Evaluation of a Double Conjugate Retinoid Cream in Comparison to
1.0% Retinol and 0.025% Tretinoin in Subjects with Photoaging
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INTRODUCTION
§ Photodamage is associated with premature skin aging and is
characterized by the appearance of fine lines and wrinkles,
irregular pigmentation and texture, skin laxity, and an overall
dullness to the quality of the skin.1, 2
§ Topical retinoids and Alpha Hydroxy Acids (AHAs) have been
shown to effectively improve the visible signs of photoaging, and
are gold standard anti-aging treatments that promote cell renewal
and skin rejuvenation.1, 2
§ Although retinoids are effective, irritation reactions may result in
early discontinuation by patients.1
§ AlphaRet™ (AHA-Ret), a double conjugated retinoid, combines a
retinoid with lactic acid to create a new molecule.
§ AHA-Ret undergoes nontraditional, double hydrolysis, gradually
releasing the retinoid and AHA into the skin maximizing efficacy
and minimizing potential irritations.
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RESULTS
Subject Demographics and Disposition

Figure 2. Average Percent Change in Moisture Based on Nova Measurements.
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§ 47 subjects completed the study; 1 subject was lost to follow up.

16.5%

§ To evaluate the effectiveness and tolerability of a double
conjugated retinoid cream in improvement in the appearance of
photoaging in comparison to a 1.0% cosmeceutical retinol cream
or 0.025% prescription tretinoin in females with facial photoaging.

§ The average age of subjects were 55 years, and the majority of
subjects were Fitzpatrick Skin Type II.

Study Endpoints
§ Blinded expert evaluations were captured based on digital imaging
using Canfield Scientific VISIA-CR at baseline, 4, 8, and 12 weeks
for improvement in the appearance of:
§ Fine Lines/Wrinkles, Erythema, Dyschromia, Skin Tone
Degradation, Pore Size, and Global Improvement
§ Nova moisture meter measurements were obtained at baseline, 4,
8, and 12 weeks.
§ Subjects completed a 21-item self-assessment questionnaire at 4,
8 and 12 weeks.
§ Adverse Events (AEs) were captured throughout the study period.
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§ No subject in the AHA-Ret or tretinoin groups discontinued use.
§ AHA-Ret was significantly more tolerable than retinol at 4, 8, and 12
weeks (p<0.0001, p<0.0001 and p=0.005, respectively).
§ Subjects responding “yes” to experiencing unpleasant side effects at
12 weeks:
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§ 7 treatment-related AEs (retinoid dermatitis) occurred in the retinol group;
6 subjects switched to the AHA-Ret group and 1 subject required a 2-week
rest period.
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Safety Results
§ The majority of AEs were mild and transient.

Figure 1. AHA-Ret Average Percent Reductions from Baseline in Severity.
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Study Design and Treatment
§ A split-face, single-center, 12-week study enrolled 48 female
subjects with mild to severe facial photoaging.
§ Subjects randomly applied AHA-Ret to one side of their face
(N=48), and applied a 1.0% retinol cream (n=24) or 0.025%
tretinoin cream (n=24) to the opposite side of their face.
§ Inclusion criteria included evidence of mild to severe photoaging,
females 30-65 years of age with no known medical conditions that
may interfere with study participation, and moderate sun
avoidance.
§ Exclusion criteria included any dermatologic disorder that may
interfere with evaluation of facial skin (i.e. severe acne vulgaris),
pregnant or lactating women, hypersensitivity to any of the
ingredients contained in the study products, subjects who have
used/using, or have had performed any skin care
product/procedure that, in the investigator’s opinion, may interfere
with the study, use/previous use (4 weeks prior) of any prescription
retinoid/retinol or like product, and use/previous use (2 weeks
prior) of any non-prescription retinoid/retinol or like product.
§ Subjects were instructed to apply AHA-Ret and a comparator,
according to randomization assignment, to clean skin daily (PM
only) for 12 weeks; cleanser, moisturizer, and sunscreen were
provided.
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Efficacy Results
Expert-Graded Evaluation
§ AHA-Ret demonstrated statistically significant reductions from
baseline in average severity of Fine Lines/Wrinkles, Dyschromia and
Skin Tone Degradation at 4, 8, and 12 weeks; statistically significant
reductions from baseline occurred in average severity in Erythema
and Pore Size at 8 and 12 weeks (Fig. 1).
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*Achieved statistical significance (p-value<0.0001 - 0.03)

§ AHA-Ret demonstrated statistically significant increases in Global
Improvement from baseline at 4, 8, and 12 weeks (p<0.0001, all).
§ AHA-Ret demonstrated significant reduction in average severity of
Dyschromia and Skin Tone Degradation vs. retinol at 4 weeks
(p<0.0185, p<0.0097, respectively).
§ AHA-Ret induced significantly less Erythema vs. retinol at 8 and 12
weeks (p=0.008 and p<0.02, respectively).
§ No statistical differences were demonstrated between AHA-Ret and
tretinoin at 12 weeks, and no statistical differences occurred between
groups in mean Global Improvement at 12 weeks.
§ In a non-inferiority test with 10% margins, AHA-Ret was non-inferior
to retinol in each category over 12 weeks, and was non-inferior to
tretinoin in each category at 4 and 8 weeks, and for Fine
Lines/Wrinkles, Erythema, Dyschromia and Skin Tone Degradation at
12 weeks.
Subject Self-Assessment
§ Subjects reported a significant improvement in Hydration with AHARet (p<0.02); there were no statistical differences between groups in
remaining subject responses at 12 weeks.
Nova Meter Measurements (Fig. 2)
§ AHA-Ret achieved statistically significant improvements in Hydration
from baseline at each time point over 12 weeks.
• AHA-Ret demonstrated statistically significant improvement in
Hydration vs. tretinoin at 4 and 12 weeks (p<0.04, p=0.006,
respectively); tretinoin subjects had a negative change in Hydration
over 12 weeks.
§ Retinol demonstrated significant improvement in Hydration from
baseline at 4 weeks (p<0.01), and non-significant improvements at 8
and 12 weeks.
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CONCLUSIONS
• AHA-Ret significantly reduced average severity of Fine
Lines/Wrinkles, Dyschromia, Skin Tone Degradation, Erythema
and Pore Size at 12 weeks.
• AHA-Ret outperformed 1.0% retinol cream significantly inducing
less Erythema at 8 and 12 weeks, and significantly reducing
Dyschromia and Skin Tone Degradation earlier than retinol.
• AHA-Ret was non-inferior to 0.025% prescription tretinoin at 4
and 8 weeks in each category, and non-inferior for Fine
Lines/Wrinkles, Dyschromia, Skin Tone Degradation, and
Erythema at 12 weeks.
• AHA-Ret was more tolerable vs. 1.0% retinol cream and 0.025%
prescription tretinoin cream.
• Treatment with a double-conjugate retinoid cream achieved early,
progressive improvements in the visible signs of aging,
representing a new advancement in skin rejuvenation.

