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Memorandum 

TO: Bart Heldreth, Ph.D.  
Executive Director - Cosmetic Ingredient Review 

FROM: Alexandra Kowcz, MS, MBA 
Industry Liaison to the CIR Expert Panel 

DATE: November 16, 2023 

SUBJECT: Draft Final Report: Amended Safety Assessment of 5-Amino-4-Chloro-o-Cresol 
and 5-Amino-4-Chloro-o-Cresol HCl as Used in Cosmetics (draft prepared for the 
December 2023 meeting) 

The Personal Care Products Council respectfully submits the following comments on the draft 
final report, Amended Safety Assessment of 5-Amino-4-Chloro-o-Cresol and 5-Amino-4-
Chloro-o-Cresol HCl as Used in Cosmetics. 

Key Issues 
Margin of Safety –The reason for assuming 100% dermal penetration for an MoS calculation 
should not be “In consideration of the absence of dermal absorption data for 5-Amino-4-chloro-
o-Cresol HCl at the maximum use concentration of 1%”.  The dermal penetration data available 
are at a concentration of 1.6% which is applicable to the use concentration of 1%. 

If the report is published without the information from the original report, the text should be 
modified to make it clear that the original report needs to be consulted to get summaries of all the 
studies on these ingredients.  For example, under Subchronic, without the italicized text, it would 
be helpful to state something like: “A repeated-dose toxicity study of 5-Amino-4-Chloro-o-
Cresol HCl was included in the original report.  No additional repeat-dose studies were found in 
the updated literature search, and unpublished data were not submitted.” 

The Summary should also clearly state that the original report should be consulted as the studies 
in that report are not included in the current report. 

Additional Considerations 
Composition and Impurities – It would be helpful to use the same name for the impurity in the 
summary of the information from the old report (currently stated as 2-methyl-5-aminophenol) 
and in the summary of the new information (currently stated as 4-amino-2-hydroxytoluene). 
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Cosmetic Use; Margin of Safety – The 1% use concentration in the original report is cited to a 
specific company.  It was a reference that is dated 1994.  It was not a survey that was submitted 
in 1994.  It was not a use concentration that “was reported by the Council” as stated in the 
Margin of Safety section. 

Margin of Safety; Summary – The Margin of Safety section correctly states that the SCCP 
calculated the MoS under oxidative conditions.  The Summary incorrectly states that the MoS 
was calculated “under non-oxidative conditions”. 
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Memorandum 

TO: Bart Heldreth, Ph.D.  
Executive Director - Cosmetic Ingredient Review 

FROM: Alexandra Kowcz, MS, MBA 
Industry Liaison to the CIR Expert Panel 

DATE: November 16, 2023 

SUBJECT: Draft Final Report: Safety Assessment of Plant-Derived Charcoal Ingredients 
as Used in Cosmetics (draft prepared for the December 2023 meeting) 

The Personal Care Products Council respectfully submits the following comments on the draft 
final report, Safety Assessment of Plant-Derived Charcoal Ingredients as Used in Cosmetics. 

Composition and Impurities – It would be helpful to state the carbon content of the charcoal used 
in the studies cited to ECHA in the Composition and Impurities section. 

Cosmetic Use – Please add “shampoo” after “24” in the following: “Charcoal Powder is reported 
to be used in 24 formulations” 

Dermal Irritation and Sensitization Studies; Summary – Please state that the results of the 
LLNAs indicate that Charcoal (at the tested concentrations) was not sensitizing.  A person 
unfamiliar with the LLNA might not know the meaning of the inability to calculate a stimulation 
index in this assay. 
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1620 L Street NW, Suite 1200, Washington, DC  20036 

(Main) 202-331-0651 
(Email) cirinfo@cir-safety.org  (Website) www.cir-safety.org  

 Commitment & Credibility since 1976

Memorandum 
To: Expert Panel for Cosmetic Ingredient Safety Members and Liaisons 
From: Priya Cherian, M.S., Senior Scientific Analyst/Writer, CIR 
Date: November 20, 2023 
Subject: Safety Assessment of Ethyl Tafluprostamide and Isopropyl Cloprostenate as used in Cosmetics – Wave 2 

Enclosed is an assay in which subjects used an eyelash serum containing 0.0044% Isopropyl Cloprostenate for 8 mo 
(data_ProstaglandinAnalogues_Wave2_122023).  Please note, a summary of this assay was included in the report 
submitted to the Panel on November 9, 2023; however, at that time, the full study report had not been received (only 
summary data had been provided; data20_ProstaglandinAnalogues_122023; pdf page 753 in the original Prostaglandin 
Analogues submission to the Panel).  Therefore, the full version of this study is being provided herein as Wave 2. 

In addition, a report submitted to the Panel on November 9, 2023 included the following statement: “Ethyl 
Tafluprostamide is found to have a moderate oral absorption potential.  This estimation is based on a molecular weight of 
452.5 g/mol, water solubility of 1.05 g/l, and a log Kow of 2.74” (data1_ProstaglandinAnalogues_122023; pdf page 67 in 
the original Prostaglandin Analogues submission to the Panel).  However, the molecular weight of Ethyl Tafluprostamide is 
not 452.5 g/mol, but is 437.5 g/mol (the molecular weight of Tafluprost is a 452.5 g/mol).  CIR staff requested clarification, 
and according to email correspondence, the reference to a molecular weight of 452.5 g/mol was found to be a typographical 
error.  However, submitters stated that the marginal difference in molecular weight between Ethyl Tafluprostamide and 
Tafluprost would not affect the assessment, and therefore, Ethyl Tafluprostamide is still estimated to have a moderate oral 
absorption potential. 

Comments on the Draft Tentative report have been received from Council.  These comments may be found herein as 
PCPCcomments_ProstaglandinAnalogues_Wave2_122023. 
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Memorandum 

TO: Bart Heldreth, Ph.D.  
Executive Director - Cosmetic Ingredient Review 

FROM: Alexandra Kowcz, MS, MBA 
Industry Liaison to the CIR Expert Panel 

DATE: November 16, 2023 

SUBJECT: Draft Tentative Report: Safety Assessment of Ethyl Tafluprostamide and 
Isopropyl Cloprostenate as Used in Cosmetics (draft prepared for the December 
2023 meeting) 

The Personal Care Products Council respectfully submits the following comments on the draft 
tentative report, Safety Assessment of Ethyl Tafluprostamide and Isopropyl Cloprostenate as 
Used in Cosmetics. 

Abbreviations; Pupil Constriction – For ED5, either the abbreviation or the definition is not 
correct.  ED50 is a median effective dose.  The Pupil Constriction section says: “Potency was 
expressed as an ED5 value which represents the dose estimated to produce a 5 unit area (mm*hr) 
in a graph of the difference in pupil diameter in the dosed eye versus time (or median effective 
dose).”  This section also is incorrectly calling ED5 a median effective dose (5 should be 50 if it 
is representing a median).  As noted in the text the study authors appear to have defined ED5 as 
the dose estimated to produce a 5 unit area difference.  If ED5 is left in the Abbreviations table, it 
should be defined as it is defined in the text of the report.  The abstract of reference 24 uses the 
term EC50 a median effective concentration. 

Composition and Impurities – The composition of a finished product does not belong in the 
section on composition and impurities.  This information should be deleted from the report as it 
adds no useful information regarding the safety of Ethyl Tafluprostamide.  If it is left in the 
report, it should be presented in the Cosmetic Use section. 

DART, Parenteral, Isopropyl Cloprostenate; Summary – It is not clear what is meant by “reduced 
spermatozoa” and “decreased spermatozoa”.   Were sperm numbers reduced or was the size of 
the sperm reduced? 

Ocular Pigmentation and Periorbital Volume – It should be clearly stated that the eyelash serum 
containing 0.0044% Isopropyl Cloprostenate was used daily for 8 months.  Currently, it just  

Distributed for Comment Only -- Do Not Cite or Quote



2 

states that the subjects were evaluated for 8 months with no information about the use of the 
product. 

Endocrine Activity; Summary – Was there any information about what type of endocrine activity 
was predicted by the models? 

Ocular Irritation; Summary; Table 5 – The eyelash product containing 0.018% Ethyl 
Tafluprostamide was tested in the HET-CAM (reference 6).  It is not correct to state that the “test 
concentration was not stated”. 

Summary – When discussing the DART studies in the summary, please either indicate that the 
treated mice and rats were males, or change “gonads” to testes to indicate that these studies were 
only in males. 
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Memorandum 

To:  Expert Panel for Cosmetic Ingredient Safety Members and Liaisons 
From:  Priya Cherian, MS, Senior Scientific Analyst/Writer, CIR  
Date:  November 20, 2023 
Subject: Wave 2 – Data on Hydrolyzed Saccharomyces Cell Wall 
 
 
Data were received on Hydrolyzed Saccharomyces Cell Wall derived from Saccharomyces pastrianus 
(data_Yeast_wave2_122023).  These data include manufacturing process information, composition/impurities data, an in 
vitro dermal irritation assay, an in vitro ocular irritation assay, an in vitro dermal sensitization assay, a 24-h occlusive 
human patch test, and an HRIPT.  It should be noted that according to this data, Hydrolyzed Saccharomyces Cell Wall may 
be derived from Saccharomyces cerevisiae, Saccharomyces bayanus, or Saccharomyces pastorianus. 
In addition, comments on the Draft Tentative report have been received from Council.  These comments may be found 
herein as PCPCcomments_Yeast_Wave2_122023. 
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Memorandum 
 
TO:  Bart Heldreth, Ph.D.  

Executive Director - Cosmetic Ingredient Review 
 
FROM:  Alexandra Kowcz, MS, MBA 
  Industry Liaison to the CIR Expert Panel 
 
DATE: November 16, 2023 
 
SUBJECT:  Draft Tentative Report: Safety Assessment of Yeast-Derived Ingredients as Used 

in Cosmetics (draft prepared for the December 2023 meeting) 
 

 The Personal Care Products Council respectfully submits the following comments on the draft 
tentative report, Safety Assessment of Yeast-Derived Ingredients as Used in Cosmetics. 
 
Key Issues 
Although mentioned in the Draft Discussion, if it is correct, it would be helpful to state in the 
Introduction that this report assesses the safety ingredients made from yeast used in cosmetic 
products and not live yeast cells. 
 
When a test material is used in a study as provided, the CIR report should not state “test 
concentration not stated”.  In many cases the report will say the test material is x.  This means 
that x was tested undiluted, or as provided.  In this report, Galactomyces Ferment Filtrate was 
tested in a number of studies (specific examples noted below) as it was provided.  It should state 
“tested as provided” or “tested undiluted” not “test concentration not stated”. 
 
Additional Considerations 
Memo – In the memo, it would also have been helpful to include a list of ingredients with food 
use for the species and no sensitization data on any of the ingredients made from that species, 
and which ingredients have sensitization data but no information on food use.  
 
Abbreviations – “9-aminoadridine” should be “9-aminoacridine”; “1-ethyl-2-nitro-3-
nitrosguanidine” – “nitrosguanidine” should either be “nitroguanidine” or “nitrosoguanidine”; 
“Tmax” is usually “time to maximum blood concentration” not “maximum blood perfusion” 
 
It is confusing when multiple abbreviations have the same definitions.  The cell lines should be 
defined more specifically for example: 

Caco-2 – human colon epithelial cells from a male with colorectal adenocarcinoma 
(current definition adenocarcinoma of the colon) 
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DLD1 – human colorectal adenocarcinoma cell line (current definition adenocarcinoma 
of the colon) 
HCT116 – human colorectal carcinoma cell line (current definition adenocarcinoma of 
the colon) 
MCF-7 – human breast cancer cell line with estrogen, progesterone and glucocorticoid 
receptors (current definition human metastatic breast cancer cell line) 
ZR-75-1 – mammary gland epithelial cell line from a female with ductal carcinoma 
(current definition human metastatic breast cancer cell line) 

 
Acute – As the cosmetic ingredients are not live yeast cells, are the acute studies of live yeast 
cells relevant to this report (references 41 and 42)? 
 
Dermal Irritation and Sensitization – More details of the completed studies should be included in 
the text.  For example, it should be made clear which studies are single insult patch tests 
compared to multiple patches.  The study on Galactomyces Ferment Filtrate (tested as supplied 
[should not say test concentration not stated]) was a 40-day study (reference 70). 
Since the in chemico/in vitro sensitization assays assess different endpoints in the sensitization 
adverse outcome pathway, it should be made clear in the text which ingredients were tested in 
which assays. 
 
The number of subjects tested in the HRIPTs should be stated in the text. 
 
It should be stated that Galactomyces Ferment Filtrate was tested as supplied in the phototoxicity 
(rabbits reference 88) and photosensitization (guinea pigs reference 87) tests.  The number of 
animals used in the photo tests should be stated in the text. 
 
Ocular Irritation – Galactomyces Ferment Filtrate was tested as supplied in the rabbit eye 
irritation test. 
 
Summary – The Summary should make it clear that HSCAS was a 10% solution.  Please correct 
“mice s using” 
 
Since they assess different endpoints, the in chemico and in vitro sensitization assays should be 
named. 
 
Table 8 – If an isolated product of fermentation is used in food (rather than the yeast itself), it 
should be presented in the Other Non-Cosmetic Uses column rather than the Food Use/Presence 
column.  For example, Pepsin and Myoglobin produced by Pichia pastoris should be moved to 
the other column.  It would be helpful to indicate that Bos taurus is cattle. 
 
21CFR173.165 does not use the term GRAS for Yarrowia lipolytica.  It says that it can be safely 
used as an organism to produce citric acid which conforms to specifications in the Food 
Chemical Codex. 
 
Table 10, Oral – “10 HSCAS” should be corrected to “10% HSCAS” 
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Safety test results of the cosmetic ingredient
"Hydrolyzed Saccharomyces Cell Wall" on skin.
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Introduction

We, Vitamin C60 BioResearch corporation, have been manufacturing and providing
cosmetic ingredients named "Yeast Veil" since May 2023.　
“Yeast Veil” is a cosmetic ingredient that consists of the yeast cell wall, which originates
from brewer's yeast (Saccharomyces pastrianus) and is approved as a food additive in
Japan (Appendix 1), added with alcohol, preservatives, and water for antiseptic purposes.
The INCI name "Hydrolyzed Saccharomyces Cell Wall" contained in this product (Yeast Veil)
is equivalent to Yeast Cell Wall, approved as a food additive in Japan.(Appendix 2,3 )
This report summarizes the skin safety tests conducted on "Yeast Veil" for use as a
cosmetic ingredient.

Fig. 1 Outline of Manufacturing Process

3

Distributed for Comment Only -- Do Not Cite or Quote



Summary of Safety Evaluation

Since this product, Hydrolyzed Saccharomyces Cell Wall (yeast cell wall), has been
approved as a food additive in Japan, we believe its oral safety is assured.Therefore, we
conducted a safety study for the external application of the product as a cosmetic ingredient.

In vitro skin irritation test using three-dimensional skin was conducted with Yeast Veil
undiluted solution and determined to be "non-irritant".Considering the possibility that
yeast-veil-containing cosmetics may be used around the eyes (eye area), an in vitro eye
irritation test was conducted using an undiluted yeast-veil solution, and the results were
classified as "non-irritant.A single human patch test was conducted using Yeast Veil’s
undiluted solution, with negative results in all subjects.Based on these results, it was
concluded that Yeast Veil undiluted solution does not cause skin irritation.

Since cosmetics are used for an extended period, sensitization by yeast cell walls was a
concern, and in vitro sensitization tests and RIPT were conducted.In vitro, sensitization
testing was performed on KeratinoSens®, tested by OECD Key event-based test guideline
442D, and determined to be "negative.Moreover, RIPT results on human subjects showed
no cumulative irritation or sensitization.

Based on these results, we concluded that Yeast Veil, which contains about 8% of the
hydrolyzed Saccharomyces Cell Wall, is safe for use in cosmetic ingredients.

Table 1 List of Safety Test Results

Test title Sample Results Appendix No.*

in vitro skin irritation test Yeast Veil (as is) non-irritation 4

in vitro eye irritation test Yeast Veil (as is) non-irritation 5

in vitro skin sensitization test 　
KeratinoSens®

Yeast Veil (as is) Negative 6

Human patch test Yeast Veil (as is) non-irritation 7

RIPT
(Repeated Insult Patch Test)

Yeast Veil
(20% water solution)

non-irritation
No sensitization

8

　*　Since the original report is in Japanese, English translations and edited figures and tables are attached for important data.

4
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Appendix 1 : Definition of Yeast Cell Wall on JSFA

<Definition of the Japan’s Specifications and Standards for Food Additives (JSFA)>
"Yeast cell wall" based on the definition of "9th edition of the Japan’s Specifications and Standards for Food
Additives (JSFA)" is; 【Yeast cell wall is obtained from the yeast Saccharomyces cerevisiae, Saccharomyces
bayanus, or Saccharomyces pastorianus and consists mainly of polysaccharides.】
In addition, "the 9th edition of the JSFA MannualManual“ explains as the following;
【Yeast cell wall is obtained as an insoluble fraction by enzymatically treating common beer yeast and baker’s
yeast and separating and removing solubilized components. Further processing of the insoluble fraction also
corresponds to this.】

5
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Appendix 2 : Composition of Yeast Veil®

6
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Appendix 3 : TDS of Yeast Veil®

7

Distributed for Comment Only -- Do Not Cite or Quote



8

Distributed for Comment Only -- Do Not Cite or Quote



Appendix 4 : in vitro skin irritation test

Study institution：CERI (Chemicals Evaluation and Research Institute, Japan)
Guideline：OECD Guidelines for Testing of Chemicals, No.439
Sample Name：VC60-YW (Yeast Veil)

Conclusion:
In vitro skin irritation was evaluated using LabCyte EPI-MODEL24 SIT, and the average cell
viability of the sample group was 94.1%.
Therefore, under the conditions of this study, this product was determined to be "non-irritant"
(not classified under UN GHS).

9
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Appendix 5 : in vitro eye irritation test

Study institution：CERI (Chemicals Evaluation and Research Institute, Japan)
Guideline：OECD Guidelines for the Testing of Chemicals, No. 492
Sample Name：VC60-YW (Yeast Veil）

Conclusion:
In vitro eye irritation was evaluated using LaboCyte CORNEA-MODEL24 EIT, and the mean
cell viability of the sample group was 102.4%.
Therefore, under the conditions of this study, this product was determined to be "non-irritant"
(not classified under UN GHS).

10
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Appendix 6 : in vitro skin sensitization test KeratinoSens®

Study institution：CERI (Chemicals Evaluation and Research Institute, Japan)
Guideline：Key Event Based Test Guideline 442D
Sample Name：VC60-YW (Yeast Veil）

Conclusion:
The test substance was exposed to the cells for 48 hours, and the luciferase gene's
expression induction was measured. A total of 12 doses were designed with a maximum
dose of 400 ug/mL, considered the upper limit in the test method, and diluted at an equal
ratio of 2. In addition, this study was conducted twice.
The results showed that both experiments showed that the maximum induction factor (Imax)
of luciferase activity in the test substance group was less than 1.5.
Therefore, under this test's conditions, the product's skin sensitizing potential was judged to
be "negative”.

11
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Appendix 7 : 24-hour occlusive human patch test

Study institution：SOUKEN Co., Ltd (Tokyo,Japan)
Sample Name：Despersion of yeast cell wall (Yeast Veil)
Subjects：20 Japanese (10 males, 10 females)

Conclusion:
Samples were applied to subjects with 24-hour occlusion. After 60 minutes and 24 hours of
sample removal, the results were judged by a physician to be negative in all subjects, and
the product was classified as a "safe product”.

Table 1: Acceptance criteria for the patch test

Response Criteria in Japan Score

No reaction Negative　　　　　 (-) 0

Very slight erythema Weakly positive　 (±） 0.5

Well defined erythema Positive　　　　　 (+) 1.0

Erythema with swelling ,papule Strongly Positive　 (++) 2.0

Erythema with swelling ,papule, small blisters Strongly Positive (+++) 3.0

Large Blisters Strongly Positive (++++) 4.0

Table 2: Classification of cosmetics by skin irritation index

Skin irritation index Classification

Not more than 5.0 Safe product

5.0~15.0 Acceptable product

15.0~30.0 Product requiring improvement

Not less than 30.0 Dangerous product

12
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Table 3: Results of patch test

13
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Appendix 8 : Repeated Insult Patch Test (RIPT)

Study institution : SOUKEN Co., Ltd (Tokyo,Japan)
Sample : 20% VC60-YW Solution (20% Yeast Veil / Water）
Subjects : 50 Japanese (25 male, 25 female)

Conclusion :
・1st observation period: The patch was applied thrice weekly for three consecutive weeks.
The patch was removed 24 hours after it was applied. Skin irritation was observed 24 and 48
hours after sample removal.
・Rest period: 2 weeks
・2nd observation period: A patch was applied to the same area as the first observation
period, and 24 hours after the patch was applied, the patch was removed, and a judgment
was made 60 minutes later. The judgment was also made 24 hours after the patch was
removed.

As a result, the physician's evaluation concluded that this product does not cause
cumulative irritation or sensitization to the skin.

Table 1: Schedule of the study
Schedule Assesments Sign informed

consent
physician's
judgment

Product application
Product removal

Day 1 Monday Before application ◯ - ◯

Day 3 Wednesday 24hr.after removal - ◯ ◯

Day 5 Friday 24hr.after removal - ◯ ◯

Day 8 Monday 48hr.after removal - ◯ ◯

Day 10 Wednesday 24hr.after removal - ◯ ◯

Day 12 Friday 24hr.after removal - ◯ ◯

Day 15 Monday 48hr.after removal - ◯ ◯

Day 17 Wednesday 24hr.after removal - ◯ ◯

Day 19 Friday 24hr.after removal - ◯ ◯

Day 22 Monday 48hr.after removal - ◯ -

Rest period : 2 Weeks

Day 36 Monday Before application - - ◯

Day 37 Wednesday 60 min. after removal - ◯ -

Day 38 Friday 24hr.after removal - ◯ -
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Table 2 : Acceptance criteria for the patch test

Response Criteria in Japan

No reaction Negative　　　　　(-)

Very slight erythema Weakly positive　 (±）

Well defined erythema Positive　　　　　 (+)

Erythema with swelling ,papule Strongly Positive　 (++)

Erythema with swelling ,papule, small blisters Strongly Positive (+++)

Large Blisters Strongly Positive (++++)

Tabel 3 : Judgment

On day 3, 50 subjects were negative (-), 0 were weakly positive (±), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).
On day 5, 50 subjects were negative (-), 0 were weakly positive (±), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).
On day 8, 50 subjects were negative (-), 0 were weakly positive (±), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).
On day 10, 50 subjects were negative (-), 0 were weakly positive (±), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).
On day 12, 50 subjects were negative (-), 0 were weakly positive (±), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).
On day 15, 50 subjects were negative (-), 0 were weakly positive (±), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).
On day 17, 50 subjects were negative (-), 0 were weakly positive (±), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).
On day 19, 50 subjects were negative (-), 0 were weakly positive (±), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).
On day 22, 50 subjects were negative (-), 0 were weakly positive (±), 0 were positive (+), 0 were strongly
positive (++), 0 were strongly positive (+++), 0 were strongly positive (++++).

On day 37, 60 min. after removal,
50 subjects were negative (-), 0 were weakly positive (±), 0 were positive (+), 0 were strongly positive (++), 0

were strongly positive (+++), 0 were strongly positive (++++).
On day 38, 24 hrs. after removal,
50 subjects were negative (-), 0 were weakly positive (±), 0 were positive (+), 0 were strongly positive (++), 0

were strongly positive (+++), 0 were strongly positive (++++).

Fig 1 : Conclusions by Physicians
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