Rev. Med. Chir. Soc. Med. Nat., lasi — 2015 — vol. 119, no. 1

INTERNAL MEDICINE-PEDIATRICS

CASE REPORTS

LYMPHOMA IN AN HIV-POSITIVE PATIENT

Carmen Manciuc!, Carmen Dorobit’, C. Diniili’, Maria Alexandra Largu?
University of Medicine and Pharmacy”Grigore T. Popa”- lasi
Faculty of Medicine
1. Department of Medical Specialties (1)
2. Department of Preventive Medicine and Interdisciplinarity

LYMPHOMA IN AN HIV-POSITIVE PATIENT (Abstract): HIVV/AIDS is considered to be
revealing of oncological diseases, of which most frequent are lymphomas. The main causes
for this type of disease are non-adherence and non-compliance to antiretroviral therapy
(ART). We are hereby presenting a clinical case of lymphoma in an HIV -infected adult, with
non-adherence for 30 months. In such a case the interdisciplinary collaboration with the he-
matologist was essential for the patient’s survival. Keywords: HIV/AIDS, LYMPHOMA,
ANTIRETROVIRAL THERAPY, ADHERENCE.

The HIV pandemic is a reality that is in-
creasingly frequent in Romania. Studies
have observed that the median age of HIV-
positive patients has slowly shifted from the
“pediatric cohort” (born in ’87-°89) to adults
and even patients over 60 years old (1).

Frequent cases of cancer are observed
in patients with severe immunosuppression.
Lymphomas are dominant in literature and
they require a combined therapy and moni-
toring by both the infectious diseases doc-
tor and the oncologist (2).

CASE PRESENTATION

We aim to present the case of a patient
born in 1979, diagnosed in 2010 (31 years
old) with pulmonary tuberculosis. We used
two specific tests to screen for HIV: the
enzyme-linked immunosorbent assay (ELI-
SA) and antigent-anticorp confirmation test
Western Blott. They both were positive. At
the very beginning, CD4 cell count was
120/mmc and viral load (VL) 742000 cop-

ies/mmc (fig. 1). We applied therapeutic
protocol, initiating therapy with tubercu-
lostatics for 10 days. Next we started an-
tiretroviral therapy with zidovudine and
lamivudine (AZT+3TC) and efavirenz
(EFV). To avoid the immune reconstruc-
tion syndrome we administered dexa-
metazone.

Serology for hepatitis B and C were
negative, as well as syphilis. Acute phase
reactants for citomegalovirus and toxo-
plasma are were also negative. The re-
sistance report for antiretroviral drugs was
negative for all antiretroviral (ART) clas-
ses. However, we identified 2 minor muta-
tions: L10V for protease inhibitors and
K103R for  non-nucleotidic  revers-
transcriptase inhibitors. We also started
prophylaxis for pneumocistosis.

The patient’s evolution was favorable.
In February 2011 (6 months after diagno-
sis), CD4 had increased to 414 cells/mmc
and the viral load decreased to 160 cop-
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ies/mmc.

The patient ended treatment with tuber-
culostatics after one year, but adherence to
ART decreased, up until VL=99900 cop-
ies/mmc and CD4=251 cells/mmc in Nov
2012 (fig. 1).

We lost track of the patient for 30
months. In June 2014 the patient presents
herself to the Infectious Diseases Hospital
with a massive clinical deterioration, with
wasting syndrome, loosing over 15 kg in
body mass. Also important generalized
edema, hypoproteinemia 41.6 g/l, hemo-
globin 2.7 g/l, white blood cells 2800/mmc
and mononucleosic syndrome present;
CD4=58 cellsimmc and VL=54300 cop-
iessfmmc (fig. 1). Pulmonary radiological
imaging revealed a small amount of pleural
liquid, arising the suspicion for pulmonary
tuberculosis. This is why our option for
antiretroviral therapy consisted of ralte-
gravir (RAL) with abacavir+ lamivudine
(KVX) (RAL+KVX), avoiding protease
inhibitors. Sputum samples were negative
for Koch bacillus (BK) bacterioscopy.

We started support therapy with blood
derivates, intravenous aminoacids, albu-
min, filgastrinum, cotrimoxazol for pneu-
mocystosis prophylaxis and fluconazol for

oral candidiasis.

The patient is released from the hospital
after 33 days of hospitalization; biological
parameters were much emproved — white
blood cells 3000/mmec, a normal pro-
teinemia 64.5 g/l, and hemoglobin 9.1 g/I.
The patient also gained 4 kg in weight.
Renal and hepatic functions were normal.

For the whole duration of the hospital
stay, the patient had psychological evalua-
tion and regular counseling sessions. This
improved her self-esteem and self-worth,
which motivated her to decide for a better
adherence  to  antiretroviral  therapy.
Through specific techniques (3), the psy-
chologist encouraged the patient to take
responsibility for her health-related behav-
ior, thus changing her lifestyle as well.

Two months later, the patient is admit-
ted again with fever and swallowing of
latero-cervical lymph nodes. BK cultures
were negative, which allowed a switch to
last generation antiretroviral molecules —
boosted darunavir (DRV/r), etravirine
(ETV), abacavir+lamivudine (KVX).

The node biopsy showed mixed cellu-
larity Hodgkins lymphoma; CD4=82
cellssfmmc, VL=80 copies/mmc (very close
to non-detectable) (fig. 1).
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Fig. 1. CD4 cell count and viral load

The clinical and biological aspect of this
patient allowed chemotherapy in repeated
rounds, but in the presence of substitutive
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support (blood derivates, filgastrinum, intra-
venous aminoacids, and albumin).
Latero-cervical lymph nodes decreased
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in size. Antiretroviral therapy was contin-
ued until present day, keeping this ART
scheme for the rest of her life.

DISCUSSION

Immunosuppression  with values of
CD4<200/mmc is manifested in patients
that are non-adherent, non-compliant to
ART, in cases of therapeutic fatigue and
acquired resistance to highly active an-
tiretroviral therapy (HAART). The Roma-
nian cohort has an extended experience
with antiretroviral therapy; patients are
multi-experimented and have a history of
antiretroviral regimens from the first Pls to
last generation molecules (4). The cancer
incidence in HIV-positive patients de-
creased dramatically after 1990, along with
the HAART era (5).

From an epidemiological point of view,
the risk factors for lymphoma in the United
States of America are sex, age and socio-
economical status; 80% of people with
non-Hodgekin lymphoma are men who
have sex with men (MSM) and bisexuals.
The high incidence in the East Coast is a
reflection of HIV incidence (6).

One of the most significant differences
in lymphomas occurring among HIV-
infected individuals is a high association
with oncogenic herpes viruses. There is a
molecular heterogeneity of HIV-related
lymphomas. From a pathogenic point of
view, this includes mono- or polyclonal
subtypes, the presence or absence of the
Epstein-Barr virus (EBV) genome and

REFERENCES

herpes virus 8 genome, which is integrated
in the genome of the host cell. The roles of
cytokines and tumor suppression genes, as
well as the uncontrolled growth of B lym-
phocytes, are to be further researched. The
main hypothesis is that, in the context of
HIV immunosuppression, the EBV infec-
tion leads to a polyclonal stimulation and
the immortalization of B cell clones (7).
Specific antiretroviral therapy is one of
the pillars in sustaining the clinical and
biological status of the patient, alongside
support therapy. A high level of CD4 and a
low viral load, as well as balanced biologi-
cal parameters, assure a better response to
specific chemotherapy in lymphomas (8).

CONCLUSIONS

The present case has revealed the im-
portance that adherence to antiretroviral
therapy has in the control of the HIV infec-
tion. This allowed the possibility to admin-
istrate  full-dose-intensive chemotherapy
regimens with improved patient outcomes.

We found that it is essential that the in-
fectious diseases doctor and the hematolo-
gist work together to ensure the best thera-
peutic solutions to support the HIV patient
with lymphoma.

Psychological support and motivational
psychotherapy have also been essential in
sustaining this patient’s desire to go
through with therapy. It improved adher-
ence to therapy and generated a change in
the patient’s lifestyle, as well as a sustained
self-esteem and self-worth.
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A MIXTURE OF CHIA SEED AND POMEGRANATE FRUIT EXTRACTS-SYNERGISTIC

EFFECT ON INHIBITION OF MELANIN BIOSYNTHESIS

Fatty acids (especially omega-3 and omega-6) have not only nutritional benefits, but also
cosmetic ones. They are involved in many biological functions in the skin (prevention of
transepidermal water loss, maintenance of the stratum corneum epidermal barrier and disrup-
tion of melanogenesis in epidermal melanocytes). Salvia hispanica L. (commonly known as
chia) seeds are used especially as dietary supplements due to their content in fatty acids and
phenolic compounds. The consumption of the seeds decreases the triglyceride and blood glu-
cose levels, thus reducing the risk of heart disease and obesity. Punica granatum L. (pome-
granate) fruits, rich in polyphenols, have the capacity to reduce melanin content in the skin.
Because chia seed oil (rich in a-linolenic and linoleic acids) has high viscosity, low solubili-
ty and poor cellular permeability, Diwakar et al. have tested a mixture of chia seed and pom-
egranate extracts (1:1) to reduce melanin content in Melan-a cell culture. The results demon-
strated that a mixture containing 25 puL of each extract reduced melanin production by 80%
as compared to chia seed extract (10%) and pomegranate fruit extract (40%). The down-
regulation of melanogenesis-related genes (Tyr, Tyrpl and MC1r) could be a mechanism in-
volved in melanin production inhibition, since the mixture did not inhibit tyrosinase activity.
The study proved that the mixture of chia seed and pomegranate fruit extracts (1:1) had syn-
ergistic effect on melanin inhibition in Melan-a culture cells (Diwakar G, Rana J, Saito L,
Vredeveld D et al. Inhibitory effect of a novel combination of Salvia hispanica (chia) seed
and Punica granatum (pomegranate) fruit extracts on melanin production. Fitoterapia 2014;
97:164-171).
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