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ABSTRACT
Introduction

Chronic immune thrombocytopenic purpura is an &omeoune disorder characterized by persistent
thrombocytopenia in which patients immune systeract® with a platelet auto antigen or antigens tiegulin
thrombocytopenia due to immune mediated platelstrdetion and or suppression of platelet producti®® affects both
children and adults. The estimated incidence iscE¥@s per one million persons per year, with al@gsal proportion of

children and adults.
Materials & Methods

71 cases of Chronic ITP fulfilling inclusion andcésion criteria were included in the study. Resongere taken
in tabulated form with name, age, sex, residencgijtah status, age at diagnosis. Relevant invetitigs like CBC, MPV,
manual Platelet count, ANA, TSH, H.pylori, Anti-HCYIV, and G6PD were done in cases where Dapsoseplaaned.

Dapsone was used at a dose of 1-2 mg/kg/d for amim of three months after G6PD assay was negative.
Results

Number of cases analyzed was seventy one. Mediannag 27.8 years with M: F percentage of 26.8 % &@@%
respectively. Percentage of response was Fair¥d)9.Good (66.3%), Excellent (4.4%) and Poor (10A&erage time to
response was 3.2 months. All responders were aldéandon other ITP related treatment. Averagetiduraf treatment
was 1.62 years. The mean post treatment plateleitdo responders was 30,000-1.9 L/cu mm. Sidectffan form of
allergy, Rash, including Steven Johnson syndrome segn in 4(5.06%) cases. Spleenectomy was doh@ patients
(14%).

Conclusions

Categorization of response to Dapsone was seero@s $6.3%), Fair (19.3%), Excellent (4.4%) and Poo

(10%), with no long term haemolysis. Hence, sugggdbdapsone as safe second line drug for Chrorfic IT
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INTRODUCTION

Immune thrombocytopenia (ITP) is characterized dplated thrombocytopenia more often than not oamyirr
without any specific precipitant. An auto immunsatider characterized by persistent thrombocytopenehich patients
immune system reacts with a platelet auto antigeantigens resulting in thrombocytopenia due to imen mediated
platelet destruction and or suppression of plagaetiuction. ITP affects both children and adultse estimated incidence
is 100 cases per one million persons per year, alittost equal proportion of children and adults313). Peak age in
children is 2-4 years, with equal affliction of kzognd girls. Disease is self limiting in childreitwspontaneous recovery
occurring in several weeks to months with doctahéFirst does no harm “(4). On the contarary inlsl disease is more

common in women, insidious in onset and chronicaunrse.

Figure 1: BMA
ITP is termed secondary if it is associated witbertying causes like Systemic lupus erythromatd$Gy, HIV.

Association of Helicobacter pylori in Japanese igtsidnd our own observation is holding ground wilkh passing day.

pathogeneck

Figure 2
Since our patients bear their health care cost ftheir own pocket and also ASH (American society of
Hematology) or BCSH (British committee on standard$iematology)guidelines have also mentionediitstations in

applicability of these on basis of regional, cuddyrethnic and socioeconomic considerations (5)pwatnof box solution
holds the key.

Index Copernicus Value: 3.0 — Articles can be semd editor.bestjournals@gmail.com




Dapsone as a Second Line Therapy in Chronic Immun&hrombocytopenic Purpura in Economically 179
Less Privileged Populace: Three Year Data Analysisf A TertiaryCare Hematology Centre of North India

{. Treatment of Indian patients with ITP ]

first oral corticosteroids 1mgkyg for 3-4 weeks high dose IViG/
line and then taper over 3.4 weeks dexa antiD

60-70% RESPOMNSE; EXPECT 20-30% RELAPSE

2nd

50 - 6B0% RESPONSE — EXPECT 20% RELAPSE

Pul
Eltrombopag l:yl:luph:;:'lamide

rivximab [ oner

Figure 3

Methyl prednisolone 20-30mg/kg for 3 days or 1 gmdaly followed by oral prednisolone remains thestfiine
of treatment. Nonetheless, despite initial responsmany cases, steroid tappering or withdrawdbi®wed by drop in
platelet count and need for additional treatmertictv include 1/V Immunoglobulins, anti D if patierd Rh positive,

Haemoglobulin >11 g/dl and intact spleen.

Pulse Dexamethasone, azathioprine, danazole, ¥in@iare also used with a response rate of 10{308&ver
spleenectomy to which more than 70% respond idritndavor. Eltrombopeg, an oral TPO agent holdsypse but has
cost limitation. Rituximab (anti CD 20) 100mg/m2tkvior without dexamethasone weekly, four doses asidge to

spleenectomy or when it fails is perhaps still d&d of care.

Dapsone is an antibacterial sulphonamide with iaflsmmatory property which has shown therapeutitviy
in patients with chronic ITP. Its antimicrobial eft against leprosy, pneumocystis jerovi, pneumdniaAlDS,
toxoplasmosis and malaria is well known. It is alsoognised to have activity in a number of norgtiéeis inflammatory
diseases of skin as dermatitis herpetiformis aigtdning disorders. The anti-inflammatory effectdpsone though not
fully understood appears to be targeted againdrapghils with interference of MPO, inhibition ofdgsomal enzymes,
chemo taxis and integrin mediated adherence fumchimmerous studies highlighted the therapeutiviactof Dapsone
as salvage therapy in primary ITP with 40-60% oleesponse rate and 15-50% CR rate. The respanBapsone was
unaffected by pre-treatment characteristics suchgas sex, platelet count, duration of ITP. Eversigtence of response
after discontinuation of Dapsone is reported.

Dapsone in a dose of 1-2mg/kg/d is an effectivepeasive, well tolerated treatment modality for @tic ITP.
Overall response rate of 61.8% has been observad Indian study (6, 7) in 55 adults and 80% inth@o(7) on 46 non
spleenectomised adults. It was given for at leest®nths and median response was observed in 8r&8hs1 G6PD
deficient patients are prone to haemolysis by dhigy; therefore G6PD assay is mandatory beforéirggalDapsone even
though prevalence of G6PD deficient populace is%: (B). Skin rash and iron overload after prolongese is also

observed.
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MATERIAL AND METHODS

A study in our outpatient department on newly dizgpd and follow-up patients of ITP was conductexnfr
September 2012 to August 2015. Records were takéabulated form with name, age, sex, residencetahatatus, age
at diagnosis. Relevant investigations like CBC, MRYd manual Platelet count, ANA, TSH, H.pylori,tAHCV, HIV,
and G6PD in cases where Dapsone was planned. Nfaombocytopenia or Himalayan platelet syndrome sswbndary
causes were exclusion criteria for this study. Mitrednisolone (20-30mg/kg x3 days) followed bylgneednisolone was
used as primary medication and definitions of agupeto 3 months), persistent (3-9 months) andribrbeyond one year
were strictly followed. Duration of treatment, tifier adding second medication, response, duratiaesponse and last
follow up was recorded. Dapsone was used at aafob€ mg/kg/d for a minimum of three months afB8PD assay was
negative. Dapsone was introduced while tapperiegoits. Platelet court 100 x10 /- were considered as complete
Response (CR) Which was further defined and caieggbras excellent and good depending on platelettcof >150
x10°. Response (R) was entertained only if there wablitig in platelet count from baseline or a couht @0 but < 100
x10°. Response was further refined as Fair when noowelry purpura was noticed. Other modalities oftimeent were
thought of in no responders which were spleenectomyajority of cases. In two pediatric cases ofnowon variable

immunodeficiency (CVID) three weekly I/V 1g havetghem in remission and safe platelet count.
RESULTS

Number of analyzed cases strictly available ascpéeria laid was seventy one. Median age was 2&#s with
M: F percentage of 26.8 % and 73.2% respectivedycéhtage of response as Fair (19.3%), Good (66.B%eellent
(4.4%) Poor (10%). Average time to response wasn®aths. All responders were able to abandon diferrelated
treatment. Average duration of treatment 1.62 yegne mean post treatment platelet count in respendas 30,000-1.9
L/cu mm. Side effects in form of allergy, Rash,liming Steven Johnson syndrome was seen in 4(5.@8%@s, out of

which Dapsone was abandoned in two. Spleenectoraydeae in 10 patients (14%).
DISCUSSIONS

Ever since someone goes into Chronic form of ITRcerbations of wet and dry purpura sometimescatiti
thrombocytopenia is worrisome and there has alvieen an Endeavour to keep platelet count in safgetalhere are

prescribed guidelines and medications to accomgiistsame (1, 3, 9 ), however, financial constsdintit their use.

Eltrombopeg, an oral thrombopiotic agent operatihgough CMPAL thereby causing megakaryocytic
proliferation and resultant rise in platelet coimalmost 80% of cases of Chronic ITP, preferalviff ICV positive cases
(10, 11). There are concerns about long term ussirg chronic proliferation of megakaryocytes atahscells. Risk of

thromboembolism and increase in bone marrow reti@re a concern.

Several immune suppressants like Azathioprine ttoyic drugs like cyclophsphamide, Vincristineasrabolic
drugs like Danazol though relatively cheap witlegponse rate of 30-50% in ITP (12) yet their sifieces limit their use.
As a parallel to that, Dapsone has almost simfilarapeutic activity with a relatively safe sideeetfprofile as second line
medication for chronic ITP and our study compared with results of similar and identical publishédta (13, 14, 15,6 )

in highlighting its role.
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CONCLUSIONS

Dapsone is safe affordable effective second lingydor Chronic ITP. Being encouraged by relativeggligible

prevalence of G6PD deficiency in our populatiooatraindication for Dapsone use, We at our camse Dapsone as a

preferred second line drug with fair degree of awrice.
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