










LANDMARK DIAGNOSTIC TESTS

ÅRose-waller

ÅANA

ÅANCA

ÅAPLA

ÅRF Latex Fixation

ÅANTI-CCP 



















Pyramid Approach 

to RA Treatment
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Poor Manôs Cocktail for RA

ÅHydroxychloroquineé. 1

ÅSulfasalazineé.2

ÅMethotrexateé.3 1

ÅLeflunomideé..4









STEROIDS

ÅWhen, Which, How, How long

ÅPrednisone, Methyl prednisone Succinate / Acetate

ÅOral, IM, IV, IA

ÅStep up, Step down

ÅDivided doses / Once daily / Alternate day / Stat / 

Pulse

ÅEffects Vs Side effects Cotherapy

ÅCalcium, PPI, Antibiotics, Antidiabetics



"PHARMACOLOGY IS THE 

SCIENCE OF SELECTIVE 

TOXICITY"

- Adrian Albert, 1906











Adapted with permission from:
Choy EHS, Panayi GS. N Engl J Med. 2001;344:907-916.
© 2001 Massachusetts Medical Society. All rights reserved.

Disease Progression
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Soluble Receptor Constructs Bind and Neutralize Soluble 

TNF-aand TNF-b,but Not Membrane-bound TNF-a

Soluble TNF-b

Soluble TNF-a

Receptor-bound TNF-a

Soluble 

receptor 

construct

Enbrel prescribing information.



The Role of TNF-ain RA Pathology



Th1 cell 

IFN -g

TNF-a

IL-2

Activated Th1 Cell in Rheumatoid 

Arthritis

Smith JB, Haynes MK. Ann Intern Med. 2002;136:908-922

Feldmann M, Brennan FM, Maini RN. Annu Rev Immunol. 1996;14:397-440.





Ankylosing Spondylitis: 

The Facts 

ÅShortens life expectancy

ÅDoes not burn out

ÅNot milder in women

ÅAdversely affects employment

ÅNot very rare disease



Frequency Distribution: 

Age of Onset & Age of Diagnosis
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Lancet 1999: 354: 1687-1690.
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Post Infliximab
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STEROIDS

ÅWhich, How, How long

ÅPrednisone, Methyl prednisone Succinate / Acetate

ÅOral, IM, IV, IA

ÅStep up, Step down

ÅDivided doses / Once daily / Alternate day / Stat / Pulse

ÅWhen ?







MTX : half life / frequency







COBRA combinationa therapy in patients with early 

rheumatoid arthritis



Resting
T Cell

G0 SG1

Leflunomide Blocks T Cell Clonal Expansion

LeflunomideActivation



Clinical Implications

ÅLoading dose :

- After 3 days : effective conc 13 mg/L.

- 4 weeks,if no loadingdose.

ÅPlateau effect, after loading dose 

ïHigher doses does not enhance clinical success



Css(20 mg): Simulation Washout Phase, No 

Use of Cholestyramine
The vast majority of patients are clear of leflunomide after 12 months



pK and Use of Cholestyramine
after 3 weeks å90% of patients below tox threshold of 0.02 mg/L





Biologicals

Time Course of Action / Dosage Frequency

ÅInfliximab : Day 0, 14, 60

ÅAnakinra : Daily

ÅEtarnecept : Twice / once in a week

ÅAdalimubab : Twice a month

ÅAbatacept : Once a month

ÅGolimubab : Once a month



The Saga of Medicine: A story of 

150 years and beyond

Man-Microbe relationshipé

éInfection & Immunity : Friends or Foes ?

Louis Pasteur Antonius van Leeuenhoek Robert Koch Paul Ehrlich



Every CV Disorder : Autoimmune disease ! 

Every Autoimmune disease : infectious ? !!!



Infection & Immunity : 

Friends or Foes

ÅEra of vaccinations

ÅStaph aureas arthritis

ÅRheumatic fever

ÅRA, SSA, SLE

ÅAPS

ÅTB / HIV / Hepatitis C



M Blank et al, Infection & Autoimmunity 2004; p475

APS Etiology





TB

ÅWHO estimates

ïOne third of world is infected

ï2nd leading killer disease

ïFrequent traveller

ÅIn 90% infection remains latent

Å10% develop disease

ïMost in first 2 years after infection

ïImmunocompromised patient ¬

ïImmunosuppressive drugs®¬

ïMulti drug resistance

ÅLurking HIV



Latency in TB

Å95% of adults develop protective immunity 

following infection with M. tuberculosis

ÅDespite robust response, the immune system is 

unable to completely sterilize host tissue

ÅThe bacteria can persist in by reduced metabolic 

activity i.e. latency

ÅIf cell mediated immunity is impaired, reactivation 

tuberculosis can develop decades after the initial 

infection 




