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Amyloid

• Protein conformational disorder & clonal 
plasma cell dyscrasia

• Amorphous extra cellular material 
deposition-kidneys (Nephrotic Syndrome)

heart (Congestive CMO)
liver (Hepatomegaly)
nervous system (Neuropathy)



Amyloid

• Median survival at diagnosis 13.2 months
• One fifth the incidence of Myeloma
• CMO median survival 4 months
• <5% AL survive >10 years post diagnosis



Amyloid

• Halt production of deposits
• Amyloid resorbed
• PS & QOL can improve



Transplant Patient selection

• All patients considered
• Monoclonal protein does not increase with 

time-cannot observe patient for increasing 
M protein

• No evidence for cytoreductive benefit prior 
to transplant



Reference
Patients 
enrolled Deaths at SC collection Treated

Deaths 
at SC 

infusion TRM Responders 

Single Centre 
Experience

10 25 1 23 0 3 12 

27 23 0 20 0 4 12 

28 30 1 28 1 5 7 

29 9 3 6 2 4 2 

Total 87 5 77 3 16 (21%) 33 (62%)

Multi Centre 
Clinical Trials

26 40 0 40 0 15 11 

30 21 0 21 0 9 10 

Total 61 0 61 0 24 (39%) 21 (62%)

TRM indicates transplantation-related mortality. 

Stem cell transplantation results in AL amyloidosis



Mortality

• 4-8 times higher than for myeloma despite 
careful selection 

• Cardiac involvement under estimated
• Melphalan related toxicities need to be 

looked for – GUT



Toxicity
200 mg/m2 (n = 23)
Frequency, % (n)

100 mg/m2 (n = 27)
Frequency, % (n) 

Nausea/vomiting 83 (19) 52 (14) 
Diarrhea 65 (15) 48 (13) 
Mucositis 91 (21) 37 (10) 
Pulmonary edema 35 (8) 26 (7) 
Peripheral edema 48 (11) 15 (4) 
Non-GI bleeding 71 (4) 0 (0) 
GI bleeding 22 (5) 7 (2) 
Hepatic 13 (3) 22 (6) 
Renal 35 (8) 19 (5) 
Metabolic 35 (8) 7 (2) 
Sepsis 26 (6) 11 (3)

Toxicities (grade 2 or higher)



Risk Adapted Approach
Good Risk

• 1 or 2 organs involved
• No cardiac involvement
• Creatinine clearance ≥ 51ml/min

Intermediate Risk
• 1 or 2 organs involved (Cardiac + Renal)
• Asymptomatic or compensated Cardiac dysfunction

Poor Risk
• 3 organ involvement
• Advanced cardiac disease



Risk Adapted Approach

Melphalan dosing
based on risk group 

and age

Good Risk
200mg/m2 ≤ 60

140mg/m2 62-70
100mg/m2 ≥ 71

Intermediate Risk
140mg/m2 ≤ 60

100mg/m2 61-70

Poor Risk
Standard Therapy

Clinical Trials



Summary

• Only applicable to a minority of patients
• Limited organ involvement
• No significant cardiac disease
• High risk of GIT haemorrhage and cardiac 

problems

2004





NEJM Sep 13 2007



Baseline Characteristics of the 
Patients





NEJM Sep 13 2007



Survival According to 
Risk Group, According to 

the Treatment Group 
among Patients with 
Low-Risk Disease, and 

According to the 
Treatment Group 



Conclusion
• Power to detect 25% survival advantage
• Median Survival longer in non transplant group
• 2/3 patients with standard therapy had durable 

haematological responses
• Mortality is as for other multi centre studies but 

higher than for single centre experiences
• Late transplant : 48 days from enrolment to 

transplant
• Inclusion criteria not as stringent as North 

American trials





Criticism

• TRM twice as high as other centres doing 
transplant for AL

• 36% patients transplanted had 3+ organ 
involvement

• 10/37 patients transplanted received 
inadequate Melphalan dose

• French Multi centre trial sites should not 
be doing transplants for AL





Kaplan-Meier estimates of survival according to haematologic 
response



Kaplan-Meier estimate of overall survival, with 95% confidence
intervals, for all 80 patients treated with HDM/SCT more than 10 years ago
(1994-1997). SWOG



SWOG Blood 15 Nov 2007

• 23.5% 10 year survival with transplant
• 2% 10 year survival with oral M & P
• Transplant outcome heavily biased by 

response
• No long term studies show any better 

survival with non transplant strategies






	Autotransplant for patients with Advanced Amyloidosis
	Slide Number 2
	Amyloid
	Amyloid
	Amyloid
	Transplant Patient selection
	Slide Number 7
	Mortality
	Slide Number 9
	Risk Adapted Approach
	Risk Adapted Approach
	Summary
	Slide Number 13
	NEJM Sep 13 2007
	Baseline Characteristics of the Patients
	Slide Number 16
	NEJM Sep 13 2007
	Survival According to Risk Group, According to the Treatment Group among Patients with Low-Risk Disease, and According to the Treatment Group 
	Conclusion
	Slide Number 20
	Criticism
	Slide Number 22
	Kaplan-Meier estimates of survival according to haematologic response
	Slide Number 24
	SWOG Blood 15 Nov 2007
	Slide Number 26
	Slide Number 27

