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I ntrocucti on

Sone chroni ¢ i nmane-nedi ated henat ol ogi cal di sorders in adults,
such as autoi mune henol ytic anema (AHAY), idiopathic
t hronfoocyt openi ¢ purpura (1 TP and aut o nmane henal yti ¢ anema
wth thronbocyt openi a (Bvans’ syndrone) w il achi eve a pronpt
ad | ast rennssion after corticosterod treatnent. Neverthel ess,
nany patients wll be resistant. They night be requiring high
dose corticosterad therapy o ather naddlities of trestnent such
as intravenous hi gh-dose i nmonogl obul i ns (frequent but transi ent
i nprovenent ), > suppressi on by chenot her apeuti ¢ durgs (about
50%response rate) and or spl enect ony (50- 70%conpl ete or
partia remssions). There are reports that have dealt wth the
bereficid effect of cydospaorin Ainrefractory cases®.

Fhysi ci ans face thergpeutic dil enmas when petients are resi stant
to knom treatnent inlifethreatening conditions. V& report a
case of Bvans’ syndrone that was treated wth confi nation of
various nedi cal therapies including high dose steroaids,
i nmunogl obul i ns, anabolic steraids, vitanin Cand vincristine.
Later cycl osporin vas added vinen patient rel apsed on tapering of
sedds

Gaxse Report

BC 70 year ol d nal e had cone with chief conplaints of jaundice
and pallor of 6 nonth duration. He had devel oped nel ena 8 days
ago for which he had recei ved 4 bl ood transfusion outside.

Fol 1 ow ng nel ena, he devel oped orthopnea and edena feet for |ast

6 days. nh examination, he had pallor, jaundice, bilateral pedal

edena. There was no purpura. Hs pulse rate was 110 min, bl ood
pressure 160/ 70mm Hg, and respiratory rate 16/ mnute.

Cardi ovascul ar exaninati on reveal ed e ection systolic nurnur at

base. He had bilateral fine basal crepitations and 4cmfirm
spl enonegal y. Q\S exanmination was nornal except that bilateral

ankl e refl exes vere absent. Fundus examination showed background
retinopathy. Wth this, working diagnosis of upper G| bleed,

portal hypertension wth congestive heart failure vas nade. R/l€e's
tube shoved altered blood. 4 packed red blood cell's were transfused
slowy. Uper G| endoscopy showed | arge esophageal ul cer and
nul tipl e punctate henorrhages in the fundus.

On investigations, conplete henogram showed henogl obi n
7.3gn% total |eukocyte count 8000/ nmi, platel ets 50000/ mmd,
reticul ocyte count 40%and peripheral snear showed pol ychronasi a,
nucl eated RBC's, spherocytes and reduced platel ets. Hs bi ochenncal
par anet ers showed bl ood sugar 456ng% S Blirubin /D1 5.6/
1.2/4.4 ng% SAOT/ PT 40/44 1U, S Protein 5.0/1.5/3.5 gn¥%
Uea 40my% Cetinine 1.2ng% Na 140neqg/L and K 4.4 neq/ L.
Bl ood gas anal ysis showed pH 7.26, pQ 86mmof hg pGQ 26nm
of Hy and HJO, of 13.4 mmol /L. H's coagul ogramwas with in
nornal linmts. Qonfs test, both direct and indirect were strongy
positive. Antibody subtyping showed it to be 19G (negative for
1gM 1gA @G, and G). Atiplatel et antibodies were al so strongly
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positive. Plasma henogl obin was 20nmg% Bone narrow
exam nati on showed erythroi d hyperplasia with increase in
negakaryocytes. Antinucl ear factor was negative, while thyroid
profile and prostate specific antigen were nornal.  Chest Xray,
el ectrocardi ogaram ul trasound abdonen and echocar di ogramwere
wth nornal |innts.

Wth above findings diagnosis of idiopathic Evans’ syndrone i.e.
aut oi mmune henol ytic anem a (Warm Anti body type) and
t hronfoocyt openi a, al ong with noni nsul i n dependent di abetes nel | itus
(N LDV, essentia Hypertension and esophageal ul cer was nade.
Patient was started on |/V hydrocortisone (100ng |/V 6 hourly)
along with antacids, sucralfate and proton punp inhibitor. Hs
di abetic hyperosnol ar state was controlled wth hydrati on, central
venous pressure nonitoring (10-12 cmof water) and insulin therapy.
The sepsis was control | ed adequately with I/V vanconyci n,
ceftazidine and amkacin. (@ngestive heart failure responded to
bl ood transfusions, al bumin, frusemde and oxygen.

A one veek, @ bleed continued. Repeat upper @ endoscopy
showed no active bl ood, while on col onoscopy, caecum and
ascendi ng col on showed mul tipl e henorrhagi ¢ spots wth nil d ooze
of blood. Rurpura had a so appeared since platel et count renai ned
lowi.e. 30000-40000/mmi al ong with | ow henogl obin. Miltiple
platel ets transfusi ons were given fol l oned by single donor platel ets.
A 10th day, patient was started on intravenous i nmunogl obul i ns
(.4gnkg/day for 5 days). Bven wth this platel et showed no rise,
however henogl obi n had shown significant rise of up to 10.0
g% From3rd veek, patient was started on Danozol 600ny/ day
along wth vincristine (VR 2ng I/V every week for 3 doses.
ARter third dose of MR platelet increased to 1.5 Lac/mimi.  (n
tapering steroids 5ny every week, platelets count again fell to
50000/ m8 on 40ng predni sol one at 3% nonths. This fall
responded to singe dose of V(R After that V(R coul d not be
repeated as, patient was showng signs of peripheral neuropathy. /As
platel ets were showng fall, while |overing steroids, he vas started
on cycl osporine 5my/ kg/ day in two divided doses for 6 days
followed by 3 ny/kg/day. Gyclosporin levels at 2 weeks were
170ng/L. Seroids vere tapered at 5 ny/week. The patient stablized
on predni sol one 10ny/ day and cycl osporin in 3ny/ kg/day wth
platel et count of 1.5 Lac/mm8 and hernogl obi n of 12gn%

D scussi on

Seroids are the mai nstay of therapy for Bvans’ syndrone.
Therapeutic response to ard predni sd one (1-2 ng/ kg/ day) is seen
in1-2weeks. If noresponseis seenin 3-4 veeks, or in case
o lifethrestenng energencies aher qtios aelodked far. Hgh
dose nethyl predni sol one (HOMP) in doses of 20ng/ kg for 3
days produces faster response in 3-5 days. HMP needs to be
fdloned up wth oral sterois. Intravenous i nmnogl obin (1IMQ
aethefastest neas o incressingpades. Rade couts rises
in24-48 hours. Response rate i's 60-80% hovwever response only
lasts a week or nore. A present the reconmended i ndi cati ons
of IMGare acute life threatening energencies or preoperative
period. Qher drugs used incl ude Danazo 600-800Y day, however
it produces sl owtherapeutic response (weeks to nonths). the
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naj or berefit of Daezd isthet it sustans partid remssion ad
allovs | over doses of steraids. Grtotoxic i nmanosuppressart s
(azat hi aorine, cycl gphosphanide) have been used in refractory
oftopenias’. Thengior indcaias beng dsesse of naths doration
and contraindication for splenectony in patients uresponsive to
sterads. The dsadvatage is thet therapatic resposeis slowto
achieve (2-4 nonths), response rate i's about 50%and associ at ed
side effects are vel| knom. Mncristine has inportant rdein
refractory conditions as it achi eves therapeutic response wthin
several days. Houwever, response lasts only a fewdays to weeks,
as happed in our petients.

Various treatnent nodal iti es have been suggested for Bvans’
synrone.  Inviewd highrd gmse rae ater spenectony, ned cd
tregtrat wthmiltiagetsi.e, IMG sterads, vinoristine Caezd
and possi bl'y cycl osporin has been advocated.  There have been
rgotsinliteauerepdgthe dficay  odogrininreratay
Brans' syndrone. Gycl osporin appears as a sal vage treatnent in
life threatening resistant auto nmune henat o ogi cal di seases?®.
Sl enectony vas not considered in our patient because of |ack of
famlies consent and vel | known di sadvant ages |i ke high rel apse
rae procedre reaed norbidty and narta ity and overvnel ning
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post spl enectony infection (@9).

Hence BEvans’ syndrone unresponsi ve to steroids can be a
chal lenging proposition. Stuati on becones nore conpl ex, when
IMGfals toproduce platelet rise. A this stage nultiagent
treatnent nodalities need to be used in such life threatening
Sttias
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Afuzosinis a selective a pha 1 adrenoreceptor antagonist. |t
distributes preferentially in the prostate conpared to pl asna and
decreases the prostatic snooth nuscl e tone.

Mechani smof Action : The synptons associ ated w th beni gn
prostatic hyperplasia (BPH such as urinary frequency, nocturia,
weak stream hesitancy and i nconpl ete enptying are related to two
conponents, anatonical (static) and functional (dynamic). The
snooth nuscl e tone is regul ated by A pha(x) - adrenergic receptors.
Afuzosin exhibits selectivity for a pha adrenergic receptors in the
lover urinary tract. B ockade of these adrenoreceptors can cause
snoot h nuscl e in the bl adder neck and prostate to relax, resulting
inan inprovenent in urine flowand a reduction in synptons of
BPH It is a selective antagoni st of post-synaptic al pha
adrenoreceptors, which are located in prostate, bladder neck, pros-
tate capsul e and prostate urethra

Phar nacoki netics : Absol ute bioavailability of Afuzosin 10ng
under basal conditions is 49% Followng multipl e dosing of 10ng
Al fuzosin lead to maxi numconcentration is 9 hours. It is
noderat ety bound to human plasna proteins (82 to 90%. It
under goes extensi ve netabol i smby the liver; it is netablized by
three netabol i c pathways: oxidation, Odenethylation, and N
deal kyl ation CYP3A4 is the principal hepatic enzyne i soformin-
volved inits netabolism It is excreted 69%in feces and only 11%
of the administered dose is excreted unchanged in urine. Hif life
is 10 hours. The extent of absorption is 50%under fasting con-
ditions’ therefore, alfuzosin should be taken inmedi aely followng a
neal .

Indications : It isindicated for the treatnent of the signs and

\.

( )

synpt ons of benign prostatic hyperpl asi a.

Dosage and administration : Reconmmended dose is
10ng daily to be taken immediately after the same neal
each day.

Precautions : (i) Carcinoma of the prostate and BPH

cause nany of the sane synptons. These two di seases
frequently coexist. Therefore patients thought to have
BPH shoul d be exami ned prior to starting therapy with
al fuzosin to rule out the presence of carcinona of pros-
tate. (ii) Drug Interactions : Pharnacokinetic and pharna-
codynam ¢ interactions between al fuzosin and other al pha
bl ockers have not been determined. However’ interactions
may be expected and al fuzosin should not be used in
conbi nation wth other al pha bl ockers. (iii) Qoronary insuf-
ficiency : If synptons of angina pectoris appear or worsen’
al fuzosi n shoul d be di scontinued. (iv) Hepatic insufficiency
. It should not be given to patients with noderate or
severe hepatic insufficiency. (v) Renal insufficiency : Sys-
tenic exposure increases by approxinately 50%in patients
with renal insufficiency. (vi) Patients with congenital or
acquired @ prolongation. Wrsemw th 40ng dose. (vii)
Postural hypotension with or w thout synptons (e.g. dizzi-
ness) nay devel op within a few hours foll owing admni stra-
tion of extended-rel ease al fuzosin.
Adverse Reactions : Dizziness-5.7% URT infection-3%
headache-3. 0% fatigue-2.7% rarely abdomnal pain, dys-
pepsi a constipation nausea. inpotence, bronchitus, sinusi-
tis, pharyngitis rashes and tachycardi a.
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