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1. TITLE PAGE

Study Title A double-blind, randomised, parallel group, active controlled, multicentre
study to assess the therapeutic non-inferiority of SKP-021, a 0.3olo
ketoprofen patch, versus diclofenac sodium patch in paÙents
with painful and inflammatory conditions (e.9.: back pain, bruise,
contusion, sprain, strains)

StudY ID sKP-021-01-11
Sponsor Promo Internatonal srl

Viale Campania 5 - 20133 Milan, Italy
Investiqational Prcduct SKP-021: a 0.3olo ketoorofen oatch
Indication Painful and inflammatory conditions
Design of clinical
investagation

Phase III, double blind, randomized, parallel group, active controlled,
multicentre investigation peformed in 12 Italian invesugational centres.

. Group 1: SKP-021 patch, ketoprofen 30 mg.

. Group 2: Voltadol@ patch, diclofenac sodium 140 mg.
The test and control drugs were to be applied, one patch at one time
twice dailv, for 5 to 7 davs.

Phase ilI
FSFV 4-Seo-2012
LSFV 17-Jun-2013
LSLV 24-Jun-20t3
Coordinating Centre
and Coordinating
Investigator

Pier Carlo Sani Puftini, MD
Reumatology Unit
"L. SACCO" Hospital
Ma G.B. Grassi, 74 - 20L57 Milan, Italy

The study was conducted in compliance with Good Clinical Practices (GCP), including the archiving of
essenUal documents.

csR version and date V1. 25-Jul-2014
Sponsor signatoly Carlo Fornara - Managing Director

Promo Internaùonal srl for SATO Pharmaceutical Ltd.Co.

Contact for Final
Repoft

Sara Papetti - Pharm.D.
Project Manager
GB Pharma Services & Consulting S.r.l.
Tel: 0382 530676; Fax: 0382 302619
Email : soaoetti@oboharmaservices.it

Statistician Patrizio Sala - Sc.D.
Statistician
GB Pharma Services & Consultinq S.r.l.

Authors' Name &
Signature

Maria Carla Marrè Brunenghi - MD
Clinical Research Director
GB Pharma Services & Consulting S.r.

Sara Papetti - Pharm. D.
Project Manager
GB Pharma Services & Consulting S.r.l.
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2. SYNOPSIS

Name of Sponsor:
Promo International srl for
SATO Pharmaceutical Co. Ltd.

Name of Finished Product:
sKP-021

Name of Active Ingredient:
ketoprofen 30 mg

Title of the study: A double-blind, rdndomised, parallel group, active @ntro//ed, multicentre
study to assess the therapeutÌc non-inferioity of SKP-021, a 0.3o/o
ketoprofen pdtch, versus diclofenac sodium patch in patients
with painful and inflammatory conditions (e.9.: bdck pain, bruise,
contusion. sDrain. stra Ìns )

Investigators and Study
Centres

1) Sarzi Puttini Pier Catlo, MD CoordÍnating fnuestigator
u.O. Reumatologia
OSPEDALE SACCO MILANO (MI) Coordinating centre
Via G.B. Grassi,74 - 20157 l4ilano

2) Parrini llatteo Matia, MD Not participating (negative ethical opinion)
Ortopedia I
GRUPPO OSPEDAUERO S. DONATO
Policlinico San Donato
Piazza Edmondo Malan
20097 S. Donato !lilanese (MI)

3) Ottaviani Marcello, ùlD
Traumatologia e Ortopedia
ASL VERCELU - OSP SS PIETRO E PAOLO BORGOSESIA
Via Cascine Agnona - 13011 Borgosesia - Vercelli

4) Pietrogrande Luca, MD
Ortopedia e Traumatologia
OSPEDALE S. PAOLO D] MILANO
Via A. Di Rudiní,8 - 20142 Milano

5) Zottola Vincenzo, MD
U.O. di Ortopedia e Traumatologia
OSPEDALE SANTANNA - COMO
Via Ravona, 1 - 22020 San Fermo della Battaglia - Como

6) Cazzola Marco, MD
U.O. Riabilitazione
OSPEDALE DI SARONNO
Piazzale Borella 1 - 20147 Saronno

7) lvlinnìci Giuseppe, MD ltot participating (Investigator decision)
Ortopedia e Traumatologia
OSPEDALE DI MERATE
Larqo Mandic, I - 23087 Merate (LC)

8) Cherubino Paolo, MD
Ortopedia e Traumatologia
OSPEDALE DI CIRCOLO E FONDMIONE MACCHI
Viale Borri, 57 - 21100 Varese

9) Cassisi Gianniantonio, MD Not DafticiDatins (neoative ethical oDinion)
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Ortopedia e Traumatologia
ULSS 1 BELLUNO
Via Feltre 57 - 32100 Belluno

10) Moreschini Oreste, MD
Ortopedia e Traumatologia
POUCLINICO UMBERTO I
Viale Policlinico, 155 - 00161 Roma

11) i Zatti Giovanni, MD
Ortopedia
OSPEDALE SAN GEMRDO
Via Pergolesi 33 - 20900 Monza

12) Arioli Giovanni, MD
Riabilitazione Specialistica
OSPEDALE CiVILE
Via Bugatte, 1 - 46020 Destra Secchia di Pieve di Coriano - l{antova

13) Casale Roberto, MD
Riabilitazione Specialistica
FONDAZONE SALVATORE I.IAUGERI - IRCCS
Via Montescano - 27040 Montescano (PV)

14) Saviola Gianantonio, MD Centre not opened (overall enrolment almost
closed)
U.O.S. Reumatologia Riabilitativa,
FONDMIONE SALVATORE MAUGERI - IRCCS
Istituto Scientifico di Riabilitazione
via Ospedale 36
46042 Castel Goffredo - Mantova

15) Pappone Nicola, MD Centre not opened (ovemll enrolment almost closed)
U.O. Riabjlitazione Reumatologica
FONDAZIONE SALVATORE MAUGERI - IRCCS
Istituto Scientifìco di Riabilitazione di Telese Terme (BN)
via Bagni Vecchi, 1

82037 Telese Terme (BN)

16) Benucci Maurizio, MD Not participating (Investigator decision)
U.O.S. di Reumatologia
NUOVO OSPEDALE S. GIOVANNI DI DIO
via di Torregalli, 1

50143 Firenze

17) Damiani carlo, MD
Riabilitazione Neuromotoria
IRCCS SAN MFFAELE PISANA
Via di Val Cannuta,247 -00166 Roma

18) Barbagallo Mario, MD
Geriatria e Lungodegenza - Dlpaftimento di Patologie Emergenti
UNIVERSITA DEGU STUDI DI PALERMO
Via del Vespro 129 - 90127 Paletmo

Studied Period:
FPFV:
LPLV:

10 months
4-Sep-2012
24-Jun-2073

Phase of DeveloDment: III
objectives: To evaluate the efficacy and safety of SKP-021 (medicated patch

containinq ketoprofen as an active inqredient) in a double blind studv in
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patients with painful and inflammatory condÌtions (e.9.: back pain,
bruise, contusion, sDrain, strains), usinq Voltadol@ as a control druq.

Methodology: Patients who fulfilled the inclusion and exclusion €riteria were
randomized in a double blind manner to Group 1 (SKP-021) or 2
(Voltadol@), with a ratio of 1:1.
SKP-021 or the control drug were to be applied, one patch at one time
twice daily, for a minimum of Rve days and a maximum of 7 days.
Patients were evaluated at visit 1 (enrolment and randomization) and
Visit 2 (end of treatment) and were requested to fìll in a daily diary
during the treatment period at home.

Number of patients: Planned:
311 completed patients per each
group in order to show the non
inferiority of tested drug in
comparison with the standard.
Considering an 1170 drop-out rate
the number of randomized patients
per group was increased to 350 and
the overall number of patients to be
included in the trial was 700.

Analysed:
697 patients have been
randomized and treated (348 in
Diclofenac and 349 in Ketoprofen
group). According to the
investigator's judgement 592
patients were defìned as having
completed the study as per
protocol but, according to the
analysis, 561 patients completed
the study without major protocol
deviations.

Diagnosis and main criteria
for inclusion:

BEFoRE Amendment #1, dated 14-Nov-2O12:
Out-patients of both sexes, aged between 18-65 years, able to give
informed consent and to complete the diary were to be included if they
had traumatic disease (e.9.: bruise, contusion, sprain, etc.), presenting
frank symptoms of inflammation, such as pain (VAS >50mm), myalgia
and swelling, within 2 days from trauma; if the patient had more than
one affected site, only one was to be treated regardless of severity.
Patients were to be excluded mainly if: the affected site was too wide,
needed anti-inflammatory analgesic other than the study drug for the
underlying disease, were obese, with history of drug allergy or with
aspirin-induced asthma, with a skin wound or skin disease at the test
site, pregnant or lactating women.

AFTER Amendment #1, dated 14-Nov-2012:
Out-patients of both sexes. aged between 18-25 years, able to give
informed consent and to complete the diary were to be included if they
had an inflammatory condition (e.9.: back pain, bruise, contusion,
sprain, etc.), presenting frank symptoms of acute inflammation, such as
pain (VAs >50mm), myalgia and/or swelling; if the patient had more
than one affected site, only one was to be treated.
Patients were to be excluded mainly if: the affected site was too wide to
be treated with the patch; needed other anti-inflammatory analgesic
other than the study drug for the underlying disease or for other
diseases; were obese; had history of drug allergy or had aspirin-induced
asthma; had a skin wound or skin disease at the test site; were pregnant
or lactatinq women.

Test pfoduct: dose and
mode of administration,
batch number:

SKP-021 patch: ketoprofen 30 mg
one patch twice daily
Batch numbers: B287lvlA (clinical batch: DP04/12 03) and B284MA

Reference therapy: dose
and mode of administration,
batch number:

Voltadol@ patch: diclofenac sodium 140 mg
one patch twice daily
Batch number: C2011P (clinìcal batch: DP04/12 03)
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Duration of treabnent: 5 to 7 davs
Criteria for evaluation: Efficacv variables:

Primary response variable:
Number of patients with reduction of VAS (Visual Analogue Scale) smre
of at least 50o/o versus baseline condition (responders).
Secondary response variables:

. ].]me needed to reach the status of responder

. Overall changes in VAS score

. Improvement of clinical symptoms related to the disease

. Changes in the MPAC (Memorial Pain Assessment Card) scale
with particular attention to the mood profile

. Overall physician and patient rating on the treatment result

SafetY variables:
. Adverse events
. Vital signs
. Phvsical examination

Stausucal methodsr After the data base locK a blind randomization list was provided to the
statistician, the treatment groups being identified only by the A'lB letters.
The code was opened when the statistical analysis was completed.
All clinical data are presented by individual subject listings, sorting by
treatment croup, centre, Subject within centre and time-point, as
appropriate.
Descriptive summary statistics: mean, standard deviation (SD), median,
minimum and maximum,950/o Confldence Interval (95oloCl), are
presented for continuous data. Categorical data are summarised by
frequencies and percentages. The summaried results are presented
acmrding to the treatment group (either ketoprofen or diclofenac). The
statistical analysis was pedormed with the package SAS@ System
version 9.3 at a 5olo significance level (o = 0.05, two-sided).
At each planned visit, continuous variable are presented by descriptive
statistics (mean, SD. median, lower and upper 95olo confìdence limit);
categorical variables are summarized by frequencies and percentages.

Summary - Conclusions The two groups were homogenous at baseline for demographics and
basel i ne characteristics.

Efficacv Results:
As concerns the primary efficacy endpoint, the response rate of the
two experimental treatments was of similar extent. The Ketoprofen-
Diclofenac differences in response rates do not exceed the non-inferiority
margin. Therefore the non-inferiority of the Test product (SKP-021,
0.3olo ketoprofen patch) has been demonstrated.
The patterns of all secondary efficacy endpoints were similar in the
two groups.

Safetv Results:
There was no safety concern associated with the patch applications. The
Adverse Events which occuned to 65 subjects in Diclofenac (18.7olo) and
59 subjecG in Ketoprofen (16.90/o) group were mild to moderate, no
serious adverse events have been reported. The incidence of events of
the SOC "Skin and subcutaneous tissue disorders" was significantly lower
in the Ketoprofen group (10.6010 in the Diclofenac; 4olo in the Ketoprofen;
p<0.001).
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Gonduions:
This sfudy has demonstrated the non-inferiority in terms of efficacy of
the Test product (SKP 021, 0.3% ketoprofen patch) aomparcd with the
Referene produd (didofenac patd). The Test produd was at le6t as
safe as the Referenoe producL
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