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Table 1 Baseline patient characteristics at enrolment for high-dose melphalan therapy with autologous stem cell transplantation

Time to . . e Organ symptom X
Patient Age/Sex transplantation*! gil;e ;)f Ll%s;tLh‘eiln PS (mf/;rlin) f(:yF) Prior therapy
(months) psy yp Predominant Others o
1 43/M 55 duodenum, lambda 0 NS 84 68 VAD
kidney
2 54/F 12 duodenum, kappa 1 CHF 62 51 VAD
heart
3 65/M 12 kidney kappa 0 NS RI 57 65 VAD
4 63/F 18 kidney lambda 0 NS 104 74 VAD
5 71/M 12 kidney lambda 0 NS RI 26 59 VAD
6 74/F 16 kidney, lambda 0 NS 131 74 —
rectum
7 *2 73/F 12 kidney lambda 0 NS RI 21 62 —

*1: Months from diagnosis to transplantation.

*2: Cardiac amyloidosis proven by echocardiogram without symptoms

PS: performance status, NS: nephrotic syndrome, CHF: congestive heart failure, RI: renal insufficiency, Ccr: creatinine clearance, EF: ejection

fraction, VAD: vincristine-doxorubicin-dexamethasone.
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Table 2 High-dose melphalan therapy and hematological response.

Melphalan CD34

Engraftment (days)

Transfusion (units)

Patient (mg/m?) (x 106 cells/kg) Neatrophil Platclet RBC Platelet Response Post transplantation

1 140 8.1 11 13 0 30 NR salvage therapy

2 180 1.1 10 17 0 100 NE died on day 42

3 180 2.3 12 20 0 50 CR no treatment

4 180 16 12 14 0 40 NR salvage therapy

5 140 18 11 15 6 60 NR salvage therapy

6 180 20 12 36 0 10 NR salvage therapy

7 140 18 13 14 6 180 CR died on day 159

RBC: red blood cells, NR: no response, NE: not evaluable, CR: complete response

Table 3 Toxicities of high-dose melphalan therapy.

Toxicity Grade > 2 Grade < 2
Anorexia 3 4
Diarrhea 3 3
Hepatic *1 2 3
CHF 2 0
Mood alteration 2 0
Renal *2 1 3
FN 1 0
Stomatitis 0 6

*1: Elevation in liver enzyme or bilirubin.
*2: Elevation in serum creatinine concentration.
CHF: congestive heart failure, FN: febrile neutropenia
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Table 4 Overall hematological response to high-dose melphalan with or without salvage therapy, disease status and survival

Overall hematological

Survival *1

Patient Salvage therapy response Status Days Symptom on final visit
1 RIST CR alive 2,044 remission of NS
2 — NE dead 42 exacerbation of CHF
3 — CR alive 1,305 stable Cr level (~ 1.3 mg/dIl)
4 tandem melphalan + thalidomide CR alive 1,119 no improvement of proteinuria
5 thalidomide PR alive 347 stable Cr level (~ 2.5 mg/dl)
6 thalidomide NR alive 336 proteinuria decreased by 46%
7 — CR dead 159 proteinuria decreased by 80%

ES

: Time from day 0 to final observation.

RIST: reduced intensity allogeneic stem cell transplantation, CR: complete hematological response, NE: not evaluable, PR: partial re-

sponse, NR: no response, NS: nephrotic syndrome, CHF: congestive heart failure, Cr: creatinine.
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HIGH-DOSE MELPHALAN WITH AUTOLOGOUS STEM CELL
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Abstract:

Seven patients with amyloid light-chain (AL) amyloidosis underwent high-dose melphalan therapy and autolo-
gous stem cell transplantation in our department. Mobilization with granulocyte colony-stimulating factor alone en-
abled a sufficient harvest of CD34-positive stem cells, and these agents were well-tolerated. Two of seven patients
(29%) evaluated 3 month’s post transplantation showed complete resolution of plasma-cell dyscrasia. Two patients
with cardiac involvement died on days 42 and 159, respectively, suggesting that they might not have been suitable
candidates for high-dose melphalan therapy. Three of four patients who underwent additional salvage therapies, in-
cluding allogeneic stem cell transplantation, tandem high-dose melphalan therapy and thalidomide, showed a hemato-
logical response. In four of five patients (80%) who showed hematological response with high-dose melphalan or sal-
vage therapies, organ dysfunction was resolved or stabilized. Our experience indicates that high-dose melphalan ther-
apy appears to be feasible when patients with cardiac amyloidosis are excluded. However, new therapeutic modalities
should be further investigated to improve therapeutic efficacy and safety for those who have cardiac involvement,
or fail to respond to high-dose melphalan therapy.
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