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Abstract. The peripheral T-cell lymphomas (PTCLs) are a
heterogeneous group of aggressive neoplasms that account
for <15% of all non-Hodgkin's lymphoma cases in adults.
Angioimmunoblastic T-cell lymphoma (AITL) is a specific
subtype of PTCL. The tumor is frequently aggressive and
there is currently no general consensus regarding an effective
treatment strategy. The present study reports a case in which
bortezomib combined with dexamethasone was used to treat
refractory AITL. A 63-year-old woman was admitted to Sir
Run Run Shaw Hospital, Zhejiang University School of Medi-
cine (Zhejiang, China) on August 17, 2013. The patient had
been diagnosed with AITL for 4 months and had experienced
a relapse of symptoms for the 4 days prior to admission.
The patient demonstrated fever and dyspnea, accompanied
by severe edema in the face and lower limbs, which later
spread to the right upper limb. The patient was treated with
bortezomib plus dexamethasone, which rapidly relieved the
symptoms. The patient was subsequently administered an
additional 2 cycles of bortezomib-based chemotherapy and
survived for an additional 4 months, prior to succumbing to
the disease. Only a small number of studies have reported the
use of bortezomib in the treatment of T-cell lymphoma. The
present study suggested that bortezomib-based treatment may
be a reliable, safe and effective alternative for the treatment
of relapsed/refractory PTCL. The efficacy of bortezomib as
a treatment for PTCL requires additional evaluation in future
studies.
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Introduction

Peripheral T-cell lymphomas (PTCL) are a heterogeneous
group of aggressive neoplasms that account for <15% of all
non-Hodgkin's lymphoma (NHL) cases in adults (1). The
incidence of PTCL varies geographically, with the highest
incidence in regions of Asia (2,3). The incidence in the USA
has increased by 7.9% annually between 1992 and 2005 (4). In
total, there are 23 types of PTCL defined by the 2008 World
Health Organization classification (5), including extranodal
nasal-type natural killer/T-cell lymphoma, enteropathy-asso-
ciated T-cell lymphoma, subcutaneous panniculitis-like cell
lymphoma, angioimmunoblastic T-cell lymphoma (AITL),
anaplastic large cell lymphoma (ALCL) and peripheral T-cell
lymphomas not otherwise specified (PTCL-NOS). There are
clear variations in incidence and survival rates in the subtypes
according to age, gender, ethnicity and geographical distribu-
tion (2,6). A diagnosis of PTCL is based on the results of a
tissue biopsy, usually a lymph node biopsy. The disease stage
and prognosis of the patient at diagnosis are determined by
the International Prognostic Index (IPI) score, similarly to
other NHLs (7,8). PTCL is frequently aggressive and there is
currently no general consensus regarding an effective treatment
strategy; therefore, regimens that treat aggressive B-cell NHL
are commonly used (4). Among all the subtypes anaplastic
lymphoma kinase positive ALCL may have the best survival
rate, while patients with other PTCLs have poor outcomes (1).
The tendency for poor survival rates in PTCL suggests that the
regimens used in patients with aggressive B-cell lymphomas
may not be equally efficacious in T-cell lymphomas. There-
fore, patients are encouraged to attend clinical trials whenever
available (9).

PTCL-NOS is the most common subtype of PTCL,
accounting for ~26% of T-cell lymphoma cases worldwide,
and AITL is the second most common subtype accounting for
~19% (6). The majority of patients with AITL have a median
age of 59-64 years without any gender predilection (10).
Patients typically present with generalized lymphadenopathy,
fever, night sweats and weight loss (10). AITL may manifest
following the administration of drugs, particularly antibiotics,
or a viral infection, and may occasionally be associated with
various bacterial or fungal infections, possibly reflecting the
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consequences of immune deregulation in AITL patients (9).
The course of AITL is variable, and the overall prognosis is
poor; however, there is occasional spontaneous remissions
in a few cases (9). The best treatment for AITL is unknown.
Anthracycline-based chemotherapy, administered following
induction therapy, may achieve a 46% complete remission
rate; however, intensive combination chemotherapy, including
CHOP (cyclophosphamide, doxorubicin, vincristine and
prednisone), hyper-CVAD (cyclophosphamide, doxorubicin,
vincristine and dexamethasone) and mBACOD (methotrexate,
bleomycin, doxorubicin, cyclophosphamide, vincristine and
dexamethasone) did not improve complete remission rates
when used with various chemotherapeutics during randomized
studies, including stem cell transplantation (10). Univariate
analysis demonstrated that men, mediastinal lymphadenopathy
and anemia are poor prognostic factors for the overall survival
rate of patients (10). No therapy has increased the long-term
survival rate to >30% (6).

The present study reports a case of refractory AITL, which
was treated with bortezomib combined with dexamethasone.

Case report

A 63-year-old woman was admitted to the Sir Run Run Shaw
Hospital, Zhejiang University School of Medicine (Zhejiang,
China) on August 17, 2013. The patient had been diagnosed
with AITL for 4 months and had experienced a relapse of
symptoms for the preceding 4 days prior to admission.

A total of 4 months prior to admission, the patient presented
with enlarged bilateral cervical, axillary and inguinal lymph
nodes, which exhibited moderate hardness and limited motion.
Computed tomography (CT; SOMATOM Definition AS and
SOMATOM Sensation 16; Siemens AG, Munich, Germany)
revealed hepatosplenomegaly and lymphadenopathy at the
mediastinal, retroperitoneal and mesenteric regions.

Pathological assessment of a left lymph node biopsy led to
adiagnosis of AITL, with the following immunohistochemical
results (all antibodies were mouse anti-human monoclonal,
unless otherwise stated): Negative staining for cluster of
differentiation (CD)20 (catalog no., M0755; dilution, 1:1,500;
Dako, Glostrup, Denmark) and CD8 (catalog no., NCL-L-
CD8-295; dilution, 1:50; Leica Biosystems Nussloch GmbH,
Nussloch, Germany); positivity for CD3 (catalog no., A0452;
dilution, 1:400; Dako), Ki-67 (80%; catalog no., M7240;
dilution, 1:1,000; Dako), B-cell lymphoma 6 (catalog no.,
NCL-L-BCL-6-564; dilution, 1:400; Leica Biosystems Nuss-
loch GmbH), CD4 (catalog no., M7310; dilution, 1:50; Dako),
programmed cell death protein 1 (catalog no., ZM-0381;
dilution, 1:1,500; Beijing Zhongshan Biological Technology
Co., Ltd., Beijing, China) and CD5 (catalog no., M3641;
dilution, 1:50; Dako); partial positivity for CD7 (catalog no.,
NCL-L-CD7-580; dilution, 1:400; Leica Biosystems Nuss-
loch GmbH) and chemokine (C-X-C motif) ligand 13 (goat
polyclonal; catalog no., ZG-0601; dilution, 1:100; Beijing
Zhongshan Biological Technology Co., Ltd.); focal staining for
CDI10 (catalog no., M7308; dilution, 1:50; Dako); positivity for
CD21 (catalog no., M0784; dilution, 1:1,000; Dako) indicating
dendritic cell hyperplasia; and Epstein-Barr virus positivity
in scattered cells. T-cell receptor rearrangement was positive.
Furthermore, bone marrow biopsy revealed abnormal T-cell
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infiltration. The patient was diagnosed with stage IV AITL
and B-group, and experienced night sweats and weight loss (6).
The patient demonstrated an IPI (7) score of 2, due to the pres-
ence of stage IV disease and being >60 years of age.

Thepatientwastreated withcyclophosphamide (1,000mg/dl;
Jiangsu Hengrui Medicine Co., Ltd., Lianyungang, China),
doxorubicin (70 mg/dl; Shenzhen Main Luck Pharmaceuticals
Inc., Shenzhen, China), vincristine (2 mg/dl; Zhejiang Hisun
Chemical Co., Ltd., Taizhou, China) and prednisone (30 mg/dl;
Zhejiang Xianju Pharmaceutical Co., Ltd., Hangzhou, China)
(CHOP) plus L-asparagine (L-ASP; 3,600 IU day 1; Jiangsu
Hengrui Medicine Co., Ltd.) chemotherapy on May 8§, 2013.
However, L-ASP treatment was subsequently ceased due to a
severe skin rash. Subsequently, the patient was administered
2 cycles of CHOP chemotherapy. The enlarged lymph nodes
were observed to shrink following the first cycle of chemo-
therapy, but became larger again and were accompanied by
fever prior to the next cycle of chemotherapy; therefore, the
therapy was changed to a gemcitabine (1,400 mg/dl; Faulding
Pharmaceuticals, Ltd., Adelaide, Australia), dexamethasone
(40 mg/dl on days 1-4; Jiangsu Hansoh Pharmaceutical, Co.,
Ltd., Lianyungang, China) and platinum (Jiangsu Hansoh
Pharmaceutical, Co., Ltd.) regimen. Subsequently, the lymph
nodes were observed to have decreased in size.

Between August 13-17, 2013, the patient exhibited a fever
(39°C) and dyspnea. Physical examination revealed severe
edema in the face and lower limbs. The symptoms were
not relieved following 1 week of antibiotic treatment with
imipenem and caspofungin, and diuretic treatment (20 mg
intravenous furosemide; Shanghai Harvest Pharmaceutical,
Co., Ltd., Shanghai, China). The patient was weak and was
confined to bed rest. The facial edema became more severe
and spread to the right upper limb. The patient additionally
exhibited abdominal distention. Chest and abdominal CT
revealed a small amount of pleural, mediastinal and abdom-
inal effusion. Mediastinal, supraclavicular and peripancreatic
lymph nodes were enlarged. The patient's condition became
increasingly worse, and the patient was considered to exhibit
superior vena cava (SVC) syndrome, which is one compli-
cation of lymphoma. On August 21, 2013, the patient was
administered bortezomib plus dexamethasone [2.4 mg bort-
ezomib on days 1 and 4 (Xi'an Janssen Pharmaceutical., Co.,
Ltd., Xi'an); and 20 mg dexamethasone on days 1-4 (Tianjin
Kingyork Group, Tianjin, China)]. Following chemotherapy,
the patient no longer exhibited a fever and the antibiotic treat-
ment was ceased. The symptoms improved and 1 week later
the patient was discharged from hospital. On September 9,
2013, the patient was followed-up and demonstrated no fever
or edema, with no requirement for bed rest. CT indicated that
the pleural effusion had decreased and that the peripancreatic,
retroperitoneal and mesenteric lymph nodes had reduced in
size. The patient was administered another regimen of bort-
ezomib plus dexamethasone on September 11, 2013. However,
1 month later the patient exhibited a red itching rash on the
neck and face. The patient was administered bortezomib and
a hyper-CVAD A regimen (2.4 mg bortezomib on days 1 and
4; 400 mg cyclophosphamide twice a day, on days 1-3; 60 mg
Adriamycin on day 4; 2 mg vincristine on days 4 and 11; and
40 mg dexamethasone on days 1-4 and 11-14). Due to bone
marrow suppression, the patient developed a severe infection



2016
314,

: 23102

11: 2

GY LETTERS

OLO

ONC

S

DIDOS

B2 SPANDIDO:

sed
as cea
otherapy w 6, 2014.
1
hem uary ient's
fore, Jan tien
Therefo isease on the pa
otherapy. d to the d ined from
ing chem, uccumbe as obta study.
follow atient s nsent w resent
=g and thep formed cot n of the p
ESZ Written in he publicatio S
g | E% Ty for t lasm
88 | P e resiv neoplasms
=~ o Z2 f aggres: 1y, up in
% o S == < ion up o rtia ed i
<l iscussi ro a A sur
g1z g* % g Discu (erog eneousdgS at 1easlt tli)me is H;;ial T-cell
, e ends, at ¢ a i
- | Ao 2 Ls are a h ival dep al. surviv ional Perlp 1 rates of
%) é ® ' S0 e PTC tient surVd In generh ’Internatlo 1l surviva ubtypes
= ified. a ins
o €= <5z and pa identifie nt. The I over. 0% in ile the
| 5 EO ide tme 5-yea ly 2 hile
5 s 357 btype ic t trea ted 5-y¢ of only S), w
o o Es2 su ithou ject repor vival -NOS), 11,12).
> e 2 ==l nths w roject free sur PTCL tively ( ior
o £ S mo homa P lapse-fr ified ( respec inferio
= EZ S ] Lymp ear re ise spec in AITL, Ssess er
=] > 3 S E=] y d S'y Wwise n a po oor
== 9 an ther 18% hom rate p
£ e ' g 3 E’ éi:% 3§%TCL not Oere 33 an.(tlh T-cell lymgd demons;] comp are({
'E , v—|< Q o S W . 1 > a iV ra
- IS ot =53 g curvival ri;]eat patlentshvzmotherapgovera” e general
8= 5 ) ¢ an The ic treatm
o 0 203 & is clear nse to ) PFS) 13). tic tre in
- £c 5 ES ! tes of B Survlvall (lymph"rml (motherapeu articipate i
~ £z¢8 < ra ssion-free h B-cel red che edtop
) R = progress nts wit the prefer encourag agent
1 < .
R 2 £ = S = with patli regardlngnts Shouldlbe(l4)- is a novelle) for
B "5-'22 su ie ible ibitor, :
E %3 2 2 Consfa{ch’ and Iflatrlle\’er possﬂr’ne inhlblt?nistratlon (Sf ractory
s 35 5 for P ials whe teaso Adm d or r ies
o = SE 72 linical tria ib. a prodand Drug nd relapse a few stud X
I g g = —z» ¢ Bortezom e US Foo yeloma a ver, only 11 lymphom
S GEES ed by th ultiple m - However, oply @
. g3 g2 approvi ent of m a (15-17 ib to tre r-old
& N = g,g g the treatmn lymphomof bortezom eofa76_yeatlional
) — I a2 ntle ce the use the cas onven
— « - . t.
- o S=" ma orted ribed ndtoc tmen
ISS o § $ 2 % have rep 1(18) desc-dnotreSpF) based trea /m?
o g = 8.2 Table I). by Liueta L, who di teZOmle . 1.3 mg ne
©) o 20 £ 2 8 3 ( A study }t]With AIT ’ded to bor Comprlsgliamethasohe
2 5] ) = ien on D, e T
= S0 g o5 1 patie t resp PA Omg (18)
L < Q K > 5 T = female N bu . n was and 4 each iocht
7 2 E E0 - < 3 otherapy. egimel ntrone 8 days nt, weig
— d — % %- L‘é 8 § Qg; g .é‘ Ck;fmtreatment ;/Ign2 mltoxsa CyC]eS of % i1‘npI‘OVE‘;Hlevernent (1_)1{
) __] B S ; e <= ° 2 The ib, 2 m. for inica impro i
5 = Q 8 j % B E» ?} i 5 = & 2 bortezonilb4 8 and(}lpersistent Céenopathy’ ls of fevelt’tn(1g8).
: < a‘ 7 - (;':;) - Q“U = i . ays 1, 4, ate pha ptom visi
= S Z — 5 = = . T = n d nstr. £ 1ym . sym -up . by
2 8 M= [5) = - o o ) mo 0 1c ow d
2 3 S s e S g < 8 atient .de earance d no system onth foll companiec in,
QES & 5 8 % 5 <E *5 g .?:D S p in dlsapp Status an t the 18-m zomib ac doxorublcf r
T o A SgE=R & gain, ance loss a borte istine, y 10
e SEet erform eight lo o used vincris e therap ith
= ) —Q p tS Oor w 19) als Side, Salvag sed w
g =9 a [ ( 0 sa no )
oo Y S Swirigan °f C::gimen (etoepdnisone) vho was dlk?(g)ma (ATL)d
= — ‘;950 Ho CH reg nd pr an whe mp 8 an
. — O QL g o EPO ide a old m la/ly 1 49
21| ~ = iy & an ham ear- kem days 1, OCH
= oz 5 = hosp a 48-y 11 leu d on _EP
o) > clop of -cell leu ere f V.
2 ¥ §g . cy. eatment adult T administ le cycle o denopathy
QCS © % s g g the tr tory acute /mZ) was .ng a sing 1ympha Is became
& E 58 5 E refractory (1 mg ollowi , the ¢ levels b eral
. o S EIE o rtezomib le (19). F CH) (20) drogenas H, periph ]
s | g 55 - 2 D2 p Bo f each cyc lus EPO tate dehy f V-EPOCH, n demon
£ 2 83 x T 5 250§ 8 1o ib plus 's lac of V- inatio to
= O g 1 nt's les min. nt
HEEE e exaived and e ol o O S
El 5 > > SEES esolve (19). Fo dabone kemia conso e
IS E E 2 S B T lized [ry an . 1 leu ived a lant a
= ST a me dua celv Sp
3|4 £ EET ni)r:cll flow Cngence of re::e patient re marrow tr}?)n% months
3] = © blo evi H.t ical bone (C
S = - d no oC > ica onse )
5 % FEES 5 eyelen of vl hapl("den:)mplete - e 11 trials
St
g oh g gﬂd 2 > ¢y eloablativ strate a ¢ nt (19). tive phas refrac-
e o = s =2 S non-mys d to demon of treatme of prospec lapsed or dy on
= o= A~ inue i . u
2| = £ BE o §§ 5 continu ompletion a number hibiting re hase II st ficacy
< ‘; £ 5 e & — 0 = E g 2 fter the ¢ e been ients ex ed ap the ef’ t
E) EE 2 & ot (a\l) 2 = g %'E = a There haVb in Patlegl) perform investigate t-line treag
S 3 o:-.g s ?::.O i to1 rst-
2| a 5 o z 2 £ £ = 5 7 5 . borteZOmKim Pl all(/IV PTCL,QHOP as afi days 1 and
5 GEZ2 B2 £ ?Ory PTCL. ith stage T1 ation Wltté rtezomib on
Q <= =) ": = . tS W bln . d O
[y = g atien ib in com inistere
E - § g 3 2 E 4?§0rtelomlb lnere admini
< — . a3 ) 0 ients w
g 8 g K 8 g 508 ment. Patie
g = T = N 3 Z. g %z
g = I8 ~ ‘g - 5
tfE3R s § |G 2£%
sl g 353 3 3 et
{:1:! = N Q N
2| 3|38 : A
=2 Z 3 T
E =


https://www.spandidos-publications.com/10.3892/ol.2016.4213
https://www.spandidos-publications.com/10.3892/ol.2016.4213
https://www.spandidos-publications.com/10.3892/ol.2016.4213
https://www.spandidos-publications.com/10.3892/ol.2016.4213

DU et al: BORTEZOMIB TREATMENT OF REFRACTORY AITL

at a dose of 1.6 mg/m (22), in addition to CHOP every 3 weeks
for a total of 6 cycles (21). Overall, three subtypes of PTCL
(PTCL-NOS, AITL and anaplastic lymphoma kinase-negative
anaplastic large-cell lymphoma) demonstrated an 87% overall
response rate (ORR) and a 73% CR rate (21). However, the
treatment efficacy for extranodal natural killer (NK)/T-cell
lymphoma, nasal type was poor with a CR rate of only 30%
(3/10) (21). In total, 30 patients achieved a CR (65%) and the
ORR was 76% (12). The 3-year overall survival and progres-
sion-free survival rates were 47 and 35%, respectively, due to
frequent relapse following remission. However, bortezomib
plus CHOP appears to be superior to treatment with CHOP
alone or CHOP-like regimens (21). Lee et al (22) also inves-
tigated bortezomib in combination with CHOP as a first-line
therapy for advanced, aggressive T-cell lymphoma. A total of
13 patients received 55 cycles of treatment. The overall CR
rate in all patients was 61.5% (22). Zinzani et al (23) used bort-
ezomib as a single agent to treat cutaneous T-cell lymphoma,
at a dose of 1.3 mg/m?, intravenously on days 1, 4, 8 and 11,
every 21 days for a total of 6 cycles. The ORR was 67%, with
2 (17%) and 6 (50%) patients achieving a CR and a partial
response (PR), respectively (23). All responses were enduring,
lasting for 7-14 months (23). In all the aforementioned studies,
bortezomib was well-tolerated. The most common toxicities
were peripheral sensory neuropathy, neutropenia and throm-
bocytopenia.

The primary mechanism underlying the anticancer activity
of bortezomib is via the activation of nuclear factor-x B (NF-xB)
and inhibition of the degradation of inhibitory-«kB, which leads
to the suppression of the NF-xB signaling pathway, followed
by downregulation of anti-apoptotic target genes (24). Another
important anticancer mechanism occurs via upregulation of
NOXA, which is a pro-apoptotic protein that may interact
with the anti-apoptotic proteins of the B-cell lymphoma 2
(Bcl-2) subfamily, leading to the apoptotic death of malignant
cells. Bortezomib-induced apoptosis has been demonstrated
in T and NK lymphoma cells, implying that bortezomib may
have a significant therapeutic role in the treatment of T-cell
lymphoma (25-27).

The patient in the present study was diagnosed with
stage IV refractory PTCL, and appeared to exhibit primary
drug resistance. Classical chemotherapy was not effective. The
patient subsequently developed severe edema of the face and
lower limbs. CT scans revealed enlarged lymph nodes in the
mediastinal and supraclavicular regions. It was considered that
the patient may by exhibiting SVC syndrome, despite negative
indications on the CT scan. SVC syndrome is a condition caused
by the obstruction of blood flow through the SVC (28,29).
Obstruction may be caused by invasion or external compres-
sion of the SVC by an adjacent pathological process involving
the right lung, lymph nodes or other mediastinal structures, or
by thrombosis. Dyspnea is the most common symptom, and
patients also frequently exhibit facial swelling or head full-
ness, arm swelling, a cough, chest pain or dysphagia. Patients
with cerebral edema may experience headaches, confusion or
possibly become comatose. Upon physical examination, the
most common findings are facial edema, and distension of the
veins in the neck and on the chest wall. The most frequent
cause of SVC syndrome is intrathoracic malignancy, which
is responsible for 60-85% of cases. Among all malignancies,
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lung cancer and NHL are responsible for ~95% of cases of
SVC syndrome (28,29). Non-malignant conditions account for
15-40% of SVC obstructions in contemporary retrospective
series. Among these cases, SVC thrombosis cases, which are
associated with the presence of intravascular devices, including
central venous catheters and cardiac pacemaker leads, have
increased rapidly (29,30). The goal of management for SVC
syndrome is to alleviate symptoms and treat the underlying
disease. For patients with malignancy, chemotherapy is the
initial choice of treatment. The edema symptoms of the present
patient were relieved soon after chemotherapy, indicating the
effectiveness of the treatment.

For the present patient, who exhibited refractory and
aggressive T-cell lymphoma, bortezomib with dexamethasone
achieved rapid and favorable effects. The symptoms caused by
SVC syndrome were completely relieved and the lymph nodes
reduced in size. The results of the present study suggest that
bortezomib-based treatment may be a reliable, safe and effec-
tive alternative for the treatment of relapsed/refractory PTCL.
However, the efficacy of bortezomib should be additionally
evaluated in larger controlled clinical trials, with an extended
follow-up period. Further investigation is required to observed
whether bortezomib is more favorable for the treatment of
AITL than other drugs.
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