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Alliance Model Protocol History
• Alliance for Clinical Trials in Oncology founded February 2011
• Consensus protocol template created by  protocol staff members 

from each legacy group (ACOSOG, NCCTG, and CALGB)
• Opportunity to start afresh and incorporate successful components 

of legacy group protocols
• All new concepts developed after Spring/Summer 2013 would utilize 

Alliance model protocol
• Alliance model protocol approved by Alliance Central Operations 

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



Alliance Model Protocol Template

• Chronologically, patient management workflow-based
• 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

• Template undergoes quarterly review by Alliance Operations, 
Statistics and Data Center, Oncology Nursing, and CRP staff 
representatives



Approaches – Patient Selection (On Study 
Guidelines)

• 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)
• Not strict eligibility 

criteria



• Study chairs may interpret how individual patients meet 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.

Approaches – Patient Selection (Eligibility 
Criteria)



Approaches – Patient Selection (Eligibility 
Criteria)
• Protocols specify when, relative to registration, tests must have 

been performed
• If the time frame is part of the eligibility 

criterion, both the test result and the time 
frame must be in the acceptable range

• If the time frame is not part of the eligibility 
criterion, then the test result (not the date) 
must be in the acceptable range

• Out of range times that are not part of 
eligibility criteria are protocol deviations. 
Decisions to assign audit deficiencies will 
occur at time of audit with full case review

• Please contact Study Chair and Protocol 
Coordinator with questions (email 
preferred)



• 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 
(exceptions include dosing errors)

• All eligibility criteria within Alliance protocols undergo review by an 
Alliance Executive Officer (a medical oncologist)

Approaches – Patient Selection (Eligibility 
Criteria)



• Pre-study testing intervals in study calendar are 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. Please retain any study team 
correspondence in patient records for review at time of audit.

• Testing requirements in the study calendar are the minimum 
expectations. During treatment laboratory and clinical parameters 
are to be followed using individual institutional guidelines and the 
best clinical judgment of the responsible physician. 

• Days = calendar days unless otherwise specified.

Approaches – Study Calendar (Part 1)



• Study calendar may make references to specimen collection, but 
schedule and details about procurement, handling and shipment 
appear in the dedicated specimen submission section.

• Symbols (e.g., “*”, “**”, “†”, etc.) are used for footnotes for column 
headers.

• Numerals (e.g., “(1)”, “(2)”, “(3)”, etc.) are used within the calendar 
for tests/procedures requiring further explanation

• Letters (eg., “A” “B” “C”, etc.) are used within the calendar for tests 
that vary slightly from the schedule in the column header.

Approaches – Study Calendar (Part 2)



• Where permissible, newer Alliance protocols include windows for 
tests and observations in studies.

• 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….

Approaches – Study Calendar (Part 3)



Approaches – Data and Specimen Submission

• Data submission schedule is included in paper case report form 
packet.

• Paper	CRF	packet	
available	on	Alliance	web	
site

• Paper	CRFs	are	intended	
for	reference	not	for	
submission

• All	specimen	
procurement,	processing	
and	submission	
instructions	are	provided	
in	a	single 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

• Ancillary Therapy, Dose Modifications, and Unblinding
• Includes supportive care and other considerations
• Dose modifications are organized by system, organ and class
• Emergency unblinding included in all blinded studies
• Planned unblinding (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.



Expedited 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 for institutions and sponsors, in addition 
to the SPEER, a list of reporting exclusions is provided

• Additional reporting instructions for AEs may be included.
• Both the table and reporting exceptions should be considered 

together when determining reporting requirements



Protocol Resources & Question Triage
• Study chairs are primarily responsible for answering questions, usually 

regarding clarification of eligibility requirements, treatment or dose modifications
• Study co-chairs also may answer questions, especially if treatment modality 

related
• Nurse Oncology liaisons may assist in answering nursing related questions
• Pharmacy Liaisons may assist in answering agent administration instructions
• To help ensure timely response, please copy protocol coordinators



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



• Protocol appendices
• Reduce	protocol	appendices	 to	avoid	potential	 for	discrepancies

• Patient Questionnaire Booklets
• 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

• Only questionnaires not in booklets may be provided to patients. Other 
measures in protocol appendices are provided for IRB approval only, and are 
not intended to be provided to patients.

• Some exceptions include neurocognitive exam booklets for both patients and 
certified examiners 

A few words about ….



A few words about ….
• 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)

• Protocol development
• Protocol development occurs with representation from members of the 

Oncology Nursing Committee, Clinical Research Professionals Committee, 
Pharmacy Committee, and Patient Advocates in addition to the study team

• Protocol and forms development occur with input of Alliance Executive 
Officers (medical oncologists and researchers with discipline expertise)



A few words about…
• Alliance Bi Monthly Study Status Sheet

• All Alliance protocols in development and active studies listed on Alliance web 
page under Protocol Listing in Alliance Status Sheet. Current amendment 
listed for active studies, and protocol closures, suspensions, and activations 
for calendar year identified.



Questions

• Suggestions for the model protocol template may be directed to 
mkelly1@uchicago.edu

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


