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Attachment 6 

December 30,2002 

I. Submission Applicant & Correspondent: 
Name: Sinclair Pharmaceuticals, Ltd. 
Address: Borough Road 

Godalming 
Surrey 
GU7 2AB 
United Kingdom 

Phone No.: 1-972-939-2442 
Contact Person: Michael Killeen 

2. Name of Device: 
Trade/Proprietary/Model Name: 
Common or Usual Name: 

Classification Names: 

SINCLAIR WOUND AND SKIN EMULSION TM 

SLNCLAIR WOUND AND SKIN EMULSION TM 

Dressing, Wound & Burn, Hydrogel w/Drug or 
Biologic 
Dressing, Wound & Burn, Hydrogel w/Drug or 
Biologic 

3. Devices to Which New Device is Substantially Equivalent: 
Biafene Wound Dressing Emulsion (Radiodermatitis Emulsion) in 5 10(k) K964240, from 
Medix Pharmaceuticals Americas Inc. and 
CarrasynB Hydrogel Wound Dressing 510(k) K961758, which is also marketed 
under the name RadiaCare Gel Hydrogel Wound Dressing. 

4. Device Description: 
Sinclair Wound and Skin Emulsion is a non sterile viscous emulsion / gel formulation, which 
is presented for both Prescription (requires physician diagnosis of disease state) and over-the- 
counter (OTC) use. 

5.  Intended Use of the Device: 
The prescription product requires a physician to diagnose the disease state, while the OTC 
product is indicated for general symptoms such as burning and itching in minor skin irritations 
and minor burns. This formulation, when applied to the burn, injured tissue or skin, forms a 
protective barrier that helps to keep the wound moist. 

6 .  Summary of Technological Characteristics of the Device Compared to the Predicate 
Devices: 
All products referenced are non sterile emulsion/gel types that are applied topically to relieve the 
symptoms of various dermatoses. 

7. Tests and Conclusions: 
Functional and performance testing has been conducted to assess the safety and 
effectiveness of SINCLAIR WOUND AND SKIN EMULSION TM and all results are 
satisfactory. 

Sinclair Pharmaceuticals Ltd 
5 1 O(k) Submission for Sinclair Wound and Skin Emulsion 

21 
CONFIDENTIAL 
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 

Food and Drug Administration 
9200 Corporate Boulevard 
Rockville MD 20850 

JUL 2 8 2003 
Mr. Michael Killeen 
Executive Director 
Sinclair Pharmaceuticals, Ltd. 
Borough Road 
Godalming, Surrey 
United Kingdom GU7 2AB 

Re: KO24367 
Trade/Device Name: Sinclair Wound and Skin EmulsionTM 
Regulation Name: Hydrogel wound dressing and bum dressing 
Regulatory Class: Unclassified 
Product Code: MGQ 
Dated: April 25,2003 
Received: May 6,2003 

Dear Mr. Killeen: 

We have reviewed your Section 5 1 O(k) premarket notification of intent to market the device 
referenced above and have determined the device is substantially equivalent (for the indications 
for use stated in the enclosure) to legally marketed predicate devices marketed in interstate 
commerce prior to May 28, 1976, the enactment date of the Medical Device Amendments, or to 
devices that have been reclassified in accordance with the provisions of the Federal Food., Drug, 
and Cosmetic Act (Act) that do not require approval of a premarket approval application (PMA). 
You may, therefore, market the device, subject to the general controls provisions of the Act. The 
general controls provisions of the Act include requirements for annual registration, listing of 
devices, good manufacturing practice, labeling, and prohibitions against misbranding and 
adulteration. 

If your device is classified (see above) into either class I1 (Special Controls) or class I11 (PMA), it 
may be subject to such additional controls. Existing major regulations affecting your device can 
be found in the Code of Federal Regulations, Title 21, Parts 800 to 898. In addition, FD.A may 
publish further announcements concerning your device in the Federal Register.’ 

Please be advised that FDA’s issuance of a substantial equivalence determination does not mean 
that FDA has made a determination that your device complies with other requirements of the Act 
or any Federal statutes and regulations administered by other Federal agencies. You must 
comply with all the Act’s requirements, including, but not limited to: registration and listing (2 1 
CFR Part 807); labeling (21 CFR Part 801); good manufacturing practice requirements a s  set 
forth in the quality systems (QS) regulation (21 CFR Part 820); and if applicable, the electronic 
product radiation control provisions (Sections 53 1-542 of the Act); 21 CFR 1000-1050. 
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Page 2 - Mr. Michael Killeen 

This letter will allow you to begin marketing your device as described in your Section 5 liD(k) 
premarket notification. The FDA finding of substantial equivalence of your device to a legally 
marketed predicate device results in a classification for your device and thus, permits your device 
to proceed to the market. 

If you desire specific advice for your device on our labeling regulation (2 1 CFR Part 80 1 :), please 
contact the Office of Compliance at (301) 594-4659. Additionally, for questions on the 
promotion and advertising of your device, please contact the Office of Compliance at (3011) 594- 
4639. Also, please note the regulation entitled, "Misbranding by reference to premarket 
notification" (2 1 CFR Part 807.97) you may obtain. Other general information on your 
responsibilities under the Act may be obtained from the Division of Small Manufacturers, 
International and Consumer Assistance at its toll-free number (800) 638-2041 or (301) 443-6597 
or at its Internet address http://www.fda.nov/cdrhldsma/dsmamain.html 

' 

Sincerely yours, 

&Celia M. Witten, Ph.D., M.D. 
Director 
Division of General, Restorative 
and Neurological Devices 

Office of Device Evaluation 
Center for Devices and 
Radiological Health 

Enclosure 

FOI - Page 5 of 222

Records processed under FOIA Request #2015-7714; Released by CDRH on 02-01-2016.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or call 301-796-8118.



Attachment 3 - Indications for Use Statement 

510(k) Number 

Device Name SINCLAIR WOUND AND SKIN EMULSION Th' 

ndications for Use I 

PLEASE DO NOT 

FOR TOPICAL DERMATOLOGICAL USE ONLY 

Description Rx Product: 
Under the supervision of a healthcare professional, Sinclair Wound and Ski1 
Emulsion is indicated to manage and relieve the burning, itching and pail 
experienced with various types of dermatoses, including radiatioi 
dermatitis, atopic dermatitis and allergic contact dermatitis. Sinclair Wounc 
and Skin Emulsion may be used to relieve the pain of first and seconc 
degree burns. Sinclair Wound and Skin Emulsion helps to relieve dry wax: 
skin by maintaining a moist wound & skin environment, which is beneficia 
to the healing process. 

Directions For Use (Rx and OTC): 
Apply Sinclair Wound and Skin Emulsion to the affected skin areas 3 
times per day (or as needed), and massage gently into the skin. If the skin is 
broken, cover Sinclair Wound and Skin Emulsion with a dressing of 
choice. 

Description OTC Product: 
Sinclair Wound and Skin Emulsion helps to nourish skin and relieve the 
burning and itching associated with many common types of skin irritation. 
Sinclair Wound and Skin Emulsion may also be used to soothe minor burns 
including sunburn. 

WRITE BELOW THIS LINE- CONTINUE ON ANOTHER PA'GE IF 

Concurrence of CDRH, Office of Device Evaluation (ODE) 

Prescription Use 

~~ 

(Division Sign-Of€) 
Division of General, Restorative 
and Neurological Devices 

I (per 21 CFR 801.109) 

Sinclair Pharmaceuticals Ltd 
KO24367 

5 10(k) Submission for Sinclair Wound and Skin Emulsion 
. .- .- . 
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 

Food and Drug Administration 
9200 Corporate Boulevard 
Rockville MD 20850 

JUL 2 8 2003 
Mr. Michael Killeen 
Executive Director 
Sinclair Pharmaceuticals, Ltd. 
Borough Road 
Godalming, Surrey 
United Kingdom GU7 2AB 

Re: KO24367 
Trade/Device Name: Sinclair Wound and Skin EmulsionTM 
Regulation Name: Hydrogel wound dressing and bum dressing 
Regulatory Class: Unclassified 
Product Code: MGQ 
Dated: April 25,2003 
Received: May 6,2003 

Dear Mr. Killeen: 

We have reviewed your Section 510(k) premarket notification of intent to market the device 
referenced above and have determined the device is substantially equivalent (for the indications 
for use stated in the enclosure) to legally marketed predicate devices marketed in interstate 
commerce prior to May 28, 1976, the enactment date of the Medical Device Amendments, or to 
devices that have been reclassified in accordance with the provisions of the Federal Food, Drug, 
and Cosmetic Act (Act) that do not require approval of a premarket approval application (PMA). 
You may, therefore, market the device, subject to the general controls provisions of the Act. The 
general controls provisions of the Act include requirements for annual registration, listing of 
devices, good manufacturing practice, labeling, and prohibitions against misbranding and 
adulteration. 

If your device is classified (see above) into either class I1 (Special Controls) or class I11 (PMA), it 
may be subject to such additional controls. Existing major regulations affecting your device can 
be found in the Code of Federal Regulations, Title 21, Parts 800 to 898. In addition, FDA may 
publish further announcements concerning your device in the Federal Register.’ 

Please be advised that FDA’s issuance of a substantial equivalence determination does not mean 
that FDA has made a determination that your device complies with other requirements of the Act 
or any Federal statutes and regulations administered by other Federal agencies. You must 
comply with all the Act’s requirements, including, but not limited to: registration and listing (21 
CFR Part 807); labeling (21 CFR Part 801); good manufacturing practice requirements as set 
forth in the quality systems (QS) regulation (21 CFR Part 820); and if applicable, the electronic 
product radiation control provisions (Sections 531-542 of the Act); 21 CFR 1000-1050. 
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Page 2 - Mr. Michael Killeen 

This letter will allow you to begin marketing your device as described in your Section 510(k) 
premarket notification. The FDA finding of substantial equivalence of your device to a legally 
marketed predicate device results in a classification for your device and thus, permits your device 
to proceed to the market. 

If you desire specific advice for your device on our labeling regulation (21 CFR Part Sol), please 
contact the Office of Compliance at (301) 594-4659, Additionally, for questions on the 
promotion and advertising of your device, please contact the Office of Compliance at (301) 594- 
4639. Also, please note the regulation entitled, "Misbranding by reference to premarket 
notification" (21CFR Part 807.97) you may obtain. Other general information on your 
responsibilities under the Act may be obtained from the Division of Small Manufacturers, 
International and Consumer Assistance at its toll-free number (800) 638-2041 or (301) 443-6597 
or at its Internet address http://www.fda.aov/cdrh/dsmddsmamain.html 

Sincerely yours, 

&CeliaM. Witten, Ph.D., M.D. 
Director 
Division of General, Restorative 
and Neurological Devices 

Office of Device Evaluation 
Center for Devices and 
Radiological Health 

Enclosure 
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Attachment 3 - Indications for Use Statement 

510(k) Number 

evice Name (SINCLAIR WOUND AND SKIN EMULSION TM 

I 
ndications for Use FOR TOPICAL DERMATOLOGICAL USE ONLY 

escription Rx Product: 
nder the supervision of a healthcare professional, Sinclair Wound and Ski 

ed to manage and relieve the burning, itching and pai 
perienced with various types of dermatoses, including radiatio 
rmatitis, atopic dermatitis and allergic contact dermatitis. Sinclair Woun 
d Skin Emulsion may be used to relieve the pain of first and secon 
gree bums. Sinclair Wound and Skin Emulsion helps to relieve dry wax 
in by maintaining a moist wound & skin environment, which is beneficii 
the healing process. 

irections For Use (Rx and OTC): 
nd and Skin Emulsion to the affected skin areas 3 

s per day (or as needed), and massage gently into the skin. If the skin is 
air Wound and Skin Emulsion with a dressing of 

escription OTC Product: 
nclair Wound and Skin Emulsion helps to nourish skin and relieve the 

urning and itching associated with many common types of skin irritation. 
nclair Wound and Skin Emulsion may also be used to soothe minor burm 

I 

PLEASE DO NOT WRITE BELOW THIS LINE- CONTINUE ON ANOTHER PAGE IF 
NEEDED 

Concurrence of CDRH, Office of Device Evaluation (ODE) 

-. . .~~~ 

and Neurological Devices 

nter Use - 
510(k) N-r Kd &3& 

Prescription Use __ 
(per 21 CFR 801.109) 

r )  
Sinclair Pharmaceuticals Ltd 
KO24367 ._ ~ ~~ 

510(k) Submission for Sinclair Wound and Skin Emulsion 
... 7 
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+@""" 
Public Health Service { DEPARTMENT OF HEALTH & HUMAN SERVICES 

* 

Food and Drug Administration 
9200 Corporate Boulevard 
Rockville M D  20850 

Mr. Michael Killeen 
Executive Director 
Sinctair Pharmaceuticals Limited 
Borough Road 
Godalming 
Surrey GU7 2AB 
United Kingdom 

Re: KO24367 
Trade Name: Sinclair Wound and Skin EmulsionTM 
Dated: December 30,2002 
Received: December 3 1,2002 

MAR % 8 2003 

Dear Mr. Killeen: 

We have reviewed your Section 510(k) premarket notification of intent to market the device 
referenced above. We cannot determine if the device is substantially equivalent to a legally 
marketed predicate device based solely on the information you provided. To complete the 
review of your submission, we require the following information: 

1. The indication for use statement includes treatments that are not identified in predicate 
wound dressing indications for use, e.g., various types of dermatoses, including atopic 
dermatitis and allergic contact dermatitis. In addition, the indication for use statement 
describes the device mechanism of action. Please revise the indications for use statement 
to be consistent with predicate wound dressings or provide information that supports the 
intended use on various types of dermatoses, atopic dermatitis and allergic contact 
dermatitis. In addition, please remove the mechanism of action statement. 

2. The indications for use state that the product will manage and relieve the burning, itching, 
and pain experienced with various types of dermatoses. Please provide information 
obtained from clinical evaluation of the product's ability to relieve pain associated with the 
indications for use for your device. 

3. The device is provided non-sterile. Radiation dermatitis may result in the skin barrier 
being breached and the labeling indicates that the device may be used on broken skin. 
Please couduct testing of the product in accordance with the Anti-Microbial Preservatives- 
Effectiveness <5 1> microbiological test identified in the USP. 

4. Butyrospermum parkii is identified as Sheanut oil under 21 CFR 184.1702. FDA believes 
that individuals who have nut sensitivities could have an allergic response to the wound 
dressing. Please include a Warning on the product label informing people that the product 
contains nut oil or provide information to demonstrate that Sheanut oil does not elicit 
allergy responses. 
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Page 2 - Mr. Michael Killeen 

5. Please provide toxicity information for the following wound dressing ingredients: 
(arachidyl glucoside, behenyl alcohol, arachidyl alcohol), bisabolol, 

proctone olamine, vitis vinifera, and telmesteine. In lieu of toxicity information, 
identification of predicate wound dressings containing these ingredients could address our 
concerns. 

6. The wound dressing formulation contains ingredients that were not identified in predicate 
wound dressings, or in the same ingredient combinations for predicate wound dressings. 
Please provide biocompatibility test evaluations for cytotoxicity, irritation and sensitization 
assessments or information from human clinical experience to address these concerns. 

The deficiencies identified above represent the issues that we believe need to be resolved before 
our review of your 5 1 O(k) submission can be successfully completed. In developing the 
deficiencies, we carefully considered the statutory criteria as defined in Section 513(i) of the 
Federal Food, Drug, and Cosmetic Act for determining substantial equivalence of your device. 
We also considered the burden that may be incurred in your attempt to respond to the 
deficiencies. We believe that we have considered the least burdensome approach to resolving 
these issues. If, however, you believe that information is being requested that is not relevant to 
the regulatory decision or that there is a less burdensome way to resolve the issues, you should 
follow the procedures outlined in the “A Suggested Approach to Resolving Least Burdensome 
Issues” document. It is available on our Center web page at: 
http://www. fda.gov/cdrh/modact/leastburdensome. html 

You may not market this device until you have provided adequate information described above 
and required by 21 CFR 807.87(1), and you have received a letter from FDA allowing you to do 
so. If you market the device without conforming to these requirements, you will be in violation 
of the Federal Food, Drug, and Cosmetic Act (Act). You may, however, distribute this device 
for investigational purposes to obtain clinical data if needed to establish substantial equivalence 
Clinical investigations of this device must be conducted in accordance with the investigational 
device exemption (IDE) regulations. 

If the information, or a request for an extension of time, is not received within 30 days, we will 
consider your premarket notification to be withdrawn and your submission will be deleted from 
our system. If you submit the requested information after 30 days it will be considered and 
processed as a new 51 O(k); therefore, all information previously submitted must be resubmitted 
so that your new 510(k) is complete. 

The requested information, or a request for an extension of time, should reference your above 
510(k) number and should be submitted in duplicate to: 

Food and Drug Administration 
Center for Devices and 

Radiological Health 
Document Mail Center (HFZ-401) 
9200 Corporate Boulevard 
Rockville, Maryland 20850 

I 
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Page 3 - Mr. Michael KilIeen 

If you have any questions concerning the contents of the letter, please contact Peter L. Hudson, 
Ph.D., at (301) 594-3090. If you need information or assistance concerning the IDE regulations, 
please contact the Division of Small Manufacturers, International and Consumer Assistance at its 
toll-free number (800) 638-2041 or at (301) 443-6597, or at its Internet address 
http://www.fda.gov/cdrh/dsmddsmamain. html. 

Sincerely yours, 

Y 

Celia M. Witten, Ph.D., M.D. 
Director 
Division of General, Restorative 
and Neurological Devices 

Office of Device Evaluation 
Center for Devices and 
Radiological Health 
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Mr. Michael Killeen 
Executive Director 
Sinclair Pharmaceuticals Limited 
Borough Road 
Godalming 
Surrey GU7 2AB 
United Kingdom 

Re: KO24367 
Trade Name: Sinclair Wound and Skin EmulsionTM 
Dated: December 30,2002 
Received: December 3 1,2002 

Dear Mr. Killeen: 

We have reviewed your Section 510(k) premarket notification of intent to market the device 
referenced above. We cannot determine if the device is substantially equivalent to a legally 
marketed predicate device based solely on the information you provided. To complete the 
review of your submission, we require the following information: 

1. The indication for use statement includes treatments that are not identified in predicate 
wound dressing indications for use, e.g., various types of dermatoses, including atopic 
dermatitis and allergic contact dermatitis. In addition, the indication for use statement 
describes the device mechanism of action. Please revise the indications for use statement 
to be consistent with predicate wound dressings or provide information that supports the 
intended use on various types of dermatoses, atopic dermatitis and allergic contact 
dermatitis. In addition, please remove the mechanism of action statement. 

2. The indications for use state that the product will manage and relieve the burning, itching, 
and pain experienced with various types of dermatoses. Please provide information 
obtained from clinical evaluation of the product’s ability to relieve pain associated with the 
indications for use for your device. 

3. The device is provided non-sterile. Radiation dermatitis may result in the skin barrier 
being breached and the labeling indicates that the device may be used on broken skin. 
Please conduct testing of the product in accordance with the Anti-Microbial Preservatives- 
Effectiveness <5 1> microbiological test identified in the USP. 

4. Butyrospermum parkii is identified as Sheanut oil under 21 CFR 184.1702. FDA believes 
that individuals who have nut sensitivities could have an allergic response to the wound 
dressing. Please include a Warning on the product label informing people that the product 
contains nut oil or provide information to demonstrate that Sheanut oil does not elicit 
allergy responses. 
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Page 2 - Mi-. Michael Killeen 

5. Please provide toxicity information for the following wound dressing ingredients: 
(arachidyl glucoside, behenyl alcohol, arachidyl alcohol), bisabolol, 

----------- --------- , vitis vinifera, and telmesteine. In lieu of toxicity information, 
identification of predicate wound dressings containing these ingredients could address our 
concerns. 

6 .  The wound dressing formulation contains ingredients that were not identified in predicate 
wound dressings, or in the same ingredient combinations for predicate wound dressings. 
Please provide biocompatibility test evaluations for cytotoxicity, irritation and sensitization 
assessments or information from human clinical experience to address these concerns. 

The deficiencies identified above represent the issues that we believe need to be resolved before 
our review of your 5 10(k) submission can be successfully completed. In developing the 
deficiencies, we carefully considered the statutory criteria as defined in Section 513(i) of the 
Federal Food, Drug, and Cosmetic Act for determining substantial equivalence of your device. 
We also considered the burden that may be incurred in your attempt to respond to the 
deficiencies. We believe that we have considered the least burdensome approach to resolving 
these issues. If, however, you believe that information is being requested that is not relevant to 
the regulatory decision or that there is a less burdensome way to resolve the issues, you should 
follow the procedures outlined in the “A Suggested Approach to Resolving Least Burdensome 
Issues” document. It is available on our Center web page at: 
http:Nwww.fda.govlcdrh/modact/leastburdensome. html 

You may not market this device until you have provided adequate information described above 
and required by 21 CFR 807.87(1), and you have received a letter from FDA allowing you to do 
so. If you market the device without conforming to these requirements, you will be in violation 
of the Federal Food, Drug, and Cosmetic Act (Act). You may, however, distribute this device 
for investigational purposes to obtain clinical data if needed to establish substantial equivalence. 
Clinical investigations of this device must be conducted in accordance with the investigational 
device exemption (IDE) regulations. 

If the information, or a request for an extension of time, is not received within 30 days, we will 
consider your premarket notification to be withdrawn and your submission will be deleted from 
our system. If you submit the requested information after 30 days it will be considered and 
processed as a new 5 10(k); therefore, all information previously submitted must be resubmitted 
so that your new 510(k) is complete. 

The requested information, or a request for an extension of time, should reference your above 
510(k) number and should be submitted in duplicate to: 

Food and Drug Administration 
Center for Devices and 
Radiological Health 

Document Mail Center (HFZ-401) 
9200 Corporate Boulevard 
Rockville, Maryland 20850 
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DEPARTMENT O F  HEALTH AND HUMAN SERVICES 

OFFICE -IIN*ME DdTt OFFICE 

.... 

Page 3 - Mr. Michael Killeen 

- 
SURNAME OATE OFflCE S"RN,\ME DATE 

................... ............................ 

If you have any questions concerning the contents of the letter, please contact Peter L. Hudson, 
Ph.D., at (301) 594-3090. If you need information or assistance concerning the IDE regulations, 
please contact the Division of Small Manufacturers, International and Consumer Assistance at its 
toll-free number (800) 638-2041 or at (301) 443-6597, or at its Internet address 
http://www.fda.gov/cdrh/dsma/dsmamain. html. 

......................................................... 

Sincerely yours, 

CeliaM. Witten, Ph.D., M.D. 
Director 
Division of General, Restorative 

and Neurological Devices 
Office of Device Evaluation 
Center for Devices and 
Radiological Health 

__ * U S  GOVERNMENT PRINTING OFFICE 1891-519~771 
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CC: HFZ-401 DMC 
HFZ-404 510(k) Staff 
HFZ-410 Division 
D.O. 

f/t:PLawtonHudson:dlw:03-27-03 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Service 

December 31. 2002 

Food and Drug Administration 
Center for Devices and 
Radiological Eealth 
O f f i c e  of Device Evaluation 
Document Hail Center (EFZ-401) 
9200 Corporate Blvd. 
Rockville, Maryland 20850 

SINCLAIR PHARMACEUTICALS, LTD. 510(k) Number: KO24367 
BOROUGH RD. Received: 31-DEC-2002 
GODALMING, SURREY, Product: SINCLAIR WOUND AND 
UNITED KINGDOM GU7 2AB SKIN EMULSION 
ATTN: MICHAEL KILLEEN 

The Center for Devices and Radiological Health (CDRH), Office of Device 
Evaluation (ODE), has received the Premarket Notification you submitted in 
accordance with Section 510(k) of the Federal Food, Drug, and Cosmetic Act 
(Act) for the above referenced product. We have assigned your submission a 
unique 510(k) number that is cited above. Please refer prominently to this 
510(k) number in any future correspondence that relates to this submission. 
We will notify you when the processing of your premarket notification has been 
completed or if any additional information is required. YOU MAY NOT PLACE 
THIS DEVICE INTO COMMERCIAL DISTRIBUTION UNTIL YOU RECEIVE A LETTER FROM FDA 
ALLOWING YOU TO DO SO. 

As a reminder, we would like to mention that FDA requires all 510(k) submitters 
to provide an indications for use statement on a separate page. If you have 
not included this indications for use statement in addition to your 510(k) 
summary (807.92), or a 510(k) statement (807.93), and your Truthful and 
Accurate statement, please do so as soon as possible. If the above mentioned 
requirements have been submitted, please do not submit them again. There may 
be other regulations or requirements affecting your device such as Postmarket 
Surveillance (Section 522(a)(1) of the Act) and the Device Tracking regulation 
(21 CFR Part 821). Please contact the Division of Small Manufacturers, 
International and Consumer Assistance (DSMICA) at the telephone or web site 
below for more information. 

Please remember that all correspondence concerning your submission MUST be 
sent to the Document Mail Center (DMC)(HFZ-401) at the above letterhead address 
Correspondence sent to any address other than the DMC will not be considered 
as part of your official premarket notification submission. Also, please note 
the new Blue Book Memorandum regarding Fax and E-mail Policy entitled, 
"Fax and E-Mail Communication with Industry about Premarket Files Under Review. 
Please refer to this guidance for information on current fax and e-mail 
practices at www.fda.gov/cdrh/ode/a02-01.html. 

You should be familiar with the manual entitled, "Premarket Notification 510(k) 
Regulatory Requirements for Medical Devices" available from DSMICA. If you have 
other procedural or policy questions, or want information on how to check on the 
status of your submission (after 90 days from the receipt date), please contact 
DSMICA at (301) 443-6597 or its toll-free number (800) 638-2041, or at their 
Internet address http://www.fda.gov/cdrh/dsmamain.html or me at (301) 594-1190. 

Sincerely yours, 

Marjorie Shulman 
Consumer Safety Officer 
Premarket Notification Staff 
Office of Device Evaluation 
Center for Devices and Radiological Health 
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S I N C L A I R  

u 
December 30", 2002 

Document Mail Center (HFZ-401) 
Food and Drug Administration (FDA) 
Center for Devices and Radiological Health (CDRH) 
Office of Device Evaluation 
9200 Corporate Blvd. 
Rockville, MD 20850 
USA 

[ ;  - ;3 - 7 
r> 

I 

~. .- -.. RE: 5 1O(k) Submission for Sinclair Pharmaceuticals Lfd. 

b I %  
I . .  Q ;; 

Sinclair Wound and Skin EmulsionTM '. 
.. . . ,  

- m  Dear 5 1 O(k) review staff, 
In accordance with Section 510(k) of the Federal Food, Drug, and Cosmetic Act,-md 2 P  
CFR 807.87, Sinclair Pharmaceuticals, Ltd. is submitting, in duplicate, a Premarket 
Notification 5 10(k) for Sincluir Wound and Skin EmulsionTM. 

Confidentiality 
We regard our intent to market this product as confidential. The existence of this 510(k) 
has not been revealed to anyone other than our employees. Therefore we request that the 
Agency not disclose this intent until the 5 1 O(k) clearance is granted. 

All items marked "Confidential" may be trade secret, confidential commercial or 
financial information as defined in 2 1 CFR 20.61. We request that the Agency not make 
public disclosure of this information without prior consultation with Sinclair 
Pharmaceuticals Ltd. as provided by 21 CFR 20.45. 

We would appreciate your earliest attention to this 5 lO(k) and we trust that the 
information provided will enable the Agency to reach a substantial equivalence 
determination. 

Should you have any questions, please contact me via phone at 1 972-939-2442, fax at 
1-972-236-2282, or e-mail at mkilleen@sinclairpharma.com 

p&& + I  L I  I I 

Yours sincerely, 

Michael Killeen 
Executive Director 

Enclosure: 5 10(k) Submission for Sinclair Wound and Skin EmulsionTM 
Sinciair Pharmaceuticals Ltd 

510(!4 Submission for Sinclair Wound and Skm Emulsion 
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510(k) Pre-market Notification 

Sinclair Wound and Skin EmulsionTM 

Michael Killeen 
Executive Director 
Sinclair Pharmaceuticals Limited 
Borough Road 
Godalming 
Surrey GU7 2AB 
UK 

Tel: +44 1483 428 61 1 
Fax: +44 1483 860 927 

Sinclair Pharmaceuticals Ltd 
5 lO(k) Submission for Sinclair Wound and Skin Emulsion 

2 
CONFIDENTIAL 

FOI - Page 19 of 222

Records processed under FOIA Request #2015-7714; Released by CDRH on 02-01-2016.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or call 301-796-8118.



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

Table Of Contents 

SECTION PAGE 

I. 

11. 

111. 

IV. 

V. 

VI. 

VII. 

VIII. 

Ix. 
x. 

CDRH Submission Cover Sheet . 
Device Name 

Address and Registration # . 
Device Class 

Predicate Device Information . 

Labeling and Intended Use . 
Device Description and Comparison . 
Substantial Equivalence 

5 1 O(k) Statement or Summary 

Truthful and Accuracy Certification . 

ATTACHMENTS 

Attachment 1 Labeling 

Attachment 2 Predicate De. e ding and 

Attachment 3 Indications for Use Statement 

formation . 

Attachment 4 Formulation Comparison Chart . 

Attachment 5 Gras List Identification . 
Attachment 6 510(k) Summary . 
Attachment 7 Truthful and Accurate Statement . 

Sinclair Pharmaceuticals Ltd 
5 10(k) Submission for Sinclair Wound and Skin Emulsion 

4 

8 

8 

8 

8 

9 

10 

11 

12 

12 

. 13-14 

. 15-17 

18 

19 

20 

21 

22 

3 
CONFIDENTIAL 

1% 
FOI - Page 20 of 222

Records processed under FOIA Request #2015-7714; Released by CDRH on 02-01-2016.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or call 301-796-8118.



I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 
I 

Contact Title: Executive Director 

Seetion C: Submission correspondent (if 
Company Name: 
Division name (if applicable): Not applicable 
Street Address: 
City: I State: 

PMA 

Contact e-mail address: 
mkilleen@sinclairpharma.com 

different from above) 
Establish registration Number: 
Phone number: 
Fax number: 
Country: 

7 Original 
Submission 

3 Modules 
Submission 

7 Amendment 
1 Report 
7 Report 

Amendment 

IDE 

0 Original 
Submission 

0 Amendment 
0 Supplement 

PMA 
Supplement 

Regular 
Special 
Panel Track 
30-day 
Supplement 

0 135-day 
Supplement 
Real time 
Review 

0 Amendment 
to PMA 
Supplement 

Humanitarian 
Device 

Exemption 

Original 
Submission 

0 Amendment 
Supplement 
Report 

EMISSION COVER SHEET 
I FDAD 

I A :Type of Snbi 
PDP 

Presubmission 
summary 
Original PDP 

0 Notice of 
Intent to 
start clinical 
trials 

submit Notice 
of Completion 
Notice of 
Completion 
Amendment 
to PDP 
Report 

Intention to 

Class II 
Exemption 

0 Original 

Additional 
Submission 

info 

Section B Applicant or 
Company Name: 
Sinclair Pharmaceuticals Ltd 
Division name (if applicable): Not applicable 
Street Address: Borough Road 

iment Number: 
isioa 

510(k) 

aOriginal 
Submission 

Traditional 
Abbreviated 

0 Special 
7 Additional 

information 
Traditional 

0 Abbreviated 
0 Special 

Evaluation of 
Automatic Class 
III Designation 

Original 

Additional 
Submission 

info 

Meeting 

3 Pre-IDE 
7 Pre-PMA 
7 Pre-PDP 
1 180-day 

meeting 
7 Other 

(specify) 

Other  
Submission 

Describe 
Submission 

Dnsor 
Establish registration Number: 

Phone number: +44 1483 428 61 1 
Fax number: +44 1483 860 927 
Country: UK City: Godalming I stitte: Surrey 

Sinclair Pharmaceuticals Ltd 
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Section D 
7 New Device: 
7 Withdrawal 
7 Additional or expanded 

indications 
7 Licensing agreement 

7 Process Change: 
0 Manufacturing 
0 Sterilization 
0 Packaging 
0 Other (specify below) 

3 Resoonse to FDA CorresDoi 

Reason for Submission - PMA, PI 
0 Change in design, 
component, or specifications: 

0 software 
0 Color Additive 

Material 
0 Specifications 
0 Other (specify below) 

0 Labeling change: 
Indications~ 

0 Instructions 
0 Performance 

0 Shelf life 
0 Trade Name 
0 Other (specify below) 

characteristics 

mce: 
0 Request for applicant hold 
0 Request for removal of applicant hold 
0 Request for extension 
0 Request to remove or add manufacturing site 

0 Other reason (specify): 
S 

O New device 
0 Addition of Institution 
0 ExpandExtend Study 
0 IRB Certification 
0 Request hearing 
0 Request waiver 
0 Termination of Study 
0 Withdrawal of Application 

0 Unanticipated Adverse 

0 Notification of Emergency 

0 Compassionate Use 

0 Treatment IDE 
0 Continually availability 

0 Other reason (specify): 

Event 

Use 

Request 

request 

sec 
0 New device 
0 Addition or expanded 

0 other reason (specify): 
indications 

ion D2 Reason for submission-1 
7 Change in: 

0 Correspondent 
0 Design 
0 Informed Consent 
0 Manufacturer 
0 Manufacturing Process 
0 Protocol - Feasibility 
0 Protocol - Other 
0 Sponsor 

7 Report Submission 
0 Current Investigator 
0 Annual Progress 
0 Site waiver limit 

0 Final 
reached 

n D3: Reason for Submissii - 5 
7 Change in technology 
3 Change in design 

’, or HDE 
0 Location Change: 

0 Manufacturer 
0 Sterilizer 
0 Packager 
0 Distributor 

Report Submissions: 

0 Annual or periodic 
0 Post-approval study 
0 Adverse reaction 
0 Device defect 
0 Amendment 

0 Change in ownership 
0 Change in correspondent 

c 
3 Response to FDA letter 

concerning: 
0 Conditional Approval 
0 Deemed Approval 
0 Deficient final report 
0 Deficient progress 

0 Deficient investigator 

0 Disapproval 
0 Request extension of 

0 Request meeting 

report 

report 

time to respond to FDA 

(k) 
0 Change in materials 
0 Change in manufacturing 

process 

Sinclair Pharmaceuticals Ltd 
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'roduct codes of devices to which substantial equivalence is 
:laimed 

Summary of, or statement 
concerning, safety and 

1 MGQ 1 2  1 3  1 4  
> 1 6  1 7  .I 8 

effectiveness data: 
El 510(k) summary attached 
0 5 1 O(k) statement 

~~ 

f.t ,, ii'k f i  r model name 
1. Biafene Wound Dressing I 1. Medix Pharmaceuticals 

1 MGQ 1 2  1 3  1 4  
> 1 6  1 7  .I 8 

. - . . 

_, I ,  1 I Emulsion RE I Americas Inc. / 

l .  K961758 I 2. Carrasp@ Wound Dressing I 2. Carrington Laboratories Inc 
Section F Product Information Applicable to all Applications 

I 0 5 1 O(k) statement 

hade  or proprietary or model name 
I Sinclair Wound and Skin Emulsion 
1 

FDA document numbers of all prior related submissions (regardless of outcome): none 
I 1 2  1 3  1 4  1 5  1 6  

Model Number 
NA 

7 Is  19 I I O  1 1 1  112 
Data included in submission: 0 Laboratory testing 0 Animal trials 0 Human trials 

Prndnct Code. I c F.R. section I Device Class: 
N 

Section G Product Classification - Applicable to all Applications 

Dressing, wound & bum, 
hydrogel w/drug or biologic 

I8784022 
0 Class 111 0 Unclassified 

I Class I Class II  
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Note: S&mWim aft& in$wm&m does not 
@et the need to subnoir Q 2891 w 289la 
Device Eshbfishment Reg&@& irut.j%m 

FDA Document Number: 

Section H: Manufacturing / 1 
0 Original I FDA Establishment 
0 Add ODelete Registration Number: 

Company/ Institution name: 
Biokosmes SRL 

Division name (if applicable) NA 
Street Address: 
Via Ugo Bassi 1 

City: Lecco I State: 
Contact Name: 

Dr. Gianluca Braguti 
Contact title: 
Technical Director 
0 Original 
0 Add ODelete 

FDA Establishment 
Registration Number: 
Awaiting issue from 
FDA, Form filed 07/02 

Company / Institution name: 

Division name (if amlicable) NA 
Street Address: 

City: I State: 
Contact Name: 

Contact title: 

ickaging / Sterilization Sites 
0 Manufacturer 0 Contract 
E l  Contract Manufacturer sterilizer 
0 ReDackaner / relabeler 
Establishment Registration Number: 
NA 

Phone Number: 01 1 39 0341 36 81 21 
Fax Number: 

Country: Italy I ZipCode: 22053 
01 1 39 0341 36 81 52 

Contact e-mail address: 

0 Manufacturer 0 Contract 
0 Contract Manufacturer sterilizer 
0 Repackager / relabeler 

Estab I i shmen t Registration N um ber: 

Phone Number: 
Fax Number: 

Country: I ZipCode: 

Contact e-mail address: 

Sinclair Pharmaceuticals Ltd 
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I 
Device Trade Name 

Sinclair Wound and Skin 
Emulsion 

.I. Device 
Vame 

Common/Classification Name 
Dressing, wound & burn, hydrogel 
w/drug or biologic 

[II. Address 
and 
Registration 
Y 

51O(k) 
Number 

IV. Device 
Class 

V. Predicate 
Device SE Date 

Information 
n t L i  3 Inc. 

Piafene Wound Dressing Emulsion 
(FG)'&diidermatitis Emulsion 
Carrington Laboratories 
RadiaGel Wound Dressing 

K961758 July 11,1996 

The address and registration number of the manufacturer and 
sterilization sites for the devices are: 

~ 

Manufacturer 
Sinclair Pharmaceuticals, Ltd 
Borough Road 
Godalming 
Surrey GU72AB 
UK 

FDA registration number: 
Awaiting issue from FDA 
Form filed 01/02 

. 

Stc-rilization . . .  Site .. . 

NA 

MGQ Unclassified, as are the predicate devices. 

Trade Name 

I I 

Medix Pharmaceuticals Americas 1 K964240 I Jan. 22,1997 

Sinclair Pharmaceuticals Ltd 8 
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I VI. Labeling 
and Intende 
Use 

I 

4 draft product container/ box label (which contains Instructions for 
Use) for the Rx product can be found in Attachment 1A and draft 
label for the product/ box for the OTC product can be found in 
Attachment 1B. 

Predicate device labeling and product information can be found in 
Attachment 2A (Biafene), Attachment 2B (Carrasyna) and 
Attachment 2C (RadiaCare). 

Prescription labeling: 
Under the supervision of a healthcare professional, Sinclair Wound 
and Skin Emulsion is indicated to manage and relieve the burning, 
itching and pain experienced with various types of dermatoses, 
including radiation dermatitis, atopic dermatitis and allergic contact 
dermatitis. Sinclair Wound and Skin Emulsion has a mechanical 
action which helps to relieve burning, itching and pain by adhering 
to the injured tissue and protecting it from further irritation. Sinclair 
Wound and Skin Emulsion may also be used to relieve the pain of 
first and second degree burns. Sinclair Wound and Skin Emulsion 
helps to relieve dry waxy skin, by maintaining a moist wound & skin 
environment, which is beneficial to the healing process. 

Sinclair Wound and Skin Emulsion has similar indications when 
compared to the predicate Medix Pharmaceuticals Americas Inc. 
Biafene Wound Dressing Emulsion (Radiodermatitis Emulsion) in 
5 10(k) K964240 and Carrington Laboratories CarrasynB Hydrogel 
Wound Dressing 51 O(k) K961758, which is also marketed under the 
name RadiaCare Gel Hydrogel Wound Dressing. 

Sinclair Wound and Skin Emulsion is also intended for the Over- 
The-Counter (OTC) market with indications for less acute symptoms, 
which are not disease specific. 

OTC labeling: 
Sinclair Wound and Skin Emulsion helps to nourish skin and relieve 
the burning and itching associated with many common types of skin 
irritation. Sinclair Wound and Skin Emulsion may also be used to 
soothe minor burns, including sunburn. 

The Indications for Use statement is included in Attachment 3. 

Sinclair Pharmaceuticals Ltd 
5 lO(k) Submission for Sinclair Wound and Skin Emulsion 
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VCI. Device 
Description 
and Comparison 

Sinclair Wound and Skin Emulsion is a viscous emulsion / 
gel formulation, which is presented for both Prescription 
(requires physician diagnosis of disease state) and over-the- 
counter (OTC) use. The prescription product requires a 
physician diagnosis to recognize the disease state, while the 
OTC product is indicated for general symptoms such as burning 
and itching in minor skin irritations and minor bums. This 
formulation, when applied to the bum, injured tissue or skin, 
forms a protective barrier that helps to keep the wound moist. 

As with the predicate devices (Biafene Wound Dressing 
Emulsion (Radiodermatitis Emulsion) in 5 1 O(k) K964240 and 
Carrasynm Hydrogel Wound Dressing 5 1 O(k) K961758, which 
is also marketed under the name RadiaCare Gel Hydrogel 
Wound Dressing, Sinclair Wound and Skin Emulsion has a 
mechanical function as a barrier and is indicated for symptom 
management by adhering to the injured tissue and skin margins, 
soothing tissue insult of various etiologies. 

Sinclair Wound and Skin Emulsion viscous emulsiodgel, is 
comprised of Purified Water, Ethylhexyl palmitate, Pentylene 
glycol, Butyrospermum parkii, Capryloyl glycine, Glyceryl 
stearate, Peg-100 stearate, Arachidyl glucoside, Behenyl 
alcohol, Arachidyl alcohol, Bisabolol, Tocopheryl acetate, 
Glycyrrhetinic acid, Carbomer, Ethylhexylglycerin, Piroctone 
olamina, Sodium hydroxide, Allantoin, Dmdm hydantoin, Vitis 
vinifera, Disodium EDTA, Ascorbyl tetraisopalmitate, Sodium 
hyaluronate, Propyl gallate, Telmesteine and Butylene glycol. 

A formulations comparison chart may be found as Attachment 4. 

Sinclair Pharmaceuticals Ltd 
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Product Sinclair Wound and 
Name Skin Emulsion 

Method of For topical 
Use application 
# of 

applications As needed 
per day 

Management of 
Claim radiation dermatitis 

and other dermatoses 

Topical wound and 
skin care Area of Use 

VIII. 
Substantial 
Equivalence 

Medir Carrington 
Biafene RE RadiaGel 
For topical For topical 
application application 

3 times a day 2-3 times a day 

Management of 
Reduce frequency radiation dermatiti! 

and severity of diabetic ulcers, 
radiation dermatitis pressure ulcers, 

Topical wound and 
stasis ulcers 

Topical wound ani 
skin care skin care 

Dermatitis Disease 
State Dermatitis Dermatitis 

Type Of 
Product 

Presentation 

In summary, the SINCLAIR WOUND AND SKIN EMULSIONTM 
described in this submission is, in our opinion, substantially equivalen 
to the predicate devices Medix Pharmaceuticals Americas Inc., Biafenm 
Wound Dressing Emulsion (Radiodermatitis Emulsion) in 5 1 O(k) 
IC964240 and Carrington Laboratories CarrasynB Hydrogel Wound 
Dressing 510(k) K961758 also marketed as RadiaCare Gel Wound 
Dressing. 

Topical emulsion Topical emulsion Topical gel 

Non Sterile Non Sterile Non Sterile 

Sinclair Pharmaceuticals Ltd 1 1  
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IX. 510(k) 
Summary 

X. Truthful 
& Accurate 
Statement 

The SINCLAIR WOUND AND SKIN EMULSION TM 510(k) 
iummary may be found as Attachment 6 .  

The SINCLAIR WOUND AND SKIN EMULSION TM Truthful & 
kcurate Statement may be found as Attachment 7. 

Sinclair Pharmaceuticals Ltd 
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Attachment 1A 
Sinclair Wound and Skin Emulsion TM - Draft Product Container I Box Labeling 

'ront Label Rx - Draft 

Wound and Skin Emulsion 

Topical Dermatological Relief 

Sinclair Wound and Skin Emulsion is indicated to 
manage and relieve the burning, itching and pain 

xperienced with various types of dermatoses, including 
radiation dermatitis, atopic dermatitis and allergic 

contact dermatitis. Sinclair Wound and Skin Emulsion 
has a mechanical function as a barrier and helps to 
relieve burning, itching and pain by adhering to the 

injured tissue and protecting it from further irritation. 
Sinclair Wound and Skin Emulsion may also be used to 

relieve the pain of first and second degree bums. 
Sinclair Wound and Skin Emulsion helps to relieve dry 

waxy skin, by maintaining a moist wound & skin 
mvironment, which is beneficial to the healing process. 

Rx 

Federal law restricts this device to sale by or on 
the order of a physician or properly licensed 

practitioner. 

Apply Sinclair Wound and Skin Emulsion to the 
affected skin areas 3 times per day (or as needed), and 

massage gently into the skin. If the skin is broken, cover 
Sinclair Wound and Skin Emulsion with a dressing of 

choice. 

tack Label Rx - Draft 

Sinclair 
Wound and Skin Emulsion 

Topical Dermatological Relief 

For external use only 

Iinclair Wound and Skin Emulsion viscous emulsionigel, is 
omprised of Purified Water, Ethylhexyl palmitate, Pentylene 
;lycol, Butyrospermum parkii, Capryloyl glycine, Glyceryl 
tearate, Peg-100 stearate, Arachidyl glucoside, Behenyl 
dcohol, Arachidyl alcohol, Bisabolol, Tocopheryl acetate. 
Yycyrrhetinic acid, Carbomer, Ethylhexylglycerin, Piroctone 
)lamina, Sodium hydroxide, Allantoin, Dmdm hydantoin, Vitir 
iinifera, Disodium EDTA, Ascorbyl tetraisopalmitate, Sodium 
iyaluronate, Propyl gallate, Telmesteine and Butylene glycol. 

Sinclair Pharmaceuticals Limited 
Godalming 

Surrey UK, GU7 2AB 
Tel: +44 1483 428 61 1 
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Attachment 1B 
Sinclair Wound and Skin Emulsion TM - Draft Product Container I Box Labeling 

Front Label OTC - Draft 

I Wound and Skin Emulsion 

Sinclair Wound and Skin Emulsion helps to 
nourish skin and relieve the burning and itching 

associated with many common types of skin 
irritation. Sinclair Wound and Skin Emulsion 

may also be used to soothe minor bums, including 
sunburn. 

Apply Sinclair Wound and Skin Emulsion to the 
affected skin areas 3 times per day (or as needed), and 

massage gently into the skin. If the skin i s  broken, 
cover Sinclair Wound and Skin Emulsion with a 

dressing of choice. 

Back Label OTC - Draft 

Sinclair 
Wound and Skin Emulsion 

For external use only 

Sinclair Wound and Skin Emulsion viscous emulsion/; 
is comprised of Purified Water, Ethylhexyl palmit 
Pentylene glycol, Butyrospermum parkii, Capryloyl glyc 
Glyceryl stearate, Peg-IO0 stearate, Arachidyl glucos 
Behenyl alcohol, Arachidyl alcohol, Bisaholol, Tocophf 
acetate, Glycyrhetinic acid, Carbomer, Ethylhexylglyce 
Piroctone olamina, Sodium hydroxide, Allantoin, Dm 
hydantoin, Vitis vinifera, Disodium EDTA, ASCOI 
tetraisopalmitate, Sodium hyaluronate, Propyl gall 
Telmesteine and Butylene glycol. 

Sinclair Pharmaceuticals Limited 
Codalming 

Surrey UK, CU7 2AB 
Tel: +44 1483 428 61 1 
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Attachment 2A 
Biafene RE (Radiodermatitis Emulsion) Instructions and Considerations 

APPLICATION INSTRUCTIONS 

BIAFINE’RE reduces the frequency and severity of 
radiation induced skin reactions when used 
prophylactically. B1AFINE”RE is effective in 
managing radiodermatitis once it has occurred. 
Do not apply 4 hours prior to radiation sessions. 
Do not halt applications during your radiation 
regimen, even for one day. 

Prophylaxis: 
Applications should begin immediately 

rn 
following the first session. 
Gently massage a generous amount of 
BIAFINE’RE into the irradiated area, three 
times per day, seven days a week. 

Management of erythoma andlor dry 
desquamation: 

Gently massage a generous amount of 
BIAFINE’RE on and around the affected 
area, three times per day, seven days a 
week. 

Management of moist/wet desquamation: 
rn Apply a thick layer (1/4 - 1/2 inch) of 

BIAFINE~RE on and around the affected 
area, cover with a moist gauze, secondary 
dressing, and secure. 

Renew dressing every 24 hours. 

Post-Radiation Session: 
Sometimes skin reactions (such as skin hardening, 
flaking, scaling, etc.) appear several weeks or 
months after the last radiation session. Since 
BIAFINE’RE works on skin reactions from the 
surface inward, interrupting or stopping 
BIAFINE~RE applications too quickly may result in 
a reaction appearing days or weeks later. Consult a 
physician regarding recommended therapy duration. 
rn Gently massage a generous amount of 

BIAFINE@RE into the irradiated area, three 
times per day, seven days a week. 

CONSIDERATIONS 

If the irradiated area is marked with a pen and not 
tattoos, care should he taken to only apply 
BIAFlNE% within the marked area since it may 
erase pen markings. It will not erase tattoos. 

BIAFINE”RE, the number 1 choice for reducing the 
severity and frequency or radiation reactions, and for 
healing reactions once they OCCUT.~ B1AFINE”RE is the 
ONLY product on the market today to have shown in 
clinical trials that it is effective in reducing the severity 
and frequency of radiation reactions if used 
pr~phylactically.~ Other products in use today such as 
“petrolatum” based products, “Aloe Vera” based 
gelsihydrogels have been shown to have no effect in 
either reducing reactions or treating reactions. 

1 Calabreal, Paul, M.D., et al, 1986. “Medical 
Oncology”. 4.280-281 
2 Berhow,Rohert, M.D., et al, 1992. “The Merck Manual 
16th Ed”. 
3 Love, Susan M, M.D. 1995. “Dr. Susan Love’s Breast 
Book”. 
4 RTOG 97-13 
5 Selected data on tile. 
6 Int. I. Radiation Oncology. Vol. 36, No. 2 pp. 345-349, 
1996. 

For further information, please contact: 

12505 Starkey Road, Suite M 
Largo, FL 33773 

PH: 1-888-BIAFINE (242-3463) or 1-727-507-9844 
FAX: 1-727-507-9855 

Web Site www.biafine.com 

Sinclair Pharmaceuticals Ltd 
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Attachment 2B 
Carrasyn Hydrogel Wound Dressing 51O(k) # K961758 

'u.S. Patent no. k,917,890 
"US. Patent nm. 4,735,935 

and 4,957,907 

NDC 5 3 a o y n w 0  

CARRINGTONT' 

CarrasyW 
HYDROGEL* 

WOUND DRESSING 

Reorder no. 101030 
NET WT. 3 02. (859) 

earrington Wwptories. Inc. 
2001 Walnut Hill Lane 
P.O. BOX lea128 

Irving, TX 75016.8128 
For further information all: 

1-8003(5%5205 
w.mriingtonlabs.wm 

NDCUSOMIWO 

CAhRINGTON'" 
CarrasyW 

HYDROGEL' 
WOUND DRESSING 

R e o w  no. l O l ( u 0  
NET WT. 3 02. ( E g \  
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Attachment 2C 
Carringtoo RadiaCare Gel (Carrasyn 510(k) # K961758) 

NDC NO. 5330502130 DIRECTIONS: Cleanse the target 
zrea wiihasuitaMe nounddeanser 

CARRINGTONm such as RADIAcARETu K L w L  
wound deanser. Appg a libere1 

n I* -. amount of RADIACAFE GEL to the 
iarget area and massage into the 
skin. 'f skin is broken, appl !$ 
am- llQ W W A R  ~ f i ~ ~ ' "  

GEL 
G~ to the a- area 2-3 times 
daily, and COMT with dresslng of 
choice. Treatment should be 
continued until condtlon k resolved. 
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ttachment 3 - Indications for Use Statement 

lO(k) Number 
A 

PLEASE DO NOT 

evice Name ~SINCLAIR WOUND AND SKIN EMULSION TM 

Description Rx Product: 
Sinclair Wound and Skin Emulsion is a non-steroidal hydrolipidic cream 
indicated to manage and relieve the burning, itching and pain experienced 
with various types of dermatoses, including radiation dermatitis, atopic 
dermatitis and allergic contact dermatitis. Sinclair Wound and Skin 
Emulsion helps to relieve burning, itching and pain by adhering to the 
injured tissue and protecting it from further irritation. Sinclair Wound and 
Skin Emulsion may also be used to relieve the pain of first and second 
degree burns. Sinclair Wound and Skin Emulsion helps to relieve dry 
waxy skin, by maintaining a moist wound & skin environment, which is 
beneficial to the healing process. 

Directions For Use (Rx and OTC): 
Apply Sinclair Wound and Skin Emulsion to the affected skin areas 3 
times per day (or as needed), and massage gently into the skin. If the skin is 
broken, cover Sinclair Wound and Skin Emulsion with a dressing of 
choice. 

Description OTC Product: 
Sinclair Wound and Skin Emulsion helps to nourish skin and relieve the 
burning and itching associated with many common types of skin irritation. 
Sinclair Wound and Skin Emulsion may also be used to soothe minor bums 
including sunburn. 

WRITE BELOW THIS LINE- CONTINUE ON ANOTHER PAGE IF 

idications for Use FOR TOPICAL DERMATOLOGICAL USE ONLY 

Prescription Use ~ OR Over-The Counter Use 
(per 21 CFR 801.109) 

Sinclair Pharmaceuticals Ltd 18 
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Medix 

Pen- 2yc01 

Attachment 4 
Wnn 

Propylene 
Glycol Prapyh e Glycol” 

Function 

Diluent 

Emolient 

Humectant 

Skin conditioning agents 

Emolient 

Surfactant - component 
Surfactant - component 

Surfactant - component of 
Emulsion stabilizer - com-------- --- -- 
Emulsion stabilizer - component of 
Skin conditioning agents 
Antioxidant 

- -  

Butyospermum parkii 

Capryloyl glycine 

Glyceryl stearate’) 
Peg-100 stearate’) 

~ 

Skin condirjoning agents 
r -  ’ ’  

Emulsion stahlilcr-. ,. . . . . . . . .. 

salicylate 
Trolamine (Trolamine) 
Monoglycol 
Stearate 

Stearic Acid 

Tocopheryl acetate 

Glycynhetinic acid 
Cr+rMmer 

Aloe Vera extract 

W o m e r  
Avacado Oil with AcemannanTM 

------------ -- ucoside2) 
Behenvl alcohol’) 
Arachidyl alcohol” I Parrafin Wax I Sodium Chloride” 

Bisabolol I Squalene I Pantheno1 

1 Fragrance (Biafene RE only) 
’) 2, 3’Carrasyn ingredient 4’RadiaCare ingredient 

I Fragrance (herb) 
~ 
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Attachment 5 
Gras List Identification 

Surfactant, component o-

Cosmetic chemical reviews made with FDA Cosmetic Labeling Guidelines and INCI registration data. 
Note that percentages may not equal 100% due to rounding. 
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Attachment 6 CONFIDENTIAL 
510(k) Summary 

December 30,2002 

1 .  Submission Applicant & Correspoudent: 
Name: Sinclair Pharmaceuticals, Ltd. 
Address: Borough Road 

Codalming 
Surrey 
GU7 2AB 
United Kingdom 

Phone No.: 1-972-939-2442 
Contact Person: Michael Killeen 

l .  Name of Device: 
rrade/Proprietary/Model Name: 
Zommon or Usual Name: 

Xassification Names: 

SINCLAIR WOUND AND SKIN EMULSION TM 

SINCLAIR WOUND AND SKIN EMULSION TM 

Dressing, Wound & Bum, Hydrogel wDrug or 
Biologic 
Dressing, Wound & Bum, Hydrogel wDrug or 
Biologic 

3 ,  Devices to Which New Device is Substantially Equivalent: 
e Biafene Wound Dressing Emulsion (Radiodermatitis Emulsion) in 5 10(k) K964240, from 

Medix Pharmaceuticals Americas Inc. and 
CarrasynB Hydrogel Wound Dressing 510(k) K961758, which is also marketed 
under the name RadiaCare Gel Hydrogel Wound Dressing. 

1. Device Description: 
Sinclair Wound and Skin Emulsion is a non sterile viscous emulsion / gel formulation, which 
is presented for both Prescription (requires physician diagnosis of disease state) and over-the- 
counter (OTC) use. 

5. Intended Use of the Device: 
The prescription product requires a physician to diagnose the disease state, while the OTC 
product is indicated for general symptoms such as burning and itching in minor skin irritations 
and minor hums. This formulation, when applied to the hum, injured tissue or skin, forms a 
protective barrier that helps to keep the wound moist. 

6. Summary of Technological Characteristics of the Device Compared to the Predicate 
Devices: 
All products referenced are non sterile emulsiodgel types that are applied topically to relieve the 
symptoms of various dermatoses. 

7. Tests and Conclusions: 
Functional and performance testing has been conducted to assess the safety and 
effectiveness of SINCLAIR WOUND AND SKIN EMULSION TM and all results are 
satisfactory. 

Sinclair Pharmaceuticals Ltd 21 
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Attachment 7 

Truthful and Accurate Statement 

The following statement is provided as required by 21 CFR 807.87 G): 

I certlfy that, in my capacity as an Executive Director of Sinclair Pharmaceuticals, I believe to the 
best of my knowledge, that all data and informalion submitted in this pre-market notification are 
truthful and accurate and that no material facts for a review of the substantial equivalence of this 
device have been knowingly omitted fiom this submission. 

Date: December 20,2002 

Sinclair Pharmaceuticals Ltd 
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service 
Food and Drug Administration 

Memorandum 
< p\Lf w u 2, LA-$ 

From: Reviewer(s) - Name@) A&- -33 %K 
V' 

7/5 / Subject: 

To: 

510(k) Number /fo 7 L/ 76 

The Record - It is my recommendation that the subject 510(k) Notification: 

ORefused to accept. 
URequires additional information (other than refuse to accept). 
 IS substantially equivalent to marketed devices. 
ONOT substantially equivalent to marketed devices. 
mo the r  (e.g., exempt by regulation, not a device, duplicate, etc.) 

re 
@lf 

Is this device subject to Section 522 Postmarket Surveillance? YES w NO 

W E S  

Is this device subject to the Tracking Regulation? OYES NO 
Was clinical data necessary to support the review of this 5 iO(k)? B E S  NO 

NO 

NO Was this 5 10(k) reviewed by a Third Party? DYES 
Special 5 1 O(k)? UYES &? NO 
Abbreviated 5 lO(k)? Please fill out form on H Drive 5 iOk/boilers UYES rra] NO 

Truthful and Accurate Statement URequested m n c l o s e d  
,!& 510(k) summary OR O A  510(k) statement 
[7 The required certification and summary for class HI devices /&llrh. indication for use form 

Is this a prescription device? 

Combination Product Category (Please see algorithm on H drive SlOk/Boilers) 

Animal Tissue Source YES NO Material of Biological 0 'gin YES NO 

The submitter requests under 21 CFR 807.95 (doesn't apply for SEs): 
4-P d L k l k r c L - f  

No Confidentiality Confidentiality for 90 days Continued Confidentiality exceeding 90 days 

ith panel (optional): 

03 
Final Review: I&&& /3 , .  p d  cu/ (Division Director) (Date) 
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. .  . .  

. .  

. .  
. .  

REVISED:3~14/95 
. .  . .  

. .  . .  . .  
. .  

. .  
. . .  . .  . .  

.. TBE 51O(K) n N T A T I O N  PORHS ARE AVAILAsLe ON THE & y . E R ,  S , l O ( K ) '  " 
BOILEXPLATES'TITLED -DOCUMENTATION- AND MUST BE FI-D o m  WITH 

EVERY FINAL DECISION (SE, NSE, NOT A DEVICE, ETC.). . . 

. .  
~. . .  

"SUBSTAHTEAL E Q U I V W C E "  (SEF DECISION . W I N O .  m A 5 I O N  

' I  

YES NO 

If YES = Stop NE 

ristics Affect f YES = Go To 8 

ive Characteristics Precise 

Effectiveness If YES = Stop NE 

10. Performance Data Available? If NO = Request 

Final Decision: 

Note: In addition to completing the form on the LAN, " yes* '  responses to 
quentions 4 ,  6 ,  0 ,  and 11, and every -no'' response requires an 
ex plan at^ i o n .  
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. .  
. .  . .  

. .  

. .  

. .  . .  
. .  

. .  

. .  
. .  

1. I n t e n d e d  U s e :  

' . 2 .  Device D e s c r i p t i o n :  Provide a s t a t emen t  of  how t h e ' d e v i c e  is e i t h e r  
s i m i l a r  t o  and /o r  d i f f e r e n t  from o t h e r  marketed d e v i c e s ,  p l u s  data ( i f  
n e c e s s a r y )  t o  s u p p o r t  t h e  s t a t emen t .  IB t h e . d e v i c e  - i i f e - s u p p o r t i n g  or 
l i f e  s u s t a i n i n g ?  'Is . .  t h e  d e v i c e  implanted .'( sho t t - t e rm '  or long-term)? Does 
t h e  device d e s i g n  u s e  so f tware?  1 e . t h e  d e v i c e  s t e r i l e ? '  Is fhe d e v i c e  for 
s i n g l e  use?'  Is t h e .  d e v i c e  -over-t i ie-counter .or 'prescription use,?. . Does t he  
device c o n t a i n  d rug  or b i o l o g i c a l  p roduc t  as' a component'? .Is . t h i . s  device 
a ' k i t ?  P rov ide  a'eummary about  t h e  d e v i c e s  d e s i g n ,  materials, p h y s i c a l  
p r o p e r t i e s  a n d ' t o x i c o l o g y  p r o f i l e  i f  impor t an t .  

I-. 

. ' 

E X P W A T I O N S  TO "YES" AND "NO" ANSWERS M QUESTIONS ON PAGE 1 AS NEEDED 

1. E x p l a i n  why no t  a dev ice :  

2 .  E x p l a i n  why not s u b j e c t  t o  5 1 0 ( k ) :  

3. How does  the new i n d i c a t i o n  d i f f e r  from t h e  p r e d i c a t e  d e v i c e ' s  
i n d i c a t i o n :  

4 .  E x p l a i n  why t h e r e  is o r  i s  no t  a new e f f e c t  or s a f e t y  or e f f e c t i v e n e s s  
i s s u e :  

c h a r a c t e r '  t i c s :  

q u e s t i o n s  a r e  no t  new: 

E x p l a i n  why e x i s t i n g  s c i e n t i f i c  methods can  no t  be  used :  9 .  

10. Exp la in  what performance d a t a  is needed: 

11. Exp la in  how t h e  performance d a t a  demons t r a t e s  t h a t  t h e  d e v i c e  i s  o r  i s  
not n u b s t a n t i a l l y  e q u i v a l e n t :  

ATTACII Al)1)1 T I O N A I ,  SUPPORTING INFOIWATION 
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1 

5 1 0 ( K )  M E M O R A N D U M  

K024367/S001 

Peter L. Hudson, Ph.D., Biologist 
ODEiDGRNDIPlastic and Reconstructive Surgery Devices Branch 

6/30/03 

Sinclair Wound and Skin Emulsion 
Sinclair Pharmaceuticals, Ltd. 
Mr. Michael Killeen 
972-939-2442 
972-236-2282 ( f a )  

TO: 

FROM: 

DATE: 

SUBJ: 

Recommendation: 
Dressing Emulsion (K964240) and RadiaGel Wound Dressing (K961758): 
Procode: MGQ 
Class: Unclassified 
Regulation Number: 878.4022 
Regulation Name: 

REVIEW: 

Does the product contain drugs or biologicals? Yes, tocopheryl acetate - vitamin E. The label 
lists the component and indicates its purpose. 

1. Indication and/or Intended Use Statement 
Subject Device 
Under the supervision of a healthcare professional, Sinclair Wound and Skin Emulsion is 
indicated to manage and relieve the burning, itching and pain experienced with various types 
of dermatoses, including radiation dermatitis, atopic dermatitis and allergic contact dermatitis. 
Sinclair Wound and Skin Emulsion has a mechanical action which helps to relieve pain, by 
adhering to the injured tissue and protecting it from further irritation. Sinclair Wound and 
Skin Emulsion may be used to relieve the pain of first and second degree bums. Sinclair 
Wound and Skin Emulsion helps to relieve dry waxy skin by maintaining a moist wound & 
skin environment, which is beneficial to the healing process. 
Predicate Device(s) 
Medix Pharmaceuticals Americas Inc., Biafene Wound Dressing Emulsion (RE) 
Radiodermatitis Emulsion (K964240) 
Biafene is intended to be used as a wound dressing for the following indications: 

Superficial wounds 
Minor abrasions 

Substantially equivalent to the predicate wound dressings, Biafene Wound 

Hydrogel wound and burn dressing with drug/biologic/animal tissue 
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Leg ulcers 
Donor sites 

radiation dermatitis 
1'' and 2"d degree bums, including sunburns 

*For dermal ulcers, including full thickness wounds and pressure sores, consult a physician 

Carrington Laboratories, RadiaGel Wound Dressing (K961758) 
Radiagel is indicated for: 

Radiation dermatitis 

Pressure ulcers I-IV 
Stasis ulcers 
cuts 
Abrasions 

Sunburn 

Diabetic ulcers foot ulcers post surgical incisions 
1 St and 2"d degree bums 

Skin conditions associated with peristomal care 

Discussion of equivalency 
I called the comuanv's reoresentative and asked them to revise the indications for use to be 

I .  

consistent with predicate IFUs and to remove language regarding the method of action from 
the IFU. 

The sponsor's revised indication for use is: 

Under the supervision of a healthcare professional, Sinclair Wound and Skin Emulsion is 
indicated to manage and relieve the burning, itching and pain experienced with various types 
of dermatoses, including radiation dermatitis, atopic dermatitis, and allergic contact dermatitis. 
Sinclair Wound and Skin Emulsion may be used to relive the pain of first and second degree 
bums. Sinclair Wound and Skin Emulsion helps to relieve dry waxy skin by maintaining a 
moist wound & skin environment, which is beneficial to the healing process. 

As reviewed below, the sponsor's response is sufficient to demonstrate the equivalence of the 
revised indications for use (see response below to deficiency 1).  

2. Technological Characteristics (Design, Materials, Sizes, etc.) 
Subject Device 
The gel formulation contains: purified water, ethylhexyl palmitate, pentylene glyc,ol, 
butyrospermum parkii, capryloyl glycine, glyceryl stearate, PEG-1 00 stearate,

arachidyl glucoside, behenyl alcohol, arachidyl alcohol), bisabolol, tocop------ --------- 
glycyrrhetinic acid, carbomer, ethylhexylglycerin, piroctone olamina, sodium hydroxide, 
allantoin, DMDM hydantoin, vitis vinifera, disodium EDTA, ascorbyl tetrisopalmitate, sodium 
hyaluronate, propyl gallate, telmesteine and butylene glycol 
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Predicate Device(s) 
Medix Pharmaceuticals Americas Inc., Biafene Wound Dressing Emulsion (RE) 
Radiodermatitis Emulsion (K964240) 
Contains demineralized water, cetyl palmitate, propylene glycol, trolamine, monoglycol 
stearate, stearic acid, paraffin wax, squalene, avocado oil, liquid paraffin, sorbic acid 
triethanolamine, methylparaben, propylparaben, fragrance 

Carrington Laboratories, RadiaGel Wound Dressing (K961758) 
Contains purified water, propylene glycol, triethanolamine salicylate (trolamine), sodium 
chloride, panthenol, aloe extract with acemannan, carbomer, quaternium 15, allantoin, 
methylparaben, disodium EDTA, L-glutamic acid, imidurea, potassium sorbate, sodium 
benzoate, sodium metabisulfite, polyvinylpyrrolidone 

Discussion of equivalency 
All of the ingredients listed in the subject device are either found in predicate wound dressings 
or were identified as GRAS or as registered cosmetic ingredients. The one exception is 
telmesteine which is identified as a European Oral Mucolytic. The following ingredients are 
novel or raise concern: 

1. butyrospermum parkii  - listed in 21 CFR 184.1702 and identified as Sheanut oil, 
derived from the Shea tree Butyrospermum parkii. It is composed of triglycerides 
containing an oleic acid moiety at the 2-position and saturated fatty acids, usually stearic or 
palmitic acids, at the 1- and 3- positions. It is listed as GRAS. 

2. (arachidyl glucoside, behenyl alcohol, arachidyl alcohol) - these reagents 
are listed as a surfactant, stabilizer and stabilizer, respectively. Cosmetic ingredient listing. 

3. bisabolol - Cosmetic ingredient listing. 
4. tocopheryl acetate  - 21 CFR 182.8892, GRAS 
5. glycyrrhetinic acid - ---- d in predicate, Gelclair (K013056) 
6. piroctone olamina - Cosmetic ingredient listing. 
7. vitis vinifera - Cosmetic ingredient listing. 
8.  ascorbyl tetraisopalmitate - Cosmetic ingredient listing. 
9. propyl gallate - listed in 21 CFR 582.3660 and identified as GUS/used  as an antioxidant 
10. telmesteine - European Oral Mucolytic 

See responses to deficiencies #5 and #6 below. 

3. Comparative Performance Data (in vitro, animal and/or clinical) 
Safety Data 
Subject Device 
No biocompatibility evaluations were provided. I contacted Mr. Killeen to request this 
information since the subject device identifies a number of ingredients that were not 
identified in predicate products. Mr. Killeen stated that sensitization and irritation 
evaluations have been conducted and that the information will be submitted. 

See deficiency #6 and response below. 
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Predicate Device(s) 
Cytotoxicity, irritation and sensitization evaluations in animals and/or human subjects were 
conducted. 

Effectiveness Data 
Subject Device 
No effectiveness information was submitted. Mr. Killeen stated that the product had been 
evaluated in clinical settings and that the information was being prepared for publication. 
He stated that he would provide the information in the near future - see review of 
deficiency 1 below. 

Predicate Device(s) 
Both products were cleared based upon human clinical experience 

Discussion of Equivalency 
Additional biocompatibility and effectiveness information will he provided by the sponsor 
to demonstrate product equivalency - see review of deficiency 6 below. 

5 .  Sterilization 
The product is meant to he used on intact, unbroken skin, Le., skin showing evidence of 
dermatitis or allergic response, and skin with lst and 2”d degree burn injury. Dermatitis is 
defined as inflammation of the skin evidenced by itching, redness, and various skin 
lesions. Second degree burn is defined as burn in which damage extends through the 
epidermis and into the dermis hut not of sufficient extent to interfere with regeneration of 
epidermis. 

The Biafene wound dressing is provided non-sterile and was cleared for indications that 
included broken skin because the formulation contains preservatives and the device had 
passed the preservative test as specified in the USP Preservatives test. The Carrasyn 
wound dressing product is supplied sterile. 

See deficiency #3 and sponsor’s response below. 

6. Labeling 
(OTC and Prescription) 
CartonPouch Labels (page 13 and 14) 
The revised label contains a notice regarding the nut oil and identifies the purpose for 
vitamin E as antioxidant. 

7. Claims 
Relief of burning, itching and pain and the relief of dry, waxy skin. Information to support 
these claims is to he provided - see review of deficiency 1 and 2 below. 

8. Has sponsor provided all administrative requirements? 
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Truthful and Accurate Statement (Page 22) 
510(k) Summary or Statement (Page 21) 
Indication for Use Page (Page1 8) 

9. Summary 
The sponsor has evaluated their product in 2 clinical studies. A number of skin-based irritation 
sensitization preclinical studies have also been conducted. In these evaluations the product has 
either demonstrated a potentially positive clinical benefit or has not demonstrated dermal irritancy 
or sensitization. A number of the ingredients of the product have been cleared via predicate 
wound dressing applications in the past. Additional information provided indicates that the novel 
ingredients are non-toxic. Clinically, the various indications for use are treated in the same 
manner, regardless of etiology. The sponsor has, in my opinion, provided sufficient information 
in order to reach a determination of substantial equivalence. 

Deficiencies 
The following deficiencies were sent via letter to the sponsor (dated March 27,2003). The 
sponsor’s responses are provided and reviewed following each deficiency. 

1. The indication for use statement includes treatments that are not identified in the predicate 
wound dressing indications for use provided, e.g., various types of dermatoses, including 
atopic dermatitis and allergic contact dermatitis. In addition, the indication for use 
statement describes a possible mechanism of action. Please revise the indications for use 
statement to be consistent with predicate wound dressings or provide information that 
supports the intended use on various types of dermatoses, atopic dermatitis and allergic 
contact dermatitis. In addition, please remove the mechanism of action statement. 

The sponsor has replied that “in treating dermatoses such as atopic dermatitis, allergic contact 
dermatitis and radiation dermatitis, physicians are faced with conditions that manifest themselves 
with symptoms in common. Where possible the physician treats the underlying cause but 
symptom relief is a mainstay of management.” The sponsor listed symptoms of various 
dermatoses, including radiation, atopic and allergic contact dermatoses: pruritus, erythema, 
inflammation, desquamation, edema, localized pain, scaling skin, cracked stratum corneum, 
oozing, and lichenification. I discussed the issue with Dr. Dora Vega. Specifically I asked Dr. 
Vega if she agreed with the sponsor’s contention that the various dermatoses present with the 
same symptomology. Dr. Vega stated that the dermatoses identified do share the symptoms in 
common and therefore can be judged to be, without regard to etiology, similar. Inflammation is 
the major encompassing symptom to be treated. I asked her if she felt the indications for use were 
sufficiently equivalent to be listed in common. She stated that she did. The two predicate 
products both were cleared for the treatment of radiation-induced dermatitis and therefore form a 
basis, due to symptom commonalities, for the addition of atopic and allergic contact dermatoses to 
be also listed as treatable indications for use. In addition the sponsor has evaluated their product 
clinically for the treatment of atopic dermatitis and allergic contact dermatitis. Supportive 
information regarding the indications for use includes: 
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Double blind, randomized, vehicle controlled study of atopic dermatitis patients 
A currently open clinical trial enrolling allergic dermatitis pediatric patients 

Caput0 and Veraldi - atopic dermatitis patients 
As part of the clinical protocol, pain relief and relief from itching was documented via CRFs 
Thirty adult patients were followed in 5 office visits over a 36 day time period (15 patients per 
control or treatment group). Patients with mild to moderate atopic dermatitis were treated with 
either the subject device or an emollient vehicle only. Patients had experienced atopic dermatitis 
for a mean of 13 years (median 8 years) and their current episode had lasted between 3 and 6 
months. The treatments were applied ad hoc for 3 weeks, with assessments at weekly visits and a 
final assessment after a 2 week period. The symptom improvement provided by the control or 
treatment product was rated by participating patients at each visit. The primary outcome measure 
was a modified EASI (Eczema Area and Severity Index) score. The secondary outcome was an 
assessment of the severity of the dermatitis by Rajke and Langeland’s criteria. An improvement in 
the Modified EASI score, and the severity of the dermatitis was as ociated with treatment with the 
subject device. & .ud~.Kc***=( a 

+ d y I w .  4--+.&+-- ,r-“ ?[XhZ 
P 4  In addition, results in icated that 93% of the treated patients rated their treatment as “quite good’ 

(53%) or “slightly helped” (40%), whereas 53% of the control patients rated their treatment as 
“quite good” (13%) or “slightly helped” (40%). 

Open clinical trial enrolling contact dermatitis pediatric patients, Innocenti 
In this open clinical study conducted by Innocenti et al, 25 pediatric patients with allergic contact 
dermatitis were enrolled. The cream was applied on the affected areas twice a day for two weeks 
after which the lesions were stated to be “greatly improved and some had disappeared”. The 
investigator stated that no localized or systemic undesirable side effects were observed during or 
after the treatment. 

I believe the clinical information and the sponsor’s clinical rationale regarding commonalities of 
symptoms (and the treatment of those symptoms) adequately justifies the inclusion of atopic and 
contact allergic dermatoses as part of the product’s indications for use. In addition, Dr. Vega 
concurs that the symptomologies of these dermatoses are common and are treated similarly. No 
additional information is necessary. The sponsor has adequately addressed the deficiency. 

2. The indications for use state that the product will manage and relieve the burning, itching, 
and pain experienced with various types of dermatoses. Please provide information 
obtained from clinical evaluation of the product’s ability to relieve pain associated with the 
indications for use for your device. 

The sponsor refers to the double blind, IRB controlled atopic dermatitis study noted above as 
proof for the ability of the device to relieve pain and itching. No additional information is 
necessary. The sponsor has adequately addressed the deficiency. 

3. The device is provided non-sterile. Radiation dermatitis may result in the skin barrier 
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being breached and the labeling indicates that the device may be used on broken skin. 
Please conduct testing of the product in accordance with the Anti-Microbial Preservatives- 
Effectiveness <51> microbiological test identified in the USP. 

The sponsor conducted preservative effectiveness testing in accordance with the British 
Pharmacopeia. In the test 4 micro-organisms are inoculated into the formulation and recovery of 
the organisms is attempted at time points after inoculation. The organisms evaluated were: 

Pseudomonas aeruginosa 
8 Staphylococcus aureus 

Aspergillus niger 
Candida albicans 

No organisms were recovered at 24 hours post-innoculation. The formulation met the 
requirements of the test. There is predicate evidence for legally marketed wound dressings, 
provided as non-sterile, intended for use on broken skin. The subject device has passed the 
requirements of the preservative effectiveness evaluation as set forth by the British Pharmacopeia 
which is similar to the USP antimicrobial preservative effectiveness test. The sponsor has 
adequately addressed the deficiency. No additional information is required. 

4. Butyrospermum parkii is identified as Sheanut oil under 21 CFR 184.1702. FDA believes 
that individuals who have nut sensitivities could have an allergic response to the wound 
dressing. Please include a Warning on the product label informing people that the product 
contains nut oil or provide information to demonstrate that Sheanut oil does not elicit 
allergy responses. 

The sponsor has agreed to amend their label to contain the following: 

Caution: Sinclair Wound and Skin EmulsionTM contains a nut oil, and patients with a 
known allergy to nuts or nut oils should consult their physician before using this topical 
application. 

The sponsor has adequately addressed the deficiency. No additional information is required. 

5,  Please provide toxicity information for the following wound dressing ingredients: 
(arachidyl glucoside, behenyl alcohol, arachidyl alcohol), bisabolol, 

piroctone olamine, vitis vinifera, and telmesteine. In lieu of toxicity information, 
identification of predicate wound dressings containing these ingredients could address ow 
concerns. 

  (arachidyl glucoside, behenyl alcohol, arachidyl alcohol): To address the 
potential toxicity associated with the ingredient, the sponsor provided the test 
report, Evaluation of the Irritating and Sensitizing Potentials o fan  Ingredient Used in Cosmetics, 
by Repeated Epicutaneous 48 Hour Applications Under Occlusive Patch. The test article was 
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tested at 3 concentrations after 4 successive applications up to 72 hours by the occlusive 
epicutaneous route to the skin of 10 human subjects. The study results indicated that the highest 
concentration tested (5%) did not elicit a primary or cumulative irritation reaction, nor any 
cutaneous sensitization reaction. A second study of the Montanov reagent in 21 female subjects 
supported the belief that the material is well-tolerated. 

Bisabolol: LD5o rat (>5000 mgiKg) ~ acute skin irritation, used extensively in the cosmetic 
industry 

Piroctone olamine: The Scientific Committee on Cosmetic Products and Non-Food Products 
Intended for Consumers lists piroctone olamine as non-sensitizing, non-teratogenic, and the 
systemic toxicity has been measured in a 90 day oral test NOEL in rats: 100 mgkgiday. Human 
evaluation of 1 % and 0.5% concentrations indicated that the formulation was well tolerated. 

Vitis vinifera: Grape seed extract. A primary skin irritation report indicated that leucocianidine 
was not an irritant. 

Telmesteine: LDso oral rat/mouse (>4000 mg/Kg). 

6 .  The wound dressing formulation contains ingredients that were not identified in predicate 
wound dressings, or in the same ingredient combinations for predicate wound dressings. 
Please provide biocompatibility test evaluations for cytotoxicity, irritation and sensitization 
assessments or information from human clinical experience to address these concerns. 

The sponsor notes that clinical evaluation of the product has not observed any device-related 
adverse events (adult atopic dermatitis patients and pediatric contact allergy dermatitis patients). 
In addition the sponsor has provided the results from the following tests: 

IS0 Closed Patch Sensitization Study (guinea pig): non-sensitizer 
IS0 Skin Irritation Study (rabbits): slight irritant 
Clinical report on patch and photo-patch tests (humans, N = 22): slight to mild irritant 
potential 

The sponsor has adequately addressed the deficiency. No additional information is required 
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ttachment 3 - Indications for Use Statement 

O(k) Number 
A 

evice Name 

idications for Use 

SINCLAIR WOUND AND SKIN EMULSION TM 

FOR TOPICAL DERMATOLOGICAL USE ONLY 

Description Rx Product: 
Under the supervision of a healthcare professional, Sinclair Wound and Skir 
Emulsion is indicated to manage and relieve the burning, itching and pair 
experienced with various types of dermatoses, including radiatior 
dermatitis, atopic dermatitis and allergic contact dermatitis. Sinclair Wounc 
and Skin Emulsion may be used to relieve the pain of first and seconc 
degree burns. Sinclair Wound and Skin Emulsion helps to relieve dry wax) 
skin by maintaining a moist wound & skin environment, which is beneficia 
to the healing process. 

Directions For Use (Rx and OTC): 
Apply Sinclair Wound and Skin Emulsion to the affected skin areas 3 
times per day (or as needed), and massage gently into the skin. If the skin is 
broken, cover Sinclair Wound and Skin Emulsion with a dressing of 
choice. 

Description OTC Product: 
Sinclair Wound and Skin Emulsion helps to nourish skin and relieve the 
burning and itching associated with many common types of skin irritation. 
Sinclair Wound and Skin Emulsion may also be used to soothe minor bums, 
including sunburn. 

I 

PLEASE DO NOT WRITE BELOW THIS LINE- CONTINUE ON ANOTHER PAGE IF 
NEEDED 

Concurrence of CDRH, Office of Device Evaluation (ODE) 

Prescription Use __ OR Over-The Counter Use ~ 

(per 21 CFR 801.109) 

Sinclair Pharmaceuticals Ltd 
KO24367 CONFIDENTIAL 

510(k) Submission for Sinclair Wound and Skin Emulsion 
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:laimed: concerning, safety and 
effectivenew data. 

Product ( ' d e :  
R 1 G Q  
1)rcsing. \ \ w i l d  & hum. 
h)drogel \\ drug or biologic 

. . . . . .. . . . . .. __ 
I MGQ 1 2  1 3  1 4  1 0 5 1 O(k) summary attached 
) 1 6  1 7  1s I 0 5 1 O(k) statement 
nformation on devices to which substantial equivalence i s  claimed: 

51O(k) Number I Trade or proprietary or I Manufacturer 

(:.F.R. section I)c\ iic C'las>: 
878.41Jz: 0 C h > \  I 0 C'lns> II 

0 Cia>> Ill Llnclii,>itictl 

model name 
I. K964240 I 1. Biafene Wound Dressing I 1. Medix Pharmaceuticals 

lommon or usual or classification name: 
Dressing, wound & hum,  hydrogel widrug or biologic 
rrade or proprietary or model name 
I Sinclair Wound and Skin Emulsion 

I Model Number 

I NA 
I 

FDA document numbers o f  all prior related submissions (regardless o f  outcome): none 
1 1 2  1 3  1 4  15 16 
7 I R  19 I i n  I l l  I I ?  

Sinclair Pharmaceuticals Ltd 
KO24367 

51O(k) Submission for Sinclair Wound and Skin Emulsion 
CONFIDENTIAL 
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JI. Labeling 
Ind Intended 
Jse 

-- 

L draft product container/ box label (which contains Instructions for 
Jse) for the Rx product can be found in Attachment 1A and draft 
ibel for the product/ box for the OTC product can be found in 
Lttachment 1B. 

'redicate device labeling and product information can be found in 
ittachment 2A (Biafene), Attachment 2B (Carrasynm) and 
ittachment 2C (RadiaCare). 

'rescription labeling: 
Jnder the supervision of a healthcare professional, Sinclair Wound 
nd Skin Emulsion is indicated to manage and relieve the burning, 
tching and pain experienced with various types of dermatoses, 
ncluding radiation dermatitis, atopic dermatitis and allergic contact 
lermatitis. Sinclair Wound and Skin Emulsion may be used to relieve 
he pain of first and second degree bums. Sinclair Wound and Skin 
:mulsion helps to relieve dry waxy skin by maintaining a moist 
wound & skin environment, which is beneficial to the healing process. 

jinclair Wound and Skin Emulsion has similar indications when 
:ompared to the predicate Medix Pharmaceuticals Americas Inc. 
3iafene Wound Dressing Emulsion (Radiodermatitis Emulsion) in 
j 1 O(k) K964240 and Carrington Laboratories Carrasynm Hydrogel 
Wound Dressing 510(k) K961758, which is also marketed under the 
lame RadiaCare Gel Hydrogel Wound Dressing. 

Sinclair Wound and Skin Emulsion is also intended for the Over- 
rhe-Counter (OTC) market with indications for less acute symptoms, 
Nhich are not disease specific. 

3TC labeling: 
k c l a i r  Wound and Skin Emulsion helps to nourish skin and relieve 
he burning and itching associated with many common types of skin 
rritation. Sinclair Wound and Skin Emulsion may also be used to 
soothe minor burns, including sunburn. 

rhe Indications for Use statement is included in Attachment 3. 

Sinclair Pharmaceuticals Ltd 
KO24367 

510(k) Submission for Sinclair Wound and Skin Emulsion 
CONFIDENTIAL 
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JII. Device 
lescription 
md Comparison 

iinclair Wound and Skin Emulsion is a viscous emulsion / gel 
ormulation, which is presented for both Prescription (requires 
ihysician diagnosis of disease state) and over-the-counter 
OTC) use. The prescription product requires a physician 
liagnosis to recognize the disease state, while the OTC product 
s indicated for general symptoms such as burning and itching in 
ninor skin irritations and minor burns. This formulation, when 
ipplied to the burn, injured tissue or skin, forms a protective 
iarrier that helps to keep the wound moist. 

\s with the predicate devices (Biafene Wound Dressing 
3mulsion (Radiodermatitis Emulsion) in 5 10(k) K964240 and 
Jarrasynn Hydrogel Wound Dressing 510(k) K961758, which 
s also marketed under the name RadiaCare Gel Hydrogel 
Wound Dressing, Sinclair Wound and Skin Emulsion has a 
nechanical function as a barrier and is indicated for symptom 
nanagement by adhering to the injured tissue and skin margins, 
joothing tissue insult of various etiologies. 

k c l a i r  Wound and Skin Emulsion viscous emulsiodgel, is 
:omprised of Purified Water, Ethylhexyl palmitate, Pentylene 
;lycol, Butyrospermum parkii, Capryloyl glycine, Glyceryl 
stearate, Peg-1 00 stearate, Arachidyl glucoside, Behenyl 
ilcohol, Arachidyl alcohol, Bisabolol, Tocopheryl acetate (anti- 
Ixidant), Glycyrrhetinic acid, Carbomer, Ethylhexylglycerin, 
Piroctone olamina, Sodium hydroxide, Allantoin, Dmdm 
iydantoin, Vitis vinifera, Disodium EDTA, Ascorbyl 
.etraisopalmitate, Sodium hyaluronate, Propyl gallate, 
relmesteine and Butylene glycol. 

A formulations comparison chart may be found as Attachment 4 

Sinclair Pharmaceuticals Ltd 
KO24367 CONFIDENTIAL 

510(k) Submission for Sinclair Wound and Skin Emulsion 
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Attachment 1A 
Sinclair Wound and Skin Emulsion TM - Draft Product Container / Box 
Labeling 

Front Label Rx - Draft 

Sinclair 
Wound and Skin Emulsion 

Topical Dermatological Relief 

Under the supervision of a healthcare 
professional, Sinclair Wound and Skin 

Emulsion is indicated to manage and relieve 
the burning, itching and pain experienced with 

various types of dermatoses. including 
radiation dermatitis, atopic dermatitis and 

allergic contact dermatitis. Sinclair Wound and 
Skin Emulsion may be used to relieve the pain 

of first and second degree burns. Sinclair 
Wound and Skin Emulsion helps to relieve dry 

waxy skin by maintaining a moist wound & 
skin environment, which is beneficial to the 

healing process. 

Rx 

Federal law restricts this device to sale 
by or on the order of a physician or 

properly licensed practitioner. 

Apply Sinclair Wound and Skin Emulsion to the 
affected skin areas 3 times per day (or as needed), 

and massage gently into the skin. If the skin is 
broken, cover Sinclair Wound and Skin 

Emulsion with a dressing of choice. 

Back Label Rx - Draft 

Sinclair 
Wound and Skin Emulsion 

Topical Dermatological Relief 

For external use only. 

Sinclair Wound and Skin Emulsion 
viscous emulsionigel, is comprised of 
Purified Water, Ethylhexyl palmitate. 
Pentylene glycol, Butyrospermum parkii, 
Capiyloyl glycine, Glyceryl stearate, Peg- 
100 stearate, Arachidyl glucoside, Behenyl 
alcohol, Arachidyl alcohol, Bisabolol, 
Tocopheryl acetate (anti-oxidant). 
Glycyrrhetinic acid, Carbonier. 
Ethylhexylglycerin, Piroctone olamina, 
Sodium hydroxide. Allantoin. Dmdm 
hydantoin, Vitis vinifera, Disodium EDTA, 
Ascorbyl tetraisopalniitate, Sodium 
hyaluronate; Propyl gallate, Telmesteine and 
Butylene glycol. 

Caution: Sinclair Wound and Skin 
EmulsionTM contains a nut oil. and patients 
with a known allergy to nuts or nut oils 
should consult their physician before using 
this topical preparation. 

Sinclair Pharmaceuticals Limited 
Godalming 

Surrey UK, GU7 2AB 
Tel: +44 1483 428 611 

Sinclair Pharmaceuticals Ltd 
KO24361 

510(k) Submission for Sinclair Wound and Skin Emulsion 
CONFIDENTIAL 
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Attachment 1B 
Sinclair Wound and Skin Emulsion TM - Draft Product Container I Box Labeling 

ront Label OTC - Draft 

Sinclair 
Wound and Skin Emulsion 

Sinclair Wound and Skin Emulsion helps to 
nourish skin and relieve the buming and itching 

associated with many common types of skin 
irritation. Sinclair Wound and Skin Emulsion 

may also be used to soothe minor burns. 
including sunburn. 

Apply Sinclair Wound and Skin Emulsion to the 
iffected skin areas 3 times per day (or as needed), and 

massage gently into the skin. If the skin is broken, 
cover Sinclair Wound and Skin Emulsion with a 

dressing of choice. 

Back Label OTC - Draft 

Sinclair 
Wound and Skin Emulsion 

For external use uliiy 

Sinclair Wound and Skin Emulsion viscous 
emulsionigel, is comprised of Purified Water, 
Ethylhexyl palmitate, Pentylene glycol, 
Butyrospermum parkii, Capryloyl glycine. 
Glyceryl stearate, Peg- 100 stearate, Arachidyl 
glucoside, Behenyl alcohol, Arachidyl alcohol, 
Bisabolol, Tocopheryl acetate (anti-oxidant), 
Glycyrrhetinic acid, Carbomer, 
Ethylhexylglycerin, Piroctone olamina, Sodium 
hydroxide, Allantoin. Dmdm hydantoin, Vitis 
vinifera, Disodium EDTA, Ascorbyl 
tetraisopalmitate, Sodium hyaluronate, Propyl 
gallate, Telmesteine and Butylene glycol. 

Caution: Sinclair Wound and Skin EmulsionTM 
contains a nut oil, and patients with a known 
allergy to nuts or nut oils should consult their 
physician before using this topical preparation. 

Sinclair Pharmaceuticals Limited 
Godalming 

Surrey UK. CU7 2AB 
Tel: +44 1483 428 611 

Sinclair Pharmaceuticals Ltd 
KO24367 

5 1O(k) Submission for Sinclair Wound and Skin Emulsion 
CONFIDENTIAL 
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u 
June 6,2003 

Peter Hudson, Ph.D. 
Office of Device Evaluation 
Center for Devices and 
Radiological Health 
Office 300-5 
9200 Corporate Dr 
Rockville, MD 20850 

Re: KO24367 
Trade Name: Sinclair Wound and Skin EmulsionTM 

Dear Dr. Hudson: 
In regard to our e-mails and telephone conversations, I am enclosing 2 copies of the following 
documents: 

A draft copy of the randomized, double blind clinical trial conducted by Drs. Ruggero 
Caput0 and Stefano Veraldi on patients with atopic dermatitis 
An abstract l?om the Innocenti open study conducted on patients with irritant contact 
dermatitis. Please note that a clinical trial specific to Irritant Contact Dermatitis has been 
scheduled with Dr. Howard Maibach but the start date has been delayed while the IRE3 
works through the recently enacted HIPAA requirements. 
Study data on as reported in Section B of our response to Dr. Witten in the 
April 251h letter. The documents that you requested are cited as, Experts Report 70168RD 
and Experts Report 704 65RD. 

Please contact me at your need with any additional questions that may arise. 

Michael Killeen 
Executive Director 

Sinclair Pharmaceuticals Limited Borough Road, Godalrning. Surrey. UK, GU7 2AB 
US Offke, Carrollion. TX + 1-972-939-2442 ww.sinclaimharma.com mkiileen@sinclsirpharma.com 
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Confidential to FDA June 2003 
DRAFT 

TITLE: 
A randomised, double-blind, vehicle-controlled study to evaluate the efficacy and 
safety of Sinclair Wound and Skin Emulsionm in the symptom management of mild to 
moderate atopic dermatitis 

AUTHORS: 
Dr. Ruggero Caputo 
Dr. Stefano Veraldi 

ADDRESS: 
Istituto Dermatologico Europeo 
University of Milan, Italy 
Via della Pace 9 
20122, Milano 

COMMENTS 
This clinical study was compiled using Sinclair Wound and Skin Emulsionm product as 
submitted in 510(k) # K024367. Atopiclair" is the working name for Sinclair Wound and 
Skin EmulsionTM in this study. 

This is a working draft has not been accepted for publication. Changes in formatting 
and textual presentation may be made at the time of publication. 

This document should be regarded as Confidential information. 
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SUMMARY 

BACKGROUND Atopic dermatitis (AD) is a chronic skin disorder characterised by, 
pruritis, erythema, inflammation, dryness/xerosis and infectious colonisation of the 
lesions all of which seriously detract from the patient's quality of life. AD typically 
presents during early childhood and may continue, or even begin, in adulthood. 
Patients seek relief from the pain and itching of AD and for healing of the underlying 
lesions. Atopiclair is a hydrolipidic wound dressing, which has been developed for 
the relief and management of itching, pain and burning experienced with atopic 
dermatitis and allergic contact dermatitis. Atopicluir acts by adhering to the injured 
tissue, protecting it from further irritation and helping to relieve symptoms, and also 
by maintaining a moist wound and skin environment, which is beneficial to the 
healing process. 

OaTECTIVES The present study set out to examine the effectiveness ofAtopicluir in 
the management of the various clinical signs and symptoms of AD. 

RESULTS A 5-week study in patients with mild to moderate atopic dermatitis 
showed that Atopicluir offered significant benefits over control (emollient vehicle 
only), when applied ad hoc for 3 weeks, with assessments at weekly visits and a final 
assessment after a 2 week follow-up period. Atopicluir improved the clinical signs of 
atopic dermatitis (affected area and EASI score) compared to control. The symptom 
improvement given by Atopicluir (view of itch and view of Atopicluir) was also rated 
by participating patients as statistically significantly better than control. 

CONCLUSIONS Based on the results of  this study, Atopicluir offers a safe and 
effective alternative for the relief and management of itching, pain and burning 
experienced with atopic dermatitis and allergic contact dermatitis. 

KEYWORDS: atopic dermatitis, eczema, chronic skin disease, emollient, wound 
dressing, skin healing 

2 

FOI - Page 65 of 222

Records processed under FOIA Request #2015-7714; Released by CDRH on 02-01-2016.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or call 301-796-8118.



Confidential to FDA June 2003 
DRAFT 

Introduction 

Atopic dermatitis (AD) is a recurring, pruritic and inflammatory disease of  the skin, 
which significantly reduces patients’ quality of life. (Hanifin Ling et a1 2001). 
Typical clinical presentations of AD include various types of lesions (erythema, 
oedema and vesicles) in the acute/subacute phase, and crusts, scaling, dryness/xerosis 
and lichenification in the chronic phase. Rashes on the skin are often very itchy and 
can be widespread or limited to a few areas (Wellington & Jarvis). The disease is 
caused or influenced by a number of factors including exposure to environmental 
factors, genetic susceptibility, and immunologic abnormalities (Eichenfield Lucky 
2002). Indeed, AD is often the first clinical manifestation of allergic disease and 
often precedes allergic respiratory disease. These three diseases comprise an ‘atopic 
triad’ with several common features, including alterations in immune cell response 
and inflammatory regulators (Leung et al). 

AD generally manifests during early childhood when it is known as infantile eczema. 
The worldwide incidence in children has been estimated at 10-15% (Wellington & 
Jarvis) and 7-21% (Eichenfield Lucky 2002). It is estimated that about 80% of 
children with AD will also go on to develop asthma or allergic rhinitis. (Eichenfield et 
al 2003) AD has a particularly negative effect on the lives of children, and also on the 
families of children with the disease. Childhood AD disrupts the formation and 
maintenance of important interpersonal relationships, resulting in the limited 
interactions of the child with others and often reduced academic achievement and 
social development. Families of children with AD suffer the stress of providing care 
for a child with a chronic disease; the associated problems of cost, hospital visits, 
sleep interruption, for example, are considerable. (Wellington Jarvis) 

The most obvious signs and symptoms of AD often improve by early adulthood, yet 
the disease does persist in adults, with similar pathopsychological consequences, and 
often in a form which is more difficult to diagnose. (Wellington Jarvis) AD can cause 
frustration to both the patient and the physician. 

Guidelines for the management of atopic dermatitis have been developed in the US 
(Leung et al) and the UK (BJD). A wide-ranging approach is generally recommended 
that includes skin hydration, emollients, topical corticosteroids, and the removal or 
treatment of exacerbating factors, e.g. allergens, irritants, emotional stressors and 
infectious agents (Leung et al). Therapy of mild to moderate AD typically starts with 
liberal use of emollients, which should be continued even if the disease improves or 
another treatment is being used (Wellington Lucky). Topical corticosteroids provide a 
broad immunosuppressive and anti-inflammatory effect (Eichenfield Lucky 2002) 
and, in combination with emollients are the mainstay o f  therapy. (Leung et al). 
However, prolonged corticosteroid therapy is to be avoided because of side effects 
(skin atrophy, hypopigmentation, secondary infection and acne (Paller Eichenfield 
2001). Corticosteroids should be used with caution in children, because of  potential 
suppression of the hypothalamic-adrenal axis and body growth (Eichenfield Lucky 
2002). 

Other treatments include oral antihistamines, which have anxiolytic effects and may 
relieve pruritis and itch in some patients (Wellington Jarvis). Skin infections 
(especially S. uureus) should be treated early with short doses of staphylococcal 
antibiotics (Leung et al). Recommended therapy in more severe cases includes 
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systemic antihistamines, corticosteroids, immunomodulating drugs (e.g. cycloporin) 
or phototherapy (UVA, UVB and PUVA) (Kang Lucky). The newer 
immunumodulators, tacrolimus (Eichenfield) (Hanifin Ling) and pimecrolimus (Kang 
Lucky), may be applied topically to reduce local inflammation. In practice, patients 
tend to try many treatments before finding one suitable for their needs. 

Atopicluir is a hydrolipidic wound dressing developed for the relief and management 
of itching, pain and burning experienced with atopic dermatitis and allergic contact 
dermatitis. Atopicluir acts by adhering to the injured tissue etc, helping to keep dry 
skin moist. 

A barrier and moisturising cream such as that formed by Atopicluir could potentially 
assist in the management of the symptoms of AD. The barrier could also potentially 
improve symptoms by relieving the intense desire to itch or scratch. 

The study set out to examine the effectiveness of Atopicluir in the management of the 
various clinical signs and symptoms of AD. 
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Methods and Materials 

Participants 

Participants were considered eligible for the study if they met the following inclusion 
criteria: Caucasian skin without recent suntan, >18 years, diagnosed with mild to 
moderate dermatitis (Hanifin & Rajka) and with atopic dermatitis graded between 3.0 
and 7.5 (Rajka & Langeland), and with <20% cutaneous surface involvement. 
Patients were required to give written informed consent. Female sexually active 
patients were required to test negative in a pregnancy test and agree to use active birth 
control for the duration of  the study and for two weeks afterwards. 

Patients receiving systemic medications (antihistamines, corticosteroids, NSAIDs, or 
other topical and systemic investigational drugs) were maintained on the medications 
at a constant dose throughout the study. Patients receiving topical medications 
(antihistamines, corticosteroids, NSAIDs) were taken off the medications in a wash- 
out period of 7 days before the start of the study period. The wash-out periods for 
patients on phototherapy (UVA, UVB, PUVA) or tranquilisers were 4 weeks and 5 
days respectively. 

The following patients were excluded from the study: patients with a cutaneous or 
systemic viral (including HIV or AIDS), mycotic or bacterial disease requiring a 
topical or systemic therapy, patients with a systemic disease (including a neoplastic 
disease or history of a neoplastic disease), patients with insulin-dependent diabtetes 
mellitus uncontrolled by diet, pregnant or breast-feeding patients, patients with 
another skin condition other than atopic dermatitis, patients with a history of allergy 
to the ingredients of Alopiclair, patients previously treated with Atopiclair or had 
participated in previous Sinclair-sponsored studies, patients with a history of 
substance or alcohol abuse or any other psychological condition that may have 
adversely affected their cooperation with the study, patients with friends or relatives 
working at the study centre. 

Patients attended a dermatology clinic for the purposes of the study and data were 
collected at this location. 30 patients whose AD had been classified as mild to 
moderate dermatitis according to Hanifin and Rajka’s criteria and with a score of  3.0- 
7.5 according to Rajka and Langeland’s criteria, were recruited to the study. The 
sample size was considered large enough to gain an initial impression of the 
difference between the control and intervention groups. The study was supported by a 
grant from Sinclair Pharmaceuticals, Borough Road, Godalming, Surrey, GU7 2AB, 
UK, manufacturers ofAtopiclair. 

Interventions 

Patients were examined at visit 1 (baseline) and a demographics questionnaire (age 
gender, ethnicity, history of  exposure to irritants or other actors that may contribute to 
atopic dermatitis) was completed. Patients were then randomised by the investigating 
team to receive Atopiclair or control according to their order of entry into the study. 
Atopichir and control were presented in identical, blindly labelled containers. Each 
container was labelled with the patient’s study number. The tubes containing 
Atopiclair or control were labelled blindly with directions for use, i.e. for the contents 
of the tube to be used on either the left or right hand side of the body. The control 
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ointment tube contained an emollient cream that was used as the vehicle for 
Atopicluir. Patients, observers and all trial personnel were blinded to the study code. 

Patients applied the study substance for the first time following visit I ,  and three times 
each day thereafter for 21 days. Patients were examined again at 8 days (visit 2), 15 
days (visit 3) and 22 days (visit 4) after visit 1. Response to therapy was recorded at 
each visit. At visit 4 patients stopped using the cream and they were then re-examined 
two weeks later at visit 5 .  

Objective 

The objective of the study was to assess the effect of Atopicluir on the signs and 
symptoms of AD. 

Outcomes 

The primary outcome measure was a modified EASI (Eczema Area and Severity 
Index) score. The Modified EASI Score (for patients 27 years old at baseline) 
equalled (EASI Score + Itch score) multiplied by (Affected area score headheck x 
0.1) plus (Affected area score Upper limbs x 0.2) plus (Affected area score Trunk x 
0.3) plus (Affected area score Lower Limbs x 0.4). 

Several secondary outcomes (clinical signs and symptoms) were measured. The 
clinical signs were: severity of atopic dermatitis (graded according to the criteria set 
out by Rajka & Langeland, percentage of body area affected, and the EASI score 
(Hanifin Thurston et al 2001). The clinical symptoms were: the patient’s view of itch 
(Itch score measured on a visual analogue scale), quality of  life (hours of sleep), the 
patient’s view on how much the cream helped the pain and itch, and whether the 
patient would choose to use the cream again. 

Adverse events observed by the clinicians or reported by patients were assessed by the 
study investigators. No laboratory or instrumental tests were performed. 

Statistical methods 

Efficacy measures in the treatment groups were compared using the Wilcoxon rank 
sum test on changes from baseline (visit 1 )  for visits 2 to 4, and from visit 4 (when 
treatment was stopped) for visit 5 (follow up visit two weeks later). Patients’ views of 
treatments in the two groups were compared using the Cochran-Armitage test for 
trend in a 2 x k contingency table with ordered categories. 
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Results 

Parhipantflow 

Thirty patients were randomised between the two study groups from an initial 
assessment group of 39. (Figure 1). 

Excluded (n=?) 
o Not meeting inclusion 

criteria (n=? 
o Refused to participate (n=? 
o Other reasons (n=? 

Allocated to control (n=15) 
o Received Atopiclair (n=15) o Received control (n=15) 
o Did not receive Atopiclair (n=O) o Did not receive control (n=O) 

Analysed (n=15) 
o Excluded from analysis (n=O) 

Figure 1 Flow of participants through each stage of the study 

Recruitment 
The enrolment period was from November 1 1-1 8,2002. The last patient completed 
the study on February 2 1 ", 2003. 

Baseline data 
16 men and 14 women were recruited into the study (Table I), and all patients 
completed the study. Overall median age was 24 and mean age was 27. Patients had 
experienced atopic dermatitis for mean 13 years (median 8 years) and their current 
episode had lasted between 3 and 6 months in all patients. The two groups were 
comparable in terms of age, sex, duration of condition, duration of current episode 
and initial severity. 
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TABLE 1 Baseline data: Patient Characteristics on Entry to the Study 

Number of patients 
Gender 
F 

Skin colour 
Caucasian 
Rajka & Langeland criteria 
Score 3 
Score 4 
Score 5 
Score 6 
Score 7 
Location patch 
Not recorded 
Face 
Face, hands 
Hands 
Lower limbs 

Range 
How many years has patient had AD Median 

Ranee 

Duration of current episode (days) Median 
Ranee 

Grouv 

Control 
% 

100%) 
~ 

(33%) 
(67%) 

~ 

100%) 
~ 

(67%) 
(13%) 
(7%) 
(7%) 
(7%) 

~ 

(67%) 
(7%) 

(7%) 
(20%) 

~ 

24 
18-83 

8 
2-35 
120 

90-180 

'iclair 
% 

100%) 
~ 

__ 

(60%) 
(40%) 

~ 

100%) 

(53%) 

(7%) 
(7%) 
(7%) 

~ 

(27%) 

~ 

(67%) 
(13%) 
(7%) 
(7%) 
(7%) 

~ 

21 
13-43 

11 
3-38 
150 

90-180 

Numbers analysed 

The clinical outcomes of both patient groups (Atopiclair n=15, control n-=lS) were 
analysed on an intention-to-treat basis. Further ancillary analysis was not performed. 
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Outcomes 

A general trend of improvement in all clinical outcomes, except for sleep, was noted 
from baseline through visits 2, 3 and 4. The results in terms of improvement between 
visits 1 and 4 are shown in Table 2. Statistically significant differences were 
observed from visit 3 (affected area, patient’s view of itch) or visit 4 (EASI). The 
improvement in the primary outcome (modified EASI) with Atopicluir was almost 
twice the improvement recorded with the control cream, but the difference was not 
statistically significant. 

Efficacy: patient opinion 
Five of fifteen (33%) patients stated that they would use Atopicluir again, compared 
to 1/15 (7%) patients who were using the vehicle cream. Conversely, 1/15 (7%) 
stated that they would not use Atopicluir again compared to 5/15 (33%) patients using 
the vehicle cream. Nine of  fifteen (60%) patients in each group stated that they ‘may 
use the cream again’. The greater patient acceptability ofAtopiclair was statistically 
significant compared to control (p=0.042 by the Cochran-Armitage test). 

Patients were also asked for their view of how good they thought the cream was at 
relieving the pain and itch of their atopic dermatitis. In the Atopicluir group, 8/15 
(53%) patients stated “quite good”, 6/15 (40%) patients stated “slightly helped” and 
I / I  5 (7%) patients stated “did not help”. The comparative scores for the same 
parameters in the control group were 2/15 (13%), 6/15 (40%) and 7/15 (47%). 
Patients’ preference for the effects ofAtopiclair on pain and itch was statistically 
significant compared to the control group (p=O.OOS by the Cochran-Armitage test). 
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Follow-up visits 
A decline in the improvement of all clinical outcomes (except sleep which did not 
improve) was recorded between visit 4 (end of treatment) and visit 5 (follow-up, two 
weeks later). This effect was greater in the Atopicluir group than in the control group, 
and this difference reached significance in the affected area, EASI and ‘patient’s view 
of Itch’ measurements (Table 3). 

Adverse events 
No observed or reported adverse events were recorded in either patient group 
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Discussion 
Atopiclair demonstrated significant clinical benefits over the control group, in both 
the clinical signs and clinical symptoms. Improvements were recorded in affected 
area, EASI and the patient’s view of itch. The control group itself, as an emollient, 
would normally be expected to show some beneficial effect, and therefore Afopiclair 
demonstrated improvement over a standard treatment. The benefit became apparent 
progressively between 15 and 22 days of using the study substance. This statistical 
difference in the outcome measurements was reflected by the patient’s desire to use 
Afopiclair in the future. 

The greater decline in improvement after treatment in the Afopiclair group reflects the 
fact that improvements between visit 1 and visit 4 had been greater in the Afopiclair 
group. It is worth noting that the deterioration in clinical outcomes did not exceed the 
improvements seen between visits 1 and 4. 

The primary endpoint, the modified EASI score, was improved almost two-fold in the 
Afopiclair group but the difference against the vehicle cream did not reach statistical 
significance. The modified EASI score is the sum of two secondary outcome 
variables, the EASI score and the Itch score, both of which were improved by a 
statistically significant degree. The objective of the study was to determine if there 
was any symptom relief provided by Afopiclair, and in this regard the study was a 
success. 

It is hypothesised that Afopiclair forms a protective layer over the lining of  the skin. 
The lack of observed or reported adverse events in either group indicates that 
Afopiclair and the emollient alone are well-tolerated. Protection of the skin from 
additional irritation helps to relieve symptoms, and maintains a moist wound and skin 
environment which has been shown by previous researchers to be beneficial to the 
healing process. 

Patients’ actual use of the study creams may be a source of imprecision in the study. 
The quantity and frequency of application of emollients required to achieve maximal 
effect is often underestimated (BJD). The BHD guidelines recommend that 
emollients be applied every 4 hours or at least 3-4 times per day (BJD). The 
recommended prescription for use in generalised eczema in an adult is 600g per week. 
Furthermore, emollients are ideally applied when the skin is moist and therefore 
hydrated. One standard regime comprises bathing the skin in lukewarm water for at 
least 20 minutes to hydrate the skin, followed by application of  the emollient within 3 
minutes of ceasing bathing to maintain hydration. (Wellington Jarvis). 

In this preliminary study, patients were only instructed to apply the study creams as 
often as possible. Their views of the study substance were recorded, but their 
compliance with the use of  the creams, and how and when the creams were applied, 
were not. 

There are many corticosteroid creams on the market available to sooth the itch and 
reduce the inflammation associated with atopic dermatitis. Indeed, effective care of 
the skin can control the disease in many patients (Wellington Jarvis). Based on the 
results of this study, Afopiclair can provide an effective option to the conventional 
therapy for managing the clinical signs and symptoms of  mild to moderate atopic 
dermatitis. 
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I I N S T I T U T  D ' E X P E R T I S E  C L I N I Q U E  I 
Hrrd office : route de Bibost, 69690 Barauy - France 
phone : (33) 4.74.70.93.39 - FU : (33) 4.74.70.94.98 

SPONSOR - IlsumaE: 

TOLERANCE STUDY 

CLINICAL STUDY FOR THE APPRECIATION OF THE CUTANEOUS 
LOCAL TOLERANCE, WITH EVALUATION OF COMEDOGENICITY OF A 
TEST ARTICLE, APPLJED UNDER NORMAL CONDITIONS OF USE, 

TWICE A DAY FOR 4 WEEKS, IN 21 F E W  VOLUNTEERS, 
HEALTHY ADULTS, HAVING AN OILY OR A MIXED WITH AN OILY 

TENDENCY SKIN FACE, WITH AN ACNEIC TENDENCY : 
"IN-USE TEST" 

VOLUNTEERS 

29 fanale v o l ~  wrre lccNitcd and selected a&r a gamal medical CWminatioLI taking into 
account the inclusion and non-inclusion dah, as well as the prohibition and restriction collcepts 
dcfinedmthestudyprotocol: 22cametoLE.C.mthcdayof~tartofmatment. 

All the padkts  then fiaally iaduded by the Invatigator on the basis of a clinical MBminMion 
@ to the study, perfnmed just before its start, after signature more particularly of the 
cQnpmsstionmOdescormdoftheiafnmedconrent~. oneofmanhaveslba&mdduring 
thc study (mt Wtotheteat  artick applications). 

Analysis ofthe rauhswaathus madefranasekction of21 f r m a l e v o l ~ ,  healthyadults. from 20 
to 44 yean old. 

Among these 21 pandkta, all had an d c  tadmcy skin face, 9 an oily skin and 12 a mixed with an 
oily tendency skin. 8 ofthun (38%) had a "sensitive" Jidn face. 
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PROTOCO L 
The test article was applied daily, twice a day (in the morning and in the evening) for 4 consecutive 
weeks, to the skin ofthe face and ofthe neck, in 21 female volunteers, healthy adults, haw an oily or 
amixed withan oilytesdeacy skin face, withan acneic tmdmcy. These applicatfoos were p*baned by 
the voluntecrhimself, at home and under the n o d  conditions ofusc ofa skin face care e. 

The local tolemace was appndsted, after the 4 wedc applicaticns period. &om cutanam clinical 
examinatONallowingObsmgtlon ' ofthe functiormal and physical signs LinLedto use oftbe test article. 

Comcdo@city was evaluated by a statkkl  comparison (non parametrical W- test with two 
ofthe numba of retentid and inflammato ry 

Thevalurr obtakd auowedintrrpntationofthc results Bcc(lfding tothe type of the test article and to 
the scamhcd by& Study Monitor. 

N I N  
Analysis ofthe results ObtaLWd revcakd on the whole : 

-As regards irritation or discomfort, a very good tolerance ofthe test article in 19 out of ?he 
21 pandistswhopartiCipatedinthewholestudy. 
The 2 other volunteers, with a ((sensitive )) skin he, showed discomfort naaioos, nveakd by 
a sensation ofcutaneous dryness, of weak tomoderate intensity, on the chaks, for about 5 to 
15 minutes a h  each application, as well as modcrate tugghg, for one ofthan having 
Bntacedents ofnadioos linkedto aconaic.  
'Ihese l i  and isolated pheoomcnon are without any particular significance. 

-kc regarda comedogmicity, the significant absence of comadogcnicity. No significant 
statistically inn*lse of the number of rctdonal and inflarmnato ry elements evaluated to the 
face skin, was noted bmvcen the beginning and the end of the study. 

As a conclusion, the applications of the test article  formulated at 
(ref,  performed twice a day for 4 CONCCU~~VC we&, under the normal conditions 
of w to the skin of the face and of the neck, in 21 female volunteers, hellthy adultr, having an oily 
or a mixed with an oily tendency skip face, with M acncic tendency, proved, on the rvhde, to be 
WELL TOLERATED and NON COMEDOGEMC. 

The J~c~z#~oN of type u tolerance tested under dermatologierrl control n and u non comedogenic n 
CM thus be justitid. -=&+e?-& 4f 

LYnZ J.P. GUILLOT Dr. G. RIGOT-MULLER, M.D. 
25 Nwanber 1997 Senior Pharmacologist - Toxicologist Post graduate in Dcnnato1ogy 

Study Director 
I.E.C. Manager Investigator 
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This study was conducted m wnfonnitywithtbe strmdard Operating procedures of the Clinical Research 
Center, the general procedurcr of I.E.C., the signed proteal and the general principles of the Gaod 
Clinical Practices published by I.C.H. (ouidelim of 1st March 1996). 

The control ofthe clinicel studics which an aot included in the application 6eld oftbe Law HuriU is 
carried out periodically. It is d e s i  to msure that all critical phases (test article applications and 
~ 0 u s ~ ~ ) o f  apartidustudytypearccontroled, at leartoncepermonth, forthe 
studies performed during this time period. Dates of these controls and study type collccmed are given 
below. 

The results ofthese controls wen reportedtothe Investigator and tothe General Managenrent. 

Typu of study Dates of controls Dates of reports to the Dates of reports to the 
Investigator General Management 

. Identical study : 30 September 1997 2nd October 1997 10 October 1997 

. Miscellaneous : TUOR : 
23 September 1997 24 September 1997 3rd October 1997 

PEU : 
7 October 1997 10 October 1997 17 October 1997 

EPS : 
8 October 1997 9 October 1997 16 October 1997 

28 October 1997 29 0ctobe.r 1997 7 November 1997 
ARPC : 

This report has been mtrolal by I.E.C. Quality Control Unit and is an accurate account of the 
procedures followed. and accurately records the original raw laboratory data gemrated in this study. 

Dates of control Dater of reports to the Date of reports to the 
Investigator General Management 

Report (vs. raw data) : 25 November 1997 25 November 1997 25 November 1997 

Signature : 

Date. : 25 November 1997 

. Nicole GUILLOT 
Head of Quality Control Unit 
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1 I N S T I T U T  D ' E X P E R T I S E  C L I N I Q U E  I 
S i  social : route de Bibost, 69690 Beucluy - TCI. : (33) 04.74.70.93.39 

TCIHu : (33) 04.74.7094.98 

PROMOTEUR - -: 

ETUDE DE TOLERANCE 

RESUME 

APPRECIATION DE LA TOLERANCE LOCALE CUTANEE, 
A T C  EVALUATION DE LA COMEDOGENESE D"N PRODUIT, 

APPLIQUE DANS DES CONDITIONS NORMALES D'UTILISATION, 
2 FOIS PAR JOUR PENDANT 4 SEUAINES, 

CHEZ 21 VOLONTAlRES DE S E E  FEMl", 
ADULTES SAINS, A LA PEAU DU VISAGE GRASSE OU MIXTE A 

T E " C E  GRASSE, ET A TENDANCE ACNEIQUE : 
"TEST D'USAGE 

VOLONTAIRES 

29 volontaim. de sexe fhinin, ontctc remtis et stlectiormts aprk un examen mtdical &&d tenant 
annpte des crittres d'imlusim et de 1l0n inclusion, aiasi que des concepts d'interdictim et de restriction 
dcfinis dam le protocde de I'itudc : 22 se sont prQentts A I'1.E.C. le jour du &but de I'essai. 

Tow les padlistes ont ensuite M dkhitivement admis par le mcdccin Investigateur sur la base d'un - ciinique sptdfique A Etude, f i s t  juste avant le &ut de I'essai, ap& avoir s& notammcnt 
la fiche de modalit& d ' i i  et le fomwlrure ' de corueatesnmt libre, blain5 et exprk. L'un d'entre 
eux a abgndormc au tours de I'essai (abandon non lib A I'application du produit). 

L'anaiysedes r6sultatsadoncporttsurunpane~de 21 volontaireshc sexefhninin, adultcs sains, &s 
de 20 A 4 4  ans. 

Parmi ces 21 voloatainS, tousavaicnt umpeau du visage Atehdance m u e ,  9 avaient m e  peau de 
nature grasse et 12 une peau mixte & tendana grasse. 8 d'entre eux (38%) prCSentaknt une peau du 
visage "sensible". 
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PROTOCOLE 

Le produit h d i k  a ctc appliqui quotidieananent, deux h i s  par jour (le matin et le soir), pcndant 
4 sanainesconshtives, sur lapeauduvisageetdu cou, par 21 voloatains, de scxe fhinin, adultes 
sains, a La peau du visage de nature grarse ou mixtc h tcndance grasse, et B tendance acncIque. Ces 
applications ont ctc effectutes, par le vobatain lui-mbne, h son domicile et dans les conditions 
normales d'utilisation d'un produit cwm~%quc pour le soin du visage. 

La toltrance locale a ctc a p p k i k ,  ap& les 4 semaines d'applications, a partir d'eKamens cliniques 
cutancs pmnatant d'observer les signa fonctiormels et physques lib h IWisation du produit. 

LacomCdogtdse a ctc tvaluCe par cornparaisan statistique (test non param&rique de Wilcoxon h deux 
cchantilloas lics - " ' " signi6cativit6 : p < 0.05 -) du nombrc des tlCments rCtentionneb et 
in0ammatoires obM=k et h la tin de Ittude. 

LeJ valeun obteaues oat permis d'interprtta les rtsultats cn fondion du type de produit ttudic et des 
e&ts recherchk par le Moniteur de 1'Etude. 

RESULTATS ET CONCLUSION 

L'analysc des rcSultats obtenus a ffidle dam I'aurmble : 

- Sur le plan de I'irritation ou de Finconfort, une tr& bonne t o l h c e  du produit ttudie chez 
19 des 2 I padlistes qui ont participC h la totalitt de I'hde. 
Les 2 autres volontaires, A la peau du visage "sensible", ont prbcnt6 des r6actions d'inwnfort, 
se traduisant par une sensation de s6&ensse cutan&, d'intcnsit6 faible h m&&, sur les joues, 
pendant environ 5 a I5 minutes apr& chaque application, a h i  que, pour I'un d'cntrc cux ayant 
eu des ant&dcnts de r6actions l ib a I'utilisation d'un produit wsmttique, par des tiraillements 
de la peau dintensit6 mod&&. 
Ccs phcnomkncs, isolts et liminaux, rcstcnt sans signification particuli&n. 

-Sur le plan de la combdogtdse, I'abscnce significative de wmkdoglnicitC. Aucune 
augmentation statistiquemcnt significative du nombre des 6lCmentS &entionneb et 
mflammatoires,kvalue sur la peau du visage, n'a &tc constat& entre le debut et la tin de l'ktude. 

En conclusion, les applications du produit
effectuks deux fois par jour pendant 4 semaines conshtives, dans les conditions normales 
d'utilisation sur la peau du visage et du cou, par 21 volontains de s u e  fCminin, adultes sains, B la 
peau du Visage grasse et ou mkte I I  tendance erruse, et B tendance acdique, se sont avCrks, dans 
I'ensemble, BIEN TOLEREES et NON COMEDOGENES. 

Les all&ations de type "tolCrance test& sous contrale Dermatologique" et "non comCdoghe" . .  - 
peuventdonc are juStitiaS. 

: 
u 

Fait A Lyon, J.P. GUILLOT Dr. G. RIGOT-MULLER 
le 25 novembre 1997 Expert Pharmrcologue - Toxicologue Dermatolope 

Directeur de 1'I.E.C. Investigateur 

4 4  
Directeur de I'Etude 
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Types d ' h d e  Dates des eoabdles Dates des compte Dates des compte- 
rendus I 

i'lnvcstigateur 
rendus I la Direction 

. Essa identique : 30 septcmbn 1997 2 octobre 1997 10 octobre 1997 

23 septnnbn 1997 24 scptcrnbn 1997 3 Oaobn 1997 

7oaobn1997 10 octobn 1997 17 octobre 1997 

8 octobn 1997 9 octobn 1997 16 octobn 1997 

28 octobre 1997 29 octobre 1997 7 novembre 1997 

Divers : TUOR : 

PEU : 

EPS : 

ARPC : 

Ce rapport a ctc cmtr6lC par le Service du C d l e  Qualit6 de I'1.E.C. et est un comptarendu fid&le 
des proddures suivies, ainsi qu'un enngiStnment exact des donnk  originales g6n&&s dans cette 
etude. 

Date du contrdle Date des compte- Date d u  compte- 
rendus h 

I' Inveatigateur 
rendus I la Direction 

Rapport (vs. donnk 
brutes) : 

Signature : 

25 novmbre 1997 25 novcmbre 1997 25 novembn 1997 

Nicole CUILLOT 
Responrable du ContrBle Qualit6 

Date : 25 nombre.1997 
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l E c  INSTITUT D'EXPERTISE CLINIQUE 
CONFIDENTIAL 

I R E P O R T  : T O L E R A N C E  STUDY 1 

EVALUATION OF THE IRRITATING AND SENSIl"G 
POTENTIALS OF AN INGREDIENT USED IN COSMEIICS, 
BY REPEATED mcmmus 48 HOURS APPLICATIONS 

UNDER OCCLUSIVE PATCH, 
IN SO (OR 49, OR 48) HEALTHY ADULT VOLUNTEERS 

~ a n d M r l i W ' S ' a )  

:

REPORT : N -  of 16 July 1997 

R e s p o a s i b l e f o r ~ c  salior- ' -TO&&@ Dr.P:JAY,M.D. 
Applioation I.E.C. POStgraduauilli)ermatdogy 

AvenUedCWbaWC 69006 LYON -FRANCE 88, boulsvard des Beiges 
SEPPIC 88, boulevard &a Be@ I.E.C. 

81100 CASTRES -FRANCE 69006 LYON - FRANCE 

SIEGE SOCIAL : Route de Bibost - F 69690 BESSENAY - T6I. (33) 04 74 70 93 39 - Fax : (33) 04 74 70 94 98 
S O O ~ A N O N Y M E A U C A P ~ A L D E 3 M ~ P I R C S L Y O N B 3 8 0 3 M 5 9 7 / S U ( E T 3 8 0 3 ~ 5 9 7 m 0 1 0 l N A F 7 3 1  Z 

ETUDES IN VITRO - ANALYSE SENSORIELLE -TESTS CONSOMMATEURS 
87, rue de Sbze - F 69006 LYON - Tel. (33) 04 72 75 89 70 - Fax : (33) 04 78 65 00 04 

CENTRE DE RECHERCHES CLDNIQUES : Etablissement class6 "HBpital de jour" (Qpe U. Categorie 5) 
88, bd d Belges - F 6% LYON - T61. (33) 04 72 69 89 60 -Fax : (33) 04 72 69 89 67 9 
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I I N S T I T U T  D ' E X P E R T I S E  C L I N I Q U E  I 
I R E P O R T  I 

CLINICAL STUDY FOR THE EVALUATION OF THE IRRITATING 
AND SENSITIZING POTENTIALS OF AN INGREDIENT USED IN 

COSMETICS, BY REPEATED EPICUTANEOUS 48 HOURS 
APPLICATIONS UNDER OCCLUSIVE PATCH, 

IN 50 (OR 49, OR 48) HEALTHY ADULT VOLUNTEERS 
(MarzuUi and Maibach's method) 

SDonsor: 
-Name: 

- Study Monitor : MIS. C. AMALRIC 

Clinical Research Facility : 

- Name 1.E.C. 
88. boulevard des &Illcs 
69006 LYON - FRANCE 

- Clinical Investigator 
Coordinator: Dr. P. JAY, M.D. 
(Study Director) Postgrad!Jatc in Dermatology 

- Clinical Investigator : 

- A s s i i  Study Director : 

Test articIe : 

Studv reauest : protocol no  of 21 March 1997 

RWort : no 70168RD3, of 16 July 1997 

Dr. L. COLIN, M.D., post gmdmte in Dennatology - Venenology 
and in Applied ~ A l I e r g o I o g y  

M. WRITER, D.ERBH., gduatcdeesciar*s - Senior 
w b & t  - Trndcologirt 

Studv timetable : 

- start of tha study : April 1997 
-J?dlcIofobservatioas : Juac 1997 
-End ofthe study 

ofthc final repoat bytha hedgator)  : 16 July 1997 

This document hac to no contractual value : any cow, even incomplete, must be submitted to a 
written authoriwnonfrom I. E. C. 
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AurwENncAnON 

PERSONNEL INVOLVED IN THE REAtIsAnON 

SUMMARY 

QUALITY CONTROL 

1 . STUDY 0 B J E m  

2 . PRINCIPLE 
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13 

14 

14 

3 . TEST ARTICLE 16 

3.1. 
3.2. 
3.3. 
3.4. 
3.5. 
3.6. 
3.7. 
3.8. 
3.9. 
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Idcnrififation code number for the study ......................................................... 16 

Analytical controls ......................................................................................... 16 
FOmIUhth and colarr .................................................................................. 16 
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Q d t y  supplied and date ofreceipt .............................................................. 16 
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hepanrtiolu applied ...................................................................................... 16 

4 . VOLUNTEERS 17 

4.1. PlhC$le o f m N w  Sd& and iUdUSi opl .............................................. 17 
4.2. inclusion Criteria ............................................................................................ 17 
4.3. Ncm-~~~sioncritsria ..................................................................................... 18 
4.4. prdribition.ndmtrictim .............................................................................. 19 
4.5. ~ o f v d u n t e s n  ..................................................................................... 19 
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5 . CLINICAL STUDY (EXPERIMENTAL DESIGN) 20 
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5 . 1 . 1 . A p p ~ ~  ........................................................................................... 20 
5.1.2. heparaton ofthe appl idon amas ................................................................ 20 
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5.1.4.Dosclevelsd~m~mUW~ '418 ....................................................................... 20 
5.1.5. Routeof- .................................................................................. 21 
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5.1.6.1.prelinrinaryshdy ........................................................................................ 21 

. .  

.I 
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Dr. Pierre JAY, M.D. 
Investigator 

and 
Study Director 

I read this report and I agree with its content. 

Jun-pierre GUILLOT 
I.E.C. Manager 
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[ I N S T I T U T  D ' E X P E R T I S E  C L I N I Q U E  I 

Head oftice : route de Bibost, 69690 Barenay - France 
Ph~lre  : (33) 4.74.70.9339 - FU : (33) 4.74.70.9498 

SPONSOR

TOLERANCE STUDY 

CLINICAL STUDY FOR THE EVALUATION OF THE IRlUTA'ITNG AND 
SENSITIZING POTENTIALS, BY EPICUTANEOUS REPEATED 48 HOURS 

APPLICATIONS UNDER OCCLUSIVE PATCH, 
IN 50 (OR 49, OR 48) HEALTHY ADULT VOLUNTEERS 

(Marzulli and Maibach's method) 

'Iheprelimiaary study was perfond in a pauel of 10 healthy adult voIuuteus. mdes and females, 
compcwed of 9 wanenand 1 man fnnn 21 to 63 yeare old. 

li,uwnw 
67 volunteers, males and finnslee. wen recdcd and aelaScd after a general medical exmhat~ 'on 
taking into Bccount the inclusion and non-inclusion critnia, as wcll as the prohibition and d c t i o n  
CQIccPts dsfiaed mthe study proroc01 : 52 came to I.E.C. anthe day of start oftreatmad. 

50 panelists wactben finally inciuded by the Iw&&tor an the bass ofa cliical CxBmiPation spcciiic 
to the study, perfomrsd just before its stars afta sipatwemore particularly ofthe 'OD modes 
f b r m e n d o f m t i n t o r r n c d ~  statancat : a n e o f t b a ~ d u r i n g t h e  inductioaperiodand 
another one duringthe rest pericd (not linkedtothetest article applications). 
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ofthe mdts was thus madeken a selecth of: - 50vohmtcen frrrthed~&O~~ofRimarycutru#urhIhth, - 49 panelists forthe evaluation ofcumulative irrimtioq - 48 whmt&n forthe evahcatiaa ofcutaauw w o n ,  
compoaedof 45 (or44, or 43) women and 5 mm, fmm 19to 59 years old. 

MAIN STUDY (irritating and slsitizing potcmials) 

This study was performed in 50 other voluntens, males and females, healthy adults, with the test article 
studied at a SUI& conantration, determined accd iq  to the rwults obfa id  during the Preliminary 
Study (highest cmxntmtion not provoking any primary and cumulative imtation reactions and 
clinically significant). 

The protocol ofthis study was allocated into 3 distinctpcricds : 

- : during which the "preparing" or "sensitizing" umtacts between epldmnis and test 
article may occur, which may possibly induce the allergid process without showiag evidence of any 
clinical lnm&mtion ofllyprmsitivity : 

dilutcd at 5.Ooh (WMr) in distilled water just before administratl 'on, by the occlusive epicutaneous route 
( F i  Chambas on Scanpor) tor about48 or 24 (4th application) hours, or 72 hours for the first 2 
wdc-cnds, to the akin oftbe arm of50 (or 49) voluatccrs, malcs a d  iknales, hcaIthy adults. This 
p n p m t h ,  being & a  liquid form, was put anto adisc offtlterpapcr (7 mmindhmctcr) just before 
application and kept in oontact with the skin under Occlusive patch ( F h  Chambers on Scanpor). 

- 
modification of reaaivity : 

.9cuSmm 've a p p l i h .  to the same ana, of about 0.02 ml, per wllmtL?er, ofthe tan article 

: or incubation period during which tbc cells transfomretions pcasiblygo on, leading tothc 

. 15  days witbout any application. 
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ON OF 

Th cuheous 4 0 %  colltrol oftheprimvy d - irritdons,waseduaadbytbe 
maCIOSCOPiC- ' 'onofthedcmspoasiblyobsemdaftermndofeschpatehcomspooding 
totbepreliminarystudyendtotbeindudioopericdofthehcsstudy. 

The cutaneous reaction, control of tbe rearitiution. was evaluated by the macroscopic 
of~nactionspcauiblynotedabout~aad48hounaftermrovalofthe~ w m q m d m g  . tothe 
''challenge" applicarion (Main Study). 

w m  paformed, forthe 1st (helimimuy Study and induction), 4th (pleiimiaary Tbcseararmnatlau 
study). 8th ( i i o n )  and 1wI (-) applicatioas. by compukm to the reactions possibly 
obtaimed with a patch cdahiog oaly the vehicle (distilled water), applied in parallel under the same 
d o n s ,  as "negative" conhol. 

Analysis ami intapretattoa . ofthe~werecaniedoutas admctionoftbedataobtainedundertbc 
-cmditioasUsed. 

. 'on 

. .  

- Aa regards cutaneous tolerance (Prclimi~ry and Main Studies), this analysis was completed by a 
calculatian oftbe Mean hitation Index (M.1.L) equal tothe total oftbequotations oftbemdinga (4 for 

volrmtctrs included into this study and the munber ofread& pcrfonned (maximum M.I.I. = 4). 

- As rqprds mluation of the sensitizing potentid (Main Study), a d o n  which inteasity is qual 
to 3 (eryhma with infiltration, papulae, vesiclu) was considered as positive. Ifa miction of individual 
mmcnwas wted during the 1st applicatias or after- comrgondmg . tohdudiO0,orifan 
tryulcma was obssrved totbecontrol arca (right side), the test article was lxmsikd as "positive" ifthe 
challenge appli ion had pmvoked a reaction which i n t a i i  was clcartyhigher. and/or if it had a 
m d e n o y t o ~ f t s n e d i n g s ~ .  

the Pfc- study and 8 comspondingto induction ofthe Main Study), divided by the rmmberof 

. .  . 
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RESULTS AND CO NCLUSDN - 
.Tatarti~l~at1.O%inliCti~eiqgedisnt.: hk&IfiitatiOlrIndex zs 0 
. Test article at 2.5% in active hgrdiat ~ J l m t i a l i a d e x =  0. 
.TestarticleatS.O%inacti~&rtdkat : I U f c & m f n d e x  - 0. 

I '  

As this test article should be used betwear about 1.0% md J.Wh in the com&c formulaticas, and 
~ t h e i n d i c e s o b t e i a e d i a t o a c c o u n f t h c ~  . af5.0% (mwinaun Iml-* m d o n  
under the nrpemnental coaditions Usad) was cfiomi Wthb Main study. 

I%5wn!m 
- Pnrnaage of panelists having pnsemed with a hardly visibk 
irritation reaction (rrcon = l), during induction : Z ofthe scores = 1 

hardly visible irritation d o n s  (mm = 1) , but no well visible 
to scvc~c irritation reaction (score 2 2), during induction : Z of the. scores > 1 = 

P 29% 

-Percentagcofpanelihavingprescatedwithseveral 

8% 

- Pcrcnaage of panelists having prermted with one or scvMal 
well visible to severe. M o n  reactions (score 2 2), 
during induction : X of the mm 2 2 

The Mean Irritation Indcx (M.I.I.), obtained during induction, was equal to 0.06, thus allowing 
arbitrary classification of the test article applications as "non-imtant". 

No pathological irritation, nor sensitization reaction significant of a cutaneous intolerance was noted. 

- Percentage. of sensitization d o n s  observed -- 0% 

No reaction of cutsn#xls sensitization was noted. 

As a conelusion and from the results obtained under the apcrirnental conditions uaed, the single 
then repeated cutaneous rpplicrtiOnr of this teat article, d k t d  at-- under occlusive patch, in 
the healthy adult volunteer, did not provaltc MY primary or cu-------- h irritation reaction, nor 
any cutaneous ranithrtioa rmction. 

LYnt, 
16 July 1997 

J.P. CUILLOT 

I.E.C. Manager Investigator 

Dr. P. JAY, M.D. 
M o r  Pharmacologist - Toricologirt Jkrrmtologist 

Studv Director 
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This study was cwductediu confamritywiththe rtate ofmind as regards drug8 testing ofthe Good 
Clinical Practices p u b l i  by the F.D.A. (Fedsnl Rcgktm, dated 8 Augurt 1978 - Part V - Docket no 

as tothe standardoperating proceduns oftheteaiag hili@, thegcnaal procedures of1.E.C. and to the 
77 N - 0278), the E.E.C. @irect;ve 91/507) and tbe "Ministtn & la S d  F e  (1987), WCU 

signed protocol. 

The control of the clinical studies which an not includtd in the application tlcld of the Law Hurict IS 
carried out as a continuous process desii5 onus tbat where possible nll critical phases of a 
parclnJarstudytypean~atleastoncepermanh.Datesofinspectionandstudytypeangivcn 
below : 

The results of these controls wm nportedtothe lnwstigaor and tothe General M a a g m m t .  

Controls 

Technical phase(s) : 

Report (vs. raw data) : 

Data of controls Datea of reporb to the Datu of reporb to the 
Investigator General Management 

Rdhrmnay: 21Apll1997 22 April 1997 28 April 1997 
12May 1997 13 May 1997 19 May 1997 
19 June 1997 24 June 1997 26 June 1997 

15 July 1997 15 July 1997 15 July 1997 

Signature : 

Nicole CUILLOT 
Head of Quality Control Department 

Date : 16 July 1997 
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verificationoftheabceslcsof~logical ifrimti- Iu rcgalda p!imlyilDd C u K l u h  initations of 
the test article (3 - . e 4  mveappl icat iops ,  - i f o r 4 4 8  oc n houm, 
during the melr-old. lbew applications 8Ie performed to tbe 8amc area, at the doac lovd of0.02 ml, 

skin ofthe ann of 10 panelists. d e s  and fanal-, healtllyaduks. 
per volunteer, ofthe test article, by the epimtanums occlusive route (Firm Chambers ion Scaapor) to the 

This study is performed in 50 other panelists, males and females, healthy adults, with the test article, at 
asinglewmmtmkadetennrned ' accordiog to the results obtained during the preliminary Study 
(highest concentration which docs not p m k e  any primary and cumulative imitation reactions clinically 
Sigruficant). 

- : duriagwhichthe "pnparing" or "sensitizing'' cmtacts occur bawanthe epidcnnis 
and the test article, which will possibly induce the allergid p m n  without showing evidence of any 
clinical mfdembo ' ofhypenensitivaY: 

've applications, to the same area, of 0.02 ml, per volunteer, of the tcst article, by 
mutc hr about 48 or forthe 2 w&kcads 72 hours, totbe skia ofthe arm of 

.9ixmwxb 
the occlusive cpiadao#nu, 
50 haalthy adult volunteers, males and females. -- : or iaoubgtionperiodduriagwhichthe cells transformah 'ons possibly p on, leading to a 
modi6cationofrcactivity: 

. IS days without any application. 

" - ' to the contact betwen the epidermis and the test article applied 
d$%Zi2E-=daimisto remi aclinid mmifcsm 'on of induced imrmmological 

. single application of 0.02 ml. par v o l ~ ,  ofthe test article, by the e p i m  occlusive 
rout0 for 48 hours, to the skin ofthe back. 
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3.1. 

3.2. 

3.3. 

3.4. 

Desionati 'on 

Identification codenurnbe r f  o rth estudv 

Formulation and colou r : w h i t e w h .  

AnaMical controls : 
It waa &tho nrpoosibility ofthe Study Monitor to determinothe idudity, the p h y r i c a l  
cbmuc&h and any& Criteriawhichcouldallow kkntiiication oftbeb&choftatarti~le. 
For this type of study, no analytical dosage WBS mado and neitha stability, nor abrorption oftbe test 
amde wen evaluated by I.E.C. 

3.5. Packaaing : PMC contaim. 

3.6. r: 
1 x 150 g, d m d  on 11  April 1997. 

3.7. Storaae : protacted from heat (becwcar + 50 c + 250 c) and l i t .  

A sample oftbe test article will bclrept in our facilities for two months as ofthe date ofdespatch ofthe 
find report. From this date on. and with no contrary advice of the Study Monitor, tbe test article will be 
destroyed. 

3.8. Vehicle : distillad WZW. 

3.9. Preoarations aDDlied : 
- P r r l i m i i  study : 
Tbc test article dedgmkd 811   was diluted at 1.0 - 2.5 and 
5.0% (WW) inthe vehicle an------- ------------ ------------- -- ------------- 

- M a  Study : 
The test article des@ as  WBS diluted at- (WN) in 
thevehicle aad in a d k i e n t  suardity for 3 applications. 
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4.2. Inclusion criteria 

- origin : Caucasian. 
. Justification for origin : the white colour of Caucasian' skin allows easier evaluation of the cutamolls 
react i~ .  

-Age : adults from 18to 70 years old (the year range 65-70 should not represent more than 10% of the 
totalmunberofwhmtccrs). 

-sex : deandfanale. 

- Wd&t : included wahin the E d t ~  ofthe scale p m  by the M & O P O ~  J I U U ~ C C  Campany. 

-Healthconditioa : it comspanded t o e  S&&OII oriteria defintd in the of1.E.C.. in order 
toelkninete, asmuchaspossible, tbevoluatec~ i~~~~riugrislra orpmcnthg withndhibitory aBctions 
for the clinical studies performed by I.E.C. These Criteria were evaluated on the basis of qucstionuaim 
aadclinicalexaminattoos liiintheprotocol. 

- Voluotcen able to justify ofa h d  abodc. 

- camprehension ofthc French langupgc : Fnmcophollewluatecra, ableto readthe dooumeatsthey 
wcrc pnsartcd with and to hold to what they wcrc explained. 

- Socialco~er : t h e v o h t e ~ ~  should bcaf t i l i i to~soc ia l  sac~rity-. 
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4.3. Non-inclusion criteria 

- V O ~ ~  nat pnsensiag with the abovMnamoacd . iaclwim uitcria. 

- Voluntscn not ha- rwpccrcd article L 209-17, law of20 Deccnk 1988 modified, involving : 
, prohibition CQlECmiae the s i m u l w  acosptnnoe of sovcnl biomedical nsearch projeds witbcut 
 tothe he^^ 
.the grace period during whichaprmanmaynotbe involved in any other biomedical ruearch projects 
without direct benefit tothe individual. 

-Vohmteers havhg&Cipated in atest forthcwri&ationofthegaod cutaaecnu or periocular local 
tolerauce duriog the two laat weeks ador to actin Semib th  type studies during the last four 
lnodls. 

’ve decision, seek v o ~  in situation - VO~UIUMS deprived from liberty by a judichy or nmnmwtrstl 
ofugence (article L 209-5). 

-Unbcr age or full age Voturdmrs protected by law, as well BS those admitted in mitary or social 
facilities, ever since the nseaffh can be peiformed in anotbamamaer (article L 2W-a). 

-volunttsrshaving~togivGtheiragnanentby~theinformedumsart~. 

- Volunteers having undergone organ excision (Iridaey, lung, splcca, liver). an organ transplant, a skull 
eoncussionwithnaaded loss ofconsciousness since less than 5 yeatsorwitbpmcnt~-eft&s. 

- Volunteers, either pregnant or bra&edmg mothers, or not using medically amptable contraceptive 
methods. 

-Vduntetishavlng: 
.the following disorders : cardiovascular, pulmollar, digestive, neurologic, psychiatric, genital. 
baematological. endocrine, having a redhibitory aspect for the study collccmcd ; 
. an immunologicul drpcit ; 

body hygienc or danestic products, to clutbes. to products d at work such as colophane, rubber 

. an allergic background : asthma, periodic spasmodic rhinitis ; 

. (I d i n  dlsoae, and m particular : urticaria, oedrmq eczmy rccurreut herpen. hsrpes zoster having 
erupted lcsr than tbnc months before, payriaris versicolor, cmmm BCO. witb a audh rise of 

cheloid scars. (ICVCTC pigmentary dkders  (w, chloasma, multiple htiginm, rmmrrou~~ or 
CmgenMnni espdauy ifthey are oflarge size), l l p h d m 3  ‘ ‘,Qnelhyperpilc&ty,vcryimportant 

. uj2brile illness : mocc than 24 hours of h e r  within the 8 days prior to the first application of the test 
article. 

- Volunteem having had or being mthe course ofa loag-termtreatman, in particular with an&hamk, 
steroids, Beta bloclusn (including collyrium) and of kensitization. 

. .  

. u buc&round of dnrg intolerance (ld or gcacral anaestb*ics), and ia&amcc to cwrmdiw. to 

(glovts, glues, adkivc tapes). nickel, alwdnium .., ; 

mflammation or Mdular or kyEtic acne, psoriasis, icbtysk, lichen plarmp, chronic lupus erythaatopis, 

perspirarion ; 

-VolunteaS who recently su&r#l from insdaticrq orhaviqgfo l lowedhet i~duringthe  month 
pncecding the study. 

-Volunteem smokiug more than 10 c@cttes a day and not acocpting rcseiction oftheir tobacco 
mmmpth during the two days prior to the start ofthe study and throughout the whole study. 
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. .  4.4. Prohibition and Restr~ctroq 

For all thetime ofthoapplidms (thus cxcsptsd duMgthe nst period)), the whmtccrs sbould not wet 
thetreated area or apply adhesiw. “hey rhauld notwoabaproduds on tbe body (nrcept water and 
soap or the usual clcming product) during the study. In caw of we of drugs. tbey should inform the 
IuvdgaW, who remaiaednspoanbleforkcepipg ornatmcvoluntar inthe study. 

4.5. Number of volunteers 

4.6. Recording 

The voluatecrs wm qktered and allocated in the order of their sclcction, this being made 
progressively as they arrived. 
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5.1. ADDlication 

5.1.1. ADDlication areas 

Applications oftbe~art ic la  werepersDrmedara surface ofabout 50 nun2 pertest article (8 mm in 

(bendiag aide) and onthe other haad, far the chalhgcphare (Main Study) on the back tothe I& ofthe 
spine, b c t w ~ ~ ~ t h e  hips aad &cddem. lhgemas hsd pwicwly bccn submitted to a specific 
OLBmiDBtiOps attheoccasioaoftbehaI i n c h u i o D b y t h c ~ ,  i.o.justbefomthe start ofthe 
mdy,inorderto~onlyMfaoesfnefranmy~ictraceofinitldkmorofanyabnormelity 
which could hderfacwithinterpntatiOn ofthensults. 

diameter) on aae lu& far the P r e m  study and inductioa ofthe Main study to the I& ann 

5.1.2. PreDaration of the aDDliition areas 

The surfaces d&ed abovtcluriagtbe Prclimiorvy and the Main Studies were previously clcancd with 
distilled water, then dricd with paper in caton-wool cellulose. 

5.1.3. Patch tes ts 
ApplicatiaaS ofthe M article, during the Preliminary and the Main Studies, were performed under 
occlusive patches (6pitest : Finn Chambers on Sanpor, delivered by Promwica). 

The "Pi Chamber" makes an isolation chamber which ensures a good occlusion limited to the 
application area of the test article : it is composed of an aluminium cupule 8 mm in diameter covering a 
contact surface of 50 d. 

Each cupule is individually mounted onto an adhesive tape (Scanpor : Norgesplastci A/S Norway) 
applied in such a manner as to exert qual pressure on a11 cupules. 

During the P r e l i  Study, the test article in a 1 .O% (WW) dilution in distilled water, being under a 
liquid form, was puf just e r e  application, onto a disc of filter paper (7 mm in diemerer) p r e v i ~ l y  
inmted into the cupule. 

The other pnparatons ofthe test article ( P r e l u n i ~ ~ ~  and Main Studies), were directly put into the 
cupule which WBS filled at 2/3 of its volume. 

5.1.4. Dose levels and concentrations 
P r d i h y  Study : 
-About 0.02 mi, per volunteer, oftheteat article diluted at 1.0 - 2.5 snd 5.0% (W/W) in diailled water, 

' andm*ulundwithalmlTubcrculinc,graduatedm1/100"mlandwithan justbebrc- 
adjusted taper, or with an automdc micropipette (Eppendorf Multipipctte 4780 E : 10 to 50 pl). 

Main Study : 
-About 0.02 ml, per volunteer, ofthe test article diluted at 5.099 (W/W) in distilled water, just befon 
admm&&q andmanned witha 1 ml Tubmuline, grclduated in 111ooO ml and with an adjuated 
taper, or witb an automa!ic micropipette @ppen&nf Multipim 4780 E : 10 to 50 pl). 

-Justification for the dose level : it is the capacityof the cupule i n d i d  by the maaufacavcr ofthe 
"Finn Chambas on Scaapor". 

. .  

. .  
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5.1.5. Route of administrah 'on 

-Justification forthe route : normale route ofuse aadprupitioustothe inductionofa Mnsitization 

5.1.6. 

5.1.6.1. PRELIMINARY STUDY 

5.1.6.2. - MAIN STUDY 

5.1 B.2.1. Induction period 
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- Duration of exposure : abcut 24 hours (4th ppplicetioll), 48 hours (1% Znd, 5th. 7th and 8th 
applications) OT 72 havr (3rd aod 6th applications). For the 1st and the 3rd weckzsds. the w l m  
w ~ d  d t o  ~cmovt himrclfthe patch at home, i.e. on Day 8 and Day 21, about 72 and 48 hours after 
the 3rdand 9thapplicatim. 

5.1 3.2.2. Rest wriod 
The volunteers wuu not submitted to any applicution fnnn Day 21 (Sunday) to Day 35 (Sunday) 
inclusive, i.e. for a 15 day period 

5.1 B.2.3. "Challenae" 

- Application a m  : back. 

-Test dele applied : the test article (left sidc ofthe spine), as wU as a patch waabhg only the 
to act as vehicle (distilled water), applied, unda the same conditioas, in parallel to the tat 

"negative" control (right side ofthe spine). 

- Frequency and duration of rdminirtration : single application at Day 36 (Monday). 

- Duration of exporun : abcut 48 hours. 

5.1.7. Sewn& 

in the casc when the adhesive ofthe patch had provoked an intolerance leading to the stop of the 
applications on the concerned ana, the bandage was not applied to the same site than tbat of the 
pnVious application, but to a site locatcd near it. 

Whm, during induction and as oftbe 2nd application, a clau sign of intolerance (well visible crythana 
or oedrma : score 2 2) WBS observed tothe application ana of a test article when ranovingthe patches, 
its application was interrupted until the "challenge" phase. 
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5.2. 5 
5.2.1. Reading interval6 

5.2.2. Evaluation of the cutaneous irritation and of the sensitizing 

ne cutBD#)us readings wen always PerfOrmCd undcr the SBme d o n s ,  in particular as ngards 

potential 

lishting (“day 1ight”Iamp : 6500OK). 

The cutanams reactom possibly observed during induction and thc ”challenge“ phase ware evaluated, 
for each volunteer, acwrdiq to the foUowing numerical d e s  : 

5.2.2.1. - For irritation reactions (induction1 

No reaction ................................................................................................................................. .O 
Hardly vkibls nythana ............................................................................................................... 1 
Well visible uythana ................................................................................................................. .2 
Erythcmawithoedema ................................................................................................................. 3 
Scvercc@cmadoroadana Itmdingtoabullaed&achmt with or withcut aosim ................ 4 

N.B.:anyo&erabzmmality(Qyncss,thickcning,shiningorwomaspect ... )willalsobcnotcd. 
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5.2.2.2. - For sensitization reactions [challenae) 
(scale oftbe Intm&cd ' Contact Dermatitis Research Group : I.C.D.R.G.) 

No visible cutaneous reaction ....................................................................................................... 0 (-) 
very slight and hardly visible etythana ........................................................................................ 1 (+?) 
Eryrhanawithd- . arldsamimes 
papulae (no vesicler, 110 b u k )  ................................................................................................... .2 (+) 
Erythana with idkration, papuhc, v d c h  ................................................................................. 3 (++I 
Sevm nythrma with W o n ,  co&acmt &lea leading to bullae 

d o n  ...) WMe also matioasd. 

waa noadduringtbe l r t a p p l i ~ o r ~ d r o r c a # n x p o l d t n s  t o ~ o r i f c r y t b a n a w a s  
observedtotbe control (right ride) are& thetestartidewaa c4aqidered a9 "positive" ifmc weuge 
application provdred a reaction which iatcIlsity waa dearly higher. 

pcrfiormad at Day 3 (Preliminary or Main Studies). Day 10 (Preliminary Study), Fortheexammatrmr 
Day 19 (induction oftbe Main Study) and Day 39, Day 40 (challenge), the multo, which are listed in 
the report, correspoad to tboseobtaioed by di&rem between the area on which the test article was 
appiiedandthat0fthe"negative"coMol. 

.......................................... 4 

N.B. : any other abnormsJity (cpidonal emSim, subjective d m  : pnr- pnChW, burning 

Areactionwhichhtemitywas equalto3 waa cmsidemiaa positiw. lfan individual i n i t ah  nadion 

. .  

5.3. Data analvsis and internretation of the results 
Analysis and interpretation of the results were performed acmding to the data obtained under the 
~ c o n d i t i o n s u s e d .  

-As regards catmeom toknnec, this analysis was completed by a calculation ofthe Mean Irritation 
Index (M.1.1.). equal to tk total of the quotations of the 4 ( p n l i  Study) or 8 (Main Study) 
rradings comsponding to induction divided by the number of volunteers included into this study and the 
number ofreadingspafonned: 

Forthis index cal- it was dsfimdthat : 
.incaseofabsenceofadunteertoanexamm#~ . ' ~ t h e q u o t a t o n o f t h e d a y o f h c e i s  
identical tothat ofthe pnviws day ; 
.in case of stop ofan application for atoo s c v ~ n  d o n ,  the maximum quotation (4) is 
attributed on the day followiog stop oftbe test article application forthe cansidend armand 
this, lmtilthe dofthetoleIancetest ; 
.in lase of stop oftbe applications for any other rauon, the quem ofthe volunteer are 
excluded ofthe indiws dculation. 

21 
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6.1. Reaulations 

6.2. Confidentiality 

Any idomation resarding thc bealthy CXmdihJ ofthe VOllrnteers d t h e  reauks ofthe clinical 
examhbm,  perhmed befon the atart of- for their rccruhent, their xk%ion and 
inclusion, an submittal to the ~ l c s  of the medical ltrrccy afcording to Article 226-13 and following of 
the French P d  Code and to the code of medical Qeontology (Dscnedated 18 June 1979, articles 11, 

To ensure pnscrvatiOn ofthe volunteers' &ty, those were identifial by a cade number using 
5 letters, c o m q m d q  . to the first 3 letters oftbei surname, then the first 2 learm oftbeir fint 
cbristiaa name, and for the study, by a number cormpodkg to their inclusion order in the test. 

At the end ofthe study. the page called "Volunteer Idaaification Fom", in wiich are d o n n e d  
particularly the name and addresa of the volunteer, was tekm from the laboratory notebook and 

and any person who c~lhbor&dto the studics are beat oaprofessiolmal 
destroyad. 

miwestigatorcl 
Mcrccy especially as regards the mre ofthe test articles, the studies, the personr m teat and the 
mlts obtained" (cxtrac4 h Artjcle R 5120 of Decree no 90-872. dated 27 September 1990, law no 
88-1138. dated 28 December 1988, modified, dealing with the protection of the pasolrs un&rgoing 
biomedical mearch : law Huriet). 

12 and 13) : in M) GWC, this information Wdl be to th8 smwiththc i r  ideatity. 

6.3. Leaal formalities 

6.3.1. SubscriDtion of insurance bv E.C. and the Swnsor 

I.E.C. and the Spansor subscribed eeparately an imuauce to ~uanmry their civil liability vis-a-vis the 
voluntem, : 

.LE.C. :A.G.F..camactn'77.106.407 

. Sponrror : U.A.P., coatrad no 6.759.273. 
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Ejmaa h m  law no 88-1138 modi6ed, dated 20 lkcunbm 1988. q a d n g  protection ' ofpnwms 
uadergoiag biomedical mearch (Article L.209-7) : 

"In case ofbiancdiat IcBcarch with no dind bentM to the individual, the 

ham113 cfktsofthe mcarcb onaprmonundergoing it and that ofhis 
tlaleiiw- ' tho poasiile action ofathirdparty atbe voluntary 

In OBW o f b i d c a l  research with d k c t  ba& to the individual, the aponaor 

a pereon w k g o b ~ ~  it and that of his benoficicuieJ. unless he provts that such 
adverse&& mnotattzibutabletohis or any paticipgtinS party's aCtiaq Mt 
withstandingthepaaible action ofa third-party or the voluntary withdrawal ofthe 

sponsor, even w k m  not at fa& takea rupcmibility for the wmpamt~ 'on of any 

witMrawaloftheprrpanwhoinitiallycxmsartedtouadagotheresearch. 

taka rerpoasibilityforthtcompauation ofanyhamfd d b t s  ofthe d o n  

prmonwhoinitiallycauentedto~othomcarcb. 

Theb~calnssarchncdstb:fonnrrsubscription,byitssponsorofinsurance 
covering his and any other participating &s liability as it results from this 
article, imrpectiveofthemlationnhip betwanthespmsorandthepaticipatbg 
parties. The provisions of this article arc binding on all parties". 

6.3.2. Information sent bv I.E.C. to the National card-index of the 
persons undemoina biomedical research without direct benefit 
to the individual 

I.E.C. took the m c e ~ ~ a r y  steps to provide informed011, -It and this &-index ~p-todat~,  this 
one beiugmanagcd by the revelant Administratrve ' Authoritia (Title VI &Dame no 90-872, dated 27 
September 1990 : Article R.2039 and following). They also i n f o r m e d  the volunteers ofthe existence of 
this card-index and of the data contaid. 

6.3.3. I t  
Protection des Personnes dans la Recherche Biomedicale de 
Lvon A" 

On nceipt ofthe pmtoool duly qual by the Sponsor, ofthe informaaon ' allowing to judgc ofthe 
possibility ofperformingthe study. oftha insurance ettesEation and of his payment discharge to the 
Treanuy (or ofa declaration that he pays the fixed duty of9.500 francs to tbe m k m ~  
C Q U ~  ahhismm 'on), I.E.C. took the nea~ary steps to ask for the advice of the "Canitc 
CumbtifdeProbctioll des P~OJIUCJ daas la Recherche B i d c a l e d e  Lyon A" : tbeyexprearcd a 
favourable advice for the reahation ofthis study (see appudx). 

6.3.4. Swnsor's letter of intent to the relevant Administrative 
Authorities 

On receipt ofthe advice Ofthe"(lXnit4 colldmf . d e R o t e c t i o n d c s P e r s o r m * l d a n s l a ~  
BiOlddId ' e de Lyon A" and bcfopcbaving this mwarch performal, the Spauror had to send to thc 
n l e v r m t m  'w Authoma ' ' a leaer of intad wriaar accord@ Article R2032 and following of 
Decree no 90-872, 27 September 1990 and of the Ani?tt of 14 February 1991 Conaming the iutcnt 
declarationform. 
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6.3.5. Information and informed co nsent 

6.3.6. m g  D 

AIldatawsrCinnnatatd . y t n u u c r i b e d i n l a b o r a t o r y ~ w n s t i b J ~ ~ a a d  fastnred 
beforethe start oftbestudy. 

l k d g i n a l  dmmm& 
I5 years, at the following addmsm : 

the final report and all raw data, arc kept in tbe archives of1.E.C. Eor 

. For the 3 to 6 nmth fallowing despatch ofnport : 

. For the fallowing yavs : 
I.E.C.. 87 Ne de S b ,  69006 Ly~n - F m  

SocW Gcncralc d ' M m  (S.G.A.), 23 Traverse Santi, 13015 Marseille. 
Oncethisperiodiso~,andlmlcssadviscdofthccontrarybytheStudyMollitor,archimwillbc 
destmyad by S.G.A.. 

- Clinicel 

- 48 panelists participated in the whole Main Study, &td ofthe 50 pcmelists specifial in the protocol. 

Dr. P. JAY, &notDr. L. COLDJ, 85 mentioacd hthc-I. 

-During& Main Study, Monday 19 May 1997 (Day 8) being a Banls Holiday (Whit Monday), no 
cutaa#lurrsxamunmon 

Day 9 (Tuesday 20 May) and was fallowed by an application which duration waa of about 24 hours. 

nor any application wcn performed. vollmtem Rmaad their patches 
thanrelves. athQne (Moaday 19 May 1997). the altslmu rtading war made cathe following day on 

-On Day 3 far the Main Study and for padiab no 1 1  and 43, thc artaa#nw exsminations wcrrrealised 

(* 5 minutes) mentiQtedinthsprotoodandtbCproccdures. 

. .  

6 and 1 minutes m advance r e s p d v d y ,  after d ofthe patches, compand to thc 30 minutes 
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Marzulli F.N. and Wbach H.I. 
Contadallaey,prcdicrivsinin. 
ContactDamaws ' ' , 1976,2,1- 17 
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9.1. Volunteers 

The preliminary Study was perfond in apanel of 10 volunteers, healthy adults, mala and females, 
wmposcd of 9 w a m ~ l  and 1 man, from 21 to 63 y e ~  old (table I). 

For the Main Study, 67 panelis&, mala and females. wm IWNW and selected for its disation. 

52 cameto I.E.C. onthe day of- ofeamnrot : 50 were inchrded by the hdgator. One ofthan 
(no 54) aba&med during the induction period and another one (no 35) during the rest period (not 
linked to the test article applications). 

The study was thusmade from a seaionof: 

-49  panehta f i x t h e e v p l u a t i o a o f ~ v e  himbq 
- 50 voluclt&n fix the ofprimary Irritation, 

-48 duntern fixthe evaluation of- 6 e d t k d ~  
composed of45 (or 44, or 43) womenand 5 men, hselthyadults, from 19 to 59 years old (table V). 

9.2. Clinical examinations (tables n to w) 

S*: 
See detailed results listed in tables n to TV. 
Main: 
See detailed results listed in tables VI and W. 

As this test article should be used b*w#n about 1.0?? and 5.0% inthe mawtic. formulatioas, and 
t a k i n g t h e i n d i c e d o b t a i a e d i n t o ~ t h e* of (maxinnrm 2 I o n - m  lmlcc&m 'on 
undatheexpesimmtsl d o n s  used)was chopen fixthe ------- Study. 

STUDY 

Nopathologicd initation, nor sauitizntion reactionsipiiicantofacutarmw intoleranccwaa noted. 

The Mean Irritstton Iudex (M.I.I.), obtained during induction, waa equal to 0.06, thus allowing 
arbitrary classification ofthe test article applications. as "wn-irritant". 

As a conclusion and from the resub obtnined under the a p e r i d  conditiona wd, the single 
then repclltcd cclt.lrcour appkdona of thia tat utide, diluted at under ocdudve patch, in 
the healthy adult volunteer, did not provoke my p r i m  or cu-------- ve irritation reaction, nor 
any eutuwoul lenritiution radon .  
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43 

44 

MEAN VALUES 

36 163 56 

25 172 52 

33.4 163.1 53.9 

VOLUNTEER R AGE HEIGHT 
(ycrrs old) (an) 

42 22 159 

WEIGHT 
0 
50 

FOI - Page 116 of 222

(b)(4)

Records processed under FOIA Request #2015-7714; Released by CDRH on 02-01-2016.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or call 301-796-8118.



Repolt N Page 34/49 

0 - - TOTAL 
M.I.I. = 0 
CWUSJSlON = Nm-Initant 
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IRRITATION REACTIONS 
(0 to 4) 

VOLUNTEERS DAYS 

Page 35/49 

c 
QUOTA- 

0 TOTAL - 
M.I.I. P 0 
CONCL.IBION = Non-Initant 

- 

FOI - Page 118 of 222

(b)(4)

(b)(4) (b)(4)

Records processed under FOIA Request #2015-7714; Released by CDRH on 02-01-2016.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or call 301-796-8118.



N Plge 36/49 

D R I T A T I O Y  

~ : e v a l u a t i o n u f f t h e ~ p o t e n t i a l b y e p i c u t a n e a u s  applications undcroeclusivepatch, in 
t l m a d u l t v d ~ .  

  diluted a! (Ww in distilled water. 

E 0 
0 - TOTAL 

M.I.I. - 
CONCZUSION N~n-Irritant 
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VOLUNTEERS N. 

2a 30 154 44 

30 40 161 64 
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M 

58 

60 
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45 161 56 

54 165 48 

30 159 62 
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HEIGHT 
(an) 

168 

170 

157 

161 

165 

162.0 

WEIGHT 
0 
52 

55 

49 

59 

53 

55.9 

VOLUNTEERS NO 

61 

63 

64 

66 

66 

MEAN VALUES 

AGE 
(ycy, old) 

19 

28 

21 

22 

22 

33.2 

VOLUNTEERS NO AGE HEIGHT 
(yeam old) (an) 

1s 32 170 

22 24 183 

48 23 163 

57 21 182 

67 32 171 

MEAN VALUES 26.4 173.8 

WEIGHT 
0 

55 

76 

75 

85 

63 

70.8 
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I TABLE VI (continuation) I 
Page 43149 

OF / 
J R R l T A T l O Y  

: evaluation of the irritating and mdt i zkg  potesltial( by Ticutansous appticatiolls undrr 
occlusive patch. in the adult volunteer. 

-   diluted a-- (ww in distilled water. 

P 23 
0.06 TOTAL - - M.I.I. 

CONCLUSION = Non-Irritant 
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sa3Ipx : duaticm of the hitathg and seasitiziug patentisls by epicutaamw qpticatiions under 
~ Iu ivcpatds  in the adult voh\ntcsl. 

-    diluted at 0 m didkd water. 

VOLUNTEERS 

FOI - Page 128 of 222

(b)(4)

(b)(4)(b)(4)

Records processed under FOIA Request #2015-7714; Released by CDRH on 02-01-2016.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or call 301-796-8118.



Report N Page 4 / 4 9  

I TABLE W (Continuation) I 

I : abandanmed duriag the study 

+:pnumu 

Val. no 51 : sco~c at 72 h. = 0 (no pruritus). 
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(Study Director) 

NO YES 

U LXJ 
LXJ U 

therawmaterial 
. Engaganent attestaton on innocuity 

. .  - ODV of the insurance attfiltation 
supplied by Sponsor : U LXJ 

- supplied by Sponsor, 
for the fixed duty of 9,500 francs to the CoUeCting 
administration of Lyoa : 1_1 LXJ 

- &J& Motocol: 
Evaluation of the irritating and sensitizing potentials by 
epicueancous applications, under occlusive patch, 
in 50 adult volunteers : U LXJ 

CONSULTATIVE -S AD- : FAVOURABLE LX J NOT FAVOURABLE 1__1 

3 L I N (Study Dimtor) : 

studyaccepted LXJ Study refused IA 

Rauonforrsfiual (ifacqdd, please indicate : 0 : I  

Made in Lyos on : L O L 9  J L O L 5  J 1-917 J -r Coordiuato~-'s 
(Study Dinctor) signature 
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DI;1'AR'1'MF,N'1'()1: III1AI,'I'I I 6: IlIJMAN SEI<VICES I'ublic llcaltl~ Servicb 
. . ' Food and.Drug~Administratio~~ 

. .  

. .  

. .  ' .  . pf .. 7 Id . .  Memorandum 
.. From: Reviewer(s) - Name(s). &c4 w- 

. .. . .  
. .  .. 

. .  . .  

... . 

. .  
Subject: . S'lO(k):Numbet /<02 Y.'G ?' ' . ' . 

'. TO: The Record - lt,is my recommendation that the subject .5 IO(k) Notification: 
. .  

URefused to accept. *Z.&&- , .  
' .  )&&quires additibnal information (other than refuse to accept). 

0 Is substantially equivalent to marketed devices.' 
(7NOT substantially equivalent to marketed devices. ' . 

De Novo Classification Candidate? 0 Y E . s  0 NO 

OOther  (e.g., exempt by regulation, not a device, duplicate, etc.) 
Is this device subject to Postmarket Surveillance? UYES NO 
Is this device subject to the Tracking Ilegulation? 0 YES 0 NO 
Was clinical data neccssary to support the review of this 5 1 O(k)? YES U N O  
Is this a prescription device'? O Y E S  [7 NO 

Was this 5 lO(k) reviewed by a Third Party? DYES 0 NO 
Special 5 1 O(k)? U Y E S  NO 

Abbreviated 510(k)? Please fi l l  out form on 1-1 Drive 5 lOWboilcrs O Y E S  0 NO 

I 

This 5 IO&) contains: 
Truthful and Accurate Statement 0 Ilequested bEnc loscd  
(required Tor originals rcccived 3-14-95 and after) zp S I O ( ~ )  summary OR OA S I O ( ~ )  statement 

, 0 The required certification and summary for class I11 devices 
9 The indication for use form (required for originals received 1-1-96 and after) 
Animal Tissue Source U Y E S  U N O  

The submitter requests under 21 CFR 807.95 (doesn't apply for SEs): 

No Confidcntiality 

Predicate Product Code with class. 

@Confidentiality for 90 days 0 Continued Confidcntiality exceeding 90 days 

Additional Product Codc(s) with panel (optional): 

I-iiial I<cvie\v: 
(Division Dircctor) 
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. .  

. .  
. .  
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. .  

. .  

510(k) "SUBSTANTIAL EQUIVALENCE,". 
. .  DECISION-MAKING rrtocEss - 

Descriptive Information Does New Device Have Same NO Do the Differences Allcr lhe lnlended Not Substantially 
abaul New or Marketed , Indication St;lternent- TherapeutidDiagnastideto. Effect . YES ' Equivalent Detennina!ion. 
Device Requested as Needed (in Deciding, May Consider.Impact o r  

0 
. .  

Safcty and Effeclivcnesr)? 

New Devi& Has Same Intended . .  

Technological Characteristics, NO Could OK Ncw 
e g. Dcrign, Malcrialr. e tc? Cliaracteristccr Do the New Charactcristics 

AKCCI sarety or - R ~ K  NCW ~ypes orsarctj YES 0 
Efl'tclivesesr? or Effcctivenes Questions? - 

NO Are tile Dcscripiive 
Cl~arac~cri i t ics Precisc I:nougl~ 

to Enrum Cauivalcnce? 4 e 

. .  

NO 
~ Arc Performance Data 

Available 10 Asscs Equivalence? 

YES 

a 

Y1:S 
Do Acccpted Scientific 
MeUiads Exist lo r  - 
A s s c s s i n ~  Effectr of N 0 
tIX Ncw Characteristics7 

@ Are Performance IYES Data Available NO 

(111,' 

FOI - Page 134 of 222

Records processed under FOIA Request #2015-7714; Released by CDRH on 02-01-2016.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or call 301-796-8118.



I 

1 

5 1 0 ( K )  M E M O R A N D U M  

TO: KO24367 

FROM: 
ODE/DGRND/Plastic and Reconstructive Surgery Devices Branch 

DATE: 3/27/03 

SUBJ: Sinclair Wound and Skin Emulsion 
Sinclair Pharmaceuticals, Ltd. 
Mr. Michael Killeen 

972-236-2282 (fax) 
912-939-2442 

Recommendation: Additional information is required 
Procode: MGQ 
Class: Unclassified 
Regulation Number: 878.4022 
Regulation Name: Hydrogel wound and burn dressing 

REVIEW: 

Does the product contain drugs or biologicals? Yes, tocopheryl acetate -vitamin E 

1. Indication andlor Intended Use Statement 
Subject Device 
Under the supervision of a healthcare professional, Sinclair Wound and Skin Emulsion is 
indicated to manage and relieve the burning, itching and pain experienced with various types 
of dermatoses, including radiation dermatitis, atopic dermatitis and allergic contact dermatitis. 
Sinclair Wound and Skin Emulsion has a mechanical action which helps to relieve pain, by 
adhering to the injured tissue and protecting it from further irritation. Sinclair Wound and 
Skin Emulsion may be used to relieve the pain of first and second degree hums. Sinclair 
Wound and Skin Emulsion helps to relieve dry waxy skin by maintaining a moist wound & 
skin environment, which is beneficial to the healing process. 
Predicate Device(s) 
Medix Pharmaceuticals Americas Inc., Biafene Wound Dressing Emulsion (RE) 
Radiodermatitis Emulsion (K964240) 
Biafene is intended to be used as a wound dressing for the following indications: 

Superficial wounds 
Minor abrasions 
Leg ulcers 

1 RB 
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Donor sites 

radiation dermatitis 
Is' and 2"d degree burns, including sunburns 

*For dermal ulcers, including full thickness wounds and pressure sores, consult a physician 

Carrington Laboratories, RadiaGel Wound Dressing (K961758) 
Radiagel is indicated for: 

Radiation dermatitis 

Pressure ulcers I-IV 
Stasis ulcers 

0 Cuts 
Abrasions 

Sunburn 

Diabetic ulcers foot ulcers post surgical incisions 
1'' and 2nd degree burns 

Skin conditions associated with peristomal care 

Discussion of equivalency 
I called the company's representative and asked them to revise the indications for use to be 
consistent with predicate IFUs and to remove language regarding the method of action from 
the IFU. 

2. Technological Characteristics (Design, Materials, Sues, etc.) 
Subject Device 
The gel formulation contains: purified water, ethylhexyl palmitate, pentylene glycol, 
butyrospermum parkii, capryloyl glycine, glyceryl stearate, PEG-1 00 stearate

arachidyl glucoside, behenyl alcohol, arachidyl alcohol), bisabolol, tocopheryl acetate, 
----- yrrhetinic acid, carbomer, ehtylhexylglycerin, piroctone olamina, sodium hydroxide, 
allantoin, Dmdm hydantoin, vitis vinifera, disodium EDTA, ascorbyl tetrisopalmitate, sodium 
hyaluronate, propyl gallate, telmesteine and butylene glycol 

Predicate Device(s) 
Medix Pharmaceuticals Americas Inc., Biafene Wound Dressing Emulsion (RE) 
Radiodermatitis Emulsion (K964240) 
Contains demineralized water, cetyl palmitate, propylene glycol, trolamine, monoglycol 
stearate, stearic acid, paraffin wax, squalene, avocado oil, liquid paraffin, sorbic acid 
triethanolamine, methylparaben, propylparaben, fragrance 

Carrington Laboratories, RadiaGel Wound Dressing (K961758) 
Contains purified water, propylene glycol, triethanolamine salicylate (trolamine), sodium 
chloride, panthenol, aloe extract with acemannan, carbomer, quaternium 15, allantoin, 
methylparaben, disodium EDTA, L-glutamic acid, imidurea, potassium sorbate, sodium 
benzoate, sodium metabisulfite, polyvinylpyrrolidone 
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Discussion of equivalency 
All of the ingredients listed in the subject device are either found in predicate wound dressings 
or were identified as GRAS or as registered cosmetic ingredients. The one exception is 
telmesteine which is identified as a European Oral Mucolytic. The following ingredients are 
novel or raise concern: 

1. butyrospermum parkii (6%) - listed in 21 CFR 184.1702 and identified as Sheanut oil, 
derived from the Shea tree Butyrospermum parkii. It is composed of triglycerides 
containing an oleic acid moiety at the 2-position and saturated fatty acids, usually stearic or 
palmitic acids, at the 1- and 3- positions. GRAS 

2. (arachidyl glucoside, behenyl alcohol, arachidyl alcohol) ~ these reagents 
---- ------- --- -- -- rfactant, stabilizer and stabilizer, respectively. Cosmetic ingredient listing. 

3. bisabolol - Cosmetic ingredient listing. 
4. tocopheryl acetate (1%) ~ 21 CFR 182.8892, GRAS 
5. glycyrrhetinic acid ~ used in predicate, Gelclair (K013056) 
6. piroctone olamina - Cosmetic ingredient listing. 
7. vitis vinifera - Cosmetic ingredient listing. 
8. ascorbyl tetraisopalmitate - Cosmetic ingredient listing. 
9. propyl gallate - listed in 21 CFR 582.3660 and identified as GRASiused as an antioxidant 
10. telmesteine - European Oral Mucolytic 

3. Comparative Performance Data (in vitro, animal and/or clinical) 
Safety Data 
Subject Device 
No biocompatibility evaluations were provided. I contacted Mr. Killeen to request this 
information since the subject device identifies a number of ingredients that were not 
identified in predicate products. Mr. Killeen stated that sensitization and irritation 
evaluations have been conducted and that the information will be submitted. 

Predicate Device(s) 
Test metho& and results 

Effectiveness Data 
Subject Device 
No effectiveness information was submitted. Mr. Killeen stated that the product had been 
evaluated in clinical settings and that the information was being prepared for publication. 
He stated that he would provide the information in the near future. 

Predicate Device(s) 
Both products were cleared based upon human clinical experience. 

Discussion of Equivalency 
Additional biocompatibility and effectiveness information will be provided by the sponsor 
to demonstrate product equivalency. 
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5 .  Sterilization 
The product is meant to be used on intact, unbroken skin, i.e., skin showing evidence of 
dermatitis or allergic response, and skin with 1'' and 2"d degree burn injury. Dermatitis is 
defined as inflammation of the skin evidenced by itching, redness, and various skin 
lesions. Second degree burn is defined as burn in which damage extends through the 
epidermis and into the dermis but not of sufficient extent to interfere with regeneration of 
epidermis. 

The Biafene wound dressing is provided non-sterile and was cleared for indications that 
included broken skin because the formulation contains preservatives and the device had 
passed the preservative test as specified in the USP Preservatives test. The Carrasyn 
wound dressing product is supplied sterile. 

6. Labeling 
(OTC and Prescription) 
Carton/Pouch Labels (page 13 and 14) 

7. Claims 
Relief of burning, itching and pain and the relief of dry, waxy skin. Information to support 
these claims is to be provided. 

8. Has sponsor provided all administrative requirements? 
Truthful and Accurate Statement (Page 22) 
510(k) Summary or Statement (Page 21) 
Indication for Use Page (Page18) 

9. Summary 
Additional information is being requested (see questions below) 

Deficiencies 
1. The indication for use statement includes treatments that are not identified in the predicate 

wound dressing indications for use provided, e.g., various types of dermatoses, including 
atopic dermatitis and allergic contact dermatitis. In addition, the indication for use 
statement describes a possible mechanism of action. Please revise the indications for use 
statement to be consistent with predicate wound dressings or provide information that 
supports the intended use on various types of dermatoses, atopic dermatitis and allergic 
contact dermatitis. In addition, please remove the mechanism of action statement. 

2. The indications for use state that the product will manage and relieve the burning, itching, 
and pain experienced with various types of dermatoses. Please provide information 
obtained from clinical evaluation of the product's ability to relieve pain associated with the 
indications for use for your device. 

3. The device is provided non-sterile. Radiation dermatitis may result in the skin barrier 
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5 .  

6 ,  

being breached and the labeling indicates that the device may be used on broken skin. 
Please conduct testing of the product in accordance with the Anti-Microbial Preservatives- 
Effectiveness <5 I >  microbiological test identified in the USP. 

Butyrospermum parkii is identified as Sheanut oil under 21 CFR 184.1702. FDA believes 
that individuals who have nut sensitivities could have an allergic response to the wound 
dressing. Please include a Warning on the product label informing people that the product 
contains nut oil or provide information to demonstrate that Sheanut oil does not elicit 
allergy responses. 

Please provide toxicity information for the following wound dressing ingredients: 
MontanovB 202 (arachidyl glucoside, behenyl alcohol, arachidyl alcohol), bisabolol, 
proctone olamine, vitis vinifera, and telmesteine. In lieu of toxicity information, 
identification of predicate wound dressings containing these ingredients could address our 
concerns. 

The wound dressing formulation contains ingredients that were not identified in predicate 
wound dressings, or in the same ingredient combinations for predicate wound dressings. 
Please provide biocompatibility test evaluations for cytotoxicity, irritation and sensitization 
assessments or information from human clinical experience to address these concerns. 

Date 
Plastic and Reconstructive Surgery Devices Branch 
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510(k) “SUBSTANTIAL EQUIVALENCE” 
DECISION-MAKING PROCESS 

T 

I (in Deciding, May Consider impact on 4 YES safety and Effectiveness)? 
Device Requested as Needed 

I 
New Device Has Same intended 

New DeviceH? 
Ncw Intended Use 

Could the New - Charaderistics Do the New Characteristics 

Does New Device Have Same 
Technological Characteristics, NO 
e.g. Design, Materials, etc.? 

New Device is Compared to 
Marketed Device 

0 

Are thc Descriptive 
Characteristics &ire 6 to Ensure Equivalence? 

NO 
7 Are Performance Data 

I Available to &scs Equivalence? 

Performance 
Data Required 

YES 

Do Accepted . Scientific 

Methods Exist for 
Assessing Effects of NO 

the New Characteristics? 

To Assess Effects of New 
Characteristics?‘* * 

IYES I 
Performance Data Performance Data Demonstrate 

Equivl:? - a y T  NO 

“Substantially Equivalent” 
To @ Determination TO 

.:. 51O(k) Submissions compare new devices to marketcd devices FDA requcrlt addrrional informalion if the relalzonship behveen 
marketed and “predicate” (pre-Amendments or reclassified port-Amcndments) devices is unclear. 

‘rim dcclsion i s  normally bared 011 descriptive mformation alone, but limitcd Iesting information is Sometimes required 

Daea maybe iii l l ie 51 O(k), Oflier 51 O(k)s, thc Center’s clsrtficatm files, or the Illeralure 

+.:. 
.:. +.:. 
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Public Health Service 

May 06, 2003 

Food and Drug Administration 
Center for Devices and 
Radiological Eealth 
Office of Device Evaluation 
Document Hail Canter  (EFZ-401) 
9200 Corporate Blvd. 
Rockville. Maryland 20850 

SINCLAIR PHARMACEUTICALS, LTD. 510(k) Number: KO24367 
BOROUGH RD. Product : SINCLAIR WOUND 
GODALMING, SURREY, AND SKIN 
UNITED KINGDOM GU7 2AB EMULSION 
ATTN: MICHAEL KILLEEN 

The additional information you have submitted has been received 

We will notify you when the processing of this submission has been 
completed or if any additional information is required. Please 
remember that all correspondence concerning your submission MUST 
be sent to the Document Mail Center (HFZ-401) at the above 
letterhead address. Correspondence sent to any address other than 
the one above will not be considered as part of your official 
premarket notification submission. Also, please note the new 
Blue Book Memorandum regarding Fax and E-mail Policy entitled, 
"Fax and E-Mail Communication with Industry about Premarket Files 
Under Review. Please refer to this guidance for information on current 
fax and e-mail practices at www.fda.gov/cdrh/ode/a02-01.html. 

The Safe Medical Devices Act of 1990, signed on November 28, states 
that you may not place this device into commercial distribution 
until you receive a letter from FDA allowing you to do so. As in 
the past, we intend to complete our review as quickly as possible, 
Generally we do so 90 days. However, the complexity of a submission 
or a requirement for additional information may occasionally cause 
the review to extend beyond 90 days. Thus, if you have not received 
a written decision or been contacted within 90 days of o u r  receipt 
date you may want to check with FDA to determine the status of your 
submission. 

If you have procedural or policy questions, please contact the 
Division of Small Manufacturers International and Consumer Assistance 
(DSMICA) at (301) 443-6597 or at their toll-free number (800) 638-2041, 
or contact me at (301) 594-1190. 

Sincerely yours, 

Marjorie Shulman 
Supervisory Consumer Safety Officer 
Premarket Notification Section 
Office of Device Evaluation 
Center for Devices and 
Radiological Health 
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A@- 
S I N C L A I R  

u 
April 25'h, 2003 

Celia Witten, Ph.D., M.D. 
Director 
Division of General, Restorative 
and Neurological Devices 
Office of Device Evaluation 
Center for Devices and 
Radiological Health 

Re: KO24367 
Trade Name: Sinclair Wound and Skin EmulsionTM 

. .  

.,l 
.> 

Dear Dr. Witten: 
We received your response letter dated March 27'h by mail in our United Kingdom office on 
April loth. We appreciate the opportunity to answer your questions before the "clock" starts 
running again. 

In your response you listed 6 specific requests, which I have copied into the body of this reply 
and will present answers on a question by question basis. 

FDA question: 

) 

1.  The indication for use statement includes treatments that are not identified in predicate 
wound dressing indications for use e.g., various types of dermatoses, including atopic 
dermatitis and allergic contact dermatitis. In addition the indication for use statement 
describes the device mechanism of action. Please revise the indications for use statement 
to be consistent with predicate wound dressings or provide information that supports the 
intended use on various types of dermatoses, atopic dermatitis and allergic contact 
dermatitis. In addition please remove the mechanism of action statement. 

Sinclair response: 
In treating dermatoses such as atopic dermatitis, allergic contact dermatitis and radiation 
dermatitis, physicians are faced with conditions that manifest themselves with symptoms in 
common. Where possible the physician treats the underlying cause but symptom relief is a 
mainstay of management. Therefore as might be expected and as stated in the attached letter by 
Professor Howard I. Maibach M.D.', the approach to topical treatments for these dermatoses is 
identical across the disease states. 

Appendix A I 

Sinelair Phamraceuffeals Limited Borough Road, Godalming, Surrey, UK. GU7 2AB 
US Ofice, CaRDlltOR T X  +I-972-939-2442 www sinclaimhenna. corn mkii~s~sinclsirphamra.com 
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Confidential 

Sinclair Wound and Skin EmulsionTM has been shown in a double blind, randomized, vehicle 
controlled stud9 of atopic dermatitis patients, to provide statistically significant symptom relief 
(pain and itch) when compared to the vehicle (emollient base). There were no adverse events 
reported or observed. 

Additional testing was conducted in an open clinical trial3 with all factors tailored to the allergic 
idontact dermatitis pediatric population (25 patients), where similar relief was noted and again, no 
adverse events experienced. Our experience with the above mentioned clinical trials supports our 
claim of symptom relief, due to the commonality of symptoms across the range of dermatoses 
cited. According to the PDR Dermatology Prescribing Guide (2002 First Edition), “topical 
corticosteroids are indicated for the relief of pruritic and inflammatory manifestations of 
corticosteroid responsive dermatose~.”~ A careful review of the 34 topical corticosteroids listed 
in the Dermatology Prescribing Guide, reveals that each formulation carries the same indications, 
with no distinction as to the type or the source of the dermatoses. 

Once again, after a differential diagnoses two actions are necessary, the first to isolate and 
remove the causative agent, the second action as a general rule is prescribing a suitable strength 
topical corticosteroid. 

The specific symptoms that we identify in the table on the following pages, are demonstrated 
(through literature research in dermatology as footnoted) to be the common manifestations of 
various dermatoses. 

Caputo, R., M.D. and Veraldi, S., M.D. 

Dermatology Prescribing Guide, PDR 2002, Medical Economics Company Inc, Montvale, NJ 

2 

Innocenti, M., M.D. i 
4 

Sinclair Pharmaceuticals Limited Borough Road, Godalming, Surrey, UK, GU7 2AB 
US Office, Camllfon, TX +I-972-939-2442 www sinclaimhama corn rnkilleen@sinclanpharma~hama corn 

FOI - Page 143 of 222

Records processed under FOIA Request #2015-7714; Released by CDRH on 02-01-2016.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or call 301-796-8118.



Confidential 

Symptoms of Various Dermatoses and skin conditions, including Radiation 
Dermatitis, Atopic Dermatitis and Allergic Contact Dermatitis 

Oozing (serous) 
Lichenification (thickened skin) 1 -\i 

We intended that our label claims specifically identify the symptoms that our product is indicated 
to relieve, providing physicians with a clear and well-defined set of expectations for symptom 
relief across the range of dermatoses. We believe that physicians have a keen understanding o f  
the fact that symptoms parallel each other with these dermatoses, and are most often treated by 
the same therapy, regardless of the underlying diagnosis. 

As further documentation of the similarity of the symptoms and the likelihood of providing 
relief, we offer the following: 

Atopic Dermatitis (AD) 
An overview of the symptoms of atopic dermatitis is provided from the work of Thomas B 
Fitzpatrick M.D., Chairman Emeritus of the Harvard Medical School Department of 
Dermatology*: 

That patients have dry skin and pruritus is the essential element of atopic dermatitis. In 
the acute phase, poorly defined patches, papules and plaques of  erythema present with or without 
scale. Edema is noted, with widespread involvement; skin appears puffy and edematous. 
Erosions or fissures may occur with crusting resulting from serous oozing. The presence of 
excoriation in the acute phase and lichenification in the chronic phase are a result of scratching. 

Atopic dermatitis is defined throughout the literature as an intensely pruritic and erythematous 
inflammatory recurring skin disorder. Many of the additional symptoms (desquamation, pain, 
cracked skin, oozing or bleeding fissures, skin thickening) that patients experience are a result of 
scratching to relieve the intense itching. 

Walter and Miller's Textbook of Radiotherapy 6' Edition, Bomford, C.K., Churchill Livingstone Publisher 2003 
Color Atlas and Synopsis of Clinical Dermatology 4m Edition, Fitzpatrick T.B., McGraw Hill Publisher, 2001 

Pages 30-35, Color Atlas and Synopsis of Clinical Dermatology 4" Edition, Fitzpatrick T.B. 

6 

' Ibid 
8 
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As noted in the chart on the preceding page, the symptoms of AD, allergic contact dermatitis and 
radiation dermatitis are similar in their predictability but may vary in timing and intensity. 

Allergic Contact Dermatitis (ACD) 
While diverging from atopic dermatitis in etiology, ACD presents in the same fashion as AD and 
radiation dermatitis. Borrowing from Dr. Joseph F. Fowler, Jr9 speaking before the American 
Academy of Dermatology, “affected skin may become red, swollen, and blisters often appear, 
which may break, leaving crusts and scales. Later the skin may darken and become leathery and 
cracked. The rash is generally confined to the site of contact, although severe cases may extend 
outside the contact area, especially if the allergen is on your fingers and then transmitted to the 
face, eyelids or genitals.” 

“It’s important to note that allergic contact dermatitis, such as metal allergy, can be difficult to 
distinguish from other rashes,” stated Dr. Fowler. “However, dermatologists can determine clues 
about the nature of a rash based on its location on the body and the patient’s lifestyle and work 
habits.” 

In the acute phase, ACD is characterized by an acute, intensely pruritic, eczematous dermatitis 
often accompanied by blisters at the site of contact. There are initially well-demarcated areas of 
erytbema with pain experienced in some cases. Blisters often develop and lead to erosion, scaling 
of skin and crusting after rupture of blisters. 

In the subacute phase, Fitzpatrick notes that “plaques of mild erythema showing small dry scales 
or superficial desquamation” are some of the symptoms exhibited. 

Radiation Dermatitis (RD) 
According to Bomford and Kunkler in Walter and Miller’s Textbook of Radiotherapy, a typical 4 
to 5 week course of fractionated radiotherapy yields a predictable series of skin responses, 
recognized as acute radiation dermatitis. 

“No skin changes are observed during ihe j r s i  2 weeh, aparijom a faini eryihema. During ihe 
third week the main erythema develops. The skin is warm, red and edematous, itching and local 
discomfort are reported by the patient. During the fourth and Jjih week of irradiation, dry 
desquamation occurs, sometimes progressing to moist desquamation. The desquamation process 
often progresses io an inzammaiory and serous discharge. ” i o  

Note that the symptoms listed in the comparative chart on the previous page, have all been 
identified by Bomford et al”, as occurring in different stages of acute radiation dermatitis. 

At the risk of being repetitive, we believe that the literature supports the statement that, 
symptomatic manifestations of AD, ACD and RD are generally mirror images of each other and 

American Academy of Dermatology’s 2003 Annual Meetin in San Francisco, March 24,2003 

Walter and Miller’s Textbook of Radiotherapy 6* Edition, Bomford, C.K., Churchill Livingstone Publisher 2003 

9 

lo Page 298, Walter and Miller’s Textbook of Radiotherapy 6 H .  Edltion, Bomford, C.K. 
11 
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are as a matter of course, treated with the same therapy, irrespective of the diagnosis assigned to 
the specific outbreak. 

In accordance with your request, we will amend the Indications for Use and remove the 
mechanism of action statement. 

The new Indications for Use will read: 
Under the supervision of a healthcare professional, Sinclair Wound and Skin Emulsion is 
indicated to manage and relieve the burning, itching and pain experienced with various 
types of dermatoses, including ra&ation dgEatifis atopic dermatitis and allergic contact 
dermatitis. Sinclair Wound and Skin Emulsion may be used to relieve the pain of first and 
second degree burns. Sinclair Wound and Skin Emulsion helps to relieve dry waxy skin 
by maintaining a moist wound & skin environment, which is beneficial to the healing 
process. 

Previously submitted Indications for Use: (shown for comparison only) 
Under the supervision of a healthcare professional, Sinclair Wound and Skin Emulsion is 
indicated to manage and relieve the burning, itching and pain experienced with various 
types of dermatoses, including radiation dermatitis, atopic dermatitis and allergic contact 
dermatitis. Sinclair Wound and Skin Emulsion has a mechanical action which helps to 
relieve pain, by adhering to the injured tissue and protecting it from further irritation. 
Sinclair Wound and Skin Emulsion may be used to relieve the pain of first and second 
degree burns. Sinclair Wound and Skin Emulsion helps to relieve dry waxy skin by 
maintaining a moist wound & skin environment, which is beneficial to the healing 
process. 

FDA question: 
2. The indications for use state that the product will manage the burning, itching and pain 

experienced with various types of dermatoses. Please provide information obtained from 
clinical evaluation of the product’s ability to relieve pain associated with the indications 
for use in your product. 

Sinclair response: 
We have conducted an IRB registered double blind, randomized, vehicle controlled clinical study 
to validate our claims of symptom (pain and itch) relief. The trial was populated by 30 adult 
patients followed in 5 office visits over a 36 day period of time. 

CLINICAL TFUAL DATA 
The data presented here is extracted from a paper undergoing fmal compilation for submission to 
be published, so we would request that this data be kept strictly confidential. 

As part of the study protocol, the Case Record Forms (CRF) recorded specific patient responses 
as to whether the products were effective at relieving their pain and itching. 

In the Sinclair Wound and Skin EmulsionTM group, the responses combine to show that 93% of 
patients received pain and itch relief. This was broken down into 53% of patients who stated 

Sinclair Pharmaceuticals Limited Borough Road, Godalming. Surrey, UK. GU7 2AB 5 
US Office, CanOiltOR TX +I-972-939-2442 w.dnc /a i rnhama.  corn rnkiii~en@sinciairphsrms.corn 
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Sinclair Wound and Skin EmulsionTM was “quite good” at relieving pain and itch, while 40% of 
the patients stated it “slightly helped to relieve pain and itch. 

Patients’ preference for the beneficial effects of Sinclair Wound and Skin EmulsionTM on pain 
and itch was statistically significant when compared to the control group (p=0.008 by the 
Cochran-Armitage test). 

The comparative scores for the same parameters in the control group (vehicle) were 13% 
responded “quite good” relief and 40% noted that the vehicle “slightly helped.” 

RESULTS A 5-week study in patients with mild to moderate atopic dermatitis showed that 
Sinclair Wound and Skin EmulsionTM offered significant benefits over control (emollient vehicle 
only), when applied ad hoc for 3 weeks, with assessments at weekly visits and a final assessment 
after a 2 week follow-up period. The symptom improvements provided by Sinclair Wound and 
Skin EmulsionTM and the vehicle, were rated by participating patients at each visit. 

PARTICIPANTS 
Participants were considered eligible for the study if they met the following inclusion criteria: 
fairflight skin without recent suntan, >I8 years, diagnosed with mild to moderate dermatitis 
(Hanifin & Rajka) and with atopic dermatitis graded between 3.0 and 7.5 (Rajka & Langeland), 
and with <20% cutaneous surface involvement. Patients were required to give written informed 
consent. Female sexually active patients were required to test negative in a pregnancy test and 
agree to use active birth control for the duration of the study and for two weeks afterwards. 

STATISTICAL. METHODS 
Efficacy measures in the treatment groups were compared using the Wilcoxon rank sum test on 
changes from baseline (visit 1) for visits 2 to 4, and from visit 4 (when treatment was stopped) 
for visit 5 (follow up visit two weeks later). Patients’ views of treatments in the two groups were 
compared using the Cochran-Armitage test for trend in a 2 x k contingency table with ordered 
categories. 

BASELINE DATA 
16 men and 14 women were recruited into the study, and all patients completed the study. 
Overall median age was 24 and mean age was 27. Patients had experienced atopic dermatitis for 
mean 13 years (median 8 years) and their current episode had lasted between 3 and 6 months in 
all patients. The two groups were comparable in terms of age, sex, duration of condition, 
duration of current episode and initial severity. 

We believe that our detailed approach to data gathering and validation in this study provides 
verification of our claim of pain relief, especially given the commonality of the symptoms and 
treatments in the referenced dermatoses. 
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FDA question: 
3. The device is provided non-sterile. Radiation dermatitis may result in the skin barrier 

being breached and the labeling indicates that the device may be used on broken skin. 
Please conduct testing of the product in accordance with the Anti-Microbial Preservative 
Effectiveness <5 1> microbiological test identified in the USP. 

Sinclair response: 
We have in fact conducted preservative effectiveness testing in accordance with the British 
Pharmacopoeia at an independent laboratory. The results follow on the next 3 pages: 

7 Sinclalr Pharmaceuticals Limited Borough Road, Godalming. Surrey, UK. GU7 2AB 
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FDA question: 
4. Butryospermum parkii is identified as Sheanut oil under 21 CFR 184.1702. FDA believes 

that individuals who have nut sensitivities could have an allergic response to the wound 
dressing. Please include a warning on the product label informing people that the product 
contains nut oil or provide information to demonstrate that Sheanut oil does not elicit 
allergy responses. 

Sinclair response: 
Our amended label with warning will read as follows: 
Caution: Sinclair Wound and Skin EmulsionTM contains a nut oil, and patients with a known 
allergy to nuts or nut oils should consult their physician before using this topical preparation. 

FDA question: 

J ' 

oxicity information for the following wound dressing ingredients: 
(arachidyl glucoside, behenyl alcohol, arachidyl alcohol), bisabolol, 

piroctone olamine, vitis vinifera and telmesteine. In lieu of toxicity information, 
identification of predicate wound dressings containing these ingredients could address 
om concerns. 

Sinclair response: 
Toxicity information for the requested materials is attached as Appendix B 
Appendix C (bisabolol), Appendix D (piroctone olamine), Appendix E (----- ----------- ----- 
Appendix F (telmesteine). 

FDA question: 
6 .  The wound dressing formulation contains ingredients that were not identified in predicate 

would dressings, or in the same ingredient combinations for predicate wound dressings. 
Please provide biocompatibility test evaluations for cytotoxicity, irritation and 
sensitization or information from human clinical experience to address these concerns. 

Sinclair response: 
As mentioned in previous answers, human clinical testing (Veraldi) that measured safety has 
recorded that no adverse events have been reported or observed. In addition to the double blind 
study cited above, an Open Pilot Study was conducted by Dr. M Innocenti, in which he treated 
25 pediatric patients aged 1 month to 5 years, who were suffering from ACD. Doctor Innocenti 
also reported that no adverse events were observed during or after treatment. 

Attached you will find Appendix G (IS0 Closed Patch Sensitization Study), Appendix H (IS0 
Skin Irritation Study) and Appendix I (Patch and Photo patch tests) which reports on Sinclair 
Wound and Skin EmulsionTM under the name of Xclair. There is no difference in the 
formulation, only the name recorded in the test. We believe that these tests provide the required 
data. 
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Regarding cytotoxicity, these assays were developed for typically physical devices that 
presumably release minimal amounts of chemicals. 

For formulations of the type in this application, we believe the preferred assay is the rabbit or the 
human irritation study, as these have a higher laboratory - clinical correlation to man. We 
therefore selected the above-mentioned tests as most relevant to human needs. 

Thank you for your time and attention to this matter. I am available to address any questions that 
you may have, please call at 972-939-2442 at your convenience. We at Sinclair Pharmaceuticals 
hope that your questions have been answered to your satisfaction and we look forward to a 
timely resolution of this application. 

Michael Killeen 
Executive Director 
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Celia Witten, Ph.D., M.D. 
Director 
Division of General, Restorative 
and Neurological Devices 
Office of Device Evaluation 
Center for Devices and 
Radiological Health 

Re: KO24367 
Trade Name: Sinclair Wound and Skin EmulsionTM 

Dear Dr. Witten: 
Sinclair Pharmaceuticals has requested that I provide a commentary on the standards of treatment relative 
to various dermatoses and their relation to symptom relief provided by the product cited above. 

I have been a Professor at the University of California, San Francisco, with a clinical focus on 
dermatophmacology and allergic contact dermatitis. 1 have served on editorial boards of more than 30 
scientific journals, published over 1,700 papers and serve as a consultant to several firms in professional 
and or consumer dermatology. 

My intention here is to offer my experience in treating various dermatoses, ranging from Radiation 
Dermatitis (RD) through Atopic (AD) and Allergic Contact Dermatitis (ACD). 

These disease states manifest symptoms that are identical to the untrained eye. Pruritus, erythema and 
inflammation show up as the most common and most severe of the typical signs and symptoms. While the 
sequence and severity of their appearance may vary from patient to patient, their arrival is certain in all 
types of dermatitis. 

Corticosteroids are the gold standard of treating pruritus and inflammation in dermatitis'. This is 
evidenced for RD in literature (Radiation and Oncology 59 2001, 257-265, Potent corticosteroid cream 
signiJicantZy reduces acute radiation dermatitis - Bostrom, Lindman - attached), as well as in common 
practice. 

Using topical corticosteroids to relieve itch and inflammation in AD and ACD has long been established 
among physicians and has even extended into the OTC market for consumer treatment of itching and 
minor rashes. 

Given that corticosteroids generally alleviate the symptoms of dermatoses irrespective of etiologies, the 
Sinclair product should provide similar symptom relief in these dermatoses*. 

I would be pleased to provide additional information on the diseases or symptoms, as you request. Please 
call on me if I can be of any service. 

Sincerely, 

A. + 07.d * 

Howard I. Maibach, M.D. 

Topical Corticosteroids, Maibach & Surber, Karger Publishing 1992, ISBN 3-8055-5332.3 
A randomised, double-blind, vehicle-controlled study to evaluate the efficacy and safety of Sinclair Wound and Skin Emulsionm in the 

I 

2 

management ofmild to moderate atopic dermatitis, Authors: S. Veraldi M.D, R. Caputo, M.D. 2003 
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Radiotherapy and Oncology 59 (2001) 25-265 

Potent corticosteroid cream (mometasone furoate) significantly reduces 
acute radiation dermatitis: results from a double-blind, randomized study 

,&sa Bostroma,*, Henrik L indrnd ,  Carl Swartlinga, Berit Bernea, Jonas Berghc 
'Depanmmf o/l)ermufolugy. University Hospifol, S-751 85 U p p w ,  Sweden 

'Depormenr of Oncology, University Hospirol, S-751 85 Uppsala, Sweden 
'Depurtment o/ Oncology. Rodiimhrmmel. Korolinsk lnstifule and Horpifal, Slockhnlm, Sweden 

Received 8 December 2000; received m revised form 25 January 2001; accepted 12 February 2WI 

Abstract 

Purpose: Radiation-induced dermatitis is a very common side effect of radiation therapy, and may necessitate interruption of the therapy. 
There is a substantial lack of evidence-based treatments for this condition. The aim of this study was to investigate the effect of mometasone 
furoate cream (MMF) on radiation dermatitis in a prospeclive. double-blind, randomized study. 

Morerid ond merhods: The study comprised 49 patients with node-negative breast cancer. They were operated on with sector resection and 
scheduled for postoperative radiotherapy using photons with identical radiation qualities and dosage to the breast parenchyma. The patients 
were randomized to receive either MMF or emollient cream. The cream was applied on the irradiated skin twice a week from the staR of 
radiotherapy until the 12th fraction (24 Gy) and thereafter once daily until 3 weeks after completion of radiation. Both groups additionally 
received non-blinded emollient cream daily. The intensity of the acute radiation dermatitis was evaluated on a weekly basis regarding 
erythema and pigmentation, using a reflectance spectrophotometer together with visual scoring of the skin reactions. 

Resulrs: MMF in combination with emollient cream treatment significantly decreased acute radiation dermatitis ( P  = 0.0033) compared 
with emollient cream alone. There was no significant difference in pigmentation between the two groups. 

Conclusions: Adding MMF. a potent topical corticosteroid, to an emollient cream is statistically significantly more effective than emollient 
cream alone in reducing acute radiation dermatitis. 0 2001 Elsevier Science Ireland Ltd. All rights reserved. 

Keywords: Corticosteroid Radiation dermatitis 

1. Introduction 

Acute radiation dermatitis is a common side effect of 
radiotherapy in many forms of cancer (e.& head and neck, 
breast and low pelvic carcinomas). The intensity of the reac- 
tion depends on the radiotherapy fraction schedules, the 
total dose, the treated skin area, and also individual varia- 
tions 147). The initial erythema may be seen within 24 h 
after the first radiation [a]. A secondary and progressive 
erythema normally appears after 10-20 Gy, depending on 
the schedule, and reaches a maximum approximately 1-2 
weeks after completion of radiotherapy [48]. A severe acute 
skin reaction, e.g. moist desquamation, bullaelulcers and 
skin necrosis, may necessitate discontinuation of the radiw 
therapy, which may negatively influence the outcome [I61 
and impair the patient's quality of life. 

The treatment of acute radiation dermatitis varies 
between different oncology centers in Sweden (unpublished 

data), Germany [SZ], and the United Kingdom [2]. A 
number of non-steroid creams have k e n  investigated in 
randomized trials [15,29,3 1-33,38,45]. Only sucralfate 
cream and hyaluronic acid have shown statistically signifi- 
cant positive effects r31.321. 

Acute radiation dermatitis is an inflammatory skin reac- 
tion and is commonly treated by topical use of corticoster- 
oids. The anti-inflammatory effects of corticosteroids in 
general are achieved through vasoconstriction, decreased 
capillary permeability, and inhibition of leukocyte prolifera- 
tion and migration [SI], but their mechanisms are still not 
completely understood. The inflammatory processes in 
acute radiation are controlled partly by proinflammatory 
cytokines [261. Interleukin (IL)-6 is supposed to be one of 
the key mediators of radiation-induced inflammation [9]. 
Recently Beetz et a]. 131 repolled an upregulation of IL-6 
expression in an irradiated buman epithelial cell line, which 
could be inhibited by corticosteroids. 

The value of using topical corticosteroids in practice in 

/* Corresponding author. 

0167-81401011$ ~ see front matter B 2WI Elsevier Science Ireland Ltd. All 
PII: S 0 1 6 7 ~ 8 1 4 0 ( 0 1 ) 0 0 3 2 7 - 9  

rights reserved. 
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acute radiation dermatitis has been discussed in the litera- 
ture, but the opinions still vary [4,5,6,19,21,391. 

The primary aim of this study was to determine whether a 
corticosteroid cream, mometasone furoate (MMF), used as 
prophylaxis and treatment, could reduce the intensity of the 
erythema in acute radiation dermatitis. Secondary aims 
were to study the differences pigmentation and the subjec- 
tive symptoms of itching, burning and pain. MMF cream is a 
moderately to potent corticosteroid, and it has been demon- 
strated to have an equal effect to betamethasone valereate 
[43]. However, in the United States it is classified according 
to the Stoughton-Comvell Scale as a medium potent steroid 
because of the low risk of atrophy. MMF (Elocon) has three 
potential advantages over other topical corticosteroids. 
First, it is a potent coaicosteroid with a low risk of overt 
cutaneous atrophy [8,24,25,28], and secondly, the cream has 
been claimed to have a prolonged effect lasting for 24 h, and 
could thus be administered in a once-a-day schedule [81. 
Thirdly, it has been confirmed that MMF has a strong inhi- 
bitory effect on the IL-6 activity, both on the transcriptional 
and protein level, during radiotherapy [3]. To select as 
homogeneous patient material as possible, only breast 
cancer patients treated with photons to the same target, 
receiving the same radiation quality and dosage schedule, 
and without any systemic adjuvant therapy were included. 

2. Patients and methods 

This randomized, double-blind, controlled study was 
conducted over a period of 29 months. The study is a part 
of a larger joint project engaging oncologists, dermatolc- 
gists and pathologists, in which correlations between radja- 
tion dermatitis and UV-sensibility, p53 activation and 
histological changes are being investigated. The ethics 
committee at Uppsala University, Sweden approved the 
study. Schering-Plough AB, Sweden contributed to the 
study with the blinded tubes and a minor research grant. 

2.1. Patients 

Fifty women entered the study (Table 1). The inclusion 
criteria were women undergoing breast-conserving surgery 
for histopathologically proven primary breast adenocarci- 
noma without lymph node metastasis. The patients should 
be scheduled for fractionated radiotherapy of the breast 
parenchyma with the same accelerator. Exclusion criteria 
were concomitant systemic anticancer treatment and 
known cutanems disepses or severe systemic diseases. 
Also patients wim bad recently been in the sun or on a 
tanning bed were exchded. The patients received oral and 
written information and an informed consent was required 
before inclusion in the study. 

2.2. Radiotherapy 

The patients were treated with tangential 5 MV photon 

beam radiotherapy to the breast parenchyma from one speci- 
fic linear accelerator (Philips SL 75-5), as previously 
described in detail [30]. The patients were positioned supine 
with elevated anns and flexed elbows, and a Vac Fix bag 
was used for supprt  and immobilization. The radiation 
oncologist palpated the breast parenchyma and defined the 
treatment fields during simulation. The cranial and caudal 
portals were 2 cm from the parenchyma, and the medial field 
border was in the centerline of the patient. Wedges were 
used to optimize the dose distribution and no bolus was 
allowed. The treatment planning was based on a single 
transverse central slice and the treatment planning system 
used was Helax-TMS [22]. Therapy was delivered in 2 Cy 
fractions, with a dose normalization point at the center of the 
target [20], 5 days per week to a total dose of 54 Cy. The 
dose rate was 3 Gy/min at the dose maximum depth of 12 
mm. In vivo dosimetry with semiconductor detectors was 
performed once a week and the fields were verified and 
compared with the X-rays from the simulation at least one 
time during the treatment. 

2.3. Topical application of mometasone furoate cream or 
emollient cream 

The patients were randomized to receive blinded tubes of 
either the potent corticosteroid mometasone furoate cream 
0.1% (Elocon, Schering-Plough) or an emollient cream 
(Diprobase, Schering-Plough) used as placebo. The patients 
were instructed to apply the study cream on the irradiated 
area twice a week up to 24 Cy and thereafter once daily until 
3 weeks had elapsed after completion of the radiotherapy. 
All patients in  the MMF and placebo groups also applied 
non-blinded emollient cream (Diprobase) over the radiation 
area once daily, starting on the first day of irradiation and 
continuing until 3 weeks after completion of radiotherapy. 

2.4. Assessment measures 

The area to be irradiated was investigated and documen- 
ted before the start of radiotherapy in conjunction with a 
postoperative conference and at a special visit to the Derma- 
tology Department. Either of two dermatologists investi- 
gated the patients. Punch biopsies from the treated breast 
were taken before and after the treatment for future studies 
of any late side effects. The irradiated skin area was eval- 
uated at 24, 34.44 and 54 Cy, and 3 weeks after completion 
of radiotherapy. In case of extensive acute radiation derma- 
titis andor severe subjective symptoms, the patients could 
receive furtber topical treatment, decided by the dermatol- 
ogist. However, the patient would also be expected to 
continue with the blinded cream and not be excluded from 
the study. 

For quantitative evaluation of the erythemdpigmenta- 
tion, a reflectance spectrophotometer (DermaSpectmmeter, 
Cortex; Technology, Hadsund, Denmark), with digital read- 
out was used [121. The instrument emits green light at 568 
and red at 655 nm, corresponding to the absorption peaks of 
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Table 1 
Charactenstics of the Patients in the mometasone furoatc (MMF) cream and the emollient cream group (n = 49)" 

Characteristics MMF Emollient 

Total number of patient? 
Median age (range) (yean) 
Menopausal status 

Pre- 
POSt. 

Breast 
Right 
Left 

Size A 
Size B 
Size C 
Size D 

Medial 
Lateral 
Cenlral 

Brasriere cup SiLe 

Tumor location 

Mean tumor size (range) (mm) 
TNM 

TINOMO 
TZNUMO 

Yes 
N" 

Axillary node dissection 

Median number of nodes (range) 
Skin phototype 
Type 1 
Type 2 
Type 3 
Type 4 

Dore 
54 Cy 
56  Gy 
Median days of treatment (range) 
Mean CRE (range) 
Maximum dose, average (range) (%) 

24 
58  

4 
19 

10 
14 

0 
14 
8 
2 

S 
17 
2 

I I .o 

23 
I 

18 
6 

10 

0 
6 

16 
1 

22 
2 

39  
16.4 

108.0 

(48-72) 

17% 
79% 

42% 
58% 

0% 
58% 
33% 

8% 

21% 
71% 

8% 

(4-25) 

96% 
4% 

75% 
25% 

(3-23) 

0% 
26% 
70% 

4 %  

92% 
8% 

(3-5) 
(16.2-16.6) 

(105.2-1 12.8) 

z5 
60 

3 
21 

10 
15 

I 
15 
6 
3 

9 
IS 

1 
11.0 

25 
0 

22 
3 

10 

0 
5 

17 
3 

22 
3 

39  
16.4 

108.2 

(47-76) 

12% 
84% 

40% 
60% 

4 %  
60% 
24% 
12% 

36% 
60% 

4% 
(3-20) 

I W% 
0% 

88% 
12% 

(1-20) 

0% 
20% 
68% 
12% 

88% 
12% 

( 3 L S 0 )  
(16.1-16.8) 

(103.9-115.2) 

" CRE. cumulative radiation effect: skin phototype, a subjective assessed determined sunburning and tanning tendency arbitrarily graded [12]. The two 
p u p s  were well balanced. 

hemoglobin and melanin, respectively. The intensity of the 
emitted light is detected by a photodetector as a relative and 
dimensionless average erythema index and melanin index, 
after compensating for temperature and for ambient light 
penetrating into the sensor. The measured skin area is circn- 
lar with a diameter of 11 mm. 

The irradiated area as well as the corresponding area on 
the untreated breast was divided into five regions (medial 
breast, lateral breast, areola, under the breast, and axilla) 
(Fig. 1). All five regions in each breast were measured in 
triplicate. The mean of the three assessments in each of the 
five regions (Fig. I )  of the untreated breast was subtracted 
from the corresponding mean value of the triplicate in each 
of the five regions in the treated breast to compensate for 
background erythema and pigmentation. The resulting 
values were designated objective region values (ORV). A 
so-called 'patient erythema-index mean' (PEM) and 'patient 

melanin-index mean' (PMM) were calculated as the average 
of the five ORV for the two respective wavelengths, and 
represented a patient's average reaction for a given dose. 
The total patient erythema index (TPE) and the total patient 
melanin index (TPM) were defined as the mean of all five 
PEM and PMM in each patient, respectively. 

The adverse reaction in the skin was visually described and 
recorded with reference to erythema, edema, ulceration/ 
bullae, and moist desquamation. The interpretation of the 
adverse reaction in the skin was graded on a seven-point 
scale; 0 = no reaction, 1 =just perceptible erythema. 
2 = mild erythema, 3 = moderate erythema, 4 = severe 
erythema, 5 = severe erythema and edema, 6 = moist 
desquamation or ulceration/bullae. Each of the five regions 
in the treated breast was evaluated at every visit. 

The patients' subjective experiences of itching, burning, 
and pain in the irradiated area were classified by the patients 
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Fig. I. The irradiation area was divided into five regions: axilla (I), areola 
(2). medial breast (3). lateral breast (4). and under the breast (5). 

using a Visual Analogue Scale (VAS) ( I O  cm in length, 0 = 
no symptom, I O  = worst possible symptom). The patients 
were photographed at every visit for later verification of the 
dermatitis. 

2.5. Statistical methods 

Under the assumption of an overall mean difference of 0.5 
units and a standard deviation of 0.5 units, 42 patients (21 in 
each group) were required to achieve a power of 90% to 
reject a null hypothesis of equality, applying a two-sided lest 
at the 5% significance level (normal approximation). With 
an estimated fraction of 15% of the patients being not evalu- 
able, a total of 50 patients had to be included in the study. 

The patients fulfilling the inclusion and exclusion criteria 
were randomized into one of two treatment arms (emollient 
versus MMF), using computer-generated randomization list 
and the closed envelope system at the first visit to the derma- 
tologist. Neither the oncologist, the dermatologist, the radio- 
therapy technicians, the nurses nor the patients knew the 
content of either of the blinded tubes. The code was broken 
after the last patient had fulfilled her follow-up. An inde- 
pendent statistician performed all the statistical analyses. 
The intention-to-treat principle and two-tailed tests were 
used. The Mann-Whimey U-test was used for all statistical 
comparisons in the total objective erythema, maximal 
scored erythema, the total objective pigmentation and the 
subjective scored symptoms (itching, burning and pain). 

3. Results 

Fifty women with diagnosed breast cancer without signs 

of lymph node metastasis (TI-2 NO or Nx MO) entered the 
study. One patient, after being randomized in the study, 
refused further participation before the start of the MMF 
treatment and any evaluation, and could not therefore be 
included in the final analysis. Thus 49 patients were eligible 
for evaluation. 

All patients were healthy, with a WHO performance 
status of 0 and with no signs of remaining breast cancer. 
No patient received concomitant adjuvant therapy or any 
drugs that could have interfered with the effect of the radia- 
tion, except for one patient in the emollient group. She was 
given systemic glucocorticosteroid treatment for 3 weeks 
after 42 Gy because of acute eruption of erythema nodosum 
localized to her lower extremities. The two groups were well 
balanced regarding age, menopausal status, treated breast, 
primary tumor data, and skin phototype (Table I ) .  Also, the 
total delivered radiotherapy doses, length of treatment and 
estimated maximum skin dose in the central slice, proved to 
be well balanced. The estimated breast sizes (reported as 
brassiere sizes) were also comparable. 

In five cases (two in the MMF group and three in the 
emollient group) the duration of treatment was prolonged 
as a result of treatment interruption because of machine 
service or holidays, and an extra fraction (2 Gy) was 
added to a total dose of 56 Gy. In these patients the 54 Gy 
evaluation was made at 56 Gy. The +3-week evaluation 
was performed earlier in three patients: in the MMF group 
one patient was investigated only 7 days after cessation of 
radiotherapy, and in the emollient group two patients were 
followed up after I O  and 15 days, respectively, because of 
holidays. In one patient in each group the +3-week evalua- 
tion was not done. 

3.1. Evaluation of erythema and pigmentation using 
reflectance spectrophotometry 

The mean PEM was higher in the emollient group than in 

T ' - 1  

I 
4 

I 
P 

p. 

Q L- * A n ,  I ,  " h. *. 
Fig. 2. Means (with SE) of the patient erythema index mean (PEM) i n  each 
of the two groups at different dose Levels and three weeks afler cornpledon 
the radiotherapy. 0 indicates the p u p  treated only with emollient cream 
and A indicates the p u p  treated with momelasone furoate cream plus 
emollient cream. 
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Table 2 
Data of the total objective skin reactions (total patient erythema index (TPE) and the total patient melanin index (TPM)) and maximum erythema scores (E- 
score) for each patient in the Study (n = 50) 

- ~ 

Patlent no CoNsone TPE TPM Maximum Patlent no COIi lSWE TPE 
E-SC'JK 

1 
2 
4 
8 
9 

12 
13 
15 
16 
17 
22 
23 
24 
25 
27 
31 
32 
33 
35 
39 
41 
44 
45 
48 
50 

Mea" 
Median 
Minimum 

N O  7.9 
NO 9.1 
NO 11.2 
NO 8.6 
N O  6.5 
N O  4.4 
N O  8.4 
N" 4.9 
NO 11.1 
N O  8. I 
N O  7.0 
N" 7.5 
NO 6.8 
NO 5.4 
N" 4.0 
N" 10.8 
NO 6.1 
NO 7.6 
N O  10.0 
N" 4.8 
NO 4.9 
NO 7.0 
NO 6.4 
N" 5.5 
N" 7.0 

1.2 
7.0 
411 .. 

Maximum 11.2 

1.9 
2.9 
2.1 
6.2 
0.2 
6.3 
6.4 
7.2 
8.0 
7. I 
4.0 
I .2 
7.8 
3. I 
3.3 
3.3 
1.1 
4.8 
6.2 
3.9 
2.9 
I .3 
5.8 
I .o 
5.6 

4.1 
3.9 
0.2 
8.0 

3 3 
3 5 
3 6 
6 7 
2 10 
3 I I  
4 14 
3 18 
6 19 
6 20 
4 21 
6 26 
6 28 
6 29 
6 30 
6 34 
3 36 
4 37 
6 38 
4 40 
2 42 
4 43 
3 46 
6 471 
3 49 

~ Mea" 
4 Median 
2 Minimum 
6 Maximum 

Yes 7.0 
Yes 3.9 
Yes 5.5 
Yes 5.3 
Yes 7.9 
Yes 5.8 
Yes 6.5 
Yes 4.3 
Yes 5.9 
YES 5.0 
Yes 5.6 
Yes 5.4 
Yes 2.9 
Yes 5.1 
Yes 5.4 
Yes 6.0 
Yes 7.2 
Yes 5.9 
Yes 5.8 
Yes 1.5 
Yes 6.3 
Yes 2.3 
Yes 5.9 
YCS ND 
Yes 6. I 

5.4 
5.7 
2.3 
7.9 

Patient no. 47 in the cortisone-mated group was not eligible for evaluation. ND, not determined. 

the MMF group at all studied radiation dose levels (Fig. 2). 
The TPE was statistically significantly lower ( P  = 0.0033) 
in the mometasone furoate group than in the group treated 
only with emollient cream (Table 2). 

The emollient group showed an increase in mean PMM 
during the follow-up period (Fig. 3), but no significant 
difference (P = 0.31) in the median total patient melanin 
index (TPM) was found between the MMF and the emolli- 
ent group (Table 2). 

3.2. Evaluation of the acute radiation dermatitis and 
pigmentation by scoring 

Before the start of treatment no patients exhibited 
erythema on the irradiated field except one patient in the 
emollient group, in whom slight postoperative inflammation 
was suspected in the lower part of the breast (scored as 2). 
All other areas in the patients were scored as 0 at baseline. 
The MMF-treated patients showed a less pronounced maxi- 
mal skin erythema reaction than patients in the emollient 

TPM 

~ 

3.6 
1.5 
7.2 
I S  
7.7 
0.8 
2.9 
4.3 
3.3 
3.3 
4.6 
4.3 
2.7 
3.1 
1.2 
2.8 
2.2 
3.7 
2.9 
I .2 
4.2 
4.6 
4.4 
ND 
2.5 

3.4 
3.2 
0.8 
7.7 

~ 

Maximum 
E-SCOre 

3 
2 
6 
2 
2 
2 
3 
6 
4 
3 
4 
2 
2 
2 
3 
3 
6 
3 
3 
6 
3 
2 
3 
ND 
3 

3 
2 
6 

cream group (Tables 2 and 3). The difference was statisti- 
cally significant (P = 0.01 1). 

6 ' I  T 

T 
__ 

P 4 

. . -. . .. 
Fig. 3. Means (with SEI of the patient melanin index mean (PMM) in the 
two groups at different dose levels and three weeks after completion of the 
radiotherapy. 0 indicates the group treated only with emollient cream and 
A indicates the group treated with momelasone furoate cream. 
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Table 3 
The maximal a s s e s 4  erythema score forthe patients in each group, during 
the study period* 

respectively) level. No difference in pain was seen 
( P  = 0.42) 

Maximal score 

I 2 3 4 5 6 

Emollient (n = 25) 0 2 8 5 0 I O  
MMF (n = 24) 0 8 10 2 0 4 

’ The patients in the emollient group had Significantly wone skin reac- 
tions than the patients in the MMF goup (P = 0.01 I ) .  

3.3. Numbers of failures in the emollient and the 
mometasone furoate groups 

Six patients in the emollient group required further topi- 
cal treatment because of subjective severe symptoms from 
the regions with moist desquamation (Table 4). None of the 
patients had any clinical sign of infection in the skin. The 
patients continued with their blinded tubes but applied the 
optional treatment separately on these sore areas. The code 
was not broken. One patient had a suspected eruption of 
lupus erythematosus in the irradiated area after 24 Gy and 
she received betamethasone valerate clioquinol cream after 
44 Cy. Three patients in the MMF group needed further 
treatment because of severe moist desquamation in the 
axilla (Table 4). However, two of these patients forgot to 
apply the study cream in the axilla during the treatment 
period. These two patients started to use MMF (the blinded 
tube) again in the axilla and then improved. 

3.4. Subjective experience of pain, burning and itching 

The majority of the patients had no or very mild symp- 
toms during the study. Patients in the group receiving MMF 
cream experienced less itching and burning than in the 
group treated with emollient cream only, but the difference 
did not reach the significance ( P  = 0.069 and P = 0.087, 

4. Discussion 

Acute radiation dermatitis is associated with epidermal 
basal cell and endothelial cell damage, and with an inflam- 
matory reaction 11,171. A severe acute dermatitis is asso- 
ciated with considerable discomfort for the patient who may 
cause a delay of the radiation and thus reduce the antitu- 
moral effect 1171. In the present study using an objective 
scoring system, we have demonstrated that MMF, used from 
the first day of radiotherapy until 3 weeks after its comple- 
tion, in combination with emollient cream, is statistically 
significantly superior to emollient cream only, in reducing 
acute radiation dermatitis. The clinical value of this finding 
is most obvious to understand when comparing every 
patient’s maximal reaction. This result also showed a clear 
significant benefit for MMF-treatment. Besides that, the 
number of patients requiring complementary treatment indi- 
cates a substantial benefit of adding M M F  to emollient 
cream. Most patients had only mild subjective symptoms 
due to the moderate skin doses given to this group. Patients 
in the MMF group clearly tended to report less itching and 
burning than patients did in the control group, but in this 
study this results were not statistically significant. 

The potential effectiveness of local or systemic corticos- 
teroids in the treatment of acute radiation dermatitis has 
been reviewed in the literature [44,10,18,19,21,23,34- 
36,39,40]. In humans, only two previous studies have 
shown positive effects of use of local corticosteroids in 
the treatment of acute radiation dermatitis [4,6]. In these 
studies, steroid cream of similar potency to MMF were 
used. Other authors did not find any benefit of steroid ther- 
apy [14,19,39]. This lack of positive previous results could 
be due to several factors. 

The use of less potent corticosteroids in two of the studies 
[14,391. 

Table 4 
Patients in each group needing optional treatment specified at the dose level before failure and the sore regiona 

CRE (CY) optional local mament Sore region 

Emollient gmup 44 

4 4 b  
50 

44 

54 
54 

MMF gmup 44’ 
54‘ 
54 

MMF 
Bemethasone valerate 
Betamethasane valerate + cliaquinol 
Fusidic acid 
Triamcinolone acetonide + halquinol 
Belamethasone valerate + neomycin 
MMF 
MMF 
Fusidic acid 

Axilla 
Upper half of the breast 
Whole breast 
Areola 
Axilla 
Axilla 
Axilla 
Axilla 
Axilla 

Potent stemids with or without antibiotics were mostly chosen. 
The patient with eruption of lupus erythematosus. 
The two patients who did not apply the study cream (MMF) in the axilla from the beginning. 
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Occurrence of the‘break through phenomenon’. Bjorn- 
bergandco-workers [15]reportedthat fouroutof 23 patients 
developed severe dermatitis after 3 weeks on radiotherapy 
despite initial good effects of fluocinolone acetonide oint- 
ment. He refers to this as a ‘break through phenomenon’ 
[51. Glees et al. discussed this as a possible explanation for 
the lack ofeffect of clobetasone butyrate, a moderately potent 
corticosteroid compared with hydrocortisone, a mild corti- 
costeroid cream [141. The mechanisms underlying this 
phenomenon are unclear. It is tempting to speculate, 
however, that this phenomenon is due to the development 
of contact dermatitis in reactions to the use of local steroids 

Variations in the local corticosteroid administration regi- 
mesin the different studies. In some studies which failed to 
demonstrate positive effects of corticosteroids, the treatment 
was begun only when the acute radiation dermatitis became 
manifest [14,39]. Bjornberg and co-workers, on the other 
hand, started treatment at the initiation of radiotherapy 14- 
61. The importance of applying topical steroids from the 
start of the radiotherapy is underlined hy the fact that 
signs of radiation dermatitis may he seen already after the 
first radiation dose [46]. 

Heterogeneity of the patient material and radiotherapy 
schemes may have influenced the results. Previous studies 
have included patients with different cancer type as well as 
different radiotherapy doses. 

Patients serving as their own controls.ln the majority of 
the studies the irradiated area was divided into smaller 
regions to evaluate the effects of different local treatments 
14,5,141. In only one study was the patients randomized to 
use one of two different treatments [ 141. Our study design 
was to randomize the patients to receive only one of the two 
tested creams in order to avoid any undesired extra-regional 
effects or potential systemic effects. Comparisons of differ- 
ent irradiated regions in the same patient can also be hazar- 
dous, in view of differences in skin radiation doses and the 
regional skin quality. 

Subjective evaluation meth0ds.h previous steroid studies 
only subjective scoring methods have been used to evaluate 
the intensity of the erythema. Visual grading of slight 
erythema is difficult, as is scoring of a combination of 
erythema with moderate or marked pigmentation. To 
avoid these shortcomings, we have evaluated the intensity 
of the erythema and pigmentation separately with a reflec- 
tance spectrophotometer. The use of a reflectance spectro- 
photometer for quantification of erythema in acute 
radiodermatitis has heen described previously [11,46]. 
Since this method could give false low values in more 
severe skin reactions (ulceration, bullae, moist desquama- 
tion), a visual evaluation was also performed. 

The relatively limited use of potent topical corticoster- 
oids during radiotherapy may be due to the fear of 
increasing the risk for development of atrophia, telangiec- 
tasia in the irradiated area. However, MMF has demon- 
strated a high degree of efficacy and a potentially low risk 

POI. 

of cutaneous atrophy [8,24,25,28,43]. During our rela- 
tively short observation period no sign of telangiectasia 
or macroscopically atrophic skin was observed. A long- 
term follow-up study with skin biopsies has been initiated 
to evaluate this potential problem. Another theoretical 
reason for not using potent topical corticosteroids may 
be a fear of suppression of the pituitary-adrenal axis. 
The risk for this event is very low, however, as MMF is 
used on a relatively small body area (<5%), and the 
percutaneous absorption of this cream is only 0.4% 
17,27,41,491. In the liver MMF is reduced to three differ- 
ent metabolites with very little intrinsic activity [27]. The 
risk of secondary skin infection may he one reason that 
many oncologists hesitate to use steroid cream for radia- 
tion dermatitis. In our study no signs of secondary infec- 
tion in the skin have been recorded. 

In the future the control of acute radiation dermatitis 
could be of increasing importance, as more frequent use 
of hyperfractionated radiation schedules most likely will 
increase the incidence. The promising results from rando- 
mized trials [21,37,42] will probably lead to an increase in 
the number of patients irradiated at both the breast and 
regional lymph nodes. This in turn could increase the use 
of electrons for minimizing the cardiopulmonary side 
effects 1131 and lead to higher skin doses 1131. 

In conclusion, this study has demonstrated that a potent 
local corticosteroid cream, mometasone furoate, is statisti- 
cally significantly more beneficial than emollient cream 
only, in the treatment of acute radiation dermatitis. The 
results from this study support the use of moderately to 
potent steroid cream from the first day of radiotherapy 
until 3 weeks after its completion, as prophylaxis against 
acute radiation dermatitis. 
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MONTANOV" 202 
Glucolipid O N  emulsifier 

of vegetable origin 

. . . .  
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I. DEFINITION 

is a new emulsifier derived from materials of vegetable origin : 

- glucose extracted from corn 
- fatty phase extracted from rape seed oil. 

The originality of lies in the absence of ethylene oxide. The cha- 
racteristic oxyethylated group of traditional non ionic emulsifiers is replaced in this case 
by a natural holoside. A product composed of a hydrophilic glucolipid and a lipophilic fatty 
chain is thus obtained. 

is distinguished from by its greater level of lipophilia. 
This is due to the specific composition of the fatty chain. 

II. PROPERTIES 

differs from the other products in the  range by : 

the evanescent feel it gives to creams. This light texture is particulariy suitable 
for producing emulsions intended for greasy skins. 

--f 

Like the other products in this range, gives emulsions a long-lasting 
moisturising action. 

Furthermore-  is an excellent co-emulsifier with the esters of fatty 
acids and ethoxylated fatty acids such as SIMULSOL 165. 

a better ability to produce fluid olw emulsions. 

I I. LONG LASTING MOlSTURlSlNG EFFECT I 
Because of its glucolipid structure,  has intrinsic moisturising 
properties which enables formulation of active excipients likely to prevent epidermal 
dehydration. Its use reinforces the action of moisturising active ingredients traditionally 
used (urea, glycerin, NaPC 8 hyaluronic acid). 

moisturising effect was demonstrated in vivo in comparison to a 
commonly used emulsifier, using the corneometer method. 
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I 

I 
I 

I 

I 

20 

% moisturisation treated aredcontrol area 

=  - 

SlMUWL 165 + M O L  C [3/21 

i R* 

1 h30 3 h 00 5 h 00 

ComDosition of formulas tested 

Emulsifiers 5 %  
Cetealyloctanoate 20 Yo 
SEPIGEL 305 1 % 
Preservatives qs 
Water qsp 100 % 

Conclusion : 

demonstrates a long-lasting moisturising effect. Moisturisation 
lasts to a significant extent - 5 hours after application of the emulsion - unlike traditio- 
nal emulsifiers (DERMSCAN Expert Report 97-2117). 

2. SENSORIAL ANALYSIS 

During the sensorial analysis of emulsions based on    the adjectives 
most frequently used by the panellists were : 

Ulightnessl’ ’ievanescence” %silkiness” 

When compared to emulsions based on they seem to be richer ”. 

is the ideal emulsifier for emulsions intended for greasy skins and 
sun-care and make-up products ... 

I \. 7,% 4 
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3. EMULSIFYING PROPERTIES IN RELATION 
TO THE NATURE OF THE FATTY PHASE 

Like the other  products,  can be used to emulsify a wide 
range of fatty phases. 

 

benzoate 12-1 5 I cream 

To obtain perfect stability at 50°C the addition of a stabilising agent is recommended, 
for example : 0.2% SEPIGEL 305, 0.5% SEPIGEL 501, 0.05% Carborner, 1% AI Mg 
Silicate, 0.2% xanthan gum, etc. 
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I 

I 
I 
I 
I 

I 

4.  
AS A CO-EMULSIFIER 

Self-emulsifying products based on the esters of fatty acids and ethoxylated fatty acids 
(like SIMULSOL 165) are widely used in the cosmetics industry, but generally have stability 
problems at 40°C and 50°C. 
The combination of  with SIMULSOL 165 improves the stability very 
easily as you can see in the table below. 

SlMULSOL165 5 % 
Fattyphase 20 % 
Water qsp loo 96 

I RT I 40°C I 50°C 
~ 

Mineral oil NS NS NS 

Sweet Almond Oil NS NS NS 

Dimethicone NS NS NS 
Triglycerides NS NS NS 

Key : NS = not stable 

SlMULSOL165 2 %  
3 % 

Fatty phase 20 % 
Water qsp loo % 

stability 

> M1 

> M1 

> M3 = stability > 3 month 
This kind of combination produces creams with a light and evanescent feel. 

5. LOTION FORMULATION 

With    it is possible to produce lotions whose viscosity doesn't change 
through time, using, for example the following type of formula : 

 3 %  
---- 10 Yo 
Stabilising agent qs 
Preservatives PS 
Water qsp 100 % 

We particularly recommend the following as a stabilising agent : 
SEPlGEL501 (approx. 0.5 %) 
Xanthangum (approx. 0.5 %) 
A combination of both 

Interesting results are also obtained when using the /SIMULSOL A040 
pair at 2.7%/0.3% with the m e  stabking agent. 

6 
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I 6. CONSISTENCY AGENT I 
 has a high melting point. This property is advantageous in any type 

of formulation where a wax is used, for example : W/O emulsions, mascaras, lipsticks, etc. 

In this case -   acts as a consistency agent and improves the product's 
substantivity. 

~~ ~ 

7. BEHAWOUR UNDER HYDROLYSIS 

Because of its etherised structure has an excellent level of chemical 
stability and an aptitude to emulsify in strong acid or alkaline media without risk of 
degradation. 

is compatible with all oxidising or oxidisable active ingredients, 
acids and bases (e.g. AHAs and vitamins). 

can be used to produce specific formulas such as depilatory 
creams, perm products, self tanning products (DHA) or lighteners (Hydroquinone), etc. 

111. TOXICOLOGICAL DATA 

TESTS ON HEALTHY HUMANS 

0 CUTANEOUS TOLERANCE 

- Single application 
When tested using the occlusive patch test at a concentration of in paraffin oil on 
10 subjects over 48 hours-  does not provoke any irritation reaction. 
Its tolerance is judged to be very satisfactory (Experts Report IEC R 61073 D). 

- Repeated applications 
After repeated applications using 4 occlusive patches over 48 hours on 10 healthy 
volunteers at a concentration of - - in water - does not provoke any 
irritation reaction. 
Its tolerance is judged to be very satisfactory (Experts IEC Repor-

7 

FOI - Page 170 of 222

(b)(4)

(b)(4)

(b)(4)

(b)(4)

(b)(4)

(b)(4)

(b)(4)

(b)(4)

(b)(4)

(b)
(4)

Records processed under FOIA Request #2015-7714; Released by CDRH on 02-01-2016.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or call 301-796-8118.



0 SENSITISATION 

was tested at a concentration of 5% on 50 healthy volunteers 
using MARZULLI and MAIBACH’s protocol. 

Induction wriod 
9 consecutive applications under an occlusive dressing for 48 hours on the same area 
of a 5% dilution of  in water. 

Rest Deriod 
15 days without any application. 

“Break out” DhaSe 
A single epicutaneous application under an occlusive dressing over approximately 48 
hours of a 5% dilution of  in distilled water. 

Results 
Each volunteer was examined on the lst, 4th, 8th and 10th applications. Possible reactions 
are noted in comparison to the control patch (vehicle = water). 

Conclusion 
Under these test conditions,  did not provoke a primary or cumu- 

lative irritation reaction, nor skin sensitisation. (Experts Report IEC-

0 COMEDOGENESIS : 

was tested at a concentration of -in an emulsion on 20 volunteers. 

Protocol 
- 

- 2 applications per day, 
- 4weeks. 

20 volunteers with greasy or mixed, acne prone skins who have each undergone 
an individual clinical examination by a dermatologist (before and after treatment), 

Emulsion tested 

lsohexadecane 5 % 
SEPIGEL 305 0.2 % 
Water qsp 100 Yo 
Presewative qs 

Results 
Analysis of results revealed that under these test conditions  is “non 
comedogenic” and “well tolerated, under dermatological control”. (Experts Report 
IEC
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I ALTERNATIVE TESTS 

HET-CAM 

When tested on the chorioallantoic membrane of a hen's egg using the technique 
developed by LUEPKE and published in the Journal Officiel de la Republique 
FranGaise,  in a 1 96 dilution in water is classified as being non 
irritant with a reading of 0. (Internal Report). 

RBCATEST 

.+ Hemolvsinu Dower 
The assessment of the hemolysing power of  with red blood 

cells was carried out using the technique laid down in INVllTOX 1137. 
The test consists of determining, afler plotting a dose/effect curve, the 

concentration in product required to provoke a lysis of 50% of the red blood corpuscles. 
This value is noted as H50. 

In the case of   the reading H 50 > 1000 ppm of -
is obtained which falls into the classification of non hemolysing. 

Denaturinu Dower 
The assessment of the denaturing power consists in measuring the degree of 

denaturation of the oxyhemoglobin. This effect, which is secondary to the hemolysis, 
indicates the extent of the alteration of intracellular proteins. 

Because of its high level of lipophillia, this parameter could not be assessed. 

When tested according to the RBCA technique, has shown a 
very good level of tolerance. 

SUMMARY 

  like the other products in the range, 

- has an excellent level of tolerance (tested under dermatological conhfl 
- Hypoallergenic, 

I - Non comedogenic. I 
 is the first choice excipient for sensitive skins, for greasy, acne 

prone skins and for dehydrated skins which are oflen delicate. 
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IV. RECOMMENDATIONS FOR USE 

Because of  high melting point we recommend that you follow the 
instructions below to produce emulsions based on  

if you are in a laboratory), 

Produce the emulsion at 80-85°C in tanks equipped with a rotorktator propeller 
and a planetary mixer (in the laboratory the use of a SILVERSON mixer is highly 
recommended) 

Avoid any sudden cooling 

N.B. : Forfmulasbasedcm  , aminimum of4partsdfwl pa~---
 is recommended. 

Heat the fatty phase within a double jacketed tank at 80-85°C (or in a water bath 

Proposed INCl name : 

Japan : Proposed INCl name 

CAS No : 

EINECS No : 

hharacteristics Values M6thods 

Appearance Flakes Visual 

Acid value 1 max NFT 60-204 

Hvdroxvl value 21 0-230 080 A 

pH 5 yo 5,5 - 7,5 NFT 73-206 

Colour (VCS) 3 max NFT 20-030 

Water (1 70) 1 max 006 B 

Melting point ("C) 70 - 80 09 A I 
I 7-9 10 
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VII. APPLICATIONS 
.... . .  .. .~ 

Due to its intrinsic properties,  is the first choice emulsifier for speci- 
fic emulsions such as : 

- 
- Light body emulsions, 
- Cream for sensitive skin, 
- Moisturising cream, 
- Foundations, 
- 
- Emulsion lipsticks, 
- Mascaras, 
- 

Emulsions intended for greasy skins, 

Sun milk, after sun milk, self tanning products, 

Specific products (depilatory, permanent and colouring products, etc ...) 

The following formulas illustrate the uses of    
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EUUECS No. 
EIISAEIOLOL 
CAS No. 
51540-5 20.3-205-9 

Empirical Fonnuls: 

Definition: Bisabobl is the terpene that canforms 10 the formula: 
c95na0 
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Fruilepone Passionfruit E 2m36500(16) (Dregooo) 
Fruiiapone Peach B 21036550(17) (Dragom) 
~nritapone P i i M e  E 2m3800(18) (OIWOCO) 
Neo Extrapone Chamomile Llquid 2/070350(19) (DregacO) 
Neo rnrapone Chamomile 2fO6035O(zo) (Dragoco) 
Phytoconcentroi camomile, Oil SoluMe 2/066310(21) (Dragom) 
Vnraspheres-78W)pZ) (Lipold) 
Intomatiom1 Cosmetic Ingredient Dictionary and Handbook, 6th Edition. Printad Edition Page 
Numbar: 147 
Cross Refmzncet: [Cownettc Ingredient Review] (23)[lnlematinaI Buyers' Guide] [CTFA List of 
Japanese Cosmetic Ingrediintsj (24) These h y p e M  links wilt actlvale when apsocialed etedronlc 
books are purchased. 
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~~~ ~ ~ 

MATERIAL SAFETY DATA SHEET 

NOT Hazardous according to criteria of Worksafe Australia - 
)ate of Issue : Nov 1997 

I .  IDENTIFICATION 

General 

Product Name : ALPHA-BISABOLOL 

Other Names : 

UN No. : N/A 

Dangerous Goods Class : C.1 

Subsidiary Risk : None Allocated 

Hazchem Code : N/A 

Pack Group : 0 

; : N/A 

Poisons Schedule : N/A 

Uses : 

Antiphlogistic active agent for the cosmetic industry. 

f . I  Physical Description I Properties 

Appearance : Clear, colourless to faint yellow liquid with faint, floral, sweetish odour. 

Formula : C15 H26 0 

Boiling Point : 287 deg C 

Melting Point : N/A deg C 

Vapour Pressure : 0.16 mm Hg (1 atmosphere) 

Specific Gravity : 0.92 (water = 1) 

Flash Point : Test Unknown 148 

, I : N/A () 

Solubility in water : N/A g/l (25 deg C) 
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;lammability Limits (as percentage volume in air) 

Lower Explosion Limit : 0.8 

Jmer  Explosion Limit : 3.8 

1.2 Other Properties 

Autoignition temperature = 250 deg C Stable up to approximately 330 deg C Sparingly soluble in water. Soluble in many organic 
solvents. 

1.3 Ingredients 

2. m w n  HAZARD INFORMATION 

2.1 Health Effects - Acute 

Swallowed 

Adverse effects are not expected. 

Etle 

Eye contact with product is not expected to cause irritation. 

Skin 

Skin contact with product is not expected to cause irritation 

Inhaled 

Inhalation overexposure is not expected at ambient temperatures. 

2.2 Health Effects - Chronic 

Chronic effects are not known. 

2.3 First Aid 

Swallowed 

Rinse mouth and then drink plenty of water 

Eye 

Ish affected eyes for at least 15 minutes under running water with eyelids held open. Seek medical attention if irritation 
rirsists. 

Skin 
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Yash thoroughly with soap and water. Remove contaminated clothing. 

Inhaled 

< P ~ D  patient calm and remove to fresh air 

3 s t  Aid Facilities 

Ensure an eye bath and safety shower are available and ready for use 

2.5 Advice to Doctor 

Treat symptomatically based on judgement of doctor and individual reactions of patient. 

2.6 Toxicity Data 

Oral LD50 = >5000 mglkg (Rat) Acute skin irritation : non-irritant (Rabbit) (Draize Test) Acute eye irritation : non-irritant (Rabbit) 
(Draize Test) Acute inhalation hazard : no mortalities afler 7h exposure in a highly enriched andlor saturated atmosphere at 20 
deg C (Rat) 

~~ 

3. PRECAUTIONS FOR USE 

3.1 Exposure Standards 

An exposure standard has not been established for this product 

~ Engineering Controls 

Ensure workplace is well ventilated 

3.3 Personal Protection 

Protective glasses with side-shields. protective gloves. Protective overalls. Wash hands and face thoroughly afler handling and 
before work breaks, eating, drinking, smoking and using toilet facilities. 

3.4 Flammability 

Combustible liquid. Flash point 148 deg C. 

SAFE HANDLING INFORMATION 

4.1 Storage I Transport 

Not classified as a dangerous good for storage or transport. Store in accordance with all regulations relevant to combustible 
liquids. Keep tightly closed in a dry and cool place. Not subject to hazardous substances labelling. 

4.2 Packaging I Labelling 

..1 No. NIA 

Class C.l  
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;ub Risk None Allocated 

Hazchem Code NIA 

'ack Group 0 

5PG No. NIA 

Shipping Name ALPHA-BISABOLOL 

Llazard 

Risk Phrases 

Safety Phrases 

4.3 Spills and Disposal 

Spills 

Clean-up personnel should wear protective overalls with goggles and gloves. Do not let product enter drains. 

Contain and soak up all spills with absorbent material. Place waste in labelled containers for disposal. 

Disposal 

Must be disposed of in accordance with all Local, State and Federal regulations to an approved landfill or incinerated. 

=IRE AND EXPLOSION HAZARD 

Fire I Explosion 

Combustible liquid. Stable up to approximately 330 deg C. 

Extinguishing Media 

Firefighters should wear full protective clothing including self-contained breathing apparatus. In case of fire use powder or foam 
type extinguishers. Use equipmenffmedia appropriate to surrounding fire conditions. Dispose of fire debris and contaminated 
extinguishing water in accordance with all regulations. 

5 OTHER INFORMATION 

Other Information 

Inhibition of degradation activity in activated sludge is not to be anticipated during correct introduction of low concentrations. Do 
not discharge product to water courses without effluent treatment. The product is biodegradable. Degradability : >60% BOD of the 
ThOD [OECD 301C] Toxicity to bacteria : EC/LC10 >10,000 mgIL10.5h (Pseudomonas putida) ECILC50 >10,000 mgIU0.5h 
(Pseudomonas putida) ECILC9O >10.000 mgIL10.5h (Pseudomonas putida) Toxicity limit concentration >10,000 mg/L Toxicity to 
fish : ECILC50 >4.6 <IO mgIU96h (Leuciscus idus) ECILCO 5 mgIU48h (Leuciscus idus) Theoretical OD value : 3027 mg/g 
Biochemical Oxygen Demand : 2200 mg/g 

Contact Points 
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Organisation 

Redox Chemicals Pty Ltd 

Poisons Information Centre 

Location Telephone Ask For 

Wetherill Park NSW 02-97255155 Technical Officer 

131129 

1800251 525 
Westmead 
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OPINION OF THE SCIENTIFIC COMMITTEE ON COSMETIC PRODUCTS AND NON-FOOD 
PRODUCTS INTENDED FOR CONSUMERS 

CONCERNING 

PIROCTONE OLAMINE AND ITS MONOETHANOLAMINE SALT 

Colipa no P59 

adopted by the SCCNFP during its 191h plenary meeting 
of 27 February 2002 
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. Terms of Reference 

1.1 Context of the question 

Cosmetic products marketed in the EU may only contain those preservatives which are listed in 
Annex VI of the Cosmetics Directive 76/768/EEC, “List of preservatives which cosmetic 
products may contain”. 

The preamble of the Annex states that preservatives marked with the symbol (+) may also be 
added to cosmetic products in concentrations other than those laid down in the Annex for other 
specific purposes apparent from the presentation of the products. 

Piroctone olamine and its monoethanolamine salt bears the symbol (+) and can therefore be used 
in cosmetics at much higher concentrations, as long as they are not employed as preservatives. 

In its opinion of 17 February 1999 concerning the restrictions on materials listed in Annex VI of 
Directive 76/768/EEC on cosmetic products, the SCCNFP stated that those substances indicated 
by (+) in Annex VI, when incorporated into cosmetic formulations for non-preservative 
functions, should be subjected to the same restrictions in usage levels and warnings as when used 
for preservative effects. 

If a preservative marked with the symbol (+) is added for non-preservative purpose to a cosmetic 
product in a concentration other than that laid down in the Annex VI, data to substantiate its 
safety should be submitted to the SCCNFP. 

1.2 Request to the SCCNFP 

The SCCNFP was requested to review the data submitted to support the safety of piroctone 
olamine and its monoethanolamine salt when used at concentrations other than those laid down 
in Annex VI to Directive 76/768/EEC for non-preservative purposes apparent from the 
presentation of the products and to answer the following question : 

* 
purposes in face care products (leave on) at a maximum concentration of 1 .O% ? 

Can piroctone olamine and its monoethanolamine salt safely used for non-preservative 

1.3 

The SCCNFP is the scientific advisory body to the European Commission in matters of 
consumer protection with respect to cosmetics and non-food products intended for consumers. 

The Commission’s general policy regarding research on animals supports the development of 
alternative methods to replace or to reduce animal testing when possible. In this context, the 
SCCNFP has a specific working group on alternatives to animal testing which, in co-operation 
with other Commission services such as ECVAM (European Centre for Validation of Alternative 
Methods), evaluates these methods. 
The extend to which these validated methods are applicable to cosmetic products and its 
ingredients is a matter of the SCCNFP. 

Statement on the toxicological evaluation 
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SCCNFP opinions include evaluations of experiments using laboratory animals; such tests are 
conducted in accordance with all legal provisions and preferably under chemical law regulations. 
Only in cases where no alternative method is available will such tests be evaluated and the 
resulting data accepted, in order to meet the fundamental requirements of the protection of 
consumer health. 

1.4. Definitions of terms where appropriate 

Piroctone Olamine (PO) has been already subject for evaluation on the background of earlier 
submissions. 

Submission I : February 1980 
Submission I1 : January 1985 

The result of the respective evaluation and the opinion of the Scientific Committee of 
Cosmetology (SCC) is laid down in Reports of the SCC, sixth series, EUR 11 139 EN, 1987. 

PO had been approved for use in cosmetic products at a maximal concentration of 1 % (rinse-off 
products) or 0.5 % in other products. 

PO is non-sensitising , non-genotoxic, non-teratogenic and the systemic toxicity has been 
measured in a 90-day oral test NOEL in rats: 100 mg/kg/day; in 90-day topical application 
NOEL in rabbits: 16 mg/kg/day (one dose test). 

The percutaneous penetration rate in rats was in the order to 4.5 % of a topically applied dose. 
Since 1983, no reports have appeared in the literature indicating that the substance could be 
attributed to unwanted adverse effects. 

In HRIPT, the test cpd. PO at 0.5 % in a vehicle did not induce irritation or sensitisation. In a 
human use test 0.2 % or 1.0 %in  shampoos provided no evidence of adverse reactions. Rabbit 
irritation tests indicated that PO was slightly irritating to the skin (at I %) and eye (0.5 %). 

In “other uses” (within the EU) and outside the EU, the cpd. PO obviously has widely used in 
skin creams (up to 1 %) already for a long time without any user complaints or even reports in 
literature. 

Submission 111 (January 2001) has been presented in order to defend the use of Piroctone 
Olamine (P59) as for “other use” in face care products (leave on products) at a concentration of 
I %. Submission I11 is primarily dealing with skin and ocular tolerance of PO at higher 
concentrations as I %, namely 2 % and 3 %. 

3 
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- __ 
2. Toxicological Evaluation and Characterisation 

By lack of appropriate and validated in vitro test methods the new experiments have been carried 
ont using in vivo models according to modem test protocols following GLP rules. 

2.1. Genera I 

12.1.1. Primary name I 
Piroctone Olamine (INCI) 

12.1.2. Synonyms 

I-Hydroxy-4-methyl-6(2,4,4-trimethylpentyl)2-p~don and its monoethanolamine salt 

12.1.3. Trade names and abbreviations 1 
Octopirox 

I 2.1.4. CAS number I 
68890-66-4 

12.1.5. Structural formula I 

2.1.6. Empirical formula I 

I 2.1.7. Purity, composition and substance eodes 

I 

I 2.1.8. Physical properties 

Appearance : 1 
Melting point : 
Boiling point : / 
Density : I  

4 
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Rel. vap. dens. : / 
VapourPress. : / 
Log Pow : I  

1 2.1.9. Solubility 

I 

12.2. Function and uses 1 
Piroctone Olamine has been approved for use in cosmetic products at a maximal concentration of 
1 % (rinse-off products) or 0.5 % (other products). 

Only the results of the new investigations from submission Ill (January 2001) are listed under the 
respective position number of the SCCNFP standard form. The investigations reported in 
Submission I(1980) and I1 (1985) have been proven satisfactorily as to conduct and scientific 
interpretation and thus the results could be taken under consideration for this safety evaluation. 

1 2.4. Irritation & corrosivity 

I 1 2.4.1. Irritation (skin) 

OECD 404 

Three New Zealand White rabbits were treated topically with concentrations of 2.0 % (left flank) 
or 3.0 % (right flank). Exposure time was 4 hours. The test compound was kept in contact with 
the skin by semi-occlusive dressing. Cutaneous reactions were observed and scored 1 hour, 24, 
48 and 72 hours after removal of the dressing. 
Result: No cutaneous reactions were observed in the study. The test substance was rated to be 
non-irritant to the skin of rabbits at concentrations up 3.0 %. 

Ref. : 48 

I 2.4.2. Irritation (mucous membranes) 

OECD 405 

The eyes of three New Zealand White rabbits were treated with 0.1 ml concentrations of 2.0 % 
(left eye) or 3.0 % (right eye). The eyes were not rinsed after application of the test substance. 
Ocular reactions were observed and scored I hour, 24.48 and 72 hours after administration. 
Reuutt: With the exception of a single case of a slight and transient corneal opacity (3.0 %, day 
2), ocular reactions were limited to the conjunctiva (redness, chemosis and discharge). 

5 
14-2- 
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At 2.0 % very slight to moderate conjunctival reactions were observed in all animals and 
persisted up to day nine of the study. At 3.0 %, very slight to moderate conjunctival reactions 
(redness; chemosis, discharge) and a single case of mild, transient corneal opacity (day 2 only) 
was observed in all animals and persisted up to day three. On the basis of the irritation scores, 
the test substance was rated to be a slight irritant in rabbits. 

Ref. : 49 

2.10. Special investigations 

1 2.10.1. Human Data 

In a double-blind study in humans (report in French language) the tolerance of two cream 
formulations, i.e. 47JP12 and 47JP2, containing 1.0 % and 0.5 % octopirox (piroctone olamine, 
Po), respectively. With the exception of the different content of PO, the formulation ingredients 
were identical. 
The creams were applied once a day, morning or evening, to the face of 65 volunteers, 5 times a 
week, for a total of four weeks. 
ResuN: No difference was noted in the tolerance of these formulations. Both creams showed a 
good acceptance and tolerance. These data support the tolerance of 1.0 % PO in face creams. 

Ref. : 

12.11. Safety evaluation 

CALCULATION OF SAFETY MARGIN 

Piroctone Olamine (Octopirox) 

Based on a usage volume of X ml, containing at maximum X % 

- Maximum amount of ingredient applied I (mg) - 

Typical body weight of human = 60kg 

- Maximum absorption through the skin A (YO) - 

Dermal absorption per treatment I x A  - - 

Systemic exposure dose (SED) I x A l 6 0 k g  = 

- No observed adverse effect level (mglkg) NOAEL - 

Margin of Safety NOAELlSED = 

6 
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2.12. Opinion 

The Committee is of the opinion that the information submitted is insufficient to allow an 
adequate risk assessment to be carried out. 

Before any re-assessment, a complete dossier up-to-modem-standards would be required not 
only on piroctone olamine but also on its monoethanolamine salts. 

I 2.13. References 

Submission I11 

44. Freeberg FE, Griffth JF, Bruce RD, Bay PHS. Correlation of animal tests methods with 
human experience for household products. J. Toxicol. - Cut. and Ocular Toxicol. I (3), 53- 
64, 1984. 
No 57: hydroxy-4-methyl-6(2,2,4-trimethylpentyl)2-pyridon and its monoethanolamine 
salt. Reports of the Scientific Committee on Cosmetology, sixth series, EUR 1 I139 EN, 
1987. 
Patil, SM, Patrick E, Maibach HI. Animal, human, and in vitro test methods for predicting 
skin irritation. In: Dermatoxicology, fifth edition., pp. 41 1-436, Eds. Marzulli FN and 
Maibach HI. Taylor and Frances, London, 1996. 
Manciaux X. 52883 -Acute dermal irritation in rabbits. Study number 20306 TAL, Centre 
International de Toxicology, Evreux, France, unpublished report, Sept. 22,2000. 
Manciaux X. 2848 - Acute eye irritation in rabbits. Study number 20307 TAL, Centre 
International de Toxicology, Evreux, France, unpublished report, Sept. 22,2000. 
Lemaitre M. Etude en double aveugle de I’efficacite et de tolerance de la creme 47JP12 
contre 47JP2 dans la dermie seborreique du visage, unpublished report, August 1997. 

45. 

46. 

47. 

48. 

49. 
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Biolab SGS srl 
Centro di analisi & ricerche biologiche 
Via 8 .  Buozzi. 2 
20090 Virnodrone (Milano) 
Tel. 102) 2650039 
Telex 322202 
Telefax 102) 2504333 

TOXICOLOGY LABORATORY 

Date: 25.02.91 

Protocol n . :  057511 

Study n . :  911168 

PRIMARY SKIN IRRITATION 
ACUTE EYE IRRITATION 

Sponsor: INDENA 

Product: LEUCOCIANIDINE LAV. 2269419 B . A .  75377 

Toxicology laboratory 

MEMBRC OEL G n w o  40s WICIETE GENERALE DE sumvuLuNcE) 

CAPIIALE SOCIALE L. a0.KU.m ;.v. 
ISCR. TRlBUNALE 01 MONZA REG. SOC. N. 40131 
C.C.I.A.A. MILANO N. W&30 
COD. FISC. N. ammi57 - PART. IYA N. m7m1- 
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Protocol n. 057511 Study N. 911168 

PRIMARY SKIN IRRITATION 

Sponsor: INDENA 

Product: LEUCOCIANIDINE LAV. 22694/9 B . A .  75377 

Species and Strains: White New Zealand Rabbits 

Cutaneous Skin Observation Rabbit N. 

reaction time 1 2 3 4 5 6  

Sex :Males - 
Mean value 

Intact 24 h 0 0 0 0 0 0  0.0 
72 h 0 0 0 0 0 0  0,o 
5 gg 0 0 0 0 0 0  0.0 
7 gg 0 0 0 0 0 0  0,o 

Abraded 24 h 0 0 0 0 0 0  020 
72 h 0 0 0 0 0 0  090 
5 gg 0 0 0 0 0 0  090 
7 gg 0 0 0 0 0 0  0,o 

A) Subtotal 0,o 

Erythema h 
Eschar 

Intact 24 h 0 0 0 0 0 0  030 
72 h 0 0 0 0 0 0  0.0 

5 gg 0 0 0 0 0 0  090 
7 gg 0 0 0 0 0 0  0,o 

Oedema 

Abraded 24 h 0 0 0 0 0 0  
72 h 0 0 0 0 0 0  
5 gg 0 0 0 0 0 0  
7 gg 0 0 0 0 0 0  

B) Subtotal 030 

C) Total ( A + B ) 090 

PRIMARY SKIN IRRITATION SCORE ( C:4  ) 0.0 

Conclusions 

The product above mentioned is considered non irritant for the skin. 

MEY8Rl DEL GRUPW so5 ISOCIETE GENERILE OE SURVULUNCEI 

VIA 8. BUOm. I 

E L .  IV21 28yID9 IR.A.1 C.C.I.A.A. fflLAN0 N. REG. Dl l lL  & rirrrche b i i i h a  
CAP~TALE S O ~ L E  L mm.m 0.". Centm di analisi mo8) VIMWRONE IMILANOI 

TELEX TELEFU mp) 25oun 

TRl8UWLE DI M O N U  N. a131 REG. SOC. 

C.F. N. W7SSEO157. P. IVA N. rmbnxBBD 

FOI - Page 191 of 222

Records processed under FOIA Request #2015-7714; Released by CDRH on 02-01-2016.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or call 301-796-8118.



ACUTE EYE IRRITATION 

Date: 25.02.91 - Protocol  N.: 057511 

Product: LEUCOCIANIDINE LAV. 2269419 B.A. 75377 Study No: 911168 

Sponsor: INDENA 

Tissue Time ind iv idua l  s c o r e s  d a i l y  mean (x) 
1 2 3 4 5 6 60'  24h 48h 7Zh 7g 

1) Cornea 

a= opac i ty  
b= a r e a  

60' a 0 0 0 0 0 ' 0  

2 4 h a  0 0 0 0 0 0 

4 8 h a  0 0 0 0 0 0 

7 2 h a  0 0 0 0 0 0 

b O O O O O O  0.0 

b O O O O O O  0.0 

b O O O O O O  0.0 

b O O O O O O  

6 b O O O O O O  

(Sum. a x b x 5 )  7 d a  X= 
0.0 

0.0 

2) - Iris 60' c 0 0 0 0 0 0 0.0 
c= congest ion 2 4 h c  0 0 0 0 0 0 0.0 - 

4 8 h c  0 0 0 0 0 0 
7 2 h c  0 0 0 0 0 0 

6 7 d c  0 0 0 0 0 0 

(Sumn. c x 5) 
X= 

0.0 
0.0 

0.0 

d= redness  
e= chemosis 
f -  d i scharge  

9.00 

3) Conjunctivae 6 0 ' d  2 2 2 2 2 2 
e l l 2 2 1 2  11.0 
f 2 2 2 2 2 2  

2 4 h d  2 1 2 1 1 2 
e l l l l l l  
f 2 2 2 2 2 2  

4 8 h d  1 1 1 1 1 1 
e l l l l l l  6.67 
f 2 1 2 1 1 1  

7 2 h d  1 1 1 1 1 1 
e l l l l l l  6.00 
f l l l l l l  

7 d d  1 1  1 1  1 1  
4.00 

Mean d a i l y  t o t a l  scores :  
( 1 + 2 + 3 )  11.0 9.0 6.67 6.0 4.0 

- 
Conclusions : The r e s u l t s  i n d i c a t e  t h a t  t h e  product can be considered non 

i r r i t an t .  
MWBRI IKL GnuPm xis isoum GENERALE OE EURVEILUNCEI 

WITALE SOCIALE L 8o.m.m i.". 

C.C.I.A.A. MUAN0 N. -REG. DlTTE 
Centro di anadd 
Et ricerche bbbgiche 

VIA 8. BUOm. 2 
XCXJ VIMMIRONE lMlLUlOl 

TELEX 3lZ9l. TELEFAX Km 25(ym 

TRIBUNALE M MONU N. 40131 REG. SOC. 

C.F. N. -157 - P. IVAN. rmQ1Qga) 
TEL. Iml 16MJ38 IR.A.1 
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,,/; -,_, . : .. .. ... .,,.. . . ..I. 
ELMESTEINE 

wb Nor.: 122WB-434; 127657-248 
Empirical Formula: 

Ofinition: Telmerteine is the he(erocycli wganlc compwnd that mkmm to the fornula: 
qH11N04s 
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MATERIAL SAFETY OAT* WEE7 

product: TUWESTEINE 

Oate of S w  : 30.10.1002 ravllion dM: 

1. CliEMICAL PRODUCT AND COMPANY IDENTIFICATION 

SOLCHEM ITALIANA SgA. 
Via Della Vi<ur.80 
26837 Ca&m dAlberi MulOZzano (MILANO) 

e-mail : infog)rokhcrn.t 

Pmduct iancificpllon: TELMESTEINE 

2.COMPOSl710N I INFORMATlON ON INGREDIENT8 

. +2-9888@.1 

COMPONENTS HAZARDOUS CONCMITRATIW C4S # MOLECULAR 
WEIGHT 

Telme5toirm no 1w 4s 122846434 205.23 

3, HEALTH HAZARDS IDENTIFICATON 

no data available 

IELMESTEINE MATERIAL SAAIYDATA SHEETS Page.1 of4 
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. .  1. FIRST AIDS AN0 M W U U E S  

w e n l  In- : Thr usual petnutions t a b  when handling chomicak ShaUld be observsd - : flush with cnpioua amounts dwderfa at laael16 minutes. Call a meidan. 

skin m&d ; flush with soap and mpiorar rn- of water tor t @st 15 minutss. Remove 
mntam'nated clothhg and 9-3. Call a phyrisian 

:wash out rnouln with water provldod p m n  is conacious, call a physician 

Inhalation : remove to f m n  air. If breathing bewme d-lt, call a physician 

5. FIRE FK3HTING MEASUFES 

E x t i n a U b ~  : carbon dioxide, dry chemical powder or appbapnate foam 

SWdd f U E - f ) ) d  ures: wear self-conlainoinsd braalhing appanhrs and protedive C M n g  to 
prsvant contact wkh skin anU eyes. 

- m i  ons h.u rdq: cmb ioxlc fumes under fitm condMons 

6. AcclOENTAL RELEASE MEASURES 

W w  sdf-containid breathing apparatus, nhbw bootr and heavy rubbergloves. 
Sweep up, placr In a bag and hold farwaste dWOw1. 
Avoid mising drpt 
Venwate yea and wash spiii site after material hck up IS complete. 

7'. HANDLING AND STORAGE 

Handling I appfuvbd nspimtor. Compatible chemikal-r&stani gloves. Chemical SfWQ ambo, 
Mechanical exhaust rsqulred. 

Swage : store it7 welkdosetr containers, polected from Ikm and humidity. PllCe In a Well 
ventilated area. 

8. WOsURE CONTROL AND PERSONAL PROTECTION 

8.1: protcelivc &thing or equipment 
8.2 control of thtuhold limits 
8.3 personal proledion 
a.3. I n6plracorY'gratsetfan 
8.3.2 hand pobctian Nbber glove5 
8.3.3 aye protection probeedve goggles 

appmprlate laboratory apparel 
M appYeablc 
protect oxpoKd sldn 
war approved respirator 

- 
ELELMESTEINE MATERIAL ~ A F ~ D A T A  SHEETS PageZM4 
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8. PHYSlCAL AN0 CHEMICAL PROPERTIES 

.white 

11. TOXICOLOQICAL INFORMATION 

LD 50 (oral fat I mouse) : > 4000 mgtkg 

12. ECOLOOiCAL INFORMATION 

Eat~ral nates : Do nc4 allow ,oredud to reach grand water, water bodiee or sewage system 

13. DISPOSAL CONSIOEWTION 

Incinerate h arl appmved facility after dissoklng in a auitabb SOhm'It. 
DispDse in accordance with all state and local mguktlans. 

TELMESTEi NE. MATERIAL SAFETY DATA sH€ETS P a p  3 d 4 
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?a. TRANSPORT REGUL4TION 

15. REGULATORY tNFORMATION 

16. OTHER INFORMATION 

fhase statements solely desoribe the safety &mads d tho prpdud and base afccrdkg to the 
best of our klHf on our today’s knowkdge. They I howsver, do not mprescnt any assurance 
tavards prop.lliBs of the produn wfthln the sense d liability , rev. gusrantp rWulatiQn and thus 
are given withoul abligarion. 

TEL MESTEIN€ MATERIAL SAFETV DATA snEm Page 4 d 4 

TOTRLE P.05 
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Confidential 

TI260-300 

TEST FACILITY: 

NAMSA 
2261 Tracy Road 
Northwood, OH 43619-1397 

NAMSA 

Lab No. 03T 00349 00 

P.O. No. MK123102 
4521-WCR 

STUDY TITLE: 

IS0 CLOSED PATCH SENSITIZATION STUDY 

TEST ARTICLE: 

Wound and Skin emulsion 

SPONSOR 

MIKE KILLEEN 
SINCLAIR PHARMACEUTICALS 
1825 GARRETT DRIVE 
CARROLL, TX 75010 

Page 1 of 10 

Corp. Hdqtrs: 2261 Tracy Road. Northwood. OH 43619-1397 1419 666.96551 Fax 419.666.2954 
3400 Cobb International Elvd.. Kennesaw, GA 30152-7601 1770,427.3101 I Fax 770.426 5692 

SMorgan. INine. C~92618-~781~9.951.31101Fax~9.951.3280 
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SUMMARY 

A study was conducted in the guinea pig to evaluate the potential for delayed dermal contact sensitization of Wound 
and Skin emulsion. The study was conducted based on the requirements of the International Organization for 
Standardization 10993: Biological Evaluation of Medical Devices, Part IO: Tests for Irritation and Sensitization. 

The test article was occlusively patched for 6 to 8 hours to the intact skin of IO guinea pigs, three times a week, for a 
total of nine induction treatments over a 3 week period. The control article was similarly patched to 5 guinea pigs. 
Following a recovery period, the 10 test and 5 control animals received a challenge patch of the test article and the 
test article diluent. All sites were observed for evidence of dermal reactions at approximately 24,48, and 72 hours 
after patch removal. 

Under the conditions of this study, the test article showed no evidence of causing delayed dermal contact 
sensitization in the guinea pig. 
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INTRODUCTION 

The test article described below was evaluated for the potential to cause delayed dermal contact sensitization 
following repeated occlusive patching in the guinea pig. The study was conducted based on the requirements of the 
International Organization for Standardization 10993: Biological Evaluation of Medical Devices, Part 10: Tests for 
Irritation and Sensitization. The test article was received on January 9,2003. The first patch was applied on 
January 15,2003, and the observations were concluded on February 20,2003. The susceptibility of the Hartley 
guinea pig strain to a known sensitizing agent, l-chloro-2,4-dinitrobenzene (DNCB), has been substantiated at 
NAMSA with this method under lab number 02T-12300-00 completed on November 15,2002. 

MATERIALS 

The sample provided by the sponsor was identified and handled as follows: 

Test Article: 

Identification No: Not Supplied 

Storage Conditions: Room temperature 

Control Article: Hill Top Chamber@ 

Preparation: 

Wound and Skin emulsion 

The test article was dosed as received. 

METHODS 

Test Svstem: 

Species: 
Strain: 
Source: 
Sex: 
Body Weight Range: 
Age: 
Acclimation Period 
Number of Animals: 
Identification Method: 

Justification of Test Svstem: 

Guinea pig (Caviaporcellus) 
HlaE?(HA)CVF@ 
Hilltop Lab Animals, Inc. 
Female (nulliparous) 
375 grams to 426 grams the day prior to first treatment 
No particular age was prescribed for this test 
M i n i u m  5 days 
15 
Ear punch 

The Hartley albino guinea pig has been used historically for sensitization studies. Repeated patching of the test 
material to fur-clipped intact skin will be employed. Topical applications are related to the human exposure route 
and will permit the evaluation of dermal contact and/or absorption of potential sensitizers during induction and 
challenge phases. Reactions directly under the topical application site can be observed. The susceptibility of the 
Hartley strain to a know sensitizing agent, l-chloro-2,4-dinitrobenzene (DNCB), has been substantiated at NAMSA 
with this method. 

Aniial  Manaeemenr: 

Husbandry: Conditions conformed to Standard Operating Procedures which are based on the “Guide for 
the Care and Use of Laboratory Animals.” 

PROLAB@ Guinea Pig Diet was provided daily. Food: 
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Water: Freely available, municipal (Toledo, OH) water was delivered through an automatic watering 
system. 

Reasonably expected contaminants in feed or water supplies did not have the potential to 
influence the outcome of this test. 

Animals were housed in groups in stainless steel suspended cages identified by a card 
indicating the lab number, animal numbers, test code, sex, animal code and fvst treatment 
date. 

The room temperature was monitored daily. The temperature range for the room was within 
a range of 64-79'F. 

The room humidity was monitored daily. The humidity range for the room was 30-70%. 

The light cycle was controlled using an automatic timer (12 hours light, 12 hours dark). 

NAMSA is an AAALAC International accredited facility and is registered with the United 
States Department of Agriculture. Additionally, NAMSA maintains an approved Animal 
Welfare Assurance on file with the National Institutes of Health, Office for Laboratory 
Animal Welfare. 

Associates involved were appropriately qualified and trained 

Only healthy, previously unused animals were selected. 

Contaminants: 

Housing: 

Environmental: 

Facility: 

Personnel: 

Selection: 

Exuerimental Procedure: 

On the day prior to the fvst induction treatment, each animal was weighed and identified. The hair was removed 
with an electric clipper fiom the left flank of 10 guinea pigs designated as test animals and 5 guinea pigs designated 
as control animals. Each animal was observed daily for general health. 

Induction: 

The following day, the nonwoven cotton disk contained inside a Hill Top Chambe& was saturated with 0.3 ml of 
the test article and applied to the appropriate animal. The chamber was then secured with hypoallergenic tape to the 
intact skin. A dry Hill Top Chamber@ was similarity patched to each control guinea pig. To maintain the occluded 
patch in position, the trunk of each guinea pig was wrapped with an elastic band. 

At 6 to 8 hours, the wraps and patches were removed. The sites were wiped with dry gauze after patch removal to 
remove any material residue kom the skin. Observations for dermal responses were recorded 24 hours following 
the completion of each test article exposure (see DEVIATION). Prior to scoring, the sites were wiped with 35% 
isopropyl alcohol saturated gauze. 

The application procedure was repeated three times each week (e.g. Monday-Wednesday-Friday) for 3 weeks until 
nine applications were made to the left flank of the animals. The hair was clipped the day prior to each application 
to provide a clear site. Due to test animal numbered 48 showing a reaction of well-defmed erythema at the sixth 
induction patch number, the patch for this animal was placed on a virgin site for the following patch application 
(see RESULTS). 
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Challenee: 

At 13 days after the final induction patch, the hair of each guinea pig was removed with an electric clipper from the 
right flank area. On the following day, the nonwoven cotton disk inside a Hill Top Chambe& was removed and a 
0.3 ml portion of the test article was applied to the chamber and then topically secured with hypoallergenic tape to 
the intact skin on the ventral flank of each test and control guinea pig. A dry Hill Top Chamber@ was similarly 
patched to the dorsal flank of each test and control guinea pig. The trunk of each guinea pig was wrapped with an 
elastic band to hold the occluded patches in place. 

All wraps and patches were removed 6 to 8 hours later. The sites were wiped with dry gauze after patch removal. 
At 24 hours after patch removal, the challenged sites and surrounding area were shaved. Observations for dermal 
reactions were conducted at 2 4  hours following the shave and at 48 and 72 hours after challenge patch removal. 
Sites were wiped with 35% isopropyl alcohol saturated gauze before scoring at each interval. Evaluations for both 
the induction and challenge phases were based on dermal reactions which were scored as outlined below: 

ERYTHEMA (ER) I EDEMA (ED) n Reaction I Numerical I Reaction I Numerical 

Following the challenge patch, any test animal exhibiting a dermal reaction geater than that observed in the 
challenge control conditions was considered as showing delayed contact sensitization to the test article. Pattern and 
duration of reactions was also considered in the final evaluation. 

DEVIATION 

Observations for dermal responses 24 hours following the fifth induction patch were not conducted. This deviation 
was not believed to have adversely affected the outcome of the study. 

RESULTS 

Clinical Observations: Individual body weights are presented in Appendix 1. All animals appeared clinically 
normal throughout the study. 

Dermal Observations: Individual results of dermal scoring for the induction and challenge phases appear in 
Appendices 2 and 3. During induction scoring, several of the test animals exhibited scores from no erythema to 
well-defined erythema, and from no edema to slight edema. During the challenge 24 hour scores, three animals 
exhibited scores of slight erythema on the test sites. These scores were not indicative of delayed dermal contact 
sensitization. Therefore, no evidence of sensitization was observed. 

Results of the rechallenge appear in Appendix 4. 

Results and conclusions apply only to the test article tested. No hrther evaluation of these results is made by 
NAMSA. Any extrapolation of these data to other samples is the responsibility of the sponsor. All procedures were 
conducted in conformance with good laboratory practice and IS0  17025. 

NAMSA 
Page 6 of 10 

Carp. Hdqtrs: 2261 Tracy Road. Nonhwood. OH43619-13971419.666.9455lFax419.666.2954 
3400 Cobb International Blvd.. Kennesaw. GA3152.7601 1770.427.3101 I Fax 770,428,5592 

9 Morgan. Iryine. CA 92618-2078/949.951.3110/ Fax949.951.32BO 
Israel * Taiwan * UnitedKinodom Affilietes: France * Germanv 

FOI - Page 203 of 222

Records processed under FOIA Request #2015-7714; Released by CDRH on 02-01-2016.

Questions? Contact FDA/CDRH/OCE/DID at CDRH-FOISTATUS@fda.hhs.gov or call 301-796-8118.



T1260-300 Lab No. 03T 00349 00 

CONCLUSION 

Under the conditions ofthis study, the test article showed no evidence of causing delayed dermal contact 
sensitization in the guinea pig. 

RECORD STORAGE 

All raw data pertaining to this study and a copy of the final report are to be retained in designated NAMSA archive 
files. 
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APPENDIX 1 

INDIVIDUAL BODY WEIGHTS AND CLINICAL OBSERVATIONS 

380 
387 

426 Animal appeared clinically normal throughout the study. ~ 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal Numbed 

50 Test 

51 Test 

52 Test 

53 Test 

39 1 
414 
375 
403 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 

Animal mmared clinicallv normal throughout the studv. 

58 Control 

59 Control 

60 Control 

391 Animal appeared clinically normal throughout the study. " 
395 
405 

Animal appeared clinically normal throughout the study. 

Animal appeared clinically normal throughout the study. 
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APPENDIX 2 

GUINEA PIG SENSITIZATION 

DERMAL REACTIONS - INDUCTION 

* =No scores conducted (see DEVIATION) 
d = Animals #46 and 48 appeared to have small scabbed areas at the test sites 
* = Animal #48 repatched at virgin site for IND 7. 
Test =Test article 
Control =Dry Hill Top Chamber@ 
ER = Ery?hema 
ED =Edema 
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APPENDIX 3 

GUINEA PIG SENSITIZATION 

DERMAL REACTIONS - CHALLENGE 

Lab No. 03T 00349 00 

ER = Erythema 
ED =Edema 
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SUMMARY 

The test article, Wound and Skin emulsion, was evalnated for primary skin imitation in aceOrdanee with the 
guidelines of the International Organization for Standardization 10993: Biological Evaluation of Medical Devices, 
Part 10: Tests for Irritation and Sensitization. Two 25 mm x 25 mm sections of the et article and control article 
were topically applied to the skin of each of three rabbits and left in place for 24 hours. The sites were gtaded for 
erythema and edema at 1,24,48 and 72 burs after removal of the single sample application. 

Under the conditions of this study, well-defined erythema and no edema were observed on the skin of the rabbits. 
The Primary Irritation Index for tbe test ankle was calculated to be 1. I .  The response of the test article was 
categorized as slight. 
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The test article identified below was evaluated for primary skin irritation in accordance with the guiddincs of the 
International Organization for StandardizatiOm 10993: Biological Evaluation of Medical Devices, Part IO: Tesb for 
Irritation and Sensitization. The purpose of this study was to determine the potential for a single topical application 
of the test article to irritate skin of the rabbiit. The test article w s  received on January 9,2003. Patches were 
applied on January 18,2003, and the obsmabons w m  concluded on January 21,2003. 

MATERIALS 

The sample provided by the sponsor was identified and handled BS follows: 

Test Article: 

Identification No.: Not Supplied 

Storage Conditions: Room temperature 

Wound and Skin emulsion 

.control Article: 

Preparation: 

Fwr-ply gauze supplied by the test facility, was cut into 25 mm x 25 mm 
sections, moistened with 0.5 ml of saline per section and backed with 
polyetllykm plastic. 

The test article was cut into 25 mm x 25 mm senions of 4-ply gauze were 
moistened with 0.5 rnl of the test article and applied to the akin of the rabbit. 

METHODS 

Species: 
Breed: 
source: 
sex: 
Body Weight Range: 
Age: 
Acclimation Period: 
Number of Animals: 
Identification Method: 

Rabbit (Orycfolugus cuniculus) 
New Zealand white 
Myrtle's Rabbitry, Inc. 
Male 
2.2 kg to 2.5 kg at selection 
Youngadult 
Minimum 5 days 
Thrce 
Ear R3 

The rabbit h specified as rn 
ANSL'AAMYISO testing s t a n E e  rabbit is wide@ wed far this purpose and relative ranking of %taut scores 
can be determined. 

' animal model for Cvatuacing potential skin irritants by the "en' 

anaeelI&& 

Husbandry: Conditions conformed to Standard Operating Fkwdm which are based on the "Guide for 
the Care and Use of Laboratory Animals." 

PROLAB@ High Fiber Rabbit Diet was provided daily. Food: 
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Water: 

Contaminants: 

Housing: 

Environmental: 

Facility: 

Personnel: 

Selection: 

Lab No. 03T 00349 00 

Freely available, municipal (Toledo, OH) water was delivered through an automatic watering 
system. 

Reasonably expected contaninants in feed or water supplies did not have the potential to 
influence the outwme of this test. 

Animals were individually housed in stainless steel suspended cages identified by a card 
indicating the lab number, animal number, test code, sex, and date dosed. 

The room tempenrmre was monitored daily. The. temperature range for the room was 
61-72'F. 

The room humidity was monitored daily. The humidity range for the m was 30-70%. 

The light cycle was controlled using an automatic timer (12 hours light, 12 hours dark). 

NAMSA is an AAALAC International afQcdted facility and is r e g k t 4  with the United 
States Department ofAgriculture. Additionally, NAMSA maintains an approved Animal 
Welfan Assurance on file with the National Institutes ofHealth, Office for Laboratory 
Aniial Welfare. 

Associates involved were appropriately qualified and trained. 

Only healthy, previously unused, animals free from irritation or other dermatological lesions 
that could interfere with the twt were selected. 

Exwrimental Procedure: 

On the day prior to treatment, the fur on each rabbit's back was clipped with an elech'ic clipper. On the day of 
beatmmf four sites, two on each side of the back and positioned cranially and caudally. were designated on each 
rabbit The sites were h e  of blemishes that could interfere with the interpretation ofmults. Each rabbt received 
four, parallel epidermal abrasions with a W e  needle. The sites on the left side of the back remained intact. 

A 25 mm x 25 mm section of the test article was moistened with 0.5 ml of saline, and applied to each d a l  site 
(two sites per rabbit) by introduction under a 4 ply gauze layer to an area of ski approximately 25 mm x 25 mm 
square. The patches were backed with plastic and covered with a nonreactive taps. The wntrol sample was 
similarly applied to the caudal sites. The trunk of cach animal was wrapped with an elastic bider to mainmin the 
test patches in position. Animals were returned to their cages a k  treatment. 

After the 24 hour exposure, the binders, tape, and patdres were moved. The sites were gmtIy wiped with a gauze 
sponge dampened with deionized water in an attempt to remove any remaining residue. Dermal obpervationa for 
mythema and edema were recorded at I, 24.48 and 72 hours after patch removal in accordance with the criteria in 
Appendix 2. 

The primary Irritation Index of the test was calculated following test completion for each animaL The erythema and 
edema scores obtained at the 24,48 and 72 hour intervals were added together and divided by the total number of 
observations. This cakulatim wes conducted scpanrtsly for the test and control article for each animal, The score 
for the conbvl was subtracted fmm the SWR for the test article to obtain the primary Irritation Swre. The Primary 
Irritation Swre for each rabbit WBS added together and divided by the number of rabbts to obtain the Primary 
lrritafion Index. The Primary irritation Index was charadenze . d based on the dofinitions outlied in Appcndix 1. 
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RESULTS 

Individual results of d m a l  s c h g  appear in Appendix I. Well-defined eryulema and no edema reactions resulted 
in an overall evalnation of slight irrimtion to the skin of the rabbits. The time of onset of the Maximum Irritation 
Response was at 1 hour and the time to Maximum response was 1 hour. The Primary Imtation Index ofthe test 
article was calculated to be 1 . I .  The irritation calculations are shown below: 

Results and conclusions apply only to the test article tested. No further evaluation of these resuIts is made by 
NAMSA. Any extrapolation of these data to other samples is the responsibility of the sponsor. AU pmdUreJ  were 
conducted in conformance with good laboratory practice and IS0 17025. 

CONCLUS ION 

Under the conditions of this study, wellddined erythema and no edema were h ~ e d  on the skin of the rabbits. 
The Primary Irritation Index for the test article was calculated to be 1. I. The response of the test article was 
categorized as slight. 

RECORD STORAGE 

A11 raw data pertaining to this study and a copy of the final report arc to be retained in designated NAMSA archive. I '  files. 

I 
I 
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APPENDIX 1 
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APPEND 1x 2 

CLASS IFICATION S Y S r n  FOR SKIN REAC TION 

NOTE Other adverse changes at the skin sites shall be. recorded and reported 

W A T I O N  RESPONSE C ATEGORIES IN THE RABBdT 
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CLINICAL REPORT ON PATCH AND PHOTO-PATCH TESTS WITH 
XCLAIRm 

SUMMARY 

Xclairm is a product in development by Sinclair 
Pharmaceuticals. In order for development to proceed into 
human efficacy clinical studies, this product was tested 
for any potential skin reaction when applied alone or in 
combination with W rays. 
In this report, the results of patch and photo-patch 
tests with this product are reported. 

~ 

INTRODUCTION 

The objectives of this study were to use in vivo models 
for screening the irritant, allergic, photo-irritant and 
photo-allergic capability of Xclaim (Sinclair 
Pharmaceuticals), that was applied to human skin of 
volunteers. 

SUBJECTS AND METHODS 

1) Subjects 
Twenty-two Caucasian, healthy volunteers were subjected to 
patch and photo-patch tests with XclairB. 
The subjects were 5 males (22.7%) and 17 females ( 7 7 . 3 % ) ,  with 
an age ranging from 24 to 80 years (mean age: 47.5 years). 
Patients' characteristics are reported in Table 1. 
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la) Inclusion criteria 

Inclusion criteria were: 
- Adult and.healthy males and females; 
- Skin photo-type: 11-111; 
- Subjects with healthy skin; 
- Subjects who agreed not to wet the product application 
site and who agreed to avoid intensive physical 
activity; 

- Subjects who agreed to fill in a file in which personal 
data, dermatological notes and dates regarding the 
tests were reported; 

" 

- Subjects who agreed to sign a written informed consent 
form. 

lb) Exclusion criteria 

Exclusion criteria were: 
- Female subjects who were pregnant or breast feeding; 
- Subjects with tattoos, scars, sunburn, ... on the test 
site which could interfere with scoring; 

- Subjects who were under therapy for a systemic or a 
skin disease that required the use of systemic 
(antihistamines, corticosteroids, non steroidal anti- 
inflammatory drugs, beta-blockers) or topical drugs or 
that could interfere with the test products evaluation; 

- Subjects with a history of hypersensitivity to any of 
the formulations components; 
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- Subjects with a history o f  any significant systemic 
disease; 

- Subject who were not able to meet the study attendance 
requirements. 

2) Patch and photo-patch tests 

2a) Single patch test 

The product was applied on the right volar forearm under 
occlusion for 48 hours. 

e 

2b) Single photo-patch test 

The product was applied on the left volar forearm under 
occlusion for 24 hours. After removal of the patch, W A  
rays were applied (14 J/cm2) on the same test site. 

2c) Assessment 

Reading was made visually after 30 minutes, 24 and 48 
hours after patch removal. 
Visual reading of patch test was based on the following 
scale: 

0: no reaction 
1: weak erythema 
2: weak erythema and micro-vesicles 
3: erythema, micro-vesicles and weak oedema 
4: erythema, micro-vesicles and oedema 
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Visual reading of photo-patch test was based on the 
following scale: 

0: no reaction 
1: weak erythema 
2: 'considerable erythema 
3: erythema, oedema and weak exudation 
4: vesicles and/or blisters 
5: erosions 

RESULTS 

Twenty-two volunteers were subjected to patch and photo-patch 
tests with XclairB. 

1) Patch test 
Patch test results are reported in Table 1. 
Three subjects (13.6%) developed a 2+ local reaction and 6 
subjects (27.3%) a 1+ local reaction. 
In 13 subjects (59.1%) no reaction was observed. 
Neither diffuse/generalized nor systemic reactions were 
reported by the subjects or observed by the investigator. 

2 )  Photo-patch test 
Photo-patch tests results are reported in Table 1. 
Two subjects (9.1%) developed a 2+ local reaction and 4 
subjects (18.2%) a 1+ local reaction. 
In 16 subjects (72.7%) no reaction was observed. 
Neither diffuse/generalized nor systemic reactions were 
reported by the subjects or observed by the investigator. 
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COMMENT 

1) Patch tests 
On the basis of the results previously mentioned, XclairB 
seems to have an irritant potential ( 6  subjects with a 1+ 
local reaction out of 22 = 2 7 . 3 % ) .  

2) Photo-patch tests 
The four subjects (18.2%) with a 1+ local reaction would 
suggest a mild photo-irritant capability of XclairB,. 
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TABLE 1. Patients' characteristics and results of patch 
and photo-patch tests. 

PTS Sex Birth Patch t. 

1 EA F 1 9 3 1  ++ 
2 LA F 1 9 7 4  ++ 

(year) 

- 3 SB F 1 9 7 9  
- 4 FB F 1 9 7 6  

5 MB F 1 9 5 5  - 

6 LB F 1 9 2 3  + 

8 MGB F 1 9 4 6  + 

1 0  FD F 1 9 7 2  + 
11 I F  F 1 9 2 8  + 

- 7 SB F 1 9 7 6  

- 9 CB F 1 9 6 2  

- 1 2  MLG F 1 9 6 0  
1 3  LG F 1 9 6 1  - 

1 4  EL M 1 9 4 3  + 
- 15  MN F 1 9 6 7  

1 6  IP F 1 9 4 8  - 

17 PDP M 1 9 5 2  ++ 
- 18 M S  F 1 9 6 5  

1 9  RS F 1 9 5 9  
2 0  AV M 1 9 6 0  
2 1  SV M 1 9 5 7  

- 
- 
- 

2 2  W M 1 9 2 6  + 
LEGENDS: PTS = patients. 

Photo-patch t. 

- 

+ 

- 

+ 
++ 
- 

+ 
++ 
- 
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CLINICAL REPORT ON PATCH AND PHOTO-PATCH TESTS WITH 
XCLAIR@ 

Study S i t e  : 

Istituto Dermatologico Europe0 - Milan/Italy 

Investigator : 

Prof. Stefan0 Veraldi 
/ 

Co-Inv'estigator 

Prof. Paolo Pigatto 

Scientific Director 
Prof.Ruggero Caputo 

President 
Dr.Giorgio Belloni 

Milan, February 18, 2003 
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