
About OMICS Group 

OMICS Group is an amalgamation of Open Access Publications and 

worldwide international science conferences and events. Established in the 

year 2007 with the sole aim of making the information on Sciences and 

technology ‘Open Access’, OMICS Group publishes 500 online open access 

scholarly journals in all aspects of Science, Engineering, Management and 

Technology journals. OMICS Group has been instrumental in taking the 

knowledge on Science & technology to the doorsteps of ordinary men and 

women. Research Scholars, Students, Libraries, Educational Institutions, 

Research centers and the industry are main stakeholders that benefitted 

greatly from this knowledge dissemination. OMICS Group also organizes 

500 International conferences annually across the globe, where knowledge 

transfer takes place through debates, round table discussions, poster 

presentations, workshops, symposia and exhibitions. 
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OMICS International Conferences 

OMICS International is a pioneer and leading science event organizer, 

which publishes around 500 open access journals and conducts over 

500 Medical, Clinical, Engineering, Life Sciences, Pharma scientific 

conferences all over the globe annually with the support of more than 

1000 scientific associations and 30,000 editorial board members and 3.5 

million followers to its credit. 

 

OMICS Group has organized 500 conferences, workshops and national 

symposiums across the major cities including San Francisco, Las Vegas, 

San Antonio, Omaha, Orlando, Raleigh, Santa Clara, Chicago, 

Philadelphia, Baltimore, United Kingdom, Valencia, Dubai, Beijing, 

Hyderabad, Bengaluru and Mumbai. 
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OA TREAT 
 

 

• prospective  

• randomised 

• double-blind and  

• placebo-controlled  

• clinical trial  

• of hydroxychloroquine (HCQ)  

• in patients with 

• erosive inflammatory osteoarthritis of the hands 

 

• acronym: OA TREAT 
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Participating Prüfzentren 
Currently 44 sites across Germany (aim: 60 sites) 
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Agenda 

 

 

• Background 

– Osteoarthritis  

– Hydroxychloroquine 

• Trial design OA TREAT 

• Challenges  
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EROSIVE OSTEOARTHRITIS 

OF THE HANDS 
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Prevalence of HOA 

 

• high prevalence of hand 

osteoarthritis (HOA) 

• radiographic signs  

• > 80% of the elderly 

population  

• symptomatic HOA  

• 5-20% of the elderly 

population  

Dahaghin (Ann Rheum Dis 2005) 

Dillon (Am J Phys Med Rehabil 2007) 
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Burden of Disease 

 

• HOA often considered as „mild disease“  

• burden of disease can be very high 

• strong pain 

• restricted function 

• reduced grip strength 

• aesthetic changes 

 

Kloppenburg (Nat Rev Rheumatol 2012) 
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Erosive Hand OA (EOA) 

 

• Subgroup of HOA, radiographic signs: 

• central erosions  

• collapse of the subchondral corticalis  

• lower prevalence: 

• 3% of adults ≥ 55 Jahre 

• 10% of patients with symptomatic HOA 

Kwok (Ann Rheum Dis 2011) 
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Punzi (Best Pract Res Clin Rheum 2010) 
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EOA  

• unclear if  
• more severe form of HOA  

• or distinct disease with specific pathogenesis 

• additionally pronounced inflammatory component 
• swelling 

• redness  

• hyperthermia of affected joints  

• occasionally systemic inflammation markers 

• Up-regulation of pro-inflammatory cytokines in synovia, 
cartilage und subchondral bone 

• therefore also called „inflammatory OA“ or  
„erosive inflammatory OA“ 

Kwok (Ann Rheum Dis 2011) 
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EULAR RECOMMENDATIONS  

FOR THE TREATMENT OF  

HAND OSTEOARTHRITIS 
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Non-Pharmacologic Therapy 

 

• EULAR recommendations name non-pharmacologic 

therapy options in first place 

• patient education 

• physiotherapeutical exercise 

• application of local warmth, e.g. paraffin bath 

• lack of clinical studies 

• therefore graded only as expert opinion 

 

 

Zhang (Ann Rheum Dis 2007) 
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Topic NSAIDs / Capsaicin 

 

• Metaanalysis on the use of topic NSAIDs 

• effective for pain therapy 

• effectivity comparable to oral NSAIDs 

• topic capsaicin superior to placebo in two RCT 

considering clinical parameters  

Lin (BMJ 2004) 

Mccarthy (J Rheumatol 1992) 

Schnitzer (Semin Arthritis Rheum 1994) 
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Paracetamol 

 

• according to EULAR recommendations oral drug of 

first choice when effective  

• well tolerated  

• low costs 

• used for decades for the treatment of HOA 

• but: no placebo-controlled trials for HOA 

• evidence extrapolated from studies on OA in other 

joints 

 

Zhang (Ann Rheum Dis 2007) 
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NSAIDs / Coxibs 

 

• Head-to-Head comparison NSAIDs/coxibs vs. 

paracetamol:  

 NSAIDs/coxibs superior 

• BUT: 

• gastrointestinal side effects 

• cardiovascular risk 
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Intraarticular Glucocorticoid Injections 

 

• No improvement of symptoms in a  placebo-

controlled RCT with 40 patients 

• Short-term improment of complaints in a small 

uncontrolled study 

• Application limited for practical reasons 

• Mostly applied for CMC I 

Meenagh (Ann Rheum Dis 2004) 

Joshi (J Rheumatol 2005) 
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Surgical Interventions 

 

• Possible options: 

• Interposition arthroplasty 

• Osteotomy 

• Arthrodesis 

• Very effective to treat complaints, but often 

associated with loss of function 

• After failure of other therapeutic options 

• Mostly limited to CMC I 

 

Zhang (Ann Rheum Dis 2007) 
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PROBLEM:  

Paracetamol and NSAID NOT effective 

in many patients with EOA!! 
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Innovative Therapy Options 

 

• Nuclear medical treatment 

– X-ray radiation, radiosynoviorthesis 

• SYSADOA = symptomatic slow-acting drugs for OA 

– Chondroitinsulfate, glucosamine, avocado/soy bean 

extract 

• DMOAD = disease-modifying osteoarthritis drugs 

– MMP inhibitors, bisphosphonates 

• Biologicals used in RA 
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HYDROXYCHLOROQUINE 
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Chinabark Tree 

 

• 1639: Countess of Cinchon 

• wife of the Spanish vice king of Peru 

• supposedly suffered from Malaria 

• healed by a Jesuit father with an extract of the 

chinabark tree 

• later her diaries were found: don‘t include evidence 

that she ever suffered from Malaria 

Kalia (Dermatol Ther 2007) 
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Quinine 

 

• Fact is that the bark of 

chinabark tree contains 

among others quinine 

• 1894: first description of 

effectivity of quinine in 

cutaneous lupus 

erythematosus 

Payne (Clin J 1894) 
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Malaria Prophylaxis in World War II 

 

• Beginning of 20th century: Americans and Germans 

synthesize compounds related to quinine as part of 

their research for drugs against Malaria 

• Chloroquine (CQ) most promising 

• during World War II: millions of soldiers take quinine 

or CQ for malaria prophylaxis 

• Side effect: Improvement of soldiers‘ complaints 

with arthritis or skin changes 

Ben-Zvi (Clinic Rev Allerg Immunol 2012) 
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Hydroxychloroquine (HCQ) 

 

• first synthesized in 1955 

• differs from CQ by a hydroxyl group 

• reduced toxicity with maintained effectivity 

Ben-Zvi (Clinic Rev Allerg Immunol 2012) 



27 P. Klaus  

08/12/2015 

Zertifiziertes  

QM-System  

DIN ISO 9001 ff 

Side Effects 

 

• diarrhea 

• headache 

• Dermatologic side effects, psoriasis 

• nausea or vomiting 

• Cardiomyopathy 

• Hypersensitivity 

• Hematologic side effects  

• HCQ retinopathy 

Ben-Zvi (Clinic Rev Allerg Immunol 2012) 
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Hydroxychloroquine in EOA 

 

• Two retrospective studies 

• One randomised, double-blind, placebo-controlled 

trial  

• one randomised open trial (HCQ vs. Clodronat) 

 

  overall positive results, but very small cohort 

 

Robertson (Arthritis Rheum 1993) 

Bryant (J Rheumatol 1995) 

Punzi (J Rheumatol 1996) 

Saviola (Mod Rheumatol 2012) 
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OA TREAT  

– SYNOPSIS 
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Trial  

Overview 
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Primary Endpoints 

• co-primary clinical endpoint 

• AUSCAN (Australian-Canadian OA Index) for pain and 

hand function in week 52 

• co-primary radiographic endpoint 

• radiographic progression from Baseline to week 52 

• voluntary follow-up in week 104 
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Secondary Endpoints I 

• Efficacy of HCQ (Baseline / W26 / W52) 

• AUSCAN Score 

• global patient assessment of disease activity,  

• global patient assessment of joint stiffness 

• global physician assessment of disease activity 

• Pain, function, disability, quality of life (Baseline / 

W26 / W52) 

• HAQ 

• SF-36 

• SF-SACRAH 

• AUSCAN 
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Secondary Endpoints II 

• Inflammatory status (Baseline / W26 / W52) 

• joint pain 

• joint swelling 

• nocturnal pain 

• morning stiffness 

• local redness 

• CRP, ESR 

• Use of standard medication during the past 7 days 

prior to each study visit 

• NSAIDs  

• Coxibs 
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Secondary Endpoints III 

• joint status 

• number of painful joints upon palpation 

• number of joints with Heberden osteoarthritis 

• number of joints with Bouchard osteoarthritis 

• number of swollen (inflamed) joints (incl. rubor, dolor, calor) 

• number of joint deviations 

• number of subluxations of affected thumb joints 

• safety parameters  

(adverse events) 
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Timeline 

 

• First patient in 
• November 2013 

• Current status of recruitment: ~100 patients 

• Last patient out 
• ? 
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Inclusion criteria 

• Women and men 

• age 40 to 80 years 

• Clinical diagnosis of OA (ACR criteria) 

+ inflammation in ≥ 3 finger joints 

• Radiological diagnosis of OA (ACR criteria) 

+ erosive joint changes 

• necessity of regular treatment with 

analgetics/NSAIDs 
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Exclusion criteria I 

• secondary OA (e.g. infectious arthritides, 

acromegaly, ochronosis, hemochromatosis, gout) 

• other inflammatory joint disease 

• psoriasis 

• current or past treatment with HCQ due to hand OA 

• pain syndrome of the upper extremity 
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Exclusion criteria II 

• Contraindication against HCQ according to 

prescribing information 

• did not tolerate HCQ in the past 

• hypersensitivity against HCQ / related compounds 

• ophthalmologic diseases (e.g. retinopathy), where HCQ 

is contraindicated  

• lactose intolerance 

• liver or kidney insufficiency 

• other diseases with inacceptable risk 

• pregnancy and lactation period 
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Statistics 

• modified intention-to- treat (all patients who received 

at least one dose are included) 

• first primary hypothesis (AUSCAN scales pain and 

hand function at week 52): multiple endpoint test 

according to Läuter and O’Brian 

• Only in case of a significant difference: 

• second primary hypothesis (radiographic outcome at 

week 52): nonparametric ANCOVA  

• secondary outcomes: parametric ANCOVA 

• changes in co-use of NSAIDs/analgesics taken into 

consideration 
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Pharmacovigilance 

• Second annual safety report 2015:  

– mostly gastroenterologic events 

– Upper respiratory infections 

– 6 SAEs (not related to HCQ or protocol) 
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Challenges 

• Investigator-initiated trial 

– No support from pharma 

– Small team 

– Very limited resources  

• Slow recruitment 

– EOA not as common as OA 

– Burden of disease high, but not high enough? 

– Placebo control 

– Long duration 

– Low priority for trial sites? 
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HCQ Trials – Update 2015 

 

• HERO (UK) 

– 252 subjects with symptomatic hand OA 

– active treatment or placebo for 12 months 

– primary endpoint: change in hand pain between baseline 

and six months 

– Results 2015: no improvement in pain 

• FABIO (Netherlands) 

– Similar design 

– Study completed, results to come 

Kingsbury (Trials 2012, EULAR meeting 2015) 

Lee (clinicaltrials.gov) 
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Chances 

 

• Keep thinking positive! 

 

• OA TREAT could make a 

valuable contribution for 

improved treatment of 

patients with EOA! 
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THANK YOU TO… 

• Prof. G.-R. Burmester  

 

 

 
 

• Study group INSIDER  

and project partners 

 
 

• participating TRIAL SITES 

• participating PATIENTS 

• Dr. J. Detert 

Investigator-Initiated Trials in Rheumatology 

spitex-meggen.ch 
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THANK YOU FOR YOUR ATTENTION 

WHAT ABOUT THE 
SIDE EFFECTS? GOOSEBUMPS WHEN 

YOU READ THE 
PACKAGE INSERT!! 



Let us meet again.. 

 

We welcome you all to our future conferences of OMICS 

International 

5th International Conference & Exhibition on 

Pharmacovigilance & Clinical Trials 

On 

 September 19 - 21, 2016 at Vienna, Austria 

http://pharmacovigilance.pharmaceuticalconferences.com/ 

 

 

http://pharmacovigilance.pharmaceuticalconferences.com/

