


Table S1. Detailed macronutrient composition and dietary protocols of implemented diets.
	Type of diet
	Ketogenic Diet Phases
	Carbo-hydrates
	Proteins
	Fats
	Caloric content
	Description of the diet (based on data from the studies utilized)

	KD (McKenzie et al. 2017)

	No phase division
	<30g/day
	~1.5 g/kg/day
	Fat was administered ad libitum to achieve satiety

	Until satiety

	The Ketogenic Diet was based on strict carbohydrate restriction and moderate protein intake, combined with fat consumption ad libitum until satiety. To ensure adequate safety, other aspects of the diet were prescribed individually, taking into account both safety and efficacy. These included the consumption of 3–5 servings of non-starchy vegetables, as well as minerals and fluids necessary to maintain the ketogenic state.

	KD (Li et al. 2022)
	No phase division
	30-50g/day
	60g/day
	130g/day
	1500±50kcal/day
	The Ketogenic Diet  is characterized by a high fat content, low carbohydrate intake, and adequate protein consumption. The main foods included in the diet were olive oil, butter, fried eggs, twice-fried pork, fried salmon, Pacific spring rolls, sardines, broccoli, and avocado. Additionally, participants were advised to consume over 2000 ml of water daily.

	KD 3:1 (Klein et al.2019)
	No phase division
	20g/day carbohydrates

KD consisted of 3:1
 fat : protein + carbohydrate
ratio by weight

	~1600
kcal/day
	The Classical Ketogenic Diet with a 3:1 ratio  is characterized by a high fat content, a very low carbohydrate intake, and greater restrictiveness compared to VLCKD or LC diets. In the study, it was supplemented with vitamins, as well as calcium and phosphorus, to ensure compliance with the requirements established by the United States Dietary Reference Intakes (DRI).

	LCKD (Walton et al. 2019)
	No phase division
	~5%
<30g/day
	20-25%
	70-75%
	-
	Central to the dietary intervention was the regulation of carbohydrate intake, limiting it to a maximum of 30 grams daily, primarily sourced from non-starchy vegetables and berries. Participants were advised to consume protein and fat liberally, such as meats, eggs, cheese, and a high-fat, low-carbohydrate shake. During the study, participants were also encouraged to maintain their existing physical activity routines.

	LCKD
(Tay et al. 2015)
	No phase division
	14%
<50g/day
	28%
	58%
	500–1000-kcal/day deficit; 
1357–2143kcal/day energy prescription
	The low-carbohydrate diet. Protein intake was estimated based on 24-hour urinary urea excretion at weeks 0, 24, and 52. Adherence to the diet was assessed using randomly selected consecutive 7-day daily weighings within each 14-day period.

	LCKD
(Saslow et al. 2014)
	No phase
division
	Mean
57.8g/day
	Mean
105.7g/day
	Mean
110.2g
/day
	Mean
1693.7 kcal/day
	The low-carbohydrate ketogenic diet is designed to induce a low level of ketosis. It is characterized by very low carbohydrate intake, high fat content, and no caloric restrictions. Participants in this group were instructed to gradually reduce carbohydrate consumption over 7–10 days to 20–50 g per day, excluding fiber.

	LCKD (Saslow et al. 2017a)
	No phase division
	Mean 73.7 g/day 
(non-fiber carbohydrates)

	Mean 
97.6 g/day

	Mean
105.4g
/day

	Mean
1535 kcal/day
	The low-carbohydrate diet is a dietary approach in which carbohydrate intake is restricted in favor of a higher proportion of protein and fat. Carbohydrate consumption was reduced to 20–50 g per day, excluding fiber. Participants were encouraged to consume a normal amount of protein and obtain the remaining caloric intake from fat.

	LCKD
(Westman et al. 2008)
	No phase division
	<20g/day
(49 ± 33 g/day)
	108 ± 33 g/day
	101 ± 35 g
	
Without explicit caloric restriction
(1550 ± 440kcal/
day)
	In the (low-carbohydrate ketogenic diet) group, participants were encouraged to restrict carbohydrate intake to <20 g per day, without explicit caloric restriction. Unlimited amounts of animal products (i.e., beef, chicken, turkey and other poultry, fish, and shellfish) and eggs were permitted. Limited quantities of hard cheeses (e.g., cheddar or Swiss cheese – up to 4 ounces/day), fresh cheeses (e.g., cottage cheese or ricotta – up to 2 ounces/day), salad vegetables (up to 2 cups/day), and non-starchy vegetables (up to 1 cup/day) were also allowed. Participants were advised to consume at least 6 cups of permitted fluids daily; to reduce potential adverse effects, they were instructed to drink broth dissolved in water 2–3 times per day during the first two weeks of the intervention.
Additionally, participants were encouraged to engage in physical activity for 30 minutes at least 3 times per week; however, no formal exercise program was provided. Both groups received the same dietary supplements with mild glucose-lowering effects: vanadyl sulfate (200 µg/day), chromium dinicotinate glycinate (600 µg/day), and alpha-lipoic acid (200 mg/day).

	WFKD
(Merovci et al. 2024)
	No phase division
	5%–10%
	15-25%
	70%–80%
	For each patient, energy requirements were estimated as 1.5 times their resting energy expenditure.
	Weight-maintaining, ketogenic diet (WMKD). In one version of the diet- WMKD + KD (β-OHB), supplementation with a beta-hydroxybutyrate ketone ester drink was administered every 8 hours, providing 122 kcal per day.

	WFKD (Gardner et al. 2022)

	No phase division

	20–50 g/day
	~1,5 g/kg/day
	Remain-ing calories
	Ad libitum, up to a maximum of 2800 kcal/day
	Well-Formulated Ketogenic Diet (WFKD) was based on the complete exclusion of legumes, most fruits (with limited amounts of berries permitted), all grains, and added sugars. The dietary protocol included the consumption of more than three servings per day of non-starchy vegetables and the maintenance of adequate mineral and fluid intake to support the ketogenic state (sodium: 3–5 g/day; potassium: 3–4 g/day).

	VLCalKD (Barbosa-Yañez et.al 2018)

	No phase division
	5–10%
˂40 g/day
	20–30%
	60–70%
	1200–1500 kcal/day
	The Very Low-Calorie Ketogenic Diet (VLCalKD). Lack of a precise description

	VLCalKD
(Romano et al. 2019)
	No phase division
	5–10%  (<25 g/day) derived mainly from vegetables
	60–70%
	25–30% fats, only olive oil extra virgin
	450–600 kcal per day for women and 650–800 kcal per day for men
	Participants adhering to a diet Very Low-Calorie Ketogenic Diet (VLCKD) were received a synthetic amino acid powder 
(8 g per serving, 29 kcal) as a protein source. Protein intake was individually adjusted for each participant according to their requirements, based on a provision of 2 g/kg of total fat-free mass.

	VLCKD
(Saslow et al. 2017b)
	No phase division
	20–50 g/day (non-fiber carbohydrates)
	No data available
	No data available
	Ad libitum

	The Very Low-Carbohydrate Ketogenic Diet  (VLCKD) imposed a restriction on carbohydrate intake to 20–50 grams of non-fiber carbohydrates per day. The objective of this intervention was to induce a state of mild ketone production, known as nutritional ketosis.

	VLCalKD (Moriconi et al. 2021)
	Ketosis phase
	Carbohydrate intake was drastically reduced.
	1.2-1.5 g of protein  per kg of ideal body weight
	only 20 g of olive oil/day

	< 800 kcal
	The ketosis phase is divided into two parts: Phase 1 lasting 45 days, during which patients consumed four or five meal replacements daily according to their specific nutritional needs  and Phase 2, also lasting 45 days, during which patients replaced one, and then two, meal replacements with conventional protein-containing foods (meat, fish, eggs, soy). A minimum water intake of 2.5 liters per day was recommended, along with mineral and vitamin supplementation. Only erythritol and steviol glycosides were permitted as sweeteners.

	
	Next phase
	↑ Gradual reintroduction of carbohydrates (starting with low glycemic index carbohydrates)
	No data available
	1500–2000 kcal
	In the subsequent phases, daily caloric intake was gradually increased, and carbohydrates were reintroduced, starting with low glycemic index foods. After 6 months, all patients reintroduced all types of carbohydrates into their diet, including fruits, dairy, legumes, bread, and cereal products. From months 6 to 12, they followed a balanced maintenance diet.

	VLCalKD (Goday et al. 2016)
	Active Phase
	<50 g/day

	0.8-1.2 g protein/ per kg ideal body mass (with high biological value)
	only 10 g of olive oil/day
	600–800 kcal/day
	The active phase was based on a very low-calorie diet with low carbohydrate and lipid content. It consisted of three ketogenic stages: stage 1 (patients consumed high–biological value protein preparations five times per day, along with low–glycemic index vegetables), stage 2 ( patients were required to replace one of the protein preparation servings with a natural protein source, such as fish or meat, stage 3 (patients were required to replace a second serving of low-fat natural protein with a second serving of high–biological value protein preparation). In addition, participants were instructed to supplement vitamins and minerals such as potassium, sodium, magnesium, calcium, and omega-3 fatty acids, in accordance with international guidelines. This phase was maintained until the patient had achieved the majority of their target weight loss.

	
	Metabolic stabilization
	During the metabolic stabilization phase, the ketogenic stage was terminated by the supervising physician based on the degree of weight loss achieved. Subsequently, a low-calorie diet was introduced to ensure the long-term maintenance of the reduced body weight.

	
	Maintenance
	The weight maintenance phase involves a diet balanced in terms of carbohydrates, protein, and fats. Based on each individual’s basal metabolic rate, daily caloric intake ranged from 1,500 
to 2,250 kcal to support weight maintenance.

	LCHF (Myette-Côté et al. 2018)
	No phase division
	10%
	25%
	65%
	The diets were calorie-matched to their habitual intake.
	
In a randomized crossover design, there were three short-term controlled-intervention periods, each lasting four days: 1) a low-fat, low-GI diet (GL), 2) a low-carbohydrate, high-fat diet (LCHF), and 3) the LCHF diet combined with 15-minute walks after meals (LCHF+Ex).


	LCHF (Webster et al., 2019)
	No phase division
	Mean 61g/day
(12%)
	Mean 92g/day
(20%)
	Mean
121g/day
(66%)
	Mean 1794
kcal/day
	Participants adhering to a diet Low-Carbohydrate, High-Fat were required to have adhered to this dietary pattern for at least 6 months prior to the start of the study. No supplementation with vitamins or minerals was reported. The most frequently consumed foods included dairy products, non-starchy vegetables, coconut oil, eggs, and tree nuts.


Abbreviations: HCD (high carbohydrate ketogenic diet), (Ketogenic Diet), KD (β-OHB) (low carbohydrate, ketogenic diet with keto ester supplementation), LCHF (Low-Carbohydrate, High-Fat Diet), LF (hypocaloric low fat), LC+Ex (LCKD with 15-minute walks after meals), LCKD (Low-Carbohydrate Ketogenic Diet), SWMD (Standard weight-maintaining diet), WFKD (Well-Formulated Ketogenic Diet), VLCKD (Very-Low-Carbohydrate Ketogenic Diet), VLCalKD (Very-Low-Calorie Ketogenic Diet).
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Table S2. Changes in clinical and cardiometabolic parameters before and after ketogenic diet intervention
	Inclusion criteria
	Pharmacological treatment
	Results Pre/Post
KD
	Author

	Exclusion criteria
	
	
	

	Diabetes type 2, age 21–65 years

	At the beginning of the study, 234 out of 262 participants (89.3%) were taking at least one glucose-lowering medication. By the end of the study, 213 participants were still using antidiabetic medications. Twenty-eight participants were not taking any glucose-lowering drugs at baseline or during follow-up.

	HbA1c13 (238 Completers) ↓ 7.6±1.5 → 6.6±1.0
FBG11 (236 completers) ↓ 163±62→129±34
BMI5 (238 completers) ↓41±8.5 → 38±8.0
Weight 32(238 completers) ↓117±26 → 109±24
SBP24 (236 completers) ↓132±17 → 125±15
DBP9 (236 completers) ↓ 82±10 → 78±9
TC25(238 completers) ⭤  177±41 → 172±41
LDL22 (223 completers) ⭤  98±34 → 99±37
HDL14 (238 completers) ⭤  44±14 →45±13
TG26  (238 completers) ↓ 185±129 →145±84
CRE 8(236 completers) ⭤  0.88±0.24 → 0.85±0.22
ALT2 (236 completers) ↓ 31±24 →26±16
AST 3(236 completers) ↓ 24±16 →21±9
CRP7 (225 completers) ⭤  8.2±8.1 →  9.6± 12
	McKenzie et al. 2017    

	Advanced renal, cardiac, and hepatic failure; history of ketoacidosis; dietary fat intolerance; and pregnancy or planned pregnancy.

	
	
	

	Newly diagnosed type 2 diabetes, BMI ≥ 25 kg/m², HbA1c < 10%
	No pharmacological treatment

	Waist31↓ 109±12 → 99±15
Weight32 ↓  78±15 → 70±15
BMI5 ↓  29±5.8 → 26±5.7
HbA1c13 ↓  8.7±1.6 → 7.8±1.4
FBG11 ↓162 ± 50 → 137 ± 30
Insulin4 ↓  15 ± 3 → 6.7 ± 1.6
LDL5 ↓  106 ± 25 →91 ± 17
HDL6 ↑  42 ± 4.3  →47 ± 8.9 
TG7 ↓ 157 ± 52→128 ± 23
TC11 ↓  176 ± 27 → 156 ± 17
UA12 ↑  378±24 → 467±36

	Li et al. 2022


	Patients with severe heart, liver, lung, kidney, or brain diseases were excluded. Also excluded were those with serious acute or chronic diabetes-related complications. Individuals who had recent infection, pregnancy, injury, or surgery, as well as pregnant or breastfeeding women, were not included. Finally, anyone taking medications that could affect glucose metabolism was excluded.
	
	
	

	Diabetes type 2, BMI ≥ 30 kg/m² and no changes in the type or dose of antidiabetic medications for at least 2 months prior to starting the study

	Metformin, Insulin

The dosage of antidiabetic effects decreased by 25–50% on the first day of system use, and then decreased based on blood glucose results. Oral medications were then discontinued, followed by insulin (if applicable).

All patients who were taking hypoglycemic medications prior to the study had them completely discontinued within 1–2 months of starting the diet.

	Weight32 ↓ 227 ± 62 → 192 ± 66
BMI5 ↓ 37 ± 4.6→ 31± 5.1
FBG11 ↓ 136 ± 51→ 89 ± 17
HbA1c 13↓ 7 ± 1.3→ 5.6± 0.4
Insulin19↓ 21 ± 10 → 5.8 ± 3.5
TC25 ↑ 164 ± 35→ 185 ± 14
TG26 ↓ 155 ± 116→ 71 ± 23
HDL14 ↑ 44 ± 9.7→ 53 ± 13
LDL22 ↑ 92 ± 24→ 117 ± 21
Leptin21 ↓ 16 ± 13→ 8.8± 5.9
	Klein et al. 2019


	A BMI decrease of ≥ 3.0 kg/m² within the past 12 months; bariatric surgery within the past 3 years; uncontrolled hyperlipidemia, cardiovascular, liver, kidney diseases, or any other serious medical condition; kidney stones, gout, hypercalcemia, or mitochondrial disorders; active cancer; metabolic disorders contraindicating a ketogenic diet

	
	
	

	Type 2 diabetes based on an HbA1c level of 6.5% or higher, along with any features of metabolic syndrome, including hypertension and dyslipidemia.
	-
	Weight32 ↓ 86 ± 3.2→  77 ± 3.2
BMI5 ↓36 ± 1.4 →  33 ± 1.5
SBP24 ↓134 ± 1.6→ 123 ± 1.1
DBP9 ↓90 ± 1.3→ 83 ± 1
HbA1c13↓8.9 ± 0.4 → 5.6 ± 0.3  
TG26 ↓  177 ± 20 →92 ± 8.7
HDL14 ↑ 43 ± 4.4 →52 ± 3.3
LDL22⭤  No precise data available
AST3 ⭤  No precise data available
ALT2 ⭤  No precise data available

	Walton et al. 2019


	Use of medications, previous disease diagnoses, pregnancy, and breastfeeding.
	
	
	

	Adults who are overweight or obese (BMI = 26–45 kg/m²) with type 2 diabetes (HbA1c ≥7.0% or taking diabetes medications).
	Insulin (12)
Metformin (87)
Sulfonyloureas (36)
Thiazolidinediones (6)
GLP-1 receptor agonists (2)
DPP-4 inhibitors (3)
Lipid-lowering drugs (71)
Antihypertensive drugs (76)

	BMI5 ↓34. ± 4.5 → −3,2 (−3.9 –2.6)  
HbA1c13 ⭤ 7.3 ± 1.1 → −1,0 (−1.2 −0.7)
Insulin19 ↓16 ± 8.3→ −5.8 (−7.6 −4.0)
TC 25⭤  170±39→170
LDL22 ⭤  97 ± 35 → 93
HDL14 ⭤  46 ± 7.7→ 50
TG26 ⭤  142 ± 62 → 106
CRP7 ⭤ 2.8 ± 2.3→ −0.9 (−1.5 −0.2)
SBP24 ↓130 ± 13→ −7.1 (−10.6 −3.7)
DBP9 ↓ 80 ± 8.9→ −6.2 (−8.2 −4.1)
HOMA2-IR18 ↓2.3 ± 1.1→ −0.7 (−0.9 −0.5)

	Tay et al. 2015


	Type 1 diabetes; impaired kidney function, proteinuria, or abnormal liver function identified during screening; any overt endocrinopathy (other than stably treated thyroid disease); history of malignancy; respiratory disease, gastrointestinal disease, or cardiovascular disease; pregnancy or lactation; history of eating disorders or smoking, or current eating disorders or current smoking.
	
	
	

	Diagnosed type 2 diabetes (Hba1C ≥6.5) or Prediabetes (Hba1c >6.0), BMI ≥25

	LCK, Pre-intervention:
4/16 participants were not receiving any antidiabetic medication, 5/16 were treated with metformin monotherapy, and 7/16 were receiving metformin in combination with another oral antidiabetic agent.
LCK, 13 weeks post-intervention:
5 patients discontinued sulfonylureas (glibenclamide or glipizide), 2 discontinued a DPP-4 inhibitor (sitagliptin), and 2 discontinued metformin. 2 participants discontinued more than one class of antidiabetic medication.
MCCR, Pre-intervention:
5/18 participants were not receiving any antidiabetic medication, 8/18 were treated with metformin monotherapy, and 5/18 were receiving metformin in combination with another oral antidiabetic agent.
MCCR, 13 weeks post intervention:
1 participant discontinued a sulfonylurea (glipizide), and 1 participant reduced both the dose and frequency of metformin administration.
	HbA1c13   ↓ 6.6→ 6.0
Weight32  ↓  100→ 95
BMI5 ↓ 36→ 34.3
DBP9  ⭤  76→ 79
SBP24  ⭤  131→ 136
LDL22 ⭤  89→ 87
HDL14 ⭤  50→ 51
TG 26 ⭤ 124→ 101
FBG11  ⭤ 124→ 113
Insulin19 ⭤ 12.2→ 9.3
CRP7  ↓  7.3→ 5.8
HOMA2-IR18  ⭤ 1.7→ 1.3


	Saslow et al., 2014

	Individuals were excluded from the study if they were unable to provide informed consent, were non-English speaking, had a substance use disorder, mental health condition, or medical condition that, in the investigators’ opinion, could make participation in the intervention difficult, were currently using oral glucocorticoids or weight loss medications, were pregnant or planning to become pregnant within the next 12 months, were breastfeeding or less than 6 months postpartum, had a history of or were planning weight loss surgery, were following a vegan diet, or were unwilling to perform home glucose monitoring. Participants who were currently using insulin or taking more than three oral hypoglycemic medications were also excluded in order to limit the complexity of potential medication adjustments required due to the effects of dietary changes on glucose levels.
	
	
	

	Overweight, BMI ≥ 25, HbA1c > 6%
	LCK, 12 months post-intervention:  
6/10 discontinued sulfonylureas/DPP-4 inhibitors, 3/10 discontinued metformin, and 1 participant increased the metformin dose. 
 
MCCR, 12 months post-intervention:  
0/4 discontinued sulfonylureas/DPP-4 inhibitors, 2 participants started these medications, 0/12 discontinued metformin, and 2 participants reduced the metformin dose.

	Weight32 ↓ 100 ± 12→ 92 ± 12
BMI5 ↓ 36 ± 1.7 → 33 ± 1.7
HbA1c13 ↓ 6.6 ± 0.15 → 6.1 ± 0.15
Insulin19 ⭤  8.7 ± 1.4 → 9.1 ± 1.5
LDL22 ↑ 89 ± 6.3 → 96 ± 6.8
HDL14 ↑ 48 ± 3 → 53 ± 3.8
TG 26↓ 103 ± 11 → 93 ± 9.7
TG/HDL27 ↓ 2.2 ± 0.26 → 1.7 ± 0.20
CRP7 ↓ 4.2 ± 11 → 3.0 ± 7.9
HOMA2-IR18 ⭤  1 ± 0.18 → 1 ± 0.15
DBP9 ⭤   77 ± 1.6 → 76 ± 1.6
SBP24⭤   127 ± 2.7 → 130 ± 2.6   

	Saslow et al. 2017a


	Participants who were currently using insulin or taking more than three glucose-lowering medications
	
	
	

	Diagnosis of type 2 diabetes for more than 1 year (confirmed by hemoglobin A1c level > 6.0%), onset of diabetes after 15 years of age, no history of ketoacidosis, age 18–65 years, body mass index (BMI) between 27 and 50 kg/m², and willingness to lose weight.

	LCKD, Pre-intervention:
20/21 patients were receiving hypoglycemic therapy; 4 patients were treated with insulin in combination with oral antidiabetic agents, 4 patients were treated exclusively with insulin, and 12 patients were receiving oral hypoglycemic agents only.
LCKD, 24 weeks post intervention:
20/21 patients discontinued or reduced the dosage of their hypoglycemic medications
Low IG, Pre-intervention:
22/29 patients were receiving hypoglycemic therapy, including 3/22 treated exclusively with insulin and 19/22 treated with oral hypoglycemic agents. 
Low IG, 24 weeks intervention:
18/29 patients discontinued or reduced the dosage of their hypoglycemic medications
	HbA1c13  ↓8.8 ± 1.8 → 7.3 ± 1.5 
FBG11 ↓178 ± 73 → 158 ± 50
Insulin19   ↓20.4 ± 9.3 → 14.4 ± 6.9
BMI5    ↓37.8 ± 6.7 → 33.9 ± 5.8
Weight32  ↓108 ± 21 → 97 ± 18
Waist31 ↓120± 14 → 107 ± 13
TG26     ↓210 ± 10 → 143 ± 77
HDL14  ↑44 ± 8.7 → 49.6 ± 12
LDL 22 ⭤ 106 ± 26 → 107 ± 26
TC25 ⭤ 191 ± 32.0 → 187 ±3 5.8
DBP9 ↓84 ± 10.3 → 76 ± 10.9
SBP24  ↓144 ± 15 → 128 ± 13
	Westman et al.2008

	Unstable or severe medical condition; significant comorbidities such as liver disease (AST or ALT > 100 IU/L), renal disease (serum creatinine > 1.5 mg/dL), or malignancy; pregnancy; or breastfeeding mothers.
	
	
	

	Patients with overweight or obesity (BMI 27.5–42 kg/m²), diagnosed with type 2 diabetes, and glycated hemoglobin (HbA1c) levels between 7.0% and 10.5%

	Patients with diabetes were either untreated or treated with metformin, a sulfonylurea, or a dipeptidyl peptidase-4 (DPP-4) inhibitor.

	Weight32 ⭤  93±3.6→ 93±3.4
BMI5 ⭤   33±1→ 33±1
HbA1c13 ⭤   8±0.2→ 8±0.2
TC25 ⭤  177±19→ 176±13
TG26 ⭤  119±24→ 132±29
HDL14  ⭤  53±10 →57±11
LDL22 ⭤   99±20→ 93±10
FFA12 ⭤  0.7±0.1→ 0.7±0.1
SBP24 ⭤  125±3→ 125±2
DBP9 ⭤  78±3→ 77±3
HR15 ⭤  70±3 →77±3
%TBF28 ⭤  36±1.8 →37±1.7
FM10 ⭤   32±1.6 →33±1.6
LM 20⭤  55±3.1→ 54.±3.0

	Merovci  et al. 2024


	Patients using insulin, pioglitazone, SGLT2 inhibitors, GLP-1 receptor agonists, or other glucose metabolism–affecting drugs (excluding antidiabetics), as well as those engaged in intensive exercise programs, were excluded.
	
	
	

	
	
	Weight32 ⭤ 96±4.8 → 96±4.7
BMI5 ⭤ 34±1.2→ 34±1.2
HbA1c13 ⭤ 8±0.3→ 8±0.3 
TC25 ⭤ 148±11→ 144±12
TG26 ⭤ 162±26 → 154±29
HDL14 ⭤ 40±4→ 41±4
LDL22 ⭤ 76±9 → 72±10
FFA12 ⭤ 0.6±0.1→ 0.6±0.04
SBP24⭤ 124±2→ 121±3
DBP9 ⭤ 76±2 → 76±2
HR15 ⭤ 71±3 → 71±3 
%TBF28 ⭤ 36±2.1→ 37±2.1
FM10 ⭤ 34±2.0→ 34±1.9
LM20 ⭤ 57±3.8 → 56±4.0
	

	Diagnosed prediabetes (HbA1c 5.7–6.4% or fasting blood glucose level 100–125 mg/dL) or type 2 diabetes (HbA1c ≥6.5% or fasting blood glucose level ≥126 mg/dL)
	1.Metformin (10 participants), 
2.Metformin + Sulfonylurea (8 participants),
3. Other treatment (1 participant)

Participants with type 2 diabetes (T2DM) were asked to discontinue sulfonylurea treatment before starting the ketogenic diet phase (WFKD) in order to minimize the risk of hypoglycemia. With the Med-Plus diet, sulfonylurea doses were reduced by 50%. Sulfonylurea medications were resumed or increased in cases of persistent hyperglycemia (>180 mg/dL).
	Weight32 ↓ 90 → 82
HbA1c13 ↓6.3 → 5.6
FBG11 ⭤  122 → 109
Insulin19 ⭤  18 → 13
LDL 22 ↑ 98 → 111
HDL14 ↑49 → 54
TG26 ↓119 → 100
ALT2 ⭤ 28 → 25  

	Gardner et al.2022

	The exclusion criteria included a body weight below 50 kg (110 lbs), a body mass index (BMI) of 40 kg/m² or higher, LDL cholesterol levels exceeding 190 mg/dL, systolic blood pressure over 160 mmHg, or diastolic blood pressure over 90 mmHg. Participants were also excluded if they were taking certain antihyperglycemic medications (e.g., insulin, glucagon-like peptide-1 receptor agonists, or sodium-glucose cotransporter-2 inhibitors), as well as weight loss medications.
	
	
	

	Overweight to mildly obese (mean BMI = 33 ± 5 kg/m2) with a mean HbA1c level of 6.5 ± 0.8% (47 ± 8 mmol/mol). Furthermore, 64% of all participants showed a liver fat content above the cutoff value of 5.56% for the clinical diagnosis of NAFLD (mean IHL = 12.9 ± 9.5 %)

	Insulin, lipid lowering agents, blood pressure lowering agents, bradycardic antihypertensive agents

	Weight32 ↓94± 21→90 ±20
BMI5 ↓32± 4.5→31± 4.3
HbA1c13 ↓ 6.7 ± 1→ 6.1± 0.7
CRP7 ↓ 3.1 ± 4.1→ 1.7± 1.5
TC25 ↓ 200± 39→ 173± 39
LDL22 ↓ 127± 36→ 106± 31
HDL14 ⭤  56± 16→ 54± 12
TG 26↓ 133± 65→ 103± 72
SBP24 ⭤ 134± 17→ 126± 10 
DBP 9⭤ 85± 11→ 80± 9

	Barbosa-Yañez et.al 2018


	Age 25–75 years; DMT2 treated with diet and/or oral antidiabetics, dipeptidyl peptidase-4 inhibitors and/or insulin; and body mass index (BMI) between 18–45 kg/m2

	Metformin (15), Sulphonylurea (5), Insulin (10), Anti-Hypertensives (15), Statin (18).
In addition to the dietary treatment, enrolled patients were asked not to change lipid-lowering therapy and lifestyle, while dosages for hypertension drugs were changed or reduced according to clinical needs throughout the study.
With reference to diabetes therapy, enrolled patients were asked to interrupt all medications before the beginning of the VLCKD

	Weight32 ↓104 ± 19 →89 ± 26
BMI5 ↓37 ± 6.8 →33 ± 6
Waist31 ↓ 114± 13 →102 ± 11
[bookmark: _GoBack]Abdomen circumference1 ↓ 124 ± 13 →111 ± 13
Hip circumference16 ↓ 119 ± 15 →108 ± 12
FBG11 ↓ 170 ± 11 →100 ± 9.4
HbA1c13 ↓ 7.3 ± 0.35 →6.2 ± 0.07
Insulin19↓ 18 ± 4.7 →8.7 ± 3.6
HOMA – IR 17 ↓ 7.5 ± 2.1 →2.1 ± 0.88
AST3 ↓ 37 ± 5.1 →21 ± 4.5
ALT 2↓ 45 ± 7 →24 ± 5.7
CRE8⭤  0.81 ± 0.16 → 0.77 ± 0.14

	Romano et al. 2019


	Duration of illness over 8 years; weight loss over 5 kg in the previous 6 months; treatment with thiazolidinediones, glucagon-like peptide-1 agonists, steroids, or atypical antipsychotic; untreated thyroidism; renal alteration (serum creatinine > 1.7 mg/dL or 150 µmol/L) and habitual alcohol consumption.

	
	
	

	BMI ≥ 25, patients with type 2 diabetes, 
HbA1c: 6,5-9%
	After 32 weeks: in the intervention group, the metformin dose was reduced in 1 participant, increased in 2 participants, and remained unchanged in 8 participants. In the control group, the metformin dose was reduced in 2 participants, increased in 1 participant, and remained unchanged in 4 participants.

	Weight32 ↓ 110±25 → 97±10  
HbA1c13 ↓ 7.1±0.4 → 6.3±0.7  
TG26 ↓ 174±79 → 114±42  
LDL22⭤  97±30 → 96±30  
HDL14 ⭤   46±15 → 51±13

	Saslow et al. 2017b


	Participants who were taking any diabetes medications other than metformin were excluded
	
	
	

	Type 2 diabetes, defined as HbA1c > 6.5%, fasting plasma glucose (FPG) ≥ 126 mg/dL, or 2-hour plasma glucose ≥ 200 mg/dL following a 75 g oral glucose tolerance test, or the use of glucose-lowering medications; relatively good metabolic control at baseline (HbA1c < 8.5%) allowing for discontinuation of oral antidiabetic therapy (except for metformin); BMI ≥ 27 kg/m²; nutritional monitoring for a minimum of 12 months.

	Pharmacological treatment in the VLCKD group was as follows:
 Pre-intervention: diet only (n = 1), metformin + diet (n = 5), metformin + sulfonylurea 
(n = 2), metformin + GLP-1 receptor agonists (n = 2), metformin + SGLT2 inhibitors (n = 3), metformin + DPP-4 inhibitors (n = 2).
 Post-intervention: diet only (n = 4), metformin + diet (n = 11).
In the LCD group:
 Pre-intervention: metformin + diet (n = 15).
 Post-intervention: metformin + diet (n = 8), metformin + GLP-1 receptor agonists (n = 6), metformin + SGLT2 inhibitors (n = 1).

	Weight32 ↓ 112 ± 20→ 99 ± 13
BMI5 ↓ 40 ± 6 →35 ± 4.1
Waist31 ↓ 118 ± 9 →115 ± 6.7
SBP24↓143 ± 16→ 129 ± 10
DBP9↓ 88 ± 5.6 →77 ± 9
TC25 ↓ 206 ± 35→ 160 ± 40
HDL14 ⭤  46 ± 14→ 40 ± 10
LDL22 ↓ 131 ± 31→ 85 ± 36
FBG 11 ↓ 118 ± 19→ 105 ± 7
HbA1c13 ↓  6.6 ± 0.84 →6.2 ± 0.66
CRE8⭤  0.89 ± 0.25 →0.87 ± 0.5
AST3 ⭤ 30 ± 8.8 → 27 ± 5.2
ALT2 ⭤ 30 ± 16 → 26 ± 7.6

	Moriconi et al. 2021


	Current treatment with corticosteroids or antineoplastic agents; type 1 diabetes; β-cell failure in type 2 diabetes, insulin therapy, or concurrent use of sodium-glucose co-transporter 2 (SGLT2) inhibitors; diabetes with severe chronic complications such as nephropathy, retinopathy, or neuropathy; psychiatric disorders; pregnancy; lactation; renal failure (estimated glomerular filtration rate [eGFR] < 60 ml/min); hepatic failure; heart failure (NYHA class III–IV); respiratory failure; planned surgical procedures; unstable angina or cardiac arrhythmias; recent stroke or myocardial infarction (<12 months).

	
	
	

	Diagnosed type 2 diabetes, BMI: 30-35, duration of diabetes < 10 years, no insulin therapy, HbA1c ≤ 9%, fasting C-peptide > 1 ng/mL,

	No insulin; oral antidiabetic therapy allowed

	Weight32 ↓ 92±11 → 77±9.1  
BMI5 ↓ 33±1.5 → 28±1.8  
Waist31 ↓ 108±8.6 → 96±7.6  
FBG11 ↓ 137±34 → 109±20  
HbA1c13 ↓ 6.9±1.1 → 6±0.7  
HOMA-IR 17↓ 6.9±4.4 → 3.5±1.9  
TG26 ↓ 151±54 → 115±57  
LDL22 ⭤  113±34 → 111±38  
HDL14 ⭤  56±11 → 55±11  
TC25 ⭤  200±36 → 188±46

	Goday et al. 2016


	Subjects with impaired renal function (defined as an estimated glomerular filtration rate <60 ml/min/1.73 m²), impaired liver function (defined as liver enzyme activity greater than or equal to twice the upper limit of normal), alcohol consumption ≥ 40 g per day for men and ≥ 24 g per day for women, pregnancy, breastfeeding, or severe eating disorders or psychiatric disorders according to the investigator’s criteria were excluded from the study.

	
	
	

	Diagnosed type 2 diabetes, HbA1c>6.5% , FPG>7.0 mmol/l or 2-h glucose oral glucose tolerance test >11.1 mmol/l 
Not on exogenous insulin, and without diagnosed cardiovascular, kidney, or any other diabetes complications

	Metformin, Sulfonylurea, DPP4, GLP-1

	FBG11⭤   8.4±1.9→ 7.6±1.7
TG 26⭤ 168 ± 89→186 ± 106
Insulin19 ⭤  11 ± 4.9 → 10 ± 7.7
Proinsulin23 ↓ 36±15 →26±13
C-peptide6⭤  1.2±0.38 →1.1±0.45
TNF -α29 ⭤  14±3.6→ 15±4.6







	Myette-Côté,  et al. 2018


	Individuals were excluded if they were currently participating in a regular exercise program (i.e., more than 3 days of structured physical activity per week), were following a low-carbohydrate, high-fat (LCHF) diet, or expressed unwillingness to consume the provided meals containing meat.
	
	
	

	Patients with type 2 diabetes reported currently following a low-carbohydrate, high-fat (LCHF) diet, with at least six months having passed since its initiation.

	At the beginning of the study (Start-LCHF), 24 participants were taking metformin. By the end of the study (Follow-Up), 2 participants had discontinued its use, 1 had reduced the dose, and 1 had increased it.
Exogenous insulin was initially used by 11 participants. By the end of the study, 8 participants had completely discontinued insulin, 2 had reduced the dose, and 1 remained on the same dosage.
Two participants were using sulfonylureas at the start of the study. During the study period, 1 participant discontinued the medication, 1 reduced the dose, and 1 new participant initiated sulfonylurea therapy.
A DPP-4 inhibitor was used by 1 participant at baseline, who discontinued it during the study. Additionally, 1 new participant began DPP-4 inhibitor therapy by the end of the study.
GLP-1 receptor agonists and SGLT2 inhibitors were not used at the beginning of the study; however, 1 participant initiated both treatments during the follow-up period.
At baseline, 14 participants were taking statins. By the end of the study, 8 participants had discontinued statin therapy, while 6 continued its use.
	HbA1c13 ↓ 7.5 (22 participants)→ 5.9 
Weight 32 No precise data available ↓ 
(28 participants) → reduction by 16


	Webster et al. 2019


	Patients who had made significant dietary changes within the past six months, whose diagnosis of type 2 diabetes could not be confirmed through medical history or prescriptions for antidiabetic medications, or who were unable to understand or speak English, were excluded. Participants were respondents to advertisements on social media, press releases, or posters placed in local clinics

	
	
	


All numerical values have been standardized to a single unit.
¹ Abdomen circumference (cm), ² Alanine aminotransferase (IU/L), ³ Aspartate Aminotransferase (IU/L), ⁴ Blood pressure (mmHg), ⁵ Body Mass Index (kg/m²), ⁶ C-peptide (ng/mL), ⁷ C-reactive protein/ High-sensitivity c-reactive protein (mg/L),   ⁸ Creatinine (mg/dL), ⁹ Diastolic Blood Pressure (mmHg), ¹⁰ Fat Mass (kg), ¹¹ Fasting blood glucose (mg/dL), ¹² Free Fatty Acids (µmol/L), ¹³ Glycated Hemoglobin A1c (%), ¹⁴ HDL (High Density Lipoprotein) (mg/dL), ¹⁵ Heart Rate (bpm), ¹⁶ Hip circumference (cm). ¹⁷ Homeostasis Model Assessment  – Insulin Resistance, ¹⁸ Homeostasis Model Assessment 2 – Insulin Resistance, ¹⁹ Insulin (µIU/mL), ²⁰ Lean Mass (kg), ²¹ Leptin (ng/mL), ²² LDL (Low Density Lipoprotein) (mg/dL), ²³ Proinsulin (pmol/L), ²⁴ Systolic Blood Pressure (mmHg), ²⁵ TC (Total Cholesterol) (mg/dL), ²⁶ TG (Triglycerides) (mg/dL), ²⁷ TG/HDL, ²⁸ Total Body Fat (%), ²⁹ Tumor Necrosis Factor alpha (pg/mL), ³⁰ Uric Acid (µmol/L), ³¹ Waist (cm), ³² Weight (kg) 
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