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Objectives

A To describe clinically pertinent points for
family practitioners

A To outline evidence around each of the
“pearl s

A To increase knowledge of systemic sclerosis
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“sclerd Greek meaningpard) derma’
(Latin meaningkin)

=scleroderma(hard skin)

A Hippocrates

A 1945 association with
systemic disease




Terminology

Scleroderma

I Localised \ l Systemic \
m m

Limited (distal

Linear (en
to elbows or

coup de
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Many aspects of scleroder

A Skin

A Vascular system
A Raynauds

A Healedpitting ulcers in fingertips
A Cutaneous and mucostdlangiectasia

Gastrointestinalsystem
A GERD, GAVE
A Dysmotility
. A Constipation/diarrhea
" Ml Respiratory system

A ILD

A Pulmonary hypertension

A Musculoskeletalsystem

A Arthritis/myositis
A Hexioncontractures
A Carpaltunnel syndrome
A Muscleweakness

A Constitutional: Fatigue/weight loss

Slerodactyly
Edema
Digitalulcers
Calcinosis
Hyperor hypo-pigmentation

Cardiovascular system

A Pulmonary hypertension

A Arrhythmias

Genitourinary system

A Erectile dysfunction

A Dyspareunia

Ears, nose, and throat

A Sicca syndrome

A Poor dentition

A Hoarseness due to acid reflux \Wg
cord inflammation or fibrosis

Endocrine system

A - Hypothyroidism

Renal system

A Hypertension

A Renal crisis

A Chronic renal insufficiency
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Red flacsymptoms or signs
In Raynauds

A Sudden and late onset A Dry eyes/mouth
A Constitutional features A Apthousulcers

A Thickened skin A Hypertension

A Digital ulcers A Dyspnea

A Rashes A Muscle weakness

A Calcium deposits A Swallowing difficulties

A Arthritis A Gldisturbances



Pearl 2Raynaud$ked flags




New criteria aid early diagnosis

A Puffy fingers
A Raynaudghenomenon

A Dilated nail fold capillaries
A (ANA)

Koenig et aA&R 2008

ACR Image bank



2013 ACR/EULASS@uidelines

Skin thickening of fingers of 9
both hands extending

proximal to MCP joints

(sufficient criterion)

Skin thickening of fingersiily Puffy fingers
count higher score) Sclerodactylyf fingers 3

(distal to MCP joints bu
proximal toPIP joints

N

Fingertip lesiongonly count  Digital tip ulcers 2
higher score) Fingertip pitting scars 3
Telangiectasia 2

Van denHoogen2013



2013 ACR/EULASSquidelines

Abnormalnailfold capillaries 2
Pulmonary arterial Pulmonary arterial 2
hypertension and/or hypertension

Interstitial lung disease Interstitial Lung 2
(maximumscore Is 2) Disease

Raynaud’' s phe 3
SSeaelated autoantibodies  Anti-centromere 3
(anticentromere anttRNA Anti-topomerasel
polymerase Ill, ani Anti-RNA polymerase

topomerasel [ant-SCI70]
(Maximum score is 3)

Total score = Sum of maximum score in each category
Tot al Score = 9SSCMaaimwniStoreessd9 as Definite



Early diagnosis allows improved
monitoring and treatment of
complications

A Diffuse disease more likely to get ILD, PAH,
renal disease

A Intensive monitoring necessarECHO, PFTSs,
renal function, BP

A Improved treatments available






Outcome: Diffuse versus Limited

10 year survival rates:

Joint contractures, Limited: 90%
Gl, lungs, heart, kidneys Diffuse: 60%

Up to x8 increased rigk
of death

Late
Renal crisis

Skin thickness

Pulmonary hypertension,

malabsorption

Esophageallysmotility /
/

/

Raynaudsdigital

Ischemia Intermediate Late |

garly

Disease duration (years)

- Diffuse cutaneous == Limited cutaneous

Adapted fromwww.Clevelandclinicmeded.com


http://www.clevelandclinicmeded.com/

Peari 4. Outcome 75% 10yr survival




Frequency ()

Mortality: reduced frequency of
Sclerodermdrenal Crisis more
pulmonary fibrosis

.. p<0.0

01 (SRC)

Death (vears)

p<0.001 (PF)

[l SRC

o PAH
Gl

m PF

W Heart
®m Multiorgan

PAH p=0.05
Gl p=0.43
Heart p=0.26

Steen andVledsgerARD200766:9404



outcome

Gurmanet al ARD 2010




Part 1: Take Home Messages
A ConsidelSSan:

I new onsetRaynauds
|  Raynaudsn older patient
I Puffy fingers
i Digital ulcers
A Monitor for:
I pulmfibrosis with annual PFTs (6 monthly if less than 5 yrs)
I PAH with annual ECHO refer RiHCathf pressure 4 0 a nd
dyspnoeic
I BP andcreatininecarefullyespin diffuse disease
A Beware of steroid dose i8Se-= 1 5 may precipitate
Scleroderma Renal Crisis (SRC)

AMul tisystem di sease: Tal k



Management of specific
aspects o65Sc

A Raynauds

A Gastraintestinal

A Pulmonary fibrosis

A Pulmonary hypertension
A Renal crisis




RaynaudsManagement

Conservative measures

A Smoking cessation anc
avoiding the cold

A Emollients
A Avoid drugs such as
A Beta blockers
A Ergotamine
A Clonidine
A Cyclosporin
A Cocaine
A Heated gloves, socks

-

First line medications

A Calcium Channel blockers

Amlodipine 1620mg daily

A Nitrate patches

0.2mcg daily

A Angiotensin Receptor blockers
I Losartan 5.00mg od

)Y

2nd line treatments
A ProstacyclinglVI- CCU monitoring)
I Alprostadil
I lloprost
A PDES inhibitors:
I Sildenafil 100mg od
I TadalafidOmg od
A SSRIsProzac

A  Sympathectomv-diaqital vs axillary



Pearl 6: Specific treatments for
Raynaudgrevent damage




Treatment of Gl manifestations

GERD Conservativeneasures
PP high doses

GAVE (Watermelon stomad

Lasemhotocoagulation
Transfusions

Gastroparesis Domperidone20mgtid

Dysmotility Prucalopride2mgod
Pseudoobstruction Octreotide2550mcg bid

1G liquid Erythromycin g3 days
Pyrido or Neostigmine 1g slowi

Bacterial overgrowth Cyclical antibiotics
Rifamixin200mgtid for 3 days
Constipation Prucalopride2mgod
Laxatives
Diarrhoea Codeineor loperamide
Incontinence Lowdoseloperamide

Sacral nerve stimulator




Pearl 7: Gl treatments




PDED5 inhibitor:

A Useful in:

A Prevention and treatment i »
of Digital ulcers in 15
patients
I Reduced number of ulcers

from 44 to 13

A Pulmonary arterial

hypertension

A Erectile dysfunction

Kumar U et al 201Rheumatolnt
FoocharoerC et al 2012 Arthritis R8her
DellaRossat al 2011Scand) Rheum



Pearl 8: 3 reasons to use
Viagra InSSc




Renal Crisis

A Increasing BP
A Microangiopathichemolytic

anemia
A Rising Creatinine
~.. p<0.001 (SRC)
ao TP 1 p<0.001 (PF) CISRC
D PAH
a0 ! uGl

= PF
= Heart
m Multiorgan

Frequency (%)

A ~25%mortality in 1 year
A 20 to 50% risk of developing hjh |
end-stage renal disease AP

I 2 year mortality 50% (vs 36% Pl Gae}
In nonscleroderma dialysis)

PAH p=0.05
Gl p=0.43
| Heart p=0.26

Steen efal 2005 J Rheum



Renal Crisis

A 2012 study

A amongst SRC (91patients)

A 78% Hypertensiorb8% encephalopathy; 56%
microangiopathyanemia, reticulocyteschistocytes
bilirubin, haptoglobolin

A 70% had received steroids before SRC
A 54% required dialysis, 41% died

Guillevinet al 2012 Rheumatology



Renal crisis risk factors

A DiffuseSSc
A Male gender

A Steroids >15mg daily(used for arthritis,
myositis, pulmonary fibrosis). 1.5% increased
risk for each mg of prednisone/day

A (Calcium channel blockers protective)

DeMarco PJ et al 2002 Arthritis Rheum
Steen VD et al 1998 Arthritis Rheum
Montanelliet al 2013ClinExpRheum



Pearl 9: Scleroderma Renal Crsis
high Index of suspicion; treat
aggressively

S P o >
SR R Steen efal 2005 J Rheum



Pregnancy iibSc

A High risk pregnancy clinic
A Increased risk of preterm birth and small for gestational age
(placentalinsuffificnecy

A Good maternal and neonatal survival

A OK to useHydroxychloroquinend low dose steroids and
IVIG

A Renal Crisis mosignficiantcomplication— prompt ACEI
A Try to avoid pregnancies @tSSaevithin 5yrs

Taraborelliet al 2012Arth Rheum
Lidar and_angevitZAutoimmunity Review 2012




Biologics/ Stem cell therapy for S$

AntiCD20
A Improved skin scor@ordan et al ARD 2014)

RECOVERRItuximabstudy in polyarthritis in
SSthtp://www.cIinicaltrials.gov/ct2/show/N CT01748084)

Belimumalb+ MMF In early Diffus€Sc
(http://www.clinicaltrials.gov/ct2/show/NCT01670565)

A
A
A
A Trials ofantilFNRnN Ssc
A
A
Ste

Tocilizumaldrial underway
(http://www.clinicaltrials.gov/ct2/show/NCT01532869)

Stem cell treatments for scleroderma:

m cell therapy of autoimmune disease with focus on scleroderma
Dr Alan Tyndall
Tuesday, 22 April 2014
08:00 hrs, New Auditorium, 4 ™ Floor
Juravinski Hospital




Pearl 10: Pregnancy




. Outcome
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Conclusions

A Focus on early diagnosis and intensive
monitoring

A Supportive management
A Specific treatments
ANew h



http://www.hamiltonscleroderma.org/

Thanks

A St Joseph’s Family Practitioners

A Multidisciplinary colleagues at Hamilton
Scleroderma Group Ellen McDonaldg-the
pati ent’s quarterback!

A Rheumatology Colleagues
A Scleroderma Society of Ontario

A Questionsmlarche@mcmaster.ca 3


mailto:mlarche@mcmaster.ca




Treatment of Pulmonary fibrosis




Treatment of Pulmonary fibrosis

A Cyclophosphamide oral (2mg kg day) or IV
(600mgm2)-only drug shown to be effective i
RCT
A Modest improvements in FEV1 and TLC ar

dyspnea scores ~ [esrkietal 2007 ncow 7o 0z
A Improvements in skin scores
A MMF not inferior toCyclophosn ILDgiincheiiizo13)

A Rituximab-improves G@ppearancepaoussio et a
ClinExpRheum2013)

A ASTISrial ArD 2015upplabsLB0002



Pulmonary Hypertension Algorithm

l TT ECHO
J

. RVSP 35 ,
RVSR 40mmHg RVSRO
35mmHg 40mmHg

l Unlikely PA%—[ No dyspnoea \ l Dyspnoea \£Suspect PAH \
Right Heart
Catheterisation




Pulmonary Hypertension: treatment

A Improved survival in PAH

A Supportive therapies:

Oxygen (if resting pO2 under 60mmHg)

Loop diuretics

Digoxin

(anticoagulation)
Calcium channel blockers (after dynamic testing)
IV epoprostenol

Endothelinreceptor antagonists- Bosentan Ambrisentan
Improved exercise capacity and functional status

PDES inhibitionSildenafil tadalafil— improved exercise
capacity

To  To T I



