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We report 4 cases of bladder cancer in an ethnically diverse population of about 2500 HIV-infected
patients. These patients were younger than the median age at diagnosis of bladder cancer in the United

States. At the time of cancer diagnosis, their CD4* cell counts ranged from 88/Y4L to 305/Y4L. Two
patients had low-grade papillary cancer at diagnosis, one with muscle invasion and the other with
progression from low-grade to metastatic bladder cancer. One patient with low-grade tumor did not
have disease progression after the first relapse, and one patient had high-grade stage IV cancer at
diagnosis. Asthe natural history of long-term survival with HIV infection continues to evolve, further
surveillance may be needed regarding a possible increased risk of bladder cancer.

Since the introduction of highly active antiretroviral therapy, the incidence of AIDS-related
malignancies, such as Kaposi sarcoma, non-Hodgkin lymphoma, primary brain lymphoma, and cervical
cancer, has decreased.! However, the incidence of non-AIDS-defining cancers, including cancer of the
lungs, breast, prostate, skin, colon, and rectum, has increased.?

In HIV-infected persons, urinary bladder cancer israre; it has been reported in only 13 HIV-infected

patientsin Europe.3 Gaughan and colleagues? identified 11 patients with HIV-associated bladder cancer,
7 of whom received highly active antiretroviral therapy; the median age was 58 years, and the male to
female ratio was 6:1. Pathology findings at initial diagnosis ranged from low- to high-grade carcinoma.

The mean CD4" cell count was 367/L (range, 228/L to 572/L) for the 7 patients.

We report on 4 cases of urothelial carcinoma of the bladder in ethnically diverse HIV-infected patients
at an urban HIV outpatient clinic.
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THE CASES
Casel

In 2002, HIV infection was diagnosed in a 65-year-old white woman with a CD4" cell count of 300/L
and an HIV RNA level of 40,050 copies/mL. She was given zidovudine/lamivudine and nevirapine and

had a good response. After 6 months of therapy, |aboratory testing revealed a CD4™" cell count of 433/L
and an undetectable viral |oad.

Figure 1. Ultrasonography detected multiple

polypoid masses in the bladder of a 65-year-old

HIV-infected woman. The largest mass measured

24 x 2.1 x 2.9 cm. Pathological examination

revealed that a low-grade urothelial carcinoma
had invaded the submucosa.

The patient reported recurrent right upper quadrant pain in 2003 but was asymptomatic until 2004, when
she presented to the emergency department with persistent abdominal pain and associated difficulty in
voiding (the results of urinalysis were not available). Abdominal ultrasonography showed multiple
polypoid bladder masses with tumors on the bladder neck and posterior and lateral bladder walls (
Figure 1). Two months later, alarge (5-cm) mass situated on the trigone and multiple tumors on the
bladder neck and posterior and lateral bladder walls were removed through transurethral resection.

Pathological examination revealed that alow-grade, T1 urothelial carcinoma had invaded the

submucosa. The patient's CD4" cell count was 305/L, and her HIV RNA level was 10,000 copies/mL
(the antiretroviral therapy had been discontinued 2 months before laboratory testing). She had been a
heavy smoker in the past and smoked 2 or 3 cigarettes a day at the time of diagnosis.

Ten months later, a follow-up cystoscopy showed the presence of 2 medium-sized tumors. The tumors
were resected, and mitomycin was ingtilled intravesically. The biopsy results showed grade 1/3
transitional cell carcinoma without evidence of muscularisinvasion. A follow-up cystoscopy 8 months
later found no evidence of recurrence. Urinalysis results were negative for blood, and microscopic
examination showed 2 to 4 red blood cells per high-power field. The patient remainsin remission.

Case 2

A 53-year-old Haitian man was admitted with complaints of fever, chills, cough, weight loss, polyuria,
and dysuria. He had received adiagnosis of HIV infection 3 months earlier; he had no history of
smoking. He had microscopic hematuria on admission, his CD4* cell count was 88/L, and his HIV RNA
level was more than 750,000 copies/mL. Blood cultures after 7 days were positive for Mycobacterium
tuberculosis. An inguinal node biopsy specimen grew M tuberculosis that was sensitive to all
antitubercul osis agents.

The patient was given isoniazid, rifabutin, ethambutol, and pyrazinamide for treatment of tuberculosis
(TB). Three months after his TB diagnosis, HIV therapy with zidovudine/lamivudine and

lopinavir/ritonavir was started. He had a good response to treatment, with an increase in CD4* cell count
to 142/ and decreased HIV RNA level to 2130 copies/mL.
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After antiretroviral therapy was initiated, inguinal lymphadenopathy developed again, associated with
fever and weight loss, and an abdominal CT scan showed worsening lymphadenopathy. The patient’s
clinical condition was attributed to immune reconstitution inflammatory syndrome (IRIS). His
symptoms were self-limited. Microhematuria was noted on urinalysis.

About 1 month after completing a 6-month course of TB treatment, the patient was admitted to the
hospital with gross hematuria without other symptoms. A CT scan of the abdomen and pelvis reveal ed
bilateral hydronephrosis and possible bladder wall thickening. His previous lymphadenopathy had
decreased. A new biopsy specimen from the inguinal node showed granulomas and acid-fast bacilli.
Urine cultures were negative for mycobacteria, but TB therapy was re-initiated. It was thought that IRIS

had recurred as aresult of TB with genitourinary tract involvement. The patient’s CD4* cell count was
162/L, and he had an undetectable viral load.

Two months later, he underwent further workup for persistent hematuria. A CT scan showed amassin
the floor of the bladder with bilateral hydronephrosis. The inguinal lymphadenopathy had decreased
further. Cystoscopy revealed atumor larger than 3 cm that circumferentially filled the bladder neck;
transurethral resection was done. A biopsy specimen showed high-grade, T2 urothelia carcinomawith
invasion of the muscularis.

The patient was treated with chemotherapy consisting of cisplatin, methotrexate, and vinblastine;
however, his disease did not respond to treatment. The team determined that he was not a good
candidate for repeated chemotherapy. The patient was discharged to hospice with stage IV bladder
cancer and genitourinary TB.

Case3
A 58-year-old Hispanic man, who had received a diagnosis of HIV infection in 1993, underwent a

workup for a self-limited episode of hematuriain 2003. His CD4" cell count was 116/L, and hisHIV
RNA level was 102 copies/mL. His antiretroviral regimen was tenofovir, emtricitabine, and
fosamprenavir/ritonavir.

The patient reported a history of smoking 1 or 2 cigarettes per day. He had 1 episode of microscopic
hematuria the previous year, and an ultrasonogram had shown a 1.6 x 1.2-cm hypoechoic cyst on the
right bladder wall. Hematuria devel oped again; the results of urine cytology were negative, and CT
findings were unremarkable.

Cystoscopy revealed a 3.4-cm papillary tumor at the trigone, which was removed by transurethral
resection. Pathological examination revealed alow-grade, T2 papillary urothelial carcinomawith
invasion to the detrusor muscle. Mitomycin C was administered postoperatively.

Three months | ater, a biopsy specimen showed chronic cystitis without malignancy. The results of urine
cytology, done at 5 and 8 months, were negative for malignant cells. Ten months later, the patient
reported that he was seeing a urologist in the community for recurrence of the cancer. He had a CD4™*
cell count of 335/L and an HIV RNA level of 66 copies/mL. The patient was subsequently lost to
follow-up.

Case4
A 51-year-old African American man presented with frank hematuriain 2004. He had received a

diagnosis of HIV infection in 1994, with a nadir CD4* cell count of 20/L and an HIV RNA level of
more than 750,000 copies/mL. Hislatest antiretroviral regimen consisted of
zidovudine/abacavir/lamivudine, tenofovir, and efavirenz, but these drugs had been withheld before his
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symptoms devel oped because of a suspected hypersensitivity reaction to abacavir. His CD4* cell count
was 200/L, and hisHIV RNA level was 100,000 copies/mL.

The patient’ s past medical history was significant for latent TB, which was treated with rifabutin and
pyrazinamide for 2 months. The patient smoked approximately 10 cigarettes per day.

Figure 2. Focal thickening of theright lateral aspect of the bladder wall
can be seen in this CT scan. A polypoid filling defect within the bladder
was detected on delayed imaging. A 2 x 3-cm diverticulum filled with
tumor was extracted by transurethral resection. Pathological
examination of the tissue showed a papillary urothelial carcinoma with
no muscularis involvement. The patient was a 51-year-old HIV-infected
man.

A CT scan of the abdomen and pelvis showed focal thickening of the right lateral wall of the bladder
close to the trigone, with a polypoid defect in the inferior aspect (Figure 2). A 2 x 3-cm diverticulum
filled with tumor was extracted by transurethral resection. Pathological examination of the tissue
showed low-grade, T1 papillary urothelial carcinoma with no muscularis involvement.

Multiple surveillance cystoscopy done at 6-month intervals over 2 years revealed papillary tumors,
which were resected. Pathological studies showed low-grade, T1 papillary carcinoma. Cystoscopy done
at 1 year showed multiple bladder tumors, which were removed from the bladder neck, left lateral wall,
and posterior wall. Pathological examination revealed alow-grade tumor with extension into the lamina
propria. Repeated cystoscopy done at 18 months showed multiple bladder tumors, and pathological
examination showed low-grade tumor without muscularis involvement. Two years after diagnosis,
cystoscopy revealed multiple tumors. Results from transurethral resection ranged from carcinomain situ

to high-grade papillary urothelial cancer. The patient’s CD4* cell count was 546/L, and his HIV RNA
level was 641 copies/mL.

The patient transferred his urological care to another facility. He reported receiving treatment with
intravesical BCG immunotherapy. He also reported he was being treated for metastatic bladder cancer.
His response to treatment is unknown.

DISCUSSION
Bladder cancer is among the top-10 diagnosed cancersin the United States, ranking fourth in men and
ninth in women; the maleto femaleratio is 3:1. More than 90% of cases are urothelial bladder cancer,

also known as transitional cell carcinoma, which occurs predominantly in patients older than 50 years.”

The most important risk factor for all bladder cancers is smoking, which contributes to approximately
25% to 60% of cases, followed by petrochemical and other industrial exposures. Other well-documented
risk factors for bladder cancer are permanent hair dyes, long-term indwelling catheters, and infection

with Schistosoma hematobium (associated with squamous metapl asia).6=7

From 2000 to 2005, the median age at diagnosis of bladder cancer in the United States was 73 years;
45.5% of patients were between the ages of 45 and 64 years. Approximately 68,810 persons (51,230
men and 17,580 women)—nearly 3 times more men than women—had cancer of the urinary bladder

diagnosed in 2008.5

http://theaidsreader.consultantlive.conidisplay/article/1145619/ 1486087 4



The AIDS Reader. Vol. No. November 16, 2009

During 2004-2005, bladder cancer was diagnosed in 4 patients out of a cohort of 1510 HIV-positive
patients older than 45 years at our clinic; the age range was 51 to 65 years, with amedian age of 57.5

years. Gaughan and colleagues® reported a median age of 55 years for 11 patients (range, 33 to 67
years), which is significantly younger than the above-mentioned national statistic of 73 years.

Consistent with the typical presentation seen in the non—HIV-infected population, most of our patients
were men and had a history of smoking. Overall, our patients had more advanced disease at the time
they started antiretroviral therapy. Our cohort had lower mean nadir CD4" cell counts, 131/L (range,
20/L to 300/L), with 75% having the diagnosis of AIDS. Also, at time of diagnosis of bladder cancer, al
patients had lower CD4" cell counts 192/L (range, 116/L to 305/L).

In the general population, the probability of bladder cancer recurrence ranges from 50% to 90%,
depending on the stage, grade, and number of primary tumors. Progression in stage and/or grade occurs
in 10% to 50% of cases.8 In our cohort, pathology and stage at initial diagnosis were as follows: The
first patient had low-grade (TINOMO) cancer, the second patient had grade 4 (T2NXM1) cancer, the
third patient had low-grade (T2NOMO) tumor with muscularis invasion, and the fourth patient had
low-grade (TINOMO) cancer.

More advanced HIV disease at the time of bladder cancer diagnosis may suggest an association of lower
CD4* cell counts with poorer bladder cancer outcomes. However, no assumptions about these
associations can be made given the small cohort sizes. Interestingly, our cluster of patients received the
diagnosis during 2004-2005.

Highly active antiretroviral therapy did not appear to alter the course of bladder cancer in our group.

Results from the US Nurses Health Studies cohort showed that postmenopausal status, earlier age at
onset of menopause, and age younger than 45 years (compared with age 50 years and older) were
associated with a statistically significant increased risk of bladder cancer (relative risk, 1.63; 95%

confidence interval, 1.20, 2.23).2

Coinfections With TB
The 2 patients with TB in our group had worse outcomes. In one, cancer was diagnosed after the
completion of treatment for TB; the other had a history of treated latent M tuberculosis infection.

CXCR4 chemokine receptors are associated with advanced stages and recurrence of bladder cancer.191n
addition, CXCR4 are co-receptorsin HIV disease and facilitate the entry of HIV into target cells.

CXCR4-tropic HIV has been associated with faster T-cell depletion and AIDS progression.1112 CXCR4
expression isincreased in active TB. While Rosas-Taraco and colleagues’3 showed that TB up-regul ates
both CCR5 and CX CR4 receptors in monocytes in vitro, Hoshino and associates™* found that
macrophages taken from bronchoal veolar lavage specimens from patients with TB preferentially

expressed CXCR4. TB may have unregulated this molecule, leading to enhanced pathogenesis of
bladder cancer.

CONCLUSIONS

Urinary bladder carcinomain HIV-seropositive patients has been rare. In our small cohort, 4 of 1510
patients older than 45 years had a significantly lower median age of onset and possibly more aggressive
disease, compared with national statistics.
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The findings of this case series suggest the need for further study of the increased risk of bladder cancer
among the HIV-infected patient population. Studies may be warranted to probe the possible association
between HIV-1/M tuberculosis coinfection, CXCR4 expression, and bladder cancer progression.

Survival rates continue to improve for HIV-infected patients, spurring new challenges in research and
clinical practice. Non—AIDS-defining cancers are increasing in the HIV-seropositive population, and
ongoing efforts will be needed to monitor the incidence of specific cancers, such as bladder cancer, in
these patients. Research should be aimed at devel oping pathways of care and may eventually be required
to determine whether urinalysis with microscopic analysis should be included in the routine follow-up
care of HIV-positive patients.
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