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Unexpected outcome (positive or negative) including adverse drug reactions

CASE REPORT

Psoriasis aggravation due to lapatinib

Meltem Selam

SUMMARY

Our patient was a 35-year-old woman, who had
undergone right radically modified mastectomy and
axillary-lymph-nodes dissection in June 2004. The stage
of the patient was T2NOMO. She was treated with six
cycles of FAC (5-fluorouracil, doxorubicin, cyclofosfamid),
tamoxifen after chemotherapy. In June 2008, right
axillary lymphadenopathy progressed and was treated
with docetaxel and capecitabine after a hand—foot
reaction was observed in the patient as an adverse
reaction to capacitabine; the treatment was continued
with only trastuzmab between February 2009 and April
2010. The addition of vinoralbine was needed due to
the newly developed right paratracheal lymphadenopthy
in April 2010. After six cycles of chemotherapy we
achieved stable disease; she received only trastuzumab;
later on, in control thorax CT, multiple metastatic models
were observed in April 2011 and thus lapatinip plus
capecitabine treatment was started. After one cycle of
chemotherapy her psoriatic lesions were aggravated and
we had to stop the treatment.

BACKGROUND
We know that the epidermal growth factor receptor
inhibitor (EGFR1) class of targeted therapies have
less systemic toxicities than traditional cytotoxic
agents, but that they cause significantly more der-
matological side effects in the majority of patients.
It is clear that optimising the management of der-
matological toxicities from targeted chemotherapies
will continue to gain importance in this new era of
targeted agents. Most importantly, it will allow
patients to remain on life-altering therapy.

CASE PRESENTATION

Over the last decade, the development of new sys-
temic cancer therapies has shifted away from the
traditional chemotherapy agents towards targeting
the specific pathways involved in carcinogenesis. The
EGFRIs are one of the best known examples of tar-
geted therapy that are used both as first-line and adju-
vant chemotherapy for solid organ cancers. Since the
approval of the first targeted therapy by the Food
and Drug Administration in 2003, several targeted
agents have been tested and approved for the man-
agement of non-small cell lung, colon, pancreatic,
head and neck squamous cell, and breast cancers.
These agents include erlotinib, cetuximab, lapatinib
and panitumumab. These agents are less likely than
traditional cytotoxic chemotherapeutics to cause
myelosuppression, infection, nausea, vomiting and
diarrhoea. However, dermatological adverse events
from EGFR1s are significantly more common than
those with cytotoxic agents which are symptomatic
and manifest in cosmetically sensitive areas.

Incidence of dermatological toxicities is approxi-
mately 30-80% of the patients affected while
receiving the targeted therapy treatments. Severe der-
matological adverse effects may result in 36% of
patients receiving dose modifications or 72% of
patients who discontinued treatment. We are only
beginning to understand the significant adverse effect
of these cutaneous reactions on the quality of life
(QoL) of these patients.! As yet, there are no standar-
dised treatments for these skin side effects.

The EGFR, also referred to as Erbl/human epi-
dermal growth factor receptor 1, is a thyroxin
kinase receptor composed of an extracellular ligand-
binding domain, a transmembrane segment and an
intracellular protein kinase. Where activated, EGFR
subsequently regulates cell division apoptosis, motil-
ity and DNA repair. On the basis of its binding site,
EGFRTI’s can be divided into two classes: monoclo-
nal antibodies such as cetuximab and panitumumab
that bind extracellular and the second class small
molecule tyrosine kinase inhibitors that competi-
tively inhibit ATP binding. EGFR is expressed in
immature keratinocytes in the skin epidermis (basal
layer keratinocytes), hair follicles and sweat glands.

Lapatinib is a dual tyrosine kinase inhibitor
which targets both HER2 and EGFR tyrosine
kinases.” It has the advantage of being administered
orally. Lapatinib showed promising results both in
trastuzumab naive and in pretreated HER2-positive
advanced breast cancer.’>™® It has been shown that
lapatinib plus capecitabine is superior to capecita-
bine alone in HER2-positive advanced breast
cancer patients previously treated with anthracy-
cline, taxane and trastuzumab.”

Psoriasis is a chronic, immune-mediated, inflam-
matory condition, seen frequently in clinical practice
with a reported prevalence of 0.6-4.8% in the
general population.® ? Some factors known to trigger
psoriasis include smoking, alcohol consumption,
body mass index, trauma, infection, endocrine disor-
ders, drugs and acute withdrawal of systemic or
potent topical corticosteroids.® Drugs reported to be
associated with exacerbation/induction of psoriasis
are based mostly on case reports, with no definitive
‘cause-and-effect” links between these drugs and
onset of psoriasis. Drugs have several ways in which
they can affect the diathesis of psoriasis, including (1)
precipitation of psoriasis de novo in predisposed and
nonpredisposed individuals; (2) exacerbation of pre-
existing psoriatic lesions; (3) induction of lesions in
clinically normal skin in patients with psoriasis; and
(4) development of treatment-resistant psoriasis.'®
The clinical presentation of drug-provoked psoriasis
spans the spectrum of generalised plaque psoriasis,
palmoplantar pustulosis and erythroderma.'® The
nails and scalp can also be involved, thus making the
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distinction of drug-associated psoriasis a clinically difficult diagno-
sis.'% In addition, the mechanism of action can also involve both
immunological and nonimmunological pathways.’ Therapeutic
agents can also be categorised as having a causal relationship with
psoriasis, with considerable but insufficient data supporting induc-
tion of psoriasis, or occasionally an association with psoriasis.'®

Our patient was a 35-year-old woman who had right radically
modified mastectomy and axillary lymph nodes dissection in
June 2004. She was premenopausal, had one child and had
psoriasis. Immunohistochemical staining of oestrogen receptor
(ER) was positive and that of progesterone receptor (PR) was
negative; c-erb-B2 scored 3+ and was grade III. She was classi-
fied as T2NOMO according to the tumour size lymphadenop-
athy distant metastases (TNM) classification. She was treated
with six cycles of FAC (5-fluorouracil, doxorubicin, cyclofosfa-
mid) and tamoxifen after chemotherapy. She had a TAH+BSO
operation in November 2007. In June 2008 right axillary and
supraclaviculary lymphadenopathies progressed. There was
33 cm mass at her right supraclavicula and 10 cm lymphaden-
opathy again at the right axilla. Biopsy was performed and the
result was carcinoma metastasis. ER (=), PR (+) and CerbB2 (+
+) we began the treatment with docetaxel plus capecitabine and
cancel fluorescent in situ hybridisation (FISH) was performed.
After treatment with four cycles of a chemotherapy combin-
ation, we discontinued capecitabine because of the grade IV
hand—foot syndrome. We continued treatment with docetaxel
plus trastuzumab because FISH was positive. After three cycles
of chemotherapy, her lymphadenopathies regressed. She was
treated with three more cycles of combination chemotherapy;
since she had no other new metastasis, her lymphadenopathies
(LAP) regressed and we continued the therapy with only trastu-
zumab. She was treated with only trastuzumab between
February 2009 and April 2010.

While she was on trastuzumab, in April 2010 she had a newly
developed right paratracheal LAP at her thorax CT. We added
vinorelbine to trastuzumab after four cycles of chemotherapy
and control CT were performed. We found a stable response.
After six cycles of vinorelbine plus trastuzumab, she received
only trastuzumab between August 2010 and April 2011.

In April 2011, thorax CT was performed and multiple metas-
tases were diagnosed and the biggest was 3X4 cm, so we sug-
gested her to undergo biopsy but she did not agree. So we
decided to treat her for metastases of breast cancer. She began
to take lapatinib plus capecitabine. After one cycle of chemo-
therapy her psoriasis aggravated and we had to stop the treat-
ment (figure 1). She underwent treatment with methotrexate
for her psoriasis. We again treated her with trastuzumab plus
vinorelbine. She is still receiving this regimen. Her psoriasis
symptoms regressed after treatment (figure 2).

OUTCOME AND FOLLOW-UP

She is being treated with trastuzumab plus vinorelbine. She is
still receiving this regimen. Her psoriasis symptoms regressed
after treatment.

DISCUSSION

Although the EGFR1 class of targeted therapies has less systemic
toxicities than traditional cytotoxic agents, they cause consider-
ably more dermatological side effects in the majority of patients.
This causes measurable patient discomfort and can lead to
attenuation or discontinuation of potentially life-prolonging
therapy. Our patient was diagnosed of psoriasis before breast
cancer. She was treated with different chemotherapies and there
was no problem with her psoriasis. We did not have to

Figure 1 During treatment.

discontinue any treatment because of psoriasis aggravation. She
was treated with capecitabine before and no problem was diag-
nosed with her psoriasis but we had to discontinue capecitabine
because of the hand—foot syndrome. When she was treated with
lapatinib plus capecitabine, after one cycle her psoriasis was
aggravated, so we had to discontinue the treatment. Because she
had been treated with capecitabine before, we think that this
aggravation was due to lapatinib. We know that the EGFR1
class of targeted therapies has less systemic toxicities than trad-
itional cytotoxic agents but they cause considerably more der-
matological side effects in the majority of patients. After the
treatment her lesions regressed but we do not know it was due
to methotrexate or trastuzumab plus vinorelbine.

It is clear that optimising the management of dermatological
toxicities from targeted chemotherapies will continue to gain
importance in this new era of targeted agents. Most importantly,
it will allow patients to remain on life-altering therapy.

Learning point

» Importance of tyrosine kinase inhibitors (TKI) treatments,
side effects of the treatment, and the importance of quality
of life.

Figure 2  After stopping the treatment.
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