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Glossary of Abbreviations 

Abbreviation or Term Definition 
ADC Antibody-Drug Conjugate 
ADI Actual Dose Intensity 
AE Adverse Event 
AR Autoregressive 
ATC Anatomical Therapeutic Chemical 
BMI Body Mass Index 
BSA Body Surface Area 
CR Complete Response 
CRF Case Report Form 
CT Computed Tomography 
CTCAE Common Terminology Criteria for Adverse Events 
DOR Duration of Response 
DMC Data Monitoring Committee 
ECG Electrocardiogram 
ECOG Eastern Cooperative Oncology Group 
EOT End of Treatment 
ER Estrogen Receptor 
GPNMB Glycoprotein NMB 
HRQOL Health-Related Quality of Life 
IDMC Independent Data Monitoring Committee 
IHC Immunohistochemistry 
IRC Independent Review Committee 
ITT Intention-to-Treat 
MAR Missing at Random 
MedDRA Medical Dictionary for Regulatory Activities 
MNAR Missing Not at Random 
MRI Magnetic Resonance Imaging 
NCI National Cancer Institute (of the United States) 
ORR Objective Response Rate 
OS Overall Survival 
PD Pharmacodynamics or Progressive Disease 
PDI Planned Dose Intensity 
PFI Progression-Free Interval 
PFS Progression-Free Survival 
PK Pharmacokinetics 
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Abbreviation or Term Definition 
PR Partial Response or Progesterone Receptor 
PS Performance Status 
PT Preferred Term 
RECIST Response Evaluation Criteria for Solid Tumors 
RS Raw Score 
SAE Serious Adverse Event 
SAP Statistical Analysis Plan 
SOC System Organ Class 
TA Total Antibody or Tumor Assessment 
TEAE Treatment-Emergent Adverse Event 
TNBC Triple Negative Breast Cancer 
WHO World Health Organization 
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1 INTRODUCTION 
 
This statistical analysis plan (SAP) describes the planned data analysis specifications for 
Protocol CDX011-04, “A Randomized Multicenter Pivotal Study of CDX-011 
(CR011-vcMMAE) in Patients with Metastatic, GPNMB Over-Expressing, Triple 
Negative Breast Cancer (The “METRIC” Study)” for the completion of the Clinical 
Study Report (CSR). 
 
Any changes made to the planned analyses after this document has been finalized will be 
noted in the clinical study report. 

1.1 Overview 
 
This is a pivotal, open-label, prospectively controlled, randomized study of CDX-011 in 
patients with metastatic GPNMB-expressing triple-negative breast cancer. Eligible 
patients will be randomized (2:1) to receive CDX-011 or capecitabine.   

 
Study treatment, and associated study visits at 3 week intervals, will continue until 
disease progression or intolerance. Tumor assessments will be performed at six week 
intervals for six months and nine week intervals thereafter, until disease progression.  
Upon discontinuation of study treatment, patients will be permitted to receive appropriate 
alternate anti-cancer therapies and will be followed for progression-free survival (if 
progression is not yet documented) and overall survival. 
 
The study analyses of progression free survival (PFS), objective response rate (ORR), 
and duration of response (DOR) will be based on tumor response assessments performed 
by an independent review committee according to RECIST 1.1 guidelines  
(Eisenhauer, Therasse et al. 2009). The investigator’s assessment of tumor response 
(according to RECIST 1.1) will guide clinical management and eligibility for 
continuation of study treatment.  
 
An independent data monitoring committee (IDMC) will meet approximately every 6 
months or as frequently as deemed necessary by the IDMC, starting from the first 
randomized patient, to review adverse events, serious adverse events, laboratory values, 
vital signs, mortality, and other safety-related data.  The details of the DMC procedure 
and statistical deliverables are specified in the DMC Charter. 
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1.2 Schedule of Assessments 

The schedule of assessments is described in Table 1 below. 
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Table 1.  Schedule of Assessments 
Visit Screening2    Treatment Visits3 Disease Assessment 

Visit4 
Survival 

Assessment5 
   

Cycle 1/  
Day 1 

Cycle 1/  
Day 7 

Cycle 1/  
Day 14 

Cycle 2/ 
 Day 1 

Cycles 3, 5, 
7, etc. (“odd 

cycles”) / 
Day 1 

Cycles 4, 6, 
8, etc. 
(“even 

cycles”)/ 
Day 1 

End of 
Treatment6 

Visit window1 Day -28 to 
Day -1 

 +/-1 
day 

+/-1 
day 

+/-3 days +/-5 days +/-5 days Within 28 
days post-

dosing 

Every 6 (±1) weeks 
for 6 months and 

every 9 (±2) weeks 
thereafter, until 

progression.   

Every 12 
(±2) weeks 
until study 

closure  

Informed Consent 
and, if applicable, 
HIPAA 

X  
    

  
 

 

Tumor tissue8 X9   X10 
Determination of 
TNBC status11           

Medical history12 X X         
Physical 
examination13 X X7   X X X X   

Vital signs14 X X7   X X X X   
ECOG 
performance status X X7   X X X X   

Electrocardiogram 
(ECG) 15 X15 X7,15      X15   

Pregnancy test X16 X7,16         
Hematology17 X X7 X X X X X X   
Blood chemistry17 X X7   X X X X   
Urinalysis17 X X7    X  X   
Immunogenicity18   X19    X19  X19   
Pharmacokinetics18  X20   X20 X20 X20 X20   
PBMC collection18  X21   X21   X   
Molecular 
profiling22   X22         
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Visit Screening2    Treatment Visits3 Disease Assessment 
Visit4 

Survival 
Assessment5 

   
Cycle 1/  
Day 1 

Cycle 1/  
Day 7 

Cycle 1/  
Day 14 

Cycle 2/ 
 Day 1 

Cycles 3, 5, 
7, etc. (“odd 

cycles”) / 
Day 1 

Cycles 4, 6, 
8, etc. 
(“even 

cycles”)/ 
Day 1 

End of 
Treatment6 

Visit window1 Day -28 to 
Day -1 

 +/-1 
day 

+/-1 
day 

+/-3 days +/-5 days +/-5 days Within 28 
days post-

dosing 

Every 6 (±1) weeks 
for 6 months and 

every 9 (±2) weeks 
thereafter, until 

progression.   

Every 12 
(±2) weeks 
until study 

closure  

Questionnaire 
(EORTC QLQ-
C30)23  

X X7 
  

 X  X   

Disease 
assessment24 X        X24  

Randomization25 X          
Administration of 
study treatment26  X   X X X    

Survival status          X 
Concomitant 
medication 
review27 

X X 
  

X X X X X27 X27 

Adverse event 
monitoring28  X X29 X29 X X X X X30 X30 

1. A delay in study treatment or performance of study visits due to holidays, weekends, inclement weather or other unforeseen circumstances will be permitted and not 
considered a protocol violation. However, significant delays (i.e., greater than one week) should be discussed with the study medical monitor to reach consensus on 
subsequent scheduling. 

2. No study procedures will be performed prior to receipt of signed Informed Consent. However, assessments performed according to standard of care prior to receipt of 
Informed Consent may be utilized to fulfill the screening requirement, if completed within the required window for screening. 

3. Patients will receive CDX-011 or capecitabine (on a three-week cycle) until intolerance or progression of disease. 
4. Disease assessments will be performed every six weeks (+/- 1 week) for six months (i.e., weeks 6, 12, 18, 24), every 9 weeks (+/- 2 weeks) thereafter (i.e., weeks 33, 

42, 51, 60, 69, 78, etc.), until progression.  Patients who discontinue study treatment without documented progression of disease as per RECIST 1.1 should continue 
to have Disease Assessment Visits until such criteria are met (regardless of intervening therapy). In the event that follow-up is discontinued without a final disease 
assessment documenting objective disease progression, the reason must be supplied; in particular, any admittance to hospice or other such similar end-of-life care 
must be reported.  If a partial or complete response is noted, a follow-up radiographic assessment must be done no sooner than 28 days later to confirm response. If 
surgical intervention or localized radiation become indicated (either for palliation or down-staging of previously non-resectable tumor), these interventions should be 
avoided if clinically feasible until after the 12 week response assessment. Prior to any intervention (such as surgical resection, palliative radiation or alternate anti-
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cancer therapy), every effort should be made to perform a tumor response assessment in order to document progression and/or confirm an objective response. Patients 
who undergo surgical resection or radiation in the absence of progression may continue to receive study treatment until remaining lesions meet criteria for progression 
of disease. 

5. Subsequent to the End of Treatment Visit, all patients will be followed at 12 (±2) week intervals until study closure. These visits may be performed by telephone.  
However, for patients who discontinue study treatment in the absence of progression, survival assessments may be combined with Disease Assessment Visits, and 
conducted every 6 (±1) or 9 (±2) weeks until progression, and then at 12 (±2) week intervals until study closure.   

6. The End of Treatment Visit should be performed within 28 days after last dose of study treatment and prior to initiation of alternate therapies.  
7. Assessments do not need to be repeated if completed within the previous 24 hours as part of the screening assessment.  
8. Assessment of GPNMB expression (by IHC) will be performed at a central laboratory. Additional analyses to be performed centrally may also include GPNMB 

expression by RT-PCR, examination of tumor markers using IHC or other molecular analyses, evaluation of tumor infiltrating leukocyte populations, biomarkers 
related to immune activation, and localization of CDX-011, CR011, or MMAE at the tumor site. Sample collection, processing and shipping instructions will be 
provided separately.   

9. Tumor specimen(s) submitted for screening must have been obtained in the setting of advanced disease.  Submission of additional samples from other collection dates, 
when available, is encouraged.  Tissue may be submitted and tested at any time prior to or during the 28-day window for screening, provided that the patient has 
signed an appropriate consent (either a tumor tissue-specific consent or full study consent).  

10. In the event of a repeat resection or biopsy during treatment or following progression, submission of tissue sample for central analysis is strongly encouraged. 
11. Determination of triple-negative status will be done at a local laboratory.  Tumor sample(s) used to determine eligibility must be obtained in the setting of advanced 

disease.  Laboratory reports will be required to provide quantitative results of sufficient detail to verify eligibility for all patients enrolled (see study entry criteria). 
12. Medical history includes demography, race, ethnicity, history of breast cancer, previous therapy, and pre-existing diseases. At Cycle 1, Day 1, medical history is 

updated with any adverse events occurring prior to administration of study drug.  
13. Complete physical exam should be performed at screening; thereafter, symptom-directed exams are acceptable.  
14. Vital signs to include height (at screening only), weight, respiration, pulse, temperature, and resting systolic and diastolic blood pressure. For patients receiving CDX-

011, vital signs should be assessed pre-infusion, at 45 (±15) minutes during the infusion, and within one-half hour following completion of the infusion.  (Note: weight 
is only assessed once per visit.)  For patients receiving capecitabine, vital signs should be assessed once at the indicated visits.  

15. A second original copy of the ECG tracing should be retained for possible submission to Celldex.  
16. Serum or urine pregnancy test only for women of childbearing potential. Patients of non-childbearing potential include those who are ≥60 years, surgically sterilized, 

or postmenopausal with absence of menses for at least 1 year. However, women <60 with therapy-induced amenorrhea will require a pregnancy test unless additional 
evidence (oophorectomy or serial measurement of FSH and/or estradiol) are available to ensure postmenopausal status.  
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17. Laboratory assessments will include the following, when indicated. Hematology results must be reviewed prior to dosing.    
Hematology: Clinical Chemistry: Urinalysis  
Hemoglobin Sodium pH 
Hematocrit Potassium Protein 
Mean corpuscular volume (MCV) Chloride  Glucose 
Erythrocyte count (RBC) Bicarbonate  Specific gravity 
Leukocytes (WBC) Glucose (nonfasting)  Blood 
Platelets Blood urea nitrogen (BUN)  
Differential:  Creatinine  
Neutrophils  Calcium  
Lymphocytes Phosphate Microscopic examination must be performed at 

baseline and, if clinically indicated, at subsequent 
visits (if urinary infection is suspected then a 
negative urine culture is required prior to 
enrollment). 

Monocytes Alkaline phosphatase 
Eosinophils Alanine transaminase (ALT/SGPT) 
 Aspartate transaminase (AST/SGOT) 
Differential should be reported consistently 
throughout the study as either an absolute 
count (preferred) or as a percentage. 

Total protein 
Albumin 
Lactate Dehydrogenase (LDH) 
Total Bilirubin  

   

18. Analyses will be performed by centralized laboratories. Sample collection, processing and shipping instructions will be provided separately.   
19. Samples drawn only for patients receiving CDX-011.  On CDX-011 dosing days, samples are collected prior to dosing. 
20. Samples for pharmacokinetic analyses will be collected for CDX-011-treated patients only.  Analysis may also include circulating GPNMB or other soluble mediators.  

At each CDX-011 dosing day, samples will be collected prior to dosing and at end of infusion (at or within 15 minutes of completion of infusion).    
21. PBMC collection will occur for up to 150 patients enrolled at a subset of study centers in the United States (regardless of treatment arm). On CDX-011 dosing days, 

samples are collected prior to dosing. Analysis will include examination of GPNMB expression on myeloid suppressor cells. Celldex will notify the sites when the 
requisite number of patients providing PBMC samples has been reached or that further data is not needed. 

22. Blood sample will be stored for retrospective BRCA1/2 mutation status and other potentially relevant molecular markers.  
23. EORTC QLQ-C30 Questionnaire (Protocol Appendix 6) completed only for patients who are fluent in a language in which the questionnaire is validated (information 

will be provided by Celldex).  Each questionnaire must be completed by the patient prior to any other assessments or procedures for that visit. It should be completed 
without assistance if possible. If the patient requires assistance to complete the questionnaire, the assistance should be provided by clinical or study staff as opposed 
to family members or significant others, and the nature of required assistance should be documented.  If a scheduled questionnaire is missed, the patient should 
complete the questionnaire at the next study visit 

24. Imaging-based evaluation per RECIST 1.1 should be performed in accordance with the Site Manual provided by Celldex (or designee).  Contrast-enhanced CT of the 
chest, abdomen, and pelvis, as well as all other suspected disease sites is required. MRI exams of the brain, abdomen, and pelvis can be performed in lieu of a CT; 
however MRI exams of the chest are not recommended.  In the event that a chest MRI is performed, a non-contrast chest CT is strongly recommended to evaluate the 
lung parenchyma. Brain and/or bone scans are required for any patients with a history of metastases to bone and/or brain or where symptomatology raises the suspicion 
for bone and/or brain metastases. Lesions identified on bone scans should be confirmed by a CT or MRI at baseline, and, if identified as target lesions due to soft 
tissue component, they should continue to be followed by the same methodology (i.e., CT or MRI scan). However, bone lesions followed as non-target disease may 
be subsequently followed by bone scans only.  Lesions that cannot be imaged but are assessable by clinical exam may be assessed using color photography including 
a ruler (preferred method) or measured with calipers. Normally, all target and non-target disease sites should be evaluated at each assessment. However, for patients 
with non-target bone disease, bone scans need only be repeated every twelve weeks.  The same method of assessment and the same technique should be used to 
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characterize each identified and reported lesion at baseline and during follow-up. Target lesions selected for tumor measurements should be those where surgical 
resection or radiation are not indicated or anticipated.  

25. Randomization may be performed up to 5 days prior to initiation of study treatment, but should occur only after confirming all eligibility criteria have been met.  
26. Unless otherwise specified, all study assessments should be performed prior to administration of study treatment, and may be performed up to 24 hours prior to 

treatment administration if assessments remain within the specified visit window.  
27. All concomitant medication will be documented in the CRF if taken within 28 days prior to Study Day 1, and either (whichever occurs sooner): a) 28 days after last 

dose of study treatment or b) initiation of alternate anti-cancer therapy. In addition, all anti-cancer medications and concomitant medications required to treat CDX-
011-related SAEs taken throughout the duration of study follow-up should also be recorded.  

28. For patients who develop grade 3 rash possibly related to CDX-011 and who provide appropriate consent, punch biopsies and photographs of the rash site, as well as 
uninvolved skin, are strongly encouraged.  Samples may be submitted for central analyses including quantification of GPNMB expression; in these cases, collection, 
processing and shipping instructions will be provided separately.   

29. Adverse event monitoring on Cycle 1 Day 7 and Cycle 1 Day 14 can be performed in person or by telephone to determine if the patient is experiencing any adverse 
events. 

30. Events occurring > 28 days after discontinuation of study treatment are only reportable if serious (SAE) and potentially treatment-related. 
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2  S T U D Y O B J E C T I V E S  

Pri m ar y O bj e cti v e  

•  T o e v al u at e t h e a nti -c a n c er a cti vit y of C D X - 0 1 1 i n m et ast ati c, G P N M B o v er-

e x pr essi n g, tri pl e- n e g ati v e br e ast c a n c er as m e as ur e d b y t h e d ur ati o n of 

pr o gr essi o n- fr e e s ur vi v al ( P F S). 

S e c o n d ar y O bj e cti v es  

•  T o f urt h er ass ess t h e a nti-c a n c er a cti vit y of C D X -0 1 1 i n m et ast ati c, G P N M B 

o v er- e x pr essi n g, tri pl e -n e g ati v e br e ast c a n c er, as ass ess e d b y t h e o bj e cti v e 

r es p o ns e r at e ( O R R), d ur ati o n of r es p o ns e ( D O R), a n d o v er all s ur vi v al ( O S). 

•  T o f urt h er c h ar a ct eri z e t h e s af et y of C D X - 0 1 1 i n m et ast ati c, G P N M B o v er-

e x pr essi n g, tri pl e- n e g ati v e br e ast c a n c er.  

•  T o o bt ai n p h ar m a c o ki n eti c p ar a m et ers a n d t o e x pl or e t h e r el ati o ns hi p b et w e e n 

p ati e nt -s p e cifi c m e as ur es of e x p os ur e a n d s af et y a n d a cti vit y p ar a m et ers.  

E x pl or at or y O bj e cti v e  

•  T o ass ess w h et h er tr e at m e nt wit h C D X - 0 1 1 is ass o ci at e d wit h i m pr o v e m e nt i n 

q u alit y of lif e a n d/ or c a n c er -r el at e d p ai n as r efl e ct e d b y r e d u c e d a n al g esi c us e. 

3  A N A L Y S I S  E N D P OI N T S  

3. 1   P ri m a r y E n d p oi nt  

•  Pr o gr essi o n- fr e e s ur vi v al ( P F S) 

3. 2    Se c o n d a r y E n d p oi nts  

T h e f oll o wi n g s e c o n d ar y effi c a c y e n d p oi nts will b e e v al u at e d: 

•  O bj e cti v e r es p o ns e r at e ( O R R)  

•  D ur ati o n of r es p o ns e ( D O R) 

•  O v er all s ur vi v al ( O S) 
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3. 3    E x pl o r at o r y E n d p oi nts  
 

•  Q u alit y of lif e as m e as ur e d b y E O R T C -Q L Q - C 3 0 a n d/ or c a n c er-r el at e d p ai n as 

r efl e ct e d b y r e d u c e d a n al g esi c us e 

3. 4    S af et y E n d p oi nts  

T h e f oll o wi n g s af et y-r el at e d e n d p oi nts will b e e v al u at e d: 

•  I n ci d e n c e of a d v ers e e v e nts 

•  D e at hs o n st u d y 

•  Di s c o nti n u ati o ns of st u d y tr e at m e nt d u e t o a d v ers e e v e nts 

•  H e m at ol o g y, c h e mistr y, a n d ot h er l a b or at or y p ar a m et ers  

•  Vit al si g n p ar a m et ers  

•  El e ctr o c ar di o gr a m ( E C G) p ar a m et ers  

4  R A N D O MI Z A T I O N A N D B L I N DI N G  

4. 1    R a n d o mi z ati o n 

Eli gi bl e p ati e nts will b e c e ntr all y r a n d o mi z e d i n a 2: 1 r ati o t o r e c ei v e C D X - 0 1 1 or 

c a p e cit a bi n e .  F or s u bj e ct s e nr oll e d i n t h e st u d y u n d er pr ot o c ol a m e n d m e nts 3 a n d 4, th e 

r a n d o mi z ati o n will b e str atifi e d b y t h e f oll o wi n g f a ct ors: 

•  0- 1 pri or li n e of c h e m ot h er a p y f or a d v a n c e d dis e a s e vs. 2 pri or li n es of 

c h e m ot h er a p y f or a d v a n c e d dis e as e  

•  Pr o gr essi o n-fr e e i nt er v al ≤ 6 m o nt hs aft er r e c ei pt of t a x a n e t h er a p y vs. 

pr o gr essi o n- fr e e i nt er v al > 6 m o nt hs aft er r e c ei pt of t a x a n e t h er a p y 

•  R e c ei v e d a nt hr a c y cli n e t h er a p y pr e vi o usl y vs. n o pri or a nt hr a c y cli n e t h er a p y 

T h er e ar e n o s u bj e cts e nr oll e d u n d er t h e ori gi n al pr ot o c ol. I n pr ot o c ol a m e n d m e nts 1 a n d 

2, di ff er e nt str atifi c ati o n f a ct ors ar e c o nsi d er e d. S p e cifi c all y,  

•  Str at a U n d er A m e n d m e nt 1:  

o  N o li n es of pri or c h e m ot h er a p y f or a d v a n c e d dis e as e vs. 1 li n e pri or 

c h e m ot h er a p y f or a d v a n c e d dis e as e – 0 vs. 1 

o  “ R esist a nt ” t o a nt hr a c y cli n e t h er a p y (i. e., pr o gr essi o n -fr e e i nt er v al of ≤ 6 m o nt hs 

aft er c o m pl eti n g tr e at m e nt) vs. “ E x p os e d ” t o a nt hr a c y cli n e t h er a p y (i. e., 

pr o gr essi o n- fr e e i nt er v al of > 6 m o nt hs aft er c o m pl eti n g tr e at m e nt). 
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•  Str at a U n d er A m e n d m e nt 2 a n d 2. 1: 

o  0- 1 pri or li n e of c h e m ot h er a p y f or a d v a n c e d dis e a s e vs. 2 pri or li n es of 

c h e m ot h er a p y f or a d v a n c e d dis e as e  

o  “ R esist a nt ” t o a nt hr a c y cli n e t h er a p y (i. e., pr o gr essi o n -fr e e i nt er v al of ≤ 6 m o nt hs 

aft er c o m pl eti n g tr e at m e nt) vs. “ E x p os e d ” t o a nt hr a c y cli n e t h er a p y (i. e., 

pr o gr essi o n-fr e e i nt er v al of > 6 m o nt hs aft er c o m pl eti n g tr e at m e nt).  

 

I n t h e str atifi e d a n al ysis f or t his st u d y, t h e str atifi c ati o n f a ct ors i n A m e n d m e nt 3 will b e 

us e d. Gi v e n t h e c h a n g es i n pr ot o c ol a m e n d m e nts i n str atifi c ati o n f a ct ors, t h e pri m ar y 

a n al ysis of effi c a c y will b e b as e d o n t h e a ct u al str atifi c ati o n f a ct ors t h at ar e c orr e ct e d 

aft er r a n d o mi z ati o n. I n a d diti o n, t h e s e c o n d ar y a n al ysis usi n g t h e str atifi c ati o n f a ct ors  as 

r a n d o miz e d  will als o b e p erf or m e d, wit h t h e f oll o wi n g m a p pi n g a p pr o a c h: 

•  All p ati e nts r a n d o mi z e d u n d er A m e n d m e nt 1 will b e c o nsi d er e d as 0- 1 pri or li n e of 

c h e m ot h er a p y f or a d v a n c e d dis e as e . 

•  All p ati e nts r a n d o mi z e d u n d er A m e n d m e nt 1 a n d 2. 1 will b e c o nsi d er e d as r e c ei v e d  

a nt hr a c y cli n e t h er a p y pr e vi o usl y. 

•  F or all p ati e nts r a n d o mi z e d u n d er A m e n d m e nt 1 a n d 2. 1, t h eir Pr o gr essi o n- fr e e 

i nt er v al aft er r e c ei pt of t a x a n e t h er a p y will b e d et er mi n e d b as e d o n t h e a ct u al d at a 

r e p ort e d i n t h e cli ni c al d at a b as e. 

•  All p ati e nts r a n d o mi z e d u n d er/ aft er A m e n d m e nt 3 us e t h e fi n al str atifi c ati o n f a ct ors 

i n r a n d o mi z ati o n.  

 

4. 2   Bli n di n g  

T his is a n o p e n- l a b el st u d y; t h er ef or e, n eit h er t h e p ati e nts n or t h e i n v esti g at ors will b e 

bli n d e d t o st u d y tr e at m e nt.  R a di ol o gi c al a n d cli ni c al dis e as e ass ess m e nts will b e 

r e vi e w e d c e ntr all y i n a bli n d e d m a n n er b y t h e i n d e p e n d e nt r e vi e w c o m mitt e e (I R C).  

M e m b ers of t h e I R C will b e  bli n d e d t o st u d y tr e at m e nt. F or d at a i nt e grit y c o nsi d er ati o n, a 

bli n di n g pr o c ess w as  est a blis h e d a n d s p e cifi e d i n t h e d o c u m e nt of C D X 0 1 1- 0 4 Bli n di n g 

a n d U n bli n di n g Pr o c e d ur es .  I n bri ef, t w o bi ost ati sti c al gr o u ps ar e est a blis h e d: a bli n d e d 

t e a m ( C ell d e x bi ost atisti cs t e a m r es p o nsi bl e f or e x e c uti o n  of t h e St atisti c al A n al ysis Pl a n, 

d a y- t o- d a y i nt er a cti o ns wit h t h e st u d y t e a m, a n d fi n al st u d y a n al ys es) a n d a n u n bli n d e d 

t e a m (P P D bi ost at isti cs t e a m r es p o nsi bl e f or s u p p orti n g t h e D at a M o nit ori n g C o m mitt e e 

( D M C) m e eti n gs).  T h e bli n d e d t e a m will n ot h a v e a c c ess t o r a n d o mi z ati o n a n d tr e at m e nt 

d at a,  a n d t h e u n bli n d e d t e a m will h a v e f ull a c c ess t o t h e d at a b as e.  
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5 SAMPLE SIZE CALCULATION 

The primary efficacy endpoint is progression free survival (PFS).  For patients with 
metastatic advanced GPNMB-expressing breast cancer in the treatment setting under 
investigation, median PFS of 4 months is anticipated following randomization to 
capecitabine.  It is hypothesized that CDX-011 will increase median PFS in such patients 
by 2.25 months (i.e., 4.0 vs 6.25 months).  Under the assumption of proportional hazards, 
such an increase corresponds to a hypothesized hazard ratio of 0.64.  If this hypothesized 
hazard ratio is true, 203 PFS events (total of two arms) determined by IRC will provide 
85% power with 2-sided type I error of 0.05. Under the assumption of exponential 
distribution for each arm and uniform enrollment over 2 years, and 10% drop out rate 
(PFS events cannot be observed), 300 patients (200 in the CDX-011 arm and 100 in the 
capecitabine arm) are needed, and it is anticipated that 203 PFS events will be observed 
in approximately 26 months from the date the first patient is randomized. The sample size 
calculation is performed using SAS v9.4. 

6  ANALYSIS POPULATIONS 

6.1  Efficacy Analysis 

6.1.1 Intent-to-Treat (ITT) Population 

The Intent-to-Treat (ITT) population will include all patients who are randomized.  
Patients will be analyzed according to the treatment arm to which they are randomized 
(CDX-011 or capecitabine).   

6.1.2 Per-Protocol Population 

The Per-Protocol population excludes patients that may substantially affect the results of 
the primary analysis, due to important deviations from the protocol.  The final 
determination on protocol violations, and thereby the composition of the Per-Protocol 
population, will be documented in a separate memo prior to locking the clinical database 
and final analysis.  Patients in the Per-Protocol population will be included in the 
treatment arm to which they actually received.  

6.2 Safety Population 

The safety population will include all patients who receive at least one dose of study 
treatment (either CDX-011 or capecitabine).  Patients will be analyzed according to the 
treatment which they have actually received (CDX-011 or capecitabine).  A baseline 
measurement and at least one laboratory, vital sign, or other safety-related measurement 
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obtained after at least one dose of study treatment may be required for inclusion in the 
analysis of a specific safety parameter. 

7  GLOSSARY/ANALYTIC DEFINITIONS 

7.1 Study Treatment 

The term “study treatment” represents CDX-011 or capecitabine. 

7.2 Study Day 1 

Study Day 1 corresponds to the date of the first dose of study treatment. 

7.3 Study Day 

Study Day represents the elapsed number of days from Study Day 1, inclusive. 

Study Day n = (Date of assessment – Date of Study Day 1) + 1 day, 

if Date of assessment ≥ Date of Study Day 1. Or, 

Study Day n = (Date of assessment – Date of Study Day 1), 

if Date of assessment < Date of Study Day 1. Unless otherwise specified, the timing of all 
study-related events, assessments, and interventions will be calculated relative to Study 
Day 1.  Study Day −1 will be the day before Study Day 1, and in general, negative days 
will be measured backwards starting from Study Day −1. 

7.4 Cycle 1 Day 1 

The first 21-day treatment cycle will begin with the first dose of study treatment, and will 
be denoted as “Cycle 1 Day 1”.  In general, the start date of each cycle (i.e., Day 1 of 
Cycle k, where k=1 to maximum number of cycles started) equals the date of the first 
dose of study treatment administered in the corresponding cycle.  If study treatment is 
permanently discontinued, then the cycle number and cycle day for study-related 
assessments done after the last cycle of dosing will be replaced in the tables, figures, and 
listings with the visit name (e.g., End of Treatment Visit, Disease Assessment Visit 
WK24).  The visit date and study day also will be used to identify the timing of such 
assessments. 
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7. 5  C y cl e k  D a y j 

D a y j r e pr es e nts t h e el a p s e d n u m b er of d a ys si n c e t h e first d os e of st u d y tr e at m e nt  i n 

C y cl e  k . 

D a y j = ( D at e of ass ess m e nt – D at e of D a y 1 i n C y cl e k ) + 1 

U nl ess ot h er wis e s p e cifi e d, t h e ti mi n g of st u d y -r el at e d visits a n d ass ess m e nts will b e 

c al c ul at e d r el ati v e t o D a y 1 i n e a c h c y cl e.  

7. 6  B as eli n e  

U nl ess s p e cifi e d ot h er wi s e, t h e b as eli n e v al u es will b e t h os e v al u es m e as ur e d cl os est t o 

b ut n ot aft er t h e first d os e of st u d y tr e at m e nt o n D a y 1 of C y cl e 1.   

8  P A T I E N T I N F O R M A T I O N  

8. 1  P ati e nt Dis p ositi o n  

T h e n u m b er of p ati e nts w h o ar e i n cl u d e d i n I T T, P er- Pr ot o c ol, a n d S af et y will b e  

s u m m ari z e d b y tr e at m e nt ar m .  T h e r e as o n f or e x cl usi o n fr o m o n e or m or e a n al ysis 

p o p ul ati o ns will b e pr o vi d e d. 

T h e n u m b er of p ati e nts w h o ar e i n t h e tr e at m e nt p h as e a n d p ost- tr e at m e nt f oll o w- u p 

p h as e of t h e st u d y will b e s u m m ari z e d b y tr e at m e nt ar m.  P ati e nts dis c o nti n ui n g fr o m 

st u d y tr e at m e nt a n d t h e pri m ar y r e as o n f or dis c o nti n u ati o n will b e s u m m ari z e d b y 

tr e at m e nt ar m.  P ati e nts w h o wit h dr e w fr o m st u d y a n d wit h  t h e pri m ar y r e as o n f or 

dis c o nti n u ati o n will b e s u m m ari z e d i n a si mil ar m a n n er .   

8. 2  D e m o g r a p h i cs a n d B as eli n e C h a r a ct e risti cs  

T h e f oll o wi n g d e m o gr a p hi c a n d b as eli n e c h ar a ct eristi cs c o nsi d er e d p erti n e nt t o t h e 

o ut c o m es f or p ati e nts  wit h m et ast ati c  br e ast c a n c er will b e s u m m ari z e d f or I T T 

p o p ul ati o n: 

•  A g e, a g e gr o u p ( ≤ 4 0, 4 1 – 6 4, ≥ 6 5), s e x, r a c e, et h ni cit y, r e gi o n, h ei g ht, w ei g ht, 

b o d y s urf a c e ar e a ( B S A), b o d y m ass i n d e x ( B MI), E C O G p erf or m a n c e st at us  

•  Br e ast c a n c er hist or y, i n cl u di n g ti m e si n c e i niti al di a g n osis, ti m e si n c e di a g n osis 

of a d v a n c e d a n d/ or m et a st ati c br e ast c a n c er, n u m b er of pri or r el a ps es, st a g e at 

i niti al di a g n osis, a n y pri or C N S i n v ol v e m e nt, hist o p at h ol o g y, estr o g e n r e c e pt or 

( E R) st at us at  i niti al di a g n osis a n d f or a d va n c e d/ m et ast ati c dis e as e , pr o g e st er o n e 
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r e c e pt or ( P R) st at us at i niti al di a g n osis a n d f or a d v a n c e d/ m et ast ati c dis e as e, 

H E R 2 r e c e pt or st at us at i niti al di a g n osis a n d f or a d v a n c e d/ m et ast ati c dis e a s e, 

E R/ P R c o m bi n e d st at us f or a d v a n c e d/ m et ast ati c di s e as e, E R/ P R/ H E R 2 c o m bi n e d 

st at us a d v a n c e d/ m et ast ati c dis e as e,  G P N M B e x pr e ssi o n l e v el i n tiss u e us e d f or 

st u d y eli gi bilit y, c urr e nt sit es of dis e as e i n cl u di n g vis c er al i n v ol v e m e nt, n u m b er 

of or g a ns i n v ol v e d ( 1, 2, > = 3) 

•  Br e ast c a n c er tr e at m e nt hist or y, i n cl u di n g p ri or s ur g er y a n d us e of r a di ati o n, 

n u m b er of pri or li n es of a nti c a n c er t h er a pi es, a n d s etti n g r e c ei v e d, a n d f or 

s p e cifi c, t h er a pi es of i nt er est; n u m b er of pri or li n e s of tr e at m e nt f or a d v a n c e d 

dis e as e; r e c ei v e d pri or a nt hr a c y cli n e  ( Y/ N), a n d pr o gr essi o n-fre e i nt er v al aft er 

r e c ei pt of t a x a n e t h er a p y ( ≤ 6 m o nt hs, > 6 m o nt h) 

T h e m e di c al hist or y t er m will b e assi g n e d st a n d ar di z e d t er ms usi n g t h e M e di c al 

Di cti o n ar y f or R e g ul at or y A cti viti es ( M e d D R A).  It will b e s u m m ari z e d b a s e d o n t h e 

n u m b er a n d p er c e nt a g e of p at i e nts b y M e d D R A di cti o n ar y t er ms  a n d will al s o b e 

pr es e nt e d i n d at a listi n gs. 

9  P RI O R A N D C O N C O MI T A N T M E DI C A T I O N S  

Pri or a n d c o n c o mit a nt m e di c ati o ns will b e c o d e d t o t h e W orl d H e alt h Or g a ni z ati o n ( W H O) 

dr u g g e n eri c t er m usi n g t h e W H O Dr u g Di cti o n ar y.  Pri or m e di c ati o ns ar e d efi n e d a s 

m e di c ati o ns t h at st art e d b ef or e t h e first d os e of st u d y dr u g.  C o n c o mit a nt m e di c ati o ns ar e 

d efi n e d a s m e di c ati o ns t h at ( 1) st art e d b ef or e t h e first d os e of st u d y dr u g a n d c o nti n u e d aft er 

first d os e, or ( 2) st art e d o n or aft er t h e first d os e of st u d y dr u g a n d wit hi n 2 8 d a ys aft er l a st 

d os e. Pri or a n d c o n c o mit a nt m e di c ati o ns will b e s u m m ari z e d b y A n at o mi c al T h er a p e uti c 

C h e mi c al ( A T C) cl a ssifi c ati o n t h er a p e uti c s u b gr o u p a n d W H O g e n eri c t er m. All m e di c ati o n 

d at a will b e list e d i n di vi d u all y a n d s u m m ari z e d b y tr e at m e nt ar m a c c or di n g t o a n at o mi c al 

t h er a p e uti c cl ass a n d g e n eri c n a m e. 

1 0  E F FI C A C Y A N A L Y S E S  

1 0. 1  M ulti pli cit y C o n si d e r ati o n  

T his st u d y h as n o pl a n n e d i nt eri m a n al ysis. F or t h e pri m ar y a n al ysis of P F S at fi n al 

a n al ysis, t h e t est will b e p erf or m e d at t w o -si d e d 5 % si g nifi c a n c e l e v el. F or m ulti pli cit y 

a dj ust m e nt c o nsi d er ati o n f or s e c o n d ar y e n d p oi nts, w h e n t h e pri m ar y P F S a n al ysis is 

p ositi v e, t o str o n gl y c o ntr ol t h e t y p e I err or at 5 % l e v el, H o c h b er g pr o c e d ur e ( H o c h b er g  

1 9 8 8 ) will b e us e d f or O R R a n d O S. S p e cifi c all y, T a bl e 2  b el o w d es cri b es t h e st atisti c al 

t esti n g s c e n ari os: 
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T a bl e 2 :  H o c h b e r g t esti n g p r o c e d u r e of t h e s e c o n d a r y e n d p oi nts 
O R R a n d O S  

P  v al u es R ej e ct  

P ( 2) ≤  0. 0 5 H ( 1) a n d H( 2) 

P ( 1) ≤  0. 0 2 5 a n d P ( 2) > 0. 0 5 H ( 1) 

P ( 1) > 0. 0 2 5 a n d P ( 2) > 0. 0 5 N o n e  

N ot e: P ( 1) a n d P ( 2) ar e or d er e d P  v al u e s of t w o t est s f or H ( 1) a n d H ( 2) 
r e s p e cti v el y s u c h t h at P ( 1)  ≤ P ( 2), w h er e H ( 1) a n d H ( 2) ar e t w o t e sts f or 
O R R a n d O S.  

 
A c c or di n g t o t his pr o c e d ur e, O R R a n d O S will b ot h b e c o nsi d er e d p ositi v e if e a c h 

a n al ysis yi el ds a P  v al u e of ≤ 0. 0 5.  Alt er n ati v el y, a n y a nal ysis r es ulti n g i n a P  v al u e 

> 0. 0 5 will n ot b e c o nsi d er e d p ositi v e.  If o nl y o n e a n al ysis r es ults i n a P  v al u e > 0. 0 5, 

t h e ot h er m ust yi el d a P  v al u e ≤ 0. 0 2 5 t o b e c o nsi d er e d p ositi v e.  

D O R will b e a n al y z e d as d es cri pti v e o nl y a n d t h e st atisti c al t esti n g is n ot pl a n n e d . 

T h e H R Q O L f or t his st u d y is c o nsi d er e d e x pl or at or y.  T h e pri m ar y m e as ur e of H R Q O L 

is t h e gl o b al h e alt h st at us s c or e b as e d o n t he E O R T C Q L Q - C 3 0 q u esti o n n air e.  N o 

a dj ust m e nt will b e m a d e f or H R Q O L a n al ys es, a n d t h e p -v al u es will b e e v al u at e d i n a n 

e x pl or at or y m a n n er usi n g a n o mi n al si g nifi c a n c e l e v el 0. 0 5 ( 2-si d e d). 

1 0. 2  S u b g r o u p A n al ys es  

T h e f oll o wi n g s u b gr o u p a n al ys es will b e p erf or m e d f or effi c a c y e n d p oi nts P F S, O R R , 

a n d O S: 

•  A g e ( ≤ 4 0, 4 1 – 6 4, ≥ 6 5) 

•  R a c e ( W hit e  vs ot h er) 

•  Pri or li n e of c h e m ot h er a p y f or a d v a n c e d dis e as e ( 0 - 1 vs > = 2)  

•  L e v el s of G P N M B e x pr e ssi o n ( 2 5 % - < 5 0 % or > = 5 0 %) 

•  Pr o gr essi o n- fr e e i nt er v al ( P FI) aft er r e c ei pt of t a x a n e t h er a p y  ( ≤ 6 m o nt hs vs > 6 

m o nt hs) 

•  Pri or a nt hr a c y cli n e t h er a p y ( Y es vs N o ) 

•  E str o g e n R e c e pt or ( E R)/ Pr o g est er o n e R e c e pt or ( P R) l e v el ( b ot h < 1 % vs eit h er 

> = 1 %)  
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•  Vi s c er al di s e as e ( Y es vs N o ) 

•  C N S i n v ol v e m e nt ( Y es vs N o) 

•  N u m b er of di s e as e sit e ( < = 3 vs > 3) 

•  E C O G P S ( 0 vs 1) 

•  R e gi o n ( N ort h A m eri c a vs Ot h er ) 

T h e s u b gr o u ps of P FI, pri or a nt hr a c y cli n e, a n d pri or li n e of c h e m ot h er a p y f or a d v a n c e d 

dis e as e ar e d et er mi n e d b as e d o n a ct u al cli ni c al d at a.  T h e s u b gr o u p a n al ys e s will b e 

p erf or m e d wit h t h e c orr e s p o n di n g str atifi c ati o n f a ct ors if a p pr o pri at e. If t h e n u m b er of 

s u bj e cts is t o o s m all i n a p arti c ul ar str at u m t o pr o d u c e r eli a bl e esti m at e, u nstr atifi e d 

a n al ysis m a y b e us e d.  

1 0. 3  P r o g r essi o n -f r e e S u r vi v al ( P F S) 

P F S is d efi n e d as t h e ti m e fr o m t h e d at e of r a n d o mi z ati o n t o d o c u m e nt e d dis e as e 

pr o gr essi o n, or d e at h d u e t o a n y c a us e, w hi c h e v er is e arli er.  

1 0. 3. 1  P ri m a r y P F S A n al ysis  

T h e pri m ar y a n al ysis of P F S will b e b as e d o n t h e I n d e p e n d e nt R e vi e w C o m mitt e e (I R C) 

ass ess m e nt a c c or di n g t o R E CI S T 1. 1.  U nl ess s p e cifi e d ot h er wis e, all r e c or d e d P F S 

e v e nts will b e i n cl u d e d i n t h e pri m ar y a n al ysis r e g ar dl ess of st o p pi n g r a n d o mi z e d 

t h er a p y. T a bl e 3  b el o w d es cri b es t h e d et ail e d c e ns ori n g r ul es f or t h e pri m ar y P F S 

a n al ysis.  T h e d et er mi n ati o n  of P F S is als o d et ail e d i n t h e fl o w c h art i n t h e 

A p p e n di x  (S e cti o n 1 7 ).  
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Table 3:  Date of Progression of Censoring for the Primary PFS 
analysis (IRC) 

Situation 
Date of Progression or 
Censoring Outcome 

Disease progression between scheduled 
disease assessments 

Date of progression Progressed 

Death between scheduled disease 
assessment 

Date of death Progressed 

Death before the first planned disease 
assessment at 6 weeks (plus 1 week 
window) without any disease 
assessment  

Date of death Progressed 

No baseline disease assessments Date of randomization Censored 
No post-baseline disease assessments 
without death before the first planned 
disease assessment 

Date of randomization Censored 

Discontinuation of study treatment 
without progression (i.e., due to 
toxicity, withdrew consent, or lost to 
follow-up) and no further radiographic 
assessmenta 

Date of last radiological 
assessment without documented 
progression disease 

Censored 

Alternate anticancer treatment started 
without documentation of disease 
progression beforehandb 

Date of last radiological 
assessment prior to start of 
further anticancer treatment 

Censored 

Death or disease progression after 
missing two or more consecutively 
scheduled disease assessmentsc 

Date of last radiological 
assessment without documented 
progression disease prior to 
death/progression 

Censored 

Patients who have not progressed and 
are alive  

Date of last radiological 
assessment without documented 
progression disease 

Censored 

a. For a patient who discontinues study treatment without PD and continues to have radiographic assessments, post-
treatment radiographic assessments will be considered for PFS analyses according to the rules in this table. 

b. Alternate anticancer treatment interventions that are diagnostic (e.g., biopsy) or palliative (e.g., local radiation for 
painful nodule) will not routinely require censoring unless they are determined to interfere with the assessment of the 
patients’ disease status. 

c. Disease assessments are planned every 6 (±1) weeks for the first 6 months (24 weeks); and every 9 (±2) weeks, 
thereafter, until disease progression. The interval of two missed scheduled assessments is calculated according to the 
scheduled assessment frequency and the corresponding window (1 or 2 weeks depending on assessments scheduled 
before or after 6 months). 
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The median PFS by treatment group will be estimated using Kaplan-Meier method and 
the Kaplan-Meier curves by treatment group will be presented.   

The primary inferential comparison of this endpoint will use the stratified log-rank test 
stratified by the actual stratification factors corrected in the clinical database after 
randomization. A secondary analysis based on the stratification factors as randomized 
will also be performed (Section 4.1). Estimation of the hazard ratio for treatment and its 
corresponding 95% confidence interval will be determined using a stratified Cox 
proportional hazards model with the same stratification factors.  

Subgroup analyses for PFS (Section 10.2) will be performed and a forest plot will be 
presented. 

10.3.2 PFS Analysis (Investigator) 

The analysis approach is the same as the PFS analysis based on IRC assessment. 

Additionally, differences between the IRC and investigators assessments of disease 
progression will be summarized by treatment arm.  Such differences will include the 
early discrepancy rate and late discrepancy rate (Zhang et al 2013), which are based on 
the frequency that the investigator’s evaluation declares progression earlier or later than 
the IRC, respectively. 

10.3.3 Sensitivity PFS Analysis 

Sensitivity analysis will be performed to assess potential sources of bias due to 1) 
censoring for alternate anti-cancer therapy; 2) symptomatic disease progression. 

Alternate anti-cancer therapy prior to documentation of disease progression 

It is anticipated some patients may receive subsequent anti-cancer therapy prior to 
documentation of progressive disease.  Censoring alternative anticancer treatment prior to 
documented progression may be problematic since it ignores the issue of informative 
censoring and contravenes the basic principle of an intention-to-treat analysis.  Patients 
who stop taking randomized study treatment prior to documented progression frequently 
do so due to either toxicity of the drug or due to deterioration in the status of their 
disease.  In such cases, the investigator may judge that immediate intervention, 
commonly in terms of the introduction of a new cancer treatment, is in the best interest of 
the patient without necessarily waiting for confirmatory radiographic evidence of 
progressive disease (Carroll 2007). 
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To address the above concerns, the following sensitivity analysis will be performed: 
Death or disease progression that’s documented after the initiation of an alternate anti-
cancer therapy will be considered as a PFS event. 

Symptomatic progression / hospice care events  

A sensitivity analysis will be performed with symptomatic deterioration or admission to 
hospice care considered a PFS event with investigator’s disease assessments.  Patients 
with symptomatic deterioration will be considered to have disease progression the day 
after the date of the last disease assessment showing no evidence of disease progression. 
For patients who enter hospice care without prior symptomatic deterioration or disease 
progression per RECIST 1.1, the date of admission to the hospice care will be considered 
as PFS event date.  

10.4 Objective Response Rate (ORR) 

ORR will be estimated based on the proportion of patients in each treatment arm with 
measurable disease at baseline whose best overall response during the course of study 
treatment is complete response (CR) or partial response (PR).  Tumor response will be 
assessed using RECIST 1.1. The primary analysis of ORR will be based upon evaluations 
by the IRC regardless of tumor response (CR or PR) confirmation. The secondary 
analysis of ORR will be based on the confirmed (no sooner than 28 days later) tumor 
response (CR or PR).  Supplemental analysis will be performed based on investigator’s 
review.  

Exact 95% confidence intervals of ORR will be calculated by treatment arm using 
Clopper-Pearson method.  The inferential comparison of the observed ORRs will be 
made using the Cochran-Mantel-Haenszel Chi-square test, stratified by the randomization 
stratification factors.   

Subgroup analyses will be performed for the list of subgroups specified in Section 10.2. 
Waterfall plots will be used to depict graphically for individual patients their maximum 
percentage shrinkage from baseline in the sum of the longest diameters in target lesions. 

Best overall response will be classified as ‘not evaluable / unknown’ for patients with 
early progression or early death.  Early progression will include patients who discontinue 
study treatment due to worsening disease but without objective evidence of disease 
progression, and their best overall response cannot be determined because tumor 
assessments were either incomplete or were never performed or not repeated.  Similarly, 
early death will include patients who die without objective evidence of disease 
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progression beforehand, and their best overall response cannot be determined because 
tumor assessments were either incomplete or were never performed or not repeated. 

10.5 Duration of Response (DOR) 

DOR will be calculated for patients who achieve CR or PR regardless of confirmation.  
For such patients, DOR is defined as the number of months from the start date of PR or 
CR (whichever response is recorded first), to the first date that progressive disease (PD) 
or death is documented.   

The same censoring rules of the primary PFS analysis will be applied to DOR.  

Median DOR will be estimated according to the Kaplan-Meier method.  Inferential 
comparison between treatment arms for DOR is not planned. 

As noted previously, the primary analysis of DOR will be based on the time point and 
best overall responses and PFS events determined by blinded independent central review.  
A supplemental analysis of DOR will be performed based on investigator assessments 
using the same data cutoff and censoring rules specified in PFS for the primary analysis. 

10.6 Overall Survival (OS) 

OS is defined as the time from randomization to the date of death due to any cause.  
Patients who are alive or lost to follow-up as of the data analysis cutoff date will be 
censored at last known alive date before cutoff.   

The OS will be summarized descriptively using the Kaplan-Meier method.  Median 
follow-up for OS will be estimated according to the Kaplan-Meier estimate of potential 
follow-up (Schemper 1996). The KM plot will be produced by treatment arm. 

The primary inferential comparison of this endpoint will use the stratified log-rank 
statistic to test the null hypothesis that the distribution of OS times is equal for the 2 
treatment arms.   

Subgroup analyses will be performed for the subgroup factors listed in Section 10.2. For 
each subgroup, the hazard ratio for treatment arm will be estimated and the KM plot will 
be produced. Forest plots will be used to graphically display the hazard ratios and 95% 
confidence intervals across subgroups.  Kaplan-Meier estimates will be provided for each 
treatment arm within each subgroup.   
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S ur vi v al r at e at o n e- , t w o-, a n d t hr e e-y e ar aft er r a n d o mi z ati o n will b e esti m at e d f or e a c h 

tr e at m e nt ar m usi n g t h e K a pl a n -M ei er pr o d u ct -li mit m et h o d. Gr e e n w o o d’ s f or m ul a will 

b e us e d t o c al c ul at e t h e st a n d ar d err or of t h e K a pl a n -M ei er esti m at e a n d c orr es p o n di n g 

9 5 % c o nfi d e n c e i nt er v al.  

T o s u p pl e m e nt t h e a n al ysis of O S, a s u m m ar y of t h e s u bs e q u e nt a nti -c a n c er t h er a pi es a n d 

i nt er v e nti o ns i nitiat e d aft er t h e dis c o nti n u ati o n of st u d y tr e at m e nt will b e pr o vi d e d.  S u c h 

t h er a pi es will b e c oll e ct e d d uri n g t h e s c h e d ul e d p ost- tr e at m e nt f oll o w-u p a ss ess m e nts.  

1 0. 7  H e alt h -R el at e d Q u alit y of Lif e ( H R Q O L)  

H R Q O L will b e ass ess e d i n a s u bs et of p ati e nts usi n g t h e E O R T C q u alit y of lif e c or e 

q u esti o n n air e- 3 0 ( Q L Q- C 3 0, v ersi o n 3).  T h e E O R T C Q L Q - C 3 0 c o nsists of 3 0 

i n di vi d u al it e ms, e a c h r e pr es e nti n g si n gl e- or m ulti-it e m s c al es.  Of t h e 3 0 q u esti o ns, 2 4 

a g gr e g at e i nt o 9 m ulti- it e m s c al es r e pr es e nti n g t h e f oll o wi n g H RQ O L di m e nsi o ns: 5 

f u n cti o ni n g s c al es ( p h ysi c al, r ol e, e m oti o n al, c o g niti v e, a n d s o ci al), 3 s y m pt o ms s c al es 

(f ati g u e, n a us e a a n d v o miti n g, a n d p ai n), a n d 1 gl o b al m e as ur e of h e alt h st at us (T a bl e 4 ).  

T h e r e m ai ni n g 6 si n gl e -it e m s c al es ass ess t h e f oll o wi n g s y m pt o ms: d ys p n e a, i ns o m ni a, 

a p p etit e l oss, c o nsti p ati o n, di arr h e a, a n d t h e p er c ei v e d fi n a n ci al i m p a ct of t h e dis e as e 

tr e at m e nt.  

T h e i n di vi d u al it e ms o n b ot h E O R T C q u esti o n n air es will b e s c al e d a n d s c or e d a c c or di n g 

t o t h e E O R T C Q L Q- C 3 0 S c ori n g M a n u al (F a y ers 2 0 0 1 ).  T h e r a w s c or es will b e 

tr a nsf or m e d t o a li n e ar s c al e r a n gi n g fr o m 0 t o 1 0 0, w h er e hi g h er s c al e s c or es i n di c at e 

b ett er H R Q O L f or t h e gl o b al h e alt h st at us a n d f u n cti o ni n g s c al es, a n d w ors e H R Q O L f or 

t h e s y m pt o m s c al es.  Diff er e n c es fr o m b as eli n e of at l e ast 1 0 p oi nts will b e cl assifi e d as 

t h e mi ni m u m cli ni c all y m e a ni n gf ul c h a n g e i n a n H R Q O L m e as ur e (Os o b a 1 9 9 8; 

M ari n g w a 2 0 1 1 ).  C h a n g es of m or e t h a n 2 0 p oi nts will b e cl assifi e d as l ar g e eff e cts.  F or 

e x a m pl e, a n i n cr e as e of 1 0 p oi nts o n a f u n cti o n al s c al e will r e pr es e nt a m o d er at e 

i m pr o v e m e nt, w h er e as a d e cr e as e of 1 0 p oi nts will r e pr es e nt m o d er at e w or s e ni n g.  

C h a n g es of l ess t h a n 1 0 p oi nts will b e r e g ar d e d a s n o c h a n g e, or as cli ni c all y irr el e v a nt. 

T h e f u n cti o n al s c al es will b e s c or e d as f oll o ws:   

 

w h er e r a n g e is t h e diff er e n c e b et w e e n t h e p ossi bl e m a xi m u m a n d mi ni m u m r es p o ns e t o 

i n di vi d u al it e ms.  W h er e t h e m aj orit y of it e ms t a k e v al u es fr o m 1 t o 4, gi vi n g r a n g e = 3.  

1 0 0
)1(

1 ×
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r a n g e

R S
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R a w s c or e ( R S) is t h e m e a n of t h e c o m p o n e nt it e m s:  

 

Si mil arl y, t h e s y m pt o m s c al es/it e ms a n d gl o b al h e alt h st at us will b e s c or e d as f oll o ws:  

 

F or m ulti -it e m s c al es, if at l e ast h alf t h e it e ms i n t h e s c al e ar e c o m pl et e, t h e n t h e s c al e 

s c or e will b e c al c ul at e d b as e d o n t h e it e ms f or w hi c h d at a ar e a v ail a bl e.  Ot h er wis e, t h e 

s c al e s c or e will b e s et t o missi n g.  U n d er t his a p pr o a c h, n o n e of t h e si n gl e- it e m m e as ur es 

will b e i m p ut e d.  

 

T a bl e 4 :  S c o ri n g t h e E O R T C Q L Q - C 3 0 ( v e rsi o n 3. 0)  

S c al es/It e ms  
N u m b e r  
 of It e ms  

It e m 
R a n g e  

It e m 
N u m b e rs  

Gl o b al h e alt h st at u s     
Gl o b al h e alt h st at us  2  6  2 9, 3 0  
    
F u n cti o n al s c al es     
P h ysi c al f u n cti o ni n g  5  3  1 t o 5  
R ol e f u n cti o ni n g 2  3  6, 7  
E m oti o n al f u n cti o ni n g  4  3  2 1 t o 2 4  
C o g niti v e f u n cti o ni n g  2  3  2 0, 2 5  
S o ci al f u n cti o ni n g  2  3  2 6, 2 7  
    
S y m pt o m s c al es /it e ms    
F ati g u e  3  3  1 0, 1 2, 1 8  
N a us e a a n d v o miti n g  2  3  1 4, 1 5  
P ai n  2  3  9, 1 9  
D ys p n e a  1  3  8  
I ns o m ni a 1  3  1 1  
A p p etit e l oss  1  3  1 3  
C o nsti p ati o n  1  3  1 6  
Di arr h e a  1  3  1 7  
Fi n a n ci al diffi c ulti es  1  3  2 8  

B as eli n e H R Q O L ass ess m e nts will b e a d mi nist er e d t o p ati e nts pri or t o r a n d o mi z ati o n. 

P ost- b as eli n e H R Q O L as s ess m e nts ar e pl a n n e d f or D a y 1 of C y cl es 3, 5, 7, et c. (i. e., 

“ o d d c y cl es ”) a n d E n d of Tr e at m e nt ( E O T) visit. 

nIIIIR S n /)( 321 ++++= 

{ } 1 0 0/)1( ×−= r a n g eR SS c or e
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Summarization of the HRQOL data will be based on the actual study visits (including 
unscheduled visits and EOT visits) mapped at Weeks 6, 12, 18, etc.   

If multiple HRQOL assessments are associated with the same time point, the assessment 
performed closest to the planned study day will be used for purposes of summarizing the 
data.  If 2 measurements are equidistant from the planned study day, the measurement 
occurring prior to the planned study day will be used for summarization. 

The primary HRQOL analysis will be based on the subset of patients in the ITT 
population who complete the HRQOL questionnaire at baseline.  

Missing assessments present a challenge in analyzing and interpreting HRQOL data, 
especially when the data are missing non-randomly.  For example, patients who 
experience increased toxicity or disease progression, hospice entry, or death are more 
likely to miss one or more assessments.  Similarly, in a longitudinal study data may be 
missing at later assessments because of death or withdrawal due to disease progression.  
This leaves purportedly healthier patients, with better HRQOL scores on study longer and 
displaying a misleading trajectory of higher scores over time.  If the reasons for missing 
data are ignored and the analyses are based only on the observed data, the estimates may 
be biased in that they do not accurately reflect the entire population of study patients 
(Troxel 1998) 

Mixed effects models for repeated measures data based on maximum likelihood theory 
provide valid results when data are missing at random (MAR).  Data are MAR if they 
depend on the observed data only.  If the probability of missing depends on the 
unobserved HRQOL scores, then the missing data are considered non-ignorable, or 
missing not at random (MNAR).  This type of missing data can occur in association with 
death, disease progression, or toxicity.  Distinguishing between MAR and MNAR is not 
trivial and relies on assumptions that are themselves untestable because the required data 
are missing.  Applications of mixed models have been developed that can assist in the 
analysis of non-ignorable missing data.  One such application is the pattern-mixture 
models.  In this method, patients are stratified by the missing data pattern, and mixed 
models are created within each stratum.  Parameter estimates for each stratum are then 
combined into a weighted average for the entire study population. 

The pattern of missing HRQOL data in this study will be examined with patients 
classified into groups based on the timing of study dropout for purposes of future 
HRQOL assessment.  The chi-square test and two-sample t-test, as appropriate, will be 
used to compare baseline characteristics between dropout groups.  Because it is not 
possible to definitively determine whether missing data are ignorable, sensitivity analyses 
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(comparing the mixed effects model and pattern-mixture model, described below) will be 
performed to ensure that treatment group effects are consistent across different analytical 
methods with different missing data assumptions and to evaluate the range of possible 
treatment group differences. 

The initial HRQOL analysis will evaluate the EORTC QLQ-C30 scores (global health 
status and each individual function/symptom scale) longitudinally using a linear mixed 
effects model for repeated measures.  This model, which assumes missing data are MAR, 
will describe the rate of change in HRQOL scores over time for each treatment arm, 
taking into account the between-patient variability by incorporating each patient’s 
individual starting point and individual rate of change.  The MIXED procedure in SAS 
will be used with patients as the random effect; treatment arm will be defined as the fixed 
effect.  The model also will include linear time effects (i.e., week) and time by treatment 
interaction terms.  A covariance structure that follows an autoregressive (AR) process 
dependent only on the prior HRQOL assessment will be used (i.e., AR-1). If there is 
model convergence issue, then compound symmetry covariance structure will be used. 

Because missing HRQOL data are anticipated to be related to worsening prognosis, a 
sensitivity analysis will be performed using a pattern-mixture model to assist in the 
analysis of potentially non-ignorable missing data.  For this analysis, patients will be 
stratified into groups based on their treatment arm and timing of study dropout for 
HRQOL assessment (anticipated to be largely due to disease progression and death).  
Patients will be classified as “dropouts” if their last HRQOL assessment was prior to 6 
months and as “completers” if their last assessment was 6 months or later.  Mixed effects 
models will be created within each stratum, which will provide for separate estimates of 
treatment effect for “dropouts” and “completers”.  Parameter estimates for each stratum 
will then be combined into a weighted average for the entire treatment arm.  As noted 
previously, selected demographics and disease characteristics also will be summarized 
for “dropouts” and “completers” separately to evaluate if the missing HRQOL data are 
MAR. 

A check of the distributional assumptions for the longitudinal models will be performed, 
along with diagnostics to examine residuals and the presence of any outlying and 
influential observations.  The results from the data checking and model diagnostics will 
be presented in a separate report. 

The HRQOL objective is considered exploratory.  For all HRQOL scales, the p-values 
will be evaluated in an exploratory manner using a nominal significance level of 0.05 
(2-sided). 
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1 0. 8   C a n c e r -R el at e d P ai n  

T h e i m pr o v e m e nt i n c a n c er -r el at e d p ai n will b e s u m m ari z e d usi n g t h e pr o p orti o n of d a ys 

usi n g a n al g esi c t o t h e t ot al n u m b er of d a ys d uri n g tr e at m e nt i n t h e st u d y. T h e W H O Dr u g 

a n at o mi c al t h er a p e uti c cl ass a n d g e n eri c n a m e  t h at r e pr es e nt a n al g esi c dr u gs will b e us e d 

t o i d e ntif y t h e us e of a n al g esi c t h er a p y aft er t h e st u d y tr e at m e nt is a d mi nist er e d.  

1 0. 9    E x pl o r at o r y a n al ysis 

E x pl or at or y a n al ysis m a y b e p erf or m e d f or P F S a n d O S a dj ust e d f or b as eli n e pr o g n osti c 

f a ct ors s u c h as t ot al pri or r e gi m e ns, G P N M B e x pr essi o n l e v els, str o m al G P N M B 

e x pr essi o n l e v els, a n d ot h er f a ct ors usi n g m ulti v ari at e C o x pr o p orti o n al h a z ar ds m o d els.   

I n a d diti o n, e x pl or at or y a n al ysis of r as h i n c y cl e 1 will b e p erf or m e d t o ass e ss its 

c orr el ati o n wit h cli ni c al o ut c o m es.  

1 1  S T U D Y T R E A T M E N T  

C D X - 0 1 1 will b e a d mi nist er e d as a n i ntr a v e n o us i nf usi o n o v er 9 0 ( ± 1 0) mi n ut es o n 

D a y  1 of e a c h 2 1 d a y c y cl e. S u bj e cts will c o nti n u e t o b e d os e d o n c e e v er y t hr e e w e e ks 

u ntil dis e as e pr o gr essi o n or u n m a n a g e a bl e tr e at m e nt- r el at e d t o xi citi es. 

T h e d ur ati o n of e x p os ur e t o st u d y tr e at m e nt, t ot al n u m b er of c y cl es i niti at e d, c u m ul ati v e 

d os e a d mi nist er e d , a n d r el ati v e d os e i nt e nsit y will b e s u m m ari z e d. T h e c al c ul ati o n f or t h e 

a b o v e st atisti cs is s p e cifi e d b el o w:  

•  D ur ati o n of E x p os ur e ( d a ys) = D at e of first d os e of l ast c y cl e – D at e of first d os e 

+ 2 1  d a ys  

•  F or C D X -0 1 1, t h e a ct u al d os e at e a c h c y cl e ( m g/ k g)  = T ot al V ol i nf us e d ( m L) / 

[ V ol of I nf usi o n b a g ( m L)] * V ol u m e of C D X- 0 1 1 a d d e d t o b a g ( m L) * 5 

( m g/ m L) / W ei g ht at t h e c y cl e ( k g). 

•  F or c a p e cit a bi n e, t h e a ct u al d os e  at e a c h c y cl e ( m g/ m 2 ) = T ot al d os es at e a c h 

c y cl e ( m g) / B S A ( m 2 ). 

•  C u m ul ati v e d os e is t h e s u m of all a ct u al d os es f or all c y cl es.  

•  A ct u al d os e i nt e nsit y ( A DI) = C u m ul ati v e D os e / D ur ati o n of Tr e at m e nt ( w e e ks). 

•  R el ati v e D os e I nt e nsit y = A ct u al D os e I nt e nsit y / Pl a n n e d D os e I nt e nsit y ( P DI).  
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Dose modifications and reasons will be summarized by treatment. For CDX-011, dose 
modifications include dose delayed since last dose, dose reduced since the last dose, 
infusion interrupted, infusion slowed, infusion prematurely discontinued, and other. For 
capecitabine, dose modifications include dose delayed/interrupted since the last dose, 
dose level reduced since the last dose, prematurely discontinued, and other. 

12 SAFETY ANALYSES 

12.1  General Considerations 

Safety will be assessed by clinical review of all relevant parameters including adverse 
events (AEs), serious adverse events (SAEs), laboratory values (hematology, serum 
chemistry, and urinalysis), vital signs, physical examinations, 12-lead electrocardiograms 
(ECGs), and ECOG performance status.  The safety analyses will be performed using the 
safety population defined in Section 6.2.  

12.2  Adverse Events 

Summary tables and listings will be provided for all reported treatment emergent adverse 
events.  Treatment emergent adverse events (TEAEs) are defined as adverse events that 
start on or after the first administration of study treatment and through 28 days after the 
last dose of study treatment. If it cannot be determined whether an adverse event is 
treatment-emergent (based on AE start date or, if AE start date is missing or partial AE 
start date), conservatively, the adverse event will be considered treatment-emergent 
event.  

For partially missing AE start dates (missing day and/or month), the following imputation 
rules will be applied: 

If both day and month of the AE start date are missing, the day and month will be 
imputed with the day and month of the first study dose date if the year is equal to the year 
of the first dose. Otherwise, the month and day is imputed as the first day of the year 
(01 Jan).  

If only day is missing, and if the year and month are equal to the first dose date, the AE 
start date will be imputed as the first dose date. Otherwise, the day will be imputed as 
“01”. As a general consideration, imputed AE start date cannot be after AE end date if 
available. 



S A P / Pr ot o c ol: C D X 0 1 1- 0 4             C ell d e x T h er a p e uti cs, I n c.  

Fi n al v 1. 1 C O N FI D E N TI A L  P a g e  3 3  of 4 0  

T h e r e p ort e d a d v ers e e v e nt t er m will b e assi g n e d st a n d ar di z e d t er ms usi n g t h e M e di c al 

Di cti o n ar y f or R e g ul at or y A cti viti es ( M e d D R A).   T h e v ersi o n of M e d D R A t h at is 

a ct u all y us e d f or t his st u d y will b e n ot e d i n t h e cli ni c al st u d y r e p ort.    

Tr e at m e nt e m er g e nt a d v ers e e v e nts will b e s u m m ari z e d b as e d o n t h e n u m b er a n d 

p er c e nt a g e of p ati e nts e x p eri e n ci n g e v e nts b y M e d D R A s yst e m or g a n cl as s a n d pr ef err e d 

t er m.  T h e c a us al r el ati o n s hi p b et w e e n t h e o c c urr e n c e of a n a d v ers e e v e nt a n d st u d y 

tr e at m e nt will b e j u d g e d b y t h e i n v esti g at or as “r el at e d ” or “ u nr el at e d ”. A w orst- c a s e  

s c e n ari o a p pr o a c h will b e t a k e n t o h a n dl e mi ssi n g r el at e d n e ss d at a, i. e. t h e s u m m ar y t a bl e of 

tr e at m e nt-r el at e d A E s will i n cl u d e e v e nt s wit h t h e r el ati o ns hi p t o st u d y tr e at m e nt r e p ort e d a s 

“ R el at e d ” or “ Mi ssi n g ”. I n t h e e v e nt a p ati e nt e x p eri e n c es m ulti pl e  e pis o d es of t h e s a m e 

a d v ers e e v e nt, t h e n t h e e v e nt wit h t h e hi g h est s e v erit y gr a d e a n d/ or str o n g est c a us al 

r el ati o ns hi p t o st u d y tr e at m e nt will b e us e d f or p ur p os es of i n ci d e n c e t a b ul ati o ns. 

T a b ul ar s u m m ari es of t h e f oll o wi n g tr e at m e nt e m er g e nt a d v ers e e v e nts will b e pr o vi d e d:  

•  O v er vi e w of T E A Es  

•  T E A Es  b y S O C a n d P T 

•  Tr e at m e nt -r el at e d T E A E s b y S O C a n d P T 

•  T E A E b y P T b y d e cr e asi n g fr e q u e n c y  

•  T E A Es  b y S O C a n d P T a n d w orst t o xi cit y gr a d e  

•  Tr e at m e nt -r el at e d T E A E s b y S O C a n d P T a n d w orst t o xi cit y gr a d e 

•  T E A Es wit h a cti o n of st u d y tr e at m e nt d el a y e d/i nt err u pt e d  

•  T E A Es wit h a cti o n of tr e at m e nt r e d u c e d  

•  T E A Es wit h a cti o n of st u d y tr e at m e nt dis c o nti n u e d  

•  S eri o us T E A Es b y S O C a n d P T  

•  Tr e at m e nt -r el at e d s eri o u s T E A E b y S O C a n d P T 

•  T E A Es wit h f at al o ut c o m e b y S O C a n d P T  

•  Tr e at m e nt -r el at e d T E A E s wit h f at al o ut c o m e b y S O C a n d P T 

I n a d diti o n t o t h e t a b ul ar s u m m ari es, ad v ers e e v e nts will b e r e p ort e d i n i n di vi d u al p ati e nt 

listi n gs.   
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1 2. 3    L a b o r at o r y V al u es 

H e m at ol o g y a n d s er u m c h e mistr y t ests will b e e v al u at e d at S cr e e ni n g, D a y 1 of e a c h 

tr e at m e nt c y cl e, a n d E n d of Tr e at m e nt visit.  T h e h e m at ol o g y  a n d s er u m c h e mistr y  

v al u es ( a ct u al v al u e a n d c h a n g e fr o m b as eli n e v al u e) will b e s u m m ari z e d  i n a d es cri pti v e 

m a n n er b y c al c ul ati n g t h e m e a n, st a n d ar d d e vi ati o n, m e di a n, a n d r a n g e b y tr e at m e nt ar m 

as f oll o ws: 

•  B as eli n e v al u e  

•  Mi ni m u m p ost- b as eli n e v al u e  

•  M a xi m u m p ost- b as eli n e v al u e  

•  A v er a g e p ost- b as eli n e v al u e  

•  L ast p ost- b as eli n e v al u e  

W h e n e v er a v ail a bl e, l a b or at or y v al u es will b e assi g n e d t o xi cit y gr a d es usi n g t h e N CI 

C T C A E v ersi o n 4. 0.  T h es e crit eri a m a y i n cl u d e q u alif yi n g d efi niti o ns ( e. g., cli ni c al 

a d v ers e e v e nt a n d/ or r e q uir e m e nt f or c o n c o mit a nt m e di c ati o n) i n a d diti o n t o t h e s p e cifi c 

l a b or at or y v al u e i n t h e d efi niti o n of t h e t o xi cit y gr a d es f or s o m e l a b or at or y t ests.  F or 

s u c h t ests, t h e q u alif yi n g d efi niti o ns will n ot b e us e d f or t h e assi g n m e nt of t o xi cit y 

gr a d es.   

S hifts i n l a b or at or y v al u e s t o o utsi d e t h e l a b or at or y st a n d ar d n or m al r a n g e will  b e 

e v al u at e d f or s el e ct e d l a b or at or y t est s b y ass essi n g, r el ati v e t o t h e b as eli n e v al u e, t h e 

m a xi m u m i n cr e as e a n d/ or d e cr e as e o bs er v e d at e a c h ti m e p oi nt , t hr o u g h o ut t h e c o urs e of 

tr e at m e nt/ o bs er v ati o n.  T h e n u m b er a n d pr o p orti o n of p ati e nts wit h dir e cti o n al s hifts 

a b o v e or b el o w t h e st a n d ar d n or m al r a n g e will b e s u m m ari z e d f or s el e ct e d l a b or at or y 

t ests.   

Si mil ar a n al ys es will b e p erf or m e d f or s hifts i n N CI C T C A E  v 4. 0 t o xi cit y gr a d es r el ati v e 

t o t h e b as eli n e t o xi cit y gr a d e b y visit a n d w orst gr a d e d uri n g tr e at m e nt. 

Fi g ur es of c u m ul ati v e i n ci d e n c e distri b uti o ns m a y b e pr o vi d e d t h at d e pi ct f or e a c h 

tr e at m e nt ar m, t h e c u m ul ati v e pr o b a bilit y f or t h e d e v el o p m e nt of tr e at m e nt e m er g e nt 

h e m at ol o gi c al t o xi cit y ( e. g., n e utr o p e ni a [ A N C], t hr o m b o c yt o p e ni a [ pl at el ets], a n e mi a 

[ h e m o gl o bi n]) o v er ti m e m e as ur e d fr o m t h e first d os e of st u d y tr e at m e nt.  F or e a c h 

h e m at ol o gi c al t o xi cit y of i nt er est, s e p ar at e c u m ul ati v e i n ci d e n c e distri b uti o ns will b e 

pr o vi d e d f or t h e f oll o wi n g C T C A E t o xi cit y gr a d e( s): gr a d es 1- 2 c o m bi n e d, gr a d e 3, 

gr a d e 4, a n d gr a d es 3- 4 c o m bi n e d.   
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T h e o ns et ti m e of e a c h h e m at ol o gi c al t o xi cit y at a c ert ai n t o xi cit y gr a d e will b e b as e d o n 

t h e e arli est o c c urr e n c e, if m or e t h a n o n e o c c urr e n c e is r e p ort e d.  T h e us e of bl o o d 

tr a nsf usi o ns ( pl at el ets, r e d bl o o d c ells) a n d/ or gr o wt h f a ct or s u p p ort will b e s u m m ari z e d 

t o s u p pl e m e nt t h es e a n al ys es. 

1 2. 4  D e at h s  

All d e at hs t h at o c c ur o n st u d y will b e r e p ort e d i n p ati e nt listi n g f or m at.  T h e listi n g will 

i n cl u d e t h e pri m ar y c a us e of d e at h a n d t h e n u m b er of d a ys si n c e t h e d at e of t h e l ast d os e 

of st u d y tr e at m e nt . T h e pri m ar y c a us e of d e at h will b e s u m m ari z e d b y tr e at m e nt gr o u p. 

1 2. 5  Vit al Si g n s  

Vit al si g ns ( di ast oli c a n d s yst oli c bl o o d pr ess ur e, h e art r at e , r es pir ati o n r at e, a n d 

t e m p er at ur e) will b e e v al u at e d at S cr e e ni n g, Da y 1 ( pr e - d os e f or all p ati e nts) of e a c h 

tr e at m e nt c y cl e, a n d E n d of Tr e at m e nt visit.  T h e r e p ort e d v al u es a n d c h a n g e fr o m 

b as eli n e v al u es f or e a c h vit al si g n wil l b e s u m m ari z e d i n a d es cri pti v e m a n n er b y 

c al c ul ati n g t h e m e a n, st a n d ar d d e vi ati o n, m e di a n, a n d r a n g e b y tr e at m e nt ar m as f oll o ws: 

•  B as eli n e v al u e  

•  Mi ni m u m p ost- b as eli n e v al u e  

•  M a xi m u m p ost- b as eli n e v al u e  

•  A v er a g e p ost- b as eli n e v al u e  

•  L ast p ost- b as eli n e v al u e  

F or p ati e nts r e c ei vi n g C D X - 0 1 1, i n a d diti o n t o t h e vit al si g n m e as ur e m e nt s t a k e n b ef or e 

t h e st art of t h e i nf usi o n o n D a y 1 of e a c h c y cl e, m e as ur e m ents als o will b e o bt ai n e d at 

1) 4 5 ( ± 1 5) mi n ut es aft er t h e st art of t h e i nf usi o n a n d 2) wit hi n 3 0 mi n ut es aft er 

c o m pl eti o n of t h e i nf usi o n.  F or t h es e p ati e nts, vit al si g ns will b e f urt h er as s ess e d b y 

c al c ul ati n g 1) t h e diff er e n c e b et w e e n t h e pr e - d os e v al u e a n d t h at o bt ai n e d 4 5 ( ± 1 5) 

mi n ut es aft er t h e st art of t h e i nf usi o n (ti m e p eri o d 1), a n d 2) t h e diff er e n c e b et w e e n t h e 

pr e - d os e v al u e a n d t h at o bt ai n e d wit hi n 3 0 mi n ut es aft er c o m pl eti o n of t h e i nf usi o n (ti m e 

p eri o d 2).  F or e a c h p ati e nt, t h e m a xi m u m i n cr e as e a n d m a xi m u m d e cr e as e i n e a c h ti m e 

p eri o d t h at is d et er mi n e d a cr oss all visits will b e s u m m ari z e d i n a d e s cri pti v e m a n n er.  

1 2. 6  E C O G P e rf o r m a n c e St at u s  

E C O G p erf or m a n c e st at us will b e e v al u at e d at S cr e e ni n g, D a y 1 of e a c h tr e at m e nt c y cl e, 

a n d E n d of Tr e at m e nt visit.  E C O G p erf or m a n c e st at us s c or es will b e s u m m ari z e d i n a 
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descriptive manner by treatment arm using the conventions described for laboratory 
values and vital signs.  In addition, post-baseline scores will be summarized descriptively 
using shifts from baseline. 

12.7 Electrocardiograms 

ECG assessments are planned at Screening, Day 1 of Cycle 1, and End of Treatment visit.  
ECG results will be summarized using shifts from baseline for the number and 
percentage of patients with abnormal (clinically significant and not clinically significant, 
separately) and normal findings, as reported by the local investigator.  Additionally, 
descriptive statistics will be tabulated for QT interval values (corrected using Frederica’s 
method) along with changes from baseline to End of Treatment.  Categorical analyses of 
QTc interval data will be provided using shifts from baseline for the number and 
percentage of patients meeting or exceeding the following threshold values:  >450 ms, 
>480 ms, >500 ms.  Additionally, the number and percentage of patients with QTc 
interval increases from baseline >30 ms and >60 ms will be reported.  These thresholds 
are based on the October 2012 FDA Guidance for Industry, ‘E14 Clinical Evaluation of 
QT/QTc Interval Prolongation and Proarrhythmic Potential for Non-Antiarrhythmic 
Drugs’. 

12.8 Physical Examinations 

Physical examinations are to be performed at Screening, Day 1 of each treatment cycle, 
and End of Treatment visit.  Clinically significant abnormalities that are identified during 
physical examinations will be reported as adverse events.  The disposition of each 
physical examination (whether performed or not) and the date the physical examination 
was performed will be provided in individual patient listings only.  Summary tabulation 
of the physical examination data reported for this study is not planned.  
 

13 PHARMACOKINETICS AND PHARMACODYNAMICS  

13.1 Pharmacokinetics 

Concentration of the antibody-drug conjugate (ADC), total antibody (TA) and free 
MMAE will be obtained and summarized. Population PK analyses will be performed. 
The influence of key intrinsic factors, such as weight and gender, on variability in PK 
will also be evaluated. The impact of circulating GPNMB levels on pharmacokinetic 
parameters may be examined. The pharmacokinetic parameters will be summarized. The 
relationships between patient-specific measures of exposure and safety/activity 
parameters will be explored.  
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1 3. 2  P h a r m a c o d y n a mi cs 
 

P h ar m a c o d y n a mi cs will b e e v al u at e d vi a ass ess m e nt of t u m or tiss u e o bt ai n e d vi a 

v ol u nt ar y bi o ps y or r e- r e s e cti o n. P ar a m et ers e v al u at e d m a y i n cl u d e l o c ali z ati o n of C D X-

0 1 1, C R 0 1 1 or M M A E at t h e t u m or sit e a n d/ or G P N M B e x pr essi o n l e v els i n t u m or 

tiss u e, as w ell e v al u ati o n of t u m or i nfiltr ati n g l e u k o c yt es. S ol u bl e G P N M B l e v els i n t h e 

cir c ul ati o n m a y als o b e e x a mi n e d.  

 

P K a n al ys es a n d P D a n al ys es r es ults will b e pr o vi d e d i n a s e p ar at e r e p ort. 

 

1 3. 3  I m m u n o g e ni cit y  
 

P ati e nts will b e m o nit or e d f or t h e d e v el o p m e nt of a nti- C D X - 0 1 1 a n d a nti- C R 0 1 1 

a nti b o di es, a n d w h et h er t h es e a nti b o di es ar e n e utr ali zi n g. I m m u n o g e ni cit y a n al ysis m a y 

b e p erf or m e d a n d r e p ort e d s e p ar at el y.  

1 4  C H A N G E F R O M P R O T O C O L O R A P P R O V E D S A P  
 
V ersi o n 1. 1 h as a c l arifi c ati o n of O R R a n al ysis r e g ar di n g m e as ur a bl e dis e a s e  i n S e cti o n 
1 0. 4.  

•  V ersi o n 1. 0: O R R will b e esti m at e d b as e d o n t h e pr o p orti o n of p ati e nts i n e a c h 

tr e at m e nt ar m  w h os e b est o v er all r es p o ns e d uri n g t h e c o urs e of st u d y tr e at m e nt is 

c o m pl et e r es p o ns e ( C R ) or p arti al r es p o ns e ( P R ). 

•  V ersi o n 1. 1: O R R will b e esti m at e d b as e d o n t h e pr o p orti o n of p ati e nts i n e a c h 

tr e at m e nt ar m  wit h m e as ur a bl e dis e as e at b as eli n e w h os e b est o v er all r es p o ns e 

d uri n g t h e c o urs e of st u d y tr e at m e nt is c o m pl et e r es p o ns e ( C R ) or p ar ti al r es p o ns e 

(P R ). 
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16 SHELLS FOR TABLES, LISTINGS, AND FIGURES 

The mock tables, listings and figures are provided in a separate document.  
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17 APPENDIX 
 
Study CDX011-04 Progression Free Survival (PFS) Determination Flow Chart – Primary 
Analysis 
 

     
    

     

Baseline 
 

No Baseline 
Censor at Randomization 

(PFS-C1) 
N 

PD Death without PD 

Other anticancer before PD  
Censor At the TA Before Other 

Anticancer Therapy 
(PFS-C2) 

No other anticancer < PD and Not 
Missed >= 2 TAs before PD 

PD as Event 
(PFS-E1) 

No other anticancer and Not 
Missed >= 2 TAs before Death 

Death as Event  
(PFS-E3) 

Other anticancer before death 
Censor At the TA Before other 

Anticancer Therapy 
(PFS-C4) 

Note: PD date is determined per RECISTv1.1 

Early Death before 1st 
scheduled TA and 

No other anticancer therapy 
Death as Event  

(PFS-E2) 

N No post baseline nor early 
death 

Censor at Randomization 
(PFS-C5) 

Post-baseline 
 

Y 

No PD No Death 

Y 

No other anticancer < PD and PD 
after >= 2 Missed TAs 

Censor At the TA Before Missed 
TAs 

(PFS-C3) 

No other anticancer and Death 
after >= 2 Missed Tas 

Censor At the TA Before 
Missed TAs  

(PFS-C6) 

Other Anticancer Therapy 
Censor At the TA Before 

Other Anticancer (PFS-C7) 

No other anticancer 
therapy 

Censor At the Last TA  
(PFS-C8) 

Early Death before 1st 
scheduled TA but there is other 

anticancer Therapy 
Censor at Randomization 

(PFS-C9) 

PD:   Progressive disease 
PFS: Progression free survival 
TA:   Tumor assessment 
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