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Abstract
The landscape of available treatment for metastatic
urothelial cancer is rapidly changing due to the emergence
of new monoclonal antibodies that target the PD-1/PD-L1
interaction known as checkpoint inhibitors. These new
agents utilize a principle established long ago with the use
of Bacillus Calmette-Guérin by urologists for non–muscle-invasive bladder cancer that the immune system can
be modulated to act against bladder cancer. The success of
checkpoint inhibitors in early clinical trials has led to rapid
FDA approval and interest in immunotherapy by the public
and clinicians alike. It is important for all to be aware of this
changing landscape; thus, we review the basic concepts
behind the development of these newly available drugs.
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Introduction
On May 18, 2016, atezolizumab became the first anti–PD-L1
inhibitor to gain FDA approval for use in patients with advanced
urothelial carcinoma. Approval of an additional 4 anti–PD-1/
PD-L1 inhibitors would follow.1 These exciting new treatments
take advantage of interactions between cancer cells and their
host’s immune system, thereby oﬀering patients an alternative to
cytotoxic therapies. Widespread use of these novel agents requires
that clinicians gain familiarity with the growing field of immunotherapy. In this review, we discuss basic concepts for understanding the immune system’s interactions with malignant cells, as
well as report on the currently available immunotherapies in the
treatment of bladder cancer.
The susceptibility of bladder cancer to immune-mediated
destruction is not a new concept, as demonstrated by the use,
decades ago, of Bacillus Calmette-Guérin (BCG) by urologists
for non–muscle-invasive bladder cancer. Based on an observation that tuberculosis patients had fewer incidental findings
of cancer at autopsy, studies were performed throughout the
1950s demonstrating tumor resistance in animals after BCG
inoculation. This ultimately led Morales et al in 1976 to the
discovery that intravesical BCG reduced the recurrence rate
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of bladder cancer. The role of immune-mediated anti-cancer
eﬀects was suspected when granulomatous inflammation was
found on biopsy rather than urothelial carcinoma.2 Morales’
results were confirmed by larger SWOG and European Organisation for Research and Treatment of Cancer randomized
clinical trials, leading to FDA approval of intravesical BCG
immunotherapy for localized bladder cancer in 1990. It has
remained the most eﬀective treatment option for superficial
bladder cancer for the last 30 years.3
The Role of the Immune System in Bladder Cancer
Immune suppression has been implicated as a risk factor for
developing cancer, as increased rates of malignancy are seen in
both transplant and elderly patients. Specifically, with immune
suppression, there is a 3-fold increased risk of developing bladder
cancer.4 Still, the majority of malignancies occur in individuals
with competent immune systems, which implies a failure in
immune surveillance in these individuals. As such, the ability to
avoid detection and destruction by the immune system is now
recognized as a defining characteristic of cancer.5
The process that explains the immune system’s interaction
in cancer development, proposed by Chen et al, is termed the
“cancer-immunity cycle.” Rapid proliferation of cancer cells,
and ultimately necrosis, releases antigens—termed neoantigens—that are unique to the cancer cell. These neoantigens
are processed by antigen-presenting cells (APCs) of the innate
immune system and presented to T cells on major histocompatibility complex (MHC) I and II within lymph nodes.6
Co-stimulatory factors influence the production of eﬀector
T cells that should recognize these antigens as foreign and
recruit an immune response, leading to cancer-cell death.
Alternatively, inhibitory signals will produce T regulatory
cells that recognize these antigens as self; in such a case, the
immune system is suppressed, allowing cancer-cell survival.
Newly activated cytotoxic T lymphocytes (CTLs) enter the circulatory system and infiltrate tumor tissue, where they bind to
tumor antigens presented on MHC molecules. If the appropriate co-stimulatory molecules are present, the immune system
is activated and tumor cell death is promoted, releasing more
antigens and contributing to the cycle of tumor destruction.
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However, if inhibitory signals are present on the tumor cell
surface, then the CTLs recognize the cancer as self and allow
the tumor’s survival.6
The process above contributes to the constant surveillance
of mutations and subsequent cancer control known as the
“immune-editing hypothesis.”7 Three phases—elimination,
equilibrium, and escape—either control cancer or support its
progression. Elimination involves the eﬀective response by
T cells when mutated cells are destroyed. Local development
of a tumor occurs in the equilibrium phase, during which
incomplete control by the immune system allows malignant
cells to persist, grow, and develop more mutations. Inhibitory
cosignaling or T-cell energy leads to the escape phase, resulting
in local progression and metastasis.7 Ultimately, the goal of
successful immunotherapy is to push the tumor into the elimination phase by manipulating the cancer immunity cycle such
that tolerance of the developing tumor is prevented.
Encouraging an anticancer immune response relies first on
the ability of the immune system to identify malignant cells.
The greatest success in achieving immune activation has been
in tumors that carry a high degree of somatic mutations.8
The mutational load leads to increased neoantigen production
and subsequent immune detection. Urothelial cancer is highly
mutated, with only melanoma and some lung cancers bearing
higher mutational loads.9 The activity of BCG immunotherapy is based upon this concept, as nonspecific activation
of the immune system leads to bladder cancer recognition
and apoptosis. While the precise mechanism is still unclear,
installation of BCG exposes urothelial cells to an attenuated
mycobacterium; this results in a local inflammatory response
and the release of cytokines—interferon (IFN) and interleukin—to recruit the innate immune system.10 As a result of
this inflammation, APCs engulf and present both BCG and,
more importantly, local tumor antigens via MHC complexes
to T lymphocytes. This activates the adaptive immune system
against the bladder tumor.
The addition of cytokines to BCG to improve response has
been investigated. Intravesical BCG plus interferon alpha
(IFNa) has failed to show improved responses over BCG
alone in BCG-naïve patients.11,12 It is thought that the poor
response to IFNa may be due to the limited contact time
with the bladder. Currently, a phase III multicenter clinical
trial sponsored by the Society of Urologic Oncology Clinical
Trials Consortium is underway to investigate if a recombinant
adenovirus delivering the INFa gene to the urothelium in a
unique formulation can improve responses after BCG failure
(NCT01687244). Results from the phase II clinical trial in 40
patients after BCG failure demonstrated a 35% 1-year recurrence-free survival.13
Another notable investigational virus-based immunotherapy for the treatment of non–muscle-invasive bladder cancer
is the oncolytic virus CG0070. Intravesical delivery of the
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virus is thought to cause damage to retinoblastoma-deficient
cells, leading to selective destruction of urothelial cancers. The
agent also carries the granulocyte-macrophage colony-stimulating factor cytokine gene, which promotes enhanced local inflammatory reaction. Recently presented interim results from a
phase II trial of 36 patients receiving intravesical CG0070 after
2 failed induction courses of BCG showed a 44% objective
response rate (ORR) at 6 months. In patients with bladder carcinoma in situ, 52% of patients were disease-free at 6 months,
with long-term results pending (NCT02365818).14
Checkpoint Inhibition in Bladder Cancer
Among the most promising novel immunotherapies in urothelial
cancer are immune checkpoint inhibitors. When MHC-bound
tumor antigens are presented to the T-cell receptor (TCR), simultaneous co-stimulatory binding of the CD28 and B7 ligands are
necessary for CTL-mediated tumor destruction.15 Conversely,
co-inhibitory signals produced by the binding of PD-1 on the T
cell to its ligand, PD-L1, on the tumor, and to APC blunt the immune response; this allows the tumor to evade immune-mediated
destruction. This pathway has been extensively studied in bladder
cancer, as urothelial carcinoma cells can have rich PD-L1 expression. The presence of PD-L1 is both common in advanced disease
and predictive of all-cause mortality after cystectomy.16 New
monoclonal antibodies to both PD-1 and PD-L1 disrupt the interaction of these 2 cellular proteins, allowing for the stimulation of
infiltrating CTLs and subsequent tumor destruction (Figure).
The FDA-approved anti–PD-1/PD-L1 agents available for
systemic use in advanced bladder cancer in the United States
are shown in the Table. Atezolizumab was the first anti–PD-L1
antibody to gain FDA approval. Breakthrough therapy status
was granted after phase I data from 67 patients—all with
metastatic urothelial cancer who had failed prior chemotherapy—showed that they had a 43% ORR if their tumors had a
high level of PD-L1 expression on tumor-infiltrating lymphocytes, and an 11% ORR if they did not.17 Subsequently, cohort
2 of the phase II trial IMvigor210 confirmed the eﬃcacy of
atezolizumab. In that cohort’s 310 patients, all with metastatic
urothelial carcinoma and whose tumors had progressed on or
post platinum, treatment with atezolizumab yielded an ORR
of 15%, higher than the historic 10% response rate seen with
single-agent chemotherapy, which was the rate the researchers
had expected. Complete response (CR), a phenomenon nearly
unheard-of in prior postplatinum studies, was demonstrated
in 6% of patients. Patients with the highest levels of PD-L1 expression had a CR rate of 11% and an ORR of 26%.18 Atezolizumab was well tolerated in this heavily pretreated population,
many of whom had renal insuﬃciency or impaired functional
status. Furthermore, responses tended to be durable. These
data led to accelerated FDA approval of atezolizumab in the
second line and beyond in May 2016.
Cohort 1 of the IMvigor210 trial included 123 cisplatin-inel-
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FIGURE. Checkpoint Blockade With PD-1/PD-L1 Inhibitors

Interaction of PD-1/PD-L1/PD-L2 inhibits T-cell–mediated tumor killing. PD-1/PD-L1/PD-L2 interaction is usually associated with
suppression of the immune-mediated antitumor response. Blocking the binding of PD-1 to the PD-L1 ligand allows for a more robust
antitumor response.
APC indicates antigen-presenting cell; MHC, major histocompatibility complex.

igible, treatment-naïve patients with locally advanced or metastatic urothelial cancer. The ORR with 17 months of follow-up was
28%, with 6% of patients achieving a CR. Patients with low PD-L1
expression still achieved an ORR of 21%.19 The biologic rationale
for diﬀerential responses based on PD-L1 expression between
cohorts 2 and 1 in IMvigor 210 has not been explained. These
data led to accelerated FDA approval in January 2017 for first-line
atezolizumab in platinum-ineligible patients with locally advanced
or metastatic urothelial cancer.
Despite these encouraging results, the phase III IMvigor 211
trial of second-line chemotherapy versus atezolizumab failed to
meet the primary endpoint of improved overall survival (OS).20
However, in the phase III KEYNOTE-045 trial, the PD-1
inhibitor pembrolizumab did show improved OS compared
with second-line chemotherapy. A total of 542 patients who
had tumor progression on or post platinum based chemotherapy in the perioperative or advanced setting were assigned to
pembrolizumab once every 3 weeks or single-agent paclitaxel,
docetaxel, or vinflunine. The pembrolizumab arm had improved OS (10.3 vs 7.4 months) compared with chemotherapy,
with fewer grade 3 or greater adverse events (15% vs 49.4%).21
Pembrolizumab has since been approved for use in metastatic
urothelial cancer in the second line as of May 2017. Based on
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the 28.6% ORR in the KEYNOTE-052 trial, which enrolled
cisplatin-ineligible treatment-näive patients, pembrolizumab
is also approved in the first-line setting. Pembrolizumab diﬀers
from atezolizumab in that it is a monoclonal antibody to PD-1
instead of PD-L1, so it acts on the surface of the T cell; atezolizumab acts on PD-L1 expressed both on the tumor surface
and on APCs. Additionally, PD-1 binds to the PD-L2 receptor
(Figure). By blocking PD-1, both PD-1/PD-L1 and PD-1/PDL2 interactions are disrupted. Conversely, anti–PD-L1 has no
eﬀect on PD-1/PD-L2 binding. The relevance of this is not yet
understood and whether or not this has contributed to the
diﬀering results of IMvigor211 and KEYNOTE-045 regarding
OS has yet to be seen.22
Nivolumab is another anti–PD-1 monoclonal antibody
that gained accelerated FDA approval for second-line use
following platinum-based chemotherapy. Approval came in
February 2017 after the phase II trial CheckMate 275 demonstrated a 19.6% ORR, with a median response duration of
10.3 months.23 The anti–PD-L1 inhibitors durvalumab and
avelumab were also given accelerated FDA approval. The
phase I trial of durvalumab included 61 patients, 40 of whom
demonstrated >25% PD-L1 positivity in tumor or immune
cells. The ORR was 31%; however, none of the PD-L1–nega-
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TABLE. Checkpoint Inhibitors Approved for Systemic Use in Advanced Bladder Cancer, as of October 2017

Drug

Manufacturer

Target

Companion
Biomarker

Approved Use
in Urothelial
Carcinoma

Date(s) of
Approval for
Bladder Cancer

Approval in Other Malignancies

Atezolizumab

Genentech

PD-L1

Ventana PD-L1
(SP142)a

1, 2, 3

5/18/20161,2
4/17/20173

Non–small-cell lung

Avelumab

Pfizer

PD-L1

1, 2

5/9/2017

Merkel cell

Durvalumab

AstraZeneca

PD-L1

Ventana PD-L1
(SP263)a

1, 2

5/1/2017

--

Nivolumab

Bristol-Myers
Squibb

PD-1

Dako 28-8b

1, 2

2/2/2017

Melanoma, non–small-cell lung, classical
Hodgkin lymphoma, colorectal, head and
neck squamous cell, renal cell carcinoma,
hepatocellular cancer, gastric cancer

5/18/2017

Melanoma, non–small-cell lung,
head and neck squamous cell,
classical Hodgkin lymphoma,
microsatellite instability-high (various
forms), hepatocellular cancer, gastric
cancer

Pembrolizumab

Merck

PD-1

Dako 73-10

Dako 22C3b

1, 2, 3

1. Locally advanced or metastatic urothelial carcinoma with progression during or after first-line treatment with platinum-based chemotherapy.
2. Locally advanced or metastatic urothelial carcinoma progressing within 12 months of neoadjuvant/adjuvant platinum-based chemotherapy.
3. Locally advanced or metastatic urothelial carcinoma in those who are cisplatin-ineligible.
a
FDA approved companion biomarker.
b
FDA approved biomarker in other malignancies.

tive patients had a response. For PD-L1–positive patients, the
ORR was 46.4%.24 Avelumab was tested in the JAVELIN phase
I trial, which included 44 patients with metastatic urothelial
carcinoma; they had had at least 1 prior chemotherapy or
were platinum-ineligible. The ORR in this study was 18.2%,
with an ORR of 50% in PD-L1–positive patients versus 4.3%
in PD-L1–negative ones.25 Avelumab is unique in that it causes
antibody-dependent, cell-mediated cytotoxicity, which directly
lyses cells independent of PD-1/PD-L1 checkpoint blockade.
However it remains to be seen if, compared with the other
anti–PD-L1 monoclonal antibodies, this results in improved
eﬃcacy or a diﬀering safety profile.26
PD-L1 tissue biomarker testing is not mandated by the FDA
in routine clinical practice. Key diﬀerences in biomarker testing
technique—including on tumor cells, on tumor-infiltrating
cells, or both, and varying cutoﬀs for positivity of PD-1/PDL1—prohibit direct comparison of biomarker data in these
studies. Phase I and II trials of atezolizumab evaluated expression of PD-L1 on infiltrating-immune cells using immunohistochemistry (IHC) staining with the Ventana SP142 assay and a
cut-oﬀ point of 5% for determining high and low expression.17,18
In the KEYNOTE studies of pembrolizumab, IHC staining for
PD-L1 on tumor cells was determined using the 22C3 antibody
and a cutoﬀ of 1% or more to select for PD-L1 positivity.21 The
CheckMate 275 study of nivolumab used both 1% and ≥5%
staining on tumor cells as a positive biomarker, but used yet
another proprietary IHC stain, Dako PD-L1.23 Durvalumab
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was studied with the Ventana SP263 assay on both tumor
and infiltrating T cells with a cutoﬀ point of 25%, while in the
avelumab trial, biomarker positivity was defined as ≥5% PD-L1
tumor staining using a Dako assay.24,25 Further understanding
of the relevance of PD-1/PD-L1 IHC staining as a biomarker
to predict response is complicated by the variable and changing
expression of PD-L1 in tumors, making clinical use of these
assays a source of continuing investigation.
It has been well described in melanoma and other malignancies that patients can have variable responses to immune
checkpoint inhibitor therapy, including initial RECIST
progression of the disease, and—unlike comparable chemotherapy outcomes—still achieve a long-term clinical benefit.27
In the IMvigor210 trial, atezolizumab treatment was continued
post progression in 134 patients. In 19% of these individuals,
there was a 30% or greater decrease in their target lesion on
subsequent follow-up.28 This observation has been consistent
with use of checkpoint inhibitors in other genitourinary malignancies; CheckMate 025, for instance, led to the approval of
nivolumab in metastatic renal cell carcinoma. In this study, 140
patients were treated after progression and 14% demonstrated
a >30% reduction in tumor volume.29 Modified RECIST criteria
are used in many immunotherapy studies to account for the
phenomenon of initial progression followed by response.
Patients with urothelial cancers tend to be older, with
comorbidities that include cardiovascular disease, renal
insuﬃciency, impaired function status, hearing issues, and
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peripheral neuropathy. These problems can be exacerbated by,
or may preclude, cisplatin-based chemotherapy. The PD-1/
PD-L1 checkpoint inhibitors are generally more tolerable than
chemotherapy. Unlike the toxicity of chemotherapy, which
tends to be progressive and cumulative, the development of
toxicity on checkpoint blockade therapy can be immunerelated, with a variable time course. Treatment delay or
discontinuation is the mainstay of treatment, with steroids or
immune-modulating therapy reserved for patients with serious
or life-threatening toxicity. These agents have an unclear
impact on the long-term eﬃcacy of the immunotherapy.30
Future Directions
Excitement surrounding checkpoint blockade has spread as other
molecular interactions involved in the immune evasions of cancers are investigated. Cytotoxic T-lymphocyte-associated protein 4
(CTLA-4) inhibition by ipilimumab has been extensively studied
in melanoma. Functionally, the cytotoxic T-lymphocyte-associated
protein 4 (CTLA-4) is a CD28 type receptor found on the surface
molecule of regulatory T cells. Interaction with the B7 ligand functions to dampen activation of CTLs by inhibiting the stimulatory
eﬀect of CD28/B7 coupling (Figure). By adding a monoclonal
antibody against CTLA-4, APCs are better able to stimulate a
T-cell response to a neoantigen.31 Results of ongoing studies will
indicate the eﬀectiveness of CTLA-4 inhibition in bladder cancer;
however, early data about neoadjuvant ipilimumab administered
before cystectomy suggest that CTLA-4 inhibition results in an
increase of tumor-infiltrating CD4 T lymphocytes, which has
corresponded to clinical benefit in melanoma patients.32
Ipilimumab has also been shown to be active in combination with nivolumab. Ten patients with metastatic urothelial
cancer that had progressed on nivolumab monotherapy
received combination therapy. Of the 10 patients, 1 had a partial response and 4 had stabilization of their disease after the
addition of ipilimumab to their immunotherapy regimen.33
Conclusion
The successful treatment of bladder cancer with BCG has hinted
at the promise immunotherapy holds for the treatment of this
disease. As our understanding of immune-mediated pathways
increases, a familiarity with the immune system and the therapies
used to manipulate it will be necessary for all clinicians. The many
targetable molecules in immune-mediated pathways, as well a
drug combination that is outside the scope of this discussion, are
currently in development. These recently discovered and not-yetknown interactions between the immune system and cancer cells
will hopefully bring us closer to curing urothelial malignancies.
Author aﬃliations: J. Ryan Mark, MD, and Leonard G. Gomella,
MD, are with Department of Urology, Sidney Kimmel Cancer
Center, Thomas Jeﬀerson University, Philadelphia, PA. Jean
Hoﬀman-Censits is with the Department of Medical Oncology,

16

Sidney Kimmel Cancer Center, Thomas Jeﬀerson University,
Philadelphia, PA.
Address correspondence to: J. Ryan Mark, MD, Department
of Urology, Sidney Kimmel Cancer Center, Thomas Jeﬀerson
University, 1025 Walnut St, Suite 1100, Philadelphia, PA 19107.
E-mail: James.R.Mark@jeﬀerson.edu.
Financial disclosures: None.
References
1. Hematology/oncology (cancer) approvals & safety notifications. FDA website. https://www.fda.gov/drugs/informationondrugs/approveddrugs/ucm279174.htm. Updated September
29, 2017. Accessed October 5, 2017.
2. Morales A, Eidinger D, Bruce AW. Intracavitary Bacillus
Calmette-Guerin in the treatment of superficial bladder tumors.
J Urol. 1976;116(2):180-183.
3. Morales A. BCG: a throwback from the Stone Age of vaccines
opened the path for bladder cancer immunotherapy. Can J Urol.
2017;24(3):8788-8793.
4. Kasiske BL, Snyder JJ, Gilbertson DT, Wang C. Cancer after
kidney transplantation in the United States. Am J Transplant.
2004;4(6):905-913.
5. Hanahan D, Weinberg RA. Hallmarks of cancer: the next
generation. Cell. 2011;144(5):646-674.
6. Chen DS, Mellman I. Oncology meets immunology: the
cancer-immunity cycle. Immunity. 2013;39(1):1-10. doi: 10.1016/j.
immuni.2013.07.012.
7. Dunn GP, Bruce AT, Ikeda H, et al. Cancer immunoediting: from immunosurveillance to tumor escape. Nat Immunol.
2002;3(11):991-998.
8. Van Allen EM, Miao D, Schilling B, et al. Genomic correlates
of response to CTLA-4 blockade in metastatic melanoma
[published correction appears in Science. 2015;350(6262):aad8366.
Science. 2016;352(6283). pii: aaf8264. Science. 2015;350(6257):207211. doi: 10.1126/science.aad0095.
9. Alexandrov LB, Nik-Zainal S, Wedge DC, et al; Australian
Pancreatic Cancer Genome Initiative; ICGC Breast Cancer
Consortium; ICGC MMML-Seq Consortium; ICGC PedBrain.
Signatures of mutational processes in human cancer [published
correction appears in Nature. 2013;502(7470):258]. Nature.
2013;500(7463):415-421. doi: 10.1038/nature12477.
10. Redelman-Sidi G, Glickman MS, Bochner BH. The mechanism
of action of BCG therapy for bladder cancer–a current perspective.
Nat Rev Urol. 2014;11(3):153-162. doi: 10.1038/nrurol.2014.15.
11. Nepple KG, Lightfoot AJ, Rosevear HM, et al; Bladder Cancer
Genitourinary Oncology Study Group. Bacillus Calmette-Guérin
with or without interferon a-2b and megadose versus recommended daily allowance vitamins during induction and maintenance
intravesical treatment of nonmuscle invasive bladder cancer.
J Urol. 2010;184(5):1915-1919. doi: 10.1016/j.juro.2010.06.147.

www.ajho.com

BASIC CONCEPTS IN BLADDER CANCER IMMUNOTHERAPY

12. Joudi FN, Smith BJ, O’Donnell MA; National BCG-Interferon
Phase 2 Investigator Group. Final results from a national multicenter phase II trial of combination bacillus Calmette-Guérin plus
interferon alpha-2b for reducing recurrence of superficial bladder
cancer. Urol Oncol. 2006;24(4):344-348.
13. Shore ND, Boorjian SA, Canter D, et al. Intravesical rad-IFN /Syn3 for patients with high-grade, bacillus
Calmette-Guérin-refractory or relapsed non-muscle-invasive bladder cancer: a phase II randomized study [published online August
23, 2017]. J Clin Oncol. doi: 10.1200/JCO.2017.72.3064.
14. Packiam VT, Barocas DA, Chamie K, et al. PNFLBA-13 interim results from a single-arm multicenter phase II trial of CG0070,
an oncolytic adenovirus, for BCG-unresponsive non–muscle-invasive bladder cancer (NMIBC). J Urol. 2017;197(4):e915-e916. doi:
10.1016/j.juro.2017.03.039.
15. Bretscher PA. A two-step, two-signal model for the primary
activation of precursor helper T cells. Proc Natl Acad Sci U S A.
1999;96(1):185-190.
16. Boorjian SA, Sheinin Y, Crispen PL, et al. T-cell coregulatory
molecule expression in urothelial cell carcinoma: clinicopathological correlations and association with survival. Clin Cancer Res.
2008;14(15):4800-4808. doi: 10.1158/1078-0432.CCR-08-0731.
17. Poweles T, Eder JP, Fine GD, et al. MPDL3280A (anti-PD-L1)
treatment leads to clinical activity in metastatic bladder cancer.
Nature. 2014;515(7528):558-562. doi: 10.1038/nature13904.
18. Rosenberg JE, Hoﬀman-Censits J, Powles T, et al. Atezolizumab in patients with locally advanced and metastatic urothelial carcinoma who have progressed following treatment with
platinum-based chemotherapy: a single-arm, multicenter phase
2 trial. Lancet. 2016;387(10031):1909-1920. doi: 10.1016/S01406736(16)00561-4.
19. Balar AV, Galsky MD, Rosenberg JE, et al; IMvigor210 Study
Group. Atezolizumab as first-line treatment in cisplatin-ineligible patients with locally advanced and metastatic urothelial
carcinoma: a single-arm, multicenter, phase 2 trial. Lancet.
2017;389(10064):67-76. doi: 10.1016/S0140-6736(16)32455-2.
20. Roche provides update on phase III study of TECENTRIQ
(atezolizumab) in people with previously treated advanced bladder
cancer [news release]. Basel, Switzerland: Roche; March 10, 2017.
www.roche.com/media/store/releases/med-cor-2017-05-10.htm.
Accessed May 10, 2017.
21. Bellmunt J, de Wit R, Vaughn DJ, et al; KEYNOTE-045
Investigators. Pembrolizumab as second-line therapy for advanced
urothelial carcinoma. N Engl J Med. 2017;376(11):1015-1026. doi:
10.1056/NEJMoa1613683.
22. Buchbinder EI, Desai A. CTLA-4 and PD-1 pathways: similarities, diﬀerences, and implications of their inhibition. Am J Clin

VOL. 13, NO. 10

Oncol. 2016;39(1):98-106. doi: 10.1097/COC.0000000000000239.
23. Sharma P, Retz M, Seifker-Radtke A, et al. Nivolumab in
metastatic urothelial carcinoma after platinum therapy (CheckMate 275): a multicentre, single-arm, phase 2 trial. Lancet Oncol.
2017;18(3):312-322. doi: 10.1016/S1470-2045(17)30065-7.
24. Massard C, Gordon MS, Sharma S, et al. Safety and eﬃcacy
of durvalumab (MEDI4736), an anti-programmed cell death
ligand-1 immune checkpoint inhibitor, in patients with advanced
urothelial bladder cancer. J Clin Oncol. 2016;34(26):3119-3125. doi:
10.1200/JCO.2016.67.9761.
25. Apolo AB, Infante JR, Balmanoukian A, et al. Avelumab, an
anti-programmed death-ligand 1 antibody, in patients with refractory metastatic urothelial carcinoma: Results from a multicenter,
phase Ib study. J Clin Oncol. 2017;35(19):2117-2124. doi: 10.1200/
JCO.2016.71.6795.
26. Boyerinas B, Jochems C, Fantini M, et al. Antibody-dependent cellular cytotoxicity activity of a novel anti-PD-L1 antibody
avelumab (MSB0010718C) on human tumor cells. Cancer Immunol
Res. 2015;3(10):1148-1157. doi: 10.1158/2326-6066.CIR-15-0059.
27. Wolchok JD, Hoos A, O’Day S, et al. Guidelines for the evaluation of immune therapy activity in solid tumors: immune-related
response criteria. Clin Cancer Res. 2009;15(23):7412-7420. doi:
10.1158/1078-0432.CCR-09-1624.
28. Dreicer R, Hoﬀman-Censits J, Flaig T, et al. Updated eﬃcacy
and >1-yr follow up from IMvigor210: atezolizumab (atezo) in
platinum (plat) treated locally advanced/metastatic urothelial
carcinoma (mUC). J Clin Oncol. 2016;34(suppl; abstr 4515).
29. Escudier BJ, Motzer RJ, Sharma P, et al. Treatment beyond
progression with nivolumab (nivo) in patients (pts) with advanced
renal cell carcinoma (aRCC) in the phase III CheckMate 025
study. J Clin Oncol. 2016;34(suppl; abstr 4509).
30. Michot JM, Bigenwald C, Champiat S et al. Immune-related
adverse events with immune checkpoint blockade: a comprehensive review. Eur J Cancer. 2016;54:139-148. doi: 10.1016/j.
ejca.2015.11.016.
31. Sankin A, Narasimhulu D, John P, et al. The expanding
repertoire of targets for immune checkpoint inhibition in bladder
cancer: what lies beneath the tip of the iceberg, PD-L1 [published
May 8, 2017]. Urol Oncol. doi: 10.1016/j.urolonc.2017.04.007.
32. Carthon BC, Wolchok JD, Yuan J, et al. Preoperative CTLA-4
blockade: tolerability and immune monitoring in the setting of a
presurgical clinical trial. Clin Cancer Res. 2010;16(10):2861-2871.
doi: 10.1158/1078-0432.CCR-10-0569.
33. Callahan MK, Kania BE, Iyer G, et al. Evaluation of the clinical activity of ipilimumab (IPI) plus nivolumab (NIVO) in patients
(pts) with NIVO-refractory metastatic urothelial cancer (UC).
J Clin Oncol. 2017;35(suppl 6; abstr 384).

THE AMERICAN JOURNAL OF HEMATOLOGY/ONCOLOGY®

17

