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ARTICLE INFO ABSTRACT

Article history: Trabectedin is an antineoplastic drug used to treat soft tissue sarcomas. Trabectedin is
Received 13 June 2024 mainly infused from the central venous port (CVP) because trabectedin leakage causes se-
Revised 9 July 2024 rious skin and soft tissue complications. Characteristic sterile inflammation has recently
Accepted 11 July 2024 been reported after infusion of trabectedin from the CVP. Here, we report a case of sterile

inflammation along a tunneled catheter pathway after trabectedin infusion from the CVP,
with residual postinflammatory changes even after CVP removal.

Keywords: A 57-year-old man with myxoid liposarcoma developed skin erythema, swelling, and
Central venous port induration along a tunneled catheter pathway of the CVP after 16 cycles of trabectedin infu-
Trabectedin sion through the CVP. The patient was diagnosed with sterile inflammation because various
Sterile inflammation tests were negative for infection. The CVP was removed because the increasing injection re-

sistance made trabectedin infusion difficult. The catheter firmly adhered to the surrounding

tissue during removal. The induration and pigmentation along the catheter persisted for 4
months after CVP removal.
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Introduction

Trabectedin is an antineoplastic drug used to treat soft tissue
sarcomas [1]. Trabectedin is a vesicant drug that can cause se-
rious skin and soft tissue complications, such as skin necro-
sis, when leaked [2]; therefore, the central venous port (CVP)
is the primary choice of infusion route. In addition, a few ret-
rospective studies have reported that the infusion of trabecte-
din from the CVP causes a characteristic sterile inflammation
along the tunneled catheter, distinct from anticancer drug ex-
travasation and infections [3-5]. However, no reports have de-
scribed the subsequent changes after sterile inflammation.
Here, we report a case of sterile inflammation along a tun-
neled catheter after trabectedin infusion from the CVP with
residual post-inflammatory changes even after CVP removal.

Case report

A 57-year-old man with myxoid liposarcoma presented with
skin erythema, swelling, and induration along the tunneled
catheter pathway of a CVP (PowerPort; Bard Access Systems,
Medicon Inc., Osaka, Japan) implanted through the right in-
ternal jugular vein after sixteen cycles of trabectedin infusion
(Fig. 1). Various blood tests were negative for infection; there-

Fig. 1 - Skin changes after 16 cycles of trabectedin infusion
through the central venous port (CVP). Skin erythema,
swelling, and induration presented along the tunneled
catheter of the CVP implanted through the right internal
jugular vein.

Fig. 2 - Ultrasound before central venous port removal.
After 19 cycles of trabectedin infusion, an ultrasound
showed a structure with a low-intensity rim around the
catheter with acoustic shadows.

fore, the patient was diagnosed with a characteristic sterile
inflammation caused by trabectedin infusion from the CVP.
After 3 additional cycles of trabectedin infusion, induration
and swelling worsened and injection resistance increased.
Ultrasonography revealed a structure with a low-intensity
rim around the catheter and acoustic shadows (Fig. 2). Ul-
trasonography and contrast-enhanced computed tomography
revealed no thrombus around the catheter tip. CVP removal
was planned because the increased injection resistance made
it difficult to infuse trabectedin.

A small incision was made near the port site under local
anesthesia, and the subcutaneous tissue was detached to ex-
pose the port body. Manual port removal was attempted; how-
ever, the subcutaneous catheter was firmly adhered to the sur-
rounding tissue, making removal difficult. Therefore, the ad-
herent surrounding tissue around the subcutaneous catheter
was incised and detached before successful removal. The re-
moved catheter showed no noticeable damage.

The skin erythema spontaneously faded after CVP removal.
However, a radiograph taken 1 month after CVP removal
showed residual calcified edges along the preexisting catheter
pathway (Fig. 3A). In addition, skin induration and pigmenta-
tion remained 4 months after CVP removal (Fig. 3B).

Discussion

In a retrospective study of trabectedin in metastatic sarcoma,
Hoiczyk et al. first reported a unique noninfectious irritation
along the subcutaneous catheter after trabectedin infusion
[5]. Two retrospective studies were subsequently reported, fo-
cusing on this characteristic sterile inflammation along the
tunneled catheter after trabectedin infusion from a CVP [3,4].
In these studies, sterile inflammation typically caused skin
erythema, swelling, pain, and induration along the tunneled
catheter, without detecting the causative microorganisms [3—
5]. These symptoms were found to abate between cycles of
trabectedin infusion but often flared up a few days after tra-
bectedin infusion [3,4]. Compared to the severe skin and soft
tissue complications caused by trabectedin leakage [2], ster-
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Fig. 3 - (A) chest radiograph and (B) skin changes after central venous port (CVP) removal. (A) A radiograph 1 month after
CVP removal showed residual calcified edges along the preexistent catheter pathway (arrows). (B) Skin induration and

pigmentation remained 4 months after CVP removal.

ile inflammation along the catheter is considered a different
phenomenon, as it differs in localization and has relatively
mild symptoms. In addition, sterile inflammation may be a
characteristic complication of trabectedin infusion via CVPs,
as no complications similar to those of other drugs have been
reported. The mechanism of sterile inflammation is thought
to be mild inflammation due to microleakage of trabectedin
from the porous catheter at the tunneled catheter site [3] or
spillback of the drug caused by small thrombi at the tip of the
catheter [5]; however, this has not been proven. In the present
study, sterile inflammation along the tunneled catheter oc-
curred after 16 cycles of trabectedin infusion from the CVP.
We considered this characteristic sterile inflammation of tra-
bectedin infusion to be similar to that observed in previous
reports.

Few detailed reports are available on the course of ster-
ile inflammation. Erythema has been reported to persist for
several weeks before spontaneously fade [5]. In this case, the
erythema faded, but induration and pigmentation remained
along the catheter trajectory even after CVP removal, caus-
ing a burden on the patient’s cosmetic appearance. In addi-
tion, Kubo et al. found that CVP removal was necessary in 4
of 5 patients with sterile inflammation because of worsening
pain [4]. Hoiczyk et al. also found that several consecutive port
replacements were required in some cases [5]. In the current
study, increased infusion resistance made it difficult to infuse
trabectedin and the CVP had to be removed. Therefore, it is
important to know that sterile inflammation can create a cos-
metic burden for patients and to necessitate CVP removal is
important.

The incidence of sterile inflammation has been reported to
be approximately 30% [3,4], which is not low. Several methods

have been proposed to reduce the incidence of this charac-
teristic complication caused by trabectedin infusion through
CVPs. Verboom et al. did not detect any cases of sterile in-
flammation when tunneled catheters were placed deeply, and
therefore proposed placing the catheter deeply into the sub-
cutaneous tissue [3]. In contrast, Kubo et al. found that the in-
cidence of sterile inflammation differed significantly between
the CVP systems, and suggested using systems with a low in-
cidence rate [4]. Although the PowerPort used in this study is a
CVP system with no previous reports of sterile inflammation,
it may cause sterile inflammation, and may be avoided. Fur-
thermore, selecting a route with as few subcutaneous catheter
pathways as possible may be effective when implanting a CVP
for trabectedin infusion.

This case report suggests that the characteristic sterile in-
flammation caused by trabectedin infusion from CVP may
lead to the removal of CVP and patient cosmetic burden.

Patient consent

Written informed consent was obtained from the patient.
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