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Summary

Objective—We analyzed the CT and clinical findings of pulmonary alveolar proteinosis secondary
to hematological malignancy.

Methods—Seven patients with hematological malignancy and pathologically proven secondary
pulmonary alveolar proteinosis were identified from 2000—2007. Six had chest CT scans, which were
analyzed retrospectively; medical records were also reviewed.

Results—Patient age ranged from 3054 years. Four had chronic myelogenous leukemia, 1 had
myelodysplastic syndrome, and 1 had cutaneous T cell lymphoma. As in idiopathic pulmonary
alveolar proteinosis, geographic ground-glass opacities with or without septal thickening were most
common (5/6). No axial or zonal predominance was present. Two patients died from respiratory
failure.

Conclusion—It is important to consider secondary pulmonary alveolar proteinosis as a cause of
geographic ground-glass opacities and septal thickening in a patient with hematological malignancy.
Whereas idiopathic pulmonary alveolar proteinosis has a low mortality rate, the death of 2 of our 6
patients implies that secondary pulmonary alveolar proteinosis may have a worse prognosis. Our
case of secondary pulmonary alveolar proteinosis associated with cutaneous T-cell lymphoma is the
first described in the literature.
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Introduction

In pulmonary alveolar proteinosis (PAP), PAS-positive lipoproteinaceous material
accumulates in the alveoli [1]. The underlying cause is failure of macrophages to clear
degradation products of surfactant. Most cases of PAP are idiopathic (IPAP). Secondary PAP
(SPAP) arises in association with hematological disorders, medications, certain infections,
acute silicosis, and immunodeficiency [2,3]. SPAP may be misinterpreted as infection in
immunocompromised patients, given its nonspecific radiographic findings. In addition, there
is new interest in PAP with the recent introduction of therapy with granulocyte-macrophage
colony stimulating factor (GM-CSF). We analyzed the CT and clinical findings in 6 patients
with SPAP associated with hematological malignancies.

Material and Methods

Results

Retrospective review of patient data and images was approved by our institutional review
board. No patient consent was required for our HIPAA-compliant study. Between 2000 and
2007, 7 patients with pathologically-proven PAP in the setting of hematological malignancy
were identified at our institution. Six of these patients had chest CT scans performed to evaluate
their respiratory symptoms and were included in our study.

Three studies from 2004 to 2007 were performed on a 64-slice LightSpeed VCT GE CT scanner
(GE Medical Systems, Waukesha, WI). The 3 earlier studies were performed on either a 4-
slice or an 8-slice multidetector GE CT scanner. The CT parameters were 120 kVp, 180—400
mA, and 1.25-5 mm slice thickness. Two cases were scanned without IV contrast. The other
4 scans were performed with IV contrast. Images were reviewed in lung, soft tissue, and bone
windows.

CT scans were reviewed retrospectively by an experienced chest radiologist and separately by
a resident. Disagreements were then resolved by consensus. CT abnormalities were
characterized as ground-glass opacities, septal thickening (interlobular and intralobular), and
consolidation. The axial and zonal distribution of disease was also noted. Other findings were
also recorded, including nodules and pleural effusion. Medical records were reviewed to
ascertain the temporal relationship between onset of lung disease and drug treatment, induction
chemotherapy, or stem cell transplantation. Treatment of SPAP and outcome were also logged.
Because the number of patients was small, no statistical analysis was warranted.

Patient ages ranged from 3054 years (average 42 years). Four men and two women were
included. The underlying malignancies were chronic myelogenous leukemia (n=4),
myelodysplastic syndrome (n=1), and cutaneous T-cell lymphoma (n=1). Three patients had
concomitant infection: Mycobacterium avium complex (patient 2), Acinetobacter baumanii
and Aspergillus fumigatus (patient 3), and Cladosporium (patient 4).

In the 6 cases, the predominant pattern was ground-glass opacity in 3, ground-glass opacity
plus septal thickening in 2, and peripheral consolidation in 1 (Figure 1). No clear axial pattern
was demonstrated. (In 2 patients the ground-glass opacities were predominately peripheral, in
1 central, in 1 posterior, and in 2 random or diffuse). Other than the diffuse pattern demonstrated
in patient 6, all CT scans demonstrated patchy, relatively well-demarcated (geographic) lung
abnormalities (Figure 2). An upper zonal predominance was noted in 2, and a lower zonal
predominance in 3. A uniform distribution across all zonal patterns was noted in 1 (Table 1).

The etiology of SPAP was most often considered to be hematological malignancy; however,
other etiologies were also considered in 3 patients, including infection (Mycobacterium avium

J Thorac Imaging. Author manuscript; available in PMC 2010 May 1.



1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Chung et al.

Page 3

complex and Cladosporium) and drug therapy (with dasatinib or FLAN [fludarabine, cytosine-
arabinoside, mitoxantrone]) (Table 2). Although 3 patients were eventually treated with stem
cell transplantation, transplantation did not coincide with clinical or CT evidence of PAP.
Patient 4 was treated with antifungal agents. Patients 2 and 3 were treated with GM-CSF with
no response to therapy. Patients 5 and 6 did not receive therapy—patient 5 had mild disease
while patient 6 succumbed to respiratory failure before treatment for SPAP could begin.

Outcome was mixed (Table 2). In patient 3, treatment with GM-CSF was not effective, and he
died from sepsis caused by cutaneous infection about 15 months later. Patients 1 and 4
improved with stem cell transplantation and antifungal treatment, respectively. Patient 5 had
mild symptoms and did well with no intervention. Patients 2 and 6 died from respiratory failure.
Autopsy revealed that SPAP was the sole cause of death in patient 6, with no concomitant
infection identified (Figure 3). Patient 2 perished from respiratory failure from combined
Mycobacterium avium complex infection and SPAP.

Discussion

As opposed to IPAP, SPAP has received little attention in the radiology literature. The
hematological malignancies most often related to SPAP are acute and chronic myelogenous
leukemias; also linked are myelodysplastic syndrome and lymphoblastic leukemia [4-7]. CML
was the most common cause of SPAP in our series (4/6 patients). Three of these patients had
accompanying drug therapy (with FLAN induction treatment or dasatinib) or infection
(Mycobacterium avium complex or Cladosporium), which may have contributed to SPAP. To
our knowledge, case 3 is the first case of SPAP associated with cutaneous T-cell lymphoma.
Three of our patients had stem cell transplantation. SPAP may arise as a late complication of
stem cell transplantation, but in our patients SPAP occurred before transplantation [8].

Infection often coexists with SPAP, as in our series [9], although a causal relationship between
PAP and infection is not clearly defined. Organisms associated with SPAP include Aspergillus,
Nocardia, viruses, and Mycobacterial species. Superimposed infection accounts for a
significant degree of morbidity and mortality in patients with SPAP [2]. PAP may promote
infection because of impaired macrophage function, dysfunction of surfactant, or retention of
proteinaceous materials [9,10].

Macrophage dysfunction underlies all forms of PAP. This may arise anywhere along the
pathway for GM-CSF-related macrophage activation. IPAP is likely autoimmune, and
autoantibodies to GM-CSF may be detected, especially in adults [2], but autoantibodies are
not found in SPAP [2,11]. In SPAP arising in hematological malignancy, the alveolar
macrophage may be defective because it derives from the malignant clone and has a defective
GM-CSF transduction pathway [6,12]. Treatment of IPAP with aerosolized and subcutaneous
GM-CSF has produced mixed results [13,14]. Treatment of SPAP is directed at the underlying
malignancy. Whole lung lavage has also been used; however, the efficacy of GM-CSF therapy
in SPAP has yet be determined [4,9,15]. Two patients in our study (patients 2 and 3) did not
respond to therapy with GM-CSF.

Whole-lung lavage has boosted survival rates for IPAP from 70% to as high as 100% [3,16].
Mortality rates in SPAP are harder to define because cases are rare. However, there are many
reported deaths, including respiratory demise solely from SPAP, implying that SPAP may have
a worse prognosis than IPAP [17-20]. SPAP played a significant role in two of our patients’
deaths. Mortality in patient 6 was attributed solely to SPAP as there was no evidence of
infection or concomitant lung disease on autopsy. SPAP also was the primary cause of death
in patient 2, though this patient was recently treated for Mycobacterium avium complex
infection.
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The classic CT findings in IPAP have been termed “crazy paving,” representing ground-glass
opacity combined with septal thickening [21,22]. Crazy paving is not pathognomonic for PAP,
since it also occurs with Pneumocystis and viral pneumonia, lipoid pneumonia, pulmonary
edema, diffuse alveolar damage, bronchioloalveolar cell carcinoma, and pulmonary
hemorrhage [21]. Holbert demonstrated that the most common pattern in IPAP was a
geographic pattern of ground-glass opacities without a zonal distribution [23]. A similar pattern
of disease was also demonstrated in an earlier study in which 8 of 9 patients demonstrated
ground-glass opacities or consolidation [22].

To our knowledge, there has been no study on the CT findings in SPAP. The most common
pattern in our series was ground-glass opacities with or without septal thickening. No definite
zonal distribution could be established, although a lower zonal predominance was present in
half of patients. Overall, the pattern in our cases was similar to that described in IPAP.
Consolidation was absent or minimal except in patient 1, who had pathological findings of
cryptogenic organizing pneumonia in addition to SPAP. The pattern of peripheral consolidation
is more suggestive of cryptogenic organizing pneumonia rather than PAP [24]. Given the rarity
of SPAP and the nonspecificity of ground-glass opacities and septal thickening in patients with
hematological malignancy, SPAP can be easily misdiagnosed as infection, particularly
Pneumocystis carinii or viral pneumonia [25].

Our study was limited by small sample size and the relative inexperience of the resident reader.
In addition, in patients with concomitant infection, some of the CT abnormalities might have
reflected infection rather than SPAP alone.

In conclusion, SPAP is an uncommon form of PAP with the same CT finding as in IPAP,
namely a crazy-paving pattern of ground-glass opacity. In cancer patients, this finding is easily
misdiagnosed as infection, particularly Pneumocystis or viral pneumonia. Our cases
demonstrate the importance of recognizing this entity in the setting of hematological
malignancy in order to prevent a delay in diagnosis. Although our small sample size precludes
any definitive statement about mortality in SPAP, the death of 2 of our 6 patients suggests that
SPAP may have a worse prognosis than IPAP.
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Figure 1. Patient 3
“Crazy-paving” CT pattern with sharply marginated (geographic) ground-glass opacities and
superimposed interlobular and intralobular septal thickening.
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Figure 2. Patient 6
Diffuse ground-glass opacities and interlobular/intralobular septal thickening predominantly
in the right middle lobe and lingula.
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Figure 3. Patient 6
Homogeneous PAS-positive eosinophilic material stains with a granular pattern highly
suggestive of PAP.

J Thorac Imaging. Author manuscript; available in PMC 2010 May 1.



Page 9

Chung et al.

sanioedo sse|f-punolo :099

suoisnys [einajd [esereig

sa|npou Areuow|nd agoj Jaddn

uoisnyys [einajd Yo

sajnpou Aseuownd paulyap-|t
Jlews ‘uoisnyya [einajd Yaj [[ews

184y10

asnig

uonNgLISIP Jesjo oN

|eljuad uey J1a1eaif 101191S0d

lesaydiiad

|enusd

3SNYJIP IBYM

auoz Bunj Jamo| 1daoxa [esaydiiad

[BIXY

UOIepPI0SU0D
pue 21y} [e1das<<<Q9D

Buruasiolyy [exdas pue 099

099

Bulusxoiyy fexdss pue 099

099

uonepIjosuo)

usaned Jueulwopald

sbunj Jamo

$3q0] [[e ul Ayored fewiunn

UOI1BPI|OSU0D
Buny 1amoj Ayored sejnpoN

auou

[ewiunN

1UBWIAAJOAUI BUOZ Bun|
Jaddn ueys Jsyealb sjppiw
uey} Jayealb 1amo| Aydred

uoIepIosuoD

099 se awes

099 sk swes

WBL<Ya| PIIA

099 se swes

099 se awes

[EWIUIA

Buiuaxoiy) ferdss

wioyiun

sbun|

JBMO] JO JUSWBAJOAUI
SS9 Yum s|ppiw

pue Jaddn |esere|ig

JUBWAAJOAUI
[euoz s|ppiw

Tey} JarealB sauoz Jamo|
ybu ueyy Ja1ealb Ya

JUBWIAAJOAUT BUOZ Bun|
Jaddn ueyy Ja1ealb | ppIw
uey} Ja7eaih 1amo]

JUBWIAAJOAUI
auoz Bun| Jamo|

uey} Jayeas appiw uey}
1310016 Jaddn |elare|ig

JUSWAAJOAUI 8U0Z Bun|
Jaddn ueyy Jayeas ajppiw
uey) Jo1ealf Jamo

099

1
Juaned

NIH-PA Author Manuscript

T 3lqel

NIH-PA Author Manuscript

"BuiuayoIyl [e1das 1noym 1o yrm
san1oedo ssejb-punolf sem ulaned UOWILLIOI 1SOW 3Y) ‘dVd Arewnd ul Sy "dvd Arepuodss uanoid Ajfeaibojoyred yum syuaired g ui sbulpuly 1 D Jo Arewwns--

NIH-PA Author Manuscript

J Thorac Imaging. Author manuscript; available in PMC 2010 May 1.



Page 10

J0308} Bunenwins Auojod abeydoloew-21420|NURID 14SD-IAID ‘BuoUBRX0IW ‘Bpisoulge.e aulIsolAd ‘aulgelepn|d (N 14 abeAe|
Jejoanjeoyduoig g ‘Juejdsues) 1180 WialS 1 DS ‘X31dwod WNIAR WnLgeqodAN :DVIN ‘ewoydwA] 11391 SnosueInd DD ‘elwanna| snouabolaAw 21uoiyd IND ‘awoIpuAs onse|dsApolsAIN :SAN

J Thorac Imaging. Author manuscript; available in PMC 2010 May 1.

asiwoidwod
QUON Aioresidsal woly yreaq AND Asdoine pue 1vg IAND N SE 9
‘saflifewoude [eaifojolpes a|qels
Jue|dsuBJ] MOJIBW BUOQ [BNIUBAS ‘AjaINde BUON  ‘swoldwAs [eniul fewiuiw 3]qeis (qiunesep) Bnip 1o TND Asdoiq eaifbing AND 4¥S g
uibunjodses pue
uroudoydwe yum wniodsoped Adesay) uononpul N 14
uibunjodse pue udlBloydwy 10} JUBWILAI] UM UOIIN|0SaY 1o wnpodsope|D 40 TND  Asdolq [edifuns pue Tv'g TND 4TS %
9sIn0d aseasip Ul Jare| ‘snyebiwuny
sn|161adsy pue Huewneq
18)9Bq018UIdY YHM Paldajul
AJ11epuU02aS ‘dVd 40 Uonnjosal
asuodsal ou 03 aNP X3aM U0 Jalye PANURUOJSIP 4SD-IND 919]dwod Inoyum pabireyasiq 1010 Asdoiq [ea1bing 1010 WOE €
asiwoidwod
4SO-IND pue uonejue|dsues |30 Wals Aiojendsas woiy yresq JVIN 10 TND vd TND WGP 4
JUBWIILaI} 810437 UBAS
Juawianodwi sem a1y} ybnoyy uoireuejdsues 1130 wials uonn|osay SAN Asdoiq [ea1bins SAN W Oow 1
uBWIeal | aWo2IN0 asned a|qeqoad sisouBelp Jo suea|N  Aupigaowod dofely  aby  jusned

Chung et al.

‘saniewlouqge
1D 40 ‘swoydwAs ‘subis ur uolNUIWIP ou YIM 4SD-INSD YIIM Pateall a1am sjusized om] -ainjiey Aloyelidsal wouy paip sjuaiyed XIS 8yl JO OM] "elep ualled

zalgeL
NIH-PA Author Manuscript

NIH-PA Author Manuscript NIH-PA Author Manuscript



