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Case Report: Larynx Cancer, with Synchronous Chronic
Myelogenous Leukemia, and Metachronous Lung Cancer
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ABSTRACT

We report a case of laryngeal squamous cell cancer (SCC) with chronic myelogenous leukemia (CML), and lung cancer as an uncommon co-occurrence.
The patient was referred to us as he had an endovegetative laryngeal mass, while biopsy histopathology showed SCC. He had had a lung lobectomy ope-
ration for SCC lung cancer, one year ago. Because of high white blood cell levels, he was consulted to internal medicine, and diagnosed as CML. After
chemotherapy he had remission of CML, and we performed total laryngectomy and bilateral neck dissection. He died 25 months later due to cardiovascu-
lar disease. This case was different from the reported cases due to a hematological malignancy with two SCCs as an uncommon co-occurrence. The me-
tachronous and/or synchronous second and third primary tumors with larynx cancer are uncommon, but a special attention must be carried out for their
morbidity and curability if diagnosed earlier.
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ÖZET

Bu sunumda, nadir birlikteliği olan larengeal skuamöz hücreli kanser (SCC), kronik myelositer lösemi ve akciğer kanserli bir olgu bildirdik. Kliniğimize
larenkste endovegetan kitle nedeniyle sevkedilen hastanın biyopsi sonucu SCC olarak değerlendirildi. Bir yıl önce akciğer kanseri nedeniyle lobektomi ge-
çirmişti. Lökosit seviyesinin yüksek gelmesi üzerine dahiliye kliniğine konsülte edildi ve kronik myelositer lösemi tanısı konuldu. Medikal tedavi sonrası
remisyona giren hastaya total larenjektomi ve bilateral boyun diseksiyonu yapıldı. Hasta 25 ay sonra kardiyovasküler hastalıktan öldü. Hematolojik bir ma-
lignitenin skuamöz hücreli iki kanserle nadir birlikteliği açısından yayınlanmış olgulardan farklıydı. Metakronize ve/veya senkronize ikinci ve üçüncü pri-
mer tümörlerin larenks kanseriyle birlikteliği nadirdir ve morbiditelerinden dolayı erken tanı konduğunda kürabiliteye sahip olabildikleri için özel dikkat
gösterilmelidir.
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INTRODUCTION

e cond pri mary tu mors and the ir im pact on sur vi -
val ha ve re ce i ved much at ten ti on re cently. That is
es pe ci ally im por tant in he ad and neck can cer be-

ca u se it has be en shown that pa ti ents with he ad and neck
can cer ha ve a gre a ter risk of a se cond pri mary ma lig -
nancy than any ot her gro up of can cer pa ti ents. The first
to pub lish on this sub ject was Bil lroth1 in 1889. War ren
and Ga tes2 an no un ced the study of 1,259 ca ses of mul ti-
p le pri mary tu mors ari sing from un re la ted si tes in 1932.
Sin ce then, a se ri es of ret ros pec ti ve stu di es ha ve be en
pub lis hed pre sen ting in ci den ces of se cond pri mary tu-
mors with he ad and neck can cers var ying from 1.5% to
35%. In the se stu di es, most of the se cond pri ma ri es we -
re squ a mo us cell can cers (SCC). Lympho ge nic tu mors
as se cond pri ma ri es are ex tre mely ra re.3,4 In this pa per,
we re port a ca se of lary nge al SCC with synchro no us
chro nic mye lo ge no us le u ke mi a, me tac hro no us squ a mo -
us cell lung can cer and re vi ew the li te ra tu re on the cli ni -
cal and his to pat ho lo gi cal as pects of the se ma lig nan ci es.

We used the cri te ri a of War ren and Ga tes2 as mo d-
i fi ed by Hong et al.5 to de fi ne a se cond pri mary tu mor.
The se cri te ri a re qu i re that both tu mors are his to lo gi cally
ma lig nant, each tu mor (pri mary and se cond pri mary) are
to pog rap hi cally dis tinct and se pa ra te, and the pos si bi -
lity of me tas ta sis is exc lu ded. De pen ding on the ti me of
di ag no sis, the se tu mors are des cri bed as synchro no us or
me tac hro no us as Ni ko la o u et al.6 de fi ned. Synchro no us
tu mors are di ag no sed eit her at the sa me ti me, or wit hin
a 6-month pe ri od from the di ag no sis of the in dex tu mor.
Me tac hro no us tu mors are di ag no sed at le ast 6 months
af ter pri mary di ag no sis.

CASE REPORT

The pa ti ent was a 50 ye ars old man with a his tory
of ho ar se ness for 10 months and dif fi cul ti es in swal lo -
wing and bre at hing for thre e we eks. He was a smo ker
for 35 ye ars and con su med 20 ci ga ret tes per day. He had
go ne to a chest di se a ses hos pi tal. They ob ser ved a lary -
nge al en do ve ge ta ti ve mass and a he morr ha ge when they
per for med a fi be rop tic lary ngos copy, he was then re fer -
red to our de part ment. The pa ti ent un der went a di rect
mic ro lary ngos copy un der ge ne ral anest he si a. The re was
a mass fil ling lary nge al ves ti bu le, in va ding lary nge al si -
de of epig lot tis, re ac hing to val le cu la, ar ye pig lot tic fold,
and mus cu lar pro cess of ary te no id on the right si de, in-

va ding and fi xa ting right vo cal cord. The re was a 1x2
cm lympha de no pathy at le vel II I on the right neck and
mul tip le 1x1 cm lympha de no pat hi es at the le vels II and
II I on the left neck. We per for med a bi opsy on the tu mor,
and it was in va si ve squ a mo us cell can cer his to pat ho lo -
gi cally.

He had had a left in fe ri or lo bec tomy ope ra ti on for
lung can cer 1 ye ar ago. The re was a 3.5 cm mass in in-
fe ri or lung lo be, and his to pat ho lo gic eva lu a ti on was mo -
de ra tely dif fe ren ti a ted squ a mo us cell can cer with
lympho vas cu lar in va si on (Figure 1).

WBC co unt was 110 x103/µL be fo re the ope ra ti on.
The pa ti ent was con sul ted to in ter nal me di ci ne de part -
ment. Bcr-Abl (t 9:22) gen mu ta ti on tar get/re fe ren ce ra -
ti o was 3x10E-1 with suc cess ful amp li fi ca ti on of
Bcr-Abl gen pro duct with the Light Cycler® - t(9;22)
Qu an ti fi ca ti on Kit (Figure 2). Bo ne mar row as pi ra ti on
was hyper cel lu lar with a pro no un ced mye lo id hyperp -
la si a, had dis trop hic chan ges in mye lo id se ri es as mye-
locy te thro ugh poly morp ho nuc le ar cells and gi ant
me tam ye locy tes we re pre sent. 

Le u kocy te al ka li ne phosp ha ta se sco re was 54 (15-
130), in nor mal ran ge. The re was no he pa tosp le no me -
galy. He was di ag no sed as chro nic mye lo ge no us
le u ke mi a (CML), and thre e we eks af ter hydrox yu re a
and al lo pu ri nol tre at ment, WBC co unt dec re a sed to 10
x103/µL. Then the pa ti ent was eva lu a ted for sur gery.

To tal lary ngec tomy with right ra di cal and left func-
ti o nal neck dis sec ti ons we re per for med for his T3N2c
trans glot tik (glot tic and sup rag lot tic) tu mor. Throm bo-
cy to pe ni a (trb: 30 x103/µL) and hypop ro te i ne mi a (to tal
pro te in: 5.6 g/dL) oc cur red on the fo urth day, and a
phary ngo cu ta no us fis tu la de ve lo ped on ele venth day
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Figure 1. Biopsy of moderately differentiated SCC of the left lung. Haema-
toxylin & eosin stain x400.



pos to pe ra ti vely which ma na ged suc cess fully with ref -
res hing tract of the fis tu la and dres sing.

The tu mor aro se from right vo cal cord with bi la te -
ral sup rag lot tic and subg lot tic ex ten si ons, and was 2.5
cms in di a me ter. The re was one lympha de no pathy at the
le vel II I on right neck, and 3 lympha de no pat hi es less
than 1 cm in di a me ter at the le vel II, II I on the left neck,
and all had can cer me tas ta sis (T3N2c), and his to pat ho -
lo gic eva lu ti on of the tu mor was mo de ra tely dif fe ren ti -
a ted SCC (Figure 3) in pos to pe ra ti ve pat ho lo gic
as sess ment of sur gi cal spe ci men. He de ad from car di o -
vas cu lar di se a se 25 months af ter lary ngec tomy and bi-
la te ral neck dis sec ti on. 

DISCUSSION

The abo ve ca se had a dif fe rent im por tan ce from the
re por ted ca ses in the li te ra tu re du e to a he ma to lo gi cal
ma lig nancy with two SCCs in the larynx and the lung.
A se ri es of ret ros pec ti ve stu di es ha ve be en pub lis hed
pre sen ting in ci den ces of se cond pri mary tu mors with
he ad and neck can cer var ying from 1.5% to 35%. A me -
ta-analy sis was per for med on the da ta from 25 stu di es.7
Fifty fi ve of 1864 pa ti ents with lary nge al can cer (3%)
from the Was hing ton Uni ver sity da ta de ve lo ped a se c-
ond pri mary tu mor in lung alt ho ugh se cond pri mary ma-
lig nan ci es in ot her si tes bro ught the to tal up to 11%. The
ma jo rity of the ma lig nan ci es oc cur red in the he ad and
neck (35%) fol lo wed by the lung (25%). Most of them
we re me tac hro no us rat her than synchro no us. Of the 18
re le vant stu di es re vi e wed, se cond pri mary in the lung
cons ti tu ted 678 of 19159 ca ses (3.5%) of the lary nge al
in dex tu mors. Pa no set ti et al.8 re por ted a 9.4% in ci den -
ce of mul tip le can cers in a co hort of he ad and neck can-
cer pa ti ents. The in ci den ce of se cond pri ma ri es in the
lung as so ci a ted with larynx can cer was 1.5%.

Lympho ge nic tu mo urs as se cond pri ma ri es are ex-
tre mely ra re.3,4 Art hur et al.9 re por ted that 5% of pa ti -
ents with re ti cu lo en dot he li al ma lig nan ci es de ve lo ped
se cond pri mary ne op lasms. In se lec ted sub ca te go ri es
such as chro nic mye lo ge no us le u ke mi a, the in ci den ce
of se cond pri ma ri es was 7% in the ir se ri es.

En gin10 re por ted 76 pa ti ents with mul tip le pri mary
can cers among 9180 can cer pa ti ents. Ove rall ra te of
mul tip le pri mary can cers was 0.83%. The com bi na ti on
of larynx can cer and lung can cer was the most com-
monly ob ser ved type (21%). Larynx can cer was al so the
most com monly se en mul tip le pri mary can cer com po -
nent in all can cer pa ti ents (46%). 

In this pa per, we re port a ca se of lary nge al squ a -
mo us cell can cer with synchro no us chro nic mye lo ge -
no us le u ke mi a, and me tac hro no us lung can cer as an
un com mon to get her ness.

CONCLUSIONS

The me tac hro no us and/or synchro no us se cond and
third pri mary tu mors with lary nge al can cer are un com -
mon but mo re at ten ti on must be pa id to the ir mor bi dity
and cu re.
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Figure 2. Target/reference ratio was 3x10E-1 with successful amplification of
Bcr-Abl gen product with the Light Cycler® - t(9;22) Quantification Kit.

Figure 3. Biopsy of moderately differentiated SCC of larynx. Keratinization
spaces with desmoplastic response in the stroma underlaying mature squa-
mous epithelium. (Haematoxylin & eosin stain x400, small picture x200).
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