojet 
§  Trellis 

§ Thérapie médicale standard: 
§  Drainage postural 
§  Anticoagulation 
§  Vêtements compressifs (étude conçue avant SOX…) 



PCDT Pas de PCDT 

PTS (Villalta ≥ 5) 46,7% 48,2% 

PTS mod-sévère (Villalta ≥ 10 
ou ulcère) 
•  Population 
•  iliofémorales 

17,9% 
18,4% 

23,7% 
28,2% 



PCDT Pas de PCDT 

Hémorragies majeures 1,7% 0,3% 

Tout saignement 4,5% 1,7% 

* Pas d’hémorragie fatale ni hémorragie intracrânienne 



§ Candidats au traitement: 
§  Thromboses iliofémorales 
§  Patient(e)s jeunes  
§  Bonne classe fonctionnelle 
§  Faible risque hémorragique 
§  Pas de réponse au traitement conservateur (5 à 7 jours) 



DABIGATRAN + INHIBITEUR P2Y12 

VS 

WARFARINE + INHIBITEUR P2Y12 + AAS 

•  Non infériorité ouverte multicentrique à répartition aléatoire 

•  2725 patients entre 2014 et 2016 

•  Suivi moyen 14 mois 

•  Âge moyen 70,8 ans 

•  Syndrome coronarien aigu 50,5% 

•  Tuteur(s) pharmacoactif(s) 82,6% 

•  Inhibiteur P2Y12: clopidogrel 88% 



 8 

Figures  

Figure S1. Study Design. 

 

AF, atrial fibrillation; ASA, acetylsalicylic acid; BID, twice daily; BMS, bare-mental stent; CRNM, clinically 
relevant nonmajor; DES, drug-eluting stent; INR, international normalized ratio; PCI, percutaneous coronary 
intervention; PROBE, prospective randomized open blinded end point; R, randomization. 

* Study drug should be administered 6 hr after sheath removal and ≤120 hr post-PCI (≤72 hr is preferable).  

† Dabigatran arms: ASA discontinued at randomization.  

‡ Warfarin arm: ASA discontinued 1 month after BMS or 3 months after DES. 

Patients aged <80 yr (<70 yr in Japan) were randomized to dabigatran 110 dual-therapy, dabigatran 150 dual-
therapy, or warfarin triple-therapy. Patients aged ≥80 yr in the United States were randomized to dabigatran 
110 dual-therapy, dabigatran 150 dual-therapy, or warfarin triple-therapy in a 1:1:1 ratio. Patients aged ≥80 yr 
in other countries (≥70 yr in Japan) were randomized to dabigatran 110 dual-therapy or warfarin triple-therapy 
in a 1:1 ratio. 
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Critères d’aboutissement: 

§ Primaire: saignements majeurs et cliniquement significatifs (ISTH) 

§ Secondaire: infarctus, AVC, embolie systémique, décès ou 
revascularisation non planifiée 
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therapy group than in the corresponding triple-
therapy group (0.1% vs. 1.0%; hazard ratio, 0.12; 
95% CI, 0.02 to 0.98; P = 0.047).

Secondary Efficacy End Points
The incidence of the composite efficacy end 
point of thromboembolic events (myocardial 
infarction, stroke, or systemic embolism), death, 
or unplanned revascularization was 13.7% in the 
two dual-therapy groups combined as compared 
with 13.4% in the triple-therapy group (hazard 
ratio, 1.04; 95% CI, 0.84 to 1.29; P = 0.005 for 
noninferiority) (Table 3). The incidence was 
15.2% in the 110-mg dual-therapy group as com-
pared with 13.4% in the triple-therapy group 
(hazard ratio, 1.13; 95% CI, 0.90 to 1.43; P = 0.30) 
and 11.8% in the 150-mg dual-therapy group as 
compared with 12.8% in the corresponding tri-
ple-therapy group (hazard ratio, 0.89; 95% CI, 
0.67 to 1.19; P = 0.44) (Fig. S3 in the Supplemen-
tary Appendix). Results of the intention-to-treat 
analysis were consistent with results of the on-
treatment analysis and with results across mul-
tiple subgroups of patients, including those who 
had an acute coronary syndrome and those who 
had received a drug-eluting stent (Table S10 and 
Fig. S5 in the Supplementary Appendix). The rate 
of the combined end point of thromboembolic 
events or death was 9.6% in the two dual-therapy 
groups combined as compared with 8.5% in the 
triple-therapy group (hazard ratio, 1.17; 95% CI, 
0.90 to 1.53; P = 0.11 for noninferiority). An over-
all summary of the hierarchical testing is shown 
in Figure S4 in the Supplementary Appendix.
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Figure 2. Primary End Point and Secondary Efficacy 
End Point.

Shown is the cumulative incidence of the primary end 
point of major or clinically relevant nonmajor bleeding 
in the group that received dual therapy with dabigatran 
at a dose of 110 mg versus the group that received tri-
ple therapy with warfarin (Panel A) and in the group 
that received dual therapy with dabigatran at a dose of 
150 mg versus the corresponding triple-therapy group 
(which did not include elderly patients outside the 
United States) (Panel B). Also shown is the incidence 
of a secondary efficacy end point of a composite of 
thromboembolic events (myocardial infarction, stroke, 
or systemic embolism), death, or unplanned revascu-
larization in the two dual-therapy groups combined 
versus the triple-therapy group (Panel C). In Panel C, 
the inset shows the same data on an enlarged y axis.
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therapy group than in the corresponding triple-
therapy group (0.1% vs. 1.0%; hazard ratio, 0.12; 
95% CI, 0.02 to 0.98; P = 0.047).

Secondary Efficacy End Points
The incidence of the composite efficacy end 
point of thromboembolic events (myocardial 
infarction, stroke, or systemic embolism), death, 
or unplanned revascularization was 13.7% in the 
two dual-therapy groups combined as compared 
with 13.4% in the triple-therapy group (hazard 
ratio, 1.04; 95% CI, 0.84 to 1.29; P = 0.005 for 
noninferiority) (Table 3). The incidence was 
15.2% in the 110-mg dual-therapy group as com-
pared with 13.4% in the triple-therapy group 
(hazard ratio, 1.13; 95% CI, 0.90 to 1.43; P = 0.30) 
and 11.8% in the 150-mg dual-therapy group as 
compared with 12.8% in the corresponding tri-
ple-therapy group (hazard ratio, 0.89; 95% CI, 
0.67 to 1.19; P = 0.44) (Fig. S3 in the Supplemen-
tary Appendix). Results of the intention-to-treat 
analysis were consistent with results of the on-
treatment analysis and with results across mul-
tiple subgroups of patients, including those who 
had an acute coronary syndrome and those who 
had received a drug-eluting stent (Table S10 and 
Fig. S5 in the Supplementary Appendix). The rate 
of the combined end point of thromboembolic 
events or death was 9.6% in the two dual-therapy 
groups combined as compared with 8.5% in the 
triple-therapy group (hazard ratio, 1.17; 95% CI, 
0.90 to 1.53; P = 0.11 for noninferiority). An over-
all summary of the hierarchical testing is shown 
in Figure S4 in the Supplementary Appendix.
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Figure 2. Primary End Point and Secondary Efficacy 
End Point.

Shown is the cumulative incidence of the primary end 
point of major or clinically relevant nonmajor bleeding 
in the group that received dual therapy with dabigatran 
at a dose of 110 mg versus the group that received tri-
ple therapy with warfarin (Panel A) and in the group 
that received dual therapy with dabigatran at a dose of 
150 mg versus the corresponding triple-therapy group 
(which did not include elderly patients outside the 
United States) (Panel B). Also shown is the incidence 
of a secondary efficacy end point of a composite of 
thromboembolic events (myocardial infarction, stroke, 
or systemic embolism), death, or unplanned revascu-
larization in the two dual-therapy groups combined 
versus the triple-therapy group (Panel C). In Panel C, 
the inset shows the same data on an enlarged y axis.
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therapy group than in the corresponding triple-
therapy group (0.1% vs. 1.0%; hazard ratio, 0.12; 
95% CI, 0.02 to 0.98; P = 0.047).

Secondary Efficacy End Points
The incidence of the composite efficacy end 
point of thromboembolic events (myocardial 
infarction, stroke, or systemic embolism), death, 
or unplanned revascularization was 13.7% in the 
two dual-therapy groups combined as compared 
with 13.4% in the triple-therapy group (hazard 
ratio, 1.04; 95% CI, 0.84 to 1.29; P = 0.005 for 
noninferiority) (Table 3). The incidence was 
15.2% in the 110-mg dual-therapy group as com-
pared with 13.4% in the triple-therapy group 
(hazard ratio, 1.13; 95% CI, 0.90 to 1.43; P = 0.30) 
and 11.8% in the 150-mg dual-therapy group as 
compared with 12.8% in the corresponding tri-
ple-therapy group (hazard ratio, 0.89; 95% CI, 
0.67 to 1.19; P = 0.44) (Fig. S3 in the Supplemen-
tary Appendix). Results of the intention-to-treat 
analysis were consistent with results of the on-
treatment analysis and with results across mul-
tiple subgroups of patients, including those who 
had an acute coronary syndrome and those who 
had received a drug-eluting stent (Table S10 and 
Fig. S5 in the Supplementary Appendix). The rate 
of the combined end point of thromboembolic 
events or death was 9.6% in the two dual-therapy 
groups combined as compared with 8.5% in the 
triple-therapy group (hazard ratio, 1.17; 95% CI, 
0.90 to 1.53; P = 0.11 for noninferiority). An over-
all summary of the hierarchical testing is shown 
in Figure S4 in the Supplementary Appendix.
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Figure 2. Primary End Point and Secondary Efficacy 
End Point.

Shown is the cumulative incidence of the primary end 
point of major or clinically relevant nonmajor bleeding 
in the group that received dual therapy with dabigatran 
at a dose of 110 mg versus the group that received tri-
ple therapy with warfarin (Panel A) and in the group 
that received dual therapy with dabigatran at a dose of 
150 mg versus the corresponding triple-therapy group 
(which did not include elderly patients outside the 
United States) (Panel B). Also shown is the incidence 
of a secondary efficacy end point of a composite of 
thromboembolic events (myocardial infarction, stroke, 
or systemic embolism), death, or unplanned revascu-
larization in the two dual-therapy groups combined 
versus the triple-therapy group (Panel C). In Panel C, 
the inset shows the same data on an enlarged y axis.
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Dose de Dabigatran démontrée efficace en fibrillation 
auriculaire (RELY) 

Triple thérapie 1 à 3 mois 

Bénéfice: 

§ Arrêt de l’AAS? 

§ Meilleur anticoagulant? 



CANAGLIFLOZINE 

VS 

PLACEBO 

Population 

§ 30 ans et maladie cardiovasculaire 

§ 50 ans et ≥ 2 facteurs de risque 
§  Durée diabète > 10 ans 
§  TA > 140 mmHg sous anti-HTA 
§  Tabagisme 
§  Microalbuminurie 
§  C-HDL < 1 mmol/L 



§ Non infériorité, multicentrique à répartition aléatoire à l’aveugle 
§  10,142 patients 2009-2014 (CANVAS) et 2014-2017 (CANVAS-R) 
§  Suivi moyen 188 semaines 
§ Âge moyen 63,3 ans 
§  femmes 35,8% 
§ Diabétiques depuis 13,5 ans 
§  A1c = 0,082 
§  27-29% micro ou macroalbuminurie 
§  20-21% rétinopathie 

§  34% prévention primaire 
§  66% prévention secondaire 
§  Maladie coronarienne: 55% 
§  Maladie vasculaire cérébrale: 19% 
§  Maladie artérielle périphérique: 20% 
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Figure 2. Cardiovascular Outcomes in the Integrated CANVAS Program.

The primary outcome was a composite of death from cardiovascular causes, nonfatal myocardial infarction, or nonfatal stroke. The hazard ratios and 95% confidence intervals for 
the primary outcome and the components of the outcome were estimated with the use of Cox regression models with stratification according to trial and history of cardiovascular 
disease for all canagliflozin groups combined versus placebo. Analyses are based upon the full, integrated data set comprising all participants who underwent randomization. The 
inset in each panel shows the same data on an enlarged y axis.
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T h e  n e w  e ngl a nd  j o u r na l  o f  m e dic i n e

with canagliflozin than with placebo. The rate of 
all fractures was higher with canagliflozin than 
with placebo (15.4 vs. 11.9 participants with frac-
ture per 1000 patient-years; hazard ratio, 1.26; 
95% CI, 1.04 to 1.52), and there was a similar 
trend with respect to low-trauma fracture events 
(11.6 vs. 9.2 participants with fracture per 1000 
patient-years; hazard ratio, 1.23; 95% CI, 0.99 to 
1.52). There was evidence of heterogeneity in the 
bone-fracture findings between CANVAS and 
CANVAS-R with respect to both low-trauma frac-
ture and all fracture (both P≤0.005), with risks 

higher in the canagliflozin group than in the 
placebo group in CANVAS but not in CANVAS-R 
(Table S9 in the Supplementary Appendix). Only 
a small number of events of diabetic ketoacidosis 
were observed with canagliflozin and placebo (0.6 
vs. 0.3 participants with an event per 1000 patient-
years; hazard ratio, 2.33; 95% CI, 0.76 to 7.17).

Discussion

Patients with type 2 diabetes and established car-
diovascular disease or at high risk for cardiovas-

Figure 3. Effects of Canaglif lozin on Cardiovascular, Renal, Hospitalization, and Death Events in the Integrated 
CANVAS Program.

Hazard ratios and 95% confidence intervals were estimated with the use of Cox regression models, with stratifica-
tion according to trial and history of cardiovascular disease for all canagliflozin groups combined versus placebo. 
For the primary outcome (the composite of death from cardiovascular causes, nonfatal myocardial infarction, or 
nonfatal stroke), P<0.001 for noninferiority and P = 0.02 for superiority. Progression of albuminuria was evaluated 
with data from the 9015 participants with normoalbuminuria or microalbuminuria at baseline. The composite renal 
outcome was a 40% reduction in the estimated glomerular filtration rate (eGFR), the need for renal-replacement 
therapy, or death from renal causes. The 40% reduction in eGFR was required to be sustained, which was defined 
as being present on at least two consecutive measurements more than 30 days apart, and adjudicated by an expert 
committee. The need for renal-replacement therapy owing to end-stage kidney disease was defined as a need for di-
alysis for at least 30 days or transplantation and was required to be adjudicated by an expert committee. Death from 
renal causes was defined as death for which the proximate cause was renal as defined by the end-point adjudication 
committee. There were three deaths from renal causes, all in the placebo group.
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Figure 4 (facing page). Effects of Canagliflozin on the Primary Cardiovascular Outcome in Subgroups.

A total of 10,142 participants were included in the analysis. Hazard ratios and 95% confidence intervals were estimated with the use of 
Cox regression models. P values for homogeneity were obtained by fitting interaction terms. The body-mass index (BMI) is the weight 
in kilograms divided by the square of the height in meters. The analysis according to the history of heart failure was not prespecified. 
RAAS denotes renin–angiotensin–aldosterone system.
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Table S9.  Effects of canagliflozin versus placebo on fracture in 
CANVAS, CANVAS-R, and the CANVAS Program 
 
 Canagliflozin 

Per 1000 
patient-years 

Placebo  
Per 1000 

patient-years 

Hazard ratio  
(95% confidence 

interval) 

P value* 

     
Low-trauma fracture (primary outcome)     
    CANVAS 12.98 8.31 1.56 (1.18–2.06)  
    CANVAS-R 7.87 10.30 0.76 (0.52–1.12)  
    CANVAS Program  11.58 9.17 1.23 (0.99–1.52) 0.003 

     
All fracture (secondary outcome)     
    CANVAS 16.92  10.94 1.55 (1.21–1.97)  
    CANVAS-R 11.42 13.23 0.86 (0.62–1.19)  
    CANVAS Program  15.40 11.93  1.26 (1.04–1.52) 0.005 

Analysis of fractures included all events at any time point in all patients who were randomized and received ≥1 
dose of study drug. 
*P value for homogeneity between CANVAS and CANVAS-R. 
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Figure S5. Highest-level atraumatic lower-limb amputations 
experienced by participants in the CANVAS Program 
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Table S8.  Effects of canagliflozin versus placebo on atraumatic lower 
limb amputation in key subgroups in the CANVAS Program 
 
 Canagliflozin 

Per 1000 
patient-years 

Placebo  
Per 1000  

patient-years 

Hazard ratio 
(95% confidence 

interval) 
History of amputation    

Yes 96.30 59.16 2.15 (1.11–4.19) 
No 4.68 2.48 1.88 (1.27–2.78) 

    
History of peripheral vascular disease    
    Yes 12.09 8.16 1.39 (0.80–2.40) 
    No 5.20 2.41 2.34 (1.53–3.58) 
  



AMPUTATIONS MAP pas de MAP 

totales 1,30 (0,69-2,46) 0,84 (0,54-1,32) 

majeures 3,3% vs 1,3% 0,1% vs 0,1% 

mineures 4,2% vs 2,9% 0,8% vs 0,6% 



§ Supériorité événements cardiovasculaires majeurs 
§  1/3 population prévention primaire  

§ Physiopathologie du risque d’amputation: 
§  Hémodynamique? 
§  Biais de survie? 
§  Effet rebond à l’arrêt du médicament? 
§  Effet de classe? 
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