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A Case of Acute Pulmonary Thromboembolism
during Bevacizumab Combination Chemotherapy for Lung Adenocarcinoma
Masayuki Nomoto"?, Yasuo Asar””, Hiroyuki Morita"*, Asami Fukupa"?,
Shiho Yamapa”, Yumi Fukar”?, Kentaro Havasur" ?, Yoshihiro Sato”,
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A 64-year-old man was brought by ambulance to our hospital complaining of left hypochondrial pain associ-
ated with pleurisy. Cytology of the pleural fluid revealed an adenocarcinoma. The massive volume of effusion
was treated by tube drainage followed by instillation of talc. Chest computed tomography (CT) after thoracic
drainage showed a small nodule in the left upper lobe. Based on these findings, we diagnosed advanced lung
adenocarcinoma with pleuritis carcinomatosa. The patient received chemotherapy with Carboplatin, Pemetrexed,
and Bevacizumab. However, he experienced acute chest pain and dyspnea on the 15th day after chemotherapy.
Chest CT showed a thrombus in the right main pulmonary artery and we diagnosed acute pulmonary thromboem-
bolism associated with Bevacizumab therapy. We conducted thrombolytic therapy using Monteplase and anticoag-
ulant therapy with unfractionated heparin after the diagnosis and he was weaned off mechanical ventilation on the
12th day. Herein, we report this case with a review of the medical literature.

Key words: lung cancer, chemotherapy, bevacizumab, acute pulmonary thromboembolism
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Table 1 Laboratory findings on admission

[Haematology] TP 6.7 g/dL
WBC 9200/pL BUN 12.3 mg/dL
RBC 350 x 10%uL Cre 0.90 mg/dL
Hb 10.8 g/dL Na 136 mEq/L
Plt 46.3 x 10*/uL K 4.7 mEq/L
Cl 102 mEq/L
[Biochemistry] HbAlc  5.9% (NGSP)
AST 21 U/L
ALT 40 U/L [Serology]
LDH 224 U/L CRP 2.94 mg/dL
ALP 284 U/L CEA 2.94 ng/mL
CK 32 U/L SLX 84 U/mL
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Fig. 1 Chest radiograph on admission showed massive pleural
effusion and mediastinal deviation.

Fig. 2 Chest radiograph and chest CT after tube drainage of effusion showed a mass lesion in the left S

142

segment.
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Fig.3 A: Chest radiograph showed knuckle sign (arrow) and Westermark sign (circle).
B: Chest enhanced CT showed a thrombus in the right main pulmonary artery.
C: Chest CT (pulmonary window setting) showed the mass decreased in size.



270 PR IESE - 11 %

FENZRT L TN X< 7] C oMl fAs 288 iE O
EHRENRTVDE LY, FATMITTHNNY v
TN & B IMRERIEDFIERD LAPRD SN TVWE T
R, SEOMIMBRERERNNY A TI2L5H
EHG LWL 72

SRR AR ZEAE 1 X RIGE OB A7 30% L m VIR T
TERBD DN, BHICHHLIBEMNAZIT) 2 LXK
D2~8%FTHERAETCTELEIN, B
I OHRIBEARELRTEREZSUET L LML TV
610712).

KGR § 5~ Ny X< 78502 X0 il ke 2848
RO SHEBIOBETTI, Bl A ZEARE FAE RS O~
VAR TOFEGMBIL2~23 T — A A TH ) <N
¥ A= 7RG A REEE I 0 b & 3Rl AR 284S
FEDSSIET DUREM D D & Wz b, T D S5SHITOHD-
y A < — ZIEHEENE S Bld 4 Bl TEE (T3 1.88 (0.7-
3.0) pgmL) %o, FSMERIZEFTEN 2 R P
11.64 (3.9-30) pg/mL) ZFAHTWVY. Flxny X
< TEGHNHR LT D- A v =DM RBEEIZL D
Jifi AR ZEARIE O FIIFE R, WWEICEP o LolEd H
LM (D- 4 ~— 12 ug/mL — 13.0 ug/mL ~ £
FOW bt BNy X 7R E I D-4 A
Y —EEBEIT L ) S AR ZERR A O FIA S B
DT TU—=FPLETHDLEEZS.

O BRI NE I Tl IR B E R OS2 20k 2 &8
MoENTBYMIETIED-FA =D LAT L NS
Wz, I BT A AR ZERRRE DS T cut off fH 1% 2.9
ng/mL 2374 L DHED HBHHY, D-7 A~ — DR
HIE TRENZILE LR B 2 & A3l AR 2848 o0 LA 58
A, BWRICIVEETHLLEERS.

#®

A EIBRFE S % NNy A T & G LA
FEIE L 7 MEEARIE & B8R L 72~y Xz 7HG-H1id
il AR ZEARRESFE DA EFRANDORIFE R~ T 71 —F
DBULETHLHEEZOND

EHHO COLBR L
X ik
1) RATER. D ATENZ BT A U ZEARE /55 IR MAe

RETEIAA BT A > BREEE 2004; 24:480-487.
2) fifi e ZE A AR ER R IR IARE GRRIR IR 2842 E) Py

8)

12)

13)

14)

15)

HoREERE

A RT A 0 Jilifike 2k e A R ke (PR 0t
WIERAE) THTA o4 EREEA.

Johnson DH, Fehrenbacher L, Novotny WF, et al. Randomized
phase II trial comparing bevacizumab plus carboplatin and
paclitaxel with carboplatin and paclitaxel alone in previously
untreated locally advanced or metastatic non-small-cell lung
cancer. J Clin Oncol 2004; 22: 2184-2191.

Alan Sandler, Robert Gray, Michael C, et al. Paclitaxel-
Carboplatin Alone or with Bevacizumab for Non—Small-Cell
Lung Cancer. N Engl J Med 2006; 355: 2542-2550.

Martin Reck, Joachim von Pawel, Petr Zatloukal, et al. Phase
III Trial of Cisplatin Plus Gemcitabine With Either Placebo
or Bevacizumab As First-Line Therapy for Nonsquamous
Non—Small-Cell Lung Cancer: AVAIL. J Clin Oncol 2009; 27:
1227-1234.

Cassidy J, Clarke S, Diaz-Rubio E, et al. Randomized phase
I study of capecitabine plus oxaliplatin compared with flu-
orouracil/folinic acid plus oxaliplatin as first-line therapy for
metastatic colorectal cancer. J Clin Oncol 2008; 26: 2006—
2012.

Aogi K, Masuda N, Ohno S, et al. First-line bevacizumab
in combination with weekly paclitaxel for metastatic breast
cancer: efficacy and safety results from a large, open-label,
single-arm Japanese study. Breast Cancer Res Treat 2011;
129: 829-838.

Niho S, Kunitoh H, Nokihara H, et al. Randomized phase II
study of first-line carboplatin-paclitaxel with or without bev-
acizumab in Japanese patients with advanced non-squamous
non-small-cell lung cancer. Lung Cancer 2012; 76: 362-367.
Nalluri SR, Chu D, Keresztes R, et al. Risk of venous throm-
boembolism with the angiogenesis inhibitor Bevacizumab
in cancer patients: a meta-analysis. JAMA 2008; 300: 2277—
2285.

TEBRAFH DM &L GBS 2774 BT A4 > (2008 4R
AP FEEES) . i 2 B & OV EIR e
OBW, WG, FHICET A4 FF 4 (2009 4FLET
hi).

Goldhaber SZ, Morpurgo M, Brochier ML, et al. Diagnosis,
Treatment, and Prevention of Pulmonary EmbolismReport of
the WHO/International Society and Federation of Cardiology
Task Force. JAMA 1992; 268: 1727-1733.

Barritt DW, Jordan SC. Clinical features of pulmonary embo-
lism. Lancet 1961; 1: 729-732.

FUIL R, B350, AHAEOR, . ASAfbssfeskn
|ZERIR IMTAR ZEAR I % S84 L 72 8 EI D 2 T #RES. O
Jig 2011; 43: 1006-1009.

R, ORVEIT, INEEEHE, B, D-5A <~ — ol
WIE SN X 70 & 2 B IREEARAE D FH 58 R, & L
HIBFRIZIED - 72 Nl it s A B o 1 ). RFREE
2013;9: 552-557.

G, MR DS, MREORER, Ml EATHEEE O
MR SERIERZ MR IS BT A iE D 474 < —fEIZ DWW,
Jitide 2014; 54: 685.



