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Los niveles de corte para el diagnéstico de la diabetes (DM) se impusieron porque por encima de
estos aumentaba la frecuencia de la retinopatia diabética (RD). Sin embargo, si estamos por debajo
de estos umbrales y ya existe RD, ¢ el paciente ya tiene DM? Los niveles diagnésticos de glucosa
plasmética a los 120" de la prueba de tolerancia oral a la glucosa (PTOG) surgieron de los estudios
de Pimas, Whitehall y Bedford?, los cuales demostraron que tanto la RD como la nefropatia ocurrian
casi exclusivamente con valores de 200 mg/dL o mas. A posteriori, se adapt6 el nivel de glucemia
en ayunas a este parametro estableciendo 126 mg/dL para el diagndstico?.

La mayor sensibilidad y especificidad para predecir la aparicion de RD en las poblaciones
estudiadas (diagnosticada por oftalmoscopia directa o una sola foto de fondo de 0jo) es de =126
mg/dL en ayunas y =200 mg/dL a los 120" de la PTOG, ¢esto descarta que un paciente con 122
mg/dL en ayunas y 189 mg/dL a los 120 minutos pueda desarrollar microangiopatia? Al respecto, el
Diabetes Prevention Program Research Group (DPP) detectd, tras una media de 3,1 afos de
seguimiento, RD en el 7,9% de los sujetos con prediabetes (PDT2)?, cifra que alcanzé el 14% a los
20 afios de la asignacion aleatoria®.

Asimismo, por microscopia corneal confocal, el 40% de las personas con PDT2 presenta
neuropatia®; sumado a esto, en un metaandlisis reciente, la prevalencia de polineuropatia distal en
pacientes con DM de reciente diagndstico vs. aquellos con PDT2 por tolerancia a la glucosa
alterada (TGA) mas glucemia en ayunas alterada (GAA) no mostré diferencias estadisticamente
significativas [1.249 sujetos / 4 estudios / OR 1,24 (IC 95% 0,67-2,31) / 12 50,12%)]°.

Ademas, la enfermedad renal crénica en PDT2 vs. HbAlc <5% present6 un Hazard Ratio de 1.08
(95% IC 1.02-1.14; P < 0.001)". Esto evidencia que todas las complicaciones microvasculares ya
pueden estar presentes durante la PDT2.

En el terreno macrovascular, el DECODE Study Group concluy6 que la relacién entre la mortalidad
y la glucemia es continua y carece de un umbral biolégico definido®. En sintonia, DeFronzo refiere
que las personas con TGA y/o GAA tienen un alto riesgo de experimentar un evento cardiovascular
(ECV), causa del 80% de las muertes en este grupo. Estas alteraciones fisiopatoldgicas se
expresan claramente en sujetos con TGA y/o GAA, donde se observa el deterioro de la funcién
celular B asociado a dislipidemia, hipertension arterial, obesidad, inactividad fisica, resistencia a la
insulina, estado procoagulante, disfunciéon endotelial e inflamacion®.

Se debe diferenciar el riesgo individual no solo por los niveles glucémicos y de HbAlc, sino también
segun el fenotipo particular del paciente: desde aquel con PDT2 con bajo riesgo de complicaciones
y progresion hasta el de alto riesgo por presentar sindrome metabdlico y enfermedad hepética
esteatésica asociada a disfuncion metabdlica™.

En conclusion, existe una confusion fundacional respecto del diagnostico de la PDT2 y la DM,
afirmacion respaldada por evidencia sélida que sostiene la imposibilidad de dividirlas en dos
entidades nosolégicas diferentes.
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The cutoff levels for diagnosing diabetes mellitus (DM) were established because above these
levels, the frequency of diabetic retinopathy (DR) increased. However, if DR is present but is below
these thresholds, does the patient already have DM? The diagnostic plasma glucose levels at 120
minutes of the oral glucose tolerance test (OGTT) arose from studies by Pimas, Whitehall, and
Bedford, which demonstrated that both DR and nephropathy occurred almost exclusively with values
of 200 mg/dL or higher. Subsequently, the fasting plasma glucose level was adapted to this
parameter, establishing 126 mg/dL for diagnosis. The highest sensitivity and specificity for predicting
the development of diabetic retinopathy (DR) in the studied populations (diagnosed by direct
ophthalmoscopy or a single fundus photograph) is 2126 mg/dL fasting and =200 mg/dL at 120
minutes of the oral glucose tolerance test (OGTT). Does this rule out the possibility that a patient
with 122 mg/dL fasting and 189 mg/dL at 120 minutes could develop microangiopathy? In this
regard, the Diabetes Prevention Program Research Group (DPP) detected DR in 7.9% of subjects
with prediabetes (PDT2) after an average follow-up of 3.1 years, a figure that reached 14% 20 years
after randomization.

Likewise, confocal corneal microscopy shows that 40% of people with PDT2 present with
neuropathy. In addition, a recent meta-analysis showed no statistically significant difference in the
prevalence of distal polyneuropathy in patients with newly diagnosed diabetes mellitus (DM) versus
those with type 2 diabetes (T2D) due to impaired glucose tolerance (IGT) plus impaired fasting
glucose (IFG) [1,249 subjects / 4 studies / OR 1.24 (95% CI 0.67—-2.31) / 12 50.12%]6.

Furthermore, chronic kidney disease in T2D versus HbAlc <5% showed a hazard ratio of 1.08 (95%
Cl 1.02-1.14; P < 0.001)7. This demonstrates that all microvascular complications may already be
present during T2D.

In the macrovascular domain, the DECODE Study Group concluded that the relationship between
mortality and blood glucose levels is continuous and lacks a defined biological threshold8. Similarly,
DeFronzo notes that individuals with impaired glucose tolerance (IGT) and/or impaired fasting
glucose (IFG) have a high risk of experiencing a cardiovascular event (CVD), which accounts for
80% of deaths in this group. These pathophysiological alterations are clearly expressed in subjects
with IGT and/or IFG, where impaired [B-cell function is observed, associated with dyslipidemia,
hypertension, obesity, physical inactivity, insulin resistance, a procoagulant state, endothelial
dysfunction, and inflammation

Individual risk should be differentiated not only by glycemic and HbAlc levels, but also according to
the patient's particular phenotype: from those with type 2 diabetes (T2D) at low risk of complications
and progression to those at high risk due to metabolic syndrome and steatotic liver disease
associated with metabolic dysfunction.

In conclusion, there is a fundamental confusion regarding the diagnosis of T2D and diabetes mellitus
(DM), an assertion supported by solid evidence that maintains the impossibility of dividing them into
two different nosological entities.
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