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Cómo se compara con los otros
estudios? 

CARMELINA: Primary CV endpoints 

aComposite of CV death, nonfatal MI, and nonfatal stroke
3P-MACE, 3-point major adverse cardiovascular events; CI, confidence interval; CV, cardiovascular; hHF, hospitalized heart failure; MI, myocardial infarction
Rosenstock J, et al. JAMA 2018 [Epub ahead of print]

Favors placeboFavors linagliptin

Endpoint Linagliptin group
(n=3494) 

Placebo group
(n=3485) 

Hazard ratio
(95% CI)

Hazard ratio
(95% CI)

P value

3P-MACEa 434 (12.4%) 420 (12.1%) 1.02 (0.89, 1.17) 0.74

CV death 255 (7.3%) 264 (7.6%) 0.96 (0.81, 1.14) 0.63

Nonfatal MI 156 (4.5%) 135 (3.9%) 1.15 (0.91, 1.45) 0.23

Nonfatal stroke 65 (1.9%) 73 (2.1%) 0.88 (0.63, 1.23) 0.45

All-cause mortality 367 (10.5%) 373 (10.8%) 0.98 (0.84, 1.13) 0.74

hHF 209 (6.0%) 226 (6.5%) 0.90 (0.74, 1.08) 0.26

0.6 0.8 1 1.2 1.4

CARMELINA: Secondary microvascular endpoints

aDefined as a composite of albuminuria progression, sustained decrease of ≥50% in eGFR, sustained ESRD, death due to kidney disease, retinal photocoagulation, intravitreal injection of an anti-VEGF therapy for diabetic retinopathy, vitreous hemorrhage, or diabetes-
related blindness; bChange from normo- to micro- or macroalbuminuria, or from micro- to macroalbuminuria; cTwo-sided
CI, confidence interval; eGFR, estimated glomerular filtration rate; ESRD, end-stage renal disease; HR, hazard ratio; VEGF, vascular endothelial growth factor
Rosenstock J, et al. JAMA 2018 [Epub ahead of print]
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P=0.0032c

Linagliptin Placebo

785 patients

843 patients

Secondary composite microvascular endpointa

80

60

40

20

0
0.0 0.5 1.0 1.5 2.0 2.5 3.0 3.5

819 patients

763 patients

P
at

ie
nt

s 
w

ith
 e

ve
nt

 (%
)

Years

HR: 0.86
(95% CI: 0.78, 0.95)
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LEADER: Desenlaces primarios
muerte por enfermedad CV, infarto de miocardio no fatal o accidente cerebrovascular no fatal
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Placebo

Tiempo desde la aleatorización (meses)Paciente en riesgo
Liraglutida
Placebo

Liraglutida

HR: 0.87
IC al 95% (0.78-0.97)

p<0.001 para no inferioridad
p=0.01 para superioridad

Las incidencias acum uladas se estim aron con el uso del m étodo de Kaplan-M eier y las razones de riesgo con el uso del m odelo de regresión 
de riesgos proporcionales de Cox. El análisis de los datos se detiene a los 54 m eses, ya que m enos del 10% de los pacientes tenían un 
tiem po de observación m ás allá de 54 m eses.
IC: intervalo de confianza; CV: cardiovascular; HR: hazard ratio

Marso SP et al. N Engl J Med 2016;375:311–322 

SUSTAIN-6: Primary and secondary endpoint results 

aCV death, nonfatal MI, nonfatal stroke, revascularization (coronary or peripheral), and hospitalization for unstable angina or heart failure
3P-MACE, 3-point major adverse cardiovascular events; CI, confidence interval; CV, cardiovascular; HR, hazard ratio; MI, myocardial infarction
Marso SP et al. N Engl J Med 2016;375:1834–44

Endpoints
Patients with event (%)

HR (95% CI) P valueSemaglutide 
(N=1648)

Placebo 
(N=1649)

Primary composite outcome (3P-MACE) 108 (6.6) 146 (8.9) 0.74 (0.58, 0.95) 0.002

CV death 44 (2.7) 46 (2.8) 0.98 (0.65, 1.48) 0.92

Nonfatal MI 47 (2.9) 64 (3.9) 0.74 (0.51, 1.08) 0.12

Nonfatal stroke 27 (1.6) 44 (2.7) 0.61 (0.38, 0.99) 0.04

Expanded composite outcomea 199 (12.1) 264 (16.0) 0.74 (0.62, 0.89) 0.002

All-cause mortality, nonfatal MI, 
nonfatal stroke 122 (7.4) 158 (9.6) 0.77 (0.61, 0.97) 0.03

Hospitalization for heart failure 59 (3.6) 54 (3.3) 1.11 (0.77, 1.61) 0.57

Revascularization 83 (5.0) 126 (7.6) 0.65 (0.50, 0.86) 0.003

Hospitalization for unstable angina 22 (1.3) 27 (1.6) 0.82 (0.47, 1.44) 0.49

0.25 1 4

F avors  sem aglu tide F avors  p lacebo

Primary Composite Cardiovascular Outcome
Intention-to-Treat Analysis for Non-inferiority & Superiority

HR (95% CI)                             0.91 (0.83, 1.00)
P value (non-inferiority)         <.001
P value (superiority) 0.061
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Primary Composite Cardiovascular Outcome
Intention-to-Treat Analysis

0 0.5 1 1.5 2

Exenatide 
favoured

Placebo 
favoured

MACE

CV-death

Non-fatal MI

Non-fatal 
stroke

Exenatide
N=7356

Placebo
N=7396

229 
(3.1%)

258 
(3.5%)

455 
(6.2%)

470 
(6.4%)

155 
(2.1%)

177 
(2.4%)

839 (11.4%)

3.7 per 100 pt-yrs

905 (12.2%)

4.0 per 100 pt-yrs

Hazard Ratio 95% CI P value

0.91

0.88

0.95

0.86

0.83, 1.00

0.73, 1.05

0.84, 1.09

0.70, 1.07

<.001 
(non-inferiority)

0.061
(superiority)

0.628 
(homogeneity 

among 
components)

All-Cause Mortality
Intention-to-Treat Analysis

HR (95% CI)        0.86 (0.77, 0.97)
P value                0.016

HARMONY: Primary endpoint results 

Cl, Confidence interval; HR, hazard ratio; MACE, major adverse cardiovascular events
Hernandez AF, et al. Lancet 2018 [Epub ahead of print]  

Study visit (month)

Effect of albiglutide on the 
MACE primary endpoint 
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P=0.0006 for superiority 338
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HARMONY: Secondary endpoint results 

4P-MACE defined as a composite of CV death, nonfatal MI, nonfatal stroke, and revascularization for unstable angina
4P-MACE, 4-point major adverse cardiovascular events; CI, confidence interval; CV, cardiovascular; hHF, hospitalized heart failure; HR, hazard ratio; MI, myocardial infarction
Hernandez AF, et al. Lancet 2018 [Epub ahead of print]  

0. 6 0. 8 1 1. 2

All-cause 
death

0.93 (0.73, 1.19)

HR (95% CI) P value

0.578

Favors placebo Favors albiglutide

hHF and CV death 
composite

0.85 (0.70, 1.04) 0.113

0. 6 0. 8 1 1. 2

CV death 

MI

Stroke

0.93 (0.73, 1.19)

0.75 (0.61, 0.90)

HR (95% CI)

0.86 (0.66, 1.14)

P value

0.578

0.003

0.300

Favors placebo 

0.78 (0.69, 0.90) 0.00054P-MACE

Favors albiglutide

4P-MACE composite and individual components hHF and CV death composite and all-cause death 

Estudio MACE IAM no fatal Ictus no fatal Mortalidad
CV

Mortalidad
total

Hospitalización
por falla
cardíaca

EMPAREG 0.86 
(0.74-0.99)

0.87 
(0.70-1.09)

1.24 
(0.92-1.67)

0.62 
(0.49-0.77)

0.68 
(0.57-0.82)

0.65
(0.5-0.85)

CANVAS 0.86 
(0.75-0.97)

0.85 
(0.69-1.05)

0.90 
(0.71-1.15)

0.87 
(0.72-1.06)

0.87 
(0.74-1.01)

0.67 
(0.52-0.87)

DECLARE 0.93 
(0.84-1.03)

0.89 
(0.77-1.01)

1.01 
(0.84-1.21)

0.98 
(0.82-1.17)

0.93 
(0.82-1.04)

0.73 
(0.61-0.88)

CARMELINA 1.02 
(0.89-1.17)

1.15 
(0.91-1.45)

0.88 
(0.63-1.23)

0.96 
(0.81-1.14)

0.98 
(0.84-1.13)

0.90 
(0.74-1.08)

LEADER 0.87 
(0.76-0.97)

0.88 
(0.75-1.03)

0.89 
(0.72-1.11)

0.78 
(0.66-0.93)

0.85 
(0.74-0.97)

0.87 
(0.73-1.05)

SUSTAIN 0.74 
(0.58-0.95)

0.74 
(0.51-1.08)

0.61 
(0.38-0.99)

0.98 
(0.65-1.48)

1.05 
(0.74-1.50)

1.11 
(0.77-1.61)

EXSCEL 0.91 
(0.83-1.00)

0.95 
(0.84-1.09)

0.86 
(0.70-1.07)

0.88 
(0.73-1.05)

0.86 
(0.77-0.97)

0.94 
(0.78-1.13)

HARMONY 0.78 
(0.68-0.90)

0.75 
(0.61-0.90)

0.86 
(0.66-1.14)

0.93 
(0.73-1.19)

0.93 
(0.73-1.19)

0.95 
(0.79-1.16)

Complicaciones renales
Compuesto

microvascular
Compuesto

renal
Nueva 

aparición
microalbum-

inuria

Doblamiento
creatinina

Terapia
reemplazo

renal

Muerte renal

EMPAREG 
HR(95% IC)

0.62 
(0.54-0.70)

0.61 
(0.53-0.70)

0.62 
(0.54-0.72)

0.56 
(0.39-0.79)

0.45 
(0.21-0.97)

NA

CANVAS 
HR(95% IC) 

0.86 
(0.75-0.97)

0.60 
(0.47-0.77)

0.80 
(0.79-0.88)

0.50 
(0.30-0.84)

0.77 
(0.30-1.97)

NA

DECLARE 
HR(95% IC)

NA 0.53 
(0.43-0.66)

NA NA NA NA

LEADER 
HR(95% IC)

0.84 
(0.79-0.97)

0.78 
(0.67-0.92)

0.74 
(0.60-0.91)

0.88 
(0.66-1.18)

0.87 
(0.6-1.24)

1.59 
(0.52-4.87)

SUSTAIN-6 
HR(95% IC)

NA 0.64 
(0.46-0.88)

0.54 
(0.37-0.77)

1.28 
(0.64-2.58)

0.91 
(0.40-2.07)

NA

CARMELINA 
HR(95% IC)

0.86 (0.78-
0.95)

0.98 
(0.82-1.18)

NA NA 0.87 
(0.69-1.10)
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Que hay nuevo en eventos
adversos?

ITU

EMPAREG: Adverse events consistent with urinary tract 
infection  

Rate = per100 patient-years

Placebo 
(n=2333)

Empagliflozin
10 mg

(n=2345)

Empagliflozin 
25 mg

(n=2342)

n (%) Rate n (%) Rate n (%) Rate

Events consistent with UTI 423 
(18.1%)

8.21 426 
(18.2%)

8.02 416 
(17.8%)

7.75

Events leading to 
discontinuation

10 
(0.4%)

0.17 22 
(0.9%)

0.37 19 
(0.8%)

0.31

By sex

Male 158 (9.4%) 3.96 180 
(10.9%)

4.49 170
(10.1%)

4.09

Female 265
(40.6%)

22.81 246
(35.5%)

18.83 246 
(37.3%)

20.38

36

Patients treated with ≥1 dose of study drug
Based on 79 MedDRA preferred terms
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Mahaffey KW, et al. Circulation. 2017. doi:10.1161/CIRCULATIONAHA.117.032038.

Effects of Canagliflozin Versus Placebo on 
Safety Outcomes

P atients per 
1000  patien t-years

N um ber
of patien ts Canag lifloz in P lacebo

H azard  ratio  
(95%  CI) p-in teraction

M ale  gen ita l in fection
325 36.8 10 .6 3 .68  (2 .72 , 4 .98) 0 .83

172 40.7 10 .8 3 .98  (2 .60 , 6 .10)

Fem ale  gen ita l in fection*
91 81.7 20 .1 3 .98  (2 .12 , 7 .48) 0 .69

105 77.5 16 .4 4 .81  (2 .51 , 9 .24)

U rinary  tract in fection*
236 37.6 38 .7 0 .98  (0 .75 , 1 .29) 0 .20

207 50.7 39 .8 1 .28  (0 .94 , 1 .74)

Low er-extrem ity
am putation

154 8.6 4 .4 2 .07  (1 .43 , 3 .00) 0 .63

33 2.8 1 .7 1 .52  (0 .70 , 3 .29)

A ll fracture
308 15.4 12 .1 1 .25  (0 .99 , 1 .59) 0 .80

188 15.4 11 .6 1 .28  (0 .94 , 1 .75)

Low -traum a fracture
238 11.7 9 .4 1 .23  (0 .94 , 1 .61) 0 .85

141 11.4 8 .8 1 .23  (0 .86 , 1 .75)

D iabetic  ketoacidosis
8 0.5 0 .1 4 .61  (0 .56 , 38 .03) 0 .36

10 0.8 0 .6 1 .57 (0 .40 , 6 .16)

4.0 16.00.50 32.01.0 2.0 8.0

Favors Canag lifloz in Favors P lacebo

0.25

Secondary prevention
Primary prevention
Overall population

* F o r  t h e s e  a d v e r s e  e v e n t s ,  t h e  a n n u a l iz e d  e v e n t  r a t e s  a r e  r e p o r t e d  w it h  d a t a  f r o m  

C A N V A S  a lo n e  t h r o u g h  J a n u a r y  7 ,  2 0 1 4 ,  b e c a u s e ,  a f t e r  t h is  t im e ,  o n ly  s e r io u s  a d v e r s e  

e v e n t s  o r  a d v e r s e  e v e n t s  le a d in g  t o  d is c o n t in u a t io n  w e r e  c o l le c t e d .  I n  C A N V A S - R ,  o n ly  

s e r io u s  a d v e r s e  e v e n t s  o r  a d v e r s e  e v e n t s  le a d in g  t o  d is c o n t in u a t io n  w e r e  c o l le c t e d .   O w in g  

t o  t h e  d i f f e r e n c e s  b e t w e e n  t h e  2  t r ia ls  in  m e t h o d s  o f  c o l le c t io n  o f  t h e  d a t a ,  a n  in t e g r a t e d  
a n a ly s is  o f  t h e s e  a d v e r s e  e v e n t s  is  n o t  p o s s ib le .

Lesión renal aguda
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Other adverse events (1)
Placebo 
(n=2333)

Empagliflozin
10 mg 

(n=2345)

Empagliflozin 
25 mg 

(n=2342)

n (%) Rate n (%) Rate n (%) Rate

Diabetic ketoacidosis* 1 
(<0.1%)

0.02 3
(0.1%)

0.05 1
(<0.1%)

0.02

Acute kidney injury† 155 
(6.6%)

2.77 121
(5.2%)

2.07 125
(5.3%)

2.12

Events consistent with 
volume depletion§

115 
(4.9%)

2.04 115
(4.9%)

1.97 124
(5.3%)

2.11

Serious events 24
(1.0%)

0.42 19
(0.8%)

0.32 26
(1.1%)

0.43

Events leading to 
discontinuation

7
(0.3%)

0.12 1 
(<0.1%)

0.02 4 
(0.2%)

0.07

Venous thrombotic events** 20
(0.9%)

0.35 9
(0.4%)

0.15 21
(0.9%)

0.35

Rate = per100 patient-years

41

Pa tie n ts tre a te d  w ith  ≥1 d o se  o f stu d y d ru g
*Ba se d  o n  4  M e d D R A  p re fe rre d  te rm s. †Ba se d  o n  1  sta n d a rd ise d  M e d D R A  q u e ry
§Ba se d  o n  8  M e d D R A  p re fe rre d  te rm s. **Ba se d  o n  1  sta n d a rd ise d  M e d D R A  q u e ry

Mahaffey KW, et al. Circulation. 2017. doi:10.1161/CIRCULATIONAHA.117.032038.

Renal relacionado grave 
(n = 83)

2.5 3.3 0.76 (0.49-1.19)

Lesión renal aguda 
grave (n = 58)

1.6 2.5 0.68 (0.45-1.02)

Hipercalemia grave 
(n = 15)

0.4 0.6 0.75 (0.27-2.11)

Seguridad Renal

Índice de riesgo
(IC 95% )PlaceboCanagliflozina

Índice de evento por  
1000 paciente-años

Favorece a 
Canagliflozina

Favorece al
Placebo

0.5 1.0 8.04.02.00.25
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Otros eventos adversos
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Cómo implementamos esto?

Reflexiones sobre puntos relevantes

• Parece que los iSGLT-2 reducen MACE en el contexto de prevención
secundaria
• La reducción de hospitalización por falla cardíaca se produce 

independientemente de la historia previa de falla cardíaca
• Nefroprotección!



12/6/18

17

Analizando las guías…
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Primary outcome:
3-point MACE

53

HR 0.86
(95.02% CI 0.74, 0.99)

p=0.0382*

C u m u la tive  in c id e n c e  fu n c tio n . M A C E, M a jo r A d ve rse  C a rd io va sc u la r Eve n t; H R , h a za rd  ra tio . 
* Tw o -sid e d  te sts fo r su p e rio rity  w e re  c o n d u c te d  (sta tistic a l s ig n ific a n c e  w a s in d ic a te d  if p≤0.0498)

Hospitalisation for heart failure

54

HR 0.65
(95% CI 0.50, 0.85)

p=0.0017

C u m u la tive  in c id e n c e  fu n c tio n . H R , h a za rd  ra tio  
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LEADER: Desenlaces primarios
muerte por enfermedad CV, infarto de miocardio no fatal o accidente cerebrovascular no fatal

P
ac
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(%

)

Placebo

Tiempo desde la aleatorización (meses)Paciente en riesgo
Liraglutida
Placebo

Liraglutida

HR: 0.87
IC al 95% (0.78-0.97)

p<0.001 para no inferioridad
p=0.01 para superioridad

Las incidencias acum uladas se estim aron con el uso del m étodo de Kaplan-M eier y las razones de riesgo con el uso del m odelo de regresión 
de riesgos proporcionales de Cox. El análisis de los datos se detiene a los 54 m eses, ya que m enos del 10% de los pacientes tenían un 
tiem po de observación m ás allá de 54 m eses.
IC: intervalo de confianza; CV: cardiovascular; HR: hazard ratio

Marso SP et al. N Engl J Med 2016;375:311–322 

SUSTAIN-6: Primary and secondary endpoint results 

aCV death, nonfatal MI, nonfatal stroke, revascularization (coronary or peripheral), and hospitalization for unstable angina or heart failure
3P-MACE, 3-point major adverse cardiovascular events; CI, confidence interval; CV, cardiovascular; HR, hazard ratio; MI, myocardial infarction
Marso SP et al. N Engl J Med 2016;375:1834–44

Endpoints
Patients with event (%)

HR (95% CI) P valueSemaglutide 
(N=1648)

Placebo 
(N=1649)

Primary composite outcome (3P-MACE) 108 (6.6) 146 (8.9) 0.74 (0.58, 0.95) 0.002

CV death 44 (2.7) 46 (2.8) 0.98 (0.65, 1.48) 0.92

Nonfatal MI 47 (2.9) 64 (3.9) 0.74 (0.51, 1.08) 0.12

Nonfatal stroke 27 (1.6) 44 (2.7) 0.61 (0.38, 0.99) 0.04

Expanded composite outcomea 199 (12.1) 264 (16.0) 0.74 (0.62, 0.89) 0.002

All-cause mortality, nonfatal MI, 
nonfatal stroke 122 (7.4) 158 (9.6) 0.77 (0.61, 0.97) 0.03

Hospitalization for heart failure 59 (3.6) 54 (3.3) 1.11 (0.77, 1.61) 0.57

Revascularization 83 (5.0) 126 (7.6) 0.65 (0.50, 0.86) 0.003

Hospitalization for unstable angina 22 (1.3) 27 (1.6) 0.82 (0.47, 1.44) 0.49

0.25 1 4

F avors  sem aglu tide F avors  p lacebo
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DURATION-8: dapagliflozina vs exenatide 
semanal

Frias JP. Lancet Diab Endocrinol. 2016. Online Sep 16

Hospitalization for Heart Failure

Primary PreventionSecondary Prevention

Mahaffey KW, et al. Circulation. 2018 Jan 23;137(4):323-334. doi: 10.1161/CIRCULATIONAHA.117.032038. 
Epub 2017 Nov 13.

p-in teraction  =  0 .91

Renal Composite*

Primary PreventionSecondary Prevention

Mahaffey KW, et al. Circulation. 2018 Jan 23;137(4):323-334. doi: 
10.1161/CIRCULATIONAHA.117.032038. Epub 2017 Nov 13.

p-interaction = 0.73

*Renal Composite:  composite renal outcome comprising a 40% reduction in estimated glomerular filtration rate, 
requirement for renal replacement therapy, or renal death.
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Number needed to treat (NNT) to prevent one death across landmark trials in 
patients with high CV risk

67

1. 4S investigator. Lancet 1994; 344: 1383-89, http://www.trialresultscenter.org/study2590-4S.htm; 
2. HOPE investigator N Engl J Med 2000;342:145-53, http://www.trialresultscenter.org/study2606-HOPE.htm

Simvastatin1

for 5.4 years

High CV risk  
5% diabetes, 26% hypertension

1994 2000 2015  

Pre-statin era

High CV risk
38% diabetes, 46% hypertension   

Ramipril2

for 5 years

Pre-ACEi/ARB era 

<29% statin

Empagliflozin 
for 3 years

T2DM  with high CV risk 
92% hypertension 

>80% ACEi/ARB  

>75% statin

3-Year Numbers Needed to Treat for Benefit (NNT)
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C a lc u la t e d  u s in g  a n n u a l iz e d  in c id e n c e  r a t e s  r e p o r t e d  in  C A N V A S  P r o g r a m

M a j o r  a d v e r s e  c a r d io v a s c u la r  e v e n t s  ( M A C E ) :  C V  d e a t h ,  n o n f a t a l  m y o c a r d ia l  in f a r c t io n ,  o r  n o n f a t a l  s t r o k e

R e n a l  c o m p o s i t e :  ≥ 4 0 %  d e c r e a s e  in  e G F R ,  r e n a l  d e a t h ,  o r  r e n a l  r e p la c e m e n t

* S t a t is t ic a l ly  S ig n i f ic a n t  d e f in e d  a s  u p p e r  l im it  o f  9 5 %  c o n f id e n c e  in t e r v a l  < 1

72 104 95

Major adverse cardiovascular 
events (Primary Endpoint) Hospitalization for heart failure Renal composite

N e a l  B  e t  a l .  N  E n g  J  M e d  2 0 1 7 ; 3 7 7 ( 7 ) : 6 4 4 - 6 5 7 .

CANVAS Program - Statically Significant Outcomes* 

M SL/HECO R  U se.  Not For D istribu tion

3-Year Numbers Needed to Treat for Harm (NNH)

69

C a lc u la t e d  u s in g  a n n u a l iz e d  in c id e n c e  r a t e s  r e p o r t e d  in  C A N V A S  P r o g r a m

†B a s e d  o n  a n n u a l iz e d  in c id e n c e  r a t e s  f o r  h ig h e s t - le v e l  lo w e r - l im b  a m p u t a t io n s :  M a j o r  a m p u t a t io n :  A n k le ,  B e lo w - k n e e ,  A b o v e  k n e e

N e a l  B  e t  a l .  N  E n g  J  M e d  2 0 1 7 ; 3 7 7 ( 7 ) : 6 4 4 - 6 5 7 .

115
Any amputation Major amputation†

375

M SL/HECO R  U se.  Not For D istribu tion

http://www.trialresultscenter.org/study2590-4S.htm
http://www.trialresultscenter.org/study2606-HOPE.htm
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Cuál agente para quién?

iSGLT2 GLP1RA (basado en
estructura GLP1)

iDPP4

Enfermedad aterosclerótica

Insuficiencia cardíaca

Nefropatía diabética

Peso

Propenso a cetosis

Fragilidad/fractura previa/caídas

Amputación previa

Insuficiencia renal crónica (estadio
4-5)
Infección genital a repetición

Conclusiones

• Cada vez hay mayor justificación para pasar a los inhibidores de SGLT2 
como primera opción en segunda línea de tratamiento
• Tenemos opciones terapéuticas que nos reducen desenlaces duros

más allá del beneficio del control glicémico
• Nos hemos olvidado del impacto que tiene falla cardíaca e 

insuficiencia renal 
• Parece no aumentar riesgo de ITU y lesión renal aguda, no tenemos

claro aún sobre amputaciones

Preguntas…
chenku2409@gmail.com

Puede descargar la 
presentación en:

www.EndoDrChen.com
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