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Clinicopathological Conference

A 60-year-old male patient with cough, dyspnea and fever
(the 36th case)
Department of Respiratory Disease, Chinese PLA General Hospital

Case presentation

The patient, a 60-year-old male, was admitted
to the hospital on Apr 30, 2009 because of cough
and dyspnea for 1 month, fever for half a month.

In May, 2005, the patient was diagnosed as
chronic renal failure, uraemia. In November,
2005, he received the operation of kidney allograft
and took immunosuppressive agents orally after the
operation. He used sirolimus and prednisone be-
fore hospital admission. On April 2, 2009, the pa-
tient had a cough productive of white sputum after
catching a cold, with shortness of breath, without
chest pain and fever. The symptoms were relieved
after taking some cold medicine. On April 13,
2009, the patient started to feel shaking chills with
rigor and fever (the highest temperature was
39.1°C), he visited Chinese PLA General Hospital
and conducted the blood routine test, chest CT
scan and the G test. He was diagnosed as “fungal
infection” and took voriconazole for one week then
fluconazole before he was admitted. However, he
still had fever, the highest temperature reached
37.3°C, without night sweat, The symptom of dysp-
nea was not relieved. In order to further diagnose and
treat the disease, the patient was hospitalized with
pneumonia and post-renal transplantation,

Physical examination; the temperature was
37.2°C, pulse 78/min, respiration 17/min, and BP
110/60 mmHg. The patient was fully conscious.
His eyelids were swollen. No cyanosis was found. The

respiratory sounds were clear and a small amount of
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moist rales were heard at both lungs. The heart
rate was 78/min. Cardiac rhythm was regular and
no pathologic murmur was heard at auscultation
areas. The abdomen was flat, soft and had no ten-
derness and rebound tenderness. The transplanted kid-
ney was touched at the right lower quadrant of abdo-
men, There was mild edema over both legs.

Blood routine examination: white blood cell
count 5. 16X10° /L, neutrophil 0. 605, lymphocyte
0. 279, hemoglobin 71. 0g/L, CRP 51mg/L

Chest CT scan(Fig 1); Multiple plaque shad-
ow and ground-glass opacity in bilateral lung fields
and under pleura, locally formatted irregular cord

shadow, especially in the right lung,

Fig 1 Chest CT on April 21, 2009 revealing multiple plaque
shadow and ground-glass opacity in bilateral lung fields and
under pleura, especially in the right lung,

Blood gas analysis: pH 7. 385, PO, 72. 7TmmHg,
PCO, 27, 4mmHg, HCO, 16, 0Ommol/L,BE-7. 3mmol/L.

Pulmonary function test: Ventilation reserve
percentage was insufficient moderately, and diffu-
sion function declined severely.

After admission,the patient received treatment with
antibiotics (meropenem, fluconazole injection), hepatic
protectant and antihypertensive agent. Administration of

immunosuppressive agents and prednisone (5mg, once
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daily) continued. The temperature of the patient was
below 37°C, but the symptoms of cough, dyspnea
were not relieved. On May 7, 2009, percutaneous
lung biopsy was done to make a definite diagnosis.
Pathological diagnosis: Fibrinous exudate, macro-
phages, foam cells and a small amount of inflam-
matory cells were seen in alveolar cavity. Loose fi-
brous tissue was found along the extension of alve-
olar and small airway (organization). Alveolar
septum was widened irregularly, accompanied with
interstitial edema and chronic inflammatory cell in-
filtration, Collagen deposition was seen around the
blood vessels. Lung tissue culture: Candida albi-
cans, sensitive to fluconazole. Because the symp-
toms of cough and dyspnea were not relieved, we
considered the diagnosis of cryptogenic organizing
pneumonia ( COP ) according to the patient’s clini-
cal manifestation, From May 7, 2009, prednisone
was added to 20mg once daily in oral administra-
tion, and with continuous use of fluconazole, On
May 18, 2009, the patient underwent again chest
CT scan and results showed decreased shadows in
the lung fields, but not significantly. On May 27,
prednisone was added to 30mg once daily. On May
31, the patient was discharged, when the symp-
toms of cough and dyspena were significantly re-
lieved. On June 22, this patient received the reex-
amination of chest CT at Out-patient Department,
and the resuits showed that the shadows in‘ the lung
assimilated significantly (Fig 2). He had no fever
and dyspnea.

Fig 2 Chest CT on June 22, 2009 revealing the shadows in
bilateral lung fields were absorbed obviously after therapy,
with irregular cord shadow left

Clinical discussion

Dr. LIANG Zhixin (attending physician):
This patient is an old male, who received the oper-

ation of kidney allograft 3 and a half years ago.

After the operation, he took oral administration of
immunosuppressive agents and steroid routinely. The
chief complaint of this patient was cough, dyspena and
fever. The chest CT scan showed multiple shadows in
bilateral lungs. So the diagnosis was considered as pul-
monary infection. Gram-negative bacillus was the most
common pathogen responsible for pneumonia which
occurred after organ transplantation. The G test of
the patient was positive twice and the lung tissue
culture was Candida albicans positive. Therefore,
after admission, the patient received the therapy of
meropenem, a broad spectrum antibiotic, and flu-
conazole as anti-fungal agent, which is really help-
ful to control the pulmonary infection.

Dr. SHE Danyang (associate chief physi-
cian): We should also take the factors beyond in-
fection into consideration during the therapy. The
pathological results of percutaneous lung biopsy
showed a large number of foam cells and fibrinous
exudate, pulmonary fibrosis significantly, hyalin—y .
ization and accompanied by chronic inflammatory
cell infiltration in alveolar cavity. So the diagnosis
of COP could not be excluded. COP has a good re-
sponse to steroid therapy. As we added the dose of
prednisone, the clinical symptoms and chest CT
scan images were improved. This verified the diag-
nosis of COP,

Dr. CHEN Liang’ an (chief physician): 1 agreed
with the analysis of the above two doctors. Pulmo-
nary infection is a most serious disease after organ
transplantation which has high mortality. It is one
of the most important reasons which affect the suc-
cess rate of organ transplantation. As a result of the
application of immunosuppressive agents, bacteria,
fungi, mycobacteria and viruses can all be the
pathogens. The result of lung tissue culture was
Candida albicans positive, which provided the evi-
dence for the infection. Although the lung CT ima-
ges showed diffuse bilateral lung disease, clinical
symptoms of the patient were less serious, which
was not consistent with the CT images. When re-
viewing the chest CT after the anti-infection thera-
pys we found little change in CT images, which
suggested the possibility of other combined dis-
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ease, The pathological examination of the lung dis-
played no infectious disorder, and the pathological
changes were similar to COP. COP is an inflamma-
tory lung disease, the key pathophysiological find-
ings are related to the inflammatory pathway rath-
er than the fibrosing pathway as in idiopathic pul-
monary fibrosis. Histological features include clus-
ters of mononuclear inflammatory cells that form
granulation tissue and plug the distal airways and
alveolar spaces. COP has good response to steroid
therapy. So, as we added the dose of prednisone,
the clinical symptoms and chest CT images im-
proved. This verified our judgment. From this
case, we can learn that, when treating this kind of
patients, it is necessary to combine the clinical
manifestations and pathological results together,
and take into account not only the possibility of in-
fectious diseases, but also the non-infectious disea-
ses, so that we will not miss diagnosis or make

misdiagnosis,

Pathological diagnosis

Results of percutaneous lung biopsy: fibrinous
exudate, macrophages, foam cells and a small a-
mount of inflammatory cells can be seen in alveolar
cavity, Loose fibrous tissue can be found along the
extension of alveolar and small airway (organiza-
tion). Alveolar septum was widened irregularly,

accompanied with interstitial edema and chronic in-

flammatory cell infiltration. Collagen deposition
can be seen around the blood vessel. PAS staining
(-). Acid-fast staining (-). Warthin-Starry(-). No
bacterous was found. No “Masson Body” was

found,

Summary

COP is a relatively rare disease. It is defined
histopathologically by intra-alveolar buds of granu-
lation tissue, consisting of intermixed myofibro-
blasts and connective tissue, The etiology and
pathogenesis of COP are still unknown, but infec-
tion, drugs, transplantation rejection and connec-
tive diseases have been postulated. Cough and pro-
gressive dyspnea are common manifestations,
High-resolution CT has an important value in diag-
nosis. A mild or moderate restrictive ventilatory
defect is the most common abnormality at spirome-
try. The diagnosis of COP is usually suggested by
clinical and radiological findings, but needs to be
confirmed histopathologically. Rapid clinical and
imaging improvement is obtained with corticoste-
roid treatment, but relapses are common after
stopping treatment. In clinical work, more under-
standing of COP needs to be raised to avoid misdi-

agnosis.

(Translator; LIANG Zhixin)
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B EREX R ERAF. BVK, TEH, TR B
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1% #: A3 5, 16 X 10° /L, v b 40
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Ex5.0mEEM, i ER<130/80mmHg, &
TR ERBENRT AZNMRREH#ST, BRTE
ki ERRERRE, - REPERRE. BE
AEEMNRBLADSRRE R,
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H<6.5%.,

3 &

7E 2003 SEBRPH 1 M e X B INC 7 R 75 A%, IE
MR 7 0 A & ol FE B B 36 . 2007 HE R
BB T FE R IR A 2 AL R A PN A S
BAEAA SHRARNLOBESEFEMNEE, RHEN
FOE R BRI BRI, AREER
BERENRS AYHAEERE, —BANASR
HRE . YEERN. EWNER., EF TIEEE
ORAT RERERE, BB ERMEE, RAZYIR
IrOERBRELHE. AARYTRIEEXHNR
W, AFEEREE, EFEEUB TR KRT
LREAMBEMG, 2007 HEEAREFH. LA
O E R S A B I RO AT BR
HMENSEIH., REKRFEFCEEREENRE
WA, FEMSMRER, AR EA AR, BRI k@R
TR A ,2009 EH EHTELEN, INCSBEE
BalR A, 76 2009 FR A7, MEB Y. MAKS
2007 575 Bk A, R 5 L0 RS B E B, il R 4
X HEAEBRAMARES.

(L% 467 T

WRIE B B PHLILIE T B 3 00 5 AR AE . 1
REAE R A, TS B B
MEHHLRELHERA XK. RRI A ZHH
AT YRR B A, B4 BE CT XM IR 2 A EEM
16, Jii o REAS: 25 307 8 BE o+ S R 10 RS
Wi PR b R A e RS R R 4R 22 R L% B B COP,
B% B4 A RE R &K — 5 B, COP XK

B R AT KRR IF , BT LURE I BRAE R A% R 2 8
RESHF BEAFIFRER. EHEKIEFE
# X COP FFAEMIAR, BT IEIRE .

(Bt REF . RE® XFAPB ERL)
(RE ¥2)



