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Caso clinico 



Relazioni con soggetti portatori di 
interessi commerciali in campo sanitario 

● Ai sensi dell’art. 3.3 sul Conflitto di Interessi, pag. 18, 19 
dell’Accordo Stato-Regione del 19 aprile 2012, dichiaro che negli 
ultimi due anni  non ho avuto rapporti di finanziamento con soggetti 
portatori di interessi commerciali in campo sanitario. 



● Female, born 1939 in Brazil 

● Previous clinical history negative (no drugs) 

● First occurrence of anemia in Brazil on 2009. Gastrointestinal 
diagnostic procedure were negative: she received blood 
transfusion  

● Proteinuria was also observed (no quantitative data available) 

● She was referred to our Centre in August 2010 for worsening of 
anemia. Her daughter lives near Monza 

Case report (1) 



● Routine screening for suspected Multiple Myeloma was 
performed 

 

Case report (2) 



Our patient’s journey 

Parameter Diagnosis 
(august 
2010) 

Hb 10.5  
(8.1) g/dl 

Bone 
marrow 
plasmacell 

Massive 
infiltration 
(80%) 

Monoclonal 
component 

0.5  g/dL 
IgG k 

Albumin 3.8 

Proteinuria/
Bence Jones 

0/ +++ 

FLC k/lamb n.a 

Ca 9.8 

Beta2 
microglob 

5.2 

Creatinine 0.8 

ISS 2  



● CT skeleton on september 2010:  

ü osteolitic lesions in the skull (max 16 mm), C1, L1, VIII  and IX rib dx, 
scapula dx and sin 

Case report (4) 



The choice of first line: year 2010 

The combination of melphalan–prednisone with thalidomide 
(100 mg/day) is superior to melphalan–prednisone [I, A].  
 Melphalan– prednisone plus either thalidomide or 
bortezomib are the new standards in Europe  
 

 
 
 
 



MPT vs MP in 2010  

Palumbo A et al , Blood 2008 



MPT vs VMP 

Morabito F, Am. J. Hematol 2014 

HR 0.65 
(95%CI 0.52-0.82 

p=0.001 ) 

HR 0.44 
(95%CI 0.32-0.59 

P< 0.001 

--- VMP 
--- MPT 

--- VMP 
--- MPT 



Moreau P et al. Annals of Oncology 2017 

 
 
 
 
 
 
 
 

The choice of first line: year 2017 

 
 
 
 
 
 
 
 Kumar S.K et al  J Natl Compr Canc Netw 2017 



● MPT was started: programmed 8 cycles 

● Zolendronic acid 

● Adverse events: 
● Neuropathy 
● Bradicardia (cardiologic evaluation required) 
● Hypertension with poor pharmacological control 

● After 6 MPT cycles restaging 

Case report: action taken 



Our patient’s journey 
Parameter Diagnosis 

(august 
2010) 

After 6 MPT 
(Feb 2011) 

Hb 10.5  (8.1) 
g/dl 

13 g/dL 

Bone 
marrow 
Plasma cell 

Massive 
infiltration 
(80%) 

5% 

Monoclonal 
component 

0.5  g/dL 
IgG k 

Under the 
limit of det 

Albumin 3.6 3.8 

Proteinuria/
BJ 

0/+++ 0/ neg 

FLC k/lamb n.a n.a 

Ca 9.8 9.2 

Beta2 
microglob 

5.2 2.1 

IgG 1070 568 

Creatinine 0.8 0.7 



● On April 2011 bone marrow plasmacell = 5% 

● CT skeleton: unmodified since diagnosis, no new osteolytic lesions 

● Situation: VGPR  

● Thalidomide as maintenance 50 mg/die until November 2011 (14 
months) then stopped  

Restaging: bone marrow, skeleton, blood 



● February 2012 (+18 months since start of first line): CT skeleton 
unmodified 

● Peripheral neuropathy (feet)  

●  Increased dosage of Pregabalin, vitamin D and B supplementation 

● Zolendronic acid continues 

● On May 2013 (+ 34 months since start of 1° line): 

● Asthenia, Hb 10.7 

● CT skeleton: new osteolitic lesion D12, enlargment of skull lesions  

Time goes by so fast...  



Our patient’s journey 
Parameter Diagnosis 

(august 
2010) 

After 6 MPT 
(Feb 2011) 

May 2013 

Hb 10.5  (8.1) 
g/dl 

13 g/dL 10.7 

Bone 
marrow 
Plasma cell 

Massive 
infiltration 
(80%) 

5% Massive infiltration 
(70%) FISH n.a 

Monoclonal 
component 

0.5  g/dL 
IgG k 

Under the 
limit of det 

0.3 g/dL 

Albumin 3.6 3.8 4.08 

Proteinuria/
BJ 

0/+++ 0/neg 0.5 g/24 h; +++ 

FLC k/lamb n.a n.a n.a 

Ca 9.8 9.2 9.3 

Beta2 
microglob 

5.2 

IgG 1078 568 

Creatinine 0.8 0.7 0.8 



● VD treatment was scheduled (no proteasome inhibitor given so far) 

First relapse: action taken  

Moreau P et al. Annals of Oncology 2017 



● VD treatment was scheduled (no proteasome inhibitor given so far) 

● She received 8 cycles of VD 

● Side effects: peripheral neuropathy unchanged 

● Pneumonia: 2 episodes, required antibiotics, no hospital admission 

● Restaging on February 2014: stable disease/minimal response 

First relapse: action taken  



Salvage therapy after MPT or MP 

Palumbo A et al , Blood 2008 



Our patient’s journey 
Parameter Diagnosis 

(august 
2010) 

After 6 MPT 
(Feb 2011) 

May 2013 Feb 2014 

Hb 10.5  (8.1) 
g/dl 

13 g/dL 9.8 g/dL 11.1 

Bone 
marrow 
Plasma cell 

Massive 
infiltration 
(80%) 

5% Massive 
infiltration 
(70%) 

40% 

Monoclonal 
component 

0.5  g/dL 
IgG k 

Under the 
limit of det 

0.3 g/dL 0.3 g/dL 

Albumin 3.6 3.8 4.08 

Proteinuria/
BJ 

0/+++ 0/neg 0.5 g/24 h; 
+++ 

0.5 g/24 h 
+++ 

FLC k/lamb n.a n.a n.a n-.a 

Ca 9.8 9.2 9.3 9.0 

Beta2 
microglob 

5.2 

IgG 

Creatinine 0.8 0.7 0.8 0.7 

1° relapse:  
start VD 



● On may 2014: decrease of  Hb,  increase of proteinuria 

● Screening for thrombophilia was negative  

● Third line was started: RD + LMWH 

Follow up and third line 



Our patient’s journey 
Parameter Diagnosis 

(august 
2010) 

After 6 MPT 
(Feb 2011) 

May 2013 Feb 2014 May 2014 

Hb 10.5  (8.1) g/
dl 

13 g/dL 9.8 g/dL 11.1 9.0 g/dL 

Bone marrow 
Plasma cell 

Massive 
infiltration 
(80%) 

5% Massive 
infiltration 
(70%) 

40% 

Monoclonal 
component 

0.5  g/dL 
IgG k 

Under the 
limit of det 

0.3 g/dL 0.3 g/dL 0.6 g/dL 

Albumin 3.6 3.8 4.08 

Proteinuria/BJ 0/+++ 0/neg 0.5 g/24 h; ++
+ 

0.5 g/24 h 
+++ 

0.8 g/24 h 
+++++ 

FLC k/lamb n.a n.a n.a n-.a 1203/5.5 

Ca 9.8 9.2 9.3 9.0 9.3 

Beta2 
microglob 

5.2 

IgG 

Creatinine 0.8 0.7 0.8 0.7 0.8 

1° relapse:  
start VD 

2° relapse:  start RD 



● Progressive decrease of proteinuria 

● Switch LMWH -> ASA after 6 cycles 

● On december 2014 (during cycle n 9) she went in Brazil for 2 months 

● She started again observation on Feb 2015 

● On April 2015 (during RD cycle n 11) deep vein thrombosis (femoral 
common and superficial vein, popliteal vein -> LMWH full dose 

● RD was stopped and restarted on June 2015 

Follow up during 3rd line 



Anticoagulant therapy in cancer patients 

Favors 
DOACs 

Favors 
VKA 

Ay C, et al. ESMO Open 2017 



● Only 1 retrospective study on IMIDs and concomitant warfarin or 
DOACs 

● Data on DVT treatement in solid cancer with VKA or DOACs are 
definitely not valid also for Multiple Myeloma 

● Ongoing clinical trials comparing VKA and DOACS may not include 
an appropriate number of patients with MM  

● Specific clinical trial on MM are warranted 

DOACs and Multiple Myeloma 



● RD started on May 2014 à 

● After DVT episode, no other adverse events were recorded 

● Good performance status and subjective quality of life perceived as 
good (General Health Scale of the SF-36) 

● On October 2016 decrease of platelet count -> R dose reduced (15 mg) 

● CT skeleton on Jan 2017: no new osteolytic lesions 

● On April 2017 (35 months later): progression 

 

The long course of 3rd line 



Our patient’s journey 
Parameter Diagnosis 

(august 
2010) 

After 6 MPT 
(Feb 2011) 

May 2013 April 2014 May 2014 April 
2017 

Hb 10.5  (8.1) 
g/dl 

13 g/dL 9.8 g/dL 11.1 9 g/dL 8.2 g/dL 

Bone 
marrow 
Plasma cell 

Massive 
infiltration 
(80%) 

5% Massive 
infiltration 
(70%) 

40% Massive 
infiltration 
(90%) 

Monoclonal 
component 

0.5  g/dL 
IgG k 

Under the 
limit of det 

0.3 g/dL 0.6 g/dL  0.6 g/dL 0.4 g/dL 

Albumin 3.6 3.8 4.08 

Proteinuria/
BJ 

0/+++ 0/neg 0.5 g/24 h; 
+++ 

0.5 g/24 h +
+++ 

0.8 g/24 h +
+++ 

1 g/24 h ++
++ 

FLC k/lamb n.a n.a n.a n-.a 1203/5.5 1609; 29.2 

Ca 9.8 9.2 9.3 9.0 9.0 

Beta2 
microglob 

5.2 

IgG 969 

Creatinine 0.8 0.7 0.8 0.7 0.7 

1° relapse:  start 
VD 

2° relapse:  
start RD 

3° relapse:   

7 years 
78  

years old 



MM Fraility score, PFS, OS and toxicities 

Palumbo A, Blood 2015 



MM Fraility score, PFS, OS and toxicities 

Palumbo A, Blood 2015 



Progression: time to 4th line 

MPT VD RD 

New options 

“Traditional” 
options 

KRD 

ERD 

ID 

Retreat VD or 
VMP  

April 2017 

Dara 





Progression: time to 4th line 

MPT VD RD 

New options 

“Traditional” 
options 

KRD 

ERD 

ID 

Retreat VD or 
VMP  

April 2017 

Dara 



Our patient’s journey 
Parameter Diagnosis 

(august 
2010) 

After 6 MPT 
(Feb 2011) 

May 2013 April 2014 May 2014 April 2017 June 2017 
(after 2 ID 
cycles) 

Hb 10.5  (8.1) 
g/dl 

13 g/dL 9.8 g/dL 11.1 9 g/dL 8.2 g/dL 9.0 g/dL 

Bone 
marrow 
Plasma cell 

Massive 
infiltration 
(80%) 

5% Massive 
infiltration 
(70%) 

40% Massive 
infiltration 
(90%) 

Monoclonal 
component 

0.5  g/dL 
IgG k 

Under the 
limit of det 

0.3 g/dL 0.6 g/dL 0.8 g/dL 0.4 g/dL 0.3 g/dL 

Albumin 3.6 3.8 4.08 

Proteinuria/
BJ 

0/+++ 0/neg 0.5 g/24 h; 
+++ 

0.5 g/24 h +
+++ 

0.8 g/24 h +
+++ 

1 g/24 h ++
++ 

1.1 g/24 h 

FLC k/lamb n.a n.a n.a n-.a n.a 1609; 29,2 2058;  

Ca 9.8 9.2 9.3 9.0 9.0 

Beta2 
microglob 

5.2 

IgG 969 

Creatinine 0.8 0.7 0.8 0.7 0.7 

1° relapse:  start VD 2° relapse:  
start RD 

3° relapse:  
ID  



MPT VD RD 

New options 

“Traditional” 
options 

KRD 

ERD 

ID 

Retreat VD or 
VMP  

June 2017 

No response to ID: time to 5th line 

Dara 



Progression-Free Survival –  
Median Time Since Diagnosis (3.5 years) and Prior Lines  
of Therapy 

ELOQUENT-2: 4-Year Follow-up 

NA, not available 

•  Greatest benefit in patients with ≥3.5 years (median time) since diagnosis and 1 prior line of therapy 
•  44% reduction in the risk of progression or death 

≥Median time from 
diagnosis 

ELd 
n=112 

Ld 
n=101 

HR=0.59 (95% CI: 0.42–0.81); 
p=0.0011 

Median 
PFS 

(95% CI) 

25.0 mo 
(18.4–
30.5) 

 14.9 mo 
(9.3–19.3) 

ELd 
n=48 

Ld 
n=62 

HR=0.56 (95% CI: 0.34–0.93); 
p=0.0224 

Median 
PFS 

(95% CI) 

30.6 mo 
(19.7–

NA) 

 19.4 mo 
(14.9–
23.9) 

>1 prior line of therapy 1 prior line of therapy 
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ELOQUENT 2: Baseline Demographics and 
Disease Characteristics  

*Oral or intravenous. †Prior lenalidomide was permitted if best response was ≥partial response and patients were not refractory to prior 
lenalidomide treatment; patients could not receive more than 9 cycles of lenalidomide and had at least 9 months between the last dose of 
lenalidomide and progression. ‡One patient in the elotuzumab group had an unknown response to the most recent line of therapy  

Characteristic E-Ld (n=321) Ld (n=325) 

Prior regimens, median (range) 2 (1–4) 2 (1–4) 

Prior therapies, % 

Bortezomib  68 71 

Melphalan* 69 61 

Thalidomide 48 48 

Lenalidomide† 5 7 

Response to most recent line of therapy, %‡ 

 Refractory 35 35 

      Bortezomib refractory 22 21 

      Thalidomide refractory 9 11 

 Relapsed 65 65 

Prior stem cell transplantation, % 52 57 



Our patient’s journey 
Parameter Diagnosis 

(august 
2010) 

After 6 MPT 
(Feb 2011) 

May 2013 April 2014 May 2014 April 2017 June 2017 
(after 2 ID 
cycles) 

Hb 10.5  (8.1) 
g/dl 

13 g/dL 9.8 g/dL 11.1 9 g/dL 8.2 g/dL 9.0 g/dL 

Bone 
marrow 
Plasma cell 

Massive 
infiltration 
(80%) 

5% Massive 
infiltration 
(70%) 

40% Massive 
infiltration 
(90%) 

Monoclonal 
component 

0.5  g/dL 
IgG k 

Under the 
limit of det 

0.3 g/dL 0.6 g/dL 0.8 g/dL 0.4 g/dL 0.3 g/dL 

Albumin 3.6 3.8 4.08 

Proteinuria/
BJ 

0/+++ 0/neg 0.5 g/24 h; 
+++ 

0.5 g/24 h +
+++ 

0.8 g/24 h +
+++ 

1 g/24 h ++
++ 

1.1 g/24 h 

FLC k/lamb n.a n.a n.a n-.a n.a 1609; 29,2 2058;  

Ca 9.8 9.2 9.3 9.0 9.0 

Beta2 
microglob 

5.2 

IgG 969 

Creatinine 0.8 0.7 0.8 0.7 0.7 

1° relapse:  start VD 2° relapse:  
start RD 

3° relapse:  
ID  

4° relapse:  
ERD  



Our patient’s journey 

Parameter May 2014 April 2017 June 2017 
(after 2 ID 
cycles) 

Hb 9 g/dL 8.2 g/dL 9.0 g/dL 

Bone marrow Plasma 
cell 

Massive 
infiltration 
(90%) 

Monoclonal 
component 

0.8 g/dL 0.4 g/dL 0.3 

Albumin 

Proteinuria/BJ 0.8 g/24 
h ++++ 

1 g/24 h +++
+ 

1.1 g/24 h 

FLC k n.a 1609 2058;  

Ca 9.0 

Beta2 microglob 

IgG 969 

Creatinine 0.7 0.7 

2° relapse:  
start RD 

3° relapse:  
ID  

4° relapse:  
ERD  



Our patient’s journey 
Parameter May 

2014 
April 2017 June 2017 

(after 2 ID 
cycles) 

August 2017 
(after 2 
cycles ERD) 

Hb 9 g/dL 8.2 g/dL 9.0 g/dL 9.1 g/dL 

Bone marrow Plasma 
cell 

Massive 
infiltration 
(90%) 

Monoclonal 
component 

0.8 g/dL 0.4 g/dL 0.3 g/dL 0.4 g/dL 

Albumin 

Proteinuria/BJ 0.8 g/24 
h ++++ 

0.9 g/24 h 
++++ 

1.1 g/24 h 1.2 g/24 h 

FLC k n.a 1609 2058 2158 

Ca 9.1 9.0 9.0 9.1 

Beta2 microglob 

IgG 969 

Creatinine 0.7 0.7 0.8 

2° relapse:  
start RD 

3° relapse:  
ID  

4° relapse:  
ERD  



Our patient’s journey 
Parameter May 

2014 
April 2017 June 2017 

(after 2 ID 
cycles) 

August 2017 
(after 2 
cycles ERD) 

September 
2017 (after 4  
ERD cycles) 

Hb 9 g/dL 8.2 g/dL 9.0 g/dL 9.1 g/dL 9.4 g/dL 

Bone marrow Plasma 
cell 

Massive 
infiltration 
(90%) 

Monoclonal 
component 

0.8 g/dL 0.4 g/dL 0.3 g/dL 0.4 g/dL 0.3 g/dL 

Albumin 

Proteinuria/BJ 0.8 g/24 
h ++++ 

0.9 g/24 h 
++++ 

1.1 g/24 h 1.2 g/24 h 0.8 g/24 h 

FLC k n.a 1609 2058 2158 2449 

Ca 9.1 9.0 9.0 9.1 9.0 

Beta2 microglob 

IgG 969 

Creatinine 0.7 0.7 0.8 0.7 

2° relapse:  
start RD 

3° relapse:  
ID  

4° relapse:  
ERD  



Our patient’s journey 
Parameter May 

2014 
April 2017 June 2017 

(after 2 ID 
cycles) 

August 2017 
(after 2 
cycles ERD) 

September 
2017 (after 4  
ERD cycles) 

October 2017 
(after 5 ERD 
cycles) 

Hb 9 g/dL 8.2 g/dL 9.0 g/dL 9.1 g/dL 9.4 g/dL 9.0 g/dL 

Bone marrow Plasma 
cell 

Massive 
infiltration 
(90%) 

Monoclonal 
component 

0.8 g/dL 0.4 g/dL 0.3 g/dL 0.4 g/dL 0.3 g/dL 0.2 g/dL 

Albumin 

Proteinuria/BJ 0.8 g/24 
h ++++ 

0.9 g/24 h 
++++ 

1.1 g/24 h 1.2 g/24 h 0.8 g/24 h 0.2 g/24 h 

FLC k n.a 1609 2058 2158 2449 1467 

Ca 9.1 9.0 9.0 9.1 9.0 

Beta2 microglob 

IgG 969 

Creatinine 0.7 0.7 0.8 0.7 0.6 

2° relapse:  
start RD 

3° relapse:  
ID  

4° relapse:  
ERD  



● Subject quality of life slightly better... 

● Stable neuropathy 

● No infectious adverse events   

Our patient’s journey...? 



Time to next treatment 

ELOQUENT 2 



● What about next line of therapy, if needed (and if possible..)? 

 

● How to choose RRMM treatment sequence in the era of multiple 
available therapies? 

Open questions 



Quando la scelta è ampia... 

Grazie per l’attenzione 


