
23 May 2023

AperTO - Archivio Istituzionale Open Access dell'Università di Torino

Original Citation:

High Rates of Prolonged Molecular Remissions After Tandem Autologous-Nonmyeloablative
Allografting in Newly Diagnosed Myeloma

Terms of use:

Open Access

(Article begins on next page)

Anyone can freely access the full text of works made available as "Open Access". Works made available
under a Creative Commons license can be used according to the terms and conditions of said license. Use
of all other works requires consent of the right holder (author or publisher) if not exempted from copyright
protection by the applicable law.

Availability:

This is the author's manuscript

This version is available http://hdl.handle.net/2318/144822 since



 

High Rates Of Prolonged Molecular Remissions After Tandem Autologous-Nonmyeloablative 

Allografting In Newly Diagnosed Myeloma 

Benedetto Bruno, MD, PhD
1, 

Simone Ferrero, MD
1
, Daniela Drandi, PhD

1
, Moreno Festuccia, MD

1
,  Francesca 

Patriarca, MD
2
, Nicola Mordini, MD

3
, Silvia Cena, PhD

1
, Daniela Barbero, PhD

1
, Luigia Monitillo, PhD

1
, Luisa 

Giaccone, MD
1
, Sara Barbiero, MD

1
, Andrea Gallamini, MD

3
, Renato Fanin, MD

2
, Roberto Passera, PhD

4
, Antonio 

Palumbo, MD
1
, Mario Boccadoro, MD

1
 Paola Omedè, PhD

1
 and Marco Ladetto, MD

1
   

1
Division of Hematology, University of Torino, A.O. San Giovanni Battista, Torino, Italy 

2
Haematological Clinic, Azienda Ospedaliera Universitaria, Udine, Italy 

3
Hematology, Azienda Ospedaliera S. Croce e Carle, Cuneo, Italy 

4
Division of Nuclear Medicine, Statistical Consultant, University of Torino, Torino, Italy 

 

Data on minimal residual disease (MRD) after tandem autologous-nonmyeloablative allografting (auto-allo) are lacking  

 

Aim of the study. To carry out MRD analyses by nested qualitative PCR and real time quantitative (RQ) PCR on newly 

diagnosed MM patients treated with auto-allo 

Methods. Twenty-six patients with a diagnostic bone marrow (BM) specimen suitable for immunoglobulin heavy-chain 

gene rearrangement (IGH) sequencing were evaluated for MRD by PCR methods. Auto-allo consisted of an autograft 

followed by 200 cGy TBI and an allograft. BM samples were collected at diagnosis, after the autograft, at month 1, 3, 6 

after the allograft and then every 6 months. Nested-PCR and RQ-PCR analyses were carried out using patient-specific 

primers. FullMR and StandardMR indicated MRD negativity on two consecutive samples by nested-PCR or RQ-PCR 

respectively  

Results. In 19/26 patients had a molecular marker. At a median follow-up of 10 years (4.4-12) from diagnosis and 8.9 

years (3.5-11) from the allograft, overall survival (OS) was 61% and median time-to-progression (TTP) 5.6 years. TRM 

was 16%. MRD studies showed that after the autograft 3/19 patients (16%) were negative by nested-PCR. After the 

allograft PCR-negativity rates gradually increased to 4/18 (22%) at 1 and 3 months, 7/17 (41%) at 6 months and 8/15 

(53%) at 1 year post-transplant. Overall, 8 patients achieved FullMR at a median time from allograft of 6 months (1-12) 

and for a median duration of 33 months (6-102). Overall, 8 relapses occurred, 6 in the 11 patients who never achieved 

FullMR and 2 in patients who reached FullMR: one showed molecular relapse, with persistent CCR, after 3 years and 

the other after 6 months from the last PCR-negative sample. Patients in FullMR had better median TTP (not reached vs 

1.6 years, p=0.043) and OS (not reached vs 3.3 years, p=0.008) than patients who did not achieve FullMR. StandardMR 

occurred in 12/19 patients (63%) during the first 24 months post-transplant, at a median time of 2 months (1-18) and for 

a median duration of 27 months (3-102). Patients in StandardMR showed better median TTP (not reached vs 1 year, 

p=0.005) and OS (not reached vs 3.3 years, p=0.031) as compared to patients with positive PCR. There was no 

correlation with chronic graft-vs-host disease suggesting specific graft-vs-myeloma 

Conclusions. Auto-allo induces high molecular remission rates, significantly associated with better TTP and OS, that 

indicate potentially curative graft-vs-myeloma 


