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Sciatica 



Sciatica 

• 283 patients with severe 
sciatica for 6-12 weeks  
– radiologically confirmed 

disk herniation 
– diagnosis from an 

attending neurologist of an 
incapacitating lumbosacral 
radicular syndrome 

• Patients presenting with 
cauda equina syndrome, 
muscle paralysis, or 
insufficient strength to 
move against gravity were 
excluded. 

Peul WC et al. N Engl J Med. 2007 



Sciatica 

Peul WC et al. N Engl J Med. 2007 



Sciatica 

el Barzouhi A et al. N Engl J Med. 2013 



Sciatica 

• Meta-analysis of steroid 
injection vs placebo for 
sciatica 

• 23 Placebo controlled 
RCTs 

• 1316 patients included 
in short term effects (up 
to 3 months) 

 

 

Pinto RZ et al. Ann Intern Med. 2012 Dec 
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Sciatica 

• Take home messages 

– Surgery improves short term but not long term 
outcomes 

– MRI does not help predict which patients do well 

– Corticosteroid injections improve short term 
outcomes 
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Knee OA 

• 180 patients 
– 75 years old or younger 
– osteoarthritis of the knee  
– reported at least moderate knee pain on average (≥4 on a 

visual-analogue scale ranging from 0 to 10) despite 
maximal medical treatment for at least six months 

– had not undergone arthroscopy of the knee during the 
previous two years 

• Randomised to 
– arthroscopic débridement 
– arthroscopic lavage alone, or  
– the placebo procedure 

 
Moseley JB, et al. NEJM 2002 



Knee OA 

Moseley JB, et al. NEJM 2002 



Knee OA 

Felson DT, Buckwalter J. NEJM 2002 

For the subgroup of knees with loose bodies or 
flaps of meniscus or cartilage that are causing 
mechanical symptoms, especially locking, 
catching, or giving way of the joint, there is a 
consensus that arthroscopic removal of these 
unstable tissues improves joint function and 
alleviates symptoms. 



Knee OA 

• Inclusion criteria 
– 45 years of age or older  
– meniscal tear + osteoarthritis on MRI 
– at least one symptom that was consistent with a meniscal 

tear that had persisted for at least 1 month despite 
pharmacologic treatment, physical therapy, or limitation of 
activity 

• Interventions 
– arthroscopic partial meniscectomy by trimming the 

damaged meniscus back to a stable rim OR 
– land-based, individualized physical therapy with 

progressive home exercise for patients with knee 
osteoarthritis 

Katz JN, et al. N Engl J Med. 2013 



Knee OA 

Katz JN, et al. N Engl J Med. 2013 



Knee OA 

• Take home message  

– Arthroscopic partial meniscectomy is not superior 
to good physiotherapy in patients with OA and 
mechanical symptoms 



Tennis 
elbow 



Tennis Elbow 

• 60 patients with chronic 
lateral epicondlytis 

• Inclusion criteria 
– >3 months 

– Symptoms, signs +US 

• Single injection of  
– platelet-rich plasma 

(PRP)  

– placebo (saline) or 

– glucocorticoid 

Krogh TP et al. Am J Sports Med. 2013  



Tennis Elbow 

• Platelet rich plasma 

– 27ml of blood taken 

– 2 ml anticoagulant 

– Spun for 15 minutes 

 

Krogh TP et al. Am J Sports Med. 2013  

http://www.jaaos.org/content/17/10/602/F1.large.jpg


Tennis Elbow 

Krogh TP et al. Am J Sports Med. 2013  



Tennis Elbow 

• 185 patients with lateral 
epicondylitis of at least 
6 weeks' duration 

• Success rates were 

– 92% for injection 

– 47% for physiotherapy 

– 32% for wait-and-see 

• But long term different.. 

Smidt N et al. Lancet. 2002 



Take home message 

• Steroids are effective short term therapies for 
lateral epicondylitis but do not improve long 
term outcomes 



Achilles 
Tendinopathy 



Achilles tendinopathy 

• 53 adults (mean age 49, 
53% men) with symptoms 
of unilateral mid-portion 
Achilles tendinopathy for 
> 3 months 

• Two unguided 
peritendinous injections 
one month apart 
randomised to 
– blood (1mlx3) 

– dry needling 

Bell KJ et al. BMJ 2013 



Lower 
Back pain 



Antibiotics for Back Pain? 

Jensen TS et al. Eur Spine J. 2008. 

Vertebral endplate signal changes 
(Modic change) are associated 
with chronic back pain. 



Antibiotics for Back Pain? 

Albert HB et al. Eur Spine J 2013 

• Double-blind RCT with 162 patients 
– only known illness was chronic LBP of > 6 months 

duration 
– occurring after a previous disc herniation, with 
– bone edema demonstrated as Modic type 1 changes 

in the vertebrae adjacent to the previous herniation. 

• Patients were randomized to either 100 days of 
antibiotic treatment (coamoxiclav 625mg tds) or 
placebo  

• Blindly evaluated at baseline, end of treatment 
and at 1-year follow-up. 



Antibiotics for Back Pain? 

Albert HB et al. Eur Spine J 2013 



Antibiotics for Back Pain? 

These findings are interesting 
and merit large scale, well 
designed trials. But the theory 
of microbes causing back pain is 
not new, and the hype created 
by a public relations company 
for a paper already published 
and yet to be replicated is 
remarkable. 
Setting up an academy to teach, 
examine, and certify 
practitioners seems premature. 

Margaret McCartney, GP in Glasgow 
BMJ Editorial 2013 



Rheumatoid 
Arthritis 



Rheumatoid Arthritis 

• Survey in Birmingham in 
2007 

• Median delay from 
onset of symptoms to 
secondary care was 23 
weeks 

• Median delay before 
assessment in primary 
care was 12 weeks 

Kumar K et al. Rheumatology 2007 



After MTX.. What next? 

• 48-week, double-blind, noninferiority trial 
• 353 participants with rheumatoid arthritis who had 

active disease (DAS>4.4) despite methotrexate therapy 
(>12w) to: 
– a triple regimen of disease-modifying antirheumatic drugs 

(methotrexate, sulfasalazine, and hydroxychloroquine) or 
– etanercept plus methotrexate. 

• Patients who did not have an improvement at 24 
weeks according to a prespecified threshold (drop in 
DAS>1.2) were switched in a blinded fashion to the 
other therapy 

• Non-inferiority margin of 0.6 change in DAS28 

J R O’Dell et al. NEJM. 11th June 2013. 
[Epub ahead of print] 
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After MTX.. What next? 

• DMARDs are not inferior to Biologics 

• 27% switched in both groups 

• Side effects similar 

– Infections more common with anti-TNF (37 vs 
25%) 

– GI side effects more common with DMARDs (30 vs 
22%) 

J R O’Dell et al. NEJM. 11th June 2013. 
[Epub ahead of print] 



Anti-TNF (infliximab and adalimumab) 

Bongartz Tet al. JAMA. 2006;295(19 



Anti-TNF 

• 15 554 patients in BSRBR 

– 11 881 anti-TNF 

– 3673 DMARD-treated patients 

• Rate of serious skin and subcutaneous tissue 
infections 

– 1.6/100 patient-years in the anti-TNF cohort, 

– 0.7/100 patient-years in the nbDMARD cohort 

– HR for SSSI for anti-TNF was 2.2 (95% CI 1.5 to 3.0) 

Galloway JB et al. Ann Rheum Dis. 2013  



Rheumatoid Arthritis 

• Take home message 

– Identify and treat early 

– Needs quick escalation of therapies 

– DMARDs in combination probably as good as 
biologics 



Gout 



Gout 

Roddy E et al. Ann Rheum Dis 2007 



Gout 

Roddy E et al. Rheumatology 2010 

• Acute gout 
– Traditional NSAIDs (68%) 

– colchicine (15%) 

– coxibs (5%) and 

– analgesia only (5%). 

– Seven per cent did not 
receive a prescription.  

•  66% of patients treated 
with colchicine were 
prescribed high-dose 
regimens (500 mg at least 
four times daily). 

 

• 673 new gout 
consultations 

• Monitoring of  
– lipids (5%), blood pressure 

(26%), glucose (6%) and 
renal function (21%) within 
1 month of index 
consultation were 
infrequently recorded.  

• ULTs were prescribed 
within 12 months in 23% 
of patients. 



Gout 

• Febuxostat versus 
Allopurinol Controlled Trial 
(FACT) 
– phase 3, randomized, double-

blind, 52-week, multicenter 
trial 

– febuxostat (taken orally once 
daily) with the safety and 
efficacy of allopurinol in adult 
subjects with gout and with 
serum urate concentrations 
of at least 8.0 mg per deciliter 
(480 μmol per liter) 

– Primary endpoint: urate < 
6mg/dl (360 μmol per liter) 

Becker MA, NEJM 2005 



Gout 

Becker MA, NEJM 2005 
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Feb 
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Feb 
120mg 
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Gout 

• APEX trial 

• N=1072 

• Urate >480 μmol/l 

• Randomised to  

– Allopurinol (100/300mg 
based on renal function) 

– once-daily febuxostat 80 
mg / 120 mg / 240 mg 

Schumacher HR Jr et al. Arthritis Rheum. 2008 



Gout 

NICE guidelines ACR guidelines 

http://www.nice.org.uk/nicemedia/pdf/T
A164Guidance.pdf 

Khanna D et al. Arthritis Care Res 
(Hoboken). 2012 Oct 



Osteoporosis 



Osteoporosis 

• 200,000 fractures a year 
• £1.73 billion / year 
• > 1 in 3 woman and 1 in 5 men 

have a fracture 
• Fracture sites 

– vertebral bodies 
– distal radius 
– proximal femur 
– proximal humerus 

• Following a hip fracture 
– 50% no longer live 

independently 
– 20% die within 12 months 

 
 



Is BMD enough? 

• BMD is specific but not sensitive 

– Most fractures occur with BMD above -2.5 

• Consider additional risk factors independent of BMD: 

Risk Factors Comment 

Low BMI Mostly reflected in BMD 

Prior fragility fracture Doubles risk 

Parental fracture Partly independent 

Smoking Partly independent 

Glucocorticoids Partly independent 

Alcohol Dose dependent in excess 

Rheumatoid arthritis Independent of BMD and 
corticosteroid use 



FRAX 

• FRAX algorithm 

– Developed by WHO Collaborating Centre for 
Metabolic Bone Diseases at Sheffield 

– www.shef.ac.uk/FRAX  

– 10 year probability of hip fracture or major 
osteoporotic fracture (clinical 
spine/hip/forearm/humerus #) 

– Externally validated in independent cohorts 

http://www.shef.ac.uk/FRAX




Efficacy 
Drug Relative risk 

Alendronate Vertebral   0.56 (0.46-0.68) 
Hip  0.62 (0.40-0.98) 

Risedronate Vertebral   0.61 (0.50-0.75) 
Hip  0.74 (0.59-0.93) 

Etidronate Vertebral   0.40 (0.20-0.83) 
Hip  0.50 (0.05-5.43) 

Zoledronic acid Vertebral   0.30 (0.24-0.38) 
Hip  0.59 (0.42-0.83) 

Denosumab Vertebral   0.32 (0.26-0.41) 
Hip  0.60 (0.37-0.97) 

Strontium Vertebral   0.60 (0.53-0.69) 
Hip  0.85 (0.61-1.19) 

Raloxifene Vertebral   0.65 (0.53-0.79) 
Hip  1.13 (0.66-1.96) 

Teriparatide Vertebral   0.35 (0.22-0.55) 
Hip  0.50 (0.09-2.73) 



Long Term Data 

Current Medical Research & Opinion 2012 



Strontium Ranelate 

http://www.mhra.gov.uk/home/groups/dsu/documents/publication/con267913.pdf 



Denosumab 

• Fully humanised monoclonal 
antibody against Receptor 
Activator of Nuclear factor 
Kappa B Ligand (RANKL), major 
regular of osteoclast 
development and activity 

• Approved for postmenopausal 
osteoporosis 

• Subcut injection 60mg every 
six months 

• Contraindications: 
hypocalcaemia 

• Side effects: cellulitis, 
hypocalcaemia, rarely ONJ 

J Bone Miner Res. 2012;27(3):694-701. 



Denosumab 

Nice guidance TA204 



Combination therapy? 

• 94 postmenopausal 
women with 
osteoporosis 

• Randomised for 12 
months to 

– Teriparatide 

– Denosumab 

– Both 

Tsai JN et al. Lancet 2013 



Vasculitis 



Vasculitis – all change! 
You know it as: It is now: 

Churg-Strauss Eosinophilic granulomatosis with 
polyangiitis (Churg-Strauss), (EGPA) 

Wegener’s granulomatosis Granulomatosis with polyangiitis (GPA) 

hypocomplementemic urticarial vasculitis 
(HUV) 

HUV (anti-C1q vasculitis) 

Henoch-Schönlein purpura Immunoglobulin A (IgA) vasculitis (Henoch-
Schönlein) 

essential cryoglobulinemic vasculitis cryoglobulinemic vasculitis 

New Category antineutrophil cytoplasmic antibody 
(ANCA)-associated vasculitis (AAV) 

Variable vessel vasculitis Cogan’s, Behcet’s 

Single organ vasculitis Eg CNS vasculitis, leucocytoclastic vasculitis 

Jennette JC, Falk RJ, Bacon PA, et al. 2012 revised International Chapel Hill Consensus 
Conference Nomenclature of Vasculitides. Arthritis Rheum 2013; 65:1. 



Now it’s all TLAs! 

Large Vessel Vasculitis (LVV) 

• Takayasu’s Arteritis (TAK) 

• Giant Cell Arteritis (GCA) 

Medium Vessel Vasculitis (MVV) 

• Polyarteritis Nodosa (PAN) 

• Kawasaki Disease (KD) 

Small Vessel Vasculitis (SVV) 

• ANCA-associated vasculitis 
(AAV) 

• Microscopic polyangiitis 
(MPA) 

• Granulomatosis with 
polyangiitis (Wegener’s) GPA 

• Eosinophilis granulomatosis 
with polyangiitis (Churg-
Strauss) EGPA 

• Immune Complex SVV 

• Anti-GBM disease 

• Cryoglobulinaemic vasculitis 
(CV) 

• IgA vasculitis (Henoch-
Schönlein ) IgAV 

• Hypocomplementaemic 
vasculitis (anti-C1q vasculitis) 

Jennette JC, Falk RJ, Bacon PA, et al. 2012 revised International Chapel Hill Consensus 
Conference Nomenclature of Vasculitides. Arthritis Rheum 2013; 65:1. 



Now it’s all TLAs! 

Variable vessel 
vasculitis (VVV) 

• Behcet’s disease (BD) 

• Cogan’s syndrome 
(CS) 

Single organ vasculitis 
(SOV) 

• Cutaneous 
leukocytoclastic 
angiitis 

• Cutaneous arteritis 

• Primary CNS 
vasculitis 

• Isolated aortitis 

• Others 

Vasculitis associated 
with Systemic Disease 

• Lupus vasculitis 

• Rheumatoid 
vasculitis 

• Sarcoid vasculitis 

• Others 

Vasculitis associated 
with Probable Etiology 

• HCV-associated 
cryoglobulinaemic 
vasculitis 

• HBV associated 
vasculitis 

• Syphilis-associated 
aortitis 

• Drug associated 
immune complex 
vasculitis 

• Drug associated 
ANCA-associated 
vasculitis 

• Cancer associated 
vasculitis 

• Others 

Jennette JC, Falk RJ, Bacon PA, et al. 2012 revised International Chapel Hill Consensus 
Conference Nomenclature of Vasculitides. Arthritis Rheum 2013; 65:1. 



Lupus 



Rituximab 

• 144 patients with lupus 
nephritis 

• Treated with MMF + 
steroids 

• RCT of Rituximab (2 pairs of 
infusions, six months apart) 

• Complete renal response 
– normal serum creatinine level if 

it was abnormal at baseline, or 
– a serum creatinine level of 115% 

of baseline if it was normal at 
baseline; 

– inactive urinary sediment (5 
RBCs/hpf and absence of RBC 
casts); and UPC ratio 0.5 

LUNAR study. Rovin BH et al, Arthritis Rheum. 2012  



Lupus Nephritis – MMF vs Cyclo 

Henderson LK et al. Am J Kidney Dis. 2013 Jan 



Lupus Nephritis – MMF vs Cyclo 

Henderson LK et al. Am J Kidney Dis. 2013 Jan 



Lupus Nephritis – MMF vs Cyclo 

Hahn BH et al. Arthritis Care & Research June 2012 



Belimumab 

• BLyS is a vital B-cell 
survival factor 

• Why is this different to 
rituximab? 

– May be more selective 
for autoreactive B cells 

– May have effects on T 
cells too 

Hahn BH. N Engl J Med. 2013 Apr 18;368(16):1528-35. 



Belimumab 

• 819 ANA/dsDNA +ve 

• Score >6 on SELENA-
SLEDAI  

• Randomised to 

– 10 mg/kg belimumab, or 
placebo intravenously 

– on days 0, 14, and 28 
and then every 28 days 
for 72 weeks. 

Furie R et al. Arthritis Rheum 2011 



Belimumab 

Hahn BH. N Engl J Med. 2013 Apr 18;368(16):1528-35. 



Rituximab and Belimumab 

 
• I have seen some remarkable improvements in patients given 

rituximab and indeed have published that 90% of the patients we 
have treated here at UCH at six months have shown full or partial 
remission (in those who failed conventional immunosuppression). 

• Nevertheless the fact is that (much to my chagrin!), rituximab did 
not meet its endpoints in two major clinical trials. This, in my view, 
is likely to be due to trial design but let that pass! 

• In contrast, Benlysta, with all the caveats that you and other 
commentators have made, did meet its endpoints in two major 
international trials, has been approved by the FDA and the 
European Medicines commission and indeed is the first drug to be 
approved for the treatment of lupus in over 50 years. These facts 
should not be ignored.  
 

Professor David Isenberg 
www.nice.org.uk/nicemedia/live/13307/59046/59046.pdf 



Over to 
you.. 


