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SUMMARY OF PRODUCT CHARACTERISTICS

4.1

4.2

NAME OF THE MEDICINAL PRODUCT

PanOxyl Aquagel 2.5
PanOxyl 2.5 Aquagel 2.5%w/w Gel

QUALITATIVE AND QUANTITATIVE COMPOSITION

Benzoyl peroxide 2.5% w/w
Also contains propylene glycol. For afull list of excipients, see section 6.1.

PHARMACEUTICAL FORM

Gel

CLINICAL PARTICULARS

Therapeutic indications

The product isindicated for use in the topical treatment of acne vulgaris.

Posology and method of administration

Treatment should normally begin with PanOxyl Aquagel 2.5. The reaction of
the skin to benzoyl peroxide differs in individual patients. The higher



4.3

4.4

concentration in PanOxyl Aquagel 5 or 10 may be required to produce a
satisfactory response.

Adults and adol escents

Apply athin film to the affected area once daily preferably after washing and
drying the skin. If excessive dryness or peeling occurs application should be
temporarily interrupted as per physician instruction or patient tolerability.
Maximum lesion reduction may be expected after approximately eight to
twelve weeks of drug use. Continued use is normally required to maintain a
clinical response.

Elderly Patients
There are no specific recommendations for use in the elderly.

Paediatric Population
Safety and effectiveness of topical benzoyl peroxide in children under the age
of 12 has not been established.

Contraindications

Patients with a known hypersensitivity to any of the ingredients.

Special warnings and precautionsfor use

Avoid contact with the eyes, eyelids, mouth, lips and other mucous
membranes. Contact with broken skin should be avoided. Care should be
taken when applying the product to the neck and other sensitive areas.

During the first weeks of treatment a sudden increase in peeling and reddening
will occur in most patients and will normally subside in a day or two if
treatment is temporarily discontinued.

Patients should be advised that excessive application will not improve
efficacy, but may increase the risk of skin irritation.

Concomitant topical acne therapy should be used with caution because a
possible cumulative irritancy may occur, which sometimes may be severe,
especially with the use of peeling, desquamating, or abrasive agents.

If severe local irritancy occurs (e.g. severe erythema, severe dryness and
itching, severe stinging/burning sensation), benzoyl peroxide should be
discontinued.

As benzoyl peroxide may cause increased sensitivity to sunlight, sunlamps
should not be used and deliberate or prolonged exposure to sunlight should be
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avoided or minimised. When exposure to strong sunlight cannot be avoided,
patients should be advised to use a sunscreen product and wear protective
clothing.

The product may bleach hair and coloured or dyed fabrics. Avoid contact with
hair, fabrics, furniture or carpeting.

PanOxyl 2.5 Aquagel contains propylene glycol. Propylene glycol may cause
skin irritation.

Interaction with other medicinal products and other forms of interaction

Concomitant application of benzoyl peroxide with tretinoin, isotretinoin,and
tazarotene should be avoided since it may reduce their efficacy and increase
irritation. If combination treatment is required, the products should be applied
a different times of the day (e.g., one in the morning and the other in the
evening.)

Using topical PanOxyl at the same time as topical sulfonamide-containing
products may cause skin and facia hair to temporarily change colour
(yellow/orange).

Fertility, Pregnancy and lactation

Fertility
There are no data on the effect of topical benzoyl peroxide on fertility.

Pregnancy

There are limited data on the use of topical benzoyl peroxide in pregnant
women. Animal studies do not indicate direct or indirect harmful effects with
respect to reproductive toxicity (see Section 5.3). No effects during pregnancy
are anticipated since systemic exposure to benzoyl peroxide is very limited.
However, benzoyl peroxide should be used during pregnancy only if the
expected benefit justifies the potential risk to the foetus.

Lactation

Percutaneous absorption of benzoyl peroxide is very limited; however, it is not
known whether benzoyl peroxide is excreted in human milk after topical
application.

Topica benzoyl peroxide should be used during lactation only if the expected
benefit justifies the potential risk to the infant.

If used during lactation, benzoyl peroxide should not be applied to the breast area to
avoid accidental ingestion by the infant.
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Effects on ability to drive and use machines

Not Relevant.

Undesirable effects

Adverse reactions are classified by System Organ Class. Adverse reactions
that occurred either during clinical studies or that were spontaneously reported
are presented below:

Freguencies were defined as follows:

Very common >1/10

Common >1/100 to <1/10

Uncommon >1/1000 to <1/100

Rare>1/10000 to <1/1000

Very rare <1/10000

Not known* (cannot be estimated from the available data).

I mmune System Disorders
Not known: Allergic reactions, including application site hypersensitivity and
anaphylaxis

Skin and Subcutaneous Tissue Disorders

Very Common: Peeling, application site erythema

Common: Dryness, pruritus and contact sensitisation reactions
Uncommon: Burning sensation

Not known: Application site rash

General Disorders and Administration Site Conditions
Not known: Application site discoloration and application site reactions such as
irritation and pain

Overdose

Symptoms and signs

Topically applied benzoyl peroxide is not generaly absorbed in sufficient
amounts to produce systemic effects.

Excessive application may result in severe irritation. In this event, discontinue
use and wait until the skin has recovered.
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Treatment

Cold compresses can provide relief from irritation due to excessive
application.

Accidental ingestion of topical benzoyl peroxide should be managed clinically or as
recommended by the National Poisons Centre, where available.

PHARMACOLOGICAL PROPERTIES

Phar macodynamic properties

Pharmacotherapeutic group: Benzoyl peroxide
ATC code: D10AEO1

Mechanism of action

Benzoyl peroxide is a highly lipophilic oxidizing agent with bacteriocida and
keratolytic effects.

Pharmacodynamic effects

The effectiveness of benzoyl peroxide in the treatment of acne vulgaris is primarily
attributable to its antibacterial activity, especially with respect to Propionibacterium
acnes. The antibacterial activity of benzoyl peroxide is due to the release of active or
free-radical oxygen capable of oxidising bacterial proteins. Benzoyl peroxide is also
believed to be effective in the treatment of acne on account of its anti-inflammatory
and mild keratolytic properties.

Phar macokinetic properties

Absor ption/Distribution/Metabolism

Benzoyl peroxide is absorbed by the skin where it is metabolised to benzoic
acid. Following topical application, less than 5% of the dose enters systemic
circulation as benzoic acid.

Elimination

Benzoyl peroxide is excreted as benzoic acid in the urine.
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Preclinical safety data

Carcinogenesis/mutagenesis

Both the carcinogenicity and photocarcinogenicity of benzoyl peroxide have
been extensively assessed in both mice and hamsters, by various routes of
administration, in studies ranging from 42 to 100 weeks in duration. The
overall conclusion is that benzoyl peroxide is considered to be generaly
recognized as a neither carcinogenic nor photocarcinogenic and safe in topical
acne products at a concentration of 2.5% to 10%.

The genotoxicity of benzoyl peroxide was extensively assessed in vitro and in
vivo. While in a few in vitro studies benzoyl peroxide showed weak
mutagenicity, the overall genotoxicity profile did not indicate significant
biological relevance.

Reproductive Toxicology

Fertility and Pregnancy

In a combined repeat- dose and reproduction/development toxicity study,
benzoyl peroxide (250, 500 or 1,000 mg/kg/day) was administered orally to
male rats for 29 days and female rats for 41-51 days. There were no treatment-
related changes observed in the mating period, mating rate, conception rate,
delivery rate, birth rate, pregnancy period, luteinization number, implantation
number and the rate of losing embryos and foetuses after implantation. In
pups, body weight was significantly decreased in the high-dose group. The no-
observed-adverse-effect-level (NOAEL) for reproductive toxicities was
considered to be 500 mg/kg/day.

PHARMACEUTICAL PARTICULARS

List of excipients

Carbomer 940
Di-isopropanolamine
Propylene glycol
Polyoxyethylene lauryl ether
Sodium lauryl sulphate
Purified water

Incompatibilities
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None.

Shelf life

12 months

Special precautionsfor storage

Store below 25 C.

Natur e and contents of container

Internally lacquered aluminium tubes with screw caps. Licensed pack sizes:
40g and 50g. Not al pack sizes may be marketed

Special precautionsfor disposal

There are no special instructions for use or handling of PanOxyl Aquagel 2.5.

MARKETING AUTHORISATION HOLDER

Beecham Group PLC
980 Great West Road
Brentford

Middlesex

TW8 9GS
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United Kingdom

MARKETING AUTHORISATION NUMBER(S)

PL 00079/0699

DATE OF FIRST AUTHORISATION/RENEWAL OF THE
AUTHORISATION

26/01/2007

DATE OF REVISION OF THE TEXT

26/02/2013

DOSIMETRY (IFAPPLICABLE)

INSTRUCTIONS FOR PREPARATION OF
RADIOPHARMACEUTICALS (IF APPLICABLE)
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1.8 HfIXE (%)

1.8.1 %hEE - IR RUAE - AEDOERMVICZDEREIRHL
1.8.1.1 %hgE - R (F) LT DETEER

(2hiE - 2hF)

SFHEMESIE

[Ex E AR L]

AFRTIHE L 72 FENNNFIRBR I IV T, EHFAGIE B T o 5 e &aTHAMRE O RAEVE BB E D)
%, M6B051017°F & REE & H_RTAH (2.5% M605101) £ K TN5% M6051018E Tl EIC K& 72
%R L7z (p<0.001), F7-. RIKEHGIEE Cd 2 & alAliig O FERAENE BB E & O R IZ 5 D
B RIZBWNT b AHIFE N 5% M605101EE 1%, M605101~7 5 AR R & b X THEIC KR X 22 i %
R LTz (p<0.001), AFHIIE G4 D RIENME R B E OREEHER 13, 1B B 2N P A5E123% 4 4 5 18
TH-Tb DN, BfFEHMRFHICITBEICEZ S T D5 L2 2 &b RFI O RITERIRAY
WKBRODDLDEEZ D,

AR Cxf g & LI BEEMIT, ZEEFOEE NS, 165 E25LL T O BE N 2K
HA0%%E 5, RHOKRER 2 %2 LleawiE SERE RIS L LIRS REME R LT
B, AHOFZFEEIEEF LML TNDEBEZ LD,

R b~ A v (LUF, BPO) SARANL, MEFMII W T E M S O RIEVERZ K OFERIE
HRBIZAENTHD ETHZHORNERIRH Y, WA OFFESIEIRETA RT7 A4 2B\ T
BEUESR L 705 TV D, IR ERNFENNMFERERIL, v E TSN CEe STV 2 BPOSHAID
BET a7 7 AN ERBEORGEZ R Uiz, F£i2, REIE 772 RITEIT D R O IERIE
PERCBEL DWWV RO, BINTA BT A PR ERBODEEMEE LE>TND Z b, KAl
X, RIEMERIZ T2 Tl FERIEMRZ IR L THEBKMICEROD 20726 T50b0 L%
25,

bz &b, SREIRFET 2200 - %% [SEESE L L,

F 1.8-1 HINABERBRO AN MOFER

TITRREDED

A TE 5 H | 75K L DHE Vs 7T Bz AR**
{2 R e s o
2.5% M605101 72.73 25.72 19.23-32.89 p<0.001
RS
=+ . 5% M 605101 75.00 28.03 21.57-34.92 <0.001
E s o) ° P
M605101~ Z & 7~ 41.67
2.5% M 605101 56.52 29.48 21.38-37.59 p<0.001
IS
- 5% M 605101 68.18 37.47 29.71-45.23 p<0.001
W (%)
Ak M605101 7" & i~ 21.88
&7
2.5% M605101 62.22 29.44 22.73-36.46 p<0.001
N
5% M 605101 67.86 35.98 29.32-42.86 <0.001
W (%) ’ P
M605101~7 < &7~ | 2857

FHREOZER D 9B%CI (FHEEXM) : Ay P2« L—< U HER  **KE : 24K Wilcoxon # T
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1.8.1.2 Hit-HAE () LZTDHRTERMN
(- HE)
1H 1A, PeEk. BREICEEZ B M5,

(R EAR L]
(1) A&
1) #&RE5EHK

AF (25% M605101) & FEEIALST D 47 VLl 2 T T- WS IARRBR 12 W T, 2.5% BPO4 /L1
A 1[E % 55 & 1A 2B GHE O RIEMEZE ORI, £ Z£1140.0 £ 47.8% ) 146.8 + 34.4% L
FRREOEEZRL, 77 8REE (262£458%) LN TRERETHoTo, o, FHEHFICELD
WO FEIEE 2 27 Th HEGSS (Evaluator's Global Severity Score) Dp%thaR ($5-121H 1% DEGSS
DRHEBASA B DEGSSL V) ©2LL F/NS7pfliZz R L= a2 mEh & L, Bah &HE S =g o
#E) S°EGSSMOVAS (Visual Analogue Scale) fEDZALHE G WL CRIBROMBM AR LIZZ &b,
2.5% BPO» /L DRIEME B 25T B 2h ik, 1H LB G & 1H 2[R 5 CHER TR0 b D L&
277

HEFERZORRENSIT, 10U GREN27% (U79%1]) . 1H 2% 5-8£2329% (24/82f5) Tk
V. 77 BREE (28%, 1U4001) LIEFRECTH-o72, L L., 1LHUREEGRE L 1H 2B GO
HA2081% DR 22 BVEA 27 & bl U7 kG5, LH URlf 53 0 i 22 A =7 (ks - 0.05 £ 0.23,
FLBE 0 016 £037) LT, 1H2E GO FLRMEA 27 (/5 : 017 £0.42, FLEE : 0.24+
0.46) XEVMEE R LT,

YL ENRBR OFE R A B E 2. BIMNMFERBRO HiEZ1H 1R () EEEBMAE LT, =
M SE R IR T 2 ARKBN O IR VLA EE LTz, EORES. 2.5% M605101EE D i 14
BB 5 R OFERIEVE OB DO 3213, M6051017 5 EAREE L kR THBIC KX REE R/ LT,
Fo. WK BRI E R A EFZORBUIGRO b oz,

2) 5

ENEEERER CIZ, B X0 &M OTT B ERE OAETRRE DALV 72 < X0 B 385
MAFEmTED B2, MALE] (K) | &L, UL, LFTOEANS, AFIOMEE 1AL
bl &L, HGHFITRET 20 EIT W EE XD, £7=. BPORAIZETLFDADE ) 757
Fe QA CHIR & TV 5 BPOE A A OWRMSCEICIT, B CRBITR/NRICT 5 5 OE Bk
MEINTNDZ &b, REIOHRME () O ELOFEEICZEOE AL, #IEfdH %X
% Z & TCARROHENER L EMITHETE D 525,

- WS TIROTCEE A5 0, BPOS LS SIETRER L L AL fEbIL T\ b, WAL
OFSTLETIE, TLHLUA] &5 ii@%émm\f;u\m Ak ERE RREA R S
7o & OFEITHERE L TWhauy,

- = LR R O i S TLALE] & BERIEHE LT o 728, [
AL 2 D HEFRGIIA NI D ST,

- ARHN O FE PR K ONESL CI2hi S 7o YR 2 B O RE R b1, SR REL Y X
JRFE LTEETDHLETRNEEZOND,
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BB, BEOTATAZANVTHA THDHZ LNRE I, AFIOFKGRH 2 — I K & BUE
T5HI LT, FMEERKDbNh, 2T T4 7 ADIRTRER SN D,

PLEDOZ s, AFIOMREZLIALR, FEERMERTE LT,

(2 A=

SEMESEBRE LS L L SNNFERER T, 2.5% M605101 X 135% M6051014 1 H 1/a] 1258 [#]#%
B U= R, EEFHITEE Cd 2 Skl O RIEME B O3 (FRfl) (28T, 25%
M605101# 5-#E (72.73%) & 5% M605101%%¢ 5-#% (75.00%) 1Z[EFREE D% 7= L, M605101~7 5 &
AREE (41.67%) LR THEICKEWEZ R L7Z (p<0.001), EIRFHGE B T 5 ket ik o
BB B OB (FPofE) 128V TH ., 2.5% M6E05101EE (62.22%) & 5% M605101%E (67.86%)
EFEIFREDE T, 778 (2857%) ITHANTHEICKRE 2 fEZ /R L7 (p<0.001),

—J7, 1B E ORI RGN EE TE R WEEFRORBELEIGIL, HINFERBR TIX, 25%
M60510177337.3% (76/20441) . 5% M605101#£7338.7% (79/20441) . =i 5akbk Tlx. 2.5%
M6051014%7349.4% (114/23141) . 5% M605101#£7355.1% (125/2274%1)) T - 7=, [EWNTIM L7
ARRBRICBW T, R OREBERNEETERWAEFRO Y L, BEBHEEOE > i

FH 7 0 i P SRR R OV R 1 i oD J8 BRI 5 13:2.5% MB051017 & 5% MB051018E T+ 12
L (14.0%, 16.5%). (13.8%, 14.6%). (18.6%. 23.4%) T 1 . 5% MGE05I0LEE D 5 35 Ei A
RN T,

7. 3550 U R R R R T, BPOWREE ITIKAE L7 B BRG A = 7
DOHINAS L5 A, B2 ERAEMERER Tl BPO 5%HUAI T 7 L L X —Mn 2 R THBRE BN A b7,

LbDZ Lt ARMEIF25%E 5% TEN LR NS DD, ZaMEDH D H2.5%0MEFL T
D EBZ, AFNORFIREZ225%L Lz,
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Le—O MR SIERFINEEIC O T,
TIEH LN DB D BENDO B DHE
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AR KAOEG 2T 5 2 L
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Revison of Labeling and Classification of
Benzoyl Peroxide as Safe and EffectivelZ £

EE LT,

2. BIfEH
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1 FH RO RHUE6 L] (14.0%) . 3 A A AL BE 60
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E N ERARBR I ER B R b TN D Z &
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FHHEREETENWEN & L TR LT,
SUHUHEEIZFAIPT & L, PTCIER A 2
DIZ S WIS AL B RGEICH AR 2 T FR4
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SR @ 3 AL T D & OFfR A RET D
e, 2o I LT, BRRRESESH
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776
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(2 BHFOHNIZITFEA LN ENREEL
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PDHER SN TN Enbit# LT,
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IRHIZERE I, B,
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(2) fEFEAL
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2) IR, NE, = OMOREER O DI HER Lz
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HBIZAKTHRWRT Z &,

ENERRRBRIC W T, SERHEIKE LT
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T s oS HA L DOFIZ VT D
HEEZHRE Lz, TOMicoWTik, #ok
> BPOE; A7 LAl o s A+ 30 3 & (*Guidance
for Industry; Topica Acne Drug Products for
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[EIRSL ORI TR OWN T CERR24511 A2 B A EEBHEER 11025525 [EA I B)E 23R 5
JEREEHEE @A) Ik, UTFToXricEdb b,

JAN (HAA%) @b~ > A v
JAN (F£4,) : Benzoyl Peroxide
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110 FE - BIEZFOHREEEEHOFT LD
b4 - B4 | Dibenzoyl peroxide (54 BER(LS > A L) KO ORIA
0
o
% E K a
0
EE - R SEESE
B - H & | 1R1E., P, BEicEEs B mT 5,
J8I] K 5 o F| E
M4 K OVF | JFUK b= A v
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