
PURPOSE
To assess the safety, efficacy and cost effectiveness of different infection prevention strategies in patients
with blood cancers
To address evidence gaps in immunoglobulin (Ig) use in patients with blood cancers
To utilise an adaptive platform design to efficiently address research objectives and answer these
questions as rapidly as possible. 

The RATIONAL Platform
Role of Antibiotic Therapy or Immunoglobulin On iNfections in hAematoLogy Platform Trial
(RATIONAL-PT)

Immunoglobulin is commonly used to prevent serious infections in patients with blood cancers but
the use of immunoglobulin replacement therapy (IgRT) varies considerably from clinician to clinician

and on a national and global scale.
 

We do not yet know the optimal duration of IgRT, if there are suitable alternatives, the effect of IgRT in
the context of new anti-cancer treatments and which patients are likely to benefit from stopping IgRT.

Research to support IgRT in this patient population is scarce. 

RATIONAL PLATFORM
(Participants eligible to receive Ig replacement)

START-IG DOMAIN STOP-IG DOMAIN DOSE-IG DOMAIN

Participants:
Suitable for a trial of Ig cessation

Interventions:
- Continue IgRT

- Stop Ig, start prophylactic
antibiotics

 - Stop Ig, emergency antibiotics

Participants:
Not yet commenced IgRT

Interventions:
- Start IgRT, or,

- Start prophylactic antibiotics

Participants:
Receiving IgRT but not suitable

for Ig cessation

Interventions:
- Standard dose IgRT

- Low dose IgRT

Participants may rotate through more than one domain over time if they meet the eligibility criteria for each domain.

DESIGN
Adults who have been diagnosed with hypogammaglobulinemia secondary to haematological malignancy
who are eligible for immunoglobulin replacement will be enrolled into the RATIONAL Platform.
The platform includes a number of domains. Each domain addresses a different but related question in
regards to immunoglobulin use and infection prevention in this patient population.
Additional domains may be added to the platform in future to address further important questions.

Sites will have the opportunity to participate in one or more domains.



sphpm.rationalise@monash.eduFor further information:

Inclusion:
Greater than or equal to 18 years of age
CLL, MM, NHL
Eligible to receive or currently receiving IgRT for recurrent or severe infection(s)
OR for IgG less than the lower limit of the reference range or <4g/L
Life expectancy greater than 12 months
Able to give informed consent

What is involved in each visit? On-site visits (approx. every 3 months):
Following screening, on-site visits will consist of some or all of the following:

Infections and safety review, including AEs, hospitalisations, con-meds
Ig levels, haematology & biochemistry
ECOG
Treatment compliance
Quality of Life assessments
Correlative samples and any additional sub-study related tests (if applicable)

Phone visits (monthly, between on-site visits):
Infections and safety review
Treatment compliance

FREQUENTLY ASKED QUESTIONS

Has the platform received HREC
approval?

Yes. RATIONAL-PT was approved by the Alfred Health HREC in January 2024
(HREC/103986/Alfred-2023, Local Reference: Project 726/23).

How long will participants be
followed?

Each domain includes a 12-month treatment period followed by a 1-month follow-
up period. 

How many participants will be
recruited?

Up to 300 participants will be recruited to each domain.

What is the primary outcome? Event Free Survival (EFS) defined as time from randomisation (or, in domains
with a single treatment arm, time from registration) until occurrence of a Grade 3
or higher infection (as defined by CTCAE v5) or death from any cause.

I'd like my site to participate. How
do I get involved?

Please notify the central trial team at Monash University via email to
sphpm.rationalise@monash.edu and we will assist with the next steps.

What are the sub-studies? There will be a health economic, qualitative, biological and PK/PD sub-study.

What happens if a participant in
the STOP-IG domain gets a
serious infection?

If a participant on either of the Ig cessation arms experiences a Grade 3 or higher
infectious complication, they may recommence IgRT as directed by their treating
clinician. If Ig is restarted, trial participation will not end and follow-up will continue.

What if my site is already
participating in the RATIONALISE   
trial?

Participation in RATIONALISE doesn’t preclude participation in RATIONAL-PT.
The existing RATIONALISE trial is the equivalent of the Stop-Ig domain within
RATIONAL-PT therefore sites participating in RATIONALISE may wish to only
open the Start-Ig and/or Dose-Ig domains. Please contact the central trial team at
Monash University to discuss your options.
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Coordinating Principal Investigators: Prof Zoe McQuilten and Prof Erica Wood, Monash University.

Components of the RATIONAL Platform have been funded by grants awarded by the National Health and Medical
Research Council (NHMRC) and the Medical Research Future Fund (MRFF). 

The trial is supported by the NHMRC Blood Synergy Program.

PLATFORM ELIGIBILITY CRITERIA

Exclusion
Treating team deems enrolment is not in the best interests of the patient

Nb: additional eligibility criteria apply for entry into each domain. 


