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Lessons Learned
Temsirolimus maintenance therapy after docetaxel induction chemotherapy
� is safe in patients with castration-resistant prostate cancer, although biochemical or tumor responses are rare;
� does not diminish quality of life; and
� delays radiological and/or symptomatic progression by approximately 6 months.

Author Summary: Abstract and Brief Discussion

Background
No standard therapy is available for men with castration-resistant prostate cancer (CRPC) who have responded to
docetaxel and do not yet have disease progression. Hence, we designed a single-armphase II trial to explorewhether the
mTOR inhibitor temsirolimus can maintain the response to docetaxel without compromising quality of life.

Methods
After successful docetaxel induction (75 mg/m2 every 3 weeks; 6–10 cycles), 21 CRPC patients underwent temsirolimus
maintenance treatment (25mg weekly; 4 weeks per cycle). The primary endpoint was the time to treatment failure (TTTF)
(i.e., radiological and/orsymptomaticprogression).Thesecondaryendpoints included the tumor response rate (RECIST1.0),
safety (National Cancer Institute Common Terminology Criteria for Adverse Events, version 3.0), quality of life (Functional
Assessment of Cancer Therapy-Prostate [FACT-P]), pain (Present Pain Intensity [PPI] scale), prostate-specific antigen (PSA)
parameters, including time toPSAprogression (TTPP) according toProstate CancerClinical TrialsWorkingGroup criteria,
and serial enumeration of circulating endothelial cells (CECs) and endothelial progenitor cells (CEPs).
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Results
Patients received a median of 7 cycles of temsirolimus (range, 1–28), resulting in a median TTTF of 24.3 weeks (95%
confidence interval [CI], 16.1–33.0), 1 partial tumor response (4.8%), 1 PSA response (4.8%), and a median TTPP of 12.2
weeks (95% CI, 7.8–23.9). Grade 3–4 adverse events were infrequent, and FACT-P and PPI scores remained stable during
treatment. CECs did not predict clinical benefit, and CEPs were not consistently detectable.

Conclusion
Temsirolimusmaintenance therapy after successful docetaxel induction is feasible, does not adversely affect quality of life,
and, in this exploratory single-arm phase II study, resulted in a median TTTF of 24.3 weeks.

Discussion
In the absence of progression or prohibitive toxicity, docetaxel chemotherapy is usually administered for up to 10 cycles for
the treatmentofCRCP.However,theoptimaldurationofdocetaxel therapyhasnotbeendetermined.Asopposedto treating
to progression or to a finite number of cycles, two different strategies have been explored in preliminary studies: (a)
intermittent docetaxel chemotherapy (supplemental online Table 1); and (b) maintenance therapy using various agents
(supplemental online Table 2).We present the findings of the first study of temsirolimus maintenance therapy in 21 CRPC
patients after successful docetaxel induction.The rapalogmTOR inhibitor (mTORi) temsirolimuswas chosen because of the
high rate of PI3K-AKT-mTOR pathway abnormalities in CRPC, preclinical temsirolimus activity in various prostate cancer
models, and the favorable safety profile of rapalog mTORis.

Temsirolimus maintenance therapy resulted in a median TTTF of 24.3 weeks (95% CI, 16.1–33.0) (Fig. 1A; Table 2).
Biochemical progression preceded symptomatic (61.9%) and/or radiological (23.8%) progression in most patients,
accounting for a TTPP of 12.2 weeks (95% CI, 7.8–23.9) (Fig. 1A, 1B; Table 2). Aside from a single PSA and a partial tumor
response, we documented any PSA decline in 10 of 20 evaluable patients, and stable disease was observed in 61.9% of
patients (Fig. 1C; Table 2). Grade 3 treatment-related side effects such as hyperglycemia were infrequent (9.5%), and one
grade 4 thromboembolic event occurred. One patient withdrew consent because of grade 2 peripheral edema, considered
“possibly” treatment related. Temsirolimus did not diminish quality of life as assessed using the FACT-P questionnaire
(Fig. 2A), nor didwe observe significant changes in pain (Fig. 2B) or performance status (data not shown) during treatment.

Our findings confirm the typically cytostatic effects of rapalog mTORis observed in different stages of CRPC (supplemental
online Table 3), possibly due to only partial PI3K-AKT-mTOR pathway inhibition and compensatory activation of other
signaling pathways. However, considering the acceptable safety profile of temsirolimus, the TTTF of 24.3 weeks compares
favorably with treatment-free intervals of approximately 4–5 months observed in intermittent chemotherapy trials
(supplemental online Table 1). Furthermore, maintenance temsirolimus is superior to ketoconazole or sunitinib, while
similar results were achieved with granulocyte macrophage colony-stimulating factor (supplemental online Table 2).

Despite significant changes in the CRPC treatment landscape since the inception of this study in 2008, postdocetaxel
maintenance strategies remain relevant.ThePI3K-AKT-mTORpathwaycontributes to resistance tonovel androgen receptor
pathway inhibitors such as abiraterone and enzalutamide. However, given the pharmacological shortcomings of rapalog
mTORis, future trials might study ATP sitemTORis or dual PI3K/mTORis, or select patients with genetic features predicting
sustained responses to mTORis.

Trial Information

Disease Prostate cancer

Stage of Disease/Treatment Metastatic/advanced

Previous Therapy More than 2 previous regimens

Type of study - 1 Phase II

Type of study - 2 Single arm

Primary Endpoint Time to treatment failure

Secondary Endpoints Overall response rate
Safety
Functional Assessment of Cancer Therapy-Prostate (FACT-P)
Present Pain Intensity (PPI) index
Prostate-specific antigen (PSA) response rate
PSA doubling time
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Time to PSA progression (TTPP)
Overall survival
Analyses of circulating endothelial cells and circulating endothelial
progenitor cells

Additional Details of Endpoints or Study Design Primary endpoint
Time to treatment failure, defined as (a) objective disease
progression as per RECIST 1.0 (soft tissue disease) or modified
Prostate-SpecificAntigenWorkingGroup(bonemetastases) criteria
(new bone lesions qualifying for progression only if symptomatic;
PSA progression only not considered progression); and/or (b)
cancer-related symptomatic progression, defined as new or
worsening disease-related symptoms requiring the initiation of
further therapy for prostate cancer treatment, or a disease-related
deterioration in Eastern Cooperative Oncology Group (ECOG)
performance status of two levels or higher.
Secondary endpoints
Overall response rate (RECIST 1.0); safety assessment (National
Cancer Institute Common Terminology Criteria for Adverse Events,
version 3.0); FACT-P; PPI index; PSA response rate, PSA doubling
time, TTPP; overall survival; baseline counts and on-treatment
changes of total, viable, and apoptotic circulating endothelial cells
and endothelial progenitor cells.

Investigator’s Analysis Active and should be pursued further

Drug Information

Drug 1
Generic/Working name Temsirolimus

Trade name Torisel

Company name Pfizer (formerly Wyeth)

Drug type Small molecule

Drug class mTOR

Dose 25 mg per flat dose

Route IV

Schedule of Administration Temsirolimus 25 mg i.v. weekly, 4-week cycles

Patient Characteristics

Number of patients, male 21

Number of patients, female 0

Stage Metastatic castration-resistant prostate cancer (CRPC) with
confirmedPSA response in the absenceof anyother signs ofdisease
progression after 6–10 cycles of first-line docetaxel chemotherapy
(75 mg/m2 every 3 weeks, 5 mg of prednisone p.o. b.i.d.).

Age Median (range): 67 (51–82)

Number of previous systemic therapies Median (range): 2

Performance Status: ECOG 0— 7
1— 14
2— 0
3— 0
Unknown— 0

Other Table1providesadditionaldetailsof thebaselinedemographicdata
and clinical characteristics.

Cancer Types or Histologic Subtypes Adenocarcinoma of the prostate without neuroendocrine
differentiation 21



Primary Assessment Method
Adenocarcinoma of the Prostate Without Neuroendocrine Differentiation
Number of patients screened 32

Number of patients enrolled 21

Number of patients evaluable for
toxicity

21

Number of patients evaluated for
efficacy

21

Evaluation method RECIST 1.0

Response assessment CR n5 0 (0)

Response assessment PR n5 1 (4.8)

Response assessment SD n5 13 (61.9)

Response assessment PD n5 3 (14.3)

Response assessment OTHER n5 4 (19.0)

(Median) duration assessments TTTF 24.3 weeks, 95% CI: 16.1–33.0

Kaplan-Meier time units

Weeks

Time of scheduled assessment
and/or time of event

No. with
progression

No.
censored

Percentage
at start of
evaluation
period

Kaplan-
Meier, %

No. at next
evaluation/
No. at risk

2 1 0 100 95.24 20

6.71 1 0 95.24 90.48 19

9.00 1 0 90.48 85.71 18

11.86 1 0 85.71 80.95 17

12.00 1 0 80.95 76.19 16

15.86 1 0 76.19 71.43 15

16.14 1 0 71.43 66.67 14

18.29 1 0 66.67 61.90 13

19.29 1 0 61.90 57.14 12

24.00 1 0 57.14 52.38 11

24.86 1 0 52.38 47.62 10

26.00 1 0 47.62 42.86 9

30.14 1 0 42.86 38.10 8

31.00 1 0 38.10 33.33 7

31.86 1 0 33.33 28.57 6

33.00 1 0 28.57 23.81 5

39.86 1 0 23.81 19.05 4

64.00 1 0 19.05 14.29 3

80.00 1 0 14.29 9.52 2

95.86 1 0 9.52 4.76 1

110.00 1 0 4.76 0 0



Secondary Assessment Method
Adenocarcinoma of the Prostate Without Neuroendocrine Differentiation
Number of patients screened 32

Number of patients enrolled 21

Number of patients evaluable for toxicity 21

Number of patients evaluated for efficacy 21

Evaluation method TTPP

Kaplan-Meier time units

Weeks

Time of scheduled assessment and/or
time of event

No. with
progression

No.
censored

Percentage at start
of evaluation period

Kaplan-
Meier (%)

No. at next
evaluation/No.
at risk

2 0 1 100 100 20

3.86 1 0 100 95 19

4.00 2 0 95 85 17

4.14 2 0 85 75 15

6.71 0 1 75 75 14

7.86 3 0 75 58.93 11

8.29 1 0 58.93 53.57 10

9 1 0 53.57 48.21 9

12 1 0 48.21 42.86 8

12.14 1 0 42.86 37.50 7

23.43 1 0 37.50 32.14 6

23.86 1 0 32.14 26.79 5

24.00 1 0 26.79 21.43 4

26.86 1 0 21.43 16.07 3

80 0 1 16.07 16.07 2

95.86 0 1 16.07 16.07 1

104 1 0 16.07 0 0

Treatment outcomes. (A): Themedian TTTF (i.e., radiological and/or symptomatic progression)was 24.3weeks (95% confidence interval
[CI], 16.1–33), and the TTPP was 12.2 weeks (95% CI, 7.8–23.9).

Abbreviations: TTPP, time to prostate-specific antigen progression; TTTF, time to treatment failure.



Adverse Events
Adverse Events at All Dose Levels, Cycle 1

Name *NC/NA

Grade

All grades1 2 3 4 5
Bone pain 16% 23% 52% 9% 0% 0% 84%

Cough 44% 47% 9% 0% 0% 0% 56%

Fatigue 54% 14% 28% 4% 0% 0% 46%

Localized edema 58% 19% 23% 0% 0% 0% 42%

Anorexia 63% 19% 14% 4% 0% 0% 37%

Abdominal pain 67% 19% 14% 0% 0% 0% 33%

Weight loss 67% 14% 19% 0% 0% 0% 33%

Hyperglycemia 72% 0% 19% 9% 0% 0% 28%

Cholesterol high 72% 19% 9% 0% 0% 0% 28%

Constipation 77% 4% 19% 0% 0% 0% 23%

Hypokalemia 82% 14% 0% 4% 0% 0% 18%

Nausea 86% 14% 0% 0% 0% 0% 14%

Adverse Events Legend
*No change from baseline/no adverse event.
Summary of adverse events of any grade during temsirolimus therapy reported in.10% of patients or of grade 3 or higher if encountered in.5% of
patients.

Serious Adverse Events
Name Grade Attribution
Biliary obstruction 3 Unlikely

Deep vein thrombosis 3 Possible

Pulmonary embolism 4 Possible

Colon cancer 4 Unrelated

Four patients presented with serious adverse events. Of note, the case of biliary obstruction was due to prostate cancer progression.

Assessment, Analysis, and Discussion

Completion Study terminated before completion

Terminated reason Did not fully accrue

Pharmacokinetics / Pharmacodynamics Not collected

Investigator’s Assessment Active and should be pursued further

Discussion
Docetaxel chemotherapy is a major treatment modality of advanced CRPC. However, the optimal duration of docetaxel
therapy has not been determined, although it can be associated with severe myelosuppression, neurotoxicity, cumulative
asthenia, andother sideeffects [1]. In theTAX327 trial, CRPCpatients receivedamedianof9.5 cyclesofdocetaxel (75mg/m2

every 3weeks); 46%of the patients completed 10 cycles, and 38%withdrew from treatment earlier because of progression
and 11% because of adverse events [1]. An exploratory analysis of the TAX327 (#10 cycles) versus the CS-205 trial
(#17 cycles) suggested a lack of survival benefit with.10 cycles of docetaxel [2, 3]. Thus, in the absence of progression or
prohibitive toxicity, in clinical practice, docetaxel is usually administered for#10 cycles.

As opposed to treatment to progression or to a finite number of cycles, two different strategies have been explored in
preliminary CRPC studies: (a) intermittent docetaxel chemotherapy, enabling treatment-free intervals of 4–5 months in
docetaxel responders (supplemental online Table 1) [4–11]; and (b) maintenance therapy using various agents
(supplemental online Table 2) [12–15]. While the definite benefit of intermittent versus continuous docetaxel
chemotherapy is being tested in a phase III study (ClinicalTrials.gov identifier NCT01224405), recruitment has been
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suspended for a randomized, placebo-controlled phase III trial of orteronel maintenance therapy (a second-generation
androgen receptor pathway inhibitor [ARi], the development of which has been terminated [16]) in CRPC patients without
disease progression after docetaxel induction ($300 mg/m2; ClinicalTrials.gov identifier NCT01707966).

Wepresent the findingsof the firstprospective studyof temsirolimusmaintenance therapy inCRPCpatients after successful
docetaxel induction. Temsirolimus, an mTOR inhibitor (mTORi) of the rapalog family, was chosen because (a) PI3K-AKT-
mTORpathwayabnormalities are foundalmostuniversally inCRPC [17, 18]; (b) temsirolimuswasactive inpreclinical studies
of prostate cancer models with PI3K-AKT-mTOR activation or after docetaxel chemotherapy [19, 20]; and (c) mTORis are
thought to impair CRPC progression via numerous complementary mechanisms [21, 22]. Because rapalog mTORis are
generally well tolerated, we hypothesized that temsirolimus would maintain the response to docetaxel without
compromising quality of life [23–25].

In CRPC patients with a low disease burden after docetaxel induction (median, 6 cycles; range, 6–10; 75 mg/m2 every
3weeks), temsirolimusmaintenance therapy (median, 7 cycles; range, 1–28; 25mgweekly, 4 weeks per cycle) resulted in a
TTTF of 24.3 weeks (95% CI, 16.1–33.0) (Fig. 1A; Tables 1 and 2). Biochemical progression preceded symptomatic (61.9%)
and/or radiological (23.8%) progression in most patients, owing to a relatively short median TTPP of 12.2 weeks (range,
7.8–23.9) (Fig. 1A, B). We observed a .50% and an any PSA decline in 1 (5%) and 10 (50%) of 20 evaluable patients,
respectively, andapartial response in1 (4.8%) and stabledisease in13of21patients (61.9%) (Fig. 1C; Table1).Despite rarely
sustained PSA control, we found significant correlations between the best PSA response and TTTF, and between TTPP and
TTTF (supplemental online Fig. 1).Themedian overall survival of our selected groupofdocetaxel responderswas 10months
longer than in the TAX327 study (125.1 weeks, 95% CI: 97.7 not reached) (supplemental online Fig. 2).

Temsirolimuswaswell tolerated,with rare grade 3 treatment-related side effects such as hyperglycemia (9.5%) and a single
grade 4 thromboembolic event, and without new safety signals. One patient withdrew consent because of grade 2
peripheral edema.Temsirolimus therapydidnotdiminishqualityof life (FACT-Pquestionnaire; Fig. 2A).During temsirolimus
therapy,wealso foundnosignificant increases in themedianPPI (Fig.2B)ordecreases in theperformancestatus (ECOG;data
not shown).

Our findings confirm the usually cytostatic effects of temsirolimus and other rapalog mTORis observed in different CRPC
stages (supplemental online Table 3) [26–32]. In published series, stable disease was the best objective response in most
patients, and the typically short-lived PSA declines were restricted to less than one third of patients; confirmed PSA
responses were rare. Indeed, rapalog mTORis only partially block the PI3K-AKT-mTOR pathway [33]. Furthermore, mTOR
inhibitionactivates compensatorypathways (e.g., ARandmitogen-activatedproteinkinasepathways) [34,35]. Inparticular,
compensatory AR activation might explain the low PSA response rates and short TTPP seen with mTORi monotherapy.

Considering the differences in trial design, temsirolimus appears to be superior to maintenance treatment with
either ketoconazole or sunitinib in terms of efficacy (supplemental online Table 2) [14, 15] and provides a similar benefit as
GM-CSF [13]. However, given the lack of a direct comparison, such conclusions must be viewed with caution. In contrast,
consolidation therapy with six doses of weekly docetaxel (20 mg/m2) and samarium-153-EDTMP after four cycles of
docetaxel (70mg/m2) and estramustine provided amedian PSA and clinical progression-free survival of 6.4 and 15months,
respectively [12].

Considering the acceptable temsirolimus side effect profile, the median TTTF of 24.3 weeks in our patients compares
favorably with treatment-free intervals of 4–5months observed in intermittent chemotherapy trials (supplemental online
Table 1) [4–11]. Of note, a docetaxel rechallenge was usually triggered by PSA, rather than symptomatic or radiologic
progression in the intermittent chemotherapy trials. However, in our study, we purposely focused on clinical and/or
radiological progression to define treatment failure.

Given the strong antivascular effects of mTORis [22], we attempted to study the predictive potential of circulating
endothelial cells (CECs)andendothelial progenitorcells (CEPs) inourpatients [36].Thebaselineenumerationof total, viable,
and apoptotic CECs did not predict the outcome, and very low CEP counts were detectable in a few patients only (data not
shown), potentially because of the low baseline tumor burden (supplemental online Fig. 3).

TheCRPCtreatment landscapehas significantly changedsince the inceptionof this study in2008 [37].However, becausemany
future patients will have acquired resistance to second-generation ARis such as abiraterone and enzalutamide before
undergoingdocetaxel chemotherapy,postdocetaxelmaintenancestrategies remainrelevant. Intriguingly, thePI3K-AKT-mTOR
pathwaycontributes to resistance toARis [38–40].Thus, patientswithpreviousARi exposuremightbeparticularly sensitive to
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mTORis. Alternatively, concurrent mTORis might help delay resistance to ARis, similar to successful combinations of mTORis
with estrogen receptor pathway inhibitors in breast cancer [41, 42]. Because of the pharmacological shortcomings of rapalog
mTORis, future studies might be pursued by using ATP-site mTORis or dual PI3K/mTOR inhibitors, or by using mTORis only in
patients with genetic features predicting a high rate of sustained responses [40, 43].
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Figures and Tables

Figure 1. Treatment outcomes. (A): The median TTTF (i.e., radiological and/or symptomatic progression) was 24.3 weeks (95% CI,
16.1–33.0).The TTPPwas12.2weeks (95%CI, 7.8–23.9). (B):Depictionof TTPP (white bars),TTTF (gray bars), andOS (blackbars) in individual
patients ranked according to TTTF. Asterisks indicate patients alive at study termination. (C):Waterfall plot of percentage of PSA changes
from baseline to best response of 20 evaluable patients, revealing a PSA response.50% in 1 patient and any PSA decline in 10 patients.

Abbreviations: OS, overall survival; PSA, prostate-specific antigen; TTPP, time to PSA progression; TTTF, time to treatment failure.



Figure 2. Quality of life and pain assessment during temsirolimusmaintenance therapy. (A): Functional Assessment of Cancer Therapy-
Prostate (FACT-P) scores were obtained at baseline and on day 1 of each treatment cycle thereafter. Compared with the mean 6 SD
FACT-P total score at baseline of 1146 19.5, no clinicallymeaningful changeswere observed during temsirolimusmaintenance therapy,
using eithermore (broken lines) or less (continuous line) conservativeminimally important difference ranges, as described by Cella et al.
[44]. Also, no significant changeswere seen in the FACT-P subscores (data not shown). (B): Themedian PPI score at baselinewas 1 (range,
0–3) and did not significantly change during temsirolimus maintenance therapy.

Abbreviations: C, cycle; PPI, Present Pain Intensity.

Supplemental Figure 1. Correlation of PSA parameters with time to treatment failure. (A): Relative PSA changes of individual patients
during temsirolimusmaintenance therapy. (B, C): TTTF correlatedwith the best PSA response achieved (p5 .0147) (B) andwith the time
to PSA progression (TTPP; p, .0001) (C).

Abbreviations: Prog, progression; PSA, prostate-specific antigen; TTTF, time to treatment failure.



Supplemental Figure 2. Overall survival analysis. The median overall survival of the study participants was 28.8 months (95%
confidence interval, 22.5 - not reached).

Supplemental Figure 3. Analyses of circulating endothelial cells and circulating endothelial progenitor cells. Ten patients underwent
serial analyses of circulating endothelial cells (CECs) and circulating endothelial progenitor cells (CEPs) according to themethod detailed
by Shaked et al. [36]. There were no significant changes in tCEC, vCEC, or aCEC counts when comparing baseline values with
enumerations after 3 cycles of temsirolimus. In addition, individual CEC counts did not correlatewith other outcomeparameters such as
time to treatment failure (data not shown). Very low levels of CEPs were detectable in a small subgroup of patients only, precluding
statistical analyses.

Abbreviations: aCEC, apoptotic circulating endothelial cells; tCEC, total circulating endothelial cells; vCEC, viable circulating
endothelial cells.



Table 1. Baseline demographic data and clinical characteristics

Characteristic Value

Race

White 16

Asian 3

Black 1

Native American 1

Age (yr)

Mean 6 SD 68 6 7.69

Median 67

Range 51–82

Gleason scorea

#6 3

7 6

$8 10

Primary local therapy

Radiation 13

Prostatectomy 4

Prostatectomy and radiation 4

No. of lines of systemic therapy preceding
docetaxelb

None 1

1 Line 7

2 Lines 10

3 Lines 2

4 Lines 1

Type of systemic therapies preceding
docetaxel

Bicalutamide 20

Ketoconazole/hydrocortisone 7

Prednisone 3

Other 8

No. of docetaxel cycles

6 10

7 2

8 8

9 0

10 1

Metastatic sites

Bones 18

Nodes 10

Lung 6

Liver 3

PSA (mg/L)

Mean 6 SD 50 6 92.65

Median 17.3

Range 0.02–380.7



Lactate dehydrogenase (U/L)

Mean 6 SD 227.76 6 61.45

Median 197

Range 109–353

Alkaline phosphatase (IU/L)

Mean 6 SD 154.10 6 148.64

Median 82

Range 44–565

Albumin (g/L)

Mean 6 SD 39.90 6 4.45

Median 40

Range 31–47

Hemoglobin (g/L)

Mean 6 SD 118.40 6 11.71

Median 118

Range 100–149

Present Pain Intensity scorec

0 10

1 7

2 2

3 1

ECOG performance status

0 7

1 14

FACT-P total score

Mean 114.0

SD 19.5

Data presented as n, unless otherwise noted.
aNot available for 2 patients.
bExcluding androgen deprivation therapy.
cAvailable for 20 patients.
Abbreviations: ECOG, EasternCooperativeOncologyGroup; FACT-P, Functional
Assessment of Cancer Therapy-Prostate; PSA, prostate-specific antigen.

Table 2. Treatment information and efficacy

Variable Value

Total cycles

Median 7

Range 1–28

Total temsirolimus dose (mg)

Median 545

Range 50–2,750

Time to treatment failure (wk)

Median 24.3

95% CI 16.1–33.0

Maximum PSA reduction (%)

Median 0

Range 290.0 to 118.4



Time to PSA progression (wk)

Median 12.2

95% CI 7.8–23.9

PSA doubling time (wk)

Median 10.9

Range 4.3–204.1

Overall survival (wk)

Median 125.1

95% CI 97.7–NR

Best objective response

PR 1 (4.8%)

SD 13 (61.9%)

PD 3 (14.3%)

Nonevaluable 4 (19.0%)

Reasons for treatment failurea

Symptomatic progression 13 (61.9%)

Radiological progression 5 (23.8%)

Toxicity 1 (4.8%)

Intercurrent illness 1 (4.8%)

Patient withdrawal 1 (4.8%)

Investigator discretion 1 (4.8%)

Data are presented as n (%), unless otherwise noted.
aMultiple counting allowed.
Abbreviations: CI, confidence interval; NR, not reached; PD, progressive
disease; PR, partial response; SD, stable disease.
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