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~ RHUPUS

Rheumatoid Arthritis 00:00:28

Rhupus : SLE + RA,
SLe (Systemic lupus erythematosus) :

Symmetrical small joint non-erosive peripheral polyarthrit,
Rhupus : erosive arthritis in SLE
Note : Renal involvement is less in rhupus.

Rheumatoid Arthritis :

* M/ muttisystem autoimmune inflammatory connective tissue disease (CTD).
Model for study of m%o.mmtorgmdimnune medioted disease.
* Primary target is synovium : Proliferative synovitis with synovial hypertrophy,
Chronic (> b weeks) Inflammatory, multisystem, erosive arthritis.

* /L, symmetrical, upper limb predominant, small joint polyarthritis of UL (4

joints).

* Disease process starts ot DRU) (Distal radioulnar joint).

Note : and m/C multisystem autoimmune inﬂ\amcm’corg CTD: Sjogren sgndu'ome.

 synovial fluid wBC >3000/microL (BEST)

Raised inflammadory morkers
X raﬂ;aq;iye orthritis

S SIS SN

garly morning joint stiffness
Rheumatoid orthritis l |
Rhupus | SLE like arthritis :
| :
Chronic erystol arthr L * Sjogren
(&out and pseudogout) ! - * Scleroderma
Psoriatic arthritic E ‘ ol - 50310bulinemia
’ | y P o
multicentric re’ciculohis’coc}jiosg || POHMBOSI{'\S
'l |+ Dermatomyositis
i Aeute rheumatic fever
Aeute erystal arthropathy

' _ Relapsing polychondritis



Arthritis involving small joints of hand :
* Rheumatoid arthwilis,

* Psoriatic arthritie,

* Sk

* qLe like arthritis.

* Osteoarthritis,

. (‘r}js&a! arﬂwropodhg.

Y
Synovial hupertrophy | Mon-hf\'-\amm‘torﬁ orthritis
| * Involves articular cartioge
* Xroy feotures :
Parnus o. Loss of joint space.
\ b. Subchondral sclerosis.
marginal erosions ke
| Remotodartntts | Osteoortite L
| ~ Joints involved
111011 L
| meP : L
o Wt _Istemc
L o
I o S .
Cricoarytenoid i
Joints spared
ol Wrist
Ist cmC mCP
Ist TP
Lumbay, thoragic, sacral
sp«ne.

Note :
Non erosive arthritis such os SLE, acute rheumatic fever can be deforming d/t
laity of ligaments (accoud arthropathy.



) Disease progression :
Treatment started as earlg as possible.
* Very early rheumatoid arthritis (VERA) : < 3 months, best prognosis,
’ amg established RA : 3-13 months,
* Lake established RA: 1-3 years,
* Chronic stablized RA: > 4 years.

Qﬁ:SWﬂ’IS' + Tendinitis + Bursitis,

ng-\futis > Sl_.]noml hﬂpeﬂropkﬂ *> marginal
erosions of bone (Not covered with articulor

cartioge).

Tenosynovitis : Lofgren syndrome (Ankle joint).
Polymyalgia. rheumatica.

etiopathogenesis :
Genetic factors : HLA
* HLADRBI-04 in 10 % — S fold risk.
* Shared epitope | QMRAR Motif on the third hypervariable regjon of D& B
chains on DR4/DR14 (Amino acids 10-74).
* DRV14 is cousative.
* DR 130l is protective.



genetic factors : Non HLA
* PADI-4 : Post translational modification of arginine to eitrulline.
CoMMON in asian population,
* PTPNAA (RSO in SLE),

environmental factors
» Srmﬁing :
a. Strongest environmental risk factor,
b. 1PADI expression on the airway, promotes citrullination.
e. TRisk Sor Interstitial lung disease (M > F).
d. ~/w bad prognosis (! extra-articular manifestations).
* Silica.: Scleroderma, SLE, RA,
* Aleohol/OCPs : mild protection.

Note : Smohins ossociated ILD :
o. Desquamative interstitial pneumonia. (IP).
b. Langerhans cell histiocutosis LCH.
¢. Respirafory bronchiolitis associated ILD.
d. Rheumoadoid arthritis associoted LD,

gpidemiology *
* PM3:,ILD:M>F
* 40-60 years.
* Pregnancy induces remission d/% -0 (nn’ci—inﬂ\awmakorg).
* b etiologieal link with infections (e8v/Parvo/mycoplasma).
* A/w oral periodontitis : Porphyromonas gingivalis.

F 7 mrokios ¢
SLe 5
Rneumodoid arthritis Tahagam arteritis
Polumuositis Siooren sundrol
< i Sarenisnomme NCTD
Dermo&omtjos&is Primowg biliarﬂ circhosis

Sclerodermo. ﬁbronxaalgia

Chronic ?ahaue sandrome w




CLINICAL CRUX OF RA

Rheumatoid arthritis

Clinical features :

00:00:25

Reute onset, summetrical peripheral fﬂ!}jﬂl thr itis, involving snall joirts o¥ upper

limb.

& passibilities :

a. Post viral arthritis (Parvo 19).
b. undif{erentioted arthritic,

undifferentioted arthritis

L

,1 Pt ﬁl

/3 /3 /3
Remission Persists as undiferentioted  &volve into RA
30-S0% arthritic 30-40% ofter
or progress to other diseases 7 b weeks.
30-40%

Note :

* Rheumatoid arthritis is chronic ( b weeks).
* art till b weeks bﬂ which post viral arthritis should subside.

Scoring %o predict progression into rheumatoid arthritis ¢

nge

Female sex

moning stit¥ness
No. of swollen joints
No. of tender joints

Joint distribution

CRP
RF
ccp

Seore 7 8 ¢ Stort dreodment.

Serologml markers

| Aeti-CLP (Cuyelical citrullinated polypeptide) antibodies :
* Ak ACPA (Anti-citrullinated polupeptide antibody)/mutated citrulinated vi-

mentin (MCV),



’ ?‘w{.‘()tfi\‘(‘ihll : RO-00% (Vey Y hir\h')_
* pPredictor Yor preclinical infection.
. Hiqh tilves [:«‘Pdic{ extra-articular manifestations

* Tedt is not repeated in case of relapse.

a. Ainti CAR pephde (Anti carbamgla’ted pep’dde) : To diasr\me palindromic
rheumadism.

3, Anti PADI antibodies.

4, Rheumodoid factor (RF) :
* igm antibody against Fe portion of 19§ vH3.
* Specificity : 75-80 % (Poor).
* Predicts prognosis, not used in relapse.
* RFis positive in other conditions :
a. Sjogren syndrome,
b. Cryoglobinemia. 3/3,
¢. JIA (0 % : RF positive),
d. Infective endocarditis/leprosy/Parasitic infestation/PEC/Sacoidosis/
HBV/HCV.

Pathosenesis H
genetic and
environmental factors
v
Abnormal protein modificadions :
Citrullination
Carhmtjiahon
¥ 4
Dendrttic cells : Longerhans Activation of innate
celis mfun‘uiﬂ * Neutrophils
tore up the aniigen
v
DC-T interostion
Presented 1o T cell

Y
T cell ockivotion : Panius
CDA0 L-CDAO . Yormadion

& cell activotion andJoin’c
erosions

»migration o joint - » f)ljnovm \'\L:”)BHTOM\L’



T cells activation
* Thiproduce interferon Y — ) macropages : TNF ¢ —> Activation of
ostecclasts RANKL-RANKY) and inhibition of osteoblasts (Hraw-1 po"rhnm;).

¢ THIT: LI

ol W .
g N LIS GMCSF, / ::‘,\‘-
TNFa /™ > oo S

»} I8, L8 N o
RF, ) SRR 1665
m:clepw ‘ 1o, L8, IL-18 ‘s

4
et |

Qhewn’fologica! conditions prodwhg osteoporosis :
o. Rheumadoid arthritis,

b. Ankyjosing spondyiis

Hallmarks of synovitis :
* Sobt tissue swelling,
¢ warmth.
* Tenderness on the joint line.
* Joint eMusion,
* Loss of motion.

Geretcd  Astcantibodies Symploms Early Estabished
mncfmemgl of RA without undifferentioted RA
s fecions for kA clirical evidence alnitis
of artheitis Palindiomic

theumalism

At 16k indivdual



Classification criteria for rheumatoid orthritis :

IS 2010 American College of Rheumatology/
(RN European League Against Rheumatism

Classification Criteria for Rheumatold Arthritis:

Joint involvement® (0-5)
1 medium to Inrge" joint
2-10 medium to large joints
1-3 small* joints (with or without involvement of large
joints)
4-10 small joints (with or without involvement of
large joints)

0
1
2
3
>10 joints® (at least one small joint) 5
Serology™! (O 3)

0

2

3

Negative RF AND negative ACPA
Low-positive RF OR low-positive ACPA
High-positive RF OR high-positive ACPA

Acute Phase Reaclanis®e {0-1)
Normal CRP AND normal ESR 0
Abnormal CRP OR abnormal ESR 1
Duration ol Symptomsh {0-1)
<6 weeks 0
=6 weeks 1

The sum of scores needs to be >X to classify as RA

Patterns of presentation

Insidious (55-6S%) :
o. Symmetrical small joint 'm%ammi:org polyorthritis.
b. ‘aderlﬂ RA can mimic palandromic rheumadism.

Acute(o-I1S %) :
explosive po.snm small + Lorge polgar‘chrirﬁs in elderlﬂ.

Palindromic rheumadtism :
o. Reute monoarthritis of the knee/Rngers.
b. Aeute briet episodes of pain.
¢. mimic septic orthritis/ crﬂs’m! omthropa’ch5.
d. Abter subsequent episodes, reaches 1o baseline completely,
e. A/w Anti Car P ontibody,

&kierlﬂ RA:
I, Con mimic PMR.,
& Reute explosive polﬁmﬂwrms.
3. Arthritis robustus @ erosive arthritic but patient is unaware.



Deformities in RA :

‘ i Radlial deviation ot wrist and uinar deviation ot MCP usith
s Y extension at interphalanaeal jints.
©/t rupture of uinar collateral igament.
Piano key deformity of
ulnar styloid
Hiteh hiker’s thumb Abducted and huperextended thumb.
True deformities (irreversible)
Flexion ot PIP and hgperex‘l-ens'\on o OIP.
Boutonniere’s deformity
Swan neck deformity
Opera. glass hand Complete destruction of hand,
Vowghon Jackson Involvement of extensor tendons, only index finger is
deformity sposed,

* m/e extro-articular manifestation (40 %)

* Rssociated with high titres of 2F +ve.

L SMOKINg.

* Painless nodules present ot sites of friction
(Clecranony.

* Risk of early onset disease, long duration
disease.

* &ad prognostic feature.

* Pathology : @ranuloma (Tgpe v hypersensitivi-

. gsponds to treatment.

s methotrextate : 10 % cases can have # size of
nodules. |




* Ker oiovor)]u:w*‘uvi{'sq sieca (a° %ogrer{) s /e,

manifestation is dry eye.
* gpiscleritis : More common, seen in high disease

Oculor features | activity, not a/w vision loss.
* Scleritis : Less common, recurrent episodes can lead
to scleromalacio. perforans.
* Retinol vasculitis/uveitis : Not seen. B
Neurckgical | * Aouke auadriparesis : C1-Ca Subluxakion d/t erosion of |
manifestations odontoid process.

* entrapment neuropo&h5 : Carpel tunnel syndrome
(W)

* Perpheral nervous system : Small fibre neuropathy,

* cns/brain parenchyma. ¢ Not involved.,

Hemotological
manitestodions

* fnemia of chronic disease (M/C).
¢ LWBL count : Normal.
* Thrombocutosis/a®ITP
* Ropidly progressive anemia.: AIKA d/t warm antibody
\8&.
FeH—B’s syndrome :
¢ Rheumodoid arthritis + Neutropenia + Splenomegaly.
¢ pw:
0. HLA DRBI-04.
b. Long s’randing RA.

¢. RF positive.
d. Nodules/deformities ++.
e ﬂn’ribodﬁ against citrullinated histones.
* Perpheral blood smear : Large granular lymphp-
cytes (Lel Leukemio).
* RAincreases risk of diffuse large B-cell lymphoma

(wacx,).v ” ]
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manifesta-

Pleuritis +/- exudative pleural efSusion (/) :
« Wl > /L, ymp! eyt o/exudative (Lite's eriterio),
* Protein mn{"vu\t > 4q/dL, low glucose < 30 S/dl., high LOH,
Interstitial lung disease (TWE
* 30 % patients. ’ ' ' '
* Males, smoker, RF/Anticep ++, ¢
* Usual interstitial peumonio. (LIP) :
a. Hone_tj comb pcxHe'm.
b, Custs,
¢. Traction bronchiectasis.
. Pareﬂchgnul destruction : Poor NOSIS.
E;?s, DLCO |, HRCT,

* Sereening anowg?unctm

Caplan's Syndrome :
* Nodules + Cavitation + Pneumoconiosis.
* RF positive active synovitis.
* Cool dust exposure.
¢ o/o:
o. Wegener's granulomatosis
b. Silicosis

manifesta-
tons

* M/C/C of death in RA': Aeute coronary syndrome.

* RA: mi equivolent (Reclereated atheroscleosis).

* mVC cardiae manifestation : Pericarditis without tamponade.
¢ mV/C valvular heart disease : MR » AR.

vosculitis in RA :

Small vessel vasculitis ¢
* Immune complex medioted,
s beuhomj’(oplashc vosculitis.
* ¢/F: Purpure, urticari,

medium vessel vasculitis :
. wngstm\dinsdiseasew‘rthRFwe.
* males, smoker.
* | Complement C3, CA.
* ¢/F : Nodules, uicers, gangrene.
mononeuritis multiplex.

Dangerous forms of vaseulitis in RA (indication Sor treatrent with
Pitudimab) ¢

o. D‘g‘r&al gangrene.

b. Intestinal infarets.

¢. mononeur itis multiplex.

11



o Secondnr5 omaloidosis.

Renal manifestations
* _Mmembranous nephropathuy,
endocrine manifestotions Hypoandrogenism.
* Rheumatoid nodules,
* Pur
S manibestotions T

J Pgod«erm gangrenosum.

12
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MANAGEMENT OF RA
Drugs used in RA 00:02:47
' Drugswiedinlm:
. methotrexate | 1, Aoti TNE ¢ L 8K 1/3 iohibitor :
a.LeSunomide  Infiximab | ToSocitinib
) 3, Hydroxyehlorogu 1 * Adalimumab a. 9 173 inhibitor :
4. Sulfasalazine | * ttanercept garicitinib
E * Certolzumab ‘[
) | * olmumab |
\ |1, Anti CDA0 ¢ Rituximab |
a.Acti L1 : Anakinra. :
| 3 fnti It : Tociizumab |
) 4. C,TLM-Fclséw |
| Rbatacept | |

Least imunogenic : Etanacept (Fusion proteiry.
most immunogenic : infliximalb.

Treatment on presentation :
Va.?




DMARD monon-\empa : Methetrexate
Anti-metabolite drug.
MOA : Increases adenosine .
Dose : Start with S’ma U)e?,lﬂl}j, increase to ao-as,ng meehhj.
Side eMects :
* Bone marTow suppression (Monitor CAC).
* Increase in liver enzymes (Monitor LFT),
* mucositis (M/C toxicity).
* Increose in size of nodule (Does not produce ILD).

Assessment :
Done after 3 months.
Based on Boolean classification :
* No. of tender joints <1,
* No. of swollen joints £ 1,
* CRP s
* Pofient Slobod assessment ¢ 1,
1§ target not achieved, combination therapy must be started

Combination Therapy . oooras

I MTX + Sulfasalazine + HCQ
Hydroxychloroquine He
* Dose : 4-1ma/Ko,
* Side eflects :
o. Corneol opacities (Reversible),
b. Bul’s eye maculopathy (4 1 % irreversible).
¢. Sereening must be done with Optical coherence tomogram (0CT).

Sulfasalazine :
¢ Dose: SOOmg TD.
* Side eHects :
o. Dose dependent bone marrow suppression.
b. Hemolytic anemia. in &6PD deﬂcieneg patients.

HCR only drug safe in pregnancy :
L, MNTX + eioloaics :

14



)

¢ Anti TNF A is most conmonB used.
. E&anece{.s’c is used (Least 1t1mur\()98n\(‘ ).
* Problems with Anki TNF O ¢

o. Reactivation of TB — 16RA test must be done (Not pra.cﬁcal).

b. Drug induced lupus erythomatosus (e ).
¢. Reactivation of Hepaditis-8.
d, Rigk of malismnca.

a.MTX + Small molecule :
* most conmonlg used combination ﬂwerapg now.
* A6 /3 inhibitor is used (ToSasitinib).

* 8K 1/a inhibitor Baricitinib) is also used currenty.

Important points :
Never diognose RA ¥ :
* monoarthritis is present.
* Hands are involved,
* OIP joint is involved (Consider alternate diagnosis).
* Lumbor spine is involved,
RF never repeated as it correlates poorly with treatment.

15



SLE : INTRODUCTION

Introduction 00:02:47
SLe:

usmhtg d’ngnosed ok 1S-4S yeors,

F:mrotion:9:1,

Strong ‘F&milg his’corg.

Positive concordance with more 40% of identical fwins seen

Other varionts of sLe :

1. male lupus : More oQgressive, poor prognosis.
3. Child lupus : 100 % renal involvement seen.
3, i‘:ldeﬂg lupus :

* Also Known s, post-menopausal lupus.

* F:mrotio compariﬂve|5 less.

* Renal sparing is seen.

" Polgserosiﬁs.

* Anti-dsONA -ve.

* Complements are normol
4. Orug induced lupus erythamatosus (OLE) :

* Firmratiois!:l

* good prosnsois.

* Coused by (CHIMP) :

o. Carbamezepine.

e

¢ Isoniozid, L Autoimminue hemotg'c'\c anemio,
d. Infliximob. ’cﬂpel
e. me*hid' dopa. a.mixed connective tissue disorder
£, Procoinomide. (MCTD)
9 Propjl{hiowacil. 3, DILE

* 100% ore ANA positive.

* Homogenous pottern:
Anti-histone an’cibodl:j.
Anti-dsDNA is negaﬁve.

55stems olwoays involved : Skin § joint.

Systems never invoived : Renol § CNS.

16



* COmplen ents are normal.

genetic Factors ¢
early compliment deflciencies (i » €4, ¢4) :
* WA related : DR-3 (CQ), DR-3 (CA),
* Non HLA related : Clq (Most important),
* TRex gene: Located on chromosome 3,
* X chromosome : Toll-like receptors (TLRS), 1RAKA,

environmental Factors :
* OCPs and es’crosen.
¢ uv-g roys.
* Infections : epstein-Borr virus.
* Vitamin-© deficiency, smoking (minor role).

Pathogenesis : enetic erwironmental
Sactors factors
|
* Imnune dtjsregulahon.
* Loss of self tolerance,

* Failure of clearance of
Meu'crophi extracelular 'crops
(NETS).

* Failure of clearance
ot apoptopic debris,
l
nmsl
Innate immune
sBSfem activation,

|

Piosmcg&ord dendfmc cells

|

IFN-0 — endothelial yur Y

|

Y
T-cell activation

™2, 6_cell activation
COAOL-COAD '

v v
immune wwptex Antibodes

deposition.

17



ceeninRA Seen in SLE  Seen in Ankujosing Spondufitis

¢ -3 * -4 w-n/fas
*IENY LS
Y A3
mpoﬁan’c poin{-s=

Central key pathogenic cytokine : IFN-CI.
Defective clearance of apoptotic debris.
ineficients degradadion of NETS,
Innate sgs&em octivation,
| Clearorce of dead cells — exposure of autoantigens —> Breaks selt
tolerance.
interferons are genetic signature.
DRA > DR3 association.
A/w silico. exposure (more commonly with seleroderma).
Hyperactivation of T-cell/B-cell
T-cell activates &-cell b}j :
L L4,
3. CDAOL~-CDAO interagction,
3,8 lymphoeyte stimulotor (BLYS).

4. \~a/a poihunﬂ

18



SLE : ANTIBODIES

Antinuclear Antibody (ANA) 00:00:59

It is the Screening test for CTD (except in RA) :
. Pos'rhv'rl}j NSLE: QT4
* Positivity in Scleroderma. : 95 %,
» Pos&iv‘r'cﬂ in IMD : 93-95 4,
* Positivity in Sjogren's syndrome : 8S 4.
Detected by indirect immunofuorescence (ELISA has no value).
Posihv‘r'cg detected b5 titres and pattern.
Titer > 1/80 is clinically significant.

c1assi%cationo¥'<5peso$paﬂerns=

Homogenous | * dsonA (SLe),
. | ¢ Antihistone (OILE).
; * fntiRo/La.
i | Anti mi-a ermatomyosiis).
| Anti URNP (MCTD).
Coarse speckled | Aoti Smith (5LE).
| * RNA polymerase 3 (Scleroderma).

S ——

Centromere | * CREST syndrome (Limited sclerodermad.

‘Dense fine speckled | * Rules out CTD.

Cufoplosmic | * fit Jo-t (Polymuositis, dermatomuostis),
| ¢ Anti Pm/Scl-10 (Polymyositis/ seleroderma
Sacendr | overlap).
Tgpeso&’ proﬁlir5=

. extroctable nuclear antigen ENR) ¢ b antibodies present.
a. A profile by Immunoblot : 14 antibodies present.

Qeadinsanmmepor'c:

method : Indirect immunofiuorescence.,
Dilution : Standord dilution | : 80, end dilution positivity 1 ¢ 8O.
Patiern : Fine, coarse or dense fine speckled, homogenous, eytoplasmic.

19



Anti Ro/La Antibody 00:09:47

Seen in (ANA negoative SLE patients) :

Anti Ro ¢ &%-A.

Bt Lac: S5,

Anti Lo usually not seen without Anti-Ro (R0-54D.

Importance of anti Ro/La. in SLe ¢
* Positive incase of ANA negadive.
* Conindicate secondary Sjogren's syndrome.
* Deereased risk of nephritis and vaseulitis (Good prognosi).
* Tested in pregnancy : Seen in neonadol lupus with congenital heart block,
* Seenin SCLE (Subacute cutaneous lupus erythematosus) with HLA-DR3
associodion.
* Rssociated with shrinking lung syndrome (Diaphragmadtic pods5).
Anti Ro/La. positivity in Sjogren's syndrome indicates ¢
* early disease onset, long duration Bad prognosis).

* Increased risk for extraglandular moanifestation.
* Increased risk for lymphoma. (Marginal zone &-cell IgmphomoD.

Anti dsDNA & Anti Smith Antibody o042

CON\parisonbekweennn’cidswninnl—iSmkhm’dbodg:

i Specr%eu’r}j _W Specific for SLe. L more specific for SLE.

Clinical significance more } Less
- | Higher titers o/w : i )
Mephrrt vosculitis | . 5&10 eXHect on proonosis.
1
Pattern on ANA Homosenous | Fine speckled

Anti dSONA methodology
* (rithidioe Luciline * Immunofluorescence (Qualitative).
¢ Immunoblot : Semi quantitative.
¢ ELISA: Quoantitotive.

No point in repeating ANA (Mot prognostic marke).

20



Other antibodies of clinical signi“cance '

Akt W RNIP Seen in MCTD
Anti-phospholipid One third of SLE patients are positive.
Anti-RBC antibody 4 Warm antibody in AIHA in SLE.
Anti-platelet antibody Seen in secondary ITP in SLE.

ptaralie sod CNS manifestadions in SLE
-glutama

3 5.; (m/c : decline in cognitive function). |
Roti-ribosomal antibody | depression/psychosis in SLE.

Anty

Biomarkers in SLE 00:21:19

Biomarkers in clinical u:tili’t}j :

* Increased disease o.cki\rrtg implied bﬂ :
Low C3, CA.
Increased dsONA titers,
Increased eSR.

* Repeoting ANK, ENA is not useful

* Anti Cig antibodies useful only in nephritis.

* CRP has no value.

giomarkers in research setting :
. enFF/au_,,s.

* APRIL.

* IFN-d.

* Soluble IL-7 receptor.

21



SLE : CLINICAL CRUX

Clinical Manifes_tations_ in_SLE 00:02:47

Clincal features seen in SLE can be grouped into :
L. Constitutional symptoms :
Frequency : 90-95 %.
Fotigue, fever, weight loss.
3. Musculoskeletal involvement :
Frequency : 90 %.
Inflammatory arthritis/arthralgia.
’ mﬂ\amma’forg synovitis.
. Po!aaﬁmﬂar
* Peripherall
¢ Smoall joint.
* UL predominant.
* Non-erosive (DifSerence from RA). - W
. De?ormins. Jaccoud arthropathy
SLe- like arthritis ¢ JocCoud ar'thr()fm‘th\,j.
3. Mucocutoneous involvement :

~* Localized : Malar/butterSy rash (90-9s %)
1 * Generalized ACLE.

]‘ * TeN-like ACLE.

cubocute cutaneous | * Annular SCLE : 43 %,

* Psoriosiform SCLE : 39 %,

feute cutaneous lupu.s
erythematosus (pcLe)

r

Iupu.s erU&hema’co&,G
(scLe)
* Discoid lupus ertjﬂwen‘uioeus

. * Chillblain Le.
er (ccre) |
tj’thermiows ? | ¢ LB pro‘f‘und.us

Chronic cutoneous lupus |

Locolized rash :
* Molos/Buttery rash,
* m/Clupus specific rash,
. Hi31nl5 photosensitive erythematous rash.
* Tendency Sor scaling present,
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Non-scarring rash,

Nasolabial fold spared.

A/w oral ulcers § non-scarring alopecio.
No risk For malignancy,

Discoid Le ¢
S %=-30 % rule :

S % of discoid rash patients have SLE.
a0 %ot aLe patients have discoid rash.

Scarrins rosh.
A/w scarring alopecia. : Cicatricial alopecia.
Premalignant : Risk Factor for SCC.
A/w Pollicular plugging, dermal adrophy,
Circulor ergﬂwem%ous lesions :

* Foce, scalp and neck,

* Centre: ngop'gnm’m’dm

- Peripherl., : Haperp‘gmn’caﬁon.
Carpet track appearance on bock.

subacute Cutaneous Le (SCLE) :

lePeS :

Photosensitive,

Non-seorring,

A/w anti Ro/La. antibodies, HLA DR3,
m:
Seen on sun exposed parts

Annular SCLE (M/C).
Psoriasiform SCLE.

Frodiois!: 4,

H0XiING of mid faciol region

SCLE rash
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Organ sgs{em involvement :

Neuro-Ocular :

Brain parenchyma involved : Cognitive dﬂsﬂ‘um*ion.

CNS vaseulitis : Rx — Plasmapheresis.

PNS : Small fber neuropathy,

Oy eye (mV/C ocular manifestationy.

(Uveitis, episcleritis, sdleritis, retinal vaseulitis not seen).

Henn&ologml :

mM/C of anemia. : Ainemia. oF chronic disease.

Leulsopenia. present.

Plotelet count decreased (High chance for &° ITP).

Rapidiy progressive anemia. : Warm antibody AIHA (Ig& subtype).
Increased risk for OLBCL,

Cardiovasculor

M/C cause death in SLE : ACS (After S | * Pericarditis without tamponade

Brs). m/c).
Small vessel vaseulitis : * Libmon-Sacks endocarditis :
* Immune complex medioted. veae’caﬁons on the

* Leuwsocytoclastic vaseulitis Lev). undersurface of th leallet.
Dangerous forms of vaseulitis affects : | * m/C volvular disease : MR.

.

*ONS

Liver @
Type | autoimmune hepatitis (Lupoid Hepotitis).
100 % potients ore ANA positive.
Lungs
Pleuritis T secretions (Mormal C,uga.rs).
Oiffuse olveolar hemorrhage ¢
* Indicotes high disease oetivity,
* Rx: Plasmapheresis.
shrin}sing lung sandrome :
. Dlo.phragmﬁc polsy, a/w onti-Ro/Lo.

i

ILD not seen Ditfuse alveolar hemorrhage
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Renal
e:iop% done i ¢ Proteinuria ? lc)/d! or 7 S00ma/di with Rece

Class !+ minimal mesangial &00d progosis
Class & : mesangio-profiferaive. No Rx required
Class S

¢ membranous lupus.
* Presents as nephrotic 55Mrom.
Resistant to steroids.
* Decreased risk of CHD.
* M+ mMmMF regimen used for treatment.
Class 3 : Focal proliteradive. Bad prognosis.
Class 4 : Diuse Pmﬁ%qg@;g, Pagressive iNNUNOSUpPression required.
in class 3,4
Immunofiuroseence * Full house patter (Clg, C3, C4 19, Ig.
Electron microscopy : Hemoadoxylin bodies of gross.
Subendothelial deposits (wire-loop lesions).

SLICC eriteria.:
Requirements :
* 24 criteria (At least | clinical § 1 laboratory eriteria.
* Biopsy-proven lupus nephritis with positive ANA or Anti-DNA

I Aeute Cutaneous Lupus. l. ANA,

a. Chronic Cutaneous Lupus. 3. Anti-DNA.

3, Oral or nasal uleers. 3, Anti-Sm.

4. Non-scarring alopecio. 4. Antiphospholipid Ab.
S. Arthritis, S. Low complement (C3, C4,
. Serositis, CHSO).

1. Renal. | G Direct Coomb's test.
8. Meurologic.

9, Hemo!}j’fic onemio. |

10.Leukopenio. ?

Il Thrombocytopenia. g
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Management of SLE

Treatment of non-renal SLE :

00:22:08

Non life threatening lupus .
moderate 1o severe .
non-renal lupus. | *

Severenonreno.llupu_% 1.

Drugs used in all patients. ' ’

Low dose steroids + methotrexate,

CAIl or mmF

Belimumab

Ritwimob
Hydroxychloroquine

Low dose steroids

Topical photoprotection

Arthritis. .

—ea i TS

 CNSvoseulitisor OAH. | ®

methotrexate

Plasmapheresis

Treatment of renal SLe (Class 34) ¢

* Pulse me’chal prednisolone S00mMg -

I $or adaws, continue with orol steroids.

* Lowdose cgclophostwnide euro lupus regime : SOOMQ v cgclophosphwnide

in & doses, every a weeks.

* mmF if condition does not improve in 3 months.
* Rituximob it condition does not improve in & months.

Resistont lupus)

Criterio. for complete remission :

ACR criterio .

EULPR criterio. | ®

* GFR Y Lo ml

PCR £ 0.3

| * Inactive sediment

* Normal or stable RFT
Proteinuria. < 03 gm/d

* nactive sediment

1
| e
|

KO0 aoia

Return of S, Cr to previous baseline

* Decline inuPCR to <05
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. Resistant lupus * No improvement after b months of treatment.

Trea{menh)phons=

[ ]

Rituximab.

extended course of Cyclophosphamide X 3 more months,
l‘m&ito\rse& ’(hempfj.

wie,

Therapeutic plasma exciwge.

Immuno-ablation (‘,Hclophos.phamide with or without Stem Cell,

Hematopoietic stem cell transplantodion (HSCT).

maintenance Rx :

mycophenolate mo’u’-e{'gl (lOOOmS BID).

* feothioprine (amg/kg/douy.

Cﬂclophosphamide.
Cuclosporine/ Tacrolimus (Intolerant +o other ogents).
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SPONDYLO ARTHROPATHIES

Spondylo Arthropathies (SpA) 00:00:14
Previously called : Seronegative arthropathies ®RF -ve).

Forms of SpA:

Radiographic axial SpA. J ‘ Reactive arthritis,
Non-radiographic axial Sph. | 18D associated arthritis/
Juvenie onset AS. | enteropothic arthritis, |
- | Psoriatic arthriis.

Axial pf'edfimmnf SpA
y IR
Non- Radiographic axiol SpA Ragdiographic
Clinical evidence of Axial Axiol Spn/ Ankylosing
SpA with/without " spondyfitis (RS).
sacroiliitis in STIR MR, /L Sacroiliitis in
x—rou:).

Followed for
IS-a0 Brs
0n|5 S-10 %
develop into AS

¢ inflammatory back pain for ¥ amonths.

* Inmales (M:F=3:1) <40 yrs of oge.

* early morning pain § stitness lasting for 20 minutes relieving with activity,

ond NSAIDS.
Severe nocturnal pain over buttoeks in -d.-!’;emo.'cha pottern + enthesitis
(Achilles tendonitis/ plantar Fasciitie) + Root Joint involvement
(Shoulders and Hip).
Note |

* ey pathogenic eytokine : TNF O, 1L-17/a3, IL-13/a3.

* In appendicular skeleton : 45 minutes stifiness.

* In oxial skeleton : 20 minutes stifiness,



Pathogenesis : erosions ¥/b
vertehrae 311(1'»\'\3
v over one another
TNF O mediated

ntlect
infammatory * Annular Rbrosus Bony ankuylosis
granulation % ‘
tissue. N Barnboo spine

Caleification of peripheral feres

Sﬁndesmophg'res “Thin,
marginal, Symmetrical (Trms,).

* Single most important cause of death in SpA : Spinal fracture with trivial

trauma.

mM/C site of fracture in AS is seen in CS-Ch.

* Root joint earig involvement ¢ Poor prognosis.

* m/C exira articular Seature : 4A uveitis (Reute onterior alternating
asymmetrical.

;[ &/L upper lobe Rbrosis

} - ”P " NSIP (Like Sarcoidosis).

E Bortitis ond AR,

. Note:insSLe oand RA : MR,

1 Hidney a°1g A nephropathy,
Clinical characteristics of SpA:

. RF -ve,

a.Absence of nodules § other extraarticulor features of RA.

3. Overlapping extra. articular Features of the group (&g : Uveitis).
4. Fomilial asgregaﬁon.

S. Associoked with HLA 837 (90 % in AS),

Rx:
I NSAIDS : Reverse nadurol history of disease.
o Indomethocin Somg TOS for a-3 whke.
b. Naproxen SS0 mg &0,
¢. lbuproten 800 mg TDS.
a. Arti-TNF O (DOC).
3. Anti-IL 17 : Secukinumab (In future replace TNF O as DOC).
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nnhalosina Spondsli’cis &
Hallmart : Radiogro.phic Sacroilittis,
m:F=3:1
HLA B a7 (90 %).
$-10 % of non-radiographic axial SpA develops into AS after 15-30 yrs.
Ditferentiating foctor Prom RA is IL-I1T,
c/F:
* inflanmmatory back pain.
* eony aﬂﬁglos's/bmnboo spine.
* enthesitis (extra-articular tendemess) : key factor.
* syndesmophyte formation (Caleifiled annulus, vertical osteophute.
* Ascending thoracic spine + enthesitis of costo/manubriosternal Joint : Chest

pcxin.
. ni’cema&ing acute anterior uveitis,

. OSfeoporosi&

Slight blurring of cortical margin
v

erosion with Sclerosis
uﬁden‘ng of Joint space
'

nnK5b5i5

* Schober’s test : +ve for Ankylosing Spondylitis (f expansion < Sem.

Signs of AS
* Dogger sign : Interspinous coleificotion.
* Trolley tract sign : Apophyseal Joint capsule calcificakion.
* Shiny corner sign (sclerosie)/ Romoano sign (erosion) ¢ In corners of vertebro.
* Squore wove vertebro.
Note : DISH ¢ In elderly with metobolic 55ndrome, no saeroiliitis, IVD space
preserved (Flowing candle appeorance).

R
* Exercise.
* NSAIDS : 1 line of Rx for a-4 uiks.
* No benefits with DMARDS,
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Reactive Arthritis :
Predominantd ] Per'ipher al ‘»pﬂ.
* Aeute onset non-purulent arthritis after a-4 uks n Youno ndutt rnle.
* m:F =2 foliowing Urethritis §1: 1 $ollowing &IT.
* 1f HLA BA7 association : 1530 % chronicity,
* Couses':
Shigella Sexneri (M/C conse
in Indio).
Chio.mgdia. frochomatis
(Worldwide M/C cause).

W alT

. Genito urinar5 tract.
couses |

i
|
Upper resprotory et | | g rmongic srephococe

Asymmetrical additive enthesitis { Dastyjits| | Muco-cutoneaus
painful arthritis with | |_(Sausage digitd) | involvement
LL knee predominance I. Oral ulcer

a. Keratoderma.
blenorrhagicum
ngerhem&o-hc painiess
lesions over palms and
soles

- ©/d: Pustular psoriasis.
3, Circinote balanttis

N | Painless shallow
Keratoderma Circinate balanitis 5 )
Blenorrhagicum | erythematous lesion on
| Glans penis.

* 1/3 Pts have axial asymmetric saeroilitis : Large, Sy, non-margina,
asymmetric syndesmophytes d/t porovertebral ossification.

* Sterile arthritis : On biopsy organisms persist inside the monoeytes of
synovium, hence synovial Quid PCR can be done.

* Synovitis + Enthesitis + Dactyitis,

Ry s
¢ NSAIDS ¢ Indomethacin SO mg TS,
reverse the natural history of the
diseose.
* DMARD approved for chronic cases.

Dac*}jhhs
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Axial ar{hmpaﬂwq in reactive arthritis :
. FISqmme{ﬂml sacroilittis,
¢ Coarse as;xjmmeh'm mn»nmrqiml &t Fvimuq‘\u ﬁm.

* HLABAT +ve.

enteropathic arthritis /18D associated arthritis :
* m:F=ltl
* m/C in Crohn's diseas > ulcerative colitis,
* 10 % axiol/as % peripheral arthropathy,
o. fxial : HLA BAT +ve (S0 %).
b. Peripheral : HLA- BAT -ve .
* /L symmetrical saeroiliis.
. &nﬂwes‘:’cis/dac’cgiihs rare.

i ar{‘rwoPafh5=
et T s
P SMAP-U, *
Nt
” riior <mall Joint (MCe).
\ b
3 5_ Sgnme*trical.
Asymmetrical. -
 Powei articular J W
. Aggressive.
Rl Poluorticular arthritis
| Pedominantly 50! N
} with Uveitis,
| involing knee joint, |
ome and
h:)Pe Persistent l
fimited . |
Correlades with Not associoted with
Slares. flares.
Rx : Ari-TNF QL

Psoriatic Arthritis :
* 740yrs,m = F,
* Seenin 1-40 % with psoriasis.
¢ Gene : HLA G063,
* 831 for oxiol arthritis olone.
* 90 % associoted with rail changes ;
o Pi’dhs.
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J 9 9

J

D, W \th’l K)Iﬂblb.
¢. Yellow colour discoloration.
d. H}jpemerabsis.
* ©0-T0 % psoriasis ¥/b arthritis,
¢ 15-30% psoriasis with arthritis.
* 15-30% arthritis #/b psoriasic.
most destructive arthritis is pustular psoriasis
(Aways rule out HIV),
Dac’tyh’ds > enthesitis are very prominent.

wright and moll classification of Psoriatic arthritis :
L Symmetrical polyarthritis (M/C) : Small Joints,
3. Asymmetricol o1‘goar&\r&is *LL predominant.
3. Predominant DIP arthritis.
4, Predominant SPOI'\dB!W‘ﬂ’W’i’(iS * Cervical spine.
S. Destructive arthritis mutilans in pustular psoriasis.

Other Teatures ot Psoriatic arthritis :
* Ropid tendency For ankylosis.
* CASPAR criterio.
¢ X-ray findings :
o. Periostitis.
b. ﬂnhglosis.
¢. Pencil in cup d.e?orm’rtg.
d Telescoping of fingers.
e marsinod erosion with adjacent bone
proliferation (Whiskering).
£. Roy pattern (Virtual diagnostic of psoriasis).
RX:
* Anti TNF (DOO).
* methotrexote.
* Anti IL-17: Secukinumab.
* Anti IL-13/33 : Ustekinumalb.
¢ PDEA inhbitor : Apremilast.
* Ak 1/3 inhibitor ¢ Tofacitinib.

Pencil in cup
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exdra articulor monitestations :

Ankulosing &/L upper lobe | N
sponduitis foross. AR I 4R uveitis, | a° IgA nephropathy,
Reactive AR with |
arthritis i} - conduction | 4R uveitis. | 3” IgA nephropathy
[obvormoly) |
| Y/
Psoriatic ) | - ‘ P )
arthritis | | € \ PR—— a° lgA-nephropothy, |
| | uveitis | |
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ARRHYTHMIAS

Mechanism of arrhythmias 00:00:30

mechanisms of arr hﬂ-ﬁ—mioc,

=]

Y v
Triggered activity Re-entry
Sinus Inttiated by after depolarisation upon the | Wg: :l*hicohg
tachycardia. previous action potential
mx‘rmnhcrtg ‘. ) ; *Wrwnm
| | Sino Atrial Re-entry
eorly albter | | Tachuyeardia (5427
* Leftairia)  depolarisation  Long QT syndrome (LQT) | * \nter Atrial Re-entry
rhythms r) [ Tachyeardia. (ART)
* Junctional | * AV Nodal Ee-en‘trg
rhythme Tachycardio. (WNRT)
a * ftrial * Rtrio Ventricwar
i ’mc.hgcardn * Cotecholaminergic i re-en’«rg Tadgcard;a
automatety |+ oigitocc i | (aweD)
. Ds&ox-u{-:j poymorphic ventricwlar ' .
* Accelerated mz: " tachyeardia CPVD) * Atrial Fibrillagion (F)/
Idioventriculor depolarisation * Right ventricular outflow | atrial flutter
Rhythm V) (e tract vT @vOT vT) ¢ Brugada. _
* Parasystole | * Left ventricular owtfow | * Most Ventricular
| tract VT (LVOT vT) - Tachycardias (vT)
* ventricular Fibrillation
| e
Automatic tachycardia has o, |
gradual onset and offset. ‘ Wmmbgﬂe“twth
Least beneft with electrical weied\’ tcojm
cardioversion diovers

Phase & Afterdepolarization

\.

R
Delayed
Afterdepolarizations

Delayed after depolarisations
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Note :

* pvial &nmjom-dm t Al 2 mechaniama,

. Polgmoqi\io V71 @ &harde ag *r‘gcsered ac’fi\frhj * mairdainerd h‘i re-—erﬂ'n,}

HEIRIE IR IR e
v-l’

o R .
-, | 0T

Warm up'phenomenon : QRS duration  Cool down phenomenon : Tachucardia

Keeps on l,w:hgwdiapim'suppace.

Shown b}j outomatic a.r‘rhahnns.

slows down as # ends.

* A nodoal re—en’trﬂ tamjwdia

Cardiac channelopathies

B 00.08:21

erugadusgndrom i

. wsso?&mcuono?scmsngene.

’ Sodmnc\wmm

*  Autosomal dominont.

* moles: Femole — 8+ 1,

" Peoﬁoae%ﬂgear&

* South east Asian populodion.

* &vents ocour during sieep/rest.

* Chorocteristic ofrh\jﬁrm'n : PoBm ph‘tc VT,
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