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Abstract

Palmar-plantar erythrodysesthesia, also known as hand-foot syndrome (HFS), is a well-known dermatologic adverse event that

can occur with a variety of cytotoxic chemotherapies including fluoropyrimidines, cytarabine, liposomal doxorubicin, and taxanes.

HFS often presents as painful erythema’s and desquamation of the skin involving the palms of the hands and the soles of the feet.

Here in we report a case of a male with adenocarcinoma prostate stage IV with pleural effusion (left) that developed severe hand-

foot syndrome with docetaxel. The exact mechanism of this side effect in not known. All patients received supportive care to manage

the symptoms of their dermatologic toxicity. Based on the temporal relationship of the event and previous reports, we found that

docetaxel was the probable offending agent. All the physicians using this drug must be aware of this side effect.
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Introduction

Dermatologic toxicity is a well-known adverse effect of different
cytotoxic and targeted antineoplastic drugs [1]. Cutaneous surfaces
such as hair, skin, mucous membranes, and nails can experience an
array of reactions including, but not limited, to immune-mediated
hypersensitivity, hyper pigmentation, nail changes, erythema, and
various forms of dermatitis [1,2]. Palmar-plantar erythrodysesthe-
sia, also known as hand-foot syndrome (HFS), is a dermatologic
condition which often presents as painful erythemas involving
the palms and soles of the feet [3]. With cutaneous reactions of-
ten being inconsistently documented, there exists a wide variety of
proposed incidence rates. Conventional chemotherapeutic agents
most frequently associated with HFS include Capecitabine, Cyta-
rabine, Fluorouracil, liposomal Doxorubicin, and Taxanes. The
incidence and severity of HFS varies between chemotherapeutic
agents with some drugs, such as Capecitabine, exhibiting rates as
high as 64% [4]. Incidence of taxane-induced HFS is thought to be
in the range of 5-10%, with Docetaxel being a more common of-
fender than Paclitaxel [5].

While there are many proposed mechanisms and predisposi-
tions to chemotherapy-induced HFS, the true pathogenesis is not
currently known. A common theory linked to histological findings
is a direct cytotoxic effect exerted on the basal keratinocytes by

the chemotherapeutic agent. [3] This aligns with the clinical pre-

sentation of cutaneous involvement of the palms and sole of the
feet, which possess highly keratinized epithelial tissue [6]. Taxane-
induced HFS, can be distinct from other classes with occasional
erythematous plaques and further severity on the dorsal side of
the hand [7]. We observed a series of patients experiencing derma-
tologic reactions secondary to administration of Docetaxel in com-
bination with Carboplatin, Trastuzumab, and Pertuzumab (TCHP)

for the treatment of breast cancer.

Case Report

A 62-year-old male was diagnosed with adenocarcinoma pros-
tate stage IV. He had underwent TURP and Histopathology showed
Adenocarcinoma prostate gleasons 4+3=7 on TURP in January
2018.His PSA at time of diagnosis was 40ng/ml. He was started on
ADT with Tab. Bicalutamide + Inj. Leuprolide and later underwent
bilateral orchiectomy. PET CT on 9% Sep 2018 revealed bone me-
tastasis and PSA increased up to 149ng/ml. He was then started
on Docetaxel+Prednisolone based palliative chemotherapy. Partial
Response was seen after 3 cycles as per PET CT, PSA decreased to
1.04ng/ml. He received 6" cycle of DOCETAXEL based palliative
chemotherapy on 14" Nov 2018.

The patient was admitted as his PET CT of 26" Dec 2018
showed resolution of skeletal lesions and bilateral pleural effu-

sion (Left>Right) and ascitis. However PSA level was 0.49ng/ml.
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Blood reports shows that he had low albumin = 2.8 gm/dl and total
bilirubin of 1.5mg/dl (direct = 0.5mg/dl). After sixth cycle of che-
motherapy by Docetaxel hand and foot syndrome symptoms were

observed in the patient (Figures 1-3).

Figure 1

Figure 2

Figure 3

The patient was treated with supportive care with Hafoos
cream (12% urea and 6% lactic acid). After 10 days on 5% Dec,
2018, improvement was seen in patient’s hand and foot (Figures

4-6). In present the patient is on Hafoos cream for the Hand and

18
Foot Syndrome (HFS). He had Pleural effusion which was tapped on

5% Dec, 2018 was not suggestive of malignant cells.

Figure 4

Figure 5

Figure 6

The patient was again admitted for a day on 26 Dec, 2018 with
complaints of tense abdomen and was found to have Ascitis by ul-
trasound. He underwent therapeutic ascitic tapping under human
albumin cover. Ascitic fluid was negative for malignant cytology. His
Serum Albumin level was low. The patient was discharged on the

same day and was instructed to consume high protein diet.
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In January 2019 he was started on Tab Abiraterone 250mg once
daily with low fat meal as maintenance therapy. Patient was last
seen in follow up in February 2019 in OPD and he is in PS 1 as per

ECOG scale and is asymptomatic at present.

Discussion

The incidence of dermatologic manifestations with docetaxel is
difficult to quantify and predict. Currently, there are case reports
available in the literature that provides an example of docetaxel-in-
duced HFS [7,9]. Our case provides an atypical presentation of this
toxicity. In the NeoSphere trial, the incidence of rash was reported
to be 21-29% when Docetaxel was combined with Trastuzumab
and/or Pertuzumab [10].

Periarticular thenar erythema and onycholysis (PATEO) syn-
drome is a dermatologic reaction that can occur with Docetaxel
and often affects the dorsum of the hands [5,9]. PATEO was consid-
ered in the differential diagnosis of the treatment-related toxicities
observed in each of our patients. The dorsal nature of the dermato-
logic toxicity in our patients could represent a mild or early case of
PATEO, however this reaction was considered less likely due to the
lack of rash on the area of the Achilles tendon and lack of onycholy-

sis in all these patients.

Optimal management of HFS has yet to be defined [6]. Treat-
ment depends on the severity of HFS and includes supportive care
using emollients and creams to pacify the symptoms. Topical cor-
ticosteroids can also be considered as part of management; how-
ever there has been variable efficacy described in the literature
with this approach to treating HFS. Dose reductions may also be
required in severe cases [12,13]. In conclusion, Docetaxel-induced
HFS can be a challenging classic taxane reaction for both patients

and clinicians and can present in a unique and atypical manner.

Many cases of Docetaxel Induced hand and foot syndrome were

observed in different types of cancer patients [7,8].
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