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e Germany

Labor fOr Auftragsanalytik und Forschung

TN ANALYTIR Greti, Heupieiade 20, 76764 FOanzasem

Bull Pharma Vertried !

Kurt Teubner Hauptstrale 28

Basler Strafle 116 . 76764 Rheinzabern

Tel: 07272-9309-0

79116 Frelburg Fax: 07272-9300-26

email: hwianalyt@acl.com
Rheinzabem, 26.11.1907
Analysenzertifiket

Praparat. Skin-Cap Spray Laborcode: 2806

Ch.-B. K-39 Eingang: 24.11.1997

Auftraggeber:  Herr Teubner Bestimmung: 25.11.1807

Gehalt Clobeatasol-17-proplonat:

Gefunden: nicht nachwelsbar nicht nachweisbar = no detectable

Bestimmungsgrenze: 0.5 mg / kg

Mothode:
HPLO-Mhnmung‘mlt UV-Detektion nach der Methode des externen Standards.

Stefan !



e Spain

:-".;:* Centro de
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We have performed analysis of clobetasol propionate in several saniples of
SKIN-CAP (Spray) (batch L-11, L-13, L-14 and L-16), determining molecular
weight with a Bruker Biflex MALDI-TOF Mass Spectrometer (Bruker Analytical
Systems Inc) with & N, laser (337 nm wavelenght) and a pulse of 3 ns.
Accelerations for the analyzed samples were 19.5 and 200 KV for linear and
reflector TOF-MS, respectively.

Results showed the presence of a peak at 468 (M+H) and 325 in the sample
which contained added clobetasol propionate as internal standard, On the other
liand, only the 325 peak was detectable in the sample without the added standard

Therefore, we could not detect the presence of clobetasol propionate in any
of the samples (without added standard) analyzed by this method.

pndrid, 15 Aueast, 1997

ful

Dr, Antbiio Martin Gonzilez
Sentor Investigator of CSIC
|

A Sk

Tilman Sanchez Clsaer



e Australia

Department of Pharmacy A15
The University of Sydney
Sydney 2006 Ausiralia

Facility Manager: Mr Broce Tattam

Tefephome: (0F) 9351 3451
Faw+ 61 -2 - 9351 4391

Eeprall! roct@pharm uepd edo sy

ANALYSIS REPORT FOR - BIOCEUTICALS FTY. LTD.

History: i
Date  9/9/97 Sample L-26 arrived in laboratory. (delivered by Dr B Massoud)
22/9/97 Reference Std of Clobetasol Propionate arrived as above.
23/9/97 Sample Reference Std analysed by Mass Spee
Spike sample and extraction begun,
24/9/97 Sample extraction and enalysis of L-26 (ID 65857
. Analyses and report generated.

Samples for M3 analysis: Skin Cap Spray 1-26 Sample ID: 65997
Clobetasol Propionate Std  Sample ID: 107997

Method:

The sample was run on & Finaigan/MAT TSQ 4600

‘The Mass Specirometer was operated in the Chernical ionisation (CT) mode
monitaring for positive jons. Pesk detection was in centroid mode scanniag Q1
Arom miz 100 to m/z 550 in a 45 sec scan time..

The peaks created in the fon chromatograms from the mass specttometer have
heen smoothed and all mass specta generated are background subtracied.

Sample Preparation:

1. The comems of two cans of SKIN-CAP spray were discharged into a 250ml
glass vessel,
2. An Aliquot of 20ml was spiked with Clobetasol Propionste =t 0.05%.
3. A further 20ml aliquot was 12ken as the unspiked sample.
4. The samples wire then filteyed to remove most of the Zme Pyrithions.
5. Each sample was separately put onto the retary evaporater to remove eny ethanol,
approx 15min
6. To each sample a salution of methanol-water (95:5) in the
proportion of mysteratecwater 1:3 was added,
7. The samples were mixed thoroughly for Smin, then sonicated for 20min,
£, The samgle were then put into clean centrifuge tubes and spun at 2500g For 20min
9. The Methans] layers of both extracts were transferred into cleen flasks and then put onto
rotary evaporator for 15min cach,
10 The remaining material was transferred to & centrifiuge tube 2od spun a1 250 for 20min.
11, The aqueous layer was removed and put onto the rotary evaporator to remeve all the water.
12, To the material remaining 10m! of ethanol was added and mixed gently.
13.The ethanol was then trensferted into a clean vial for analysis by MS

Resolts:
See aftachked ME Chromatopgrams and Spectra

File BM0124997 i Clabetasol Propionate refreace std ($107997).

The trace on the ion chromatogram (page 5) shows a peak at scan #105, the Mass Spectrum of this

is plotted ou (page 6) and shows a protonated molecular jon at mfz 467, Page 7 is a differcnt plot fornat
of the sams mass spectrum as (page 6).

‘The file BM0224957 (page 8) is 2 Blank run of ethanol and a limited mass chromatogram of 467 shows
tio significant level the jon trace produces an jon count of 17 ions ( this is electronic noise ). The mass
specirum {pege 9) at scan 124 at amplification factor 20 shows only nolse peaks.

The file BMD324997 is the Sample extract of (#065997) the ion trace (page 10) in this case producing
5240 ion counts ot scan #150, the Mass Spectrum of this is plotted on (page 11), and the peak a #164 is
plotted (page 12), it can be ssen that neither spectrum matches with the Clobetasol Propionate speciium
M(ﬂﬂ#‘ﬁ)-

Conclusion:
From tha spectral imvestipation of the Skin-Cap 126 D 065997 sample supplied is negative for
Clobetasol Propionate in this sample.

Analysis Copducted by Bruce Tattam,
.o T

Bruce Tattam

Facility Manager

Mass Spectrometry Anshytical Facility
Drepartment of Pharmacy A15
University of Sydoey 2006
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Our reference: D-D'N‘-‘il’ 16 March, 19938
Skin Cap Ltd i
The Moorings .
Waterside Industrial Pnrk
Stourton :
Leeds 1
L510 DG ;
" REPORT
Sample: Skin Cap 50 g Cream
Lat No: L-13
Mifg. Date: iarsr'?|
Expiry Date:
Lab Ref.:
Submitted by; ; £n Hn]bruuk
On: :n'r.'h 1998

Analysis to test for 11'1:! Illf{.‘ﬂﬂﬂi‘f of Clobetasol Propionate.
Procedure: grfﬁlm of the material was dissolved in 25 millilitres of 8 7525 mixture of
thanol and water. The solution was filtered prior to HPLC analysis

iu‘nﬂmﬂr the following conditions:

- '-'.._-trlumn'. 15cim Sperisork SODS2
| Bluant: Methanoliwater (75:25)
| Flow Rate: Iml/minute
\ Detector: Therme Quest UV 3000 rapid scanning detector
| (200-350 nm)
Injection volume: 10 microlitres

|
| Oolumn temperature:  20°C
Results !

Under the c-:'undu:mn.s a?.'u: & a Clobetasol l‘:opmnale standard eluted at 5.63 minutes. No peak of
this retention time \-.js rduned fram an injection of the sample solution,

I
Conclusion } i

o indication has he-in found of the presence of Clobetasol Propionate in the sample.

e C@.Nﬂ;‘i’e,u\

Dr D J Campbell
Fublic Analyst | |
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Our reference; nﬂwv[ 16 March, 1998
Skin Cap Ltd |
The Moorings |
Waterside Industrial Park
Stourton |
Leegls |
L5101DG :
| REPORT
| .
Sample: ik'l Cap 150 ml Shampoo
Lot No: -2
Expiry Date: Sep

Lab Ref.: 08
Submitted by: r Ken Holbrook
On: ™ March 1998

Amnalysis to test for i:h: presence of Clobetasol Praplonate.

]

Procedure: II gram of the material was dissouved in 25 millilitres of 2 75:25 mixture of
méthanol and water. The solution was filtered prior to HPLC analysis
rnd r the following conditions:

|
i ?ﬂlm‘nﬂ 1 5cm Sperisorb 50D52
| Eluant: Methanolfwater (75:25)
1 low Rate: Imlfmig s
[i)ﬂec tor: Thermo Quest LY 3000 rapid scanming detecior
, {200-350 nm)
Injection volume: 10 micralitres

Column temperature:  20°C
Resolts

— - — e ——

Under the mndil'mnsi above a Clobetasol Propionate standard eluted ot 5.63 minutes. No peak of
this retention time whs p i uced from an injection of the sample solution.

Conclusion l

S
No indication has bepn found of the presence of Clobetaso! Prapionate in the sample.
“Domca— Coumghelh
I
D D ] Campbell
Public Analyst I

Page 1 of |
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Our refersnce: DO/DS ~ | 19 February, 1998
o
Skin Cap Ltd i
The Moorings T
Waterside Industrial Pask |
Stourmon s ]
Leeds .
L510 1DG o
B REPORT
Sample: ﬁlkin p 100ml spray
Lot No.: 28
Explry Date: ep (2
Lab Ref.: K07952
Submitted by:  Mr Ken Holbrook
G- i ;Irr.brmnr 1998

|
|
Axnalyala do test for the piresm:e of Clobelnsel Propicnate.

Procedure: 1 gram of the material was dissolved in 25 millilitres of 2 75:25 mixrre of
methanol and water. The solution was filtered prior fo HPLC azalysis
gnder the following conditons:

, Columa: 1 5cm Spenisork SODS1

i Eluant: Methanol/water (75:25)

' Flow Rate: Ll minute
Detector: Thermao Quusst UV 3000 rupid scanning detector
Injection volume: 10 microlitres

' Column temperature:  20°C
¥

L

Under the mndiﬂunk nb:;rvc g Clobetlaso] standard eluted at 2.94 minutes. No peak of this
retention time was plio-duaf:d from an injecton of the sample solution.

|

Resolis

Conelusion

mmunmmmn#}m. Fags Boll

Wt Yorkshire
Joint Servicer
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e Greece

EAAHNIKH AHMOKPATIA
YNOYPrEIO OIKOMNAMIKON ™ -~ ABrva, 20-11-1987,,
FENIKO XHMEIO KPATOYEZ -
M XHMIKH YNHPEEZIA ADHNON Ap. Mpot.: 4982
Tay.Alvon: Av. Todya 18, 115 21

va: 6428211/Eowr. 232,233 NMPCZ: Avwrtatr Emrponi
FAX: 6465123 Tehev, ApPoBrTiosu
TELEX: 0218311

GEMA : Exetacpa SKIN-CAP
EXET. : Eyypapo 150/19-11-1097 AETA. g

ANavTuwToG 010 QVWITENLW TYETIKD, HE To onelo pas unofdlate pe To
gredaopa SKIN-CAP kaBuwc xal Tic epyadinplakes efetdonic Twv spyacmnpiwy @ a)
Kpatwoed [Mavermomulou tou Michigan (H.MLA), B) Navemormuiou tou Ziveu
{AuvoTtpaiiag), v) OrhavBuy mupuumnmmv (OAhavBiag) ke &) E.O.0. tEhhuE-u:;} T
TO EpAINUA Katd ndaoy 10 -:Jucum::pu TIEPLEYEL TNV KopTkoo TEpoELdr| ouaia E:luhzlasn!
proplonate, oac KGvoupe Yvwotd Ta KaTwd

Ex 1n¢ HEAETNS Ty NapadTaTiKay ouvayeral O1 ¢

« Ie €va molinioxo oxedaopa, émwe 1o averdépw, Sov elval eixkodo va anopavici
Kavels yua Ty UnapEn 1 pn g Clobetasol propionale pe povo Y pLUaToOYPOEIKES
peBddous, BlOT, Kau @AMEG ouoicg eival Suvatdy va Exouv Toug auTouc Ypdvoug
RATaKpamorG HE TNV BV AGYW ouola nitw and CUYKEKPIPEVES Y PWHATOYPAGRRES
napapfrpous, H avixveum kaBlotata duvath eav kavele epyocBel cmotapdvios
napalddogovias TS ¥Ypwpatoypaplkds mnapapstpous, dnwe Y. Ta uypd
GQYATTUENG KoL EKAQUOTIC KoL HE BLOOPETIKES UTHAES KAl UNOTTRUpGTA. Autriy T
TEXVIKT] npaypatonoinge 1o OAAavBixd epyoatipio.

o Baowd n emfefalwon e napoudioc 1§ pn e Clobetasol propionate orta
greudopara autold Tou elBous anoTtehel avikeipevo gpuvac e eEEISIKEupEvES
TEXMKES Kau eEculikeupdveg oudreudy Qagpatoypapou Malag, nou Sev fuabitouy
Ta gpyactipa Tou XK,

= Ko Ta Tpia Mo ndve avogepOuEva Egyaoinmo Tou EEwTefakol, 1o £va pe
eledicupeves TEXVIKES Xpwpatoypapiag (OAAavBnG) kow Ta GhAT 300 pE TEXVIKES
Malac (Apepu)c Kae Auotpaiiag) ratadasviouy avolunikd dn n v Adyw oudia
Clobetasol propionate Secv neméyeral oro oxcdagpa SKIN-CAP g crapelag
CANTASSIUM HELLAS S A,




e Greece (traslation)

GREEK DEMOCRACY Athans 207 of Novembar, 1997
MINISTRY OF FINANCE
GENERAL STATE OF CHEMISTRY Protocol No, ; 4982

THIRD CHEMICAL DEPARTMENT OF ATHENS

Post - Address: Anastasios Tscha 16

Postal Coda: 11521

Telephone: 01 642821

Internal: 232-233

Facsimile: 01 64585123 Te: The Highest Committes
Telax: 02 18311 of Custom Dispulss

SUBJECT : The Product SKiv - AP
RE: Decument Mo 1S0M11/1807 HCOCD (AETA)

In responss to the above mentioned documaents with which you depasited along 'with the product
SHIM - CAP, as wall as the laboaratory examinations from the loliowing laboratories.

A. The State Laboratory of Michigan (USA),

B. The Laboratory of the Liniversity of Sidney (Australia),

C. The Chemical Labomtary of Holland (Holland) and

D). The Hellenic Pharmaceutical Administration (EQF, Greece)

In ralation ta the question af whether or not the above product contains Faces of Corlicostercid Clobetasol
Proprionats, we acknowledge the foliowing:

According to the studies which were complated by the above Laboratoress,
tha axaminations showed that

¢ In a complicated preduct such as the above, it is not easy to have proper resulis, due to the fact that this
product is complex and nobody can make a clear decision en whether ar not tiere are traces of
Clobetasal Proprionate within by using only Chromatographic Methods, This is 50, Jue to the fact that
there are other substunces ‘= addition to the Colbetasol Proprionate, with the same properties and the
same time refention as the above substance,

o |tis possible to examine the product in depth for traces of this substance. | someone were 1o undsigo
such an emmination, they must do so carefully under very controlled circumstances, by changing the
chromatographic parameters, like, for example, to increase the liquid and the pull which must be in
varying calumns and layers  This is technical data which was used by Helland's Labdwatonies

& Basically, the cartification of whether or not there is any Clobetasel Proprionate present in this type of
ntodust is subject to further study with specialized techniques and apparatus for the Phasmatomelrical
mass, equipment in which the laboratories of the General State Chamistry do not have,

© In all three of the above mentioned foreign laboratories, the first has specisized] technical data of
Chromategraphy ( in Holland) and the remaining two have technical data for mass (in the USA and
Australia), demonstrating analytically that In reference to the above substance, Clot<tasal Propnonate,
is not prasent in the product SXIN - CAP which is from the Company Cantassium Hallas SA.

DOpdsior Direcior

Signature (and Stamp)
Panagiotis Mavrikos

« NOTICE : The product SKIN - CAP is produced by the Company CHEMINGVA INTERNACIONAL SA.
The Company CANTASSIUM HELLAS SA is only the importer and distributor of this product



e Czech Republic

B y¥SOKA SKOLA CHEMICKO-TECHNOLOGICKA

Wl Ustay chemie a analyzy potravin

Technicks 5, 166 28 Praha &

telf fax.: 02/24353185, 1el.:02/243 14096, e-mail: jana hajslova@vscht.cz

¢

VySetfeni vzorku SKIN-CAS sprav na pritomnost
clobetasol 17-propiondtu

zadavalel:

KOMVET spol. s ro.
Sadovd 576

675 21 Oktisky

specifikace dodaného vzorku;
SKIN-CAP spray 100 ml, Sare M-10, exp. sep-03 (do laboratofe doddino 9 biezna

1999)

ANALYTICKY POSTUP

aj preanalytickd iprava

Vzorek byl skladovin pH laboratorni teploté. Pled dpravou byl ditkladné protfepan.
Paté byl za pomoci aplikitory (souddst praye) nastifkdn objem asi 10 ml do kidinky,
odplynén nn ultrazvuku a plefilirovin ples mikrofilte (filter units 25 mm - teflon, 5
mm PTFE - fa Shandan).

b)) HPLC metodika

plisiroj: kapalinovy chtomatograf HP 1100 s DAD detektorem (Hewlett-Packard)
kolona: LiChroSpher C18 (250=4, § um, Merck) s pfedkolonkou (44, 5 pm)
mobilnf fize: methanol:voda (0-15 min 65 % MeOH, 15-35 min 65-100 % MeOH)
pritok mobilni fize: | mlinin

detekce: 242 nm

teplota kolony: 20 *C

teplota nétfiku: 20 °C

objem ndstiiku: 20 ul

o} anafyricky standard

clobetasol propiondt CAS: 25122-46-7 (Listota 99 %, Sigma)

koncentrace zdsobniho roztoku » | mg/ml v methanolu

desitkovym fedénim byla pFipravena pétibodowvi fkila standardnich roztoki
(v koncentragnim rozpEd 0.0001 - 1 mg/ml)

DOKUMENTACE VYETRENT

Pro uéely vySetfen! vzorku byla vyvinuts a validovina analytickd metoda.
Realizovany byly nasledujici kroky dokumentované v piloze:

1. Bylo améfeno absorpéni spekirum standardu viz. obr. 1. Pro vlastnd méfenf byla
uréena vinova délka 242 nm odpovidajici absorpinimu maximu,

. Byla optimalizovina HPLC separace, viz. obr.2.

. Byl stanoven linedrni rozsah odervy detektora (0.0001 - | mg/mb), viz kalibratng
graf - abr, 3.

. Hodnota detekéniho limitu odpovida 0.1 pgiml, viz. obr.4.

. VySetfeni redlného vzorku SKIN-CAP spray (100 ml, SarZe M-10, exp. sep-03)
ilustruje obr. 5.

Lk

LA

VYSLEDEK

V pfipravku SKIN-CAS spray nchyla za vyfe uvedenych podminek vyfetfeni
prokizina pFitomnost clobetasol 17-propiondtu.

Analyzy proved| : Ing. I Guziur
Konzultace: Dr. Ing. V. Schulzovd

, i
e /é{.{?“'{r_
rof. Ing. J. Hajslova, C8e,

vedouc] laboratofe

yysoxrh BROLA —_—
1 PaLD
Praha, 20.3. 1999 CHEIREICTIOHN 3

Cistaw ehentid n a5 ~-.j|=-,-:
184 25 Mans s, podisicad S
&



e Czech Republic (traslation)

Protocol and Analysis of a SKIN-CAP Spray Sample
to Test for the Presence of Clobetasol Propionate

Applicant:
KOMVET spol.s r.o.
Sadova 576

675 21 Ok_i_ky

Sample:
SKIN-CAP Spray 100 ml, batch M-10, expiry SEP-03
The sample was handed over to the laboratory on March 9, 1999.

ANALYTICAL TECHNIQUE

a) preanalytical condition (preparation of the sample before analysis)

The sample was stored at room temperature in the laboratory. Before handling, it was shaken well.
Afterwards, through the applicator which is an integral part of the spray, some 10 ml were let out
into a small container. Then there followed the degasification of the sample in ultrasound and the
filtration through microfilter (filter units 25 mm - teflon, 5 mm PTFE - fa Shandon).

b) analytical method HPLC

Equipment used:liquid chromatograph HP 1100 with detector DAD (Hewlett-Packard)
Column:LiChroSpher C 18 (250x4,5 mm, Merck) with precolumn (4x4,5 mm)
Eluant:methanol/water (0 - 15 min. 65 % MeOH, 15 - 35 min. 65 - 100 % MeOH)
Flow rate:1 ml/min.

Detection:242 nm

Column temperature:20 °C

Flow temperature:20 °C

Injection volume:20 ml

©) analytical standard

Clobetasol propionate CAS: 25122-46-7 (purity 99 %, Sigma)

Concentration of reserve liquid: 1 mg/ml in methanol

Using decimal dilution, there was prepared a five-point scale of standard solutions
(with concentrations between 0.0001 - 1 mg/mD).

GRAPHIC EVIDENCE OF THE TESTS

In order to analyse the sample, an analytical method was developed and validated.
The following steps were taken (see graphic evidence enclosed):

1. The standard absorption spectrum has been measured (graph 1). For the proper measurement,
there has been determined the correspondingwavelength 242 nm with the maximum absorption.

2. HLPC separation has been optimized (graph 2).

3. There has been determined the extension of the repercussion of the detector (0.0001 - 1 mg/ml)
(graph 3 - calibration).

4. The value of the detection limit is 0.1 mg/ml (graph 4).

5. examination of the real SKIN-CAP Spray sample (100 ml, batch M-10, expiry SEP-03) (graph 5).

RESULTS

No indication has been found of the presence of CLOBETASOL PROPIONATE in the
preparation SKIN-CAP Spray analysed under the above-mentioned conditions.

Analysis made by:Ing. J. Guziur
Consultant:Dr. Ing. V. Schulzova

Prof. Ing. J. Haj_lova, CSc
Head of the Laboratory

Prague, 20.03.1999
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MINIETRY OF HEALTH
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e United Arab Emitares (traslation)

United Arab Emirates
Ministry of Health
Direction of Pharmacy and Medicien Vigilance

SKIN-CAP PRODUCTS (CHEMINOVA INTERNACIONAL)

According to the Police General Direction of Abu Dhabi laboratory under number 2295/ SM / 98
which certify the ABSENCE of CLOBETASOL DIPROPIONATE and CLOBETASOL BUTYRATE
from the SKIN-CAP PRODUCTS (SPRAY, SHAMPOO and CREAM).

General Director of Pharmacy and Medicien Vigilance

Dr. Mariam
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e Saudi Arabia (traslation)

Kingdom of Saudi Arabia
Ministry of Health

According to the letter of the Director of the Central Laboratory of Medicine and Foods
with number 428/1/27 dated 27/1/1419 Hijry which cerfitying that NO PRESENCE OF
CLOBETASOL in the product SKIN-CAP SPRAY produced by Cheminova Internacional.

General Dierector of Medicine and Pharmacy Licence.

Dr. Sabah Mohammad al rayes



e Holland
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SKIN-CAP, diverse produkten
1jCréme (50 g) ;1 chadge L-12, LNA-registratienurmer 21230
2)Shampoo (150 ml) : :hajge L-24, LMA-registratienummesr 21229

3ySpray (100 ml) : chayge L-25, LMR-registratienummer Z1228

Doel analyse:
Onderzoek op aanwezisheid van corticosteroiden. s

Conform declaratie [(bedrgki op de verpakking wan de monsters) mogen deze
niat aantcanbaar zijn.

Uit chromatoarvaEisch ond
verkregen die wijzen op

rzoak (DLC en HPLC-DAD) =zijn geen aanwijzingon

Conclusie onderzosk:
#E aanvezigheid van corcicosteroiden.

Datum: 11 september 1997

WAMENS HET LABORATORIUM DER
NEDERLANDSE RPOTHEKERS,

0.5 .W.K, Smeets; apotheker




e Holland (traslation)

f 7{' Laboraforivm der Nederlandse Apothekers  Pasbus 304A0 - 2300 G W Gaventizgy Tl fO70) 3674100

CERTIFICATE OF ANALYSISES

SKIN-CAP, several products:
ESHUIS BOJYCARE - HILVARENBEEK - HOLLAND

1) Cream (50 g) : batchnumber L-12, LNA-registrationnumber Z1230

2} Bhampoo (150 ml) : batchnumber L-24, LNA-registrationnumbex Z1223

1) Spray (100 ml) 1 batchnumbar L-25, LNA-régistrationnumber Z1228

Aim of analysis:

Fegearch for the presence of corticostercids.

Conform the declared content (as stated on the container of the samplesz)
sorticostarclids should not be present.

Canclusion:

From the results of chromatographic¢ analysis (TLC and HPLC-DAD;, no
indicationz have become for the presence of corticosteroids in the
products mentioned above.

Tate: 11 Septembar 1997

ON BEHALF OF THE LASORATORY
OF DUTCE PHARMACISTS, —
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e Italy (traslation)

BIOLAB
Verify the presence of TRIAMCINOLONE and their derivates (ACETONOIDE and DIACETATE).

Product: SKIN-CAP SPRAY batch L-15

ANALITICAL RESULTS

TRIAMCINOLONE NON REVEALED
TRIAMCINOLONE DIACETATE NON REVEALED
TRIAMCINOLONE ACETONOIDE NON REVEALED

Date 03 - 07 - 97

Dr. G. Costantint



e Malaysia

_ PUSAT INOVASI DAN PERUNDINGAN
7t UNIVERSITI SAINS MALAYSIA

H Innovation and Consultancy Cenire Tel.: 4-6577888 Exv. 3684, 2132
5 11800 USM Penang, Malaysia Direct Line: 04-6572407

Fax: 04-63572210
Bil, Kami {Our Refl} Bil. Twan {Your Refl) Tarikh {Dare)
2dth June 159%
S1J11 ANALISIS /| CERTIFICATE OF ANALYSIS

Tajuk (Title)

Chemical Analysls of “Skin-Cap Spray™
Pelanggan {Client) Pencerapan/Komen { (bservation'Comment)

IMEKS Farmaseutis Sdn. Bhd. Spray

Ha 2 Jalan 67338 Batu 6% Lot:h-4

Inlan Kepang MWE Commercial Park Exg. : Mareh 2004

SERD Kunla Lumpur

Kaedsh yang digunakan (Method nred)

Thin Layer Chromatography

Kepulusan {Resulis) (Gunakan muka sural bang sekiranya pedu F Use separate sheet if necessary)

The following steroids were nol deleciable | (detection Jinit : Imeg)

1. Belamethasone 6. Hydrocortisone

2. Betamethasons-1 T-valerale 1. Hydrocoriisone acetate
1. Dexnmethasore . Predalsone

A, Cortizong 9. Prednisobone

5. Cortisone acctate 10, Chobeias! Propionate

Mottt

Mama Penganalisis (Mame of Analyar); Assos. Prof D, Yoen KshHay  Tandatdngan ;
Dr. YUEN EAH HAY

Fﬂ'lj‘]-i sut Emm Ern-:ﬂ_:ﬁ: E‘Lﬂil‘!_ﬂgjjhh surH..Ful'"uL- —— .’r M"""u
an'Fa Assogaie Professaf

mﬁf"‘“‘ of _Pharmasgutical Scicnees
LopLaa University of Science Malayiis
11850 Fensmg, Malayrs.

TIDAK UNTUK DIKLANKAN
NOT FOR PUKPOSES OF ADVERTISEMENT




e Russia

MHHHCTEPCTBO
3APABOOXPAHEHMS 'enepanuHOMY JHPEKTOPY
POCCHHCEKOWH ®EAEPAIIMH Mupme “XemuHopa
(MHH3LLPAE POCCHH) Hutepuemnn C.A."

SAENMAPTAMENT {H‘I:-HEHHH}

FOCYAAPCTRENHOTO KORTPONE KANECTBA, r-ny Anu Canra Mapra
SeGEKTHRHOCTH, BEIONACHOCTH
AEKAPCTEEHHLIY CPEACTR H
MEOMUHHCKOR TEXHHKN

1ol4an, M P ] -
TR

/€. 03 Qesg 295 - Aol O
i

JenapraMeHT roCYNapcTBEHHOIO  KOHTPOAA  NIEKapCTBEHHBIX
CPEACTE H MEAHUMHCKO TEXHHKH PRcCCMOTPEN NpelcTasienHsie Gupymod
noxymentsl Ha npenapat CKHH-KATL, saperncrpupoeannsii B
YOTAHOBASHHOM NopEIKe MHH'.],HPEHDM Poccoun 1 KEayeCTRe
MEKApPCTBEHHOND CpeACTBA N8  Hapy#®HOMO MpHMEHEHHA B BHAe
A3pO30NA, KPeMa M LUAMITYHA, NOATECDAAANIIHE OTCYTCTEHE B COCTaBe
Npenapata KOPTHKOCTEpoKAa KnobeTasona,

[Ipepcrasnenneie Gupmoii npu perucrpauny 8 Munsapase Poccnu
B 1995 # 1998rr. odnusaneHbe nokyMenTsl Ha npenapat CKHH-KATI,
Pe3yALTATEl  KAHHHYECKHX  MCNBITAHMA B Begymux  AedeOHBIX
yupexcaennax Pocciu, 3aKmoYeHns no coctasy U3 8 CTpaH ¢ oNHCAHHEM
METOAOB  HWocnemoBaMuil, @& Takke 3akmovenwe  HueruryTa
rocynapcTeeHHore  KoWtpona Hayunoro uewtpa 2KcnepTHIwl M
FOCYAAPCTEEHHOMD  KOHTPOMA NexKapcTBeHHuX cpeacts  Muwagpasa
POCCHH CBHOCTENECTBYOT 00 OTCYTCTBMH B npenapare xknoberasona.
Jenaprament cuntaer, 4To adexTusrocTs H Ge3onacHocTs npenapara
CEKHH-KAIT nozsonser HCnonn3oBaTe ero NpH JeYeHHH NCOpHasa,
AEPMATHTOS W JAp.3aboesanuil KOXH B COOTBETCTBHH © HHCTPYKLHel o
MENHUHACKOMY NPHMEHEHHID.

Pykosoanrens JenapraMenTa L P.¥Y. Xabpuen

Hen.Konecuukona I H. 4
973-1635 /



 Russia (traslation)

Ministry of Health of the Federation of Russia

The State department for the control of quality, efficiency, safety of medicines
and medical equipment.

The State department for the control of medical products examined the documents of the
product Skin-Cap,which is registered according to the norms of the Ministry of Health of
Russia. The examination included thepreparation of the product for external use in Spray
form, cream and shampoo. This examination confirmed the absence in the product of
corticosteroide clobetazol

Official documents presented by the company to the Ministry of Health of Russia between
1995-98 combined with clinical studies by major medical centers in Russia, along with the
conclusions presented by 8 countries with descriptions of their methodology and analyses
including the conclusion of the State Institute of Scientific Peritaje of the Central State
Ministry of Health of Russia, confirm the absence of the composition Clobetazol.

The department confirmed the effectiveness and the complete safety of the product
Skin-Cap allows its use to treat psoriasis, dermatitis and other maladies of the skin used according
to medical instruction.

Chief of the department

Dr. Mr. Khabriev
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MINISTERIO DE SaLUD
Birecehin Seperal de Bedicesantin,
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Safior
Represeantante Legdl
DROGUEAIA CHEMINOWA FERUL S.6.
Prolongacidn Iquiqns H2 2361
LINCE

Presante. -
Att, Q.F. Regoente

Me diriio a8 Ud., en relacidn al producto SKIN=CAP SPRAY USO TOPICOD
» 100 mL lote MNP L=-21, pesquizado segin Acta NE 5334-%7.

al respescto, =e lé comunlca gue el Cenbtro Hacional da Contral de
Calidad del Instituto Maclonal de Salud, he emitido el Protocolo de
Andlisis Mg 7750-p/98-CHCC~INS, de fecha L4 de Enero de 19%8.

Sobre el particuler, se ha verificade en la Direccitn de Registros
de Productos Farmheéutlicos, gque el mencionado lote del producto:
SKIN-CAP SPRAY USO TOPICO cumple con les especificaciones téunicas
auterizedpa en smul Registro Sanitaria.

oin oEro particulhr.
Quedo oa Ud.

Atentumente.

MINISTERIO DE SA
BiATCon GENEHAL DE MED
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Dirssctors Efseutiva dy Pewqubves
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c.c.® Direceidn de Redgistros.
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 U.S.A.

MICHIGAN STATE UNIVERSITY

DEPARTMENT OF BHOCHIMISTRY EAST LAMSING = MICHIGAN = 4@E0-1113 = Lds
AISCHESSTR Y BURDING FAX: L (31mp 335000
FHOME: (1) M1k

Saplemier 5, 1997

Boger Howaed
Gireal Lakes Pharmneeriiznls
MLarshall Michigan

Dhear W, Haward

As per yaur extraction conditians, Lot 1-17 was extracted and g2sted by Fast Atom Bombardment Mass
Spectrodeony (FAB-MS). The sample(SE.IN-CAP) exhibited no elobetasol propionate in the spzctra. The
specira showed the absence of the 467 M+H peak that is the molecular fon for elobetasol propionate. Tha
Sa1 2MeH peak is the dimer of Isepropy] myristate as demonstrated by the B/E link sean. This dimer peos
miay not exist in salution but may well bs an artifact generated by the FAB-MS, The 271 M+H peak is the
base molecular weight fos isoprepyl myristate. The 48IM+H paak and the 407 M+H peak are unknowns.
A tample of clobetasol propionate was run o2 a standard. The sensitivity of this mass spectrum is Inmole
appleed 18 the probe tip or oboal g,

Joseph Leykam

Fd
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MICHIGAN STATE UNIVERSITY

==
DEPARTMENT OF BIGCHEMISTRY EAST LAMTNG o MICHIGAN o J30HLT10% = Lis
BIGCHEMISTRY BURLDONG FAR: 0 (BLT) BRI 00

FIEONE. | {lit) Fyi-dese

Sepiamber 5, 1997

Roger Howard
reat Lakes Pharmaceusicals
Marshall Michizan

Diaar hdr. Howard

As per your extraction conditions, Lot 1-20 was extracted and resi2d by Fast Atom Bonthardment Mass
Spectroycopy (FAD-MS). The catracted sample{SEIN-CAF) exhibited no signal for clobatasal propionate
in the speetra, That is e spaetra showed the ahsenee of the 467 MeH pzak that iz the malscular don for
clobetasol propionate. The 541 2M+H paak is the dimer of Bopropyl myristate as demansirated by the B/E
lirk scan. This dimer peak may not exist in solution but may well be an grifact pensrated by the FAB-RIS.
The 271 MH paak is the base maolzcular weight for isopropyl myrisate. The 4ELM*H peak, the 407
RA+H and the 422 R+H peal are unknowns. A szmple of clobetao] propicnaies was nin o3 a standard, The
sensdlivity af this mass spectrum is Inmole applisd (o the probe 1ip or about .Spg.

Joszaph Leykan
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 FD.A. 1

. PRODUCT 1. SAMPLE NUMBER
ARALYSE. WOLRSHERT BOROZIN SKIN CAP SPRAY 1216827
3.5EALS INTACT | 4. DATERECD |5 RECEIVEDFROM | 6 DISTRICT OR LABORATORY
EINONE CJBROKEN 19-JUL-99 JAMES BROWER DDA-STL (HFD-910)

7. DESCRIFTON OF SAMPLE
One brown paper bag (with no official seal) identified as “[216827 520/99 MB” which contained a box labeled in part

“Skin-Cap Spray 100 ml, Cheminova Internacional, Lot N4, Exp. MAR 04™ and identified as “F11-1711712-9 1-1
LAB: Sample #: [216827 DATE/NI: 520/99 MB". The box conmined a spray can labeled in part “Skin-Cap Spray
100 m]™ and identified in the same manner as the box.

i g,
NET | (NOTAPPLICABLE  DECLARE/UNIT LABEL- | @ ORIGINAL(S) SUBMITTED
CON- | B NOT DETERMINED  AMOUNT FOUND NG COPIES SUBMITTED

TENTS | —  uNITS EXAMINED % of DECLARED NONE

10. SUMMARY OF ANALYSIS

No corticosteroids were detected in the sample.

11. RESERVE SAMPLE

One bax which contained an opened spray can identifed “1-216827 7-20-99 JCR" in the original brown paper bag
officially sealed and identified “1216827 6-12-00 John C. Reepmeyer”.

{712 5 ANALYST SIGNATURE (Broke Seal L1) (g ¢f foead weai ) 13 2. BY
WORK- TE jawaz--
J-»-'Ewh i R.ka I.-I.-\.Uy!,-;.f ggﬂ; B DATE
.[:, _...rg'..p"ﬁ
b 4. DATE REPORTED
&-/5-00
=
PAGE1OF [

FORM FDA 431 [FACSIMILE. REV. 7/99) SINGLE SIDED WORKSHEET

ﬁﬁmtwh A-D



* FD.A. 2

PROOUCT SANPLE NUMBER
ANALYST DATA SHEET BOROZIN SKIN CAP SPRAY 1216827

7-20-99 Screen for corticosteroids by HPLC with rapid-scanning UV detection

Buffer (0.1M citrate, pH 4, in saturated NaCl) — To 100 ml saturated NaCl, add 1.92 g anhydrous
citric acid and adjust to pH 4 with 50% NaOH.

Red Dye Solution — Prepare a solution of Ponceau 3R (FD&C Red MNo. 1) in waterat a
concentration of 1 mg / ml.

Steroid Standard Soluton: Dissolve 10 mg of each of the following selected corticostercids in 100
ml EtOAe:

Triameinolone (TRI, DDA# 5-631)
Hydrocortisone (HC, DDA# S-277B)
Triamcinolone Acetonide (TRA, DDA# S-633C)
Fluocinonide (FCAA, DDA# S-799)

Clobetasol Propionate (CP, DDA# 74167B)
Betamethasone Dipropionate (BMD, DDA# 5-56)
Triamcinolone Hexacetonide (TRH, DDA# 5-634)
Deoxycorticosterone Pivalate (DCP, DDA# S-159)

Steroid Standard Solution for HPLC — Evaporate 500 pl of Steroid Standard Solution and dissolve
the residue in 300 pul methanol.

Extraction method — Spray 25 ml of the sample into a chilled 50-ml Erlenmeyer flask. Weigh 1
g of the spray into a chilled test tube (16 x 125 mm) with a Teflon-lined cap, add 5 ml buffer and
10 ml EtOAc. For a spiked sample, add 5 ml buffer, 9.5 ml EtOAc, and 0.5 ml Steroid Standard
Solution. Shake vigorously by hand to ensure that no large clumps adhere to the tube. Lay the
tube on its side and mix on an oscillating shaker for 20 minutes. Add 2 drops of Red Dye Solution
and mix. The dye imparts a red color in the lower aqueous layer and ¢nables easy visualization of
the 2-layer interface. Centrifuge. Separate and dry the EtOAc solution over anhydrous sodium
sulfate, then evaporate to dryness. Dissolve the residue in a biphasic mixture of 10 ml heptane
and 5 ml MeCN-water (9:1). Separate the lower MeCN-water layer, extract the heptane with 2.ml
MeCN-water (9:1), and combine this with the first portion. Evaporate the MeCN-water to
dryness. Add 300 pl MeOH to the residue, wash thoroughly, and filter through a 0.45 pm Nylon-
66 micro-spin centrifuge filter (Alltech Associates, Inc.).

W b

NIT SHIRER huu:fﬂ;

sPiked: @, 7990 3

I

ﬁ.J.r"ﬂ

ARALYSTIE . : ARGLYET WO,
JOHN C. REEPMEYER  J#+~ € Asprusgin 571 PAGE 3 OF /, PAGES

FORM 431a Rev. Ti88) Single sided workshest



 FD.A. 3

PROCUCT SAMPLE HUMBER
ANALYST DATA SHEET BOROZIN SKIN CAP SPRAY 1216827

7-21-99 Screen for Corticosteroids, continued
HPLC Method

Instrumentation: Spectra Physics Liquid Chromatograph — SP8800 pump, SP8880
autosampler, SpecraFOCUS forward optical scanning detector, Compaq Deskpro XL 5100
computer, PC1000 ver 3.0.1

Column: Waters Symmetry C18, 75 x 4.6 mm, 3.5 um (DDA# 772)

Guard Column: BrownLee NewGuard RP-18, 15 x 3 mm, 3.5 um

Mobile Phase System #1: linear gradient 18-82% acetonitrile over 12 minutes
Mobile Phase System #2: linear gradient 38-88% methanol over 12 minutes

Gradient Delay Volume: 2.5 ml. The Spectra Physics chromatographic system gradient delay
volume is 4.5 ml. Thus, the initial mobile phase conditions (18% MeCN for system #1 or 38%
MeOH for system #2) will be maintained for the first 2 minutes, and the gradient is actually run
from 2 to 14 min.

Flow Rate: 1 ml/min
Wavelength: Scan 200-350 nm, monitor at 240 nm

Injection volume: 5 pl.
Results

There were no peaks in the chromatograms of the MeCN-water and MeOH-water gradients that
had UV spectra typical of corticosteroids.

See Attachments Al-Al2 for chromatograms and B1-B3 for UV spectra,
Conclusion

Mo corticosteroid was detected.

(AT

ANALTST(S) : ANALYST NO,
John C. Reepmeyer  frbhen Crleapoes o 571 PAGE 2 OF f) PAGES

FORM FDA 431a (Facsimile, Rav, 1/99) Singte sided worksheet



 FD.A. 4

ANALYST DATA SHEET

PRODUCT

BOROZIN SKIN CAP SPRAY

SAMPLE MUMBER
1216827

7-26-99 Screen for Cortico

Additional Extraction

method as before.

Resulis

corticosteroids.

steroids, continued

Betamethasone Dipropionate (BMD, DDA# 5-56)
Beclomethasone Dipropionate (BCD, DDA# 5-45)
Hydrocortisone Cypionate (HCC, DDA# U-551A)
Triamcinolne Hexacetonide (TRH, DDA# 5-634)

See Attachments C1-C10 for chromatograms.

The methanol sample solution used for HPLC was evaporated to dryness. The residue was
extracted with 2 portions of 2-ml ether and filtered through a plug of filter paper. The ether
was evaporated and the residue dried under high vacuum at 40°C for | hour. The residue was
dissolved in 300 pL methanol and filtered. The sample was analyzed by the same HPLC

Steroid Standard Selution: Dissolve < 1 mg (not weighed) of each of the following
corticosteroids in 1.5 ml methanol.

The results are similar to the results of the previous HPLC experiment except that some peaks
were less intense suggesting that these are somewhat volatile components which were removed
under high vacuum or components that were poorly soluble in ether. There is no evidence for

JZ

6__.‘1’_ :

AMALYST(S)
John C. Reepmeyer

AMALYST NO.
571

pma;{nFé PAGES

FORM FDA 431a (Facaimile, Rev. 1/39)

Single sided workahest




 FED.A. 5

FROGUCT SAMPLE MUMBER
ANALYST DATA SHEET BOROZIN SKIN CAP SPRAY 1216827

6-6-00 Silica Gel Thin-Layer Chromatography (TLC)

Silica Gel HLF (Analtech, Inc., 75 Blue Hen Drive, Newark, DE; catalog no. 47521)
Used 2.5 x 10 cm plates,

Standard: Spot an ethyl acetate solution of betamethasone 17-propionate 21-stearate on the
plate.

Sample: The methanol solution of the sample used for HPLC, which had been stored ina
refrigerator, was evaporated to dryness, dissolved in a small amount of ethyl acetate, and
spotted on the plate.

Mobile solvent: diethyl ether — heptane (3:1)
Detection: UV hand lamp, 254 nm

Results — One spot at the origin and one fast eluting spot did not correspond to the standard.

A+ pedumaThasme - ﬁ'—rﬂy:ﬁuﬁ N R
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FRDAL SAMPLE NUMBER
ANALYST DATA SHEET BOROZIN SKIN CAP SPRAY 1216827

6-9-00 HPLC of sample extract and BMPS

Sample: The EtOAc solution of the sample (6-6-00) was evaporated and the residue was
dissolved in 200 mcl MeOH.

Standard: Betamethasone | 7-propionate 21-stearate (BMPS) in MeOH.

I[nstrumentation:

Hewlett Packard 1100 HPLC with HP 1100 Quaternary Pump (G1311A), HP 1100 Vacuum
Degasser (G1322A), HP 1100 Thermostatted Column Compartment (G1316A), Automatic
Liquid Sampler (G1313A), HP 1100 Diode Array Detector (G1315A)

LC Conditions:

Colump: Waters Symmeiry C18, 73 X 46 mm, 3.3 pm (BDAL772)
Guard Column: BrownLee NewGuard RP-18, 15 x 3.2 mm, 7 um
Column Temp: 25°C

Mobile Phase: 100% MeOH isocratic

Stop Time 10 min, Post Time Off

Flow Rate: 0.6 ml/min; Max 150 bar

Wavelength: monitor at 240 nm (bandpass = 4)

Injection volume: 3 pL

Results: There was no peak corresponding to BMPS. See anachment D.

JZ
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by ANALYST NO.
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