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Abstract. - The advent of antiretroviral ther-
apy (ART) has markedly extended the survival
rates of patients with human immunodeficiency
virus (HIV), leading to suppression even though
not eradication of HIV. In HIV infected patients,
cancer has become a growing problem, repre-
senting the first cause of death. A large number
of worldwide studies have shown that HIV in-
fection raises the risk of many non-AIDS defin-
ing cancers (NADCs), including squamous cell
carcinoma of the anus (SCCA), testis cancer,
lung cancer, cancer of the colon and rectum
(CRC), skin (basal cell skin carcinoma and
melanoma), Hodgkin disease (HD) and hepato-
cellular carcinoma (HCC). Generally in HIV posi-
tive patients NADCs are more aggressive and
in advanced stage disease than in the general
population. In the ART era, however, the out-
come of HIV positive patients is more similar as
in the general population. Only about lung can-
cer the outcome seems different between HIV
positive and HIV negative patients.

The aim of this article is to provide an up-
date on NADCs within the activity of the Italian
Cooperative Group on AIDS and Tumors (Gl-
CAT) to identify clinical prognostic and predict-
ing factors in patients with HIV infection includ-
ed in the GICAT.
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Introduction

The advent of the antiretroviral therapy (ART)
has markedly extended the survival rates of pa-

tients with HIV. HIV infected people have expe-
rienced a significant improvement in immunity
and increase in life expectancy'. However, pa-
tients taking otherwise effective antiretroviral
drugs remain at increased risk of non-AIDS-
related mortality and morbidity, including cardio-
vascular disease, neurocognitive disease, neu-
roendocrine dysfunctions and cancer!.

As a consequence of improved immune func-
tion, the incidence of AIDS-defining cancers
(ADCs), such as Kaposi’s sarcoma, non-
Hodgkin’s lymphoma (NHL) and invasive cervi-
cal cancer, has significantly declined*>. On the
contrary, non-AIDS defining cancers (NADCs)
have gradually emerged as a major fraction of the
overall cancer burden®. These NADCs include
hepatocellular carcinoma (HCC), anal cancer,
lung cancer, colorectal cancer (CRC), gastroin-
testinal cancer (GI), breast cancer and Hodgkin’s
lymphoma (HL)™!!.

It is known that cancer risk is higher in HIV
infected people compared to the general popula-
tion®, but the reasons are still partially unknown.
Some of the increased risk may be explained by a
high prevalence of cancer risk factors, such as
smoking, alcohol consumption, human papilloma
virus (HPV) infection and HCV infection among
HIV infected people'?. The role of immunosup-
pression in the development of NADCs is contro-
versial: Patel et al'?, for instance, found that the
risk of developing CRC was significantly in-
creased in the presence of a low nadir CD4 cell
count; on the contrary, in other papers no associ-
ation between the degree of immunosuppression
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and the development of NADCs has been de-
scribed'*15. The use of ART was associated with
lower rates of NADCs in a study by Burgi et al'®,
whereas the standardized incidence ratio (SIR)
for NADCs was reported not to be decreased in
the post-ART era among patients enrolled in the
Swiss cohort study!”.

In HIV positive patients, cancer represents the
first cause of death. A large number of world-
wide studies have shown that in HIV positive pa-
tient the NADCs are usually characterized by a
higher grade, more aggressive clinical course,
more rapid progression, advanced stages at can-
cer diagnosis and shorter survival compared with
HIV negative individuals*'®!°. Longer duration
of HIV infection and history of repeated oppor-
tunistic infections are also considered as relevant
risk factors for of NADCs*.

Here we report the case loade on NADCs
treated within the Italian Cooperative Group on
AIDS and Tumors (GICAT).

Patients and Methods

The GICAT has studied malignancies in HIV
positive patients since 1986. For the aim of these
studies a validated questionnaire was sent out on
behalf of GICAT and through its completion by
the participating centers the following data were
collected: demographic features, HIV risk fac-
tors, cigarette smoking habits, exposure to envi-
ronmental carcinogens, HIV viral load, immuno-
logical and clinical features at the time of diag-
nosis, histological type and clinical stage of the
tumor, antiretroviral therapy history, type of
chemotherapy, response, survival and cause of
death.

Anal Cancer

Anal squamous cell carcinoma (ASCC) is an
uncommon cancer in the general population,
whereas it represents an important source of mor-
bidity and mortality in HIV infected sub-
jects!%2021 Two meta-analyses have established a
30-fold increased risk for anal cancer among
HIV positive people in comparison with the gen-
eral population®>?3. ASCC arises from precursor
high-grade anal intraepithelial lesions (AIN)
within the anal canal®*. Infection with high-risk
types of human papillomavirus (hr-HPV), espe-
cially HPV-16, causes more than 80% of cases of
ASCC. Due to sexual transmission of HPV
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through anal intercourse, the risk is particularly
higher in HIV infected men-who-have-sex-with-
men (MSM) (46/100,000 per year % 5/100,000
per year of HIV negative men)'.

Data on ASCC in HIV positive patients are
limited and the majority of the studies are small
case series. Thus, the statistical power to evaluate
survival differences between HIV positive and
HIV negative persons is often inadequate. Re-
cently, the GICAT reported on a retrospective
study on the clinical presentation and outcome of
HIV positive patients with ASCC. Data on 65 pa-
tients were collected. All patients had histologi-
cally confirmed ASCC. Fifty-three (81.5%) pa-
tients were male, and 24 patients (37%) were
older than 45 years, according to data in litera-
ture where the risk of ASCC in the general popu-
lation is more common in females and increases
with age®. Probably HIV infection is likely to fa-
cilitate persistence of HPV infection of the anal
region and to increase the risk of anal squamous
intraepithelial lesion?®. The majority of patients
(40%) were MSM, while 25% and 27% were
drug users and heterosexual, respectively. Forty-
three patients (66.1%) were diagnosed with HIV
before 1996. Thirty-five patients (54%) had CD4
positive cells count > 200/mm?* and 28 patients
(43%) had viral load > 50 cp/ml at the time of
ASCC diagnosis. The median time difference be-
tween HIV and ASCC diagnosis was 120 months
(range 10-282 months). Sixty-one patients
(96.8%) received ART at ASCC diagnosis. Thir-
ty-two patients (49.2%) and 5 patients (7.7%)
had clinical stage II-III and IV at diagnosis, re-
spectively. We observed a predominance of ad-
vanced disease at the time of diagnosis in HIV
positive patients compared to general population
where ASCC is predominantly a loco-regional
disease and rarely metastatic at the time of diag-
nosis. This evidence is probably a result of the
effect of HIV infection and immune-suppression
on the natural history of anal HPV infection®.
Fifty-two patients (80%) had performance status
(PS) 0-1 at the time of ASCC diagnosis. Twenty-
seven patients (41.5%) underwent surgery with
curative intent. Sixty-one percent of stage 1 AS-
CC patients benefit of local excision. Thirty-five
patients (53.9%) were given combined modality
therapy (CMT) consisting of pelvic radiotherapy
with concurrent chemotherapy. Twenty-two pa-
tients (33.8%) had side effects during CMT. No
grade 3-4 hematological or extra-hematological
effects were observed in our patients. We did not
find a significant correlation between low CD4
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positive cells count (< 200/mm?) and an increase
in toxicity due to CMT (p = 0.6011). These re-
sults are in contrast with some studies in the lit-
erature that focused on the poorer therapy tolera-
bility of HIV infected patients with ASCC com-
pared with the general population due to unfore-
seeable interactions of chemotherapy with ART.
In fact, protease inhibitors and non-nucleoside
reverse transcriptase inhibitors are substrates and
potent inhibitors or inducers of the cytochrome
P450 (CYP) system. The co-administration of
anti neoplastic drugs and ART could result in ei-
ther drug accumulation and possible toxicity or
decreased efficacy of one or both classes of
drugs?’. Among responders, 37 patients (60%)
had a complete response (CR) and 16 patients
(24.6%) a partial response (PR).

Seven patients (10.8%) had progressive dis-
ease (PD) and 1 patient (1.5%) showed stable
disease (SD). Thirty patients (46.2%) have re-
lapsed disease with average time of eight months
(1-75). At anal cancer relapse, 23 patients
(35.3%) did not receive any therapy; 12 patients
(40%) underwent surgery alone; 5 patients
(16.7%) received chemotherapy alone; 1 patient
(3.33%) underwent radiotherapy alone; 4 pa-
tients (13.3%) received palliative surgery and 3
patients (10%) underwent radiotherapy plus
chemotherapy or surgery plus radiotherapy. We
did not observed any significant difference be-
tween the stage of ASCC at diagnosis (early
stage vs. locally advanced and/or metastatic) and
the time to relapse (22 log-rank test = 2.29, p =
0.32). No significant difference occurred be-
tween the initial treatment modality (chemother-
apy vs. radiotherapy vs. chemotherapy plus ra-
diotherapy) and the time to relapse (22 log-rank
test = 2.48, p = 0.29). Instead, we observed a sig-
nificant difference between patients with CR or
PR compared with patients with SD o PD and
the time to relapse (%22 log-rank test =7.77, p =
0.05). Median survival was 106 months and the
probability of survival at 5 years was 51%.
Twenty-six patients (40%) died: 20 patients
(76.9%) for disease progression; 1 patient (3.9%)
for HIV infection progression, and 5 patients
(19.2%) for other complications. Median sur-
vivals were 52 months and 13 months for stage
II-IIT and IV, respectively. Median survival was
not achieved for stage I (p = 0.0001). Five year
overall survival rate by stage distribution was:
stage 1 (88%), stage II-1II (41%), stage IV. We
obtained these data throughout the use of best
treatment modalities for stage, with CMT for

more advanced stage and local surgery for earlier
stages, as commonly used in general population.
Notably, before the introduction of ART, HIV
positive patients with ASCC, treated with CMT,
had a poorer outcome than the general popula-
tion. In the ART era, the 5 year overall survival
of HIV positive patients with ASCC has im-
proved and is reported to be similar to the one of
the general population. In conclusion, in the ART
era the prevalence of HPV infection and the risk
for ASCC is increasing and may increase even
further. This evidence depends on certain factors
including especially longer life expectancy in
HIV infected patients in ART era®. According to
literature data we observed predominance of ad-
vanced disease at the time of diagnosis in HIV
positive patients with ASCC compared to general
population. Furthermore, our data have shown a
comparable outcome in HIV infected patients as
in general population. This may be explained by
the fact that our patients with ASCC were sub-
jected to standard treatment plus ART with good
efficacy and acceptable toxicity. Despite the ret-
rospective nature of analysis, the absence of pa-
tient strict criteria of inclusion/exclusion, our da-
ta on HIV positive patients with ASCC, com-
pared both to general population and to small re-
ports on HIV positive patients present in the liter-
ature, are promising®.

Lung Cancer

Lung cancer represents the most frequently oc-
curring NADC in HIV infected people®!*. Several
reports have shown increased rates of lung cancer
in HIV infected patients as compared with unin-
fected patients. In a recent meta-analysis of seven
studies, globally considering 44,172 people with
HIV/AIDS, of whom 1,297 diagnosed with lung
cancer, Grulich et al?* estimated an overall HIV-
associated lung cancer risk of 2.7 (95% Confi-
dence Interval (CI) 1.9-3.9). Analogously, the risk
for lung cancer associated with HIV infection was
estimated to be increased 2.6-fold (95% CI 2.1-
3.1) in another meta-analysis of Shields et al*.
The risk of lung cancer in the setting of HIV in-
fection is elevated for all major lung cancer sub-
types (adenocarcinoma, squamous cell carcinoma
and small cell carcinoma) and has not been sig-
nificantly modified by the introduction of ART:
Engels et al'* reported that the relative risk (RR)
of lung cancer occurring during the pre-ART era
(2.5 (95% CI 1.9-3.3)) was similar to that de-
scribed in the early (3.3 (95% CI 2.9-3.8)) and re-
cent ART era (2.6 (95% CI 2.1-3.1)).
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The increased incidence of lung cancer may
be related to following factors: the prolonged life
expectancy of HIV positive patients during the
ART era, the longer period of immune suppres-
sion of these patients and in particular the excess
number of cigarettes they smoke?.

In fact, among HIV infected individuals smok-
ing rates range from 35% to 70%, compared to
approximately 20% in the general US
population?*-°, Furthermore, no data suggests
that the introduction of ART into clinical practice
may account for the increased incidence of lung
cancer by itself, and probably the failure to iden-
tify a risk for lung cancer in pre-ART cohorts is
related to short overall survival. We reported data
on the impact of ART on natural history of lung
cancer in HIV positive patients, comparing pa-
tients with HIV-lung cancer treated in the pre-
ART era versus the ART era. The rationale was
that the improvement in clinical conditions,
which was experienced after ART became avail-
able, might lead to a more extensive treatment of
lung cancer in these patients and perhaps to pro-
longed survival. We regard lung cancer in HIV
patients as a model to study because of the as-
sumed increasing incidence of this disease in
HIV positive individuals as a result of the pro-
longed survival induced by ART and the frequent
smoking habit’"*2. Between November 1986 and
March 2003, 68 patients were diagnosed as hav-
ing lung cancer and HIV infection, of whom 34
(50%) in the era before the introduction of ART
into clinical practice (1986-1997) and the re-
maining 34 (50%) after it became available
(1997-2003). HIV patients with lung cancer were
mostly males (87%) and smokers. The overall
median age was 43.5 years, 40.4 and 46.7 years
for the pre- and post-ART groups, respectively.
HIV infected patients are still quite young, which
may explain why lung cancer occurs at a
younger age as compared to HIV negative lung
cancer patients. Risk factors for HIV infection
were intravenous drug use (68% vs. 50%), fol-
lowed by MSM transmission (17% vs. 29.9%) in
pre-ART era and ART-era respectively; and other
factors (20.5%). Data about the viral load at the
time when lung cancer was diagnosed are avail-
able only for the post-ART group of patients; in
most cases, namely 20 out of 34 (58.8%), it was
undetectable, while in the remaining 14 a median
value of 38,020 cp/mL (95-400,000) was detect-
ed. Median CD4 count did not differ significant-
ly in both groups, with 278 cells/ul (range 12-
987) in the pre-ART cohort vs. 339 cells/ul

(range 4-761) in the post-ART group. These data
show that lung cancer is more common in associ-
ation with acceptable immune competence than
in the more advanced stages of HIV infection. As
already pointed out by other investigators®, this
might suggest that the immune function plays
less of a role in the pathogenesis of lung cancer
than in Kaposi’s sarcoma or non-Hodgkin’s lym-
phomas. The adenocarcinoma subtype of
NSCLC prevails in young patients affected by
lung cancer. As for staging, stages III and IV
were the most common, with 79% and 91%, and
4% and 31% in the pre- and post-ART settings,
respectively. ECOG PS = 2 was significantly
more frequent in the pre-ART than in the post-
ART cohorts, with 15 out of 34 (44%) and 10 out
of 34 (29%) respectively, (p = 0.02). Sixteen pre-
ART (47%) and 27 (79.4%) post-ART patients
had chemotherapy, either alone or combined with
radiotherapy; the difference is significative (p =
0.04). In the pre-ART group, 10 out of 16 pa-
tients (62.5%) were treated with cisplatin, mostly
associated with etoposide; 6 out of 16 patients
(37.5%) were given platin-free mono- or
polichemotherapy based on either cyclophos-
phamide, anthracyclines or etoposide. During the
post-ART era, 13 out of 27 patients (48.1%) re-
ceived a platinum-based association, mostly in-
cluding gemcitabine; 10 out of 27 patients (37%)
were given a platin-free association, namely vi-
norelbine and gemcitabine, and 4 out of 27 pa-
tients (14.8%) were administered a single-agent
regimen, namely vinorelbine or etoposide or
gemcitabine. The median number of chemothera-
py cycles was 3 for the pre-ART group!!1934+37 ys,
2.71-6 for the post-ART group. Treatment toxici-
ty was never serious: the greatest hematological
toxicity was G3 in 15% and 25% of the patients
in the pre- and post-ART groups, respectively.
No non-hematological toxicity greater than 2 and
no chemotherapy-related deaths were recorded.
Chemotherapy was much more frequent among
post-ART patients, of whom 27 were treated
(79.4%) vs. 16 (48%) in the pre-ART group, p =
0.04. In our opinion, this may be due to the im-
proved clinical features of the patients at the time
of diagnosis, to the results of the 1995 meta-
analysis and to a growing amount of papers con-
firming that the association of chemotherapy and
antiretroviral therapy is feasible and safe®. The
OS rate was significantly better for the post-ART
group, 3.8 months vs. 7 months, p = 0.01. How-
ever, the cause of death was comparable between
both groups, with lung tumor as the leading
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cause. We believe that these results may be at-
tributed to a concomitant synergistic effect by
ART and chemotherapy. When the cause of death
was lung cancer, OS was significantly better for
the post-ART patients with 7 months vs. 4.1
months in the pre-ART group (p = 0.02). There is
a direct correlation between a better OS in the
post-ART group of patients affected by lung can-
cer and a higher performance status score at the
time of diagnosis; nevertheless, our study shows
indirectly that chemotherapy has at least a non
detrimental effect on the survival rate for these
patients. It demonstrates that the association of
chemotherapy and ART is feasible, as already
stated, and supports its protective effect, which
co-induces a significative improvement in the
overall survival®. Our study shows that lung can-
cer does have an impact on the OS of HIV posi-
tive patients suffering from this neoplasia; for
this reason, we strongly advice that patients with
advanced lung cancer and HIV be treated in ac-
cord with the standard policy for HIV negative
patients, that is that they receive an adequate
number of platin based combination cycles
and/or radiotherapy.

Colorectal Cancer

Colorectal cancer (CRC) is the second cause
of cancer death in Western Countries. The spec-
trum of cancers may further develop because of
HIV positive patients’ longer survival in the ART
era, particularly NADCs*. NADCs are usually
characterized by a higher grade, more aggressive
clinical course, more rapid progression, advanced
stage and shorter survival compared with HIV
negative individuals'®. Data on the incidence and
natural history of CRC in HIV infected people
are limited; in particular, there are few data about
presentation, clinical course, treatment, response
to therapy, and survival of CRC in a series of
HIV infected patients.

CRC has been identified as one of the tumors
that may be increasing in incidence in the HIV
population’3. In fact, the annual incidence of
CRC increased from 0.65 per 1000 patient/years
in the pre-ART era to 2.34 per 1000 patient/years
between 1997 and 2002441, Patel et al'® reported
an increased incidence of CRC in the HIV set-
ting, whereas large reviews of matched cancer
and AIDS registries do not show the same
results'34243. The evidence probably depends on
the longer life expectancy of HIV positive pa-
tients due to ART applied in clinical practice.

Considering that HIV is now a chronic disease,

many patients are living long enough to develop
CRC; however, few studies have evaluated the in-
cidence of CRC in HIV positive cohorts and the
majority of them have excluded that the risk of
CRC is increased among HIV infected peo-
ple!>#45 A major limitation is the lack of data re-
garding rates of CRC screening in the HIV popu-
lation*®. In fact, Reinhold et al. found that HIV
positive patients were less likely to undergo any
CRC screening examination (flexible sigmoi-
doscopy, fecal occult blood test, air contrast bari-
um enema) than uninfected subjects*’. As a con-
sequence, reduced screening may have led to an
underestimated incidence of CRC in the HIV
population-based studies published so far.

Available data'®3544 suggest that HIV infect-
ed patients with CRC present with more ad-
vanced disease and at a younger age than individ-
uals without HIV91. Within the GICAT we have
compared the clinical presentation and outcome
of 27 HIV positive patients and 54 age- and sex-
matched controls with CRC, concluding that
HIV positive patients had a poorer PS, an unfa-
vorable Dukes’ stage, a higher grading and short-
er survival than uninfected subjects®.

Moreover, we have demonstrated that the con-
comitant use of chemotherapy and ART is safe
and feasible; the efficacy and the results obtained
are similar to those in the general population
19485051~ Another aspect reported within the GI-
CAT activity is the role of surgery in this particu-
lar setting of patients with metastatic CRC. Also
in this area of interest we have demonstrated that
the surgery for metastatic disease (only liver dis-
ease) is feasible and safe’?. Clearly, the multidis-
ciplinary approach represents the goal to obtain
good results in terms of efficacy and safety.

Considering that CRC is especially amenable
to screening, as premalignant adenomas exhibit a
slow progression to malignancy and are often
visibly identifiable and treatable via colonoscopy,
future research should specifically address the is-
sue of screening for HIV infected subjects, in or-
der to determine the appropriate age to start
screening, the frequency of screening and the
most cost-effective screening technique for this
subgroup of subjects.

Hepatocellular Carcinoma

Hepatocellular carcinoma (HCC) is the most
common primary cancer of the liver, and accord-
ing to the World Health Organization report, the
fourth most common cause of death. The risk for
HCC is sevenfold higher in HIV positive patients
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than in the general population. Since the intro-
duction of ART, no incidence of HCC has been
observed, unlike for other HIV-associated can-
cers. In HIV patients co infected with HCV or
HBV the risk for developing HCC is common
and significantly higher, as a result of chronic vi-
ral hepatitis. Little is still known about the inter-
actions between HIV and HBV and/or HCV over
the long term: HIV co-infection seems to acceler-
ate disease progression and to reduce the efficacy
of anti-HCV and anti HBV therapies. However, it
is unclear whether HIV infection directly in-
creases the likelihood of HCC in patients with vi-
ral hepatitis. In addition to potential indirect ef-
fects of HCC risk through improvements in im-
mune reconstitution and survival, ART is known
to have some direct hepatotoxic effects, especial-
ly among HIV positive patients chronically in-
fected with HBV or HCV*,

As for the impact of HIV itself on liver tu-
morigenesis, studies performed in mice have re-
ported a potential oncogenic role for HIV Tat
gene>. However, in humans there is no evidence
for a direct role of HIV on HCC development: in
a large retrospective study, Giordano et al>*
showed that HCC rates were not higher in HIV
mono infected patients than in general popula-
tion; in a retrospective cohort study on US veter-
ans, HIV positive people were reported to have a
higher risk to develop HCC than HIV negative
ones, but HIV status was not independently asso-
ciated with cancer after adjusting for HCV and
alcohol abuse. Anyway, HIV-induced immuno-
suppression may accelerate liver fibrosis and ex-
acerbate the risk to develop HCC%. Gp120 may
modulate human hepatic stellate cells (HSCs)
phenotype in a profibrogenic way and upregulate
tumor necrosis factor (TNF)-related pathways,
making hepatocytes more susceptible to apopto-
sis®®. In contrast with potential indirect effects on
HCC risk through improvement in immune re-
constitution and survival, ART is known to have
some direct hepatotoxic effects, especially
among HIV infected patients chronically infected
with HBV or HCVY.

In addition to the elevated risk for developing
HCC, individuals with HIV infection may have
higher HCC-related morbidity and mortality.
Some studies showed that HIV-HCV co infected
patients develop liver cirrhosis faster than HCV
mono infected individuals, and that in these pa-
tients, HCC is more aggressive™¢!,

In 2011, within the GICAT activity, we report-
ed the largest case survey on clinical characteris-

tics of HIV positive patients with HCC. We com-
pared 104 HIV infected and 484 uninfected pa-
tients, evaluating HCC tumor characteristics,
therapeutic approaches, patient survival time
from HCC diagnosis and clinical prognostic pre-
dictors. We found that HIV positive patients were
significantly younger than uninfected ones at
HCC diagnosis and were co infected with HBC
or HCV in the great majority of cases. CD4 cell
count at diagnosis was not independently associ-
ated with survival; on the contrary, patients re-
ceiving ART and with undetectable HIV RNA at
diagnosis had a better prognosis than untreated
subjects or subjects with higher HIV viral load.
Of interest, even though in HIV infected patients
HCC was diagnosed mostly at an early stage
(66% at Barcelona Clinic Liver Cancer (BCLC)
stage A or B) and then amenable for potentially
curative approaches, the median survival time
was significantly shorter than that observed in
the HIV negative counterpart (35 vs. 59 months).
A more aggressive biological behavior for HCC
in the setting of HIV infection may be advocated
as a potential explanation, but it should be taken
into account that these data may be significantly
biased by the difficulty to accurately define when
HBYV or HCV infection was acquired?®.

Regarding of treatment approach, we demon-
strated that both curative of palliative therapies
are feasible and safe®®’. In the palliative treat-
ment setting, we have reported the behavior on
concomitant use of sorafenib and ART demon-
strating that the results, in terms of efficacy and
safety, are similar to those of the general popula-
tion®®.

In conclusion, prevention and early diagnosis
are key points for the management of HCC, but,
at present, there are no universal guidelines, es-
pecially when occurring in HIV positive
patients’. Primary prevention should promote al-
cohol avoidance and HBV vaccination; sec-
ondary prevention is based on the use of ultra-
sonography and alpha-fetoprotein measurement
every six months.

Pancreatic Cancer

Pancreatic cancer (PC) is the fourth and fifth
most common cause of cancer-related death
among men in United States and in Europe, re-
spectively. Few data are available on patients
with PC. Within the GICAT we have reported da-
ta on 16 patients HIV positive with PC!'. We
matched these patients (ratio 1:2) with 32 HIV
negative patients affected by PC, based on sex
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and year of cancer diagnosis. All patients had
histologically confirmed pancreatic adenocarci-
noma. Our series is the first reported on clinical
characteristics, HIV related data, treatment and
survival data of PC in HIV positive patients. We
can summarize our results as follows. First, at PC
diagnosis HIV positive patients were significant-
ly younger (p = 0.009), with a median age of 49
years, than the control group (59.5 years) and the
general population (75 years)®. This fact could
be in part explained by an earlier exposure to
well known risk factors such as cigarette smok-
ing and alcohol intake in HIV positive patients
compared to HIV negative patients. Second,
there was a predominance of males in HIV posi-
tive patients in contrast with the data reported in
the literature where the incidence is equal in both
sexes’’. Third, at multivariate analysis, HIV posi-
tive patients compared to HIV negative patients
had a higher risk of an unfavorable performance
status (PS = 2) (OR = 8.50; 95% CI: 1.23-58.54).
In HIV positive patients this unfavorable PS was
probably associated only in part to HIV-related
immunodepression. Notably, the majority of our
patients had their HIV infection under control as
assessed by 11 patients (68.8%) with CD4 posi-
tive cells count >200/mm? and 7 patients (58.3%)
with viral load <50 cp/ml, respectively, at PC di-
agnosis. However, 37.5% of our HIV positive PC
patients shared HCV co-infection, 3 patients
(18.7%) had HBV co-infection and 2 patients
(12.5%) had an HBV-HCV co-infection. More-
over, the majority of HIV positive patients were
drug users (56.3%). There is a clear role of co-in-
fections and related diseases, along with an earli-
er exposure to well-known risk factors for meta-
bolic diseases and tumors (i.e. cigarette smoking
and alcohol consumption) and an increased num-
ber of co-morbidities that could explain the unfa-
vorable PS in HIV positive population. Fourth,
we have observed a clear predominance of HIV
positive patients with metastatic disease (81.2%),
compared to the control group where the majori-
ty of patients shared a I-III stage (according to
TNM). However, a higher risk of an advanced
TNM stage at PC diagnosis for HIV positive pa-
tients (OR = 6.33; 95% CI: 1.50-26.73) was sig-
nificant at univariate analysis but lacked statisti-
cal significance at multivariate analysis (OR =
2.14; 95% CI: 0.33-13.88; p = 0.42). Similar to
our control group, it is estimated that 50% of PC
patients in general population presents metastatic
disease, another 35% presents with locally ad-
vanced, surgically unresectable disease and about

15% presents a potentially resectable tumor’""2,

A higher metastatic presentation in our HIV posi-
tive patients is, maybe, a consequence of the poor
awareness about data on malignancies as impor-
tant causes of morbidity and mortality in HIV
positive patients in the ART era*". Fifth, due to
their metastatic presentation at diagnosis and
their unfavorable PS, 7 HIV positive patients
(43.7%) underwent surgery, with only 1 case
treated with standard surgery, whereas in the
control group the majority of patients (81.3%)
underwent surgery and, among them, 16 patients
were treated with standard surgery. Nevertheless,
these are the first data reported in the literature
on clinical characteristics, HIV-related data,
treatment and survival of PC in HIV positive pa-
tients. Moreover, these clinical data, along with
the epidemiologic data, force us to: 1) recognize
HIV positive patients as a particular category of
subjects at cancer risk 2) treat, when indicated,
co-morbidities and co-infections 3) implement,
in clinical practice, systematic screening for to-
bacco smoking and alcohol abuse 4) reserve also
to HIV positive patients the best cancer treatment
modalities used in the general population. In fact,
although limited in number, our data show that in
ART era, HIV positive patients may receive
chemotherapy and/or radiotherapy with an ac-
ceptable toxicity.

Hodgkin's Lymphoma

HIV-associated Hodgkin’s lymphoma (HIV-
HL) displays some peculiarities when compared
with HL of the general population. First, in the
pre-cART era, HIV-HL exhibited an unusually
aggressive clinical behavior and was associated
with a poor prognosis’. Second, the pathologic
spectrum of HIV-HL differs markedly from that
of HL in the general population’’. In particular,
the mixed cellularity (MC) subtype predominates
among HIV-HL™. Finally, despite advances in
chemotherapy and supportive care, optimal treat-
ment is still a matter of controversy.

In immune-suppressed patients, HL occurs
more frequently than in the general population of
the same age and gender. A summary of epidemi-
ological studies assessing the HL risk in HIV
positive people is given in Table I'776%,

Overall, HIV infected persons have a tenfold
higher risk of developing HL than HIV negative
persons. The increase in the risk was shown to be
more pronounced in HIV infected individuals
with moderate immune suppression and, note-
worthy, is in sharp contrast with the pattern ob-
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Table I. Main results reported from epidemiological studies on HL risk among HIV-infected individuals.

First author

(publication year)

Study
period

Country

Main results

Biggar (1987)

Hessol (1992)

Serraino (1993)

Serraino (1997)

Franceschi (1998)

International
Collaboration on
HIV and Cancer
(2000)

Gruilich (2002)

Dal Maso (2003)

Herida (2003)

Clifford (2005)

Biggar (2006)

Serraino (2007)

Engels (2008)

1973-1984

1978-1989

1985-1992

1985-1995

1985-1993

1985-1999

1985-1999

1985-1998

1992-1999

1985-2003

1991-2002

1985-2005

1991-2002

United States

United States

Italy

Italy

Italy

Australia,
Europe,
United States

Australia

Italy

France

Switzerland

United States

France, Italy

United States

Analysis of changes in the risk of malignancies

from 1973 to 1978 through 1984 in never married men (a
surrogate group of MSM men) in high- or low-risk areas for
AIDS. A non significant (p = 0.13) excess risk for HL was noted
Coh ort study of 6,704 HIV positive MSM. This was the first
study to demonstrate a statistically significant excess risk for HL
in HIV positive persons (RR = 5.0, 95% CI: 2.0-10.3)

Clinical case series to compare the distributions of HL types
between HIV positive and HIV negative persons. A fourfold
increase of the mixed cellularity type and a 12-fold increase of
the lymphocyte depletion type found in HIV-positives

Cohort study of 1,255 HIV positive persons with known date of
seroconversion. First observation, based on only three observed
cases, of an excess HL risk of nearly tenfold (95% CI: 8-111)
in Europe

Record linkage of the National AIDS registry with

population- based cancer registries. The increased HL risk was
confirmed (RR = 8.9, 95% CI: 4.4-16.0) by means of a higher
number of observed HL cases

Cancer incidence data collected from 23 studies that followed
up 47,936 persons with HIV infection. One of the first and
largest evaluations of the impact of ART on the spectrum of
HIV associated cancers. With regard to HL, this meta-analysis
found no difference in incidence rates before (1992-1996) or
after (1997-1999) the use of ART (RR = 0.8, 95% CI: 0.3-1.9)
This record linkage study of HIV, AIDS, and cancer registries
confirmed, in Australia, the excess risk for HL (RR = 7.8, 95%
CI: 4.4-13.0) previously noted in the United States and Europe.
Update of the record linkage study between the national AIDS
registry and population- based cancer registries. After 5 years,
the relative risk for HL nearly doubled (RR =16.2, 95%

CI: 11.8-21.7).

Evaluation of HL risk of 77,025 HIV positive persons during
pre- and post ART periods, as compared to the general
population of France of the same age and sex. HL risk seemed
higher in the post ART (RR = 31.7) period than in the pre ART
one (RR =22.8).

Record linkage between the Swiss HIV Cohort and cancer
registries. As seen in France, the findings of the study pointed to
a higher risk for HL in HIV positive persons treated with ART
(RR =36.2), as compared to those who were never treated
(RR=11.4)

The study focused on the relationship between degree of
immune suppression and risk of HL. The findings indicated that
incidence rates increased with increasing number of CD4
positive cells in HIV positive persons treated with ART.

Cohort study of 8,074 HIV positive persons: the risk of HL did
not significantly vary between those treated (RR = 9.4) or not
treated (RR = 11.1) with ART before HL occurrence

Record linkage study of 57,350 HIV infected persons with
cancer registries. Whereas the incidence of KS and of NHL
declined over time, that of HL increased (RR = 2.7, 95% CI:
1.0-7.1, 1996-2002% 1991-1995). The study findings pointed to
a shift in the spectrum of cancers associated with HIV infection
determined by ART
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Table I. (continued). Main results reported from epidemiological studies on HL risk among HIV-infected individuals.

First author Study

(publication year) period Country Main results

Powels (2009) 1983-2007 London, UK Chelsea and Westminster HIV cohort (n = 11,112); standardized
incidence ratios (SIRs) calculated using general population
incidence data; significant increase in the HL risk (SIRs) across
time periods from 4.5 (1983-1995) to 11.1 (1996-2001) to 32.4
(2002-2007)

Seaberg (2010) 1984-2007 United States ~ Multicenter AIDS Cohort study (n = 6,949), compared with SEER
data; SIR for HL 7.3

Franceschi (2010) 1985-2007 Switzerland Swiss HIV Cohort Study (n = 9,429); SIR for HL increased from
9.2 (1985-1996) to 21.0 (1997-2001) to 28.1 (2002-2006)

HL: Hodgkin’s lymphoma; MSM: men-who-have-sex-with-men; ART: antiretroviral therapy; KS: Kaposi’s sarcoma; NHL: non-

Hodgkin’s lymphoma.

served for KS or NHL3¢. However, another study
indicated that the risk of HL declined as the most
recent CD4 count increased®'. Further, compared
with patients with CD4 count greater than 500
cells per uL, the rate ratio for HL ranged from
1.2 (95% CI 0.7-2.2) for CD4 counts 350-455
cells per uL to 7.7 (3.9-15.2) for counts 50-99
cells per uL in the French Hospital Database on
HIV cohort%. Another cohort study also showed
that the risk of HL was highest at 50-99 per uL.
CD#4 cells®. By contrast, another prospective co-
hort study from London demonstrated that cART
was associated with an increased risk of HL (SIR
2.67; 95% CI, 1.19-6.02)*. Thus, as the overall
effect of cART is to increase the CD4 count lev-
el, it was speculated that, with severe immune
suppression, the cellular background surrounding
the RS cells might be altered. A potential mecha-
nism emphasizes the role of the RS cells produc-
ing several growth factors that increased the in-
flux of CD4 cells and inflammatory cells, which,
in turn, provide proliferation signals for the RS
neoplastic cells. In the case of severe immune
suppression, leading to an unfavorable milieu,
the progression of the RS neoplastic cells may be
compromised®* . In addition, HIV-HL is EBV
associated in approximately 90% of cases, in
contrast to what is observed in the general popu-
lation, in which this association is only observed
in 20-50% according to histological type and age
at diagnosis®. Usurpation of physiologically rel-
evant pathways by EBV-encoded latent mem-
brane protein 1 (LMP1) may lead to the simulta-
neous or sequential activation of signaling path-
ways involved in the promotion of cell activation,
growth, and survival, contributing, thus, to most
of the features of HIV-HL. Whether this change

affects its categorization as HL or whether it de-
lays HL. development is unknown.

HIV-HL displays different pathological fea-
tures compared to those of HL in HIV negative
patients’. In fact, HIV-HL is characterized by the
high incidence of unfavorable histological sub-
types such as MC and LD"*7.

Similarly to that observed in HIV-NHL, one of
the most peculiar features of HIV-HL is the
widespread extent of the disease at presentation
and the frequency of systemic B symptoms. At
the time of diagnosis, 70-96% of the patients
have B symptoms and 66-92% has advanced
stages of disease with frequent involvement of
extra nodal sites, the most common being bone
marrow (23-50%), liver (10-40%), and spleen
(20-25%)>°7-1%_ HIV-HL tends to develop as an
earlier manifestation of HIV infection with medi-
an CD4+ cell counts ranging from 185 to
306/uL75:97-100,

The widespread use of cART has resulted in
substantial improvement in the survival of pa-
tients with HIV infection and HL, due to the re-
duction of the occurrence of opportunistic infec-
tions and to the opportunity to allow more ag-
gressive chemotherapy!'%!-1%4,

Within the GICAT, we have collected data on
290 patients with HIV-HL'®. Two hundred and
eighty-one patients (87%) were males, and the
median age was 34 years (range 19-72 years),
and 69% of patients were intravenous drug
users. The median CD4 cell count was 240/uL.
(range 4-1,100/uL), and 57% of patients had a
detectable HIV viral load. MC was diagnosed in
53% of cases, followed by NS in 24% and LD
in 14%. Advanced stages of disease were ob-
served in 79% of patients and 76% had B symp-
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toms. The overall extra nodal involvement was
59% with bone marrow, spleen, and liver in-
volved in 38, 30, and 17%, respectively. With
the aim to evaluate the impact of ART on clini-
cal presentation and outcome of our patients,
we split the series into two subgroups: in the
first group, we included those patients who re-
ceived cART since 6 months before the onset of
HL (84 patients); in the second group, we in-
cluded those patients who never received ART
before the diagnosis of HL or less than 6
months (206 patients). Briefly, in comparison to
those who never experienced ART, patients in
ART before the onset of HL. are older and have
less B symptoms and a higher leukocyte and
neutrophil count and hemoglobin level. The fol-
lowing parameters were associated with a better
overall survival (OS): MC subtype, the absence
of extra nodal involvement, the absence of B
symptoms, and prior use of ART. Interestingly,
three parameters were associated with a better
time to treatment failure: a normal value of al-
kaline phosphates, prior exposure to ART, and
an international prognostic score (IPS) less than
3195, Table II summarizes these data.

Similar studies were carried out in France,
Germany, and Spain!*1%41%_Qverall, no differ-
ences were found between groups at baseline, but
complete remission (CR) and overall survival
rates were significantly higher in ART groups. In
the Spanish study, factors independently associ-
ated with CR were a CD4 cell count >100

cells/ulL and the use of ART; CR was the only
factor independently associated with OS!%. Due
to the low incidence of HIV-HL, no randomized
controlled trials have been conducted in this set-
ting, and standard therapy for HIV-HL has not
clearly been defined. However, results from re-
cent studies provide some evidence on how opti-
mal treatment approaches for HIV-HL may look
like. Because most patients have advanced stage
disease, combination chemotherapy regimens
were usually administered. As the widespread
use of ART allows the use of more aggressive
chemotherapeutic regimens, the Stanford V regi-
men — consisting of short-term chemotherapy (12
weeks) with adjuvant radiotherapy — was given in
a prospective phase II study within the European
Intergroup Study HL-HIV'Y7. From May 1997 to
October 2001, 59 consecutive patients were treat-
ed. Stanford V was well tolerated, and 69% of
the patients completed treatment with no dose re-
duction or delayed chemotherapy administration.
The most important dose-limiting side effects
were bone marrow toxicity and neurotoxicity.
Eighty-one percent of the patients achieved a
CR, and after a median follow-up of 17 months,
33/59 (56%) patients were alive and disease-
free. The estimated 5-year OS, disease-free sur-
vival (DFS), and freedom from progression
(FFP) were 59%, 68%, and 60%, respectively.
The FFP probability was significantly (p =
0.002) higher among patients with an IPS of < 2
than in those with IPS > 2, and the percentage of

Table Il. Clinical differences in 290 patients with HIV-HL according to prior ART exposure.

Characteristics Prior-ART 84 patients (%) ART naive 206 patients (%) p-value
Risk group

Intravenous drug users 45 72

Heterosexual contacts 30 13

MSM contacts 25 14 0.0002
Age, years

<30 5 47

31-40 46 40

>41 49 13 <0.0001
B symptoms 68 80 0.03
White blood cells

<4,000 30 51

>4,000 70 49 0.002
Neutrophil count

<2,500 33 54

>2,500 67 46 0.002
Hemoglobin level

<10.5 35 49

>10.5 65 51 0.03

MSM: men-who-have-sex-with-men.
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FFP at 2 years were 83% and 41%, respectively.
Similarly, the OS probability was significantly
different (p = 0.0004), and the percentage of sur-
vival at 3 years were 76% and 33%, respectively,
for IPS < 2 and IPS > 2!'3. Within the GICAT, 71
patients were included in a prospective phase Il
study aiming to evaluate the feasibility and ac-
tivity of a novel regimen including epirubicin,
bleomycin, vinorelbine, cyclophosphamide, and
prednisone (VEBEP regimen). Seventy percent
of patients had advanced stages of disease, and
45% had an IPS >2. The CR was 67%, and 2-
year OS, DFS, and event free survival (EFS)
were 69%, 86%, and 52%, respectively!'®®, Un-
fortunately no data are reported on cancer relat-
ed fatigue!'®.

In summary, the outcome of patients with
HIV-HL has improved with better combined anti-
neoplastic and antiretroviral approaches. The
main important challenges for the next years are
(a) to validate the role of PET scan both in the
staging and in the evaluation of response, (b) to
better understand the interactions between
chemotherapy and antiretroviral therapy in order
to reduce the toxicity of both approaches, (c) to
evaluate the use of new drugs (i.e., brentuximab
vedotin) in this setting, and (d) to evaluate the
long-term toxicity of the treatment in cured pa-
tients.

Conclusions

In the ART era, HIV positive people are living
longer and therefore are aging. Considering that
the incidence of most malignancies increases
with age, they have more opportunities to devel-
op cancer. In addition to prolonged survival, the
NADC epidemic may be significantly influenced
by behavioral risk factors, such as intravenous
drug use and smoking, and ART.

Within the activity of the GICAT we have
demonstrated that the multidisciplinary approach
in this particular setting of patients is the right
way to obtain good and safe results. Moreover,
NADC:s represent a new oncologic challenge due
to the aging of these patients''°.

Unfortunately, many questions regarding the
relationship between HIV and NADCs are still
left unanswered. Future research should focus on
the etiology of NADC:s, in order to shed light on
the pathogenesis of cancer and ultimately to work
for prevention; moreover, additional studies
should evaluate the best therapeutic approaches to

NADCs and the impact of cancer screening inter-
ventions among HIV infected people, in an effort
to diagnose cancer at an earlier stage.
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