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y (Summary of the preceding Arii_cle)

INFECTED WOUNDS IN THE SIRIRAJ HOSPITAL

Study of Causative Organisms

Sobhon Kongsamran, M.B. & Itthibhand Charoenphol, M.B.
(Dept. of Microbiology)
. (Head of Dept. : Prof. Dr. Sukhum Bhadrakom)

A study of organisms isolated from

infected wounds (operated wounds, bed-
sores, abscesses, etc.) in the depart‘;
ments of Pediatrics, Internal Medicine,
and Surgery in the years 1961, 1963
and 1965, involving 635, 1015 and 1484
cases per year respectively. shows a

preponderance of gram-negative bact-

eria and a rapidly increasing incidence
of pseudomonas aeruginosae and pro-
teus. In pediatric cases Staph. aureus
is still the most prominent organism

with frequency rate of 41.2 percent.

(One table, two graphs,
eight references)



HISTOPLASMOSIS TREATED WITH AMPHOTERICIN B
AN AUTOPSY REPORT:

Banyat Prijyanonda, M.B.,*

Charoen Suwanwilai, M.B,, **

“and Merani Thianprasit, M.B.,

Introduction

At present, the exact optimal dosage
of amphotericin B for the treatment of
histoplasmosis is still undetermined, and
the length of treatment usually depends
on evaluation of the clinical status of
the patient. This communication des-

cribes the necropsy findings in a case

of histoplasmosis and attempts to eva-

luate from pathological and mycological
findings the effectiveness of amphoteri-

cin B in correlation with clinical data.

Case History

The patient involved was a 48-year
old Chinese male (HN. 61308/08 ; AN.
15891/08), with extensive histoplasmosis
lesions in the oro-pharynx, larynx,
lungs, scalene lymph node, and possibly
also in the liver (hepatomegaly; eviden-
/ce of parenchymal impairment by isoto-
pic scanning; non-specific changes by
biopsy -4952/08), who formed the subject
of an earlier report(]) pertaining to
response to specific antifungal drug.
The - patient ..was - admitted into the
11th, 1965.

Amphotericin B was commenced on June

18th, 1965 and ended July 14th, 1966.

Siriraj Hospital on June

Dr. med., Facharzt fir Dermat.

Somchai Bovornkitti, M.D.,*

Sawang Chuahirun, M.B., **

u. Venerol., ¥#

Abstract: Prijyanonda, Banyat, Somchai
Bovornkitti,  Charoen  Suwanwilai,
Sawang Chuaehirun, Merani Thian-
prasit: Histoplasmosis Treated with
Amphatericin B: An Autopsy Report
Siriraj Hosp. Gaz. 1966, 18:605-609.

Necropsy in a histoplasmosis pa-
tient, who had been treated with
amphotericin B for about omne year,
showed satisfactory healing of mucous
membrane lesions in the orvo-pharynx,
larynx, and trachea, and marked im-
provement of pulmonary lesions, Lesions
in hilar lymph node and adrenals were
revealed. The authors suggest prolonged
use of amphotericin B for bronchogenic
type of pulmonary involvement, and a
short course for muco-cutaneous disease.

The dosage was 20 mg. given in 500 ml.
of 5 per cent dextrose in water by intra-
venous drip; once, twice and thrice a

week respectively in the early months,

~and subsequently increased to 50 mg.

twice a week and then on alternate
days. The total dose given was 5.77
gm.. Prednisolone was given from
January thb, 1966 to July 16th, 1966,
starting with 60 mg. per day and gra-
dually tailing off to 10 mg. pér day.

The total dose was 4.48 gm.

As marked improvement was noted

* From the Department of lnternal Medicine (Prof Dr Chltt Tuchmda. Head)

and ** the

Dhonburi.

Department of Pathology (Prof. Dr.
Faculty of Medicine and Sirira; Hospital,

Pradit Tansurat, Head),

University of Medical Sciences,
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on laryngoscopic examination (i.e., the
presence of fibrotic scar), the tracheo-
stomy tube was removed on'July 11th,

1966. The follow-up chest radiogram
on July 13th, 1966 also revealed definite

clearing of pulmonary lesions. Notwith-

standing, the patient developed, on the
early morning of July 15th, sudden ditfi-
culty in breatihiné during conversation,
but became normal after forceful expec-
toration of some tenacious phlegm.
A similar episode occurred on the fol-
lowing morning, also during conversa-
tion. This time he appeared in marked
distress. with restlessness, dyspnea and
cyanosis. The lungs remained clear
but breath-sounds were faintly audible.
Emergency tracheostomy was attempted
but the patient died before it could be
carried o.ut. Acute laryngeal obstruc-

tion was suspected as the cause of

death.

Necropsy Findings (462/09)

The body was that of a well-deve-
loped. well-nourished, Chinese male.
The face was round (“mooning appea-
rénce") and the upper trunk appeared
well-bullt in contrast to the extremities
which were dispropertionately small,
giving the so-called **bull appearance”.
There were numerous acne sports on the
face and the chest, but' neither stria nor
ecchymosis. There was no subcu-
taneous edema and no palpable supe;‘-

ficial lymph node.. The external geni-

talia were those of a normal adult male.

A tracheostomy wound was seen at

‘vocal cords were

about 3 cm. above the supra-sternal
notch. )

The paniculous adiposus was about
3 cm. in thickness. There was neither
peritoneal adhesion nor excess fluid.
The abdominal viscera were in their
usual positions. The cupolas of the
diaphragm were at normal levels. The
heart and lungs were also in their usual
places. There were moderate fibrous
pleural adhesions bilaterally without
effusion. 1

The pharynx was not remarkable.
The larynx appéared dilated and the
almost completely
destroyed and replaced by fibrotic scar.
: inflammatory

There was no active

lesion. Constriction of the upper part
of the trachea was seen just below the
larynx, z;bove the tracheostomy wound.
The trachea below the stenotic area was
dilated and contained a moderate amount
of mucus. The mucosa appeared fibro-

tic and congested.

Both lungs were heavy (800 gm., rt.;
750 gm., It.).

cm. in diameter, in the apex of the left

There was a cavity, 1.5

upper lobe. Its wall was thin and there

was no content. The lung parenchyma

elsewhere was dark red, firm, congested

and edematous. There were a few small
greyish nodules, measuring up to 0.5
scattered here and

The. bronchioles

1
contained -a

cm. in diameter,
there in both lungs.

and bronchi moderate

amount of pinkish mucus. Microscopic

examination of the lung showed chronic

The nodules

congestion and edema.

‘
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were composed cf central necrosis sur-
rounded by a narrow rim of {ibrous tis-
sue, with lymphocytes, plasma cells,
and multinucleated giant cells. Nume-
rous Histoplasma capsulatum was seen
in the necrotic areas. Direct smear and
special staining revealed yeast-like
organisms; but cultures failed to grow
the fungus; animal inoculation was not
done. The hilar lymph nocdes were
enlarged and the cut surface revealed
homogenous reddish tissue with. a few
tiny greyish, opaque areas, the appea-
rance of which was similar to the" gra-
nulomatous nodules in the lungs. H.
capsulatum was seen in the necrotic

areas.

Liver weighed 2,380 gm. and appea-
red slightly yellow. Microscopic sec-
tions showed centrolobular fatty meta-
morphosis. The remaining liver cells
in the periportal areas in some places
showed necrosis and vacuolation of the
enlarged nuclei. The sinuses were infil-
trated with a moderate amount of poly-
morphonuclear cells. The portal triads
were not remarkable. There was no
granulomatous change in the liver.

Spleen was congested but otherwise
n‘orma].

Adrenal glands were tumour-like,
weighed 40 gm. and measured 3 x 5 cm.
eaqh. The cut surface revealed rather
firiﬁ,'gfeyish, ‘homogeno.uvs tissue, wigh
a thin yellowish rim simulating adrenal
cortical tissue. @“ﬁ microscopic exami-
nation the mass consisted of necrotic

granulomatous tissue with numerous H.

capsulatum, surrounded by a thin layer
of fibrous tissue, with lymphocytes,
plasma cells and multinucleated giant
cells. No adrenal cortical tissue was
seen in the sections. Direct smear and

special staining revealed numerous
yeast-like organisms; but culture was
negative and animal inoculation was not
done.

Kidneys appeared enlarged and
weighed 130 gm., right, and 170 gm., left.
Grossly they were slightly edematous.
Histological examination revealed a
mild interstitial edema with increase in
areas of calcification, focal areas of
lymphocytic infiltration and tubular
atrophy. There was neither granuloma
nor necrosis. . The tubular epithelium
was intact. ' '

Bone marrow revealed mild hypo-
plastic marrow without granuloma or
organism. Other organs were not

examined.

Anatomical Diagnoses:

1. General features from prolonged
use of corticosteroids.

2. Status post-tracheostomy.
" 3. Laryngeal and tracheal fibrosis
and stenosis. ‘

4. Chronic pulmonary congestion
axi\d edema.

5. Histoplasmosis of lungs, hilar
lymph nodes, and adrenal glands.
mild, ?

prolonged use of amphotericin B.

6. Toxic hepatitis, from

7. Nephrocalcinosis, ? amphoteri-

cin B toxicity.
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7’

bone marrow,

8. Hypoplastic

mild, ? amphotericin B toxicity.

‘Discussion

The necropsy findings in this case
give evidences in conformity with the
antemortem clinical data thatthere were
histoplasmosis lesions in the larynx
and lungs, and not in the liver; and
further disclose old lesions in the
trachea and active lesions in hilar
lymph nodes and adrenal glands. The
presence of caseous hilar lymph nodes,
as a rule, suggests that the primary
lesion was situated in the lung and not
in the oro-pharynx as was speculated

in the previous report.(l) The exten-
sively disseminated lung and upper
respiratory tract involvements were
rather results of spread from the cavi-
tary lesion in the left upper lung lobe.
The - pathology in the adrenal glands
may be then ascribed to either an
exacerbation of early  post-primary
haematogenous lesions or a more recent
dissemination. Freedom from hepatic
and splenic involvement supports the
former conjecture.

The highlight of this report is the
therapeutic efficacy of amphotericiln B
as may be evaluated by post-mortem
findings. They support the opinion
that the treatment was adequate for
mucous membrane lesions in the oro-
pharynx (with complete disappearance
of lesions)., and in the larynx and
trachea with lesions being replaced by

scars, but was only partially effective

in pulmonary lesions, which showed
marked improvement, and comparatively
useless for the adrenal and hilar lymph
node lesions. These observations should
be a valuable guide for future manage-
ment of histoplasmosis patients,
especially those with bronchogenic type
of pulmonary disease in respect to the

Much shorter

duration of the regimen may be ade-

length of treatment.

quate for muco-cutaneous disease. A

more (HN. 121191,09-
AN. 28648/09) showed complete healing

of lesions on the lips and buccal mucosa

recent case

within one month of amphotericin B
(2)

As regards prednisolone administra-

treatment.

tion in this patient, it was primarily
given to increase tolerance to ampho-
tericin .B. Prior to the exhibition of
the . hormone, while receiving the
antifungal drug alone, the patient’s
general condition was much run down;
all lesions rapidly' deteriorated, and

When

prednisolone was started, there were

drug reactions were severe.
rapid restoration of the patient’s general

condition, marked improvement of

lesions, and increased drug tolerance.

Besides, from prévious experience‘(‘)
with involvement of the adrenal glands,
supplementation with corticosteroids
seems mandatory in histoplasmosis to
combat potential adrenal insufficiency.

Although the hepatotoxic effect of
amphotericin B has not been described,

. . ' ¢ . N
our findings were suggestive. Changes

in the kidneys were similar\ to those
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described by other workers as due to

toxicity of amphotericin B.(3’4)

Summary
A histoplasmosis patient, with
lesions in the oro-pharynx, larynx,

lungs, scalene lymph node, and possibly -

also in the liver, died from acute

laryngeal obstruction, while under

amphotericin B treatment which had

lasted just over a year. Autopsy re-

~ vealed disappearance of oro-pharyngeal

lesions, healed laryngo-tracheal lesions,
markedly improved pulmonary lesions,
and unexpected hilar lymph' node and
adrenal lesions without hepatic invol-
vement. 'Prolonged use of amphotericin
B probably accounted for changes in
the liver, kidneys and bone marrow.
Amphotericin B should be administered
for more than one year for broncho-
genic type of pulmonary histbplasmosis,
whereas only a few months would be

sufficient for muco-cutaneous lesions.

Prednisolone is advocated in severe

609

cases, not only for restoring the patient’s
general condition and suppressing drug
intolerance, but for compensating the

potential adrenal insufficiency.

Reference:

1. Prijyanonda, B., Ch. Sekorarith,
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Histoplasmosis. Presentation of Three
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2. Prijyanonda, B., S. Bovornkitti,
and M. Thianprasit: A Histoplasmosis
Patient with Buccal Muco-cutaneous
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3. Wertlake, P.T.. W.T. Butler,
G.J. Hill, and J.P. Utz: Nephrotoxic
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CLINICO—-PATHOLOGICAL CONFERENCE"*

Edited by Ukrist Plengvanit, M.B., Dr. med,
and Lavan Donavanik, M.B.

Case 3—1966
Presentation of Case
This 22—

year -old Thai male was admitted into
the Medical Service because of pyrexia
and jaundice.

Dr. Ukrist Plengvanit **;

Two months prior to this admission
he developed irregular fever and yellow
tint of the sclera. Treatment at a pri-
vate clinic was of no avail. Later he
passed mucous and bloody stools with
tenesmus, but the symptoms disappear-
ed a week later, after a course of
Chinese herbal drugs. The
however, persisted and the jaundice
deepened. He was treated at another
hospital for 8 days without improve-
ment. There were marked
oppression and prostration.

fever,

abdominal

Physical examination on admission
revealed a markedly icteric young man
with slight anaemia. The liver was
enlarged about 4 fingerbreadths, and
was tender. Spleen was not palpable.
There were gaseous distension and ten-
derness all over the abdomen, especially
in the upper part. Crepitation and oc-
casional rhonchi were heard over both
lungs.

Lab. Findigns and Investigations: On
June Ist. 1966, Hgb. was 8 gm. per cent,
WBC 3,150/c.mm., stab form 45 per cent,
segmented form. 45 per cent, lymphocy-
tes 7 per cent, basophiles 3 per cent.

On June 2nd. 1966, Hgb. was 9.2 gm.

per cent, WBC 5,100/c.mm., stab form
20 per cent, segmented form 60 per cent,
lymphocytes 8 per cent, mononuclears 4
per cent, with hypochromia, aniso-poiki-
locytosis, target cells, and basophilic
stippling. NRC 2/100. Malarial parasite
negative. ,

The urine had Sp. Gr. of 1.020, with
albumin 4-plus, bile 4-plus; microscopic
findings were negative. Stool examina-
tion showed numerous WBC and RBC

but was negative for ova and parasites.

The serum CCF was negative, TT
2 units, ZnT 4 units, IZ test negative,

bilirubin 8.5 mg. per cent at | minute,
16.0 mg. per cent at 30 minutes.

Blood Na was 134 mEq/lit, K 3.8
mEq/lit., Cl 94 mEqylit.

PA film of the chest and
region showed no evidence of abscess
cavity in liver region; there was patchy
infiltration in both lungs. Liver scan-
ning yielded evidence of poor hepato-
cellular function, but no

liver

evidenc of
demonstrable space-occupying lesion.

Progress and treatment: The patient

ran a high remittent temperature up to
40° C throughout the course. He was
restless and sedative was required
occasionally.. Combination of Tetracy-
cline and Lincomycin was given. He
got worse very rapidly. Intravenous
dexamethasone and penicillin (10 million

units per day) were then added. On

* Under part}icipation of the Dept. ;)f Internal Medicine (Head of Dept.: Prof.
Dr. Chitt Tuchinda) and the Dept. of Pathology (Head of Dept.: Prof.

" Dr. Pradit Tansurat).

#* Assist. Prof., Div. of Gastroenterol., Dept. of Int. Med.
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the following day (June 5th) he develop-
which

ed epileptiform convulsion

disappeared after injection of seconal .
Lumbar punacture revealed a

sodium.
_clear fluid with slight xanthochromia;
He lapsed
int6 coma and expired on the 7th day of
hospitalization. Blood chemistty per-
formed on this day showed NPN 43 mg.
per cent, creatinine
sugar 152 mg. per cent, BUN 19 mg. per
cent, CCF neg., TT 1 unit, ZnT 4 units,
12 negative, bilirubin 14.5 mg. per cent

Pandy test was negative.

1.7 mg. per cent,

at | minute and 26.0 mg. per cent at 30
minutes, Alk. phosphatase 13.81 B.u.,
serum amylase 114 units, Na 121.5
mEg/lit., K 3.7 mEq/lit., Cl 80 mEqylit.,
COZ 21.5 vol. per cent.

Clinical Discussion

Dr. Priya Karnchanasthiti*: Chest

X-ray revealed elevation of botk domes
of the diaphragm and homogenous den-
sity obscuring right costophrenic angle.
This is compatible with small amount
‘of pleural effusion.

There was also

interlobar effusion, and patchy infiltra-

tion all over both lung fields. The
impression was pneumonitis. Plain film
of the abdomen showed enlarged liver
upwards and downwards, with enlarge-
ment localized in the right upper qua-
drant. This could be due to inflamma-
tion of the organ there.

Dr. Banyat Prijyanonda**: According

to the protocol and X-ray findings,
acute inflammatory process of the lung

should be considered first. When I

and Lavan Donavanik 641

first saw this case, staphyloccocal pneu-
monia seemed the most probable diagno-
sis. There were also other possibilities,
such as fungous diseases (histoplasmo-
sis) and tuberculosis. Systemic diseases
such as Weil's disease could'produce
such lung lesions, but could be excluded
by the history and serological test.
Haematological finding in this case is
of little value. Total leucbeytes were
low but within normal limits. There
were evidences, such as hypochromia,
target cells, and nucleated red cells,
suggestive of chronic blood loss.

Prof. Dr. Tranakchit Harinasuta*¥**:

History of fever, hepatomegaly, jaun-

dice, and-such lung findings suggested a
number of diseases. '

1. Weil's disease. The manifesta-
tions agreed with leptospirosis, except

. findings of low white-cell count, no cha-

racteristic urine change, too long clinical
course, and negative serological tests.

2. Typhoid fever with complica-
tions may have protean manifestations.
The diagnosis in such case should rely
wholly on the agglutination test.

3. Brucellosis could also be exclu-
ded by negative serological test.

4. Tuberculosis was not supported
by X -ray findings.

5. Amoebic liver abscess might fit
well with the liver, lung and brain (con-
vulsion) manifestations, but the presence
of deep jaundice and low white-cell count
were strongly against the diagnosis.

6. Growth.
opinion, the most probable diagnosis
was malignancy. The low white-cell

According to my

* Assoc., Prof., Dept. of Radiology.

*

## Agsoc. Prof., Chief of Resp. Dis. & Tuberc. Div., Dept. of Int. Med.
##% Prof., Fac. of Trop. Med. ; Acting Chief of Trop. Med. Div., Dept. of Int.

Med., Fac. of Med.
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count might be due to administration of
chloramphenicol. Moreover, the ad-
ministration of antibiotics and predniso-
lone could promote the growth of fungus
which could not be excluded.

Dr. Priya

just described the pleural shadow in the
X-ray film to be “effusion”; could it
be pleural thickening ?. As regards
the result of liver scanning; occasionally
the finding is negative even in the pre-
sence of a large abscess.

Dr. Somchai Bovornkitti* ;

Dr. Karnchanasthiti : It is~effusion.

Prof. Harinasuta: Sometimes a large

abscess between thick normal liver

tissue gives normal scanning.

Dr. Plengvanit: One very important

feature in this case is the occurrence
of fever and jaundice at the same
time. The diagnosis in this case may
be non~specific infection, due to bac-
terial, viral or parasitic involvement
of many organs, e.g. liver, lung and
brain; or it may be specific infection,
many of which have already been
discussed, Only some important points
will be stressed here. First comes
typhoid fever, According to Haveus
et al., 4 per cent in over 300 cases
of typhoid fever had jaundice which
appeared at the peak of the fever,
i.e,, the end of second week. This
patient had fever and jaundice at
about the same time and also had
negative serological tests, Typhoid
fever could be ruled out, Persistent
high fever is usually the manifestation
of acute massive necrosis in viral
hepatitis and this has a very short

\

course. Fever in subaéute form is low
grade. Septicaemia from nonspecific
organisms is unusual in a yong healthy
man without antecedent focal infec-
tion, There are, however, two other

~ conditions caused by nonspecific orga-

nisms but have rather characteristic
clinical features, viz, cholangitis lenta
cholangitis  which
could produce such clinical finding.

and suppurative

I see no reason to diagnose malig-
A malignancy which could
cause fever by itselt, should be accom-
panied by fever for a certain period
before obstruction of biliary passage
becomes sufficient to cause jaundice ;.
but in this case, fever and jaundice

nancy,

occurred at the same time.

Prof. Trel‘makchit:. Cholangioma or

adenocarcinoma could produce fever
and jaundice at the same time.

Pathological Description

Dr. Prasert Pacharee**:Autopsy finding:

revealed a rather sthenic body with
deep jaundice. There was slight abdo-

minal distension and about 1,500 ml.
of bile-stained fluid were found in the
peritoneal cavity; 300 ml.
fluid were found in the right pleural
cavity and 200 cc, in the left. There
was a tumour mass located in the
head of the pancreas with multiple
metastatic nodules in both lungs, kid--
neys and in lymph nodes around the
porta hepatis and the right adrenal

of serous

gland.

Microscopic pictures showed loss.
of normal architecture of the lymph
node, which is replaced by tumour cells
which also infiltrated the capsule. The

* Assist. Prof., Div. of Resp. Dis. & Tuberc., Dept. of Int. Med.

** Assist, Prof., Dept, of Pathology.
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Most of
the cells were large with large vesicular
nuclei and indistinct cell border. Reed—
Stemberg cells were present. There was

"tumour was highly cellular.

slight admixture of small lymphoid cells.
Scattered areas of necrosis were also
The tumour showed the same
The pan-
creas also contained many dilated ducts
besides the tumour. The lungs were
involved by the tumour in a nodular

seen.
picture in all involved sites.

form and at places tumour cells were
seen in the intact alveoliand bronchioles
producing the picture so-called “can-
cerous pneumonia’.

The liver architecture was normal.

' There was bile stasis in the liver cells,’

bile canaliculi and portal bile ducts.
Periportal areas also showed some

degree of fatty changes. There was also

slight Kupffer cell hyperplasia, some of

the cells showing erythrophagocytosis.
The spleen showed congestion and pro-
minent There
Bone

erythrophogocytosis.
were only small foci of tumour.
marrow showed slight erythroid hyper-

. 'plasia and small foci of erythrophago-
cytosis. )

Anatomical Diagnoses

(1). Hodgkin’s sarcoma involving
head of pancreas, porta hepatic lymph
nodes, right adrenal gland, kidneys,
lungs and spleen.

(2). Jaundice, marked.

(3). Marked erythrophagocytosis
of spleen.

(4). Hydrothorax, right 300 cc.,
left 200 cc.

(5). Ascites, 1,500 cc.

N

643

Final Remarks -

Prof. Dr. Chitt Tuchinda: Usual type

'ding

of fever associated with lymphosar-
coma is “Pel-Ebstein’s”. Did this pa-
tient have persistent fever?.

Dr. Plengvanit: The fever was persis-

tent throughout the course.

Prof. Dr. Pradit Tansurat: Can the

fever be very high?

Prof. Haripasuta: There is a wide

variation. In some cases, the fever

is very high.

Dr. Prijyanonda: Postmortem finding

the
brain. What is the cause of epilepti-

revealed nothing abnormal in

form convulsion ?.

Prof. Tuchinda: There is quite a

number of causes that bring about the
abnormal sudden discharges from
neurones and result in convulsions.
A certain number of them is functional,

Prof. Dr.

Roj Suwanasuthi*: Accor-

Hodgkin's

disease almost always involves .lymph

to my experience,
nodes. In this case, there was . scanty
involvement of lymph nodes. Could it

originate in the porta hepatis?.

" Dr. Pacharee: It is hardly possible to

locate the site of origin.

* Prof., Dept. of Radiology.
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(110 vnussansms: Bull Nat. Tuberc. Assoc. May 1966).
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