MAIN INCLUSION CRITERIA
· Consent dated and signed by the owner before any exam linked to the study
· CADESI-02 ≥ 25

· Dog presenting with atopic dermatitis, and at least 3 of the 5 following criteria:

· Corticosteroid responsive pruritus

· 1st signs between the age of 6 months and 3 years

· Bilateral otitis externa

· Bilateral erythematous interdigital pododermatitis

· Cheilitis (peri-oral inflammation)

· Intradermal testing (IDT) test (with an optional codeine phosphate test) performed in the last 6 months must confirm hypersensitivity to environmental allergens

· Dog using an adulticide flea treatment (adulticide and insect growth regulator) lasting at least 4 weeks between 4 and 2 weeks before drug administration

· Adequate organ functions neutrophils ≥ 2000/mm3, platelets ≥ 100x109/L, hemoglobin ≥ 10g/dL, ASAT-ALAT < 3 ULN, bilirubin ≤ 1.5 ULN, albumin ≥ LLN, creatinin and urea ≤ ULN,  Proteins/Creatinin ≤ 1 
· Absence of proteinuria
· Dog more than 1 year of age and weighting more than 4kg
MAIN EXCLUSION CRITERIA
· Dermatitis exclusively seasonal

· Symptomatic Flea Allergic Dermatitis 

· Clinical signs of infection (Staphylococcus, Malassezia, or any ectoparasite infection (scabies, Demodex, Trombicula, Cheyletiella)

· Dog with dermatophyte infection

· Dog with external parasite

· Presence of purulent otitis

· Any known food allergy

· Other serious diseases (life expectancy less than 3 months)
· Any previous history of kidney disease or any previous known episode of proteinuria
· Any GI disease associated with active an exsudative enteropathy or past history of exsudative enteropathy
WASH-OUT

· 12 weeks before baseline, stop:

· Treatments with any long-acting investigational agent
· 8 weeks before baseline, stop:

· Sustained-released corticosteroid medication
· Long term treatment of cyclosporine (> 6 month)

· Change in vitamin E as supplement

· 4 weeks before baseline, stop:
· Cyclosporine
· Allergen-specific immunotherapy
· Change in diet or in essential fatty acids supplementation
· Treatments with any short-acting investigational agent
· 2 weeks before baseline, stop:
-  Tacrolimus
-  Antibiotics (other than those allowed)

-  Antifungal agents  (other than those allowed)

-  Anti-inflammatory agents (including non-steroidal ones)

-  Corticosteroids (oral or cutaneous route)

· 1 weeks before baseline, stop:
-  Antihistamine H1 
ADMINISTRATION AND ADJUSTMENTS

· Administration: orally, fasted or fed  

· 12,5 mg/kg/d (AB1010 or placebo) 

· Duration of treatment : 3 months (possibility of extension)
· In case of severe toxicity: 
· The treatment can be suspended until toxicity signs disappear, then resumed at the same dosage
· If the severe toxicity reappears, the treatment can be suspended again until toxicity signs disappear, then resumed at an inferior dosage (decrease of 2,5 mg/kg/d) (for dogs weighting less than 10,5kg,a dose reduction from 12,5 to 10 mg/kg/d leads to treatment discontinuation)
· If the severe toxicity reappears, study treatment will be discontinued
· If pruritus and CADESI score are stable, the treatment should not be discontinued 
· treatment must be stopped in case of UPC> 1 or blood albumin < lower normal limit

CONCOMITANT TREATMENTS 
Mandatory treatments
· Flea treatment (adulticide and insect growth regulator) lasting at least 4 weeks between 4 and 2 weeks before drug administration, then at baseline, week 4 and week 8 visit
Authorized treatments
· antibiotic : cephalexin, amoxicillin-clavulanate, only as needed for treatment of bacterial infection

· antiseptic : once per week maximum, restricted to shampoo containing chlorhexidine, ethyl lactate, benzoyle peroxide
· antifungal topic : only as topical administration or in shampoos containing miconazole ou du ketoconazole

· antiseptic + antifungal : malazeb (miconazole et chlorhexidine shampoo)

· auricular care : cleaning and disinfectant only (Epiotic®)

Prohibited treatments 

· antibiotic other than cephalexin and amoxicillin-clavulanate

· antifungal other than topical or shampoos containing miconazole ou du ketoconazole

· anti-inflammatory agents including non-steroidal ones
· corticosteroids

· cyclosporine

· tacrolimus

· allergen-specific immunotherapy
· antihistamine H1

· any investigational treatment related or not to atopic dermatitis 
Prohibited changes 

· any change in:
-  Diet
-  Essential fatty acid supplementation or vitamin E
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*   In case of study extension
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IVRS PROCEDURE
· Hotline / Assistance : dial French phone number 01133 1 40 21 19 09
· Standard procedure (please see IVRS manual for detailed instructions, part 10 of investigator’s file) : dial free toll number, enter study code (110), your user access number and your secret code to : 
-  Confirm a treatment shipment reception (cf. p. 13)

-  Screen a patient (cf. p. 5)
-  Report a screening failure (cf. p. 7)
-  Randomize a patient (cf. p. 8)
-  Perform a treatment replacement or reallocation (cf. p. 11)
-  Notify patient’s end of study (cf. p. 8)
-  Enroll a patient into the study extension (cf. p. 9)
-  Access the test mode or live mode (option 8)
-  Access to the support line (option 9 or code 777 if access number has been lost)
To confirm an entry: 1, to cancel: 2

Dates: February 1st, 1950 should be entered as 01021950

If a date is unknown: enter 0 as substitution

Numbers: 12,5 is entered 12*5

Patient’s number: composed of 4 digits, the 2-digit site ID then the 2-digit patient’s specific number
CENTRALIZED LABORATORY
Blood sampling analyze (hematology and biochemistry): 

Screening and extension visits: use your local lab
Week 0, 4, 8 and 12: use the centralized lab (for biochemistry samples, please centrifuge)
-   When receiving kits, please fax the acknowledgement of receipt 
-   Before using them, please check the expiry date 
-   For any sample shipment, please fill in and attach the form « clinical pathology request form »
-   To ship the samples (at ambient temperature), please use the kits/boxes provided and contact the courier 
-   For being re-supplied, please fax the form « laboratory supplies re-order form » (schedule a 7-day period)

(Please see the central lab manual for complete explanations)
INVESTIGATOR’S FILE
At each patient’s visit:

-   Archived a copy of any signed consent form (part 4)

-   Update at each screening or inclusion the forms «list of screened- included patients» and «identification list of included patients» (part 12)

-   Update for any dispensation and drug return the form «patient detailed account of investigational medicinal products» (part 8)

Regularly:

-   Update the form « task and duties delegation form » particularly in case of personnel change (part 1)

-   Keep and archive any correspondence (part 2)
-   Keep the signed protocol (part 3)

-   Archive drug acknowledgement of receipt (part 8)

-   Keep and archive IVRS faxes (part 12)
-   Archive any Serious Adverse Event notification (part 13)
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CONTACTS

Sponsor : 

Philippe GIORGIUTTI
Tel: 0033 1 47 20 66 76 
Mobile: 00 33 6 11 10 11 45
Fax: 00 33 1 47 20 24 11 
Email: philippe.giorgiutti@ab-science.com   
IVRS / randomization:

Phone: 0808 234 7943
Study code: 110 
Personal access ID: 58001  Password: 4933
Centralized Laboratory:
Tel : 0044 1 875 61 83 75

Fax : 0044 1 875 61 45 55

Email : jim.milner@eur.crl.com
Courier: 
Phone:                   Account number:
Serious Adverse Events:
Must be reported to the sponsor within 24 hours by fax to 0033 1 47 20 10 82
