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CTFA/INCI  Name: 
Cordyceps Sinensis Extract
Coriolus Versicolor Extract
Butylene Glycol 

CAS Numbers: 
107-88-0

EINECS/ELINCS Number: 
203-529-7          

ActiSoothe™ is a patent pending bio-activated  aqueous 
extract of Cordyceps Sinensis, and Coriolus Versicolor. 
Coriolus, also known as “Yun Zhi,” is a mushroom widely 
used in Japan, and in Traditional Chinese Medicine. 
Cordyceps, also known as “Dong Chong Xia Cao 
Tochukas,” is considered a general health tonic in China, 
and promotes health through its immune modulating and 
energizing effects.

WHAT IS ACTISooTHETM

WHAT DoES IT Do?

ActiSoothe™ regulates the synthesis of signal proteins 
responsible for the inflammatory response and 
sensitive skin. It reduces UV induced inflammation, skin 
sensitivity, and irritation due to chemical and physical 
irritants. ActiSoothe™ virtually eliminates uncomfortable 
cosmetic reactions, Cosmetic Intolerance Syndrome 
CIS), by normalizing hyperactive skin in susceptible 
individuals. DNA microarray testing has established that  
ActiSoothe™ down-regulates the synthesis of COX2, 
the rate limiting step in the inflammatory response. 
COX2 controls the rate at which prostaglandins, the key 
mediators of the inflammatory response, are produced.

WHAT IS IT FoR?

HoW IS IT DIFFERENT?

HoW Do I uSE IT?

ActiSoothe™ should be used in sunscreens, after sun 
products, exfoliants, calming products for sensitive skin, 
cleansing products, and anti-aging treatments. It should 
be used in products that are designed to be used on a 
daily basis, since repeated use of ActiSoothe™ will down-
regulate the activity of the COX2 enzyme, and result in 
a reduction of overall skin sensitivity.  ActiSoothe™ is a 
light weight liquid, and can be used in emulsions and water 
based products.

ActiSoothe’s™ main point of difference is the patent 
pending blend of bio-processed mushroom extracts. By 
enzymatically hydrolyzing the crude extracts, complex 
bio-molecules are converted into smaller molecular 
weight, water soluble phyotactives, which can penetrate 
the skin. ActiSoothe™ was designed to provide an 
immediate and long term anti-irritant and soothing 
effect on the skin.  Over time, it will actually make skin 
less reactive.

ActiSoothe™ has been developed to be used at a 
minimum of 2%, in daily use products. ActiSoothe™ is 
water soluble, and can therefore be used in emulsions as 
well as water based products. It should be added during 
manufacturing at 60°C or less.
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SkIN INFLAMMATIoN, CoSMETIC INToLERANCE AND ACTISooTHE™

INTRoDuCTIoN

Protection of the skin from irritation and inflammatory reactions is extremely important to maintain youthful and 
healthy skin. Every single inflammatory response, whether it is clearly visible, slightly visible or clinically invisible, results 

in damage to the skin at the cellular, molecular and sub-molecular levels (1,2). In fact, years ago Albert Kligman coined 
the term invisible irritation. These are daily assaults to the skin which may not be visible at the skin surface, nonetheless, 
these reactions cause damage within the skin; and these daily damaging reactions, are a contribution to what we consider 
normal aging.

UV exposure, sunburn, wind burn, and all inflammatory reactions, regardless of their cause, generate a variety of adverse 
and damaging reactions at the surface, and within the skin. Some of these reactions include oxidation of protein, lipids or 
DNA, modification or loss of enzyme function, protein glycation, cell membrane destabilization, as well as DNA dimer 
formation, and cross-links within the cell nucleus (3). These biochemical changes lead to changes first at the cell and tissue 
level; however, the final result is structural, functional and visible changes in the skin. 

It is a fact of life that consumers use a variety of topical products, including cleansers, moisturizers, sunscreen, exfoliants 
and anti-aging products. Individual products or their interaction can cause a variety of dermatologic reactions ranging 
from simple irritation, to allergic contact dermatitis (4). 

The number of topical products on the market, the functionality of these products, and the number of end users, has 
increased dramatically over the past few years. This increase correlates with an increase in the number of product 
reactions. These incidences have become so numerous, that Maibach, and coworkers have coined the term Cosmetic 
Intolerance Syndrome (CIS), to describe this diverse class of reactions, apparently from cosmetic use. These reactions can 
be as simple as a slight itching, burning or stinging reaction, or as severe as contact uticaria, cosmetic dermatitis, or a full 
blown allergic response (5).

ActiSoothe™ is a patent pending bio-activated extract from the mushroom(s) Coriolus Versicolor (6) and Cordysceps 
Sinensis. Coriolus Versicolor, also known as “Yun Zhi” (7) is a mushroom widely used in Japan and in Traditional Chinese 
Medicine. Cordyceps also know as “Dong Chong Xia Cao Tochukas,” is considered a general health tonic in China, and 
promotes health through its immune modulating and energizing effects. Many published studies have documented the 
effects of these natural products in promoting health and well being, especially regarding immuno regulatory reducing 
effects (8,9,10).  ActiSoothe™ has been designed and optimized to reduce the likelihood of Cosmetic Intolerance 
Syndrome, by reducing skin reactivity, by controlling the synthesis of key inflammatory mediators, as well as having direct 
soothing and anti-oxidant effects.

ActiSoothe™ has undergone extensive testing, both in vitro and in controlled clinical trials, to determine both how it 
works, and to substantiate the ultimate benefit it will have to consumers.
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ActiSoothe™ (2%) was tested for its effects on COX (cyclooxygenase) enzyme induction (11), and compared to a no 
treatment control.  Both COX1 and COX2 induction were investigated.  Testing protocols in vitro used MatTek human 
full thickness epidermal / dermal tissue, DNA microarray, RNA isolation and amplification. In these tests MatTek tissue 
samples were examined and compared for the production of COX mRNA, which is the template for synthesizing the 
COX enzymes. A control reference material was evaluated, as well as skin samples treated with ActiSoothe™. If a treated 
tissue sample showed more than 1.3 times the amount of relevant mRNA produced, compared to a control, the sample 
was considered to have undergone an up-regulation. Conversely a sample which showed 0.7 times or less times the 
relevant mRNA compared to the control, was considered down-regulated.

ActiSoothe™ reduced the induction of COX2 by more than 50% when compared to an untreated control, which had 
no effect on up- or down-regulating the COX2 gene.  We observed no effect on COX1 induction for either extract.  This 
is to be expected as COX1 is considered uninducible, and is normally produced at constant levels in the skin, regardless 
of any environmental or traumatic effect to the skin. These results show that ActiSoothe™ is a specific COX2 inhibitor, 
without the side effect of COX1 inhibition.  ActiSoothe™ also proved superior to the “non-bio-activated” combination 
of the materials. 

ACTISooTHE™ RESuLTS

in vitro TESTINg AND RESuLTS

Based upon our in vitro testing we would expect that ActiSoothe™ would modulate the skin inflammatory response 
in situations where COX2 is involved in a skin reaction. Most skin inflammatory reactions, including response to UV 
exposure, are dependent upon the action of the COX1 enzyme which converts cell membrane lipids into prostaglandins, 
specifically E2; these agents are the mediators of inflammation.

ACTISooTHE™ RESuLTS

in vivo TESTINg AND RESuLTS
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We tested ActiSoothe™ in a number of different protocols, employing different irritants and UV, and assessed whether 
our observed in vitro effects would translate into a cosmetic benefit.

ActiSoothe™ was effective against three standardized and well-known inducers of irritation, measured either via a skin 
sting response, an increase in inflammation, or, skin redness measured with the Minolta Chroma Meter (12).

In moderate concentrations, Lactic acid can be an irritant, and cause a stinging reaction, especially in the facial area. Balsam 
of Peru and methyl nicotinate are both known contact irritants, and can induce a defined redness, and increase skin 
blood flow to the skin surface. These type of reactions are models, and quite similar to the type of reactions seen with 
preservatives and fragrances in some cosmetics. 

When ActiSoothe™ was applied to individuals with a history of CIS, or overly reactive skin, we observed substantial 
reductions in stinging (lactic acid), erythema (Balsam of Peru), or threshold reactivity to methyl nicotinate.

Reductions of 31%, and 37%, were observed for reactivity to lactic acid, balsam of Peru. Methyl nicotinate threshold 
reactivity increased by 160%.

CONTROL
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TABLE 2
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UV ONLy CONTROL

ACTiSOOThE™

REDUCTiON

Finally, ActiSoothe™ proved highly effective in reducing the number of adverse events experienced by those panelists 
with CIS or hypersensitive skin problems. When twenty subjects with CIS added a 5% ActiSoothe™  gel to their normal 
daily skin care regimen over a three month period, we observed via subjective response and clinician examinations, a 
reduction in the number of reported adverse reactions of 77% over the test period, (Table 5).
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In further testing, ActiSoothe™ demonstrated the ability to reduce the visible 
effects of UV damage. Test subjects were exposed to slightly greater than 1 
MED UV on a repeat basis, and the subject response was compared with and 
without ActiSoothe™. Both UV induced erythema, as well as skin flakiness 

induced by sun exposure, were significantly reduced (52% and 74% reductions) 
when an ActiSoothe™  gel was applied before exposure, and (34% and 38% 
reductions) when applied post-exposure,(Tables 3 & 4).
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DISCuSSIoN

ActiSoothe™ has been designed to reduce the likelihood of CIS by increasing the skin’s defense against irritants, 
as well as reduce daily UV damage. ActiSoothe™ is multi-functional, and controls skin reactivity both immediately 
and over the long term, by down-regulating key signal proteins involved in the inflammatory response.  In so doing, 
ActiSoothe™ dramatically reduces one of the most important sources of skin aging, our reaction to daily assaults from 
the environment and topically applied chemicals, causing skin damaging inflammation.
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ExpERIMENTAL DESIgN:

TEST pRoToCoLS in vivo:

A 2% ActiSoothe™ gel formulation was tested in vivo for its anti-inflammatory activity on 20 panelists without any history 
of skin sensitivity. A second panel of 20 subjects with CIS, self identified and exhibiting at least one moderate to severe 
cosmetic product reaction (cosmetic acne, product related erythema, transitory itching or burning, allergic response, or 
contact dermatitis) within the past six months, were also recruited for this study.

Lactic Acid Sting Response — On twenty subjects 8% Lactic Acid gel pH 3 was applied in excess to the nasal fold area. 
Stinging was evaluated subjectively on a 0-4 scale every minute for 5 minutes, and thereafter every three minutes over 
a 20 minute period. Scores were summed and presented as initial and delayed sting scores.  Results are shown in Tables 
1 and 2, on pages 3 and 4.

Balsam of Peru — After 5 days of treatment with the 2% ActiSoothe™ gel, Balsam of Peru was applied to the skin of 
both panels (normal and CIS) and the results were compared to a control group (no treatment). Erythema was read with 
the Minolta Chroma Meter (a* value).  Results are shown in Tables 2, on page 4.

Methyl Nicotinate — After 5 days of treatment with the 2% ActiSoothe™ gel, increasing concentrations of Methyl 
Nicotinate (MN), a known irritant, was applied to the skin of both panels (normal and CIS). The results were compared to 
a control group (no treatment).   The concentration of Methyl Nicotinate (MN) to induce an inflammatory reaction was 
recorded. Erythema was read with the Minolta Chroma Meter (a* value).  Results are shown in Table 1, on page 3.

UV Induced Desquamation and Skin Flakiness — Test subjects (20) were irradiated with approximately 1.5 MED UVR,  
with a Kratos UVR solar simulator on days 1,2,3,5,6 and 7. Test product was applied either one minute after UV exposure 
at a dose of 3mg/cm2 or five minutes prior to each UV exposure. An untreated non UV exposed test site was assigned 
a transmission of 100% which means there was no excess exfoliation or peeling, hence there was no decrease in light 
transmittance. Desquamation was evaluated by collecting loosely adhering cells with Sebu-tape 10 days after the last 
UV exposure. The tape was applied to a test site transmittance, and was assessed with a hand held spectrophotometer 
operating within the visible light range. Results are shown in Table 3 & 4, on page 5.

Skin Reactivity (Cosmetic Intolerance Reactions) – The CIS panel underwent a three month in-use study, to determine 
if the use of the 2% ActiSoothe™ gel once a day with their regular skin care regimen, could dramatically reduce the 
number of adverse reactions panelists recorded. Results are shown in Table 5.
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