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Alliance Protocol History
• Alliance for Clinical Trials in Oncology founded February 2011
• Consensus protocol template from each legacy group 

(ACOSOG, NCCTG, and CALGB)
• All new concepts developed after Spring/Summer 2013 utilized 

Alliance model protocol
• Alliance model protocol was approved by Alliance Central 

Operations Office, Statistics and Data Center, Translational 
Research Program, and all Alliance committee chairs and vice 
chairs.



Alliance Protocol Template

• Chronologically, patient management workflow-based document
• Rationale and objectives for study
• Patient selection and enrollment
• Patient scheduling, data and specimen submission
• Treatment and dose modifications including ancillary therapy
• End of treatment
• Analysis



• Intended to provide guidance 
about the appropriateness of 
individual patients for protocol 
therapy 

• Includes items often not 
verifiable at time of audit (e.g., 
life expectancy, ability to swallow 
oral formulations, birth control 
usage)

• Not strict eligibility criteria

Patient Selection: On Study Guidelines



• Study chairs may interpret how an individual patient meets eligibility 
criteria, but they may NOT issue waivers.

• “This is (or is not) a complete resection,” or “this does (or does not) qualify as 
prior therapy,” etc.

• Eligibility criteria contain both inclusion and exclusion criteria. No 
separate inclusion/exclusion criteria which may lead to confusion.

Patient Selection: Eligibility Criteria



Patient Selection: Eligibility Criteria
• Some protocols specify when tests must have been performed

• If time frame is part of eligibility 
criteria, both test result and time 
frame must be within acceptable 
range

• If time frame not part of eligibility 
criteria, then only test result (not time 
frame) must be in acceptable range

• Out of range times not part of 
eligibility criteria are protocol 
deviations. Decisions to assign audit 
deficiencies occur at time of audit



• No such thing as a prospective waiver. We cannot give permission to 
deviate from the protocol. If the protocol were not to be followed:

• Document the reason in the patient chart
• Reflect the deviation from protocol on the study forms
• Make sure all source documentation (copies of emails, notes regarding 

telephone calls, etc.) are available for audit
• Follow any local IRB and institutional policies regarding notification

• Alliance does not require submission or approval of deviations – with 
exception of dosing errors

Waivers and Deviations



• Pre-study testing intervals in study calendar intended as guidelines
• Individual tests/procedure dates outside these intervals may be considered 

protocol deviations, but may be discussed with Study Chair and Protocol 
Coordinator

• Retain any study team correspondence in patient records
• Testing requirements in the study calendar are the minimum 

expectations. 
• During treatment, laboratory and clinical parameters to be followed using 

individual institutional guidelines and best clinical judgment of physicians
• Days = calendar days unless otherwise specified.

Study Calendar



 

Prior to 
Pre-

Registr-
ation* 

 
Prior to 
Registr-

ation 

Arm A: Day 1 
of Weeks 1 

and 4 of 
ChemoRT 

 

Arm B: 
Day 1 of 

Each Cycle 
(Pre and 

Post 
Surgery)** 

 
Prior to 
Surgery 

Post 
treatment 

follow 
up*** 

At PD, 
withdra
wal, or 

removal
*** 

Tests & Observations  
History and physical, 

weight, PS† X  X X X X X 

Height X       
Pulse, Blood Pressure X  X C X X  
Echo or MUGA 
(Recommended not 
required) 

X       

Adverse Event Assessment# X X X X D   
Registration Fatigue/ 
Uniscale Assessment 

 X(1)      

Laboratory Studies  
Complete Blood Count, 
Differential, Platelets X  X C X X  

Serum Creatinine,  X  X X X X  
AST, ALT, Alk. Phos., Bili X  X X X X  
Serum HCG X(2)       
Staging  
FDG-PET Scan (A) X (3) R   D   
CT chest/abd/pelvis (B) X (3)     X  

Correlative studies: For patients who consent to participate 
Tissue and Blood samples See Section 6.0 for Specimen Submission Requirements for Consenting Patients 

* Labs completed prior to pre-registration may be used for day 1 of cycle 1 tests if obtained ≤ 16 
days prior to treatment.  

** Treatment on Arm A (surgery) must begin within 42 days completion of the pre-registration 
chemotherapy. Treatment on Arm B (chemotherapy) must begin within 28 days of day 1 of pre-
registration chemotherapy. All tests, observations, and labs for Arms A and B have a 5 day 
window. 

registration chemotherapy. All tests, observations, and labs for Arms A and B have a 5 day window. 
*** Physical examination, adverse event assessment and labs are required 21 to 35 days after the 

end of treatment. All patients are required to complete a physical exam, labs, and scans 6 months 
(+/- 4 weeks) following surgery. Thereafter, physical exam and labs are every 12 weeks (+/- 4 
weeks) and scans are every 24 weeks (+/- 4 weeks) until disease progression or for 3 years after 
registration, whichever comes first. Thereafter, survival information is required every 6 months 
until 5 years following registration. Patients who do not receive adjuvant therapy (in both arms 
A and B for a reason other than ineligibility) are required to complete a physical exam and labs 
3 months (+/- 4 weeks) following surgery. See also Section 12.0.  

† Drug dosages need not be changed unless the calculated dose changes by ≥ 10%. 
#  Solicited AEs are to be collected starting at baseline. Routine AEs are to be collected starting 

after registration. See Section 9.3 for expedited reporting of SAEs. 
1 To be completed after registration and ≤ 7 days prior to treatment, see Section 1.9 and Appendix 

I. 
2 For women of childbearing potential (see Section 3.3). Must be done ≤ 7 days prior to pre-

registration. 
3 Baseline scans can include either: 1) a CT chest/abd/pelvis and FDG-PET scan or 2) an FDG-

PET/CT scan with diagnostic quality CT. The CT in either case must be of diagnostic quality, 
performed with both IV and oral contrast, and acquired with 5 mm or less slice thickness. If 
option 2 is used, a separate CT need not be performed. Supporting documentation is to be 
submitted, per Section 6.1.1. Baseline FDG-PET scan should be performed within 28 days of 
starting platinum/FU based cycle 1 chemotherapy, and the diagnostic CT should be performed 
within 42 days of starting platinum/FU based cycle 1 pre-registration chemotherapy. 

A FDG-PET Scan imaging is from base of skull to mid-thigh. PET scan is to be performed prior 
to and during cycle 1 of pre-registration chemotherapy (day 15-19) in all patients. In Arm B, 
PET scan is to be performed after 2 cycles of salvage chemotherapy, within 14 days of planned 
surgical resection. 

B CT scan is to be performed prior to pre-registration chemotherapy. After completion of protocol 
therapy, see footnote *** for scan frequency 

C Also to be performed on Day 8 of Cycles 1 and 2 of Pre-Op Salvage Chemotherapy 
D Required for patients on Arm B only 
R Research Funded. Scan should be performed on or between days 15 through 19. Fluorouracil or 

capecitabine should be held for 48 hours prior to PET scan. 

Symbols are used for column header 
footnotes and provide more detail about 
time intervals of tests / procedures.

Study Calendar Footnotes
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† Drug dosages need not be changed unless the calculated dose changes by ≥ 10%. 
#  Solicited AEs are to be collected starting at baseline. Routine AEs are to be collected starting 
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1 To be completed after registration and ≤ 7 days prior to treatment, see Section 1.9 and Appendix 
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registration. 
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submitted, per Section 6.1.1. Baseline FDG-PET scan should be performed within 28 days of 
starting platinum/FU based cycle 1 chemotherapy, and the diagnostic CT should be performed 
within 42 days of starting platinum/FU based cycle 1 pre-registration chemotherapy. 

A FDG-PET Scan imaging is from base of skull to mid-thigh. PET scan is to be performed prior 
to and during cycle 1 of pre-registration chemotherapy (day 15-19) in all patients. In Arm B, 
PET scan is to be performed after 2 cycles of salvage chemotherapy, within 14 days of planned 
surgical resection. 

B CT scan is to be performed prior to pre-registration chemotherapy. After completion of protocol 
therapy, see footnote *** for scan frequency 

C Also to be performed on Day 8 of Cycles 1 and 2 of Pre-Op Salvage Chemotherapy 
D Required for patients on Arm B only 
R Research Funded. Scan should be performed on or between days 15 through 19. Fluorouracil or 

capecitabine should be held for 48 hours prior to PET scan. 

Numbers are used within the 
calendar for tests/procedures 
requiring further explanation
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Letters are used within the calendar 
for tests that vary from the schedule 
in the column header.

Study Calendar Footnotes



Data and Specimen Submission
• Data submission schedule is available within the Case Report Forms 

section of the Alliance study page
• Paper CRFs are intended 

for reference, not for 
submission



Data and Specimen Submission

• All specimen procurement, 
processing and submission 
instructions are provided in a 
single section
• Study calendar may reference 

specimen collection
• Schedule and details of 

procurement, handling, and 
shipment appear in dedicated 
specimen submission section



Treatment Plan & Dose Modifications
• Treatment

• Alliance policy requires treatment must begin within 7 days after registration, 
unless otherwise specified in the protocol.

• Organized chronologically by treatment modality
• Missing a scheduled day of treatment for other than protocol-specified dose 

adjustments (Memorial Day, July 4th, New Years’, etc.) is sometimes 
unavoidable. Document, document, document….

• Ancillary Therapy, Dose Modifications, and Unblinding
• Includes supportive care and other considerations
• Dose modifications organized by CTCAE system, organ, class
• Emergency unblinding included in all blinded studies
• Planned unblinding (e.g., progression, # of cycles) included when allowable



Removal of Patients from Protocol Therapy
• Specifies duration of protocol treatment and steps to follow after 

discontinuation of therapy.
• Follow-up for ineligible patients who continue with protocol treatment
• Follow-up for ineligible patients who discontinue protocol treatment
• Follow-up for patients who are registered, but who never start study treatment

• Future Alliance trials will provide additional detail about 
specimen and quality of life submission requirements for 
patients who discontinue protocol treatment.



Adverse Event Reporting
• Serious adverse events must be reported using CTEP-AERs
• Minimum reporting guidelines in NCI-supplied, FDA required SAE 

tables

• To streamline reporting, a list of reporting exclusions appears 
after table



Adverse Event Reporting

• CAEPR appears in studies with 
NCI-supplied investigational 
drug

• Solicited adverse events are 
listed in a table, and which are 
to be reported on within a given 
period (i.e. each treatment 
cycle)



Adverse Event Reporting
• Solicited adverse events are 

listed in a table, are to be 
reported in Rave for a given 
period (i.e. each treatment 
cycle)



Informed Consent
• Alliance requires institutions utilize NCI and CIRB-approved model 

informed consent document without changes, except the following may be 
added

• Local context considerations (local site staff, contact information, state and local laws) 
• Abnormal lab values listed on NCI’s CAEPR, provided not added within risk list boxes, 

and are also listed in a separate location in the local consent
• Clarification of risks in lay terms 
• Clarification of alternative or translational research procedures in lay terms

• Alliance does not prospectively review modified informed consent 
documents

• Risks, opt in/opt out Alliance-specific translational research questions, and 
alternatives to study treatment may not be added or deleted (clarifications 
ok, per above) 



Protocol Resources & Question Triage

• Study chairs primarily 
responsible for answering 
questions-

• Clarification of eligibility 
requirements, treatment or 
dose modifications

• Study co-chairs also may 
answer questions

• Nurse Oncology liaisons-
nursing related questions

• Pharmacy Liaisons- agent 
administration instructions



What’s NOT in protocol documents, but does 
appear on study-specific web pages…
• Drug order instructions and drug order forms
• Study funding information and billing compliance analyses
• Forms and data submission schedule
• Patient-directed materials (handouts, brochures)



• Need to order prior to first patient
• From Mayo for studies available to Alliance only
• From CTSU for Alliance studies available to NCTN/NCORP on CTSU

• Measures in protocol appendices are provided for IRB review only, 
and are not intended to be provided to patients.

Patient Questionnaire Booklets



Amendments
• Overall attempt to limit number of amendments to no more 

than twice per year per study
• Amendments distributed via Alliance Bi Monthly Posting (1st

& 15th of each month)
• Alliance Audit monitoring based on Alliance Bi Monthly 

posting dates (and not CTSU posting dates)



Alliance Bi Monthly Web Posting
• Active Alliance protocols listed on the member side of the Alliance 

web page under protocols > protocol listing.
• Protocol status sheet lists studies in development, current 

amendments, protocol closures, suspensions, activations.
• Prior posting notices are available on the Alliance website



Questions

• Suggestions for the model protocol template may be directed to 
malexanderyoung@uchicago.edu.

• Individual protocol questions may be directed to protocol 
coordinators identified on protocol cover pages

• In the near future, the Alliance website study pages will provide 
protocol-specific contacts.


