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Abstract LBA4

POLO Trial Shows Maintenance Olaparib 
Improves Progression-Free Survival in 
Metastatic Pancreatic Cancer
By Caroline Helwick

Visit https://meetinglibrary.asco.org/record/ 
174488/abstract to read the full abstract and  
view disclosures.

In patients  with  metastatic pancreatic cancer 
and germline mutations in  BRCA1  or  BRCA2, 

maintenance therapy with olaparib doubled the 
time to disease progression and the proportion of 
patients who were progression-free at 2 years, in 
the phase III POLO trial (Kindler et al., 2019).

“Maintenance olaparib provided a statistically 
significant and clinically meaningful 47% improve-
ment in progression-free survival,” said  Hedy 
Lee Kindler, MD, Professor of Medicine at the 
University of Chicago, who presented the POLO 

trial findings at the 2019 ASCO Annual Meeting’s 
Plenary Session. Patients receiving maintenance 
therapy after stable or responding disease to ini-
tial platinum-based chemotherapy had a median 
progression-free survival of 7.4 months, compared 
with 3.8 months for those on placebo (hazard ratio 
[HR] = 0.53; P = .0038).

The findings were concurrently published 
in  The New England Journal of Medicine (Golan 
et al., 2019).  The inhibitor of poly (ADP-ribose) 
polymerase (PARP) is approved by the U.S. Food 
and Drug Administration in the treatment of 
patients with ovarian and breast cancers who 
have BRCA mutations.

Oncologists applauded these study findings. 
At a press briefing, ASCO spokesperson Suzanne 
Cole, MD,  Director of the University Hospital 
Simmons Cancer Clinic at the UT Southwestern 
Medical Center at Richardson/Plano, commented, 
“These results are practice-changing for our pa-
tients. I can’t wait to go back to the clinic and look 
for BRCA mutations in my patients.”

Dr. Cole continued: “Now that we have a 
targeted medicine that can benefit patients 
with BRCA mutations, it is our duty to search for 
this mutation to identify those who will benefit 
from a treatment that could extend their life.”

Rationale Behind Novel Therapy
As Dr. Kindler  noted, metastatic pancreatic 
cancer is a “dismal disease,” with a median pro-
gression-free survival of about 6 months and a 
median overall survival of 8 to 12 months with 

Trials studying additional solid cancers, such 
as pancreatic cancer, head and neck cancer, 
glioblastoma, and glioma are reviewed in this 
section and accompanied by advanced prac-
titioner commentaries. In addition, a study 
exploring the benefits of proton therapy over 
photon therapy is discussed. 

J Adv Pract Oncol 2019;10(6):590-600 
https://doi.org/10.6004/jadpro.2019.10.6.9

http://AdvancedPractitioner.com
https://meetinglibrary.asco.org/record/
https://doi.org/10.6004/jadpro.2019.10.6.9


591AdvancedPractitioner.com Vol 10  No 6  Aug 2019

OTHER SOLID CANCERS MEETING REPORTS

the current standard-of-care chemotherapy. 
Fewer than half of patients are able to proceed 
to second-line therapy, and, until now, there has 
been no effective targeted therapy. Maintenance 
treatments aim to delay disease progression fol-
lowing chemotherapy without compromising 
quality of life.

Some 4% to 7% of patients with metastatic pan-
creatic cancer harbor a germline BRCA mutation. 
In other tumor types, these  BRCA-deficient tu-
mors have derived a benefit from platinum-based 
chemotherapy and from PARP inhibitors. Olapa-
rib works by trapping PARP at sites of DNA single-
strand breaks, causing an accumulation of DNA 
damage and tumor-cell death.

“Our results are the first from a phase III trial 
to validate a targeted treatment in a biomarker-
selected population of patients with pancreatic 
cancer,” Dr. Kindler noted.

POLO Details
The phase III  POLO trial was conducted at 119 
sites in 12 countries. Of 3,315 patients with pan-
creatic cancer screened, 247, or 7.5%, had germ-
line BRCA mutations, and 154 were enrolled after 
not experiencing disease progression during 16 
weeks or more of platinum-based chemotherapy. 
The investigators randomly assigned 92 patients 
to treatment with olaparib at 300 mg twice daily 
and 62 patients to the placebo arm. Maintenance 
was initiated 4 to 8 weeks after the last dose of 
chemotherapy and continued until radiologic dis-
ease progression by investigator assessment.

Improvements in All Key Outcomes
The primary  endpoint was progression-free sur-
vival by blinded independent central review. The 
progression-free survival was 7.4 months with 
maintenance olaparib, compared with 3.8 months 
with placebo (hazard ratio [HR] = 0.53; P = .0038). 
From 6 months onward, more than twice the pro-
portion of olaparib-treated patients were progres-
sion-free (Table 1 online). Time to second disease 
progression was improved by 24% as well, “which 

may indicate the durability of treatment benefit 
beyond disease progression,” she suggested.

“What was truly remarkable was that the me-
dian duration of response in patients with meta-
static pancreatic cancer was more than 2 years,” 
Dr. Kindler emphasized. She predicted that this 
could signal a change in the disease trajectory of a 
pancreatic cancer subset.

The objective response by blinded indepen-
dent central review was 23.1% with olaparib and 
11.5% with placebo. Two olaparib-treated pa-
tients had complete responses, and both were 
ongoing at the time of data cutoff. The planned 
interim analysis of overall survival (at 46% ma-
turity) demonstrated no difference in survival, 
with median survival times of approximately  
18 months.

Adverse events grade ≥ 3 were observed in 
39.6% of the olaparib arm and 23.3% of the place-
bo arm, mainly anemia and fatigue, with a toxicity 
profile similar to that seen in other tumor types. 
Patient-reported global health-related quality of 
life was preserved, over time, with no clinically 
meaningful differences from baseline in either 
arm or between the arms.

“We conclude that a strategic approach of 
first-line platinum-based chemotherapy followed 
by maintenance olaparib treatment should be-
come a new standard of care for patients with 
metastatic pancreatic cancer who have a germ-
line BRCA mutation,” said Dr. Kindler. l
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The Advanced Practitioner Perspective 
Amy Hacker-Prietz, MS, PA-C  
Johns Hopkins University
The recent POLO trial is very exciting and could 
be beneficial to certain populations of pancre-
as cancer patients. However, many patients do 
not always understand trial details and the fact 
that benefits may only be applicable to a cer-
tain group, like this study was in patients with 
BRCA mutations (which only occurs in about 
4% to 7% of patients). 

Patient Education 
As an advanced practitioner (AP), it is criti-
cal to understand the trial process and edu-
cate patients efficiently since pancreas can-
cer is very time sensitive. I have found that 
many patients will read the title of a trial or 
the highlight of the results and immediately 
want to pursue it. As APs, we have to under-

stand data sets and enrollment processes 
to help educate and guide patients better in 
their decisions. I know many patients bring 
me studies, spend exorbitant amounts of time 
researching, get all excited with headline re-
sults, and then are not candidates and be-
come extremely disappointed. 

You will never know every trial, but you 
can be familiar with the larger ongoing stud-
ies as well as preliminary testing that may be 
required for qualification. Advanced practitio-
ners can take time to educate patients about 
enrollment criteria and time frames for test-
ing for things like BRCA. Also, APs can help 
patients understand that if they do not fit the 
inclusion criteria, it could be a treatment that 
may not be beneficial to them. It may help re-
lieve some anxiety if they did not qualify. 

Disclosure: Ms. Hacker-Prietz has no con-
flicts of interest to disclose. 

Abstract 4000

APACT Trial: Nab-paclitaxel/Gemcitabine vs 
Gemcitabine Alone in Adjuvant Treatment 
of Pancreatic Cancer
By Caroline Helwick 

Visit https://meetinglibrary.asco.org/record/ 
173181/abstract to read the full abstract and  
view disclosures.

The largest adjuvant trial in pancreatic adeno-
carcinoma, the global phase III APACT trial, 

evaluated the combination of adjuvant nab-pacli-
taxel/gemcitabine vs gemcitabine monotherapy in 
patients with resected pancreatic cancer. Results 
of the study were reported by Margaret A. Tempe-
ro, MD, of the University of California, San Fran-
cisco, at the 2019 ASCO Annual Meeting (Tempe-
ro et al., 2019). 

The primary endpoint of independently as-
sessed disease-free survival did not show a dif-
ference with the combination. Disease-free 
survival by prespecified sensitivity analysis of 
investigator assessment, however, showed a pro-
longed disease-free survival, Dr. Tempero re-
ported. Dr. Tempero noted that overall survival 
data are still immature.

“The primary endpoint of independently as-
sessed disease-free survival was not met, but in-
vestigator-assessed disease-free survival appeared 
to align more closely with the overall survival re-
sults,” Dr. Tempero said. Hazard ratios (HR) for 
disease-free survival were 0.88 (P = .1824) by in-
dependent assessment and 0.82 (P =.0168) by in-
vestigator assessment. She noted that these results 
send a message about clinical trial design.

Unusual Trial Design
This trial represents the first time that an inde-
pendent-assessed disease-free survival endpoint 
was used in an adjuvant trial for pancreatic adeno-
carcinoma. And, according to Dr. Tempero, study 
investigators are now questioning this approach. 
When asked by an attendee what her recommen-
dations as a trialist would be, based on APACT 
outcomes, she responded, “It’s simple. Don’t use 
independent assessment.”

With independent assessment, she now realiz-
es, assessors are not privy to information used by lo-
cal investigators to determine disease progression, 
such as postoperative changes, patient-reported 
pain, and rise in CA 19-9 levels. Perhaps because 
they lacked such information, the independent re-
viewers in APACT experienced some discordance 
that needed to be adjudicated, she said.

HACKER-PRIETZ
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“We all recognize that clinically, it’s often 
difficult to distinguish recurrence in the pan-
creatic bed from postoperative changes. Inde-
pendent assessment had never been used before, 
and we thought we were introducing more rigor 
into the trial. Clearly, this is a lesson learned for 
the field going forward: avoid this endpoint,” Dr. 
Tempero suggested.

APACT Details
The hypothesis was that the combination of nab-
paclitaxel/gemcitabine would improve outcomes 
over gemcitabine alone, the standard of care at the 
time of the trial in patients who underwent resec-
tion. In the landmark MPACT trial in metastatic 
patients, nab-paclitaxel/gemcitabine yielded an 
absolute 2.1 months of survival time (P < .001; Von 
Hoff et al., 2013). After the launch of the APACT 
trial, gemcitabine plus capecitabine and modified 
FOLFIRINOX demonstrated survival benefits in 
the adjuvant ESPAC-4 (Neoptolemos et al., 2017) 
and PRODIGE 24 trials (Conroy et al., 2018) and 
so became preferred treatments.

The global APACT study enrolled 866 treat-
ment-naive patients (median age, 64 years) who 
had undergone macroscopic complete resection. 
Most had lymph-node positive disease (72%) and 
R0 resections (76%), and all patients showed no 
evidence of persistent disease.

Patients were randomly assigned to receive, 
within 12 weeks of surgery, nab-paclitaxel at 125 
mg/m2 plus gemcitabine at 1,000 mg/m2 or gem-
citabine alone at 1,000 mg/m2 for 6 cycles. The 
primary endpoint was radiologic disease–free sur-
vival, independently assessed without reviewers’ 
knowledge of clinical circumstances.

Outcomes in Disease-Free Survival
After a median follow-up of 38.5 months, median 
disease-free survival by independent review was 
19.4 months with nab-paclitaxel/gemcitabine vs 
18.8 months with gemcitabine (HR = 0.88; P = .1824). 
The benefit was greatest in patients with moderate-
ly differentiated tumors, lymph node–positive dis-
ease, R1 resection, and normal CA 19-9 level.

For the prespecified sensitivity analysis of 
investigator-assessed disease-free survival, a 
benefit was shown for the combination, with a 

median disease-free survival of 16.6 months vs 
13.7 months for the single agent (HR = 0.82; P = 
.0168). Overall survival was a secondary endpoint, 
for which the data are immature. At data cutoff, 
interim median survival was 40.5 months vs 36.2 
months, respectively (HR = 0.82; P = .045).

Grade ≥ 3 treatment-emergent adverse events 
were reported in 86% of the experimental arm and 
68% of the single-agent arm. The most common 
grade ≥ 3 hematologic and nonhematologic 
toxicities were for nab-paclitaxel/gemcitabine 
vs gemcitabine, neutropenia (49% vs 43%) and 
fatigue (10% vs 3%). Patients in the combination 
arm also had more peripheral neuropathy, 
diarrhea, and asthenia.

“Overall survival is encouraging, and 
longer follow-up will clarify the role for this 
combination as adjuvant therapy for pancreatic 
adenocarcinoma,” Dr. Tempero said. “The interim 
analysis suggests that continued investigation of 
this regimen in patients with lymph node–positive 
disease, R1 resection, or an inability to tolerate 
modified FOLFIRINOX is warranted.” l
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The Advanced Practitioner Perspective 
Amy Hacker-Prietz, MS, PA-C  
Johns Hopkins University
Advanced practitioners will see many pan-
creas cancer patients in the adjuvant setting. 
These patients may have been treated with 
neoadjuvant therapy, just had surgery, and 
are now coming in for follow-up with you and 
want to know what to do next. 

Patient Communication
The APACT study of gemcitabine/nab- 
paclitaxel vs gemcitabine alone in the adju-
vant setting emphasizes why you really need 
to ask questions and listen to your patients. 
Although radiographic imaging may come up 
negative for recurrence on review by an in-
dependent assessment, it is important to in-
vestigate symptoms such as pain, appetite, 
weight, fatigue, and bowel habits. Some of 
these symptom changes in a pancreas can-
cer patient could indicate an early recurrence 
prior to seeing clear radiographic evidence. 

Investigator assessments of laying eyes on 
the patient and following symptoms and lab 
changes (cancer antigen [CA] 19-9 or carcino-
embryonic antigen [CEA] level) may be more 
effective for earlier detection of a recurrence. 

Symptom Management
Symptom assessment and management of 
these patients is critical. To qualify for stud-
ies or even standard-of-care treatment, a pa-
tient’s performance status often needs to be 
ECOG 0 or 1. If their symptoms are not man-
aged appropriately, it could really limit which 
treatments they can handle as well as impact 
their life quality of life. Ask questions, and 
if you make changes to address symptoms, 
then follow up on those changes for effective-
ness. It is difficult to rationalize quantity of life 
without quality of life; they must go hand-in-
hand, and APs are in a good position to help 
patients maintain that quality of life. 

Disclosure: Ms. Hacker-Prietz has no con-
flicts of interest to disclose. 

Abstract 6000

Improved Survival Shown With  
First-Line Pembrolizumab in  
Advanced Head and Neck Cancer
By Caroline Helwick

Visit https://meetinglibrary.asco.org/record/ 
171051/abstract to read the full abstract and  
view disclosures.

In the  final  analysis  of KEYNOTE-048, first-
line pembrolizumab monotherapy led to a 

significant improvement in overall survival, vs 
standard chemotherapy with targeted therapy 
(EXTREME regimen), in patients with recur-
rent or metastatic head and neck squamous 
cell carcinoma expressing programmed cell 
death ligand 1 (PD-L1; Rischin et al., 2019).  In 
the total population as well, the combination of 
pembrolizumab plus chemotherapy improved 
overall survival, and single-agent pembrolizumab 
was noninferior to chemotherapy.

“The data from KEYNOTE-048 support 
pembrolizumab plus platinum-based chemo-

therapy and pembrolizumab monotherapy as 
new first-line standard-of-care therapies for re-
current head and neck squamous cell carcino-
ma,” said  Danny Rischin, MD, of Peter MacCal-
lum Cancer Centre in Melbourne, speaking at the 
2019 ASCO Annual Meeting.

In the first-line setting for recurrent or meta-
static disease, the EXTREME regimen was the 
standard of treatment for more than 10 years, but 
median overall survival with this regimen is only 
about 10 months, and the incidence of grade 3 to 
4 toxicity is high. Immunotherapy could improve 
upon outcomes in terms of both efficacy and toxic-
ity, KEYNOTE-048 investigators suggested.

The previous interim analysis of KEY-
NOTE-048, presented by principal investiga-
tor Barbara Burtness, MD, of Yale School of Medi-
cine, New Haven, Connecticut, at the European 
Society for Medical Oncology (ESMO) 2018 Con-
gress found a survival benefit for pembrolizumab 
with or without chemotherapy (Burtness et al., 
2018). That benefit was seen in the total population 
with pembrolizumab and chemotherapy in pa-
tients with a PD-L1 combined positive score (CPS) 
≥ 1 and ≥ 20 with pembrolizumab monotherapy.
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The study provided the first evidence of pro-
longed survival with immunotherapy in the first-
line recurrent or metastatic setting for advanced 
head and neck cancer, and the data were submit-
ted to the U.S. Food and Drug Administration 
(FDA). After the ASCO meeting, pembrolizumab 
was approved by the FDA for the first-line treat-
ment of patients with metastatic or unresectable 
recurrent head and neck squamous cell carcino-
ma—as monotherapy in patients whose tumors 
express PD-L1 (with a CPS ≥ 1) or in combination 
with a platinum and fluorouracil for this popula-
tion irrespective of PD-L1 expression.

KEYNOTE-048 Details
The phase III trial included 882 patients with re-
current or metastatic head and neck squamous 
cell carcinoma who were tested for PD-L1 expres-
sion. Patients were randomly assigned 1:1:1 to the 
following three regimens:

•	 200 mg of pembrolizumab every 3 weeks for 
24 months (n = 301)

•	 Pembrolizumab for 24 months plus six cy-
cles of chemotherapy consisting of cisplatin 
at 100 mg/m2 or carboplatin at AUC 5 every 
3 weeks plus fluorouracil at 1,000 mg/m2/d 
for 4 days every 3 weeks (n = 281)

•	 EXTREME regimen: cetuximab at a 400 mg/
m2 loading dose followed by 250 mg/m2 once a 
week plus six cycles of chemotherapy (n = 300).

The study followed a hierarchic design, testing 
a number of initial hypotheses, with the remaining 
hypotheses tested for statistical significance only 
if the initial one was positive. Hypotheses tested in 
the final analysis included the superiority of pem-
brolizumab alone in the total population, superi-
ority of pembrolizumab plus chemotherapy in the 
CPS ≥ 20 population, and superiority of pembroli-
zumab plus chemotherapy in the CPS ≥ 1 popula-
tion (only if superiority in the CPS ≥ 20 population 
was demonstrated).

Overall Survival Improved
Overall survival was improved by both pembroli-
zumab monotherapy and pembrolizumab plus che-
motherapy, with some nuances. In the total popu-
lation, median overall survival was 11.5 months 

with pembrolizumab vs 10.7 with the EXTREME 
regimen (hazard ratio = 0.83; P = .0199). Median 
overall survival was 13.0 months with pembroli-
zumab plus chemotherapy, for a hazard ratio of 
0.72 compared with the EXTREME regimen.

Dr. Burtness noted that although the trial was 
not designed to compare the two investigational 
arms, the median overall survival and hazard ratios 
suggest there is no added survival benefit of che-
motherapy for the CPS ≥ 20 population. The hazard 
ratio for progression-free survival was 1.29 (95% 
confidence interval [CI] = 1.09–1.53) for single- 
agent pembrolizumab. For pembrolizumab/che-
motherapy, it was 0.76 (95% CI = 0.58–1.01) for 
CPS ≥ 20 and 0.84 (95% CI = 0.69–1.02) for CPS 
≥ 1. The response rate was higher with chemo-
therapy, indicating that in the most symptomatic 
patients, there could be an advantage for including 
chemotherapy even with a CPS > 20.

Response rates for pembrolizumab plus che-
motherapy were 42.9% vs 38.2% in the CPS ≥ 20 
population and 36.4% vs 35.7% in the CPS ≥ 1 pop-
ulation. The median duration of response with 
the combination was around 7 months—almost 
double that for EXTREME. Interestingly, with 
the single agent, response rates were approxi-
mately half those achieved with chemotherapy 
(16.9% vs 36.0% in the total population), but the 
duration of response was much longer (median 
22.6 vs 4.5 months).

All-cause grade 3 to 5 adverse event rates were 
54.7% for pembrolizumab alone, 85.1% for pem-
brolizumab/chemotherapy, and 83.3% for cetux-
imab/chemotherapy. l
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The Advanced Practitioner Perspective 
Abby Fuoto, DNP, ANP-BC, AOCNP®, ACHPN 
University of Arizona Cancer Center
The phase III clinical trial KEYNOTE-048 pro-
vides evidence for the role of pembrolizumab 
with or without chemotherapy as first-line 
treatment for metastatic or inoperable recur-
rent head and neck cancer. This is practice-
changing in the management of head and neck 
cancer, in which the EXTREME regimen (cetux-
imab plus chemotherapy) has been the stan-
dard of care for first-line treatment for years. 

KEYNOTE-048
This study found improved overall survival 
in patients in the pembrolizumab plus che-
motherapy arm, regardless of PD-L1 expres-
sion, although survival rates were higher in 
groups with enhanced PD-L1 expression (CPS 
≥ 1) and high PD-L1 expression (CPS > 20). It 
also found single-agent pembrolizumab was 
noninferior to cetuximab plus chemotherapy 
in the total population. This is an interesting 
finding, as noninferiority trials are typically 

employed when there is an expectation that 
the control (EXTREME) and experimental 
(pembrolizumab) treatments are similar. 

Considerations for Advanced Practitioners
As advanced practitioners, this provides nu-
anced considerations for treatment. For pa-
tients who have symptomatic cancer burden, 
when clinicians would want to take advan-
tage of rapid cytoreduction, pembrolizumab 
plus chemotherapy demonstrated a higher re-
sponse rate than the EXTREME regimen, with 
similar rates of severe toxicities. 

However, in minimally symptomatic pa-
tients, those whose tumor expresses PD-L1, 
who are platinum-refractory, or are poor che-
motherapy candidates, pembrolizumab mono-
therapy may be the first-line treatment of 
choice as it has lower rates of severe toxicities 
than either chemotherapy arm. This is a signifi-
cant consideration, as fewer toxicities lead to 
enhanced quality of life and better tolerance of 
cancer treatment overall. 

Disclosure: Dr. Fuoto has no conflicts of in-
terest to disclose. 

Abstract 2016

Combination Therapy With SurVaxM in 
Newly Diagnosed Glioblastoma
By The ASCO Post

Visit https://meetinglibrary.asco.org/record/ 
174784/abstract to read the full abstract and  
view disclosures.

Ahluwalia et al shared research results on Sur-
VaxM at the 2019 ASCO Annual Meeting, re-

porting that combination therapy with the immu-
notherapy vaccine was more effective than standard 
therapy for nearly all patients with newly diagnosed 
glioblastoma in a phase II trial (Abstract 2016). 

SurVaxM (SVN53-67/M57-KLH) was devel-
oped at Roswell Park Comprehensive Cancer 
Center by Robert Fenstermaker, MD, and Michael 
Ciesielski, PhD. The vaccine is a new and unique 
cancer immunotherapy designed to stimulate a 
multifaceted immune response targeting survivin, 
a tumor-survival antigen not generally present in 
nonmalignant cells.

Results were reported from a five-center,  
single-arm phase II clinical trial, in which 63 pa-
tients with newly diagnosed glioblastoma with a 
median age of 60 years were followed for safety, 
6-month progression-free survival, 12-month 
overall survival, and immunologic response. All 
patients underwent standard treatment involving 
craniotomy, radiation, and treatment with temo-
zolomide both before and after surgery. Immune 
response was assessed by detection of a survivin-
specific antibody and CD8-positive T-cell levels.

Study Results
The team reported that, compared to a historical 
analysis of patients receiving standard therapy 
alone, combination therapy with SurVaxM gen-
erated encouraging efficacy and immunogenicity 
in patients with newly diagnosed glioblastoma, 
with minimal toxicity or side effects. The major-
ity of patients (96.8%) did not experience disease 
progression within 6 months of treatment, and 
93.5% were alive 1 year after diagnosis, compared 
to an expected 65% survival rate based on histori-
cal comparisons.

FUOTO
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“We saw significant increase[s] in both PFS and 
OS, which [are] noteworthy in patients with such 
a notoriously aggressive and treatment-resistant  
disease,” said Dr. Fenstermaker.

“We were pleased to see that even patients 
with poor prognostic factors like high levels of sur-
vivin responded well to this combination of stan-
dard therapy plus SurVaxM,” added Dr. Ciesielski.

SurVaxM was awarded Orphan Drug designa-
tion by the FDA in 2017. l
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The Advanced Practitioner Perspective 
Nanette Fong, RN, MSN     
Ronald Reagan UCLA Medical Center
While this study shows promising results, 
it must be validated in a larger randomized 
study using SurVaxM, concurrent radiation, 
temodar, adjuvant temodar vs. standard ther-
apy in order to significantly impact clinical 
practice and treatment options.

Study Design
There are other elements of this study that 
must be considered. First, eligibility criteria 
for this study included an MRI documenting 
a 1 cm3 or less tumor volume post-resection, 
which is a narrow criterion impacting inter-
pretation of efficacy results of this study, as 
well as eligibility of future patients. Further 
studies could consider including patients with 
more than 1 cm3 residual tumor volume, as 
this would be of greater clinical significance 
and would broaden treatment choices. 

Second, antibody titers of patients receiv-
ing SurVaxM produced an increase in SurVaxM. 
Results showed that this correlated with in-
creased survival rate. Stratification by survivin  
expression level as a biomarker should be con-
sidered.  This finding should also be replicated 
in patients with subtotal resections. 

Third, in the era of pseudo-progression, it 
is not clear if the study took into consider-
ation any MRI changes that may be reactive 
changes in the setting of immunotherapy vs. 
true tumor progression. Clearly understand-
ing and detailing the criteria that were used 
to differentiate tumor response/stabilization 
vs. tumor progression is critical before con-
sidering use in clinical practice.

SurVaxM represents a promising immuno-
therapy strategy for glioblastoma that targets 
survivin. Additional clinical studies will be re-
quired to validate these results.

Disclosure: Ms. Fong has no conflicts of in-
terest to disclose. 

Abstract 2002

Subgroups of Patients With Low-
Grade Glioma May Benefit From PCV 
Chemotherapy Plus Radiotherapy
By The ASCO Post

Visit https://meetinglibrary.asco.org/record/ 
173360/abstract to read the full abstract and  
view disclosures.

A recent, updated predictive analysis of the three 
World Health Organization (WHO)-defined 

molecular subgroups based on IDH mutation status 
and 1p/19q codeletion status represented in the 
high-risk treatment arms of a phase III trial found 
that both IDH-mutant subgroups may derive ben-

efit from the addition of PCV (procarbazine, lomus-
tine, and vincristine) chemotherapy to radiothera-
py. These data were presented by Bell et al at the 
2019 ASCO Annual Meeting (Abstract 2002).

NRG-RTOG 9802
NRG-RTOG 9802 was a phase III trial that assessed 
patients with high-risk low-grade gliomas (defined 
as patients at least 40 years old or who have had in-
complete tumor removal) that were treated with ra-
diotherapy with or without PCV chemotherapy after 
the patients received a biopsy or surgical resection. 
This analysis studied a subset of the specimens from 
which tissue was available for molecular profiling.

“This is the first phase III trial to evaluate the 
predictive value of WHO subgroups in low-grade 
gliomas using long-term overall survival data with 
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the current standard of care. The results support 
the notions that there are benefits of PCV therapy 
to RT for both IDH-mutated, 1p/19q noncodeleted 
and  IDH-mutated, 1p/19q codeleted subgroups; 
whereas, high-risk low-grade glioma patients 
with IDH wild-type tumors did not demonstrate any 
benefit from this treatment,” stated first author Erica 
H. Bell, PhD, Associate Professor of the Department 
of Radiation Oncology at The Ohio State University.

Findings
One hundred and six specimens of the 251 eli-
gible patients from the trial could be analyzed 
as they had sufficient tissue and quality DNA for 
profiling. Of these specimens, 41% were catego-
rized as IDH-mutated, 1p/19q noncodeleted, 35% 
were  IDH-mutated, 1p/19q codeleted, and 24% 
were IDH wild-type. No statistically significant dif-
ferences between progression-free survival (PFS) 
and overall survival (OS) were observed with the 
addition of PCV chemotherapy in the IDH wild-
type subgroup; however, both  IDH-mutant sub-
groups  were significantly correlated with longer 

PFS (IDH-mutated, 1p/19q noncodeleted,  P  = 
.003;  IDH-mutated, 1p/19q codeleted,  P  < .001) 
and OS (IDH-mutated, 1p/19q noncodeleted, P = 
.013; IDH-mutated, 1p/19q codeleted, P = .029) in 
the radiotherapy plus PCV chemotherapy arm.

“This study demonstrates the importance of in-
corporating the new WHO subgroups into the clin-
ical routine, as it enhances the prognostic and now 
predictive clarification of patients with low-grade 
glioma, provides further insight into resistance to 
radiation and PCV [chemotherapy], and guides clin-
ical decision-making,” stated senior author  Arnab 
Chakravarti, MD, Chair of Radiation Oncology at 
The Ohio State University Comprehensive Cancer 
Center–Arthur G. James Cancer Hospital. l 
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The Advanced Practitioner Perspective 
Nanette Fong, RN, MSN     
Ronald Reagan UCLA Medical Center
Since the completion of the NRG-RTOG 9802 
trial, clinical practice at the UCLA Neuro- 
Oncology Program has changed in the treat-
ment of low-grade IDH mutated, 1p/19q co-
deleted and 1p/19q noncodeleted patients. 
There are no standard treatment guidelines 
of low-grade gliomas. Previously, treatment 
recommendations would depend on extent 
of resection, Ki-67, age, and functional status. 
Historically, treatment recommendations that 
would be considered included temozolomide 
alone in order to delay radiation in some pa-
tients, radiation therapy followed by adjuvant 
temozolomide, or radiation therapy alone. 

Practice Changes
With molecular testing now being performed 
to determine IDH1 status, changes to the UCLA 
Neuro-Oncology treatment recommendations 

followed. When recommending treatment, 
based on the data presented in NRG-RTOG 
9802, the current first-line treatment recom-
mendation includes radiation therapy followed 
by PCV chemotherapy. With PCV, issues with 
myelosuppression can occur requiring dose re-
duction and increased symptom management 
of nausea/vomiting, peripheral neuropathy, 
and drug reaction rash.

Given the increase in risk of potential side 
effects with PCV, other treatments to discuss 
with patients include the use of temozolomide.  
While temozolomide may be a more tolerable 
chemotherapy, there is no head-to-head clini-
cal trial comparing radiation followed by PCV 
vs. radiation with temozolamide. Lastly, a ran-
domized study comparing radiation/temo-
zolomide vs. radiation/PCV would be benefi-
cial for this patient population. 

Disclosure: Ms. Fong has no conflicts of in-
terest to disclose. 
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Abstract 6521

Study Finds Proton Therapy Reduces 
Adverse Events, Results in Similar Survival 
vs Photon Therapy
By The ASCO Post

Visit https://meetinglibrary.asco.org/record/ 
172282/abstract to read the full abstract and  
view disclosures.

In a trial presented by Baumann et al at the 2019 
ASCO Annual Meeting (Abstract 6521), pa-

tients with locally advanced cancer treated with 
proton chemoradiotherapy instead of traditional 
photon chemoradiotherapy  were at a lower risk 
of experiencing side effects. However, cure rates 
were almost identical between the two groups.

“We looked at grade 3 side effects, including 
pain or difficulty swallowing, difficulty breathing, 
nausea, or diarrhea, among others, [which were] of-
ten severe enough for patients to be hospitalized,” 
said the study’s lead author  Brian Baumann, MD, 
Adjunct Assistant Professor of Radiation Oncology 
in the Perelman School of Medicine at the Univer-
sity of Pennsylvania and Assistant Professor of Ra-
diation Oncology at Washington University School 
of Medicine in St. Louis.  “Our clinical experience 
is that [patients treated with] concurrent chemo-
radiation therapy [and] treated with protons rather 
than photons tend to have fewer side effects. While 
there is some literature supporting that finding for 
several disease sites, we did not expect the magni-
tude of the benefit to be this large.”

Study Methods
For this study, researchers evaluated data on 1,483 
patients, 391 of whom received proton therapy and 
1,092 who underwent photon treatment. All pa-

tients had nonmetastatic cancer and were under-
going chemotherapy and radiation intended to be 
curative. Patients with brain cancer, head and neck 
cancer, lung cancer, gastrointestinal cancer, and gy-
necologic cancer treated with concurrent chemo-
radiation were included. The  primary endpoint 
was 90-day adverse events associated with un-
planned hospitalizations (Common Terminology 
Criteria for Adverse Events, version 4.0, grade ≥ 3). 

Findings
Data showed 11.5% (45) of patients treated with 
proton therapy experienced a grade 3 or higher 
side effect. In the photon therapy group, 27.6% of 
patients (301) experienced a grade 3 or higher side 
effect. A weighted analysis of both patient groups, 
which controlled for other factors that may have 
led to differences between the patient groups, 
found that the relative risk of a severe toxicity was 
two-thirds lower for patients treated with proton 
therapy vs patients treated with photon therapy. 
Overall survival and disease-free survival were 
similar between the two groups. 

“There are several trials underway, but they 
are all dealing with a variety of barriers, so it will 
be years before we have that data. That’s why the 
information we do have is so critical, and our find-
ings here point to a real benefit for our patients,” 
said senior study author James Metz, MD, Chair of 
Radiation Oncology, leader of the Roberts Proton 
Therapy Center at the University of Pennsylvania, 
and a member of the Abramson Cancer Center. l
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The Advanced Practitioner Perspective 
P. Andrew Allred, MS, PA-C, Mayo Clinic 
This is a rare prospective comparative effec-
tiveness study of 1,483 patients who under-
went concurrent chemoradiation with proton 
therapy or photon therapy between 2011 to 
2016 to definitively treat nonmetastatic brain, 
head and neck, lung, gastrointestinal, and gy-
necologic cancers.  

The primary endpoint was 90-day adverse 
events leading to unplanned hospitalization; 
in other words, grade 3 or greater side effects 
based on CTCAE, version 4.0. This endpoint 
was chosen to assess treatment tolerability 
to justify increased costs associated with pro-
ton therapy. Patients who received chemora-
diation with proton therapy had significantly 
fewer grade 3 or greater side effects despite 
being significantly older and less healthy.  No 
differences were observed in overall survival 
(OS) and disease-free survival (DFS) between 
the two groups.

Study Limitation 
While this study was prospective, presumably 
multicentered, well powered, and reported 
promising morbidity and mortality results in an 
older and less healthy population, it was lim-
ited as participants were nonrandomized and 
unblinded, and the follow-up time frame for 
OS and DFS was brief.  

Real-World Implications
Apart from the study design, the high cost of 
proton therapy compared with photon therapy 
and the relatively low number of proton thera-
py centers across the country and world make 
this potentially safer form of chemoradiation 
inaccessible to many cancer patients. However, 
with an improved safety profile, new chemo-
radiation clinical trials are needed to evaluate 
if increased doses of either chemotherapy or 
proton therapy increase OS and/or DFS while 
maintaining acceptable safety profiles. 

Disclosure: Mr. Allred has no conflicts of in-
terest to disclose. 
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