Ferdinand Clinical

Study Report

An investigation of Feiolix’s metabolic benefits completed through
collaboration between the University of Auckland and Anagenix
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Introduction

Obesity, metabolic syndrome, and prediabetes are major global health concerns, increasing the risk of type 2 diabetes and
cardiovascular disease. An estimated 537 million adults worldwide currently have diabetes, with cases projected to reach
700 million by 2045'. The number of individuals with prediabetes is even greater. Prediabetes is a state of dysglycaemia,
whereby blood glucose levels are elevated above normal cut offs, but below threshold for diabetes diagnosis. An estimated
860 million adults worldwide have prediabetes, with cases projected to exceed 1 billion by 2045'2. Effective interventions
to control blood glucose, maintain healthy weight, and improve metabolic parameters are urgently needed. Diet plays

an important role in T2D, with risk reduction associated with increased intake ofwhole grains, fruits, vegetables, legumes
and nuts, and lowered refined grain intake®. Feiolix, a polyphenolic-rich freeze-dried powder from New Zealand feijoa fruit,
has demonstrated promising effects on blood glucose regulation, weight management, and metabolic health in both
preclinical and clinical studies*. In collaboration with the University of Auckland and the High Value Nutrition National
Science Challenge, a long term placebo controlled multiethnic New Zealand cohort clinical study was undertaken to further
understand Feiolix’s effect on glycaemic and metabolic outcomes in combination with acute weight loss and longer term
weight maintenance.
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Overview

Title: The FERDINAND Study: A Community Nutrition Intervention in Prediabetic Individuals
Design: Randomized, double-blind, placebo-controlled, parallel-arm clinical trial

Location: Human Nutrition Unit, Auckland University (Auckland, New Zealand)

Duration: 6 months

Objective: To evaluate the efficacy and safety of mid-dose Feiolix (1150 mg/day) for supporting
metabolism and healthy body composition in prediabetic, overweight/obese adults.




Methods Results
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Participant Information:
Fasting Plasma Glucose (FPG)

Number 97 adults
- Both groups experienced a significant decrease in FPG after 2 months on the LED. Feiolix: FPG reduction of 0.64 mmol/L,
Agerange 18-7/5 years Placebo: FPG reduction of 0.44 mmol/L
BMI 25-40 kg/m? _ 4 4 o S
Fasting Plasma Glucose (FPG) 56-6.9 mmol/L (prediabetic range) Qltaécterggr;tsg iii?egcerifsédr;noii)}:hzg(;o;;p:rs]r?]soclyft restrictions eased. Feiolix FPG increase from month 2: 0.29 mmol/L,

By 6 months, FPG continued to rise in the placebo group but declined in the Feiolix group, resulting in a significantly greater
reduction for Feiolix versus placebo. Feiolix change from baseline: 0.37mmol/L reduction, Placebo change from baseline:

Randomization: Participants assigned to Feiolix 1150 mg/day or placebo i
0.13 mmol/L reduction

| | I [ ! | » Interpretation: Feiolix provided sustained improvement in blood glucose regulation beyond the effects of diet alone.
Phase 1 ! Phase 2 !
Low Energy Diet (LED) Weight maintenance with
. : . . Intervention p= 0.13 g

for weight loss continued intervention 6.40 Timep <0.001 ® Feiolix

020 Time X Intervention p = 0.050 = Placebo
The low energy diet was a strict, Following the LED, participants g 0.00
calorie-restricted eating plan—typically 800-1200 transitioned to a less restrictive, healthy maintenance § 5.00 £
kcal per day (less than half the recommended diet for 4 months. This phase aimed to help EPE ] 00
daily calories)—using nutritionally complete meal participants sustain their weight loss and metabolic E _g S esEaiaER 8 200
replacements. The 2-month LED phase induced improvements while returning to more typical eating E: £ seo S 300
rapid weight loss and significant improvements in patterns, a period when weight and metabolic = ~s s v
blood glucose and metabolic markers by creating “rebound” commonly occurs. g 2% o 400
a substantial energy deficit and prompting 5.20 f‘: -5.00
physiological adaptations such as improved insulin R o
sensitivity and reduced blood pressure. e . '

Baseline 2 months 4 months & months 7.00
Figure 1: Change in fasting plasma glucose; # significantly different from baseline (placebo), Figure 2: Fasting plasma glucose change at 6 months

$ significantly different from baseline (Feiolix), & significantly different from month-2
(placebo), * significantly different from month-2 (Feiolix), t significantly different between
Feiolix and placebo.

Impact of the Study Design: This two-phase design allowed the study to first standardize and
maximize initial health improvements with the LED and test if Feiolix would increase weight loss,
then test whether Feiolix could help prevent the usual rebound in weight, blood glucose, and other
markers during the maintenance phase. The primary goal was to see if Feiolix could sustain metabolic
benefits after diet-induced weight loss, not promote further weight gain.
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Fasting plasma glucose (FPG) at 6 months

Primary Outcomes
Body weight at 6 months

Systolic and diastolic blood pressure (SBP/DBP)
HbATc
Lipid profile (cholesterol, triglycerides, LDL)

Secondary Outcomes

Body composition

Microbiome analysis

Quality of life and clinical biomarkers

Analysis: Intention-to-treat, using baseline as a covariate to adjust for initial differences.
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Blood Pressure

Systolic BP (mmHg)

Systolic BP: Feiolix group showed a 9 mmHg reduction within 2 months, and a 7mmHg reduction persisted at 6 months, even
after dietary restrictions were lifted. The placebo group’s BP rebounded to baseline. The Feiolix group maintained a significantly
greater effect than the placebo at all time points—?2, 4, and 6 month.

Diastolic BP: Feiolix had a significant effect on intervention, averaged across all time points.

Clinical significance: Fach 5 mmHg drop in systolic BP reduces the risk of major cardiovascular events by ~10%.

,,,,,, Systolic BP over 6 months
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Figure 3: Change in systolic blood pressure; # significantly different from baseline (placebo),
$ significantly different from baseline (Feiolix), & significantly different form m-2 (placebo), *

significantly different from m-2 (Feiolix), T significantly different between Feiolix and placebo

Diastolic BP {mmHg

Figure 5: Change in diastolic blood pressure; # significantly different from baseline (placebo),
$ significantly different from baseline (Feiolix), & significantly different from m-2 (placebo), *
significantly different from m-2 (Feiolix), T significantly different between Feiolix and placebo

Figure 4: Change in SBP between Feiolix and Placebo

Intervention effect
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Figure 6: Mean intervention effect (effect of Feiolix vs Placebo) on diastolic BP
across all time points (2,4 and 6 months)
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Body Weight

(R)

Both groups lost significant weight during the initial LED phase.

During weight maintenance, the Feiolix group maintained lower weight with less rebound, while the placebo group
regained more weight.

During weight maintenance, Feiolix group tended to maintain lower median weight, while the placebo group showed
gradual weight regain.
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Figure 7: Change in body weight over treatment, trendline showing rebound effect

Lipid Profile

(A)

Lipid levels increased in both groups after returning to a normal diet, but the rebound was less pronounced in the Feiolix
group (cholesterol, triglycerides, LDL).
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Figure 8: Rebound effect- percentage change from month-2 to month-6




Visceral Adipose Tissue Mass:
«  Both groups lost significant visceral adipose tissue mass (VATM) during the initial LED phase.

During weight maintenance, the Feiolix group regained less rebound in VATM (gained 0.05kg), while the placebo group
regained more VATM (0.11kg).

» Interpretation: Visceral adipose tissue is associated with fat that wraps around internal organs (liver, pancreas, intestines
and is highly metabolically active and pro-inflammatory. Feiolix was able to maintain a healthier rebound and trendline by
regaining less VATM compared to placebo.

Visceral Adipose Tissue Mass
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Figure 9: Change from baseline in visceral adipose tissue mass over treatment,
trendline showing rebound effect of Feiolix versus placebo

Safety

No significant adverse effects or changes in liver or kidney function were observed, supporting the safety of Feiolix at the
studied dose.

Discussion

Clinical Meaning:

The nature of the study design meant significant weight loss was seen in the first two months. The following four months were
designed for the participants to return to normal eating and weight gain was expected. The trial was to explore if Feiolix could
prevent a rebound effect. Despite the significant metabolic and physiological changes seen due to the extreme diet change, Feiolix
supplementation still led to significant and sustained improvements in fasting blood glucose and blood pressure, with better
weight maintenance trends after initial weight loss and lower rebound effect for lipid and visceral adipose tissue fat profiles. These
effects were observed even after the end of strict dietary intervention, suggesting Feiolix's potential to help prevent the common
rebound in metabolic parameters after weight loss.

Mechanisms:

Feiolix contains abscisic acid (ABA), polyphenols, and dietary fibre. ABA stimulates GLP-1 secretion, which enhances insulin
sensitivity and satiety. ABA directly binds to GLP-1 receptors on the 3-cells in the pancreas and stimulates GLP-1 secretion. ABA
also binds to the LANCL2 receptor, which leads to insulin secretion and ultimately absorption of glucose from the bloodstream®”.
The fibre and polyphenols support a healthy gut microbiome, further promoting metabolic health and appetite regulation. Feiolix’s
dietary fibre, specifically xyloglucans and xylans, promote the growth of beneficial gut bacteria. These bacteria produce short-chain
fatty acids like acetate and propionate, which trigger GLP-1 and PYY secretion through GPR signalling cascades®®. Additionally the
polyphenols in Feiolix, including ellagitannins, bind to the bitter taste receptors on L cells and trigger GLP-1 secretion via the PLC/
IP3 pathway. Ellagitannins are also metabolized by the gut microbiome into more bioavailable urolithins, which promote insulin
and GLP-1 secretion®.

Metabolic Support:

Improving fasting blood sugar has been linked to reduced
risks of heart disease, stroke, and other metabolic conditions.
By targeting multiple pathways—blood glucose, blood
pressure, lipids, and weight—Feiolix offers a comprehensive
approach to metabolic health in prediabetic, overweight, or
obese adults.




Key Takeaways
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- Feiolix significantly reduced fasting plasma glucose compared to placebo over 6 months.
Feiolix led to sustained reductions in systolic and diastolic blood pressure,
Feiolix helped maintain weight loss and with lower rebound effect after dietary intervention.
- Feiolix showed lower tendency to rebound for lipid levels and visceral adipose tissue mass.
No significant safety concerns were reported at the studied dose.

- This study supports Feiolix's positioning as a safe, effective ingredient for supporting metabolic
health in at-risk populations.
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For more information,

Anagenix.
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