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An Unusual Case of Drug Induced Diabetes Mellitus
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A 38 year old male with Kala-azar (Visceral Leishmaniasis) was
treated initially with sodinm stibogluconate to which he didn't respond. He
was next treated with Pentamidine, 10 wks after which he presented (o the
Bir Ilospital Emergency with the features of Diabetic Ketoucidosis and had

to be managed with insulin.

Reviords: Rala-azar, Pentamicdine, Sodium stib

INTRODUCTION

Drug induced dishetes mellitus = one of
ithe <nown & Ginbetes
meliitas. Commonly wentioned drugs i this
category irnclude the dinretics.
clucocorticoids, phenvtomn sodin
Some of

ol secondary

thiazide

1, diazoxide,
and adrenergie drags, thesge draygs
exacernate the already cxasting diabetes while
others canse it throurh various mechamsma -

e 4o

sting insulin release, Uanally, he stde

mee, while ot

some by peripheral re

of hyperglycaemta reverts to normality 1o most
of these cases us they don Leause o pernument

1

damage to the betn cells v the panorens,

Though hype

pentwnidine, (U1 hardly mentioned as o canse
of sceondary dinbetes meilitus 10 any text hool..

Henee wo report a case o' pentinnidine Tndaeod
diabetes mellitus requiring msulin therany f1van

antimony resistiast kals

yeaemia s an adbverse effect of

shiconure, Resistant, Hyperglycacmia,

A

CASE REPORT

35 yrs oid Mr. x from Udayapur, a

service nolder by profession was vesiding in
Eolpa Il sy for tast 5 vrs. In mayv ‘92 he was
posted to Mahottari {(Terai). Nine months after
he came to Mahotrari, 1o, in Feli, '93 he bad a
sore throat, and the next month, Le. in AMarch
WE he ceveloped fever with vigor which was
last for 2 davs and wus given sympiomnatic
treatment. The next month, e April 92 he
Vabdorina! pair along
with fever. A local practic

started having left sid

found  him 1o nave a
galy, and empir
a case of Kalacozur, and was given inj. sadium
stiboghaconate 8 m} 1M oddl for 7 days, Not
gettizg any better, he went to another physician
who gove him same deug 2 ml 1AL od. for 16
P fover didn't

wive massive

splonone ly dianosed him as

deaye, vuny botrer, hence he

went o Patps where bone v Lest done

revesled LD bodics, ELEEA slso nave a positive
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toos ol that time. TTe next decided to come to
Wi hmandu for further U'['ﬂ’[‘il’!l'llt, :1‘mi ws
adnutied Lo Bir Haoapital at May 930 On
Silisaton, he was febrile, slight icterus and
Lctor, Liver was moderately enlarged while
\rn;tc.ai\'z- splenomegaly was present. No other

finding detected on
cvaimination.  Pazt history of illness was
anremarkable. A& vear back he was tested for
Dinbetes Mellitus on his vwn (without any
symploms, as he says) and was tested negative.

cernifiesnd was

Pepzenal history revealed Bim o be smoker for
e fast 10211 yese and hie used to take aleohol

nite fregquently for last 10 yrs.
avestigrdions on admission showed:
Fore:] Blood count: S000/cmm with Mo 584 1, -
B0 Mo
Hiv 6.2 mm/dd BSEDT0 miovin Ist hr.

92 me/dl Blood ures: 19

O 2

Hinod augar T
mrsd !

Serunt ereatinine: 1.6 me/db LET: WNIL
sernn Na+ 135 mege Sevam K400 3.7 megit,
Total serum protein: 8.5 gim/dl

Sermm alpumin: 3.0 gm/dl

Chest XR NATH
Hepatosplenomegaly.
positive.

118G Abadomen:

Aldehyde  tost: Bone marrow

napiration: pesitive for LD bodies.
already  treated
stibogluconate,

As Ay

oo L
nn=ncessfully with
breatment was started with ing.
g (120 mp s IM alternate days fur 15 doses.

Wiy
sod.
pentamidine

Reponse was s2en within & feight) days and he

mude u goad recovery, The only treatment

celated symploms he had were transient
sventing and thirst Dmmediately after the
tijection with every shot. This aecording to

Bim was relieved by taking some water to
drinle Since his general condition remained
satisfaclory and he didn't have significant

comple Liver was 4

s, he was discharged.
o saluable o AT il L
e paipable at the MCL and spleon was 8§ om
vutpable during discharge.

Hig generval condition was sunustactory
over the ensuing weeks, and was starting Lo put
thn s0th July, he felt o bit
The weakness wont on increasing over

aosome welghit,
REACE

The ensuing diyvs, From the some day onwards

dWNLA, daniae,
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he started having  excessive thirst and
urination. From 11th Aug he started having
repented bouts of vonuting and was brought to
the Bir hospital again. e

markedly dehydrated on admission.

was found io be

investigations this time revealed:

Tatal blood count: 7000/cmm with I : 57%
T 43% 11 7.0 gm/dl

Blood sugar: 425 mg/d)

Blood Ures - 60 mg/d

Serum Na+ 1 139 meqg/i.

K+ 0 3.7 meg/.

Urine sugar: 4444

Unne for Ketone bodies: positive.

Hehydratvion done.

Hyperglveaemia and ketosis was controlled

with insulin drip. He vesponded te the
treatment and was maintained on Mixtard
insulin. An attempt to wean away his insulin
vis unsuccessful. ile still peeded his insulin 611
his Tnst follow-up visit 4 months after beginning
the insulin,

BIRCURSIONM

Antimony sodium hus been the drug of
choice for kala-azar for & long time, and is still
the drug of first choice though the strains
resistimt to it ave emoerging rapidiy. Due to the
same problem the optimal dose of antimony
sodiurm his been modified time and again.

Though the latest recommendation of
WIO 18 20mp/ke/d Lo o max of BE0mg/d,
coriain studies done in various places show the
eftective dose for kaln-nzar to be highern®
These recent studies have shown that the
350mg restriction snhould be removed as the
dose of 20my/

mure officacious and not more toxic than the

a/d without an upper limit is

e

reuhinens with the lower daily dosces. The

specilic upper lmit of 850mg was chosen
shimply this is the
stibouluconate in two bl ampounles (85mg/m D)
CLEC in the United Siales has
also vecommended recently to remove the
upper imit of 850 myg from the dosage regimen

hecilse amount ol

of Glucnntime.

to make trealmeni more efficacions.
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lr: our country various regimens are
used, but almost all of them tend to limit the
dose below 800mg as usual. This dose as has
been just mentioned seems to be inadequate
beeause of the emerging Primary drug
resistance. Development of secondary
tance too is feared with an

antimonial
inadequate dosage. I'iis fact iz brought in
discussion here because we too are suing Lhe
conventional doses so far,

With the emerging resistance of kala-
azar to the conventional dose of antimony
sodium, the cerging trend in our eountry
scems to be to use the alternative drug
pentamidine which is more efective.  Once
fergotten in muny developed countries,
pentamidine once again iz of interest because of
its use in PCP (Pneumocystis Carinii
Prieumorial especially in AIDS cases.

The efticacy of  pentamidine
unfortunately iz ar the cost of its toxicity and
rhe price. The wxicily ranges from transient
palpitation, flushing, sweating
dangerous hypeionsion, azolemia, or cardiac
arrhythming,  Both, hypoglvenemis and

Lo more

hyperglveaemia alzo come in the range of
adverse veaction though the former is much
more common taan the kater. Pentamidine is
supposea To damage beta cells of Islets of
Langerbans in pancreas causing an initial
hypoglycaemia due to insulin releaze followed
by hypergiycaemia due to insulin deficiency
cater on. The features suggestive of early
hvpoglyezemia s o neoted phenomenon by
many of those treating the paiients in our
country too, but the feature of hyperglycarmia
doesn't seem to be noted -~ one of the reasons
might be because it comes tator and our

patients usually {ail to came for a follow.up,

A study from Patna reports the
incidence of hyperglycaemia to be as high as
10% (4% reversible and 6% irreversiblel.
Another report mentions of 5 cases aof

)
therapy.”

syperglyeasmia requiring insulin
The ease we are reporting we think is the first
af sueh cases veporied in omr country, Though
the expecred hypoglycaemin priov to the

nyperglyeacmin could not be documented in

this case, the transient sweating experienced by
the patient during each shot of pentamidine
might  has been due to the early
hypoglycaemia. While the ‘putting on weight'
by the patient before presenting in DEA might
has been the evidence hyperinsulinaemic state
of ongoing beta cell destruction causing the
release of more insukin.

The first reporting of the association of
DM with pentamidine was done by Bryceson
and Wood-stock more than 20 yrs age?d Being
mghly tissue-protein bound, tissue deposition of
pentamidine perzists for many months
enabling an engoing cyviotoxicity to the
pancreatic islet cells. It has been claimed that
DAL with pentamidine can oceur as late as two
to 150 days after therapy.

CONCLUSION

I view of the severity of adverse effocts
of pentamidine, it seems that we should have a
proper policy regarding the use of drugs in
kaa-azar.  This holds true for the use of
artimony sodium too, the optimum dose of
which in the present context is te be defined
and proper dose should be used for a proper
duaration before labelling a case to be ‘Drug
Resistant.

Early reports on the alternative drugs
like Aminosidine have already been
pudlished,®® This means we should have our
eves on these drugs in the search of more
efficacious and less toxic drugs to our patients
in future !
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