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Treatment of AL Amyloidosis with 4 ’-lodo-4 ’'-Deoxydoxorubicin: An Update

To the Editor: involvement did not experience recovery of organ function. In the 7
patients treated with more than one course of I-DOX, the most marked
Amyloidosis formed by monoclonal immunoglobulin light chain effect was noticed after the first course, whereas the following courses
(AL) is a rapidly progressive disease in most patients, causing orgaIgenerally stabilized the result without offering further improvement.
failure and death within 1 to 3 years of diagnosisThe logical Hematologic and extrahematologic toxicity was mild and uneventful;
therapeutic target in this type of amyloidosis is the elimination of the occasionally a sudden, partially reversible functional deterioration of
offending light chain by the annihilation of the clone producing it. This the amyloid target organ (kidney) was observed immediately after
approach has recently been substantiated by reports documentirfgP©OX administration. Crude median survival from first I-DOX dose
important clinical benefit with occasional complete clinical recovery Was 21.5 months (range: 2 to 37). As of September 30, 1998, 10 patients
following suppression of light-chain—synthesizing clones obtained bydieq of causes re_Iated to amyloidosis and 4 are still living. Overall, 5
high-dose chemotherapy followed by autologous stem-cell transplantaP@tiénts were shifted to other treatment with MP(18) or HDCT
tion3 The observation that a new anthracyclinejgtio-4 -deoxydoxo- (n = 2). Three of these patients diedin spite of the new treatment at 22,
rubicin (I-DOX), can reduce the amyloid load without affecting the 24, and 26 mo_nths respectively, from first I—I_DOX. The contribution of
level of circulating light chain has shown for the first time the possibility '"DOX to survival could not be reliably estimated due to the small
and feasibility of interacting directly with the amyloid depogitdere ~ number of cases and the confounding effect of introducing new

we report the results observed in 14 more patients treated with I-DOX af'é@iments. The data available from the European compassionate
our Institutions (institutional cases) and outline the results availablePfo9ram are fragmentary and incomplete. Of the 28 patients for whom

from the European compassionate program (compassionate cases). V& had at least partial feedback, a response was observed in 5 patients,
Between February 1, 1995 and December 1, 1997, 14 patients werld 11 patients I-DOX stabilized the disease, 11 patients did not respond

enrolled and gave written informed consent as approved by oul® I'DOX theraf_’y' b disea_se progresseq to death in m(_)st‘ of them.

Institutional Review Board. Amyloidosis was confirmed by biopsy in Two patients with severe heart involvement died suddenly within a few

every patient, and the monoclonal light chain was detected by serum ogjays after I-DOX therapy, and in another the effect of I-DOX was not

urine immunofixation. The patient characteristics at enrollment areev‘r’_‘ll_Jable for Iackb Of |n(;‘org1a_t|on. 3uff|(:|ent data on hematolc()jg_m 3
reported in Table 1. Nine of the 14 institutional patients had been!OXicity were not obtained. Serious adverse events were reported in

previously treated with alkylating agents without benefit. In the samebPatients: the 2 sudden deaths reported above and 1 patient who went into

period, 28 AL patients were treated with 1-DOX on a Compassionateacute renal failure immediately after -DOX administration. Other side

basis in several European countries. The data available for these patien?geCts cons'_SIEd of nausea and vommn_g I_ess than or equal _‘9 grade_z.
Overall, this update confirms our preliminary report of activity, but it

are incomplete, as reported in Table 1, and aspects relevant to treatment

outcome, such as performance status, were occasionally missing &lso indicates that only a minor proportion of AL patients responded to
could not be verified I-DOX as used and that clinical effects were transient and insufficient to

Thirteen of the institutional patients were treated with courses ofaffect the course of the dls_ease. These results should not be_ viewed as
I-DOX consisting of 10 to 30 mg/&weekly dose for 4 consecutive conclusive evidence aga_mst I-DOX _because much remains to be
weeks; 6 patients were treated with a single course, 6 with 2, and 1 Witﬁearned about the mechanism, the dosmg, and thg optimal setting fpr the
3 courses, at a median interval of 7 months (range 3 to 16). In 1 patienlbeSt use of the drug. Also, a phase Il trial, coordinated by the National

rapidly progressing disease permitted administration of a single I-DOX(‘:";:nCer I_nstltuthe, IS now startlgg in the Uhmtid Ste;:es.to(;:larlfyhamong f
dose. This patient was not evaluable for response. The criterion foPther points, these aspects. However, the hypothesized mechanism o

administering an additional 1-DOX cycle in responsive patients or in action of the drug, ie, specific interaction with amyloid deposits with

patients who achieved stabilization of the disease was the occurrence 8pss'ble promptlo_n of thel_r resorption, makes it unllkely_that I'DOX
signs of progression. In 3 patients I-DOX was followed by treatmentalone could significantly improve the course of the disease while

with melphalan and prednisone (MP), and in 2 others by high_dosecontinuous production and deposition of amyloidogenic monoclonal

melphalan followed by stem-cell rescue (HDCT). In these 5 patients théight chai_ns persist. At pres_e_nt, it appears that this drug should be _used
response to I-DOX was evaluated before starting the alkylating-agent2S @0 adjunct to more specific and effective treatment for AL amyloido-

based chemotherapy. The 28 compassionate patients were treated with
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I-DOX at 15 to 30 mg/rAweekly dose for 4 consecutive weeks: 17,7, 1, Table 1. Patient Characteristics at Enrollment
and 3 patients were treated with 1, 2, 3, or 4 courses, respectively. Institutional Compassionate
Response was defined by evidence of reduced amyloid load as assessed " 28
with echography, computed tomography, magnetic resonance imaging, )
. . . S Median age (range) 57 (46-73) 56 (46-68)
or scintigraphy with serum amyloid P component (SAgt)aprotinin®
. Men/women 10/4 17/11
and/or by improvement of one or more affected organ(s) as follows: (1)
R . . . h . . M-component: lambda/
kidney, =50% reduction in 24-hour urine protein excretion in the -
. . .. . kappa/not specified 13/1/0 11/4/13
absence of progressive renal insufficiency; (2) hea,mm decrease
L X . K L . ECOG performance status:
in interventricular septum thickness or improvement of ejection fraction .
. . . - . 1/2/3/not specified 7/5/2/0 2/19/4/3
by =20%; (3) liver, =50% decrease in or normalization of alkaline )
Lo R . . Prior chemotherapy: yes/
phosphatase level, and/or reduction in the size of the fv2rcm; (4) o
L . no/not specified 9/5/0 22/2/4
neuropathy, clinical improvement supported by electromyography. . A
. . L Dominant organ involve-
Only one parameter was required to satisfy the response criteria.
L L ; . ment:
Six of the 13 evaluable institutional patients were responsive, and 4 )
. . . . Kidney/heart 4/1 9/4
showed stable disease. Onset of clinical/instrumental improvement Liver/perioheral nervous
could be delayed up to 3 months after therapy. Median duration of penp
L . . . . system 1/2 3/4
clinical benefit was 7 months. Best results were obtained in patients )
Soft tissues/other 5/1 216

with soft tissue involvement, whereas those with heart, kidney, or liver
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sis, such as high-dose chemotherapy with autologous stem-cell support
or conventional MP treatment.
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Liver Transplantation in a Hemophilia Patient With Acquired Immunodeficiency Syndrome

To the Editor: hours. The recipient liver showed pathologic evidence of micronodular
cirrhosis and excess iron.

. F_ee_cent progress in t_he tre_atment of AIDS, speufl_cally protease Postoperative medications included antirejection therapy with tacro-
inhibitor combination antiretroviral therapy, has delayed disease progresy . s (FK506) and prednisone, antiretroviral drugs, including nelfina-

sion, improved immune function, and reduced mortdiyrhese vir, lamivudine, and stavudine, and prophylactic trimethoprim-

advances prompted us to undertake liver transplantation in a 38'years'uIfamethoxazole and acyclovir. The clinical course was complicated

_oI;j man V\."th mggerate gem_ohphll(lza A, E\(;/”I: & %?]3 U/mL,CHIVC by mild respiratory insufficiency from volume overload, an abdominal
infection since 1985, AIDS with a CD4 160/uL, and hepatitis C (HCV) incisional wound infection responsive to antibiotics, and a petit mal

end-stage liver disease. Antiretroviral therapy with lamivudine andseizure from high FK506 plasma levels, resuling from nelfinavir

stavudine was begun in Ja”“aWI 1997, Wherr‘lthe CD4 lymphocyte counf,iiion of cytochrome P450 3A and resolved when FK506 dosing
was 160/uL and HIV RNA polymerase chain reaction (PCR) WaS\as reduced to once weekly. Transient CMV antigenemia (pp65

1h2.0 X 10° copies/mL, and nelfinggvir was /added 3 mr(])nths llaterf Whlenresponded to intravenous oral ganciclovir, with subsequent CMV 1gG
the H_IV RNA F_,CR was 4.8< 1 c_ople_)s mL_. Esophagea _varlcea seroconversion (Fig 1). The HIV viral load is persistently negative, and
bleeding in April 1997 and progressive jaundice and hepatic encephat-he CD4 was 256/uL by day 210

lopathy led to tran;plantanon in Septe"_]ber 1997. Although AIDS has been an absolute contraindication to transplanta-
Laboratory studies revealed ammonia @0 pmol/L (normal [nl] tion,* the better outcome of our patient than past recipfestggests

ralngeaog to 33), platelets 89’000/ H;C’BaIIaLT/iITe turfgnsirpini_se 471 W/ l'transplantation may be safe in AIDS patients receiving highly active
(nl < 40), aspartate transaminase nk0), bilirubin 4. antretroviral therapy. Given the potential clinical scenarios, eg, past

mg/dL (nl, 0.3 to 1.3ng/dL), and protime (PT) 19.9 seconds. An ultrasound opportunistic infections, persistently detectable HIV viral load, antiret-

conf|rmedﬁ_scn(e:§|: splenomegaly,f_andda S_m'?” I_|ver, jnd COmE’Utenzeqoviral therapy intolerance due to liver dysfunction, and an unknown
tomographic (CT) scanning confirmed cirrhosis and portal yperten'durability of immunologic recovery, it is critical to begin prospective

'Sl'lr?n. He_ \ggs aner_g||_|cl,3wnh n_o|_|r(e;/pons_e|_t|<;\l7PD(,jrglér\r;pzls,czrltrgophytonclinical trials to determine the safety and efficacy of transplantation in
e anti-HBs, anti-HBc, antl- » anti-HAV, an g% Were - A|ps and end-stage liver disease.

positive, and the HBsAg, CMV IgG, EBV ENA, EA, and VCA IgM
were negative. The HCV RNA PCR was 12810° Eg/mL. The CD4
lymphocyte count was 156/uL (17%) and the HIV RNA PCR less than
0.4 x 10° copies/mL.

Liver transplantation was performed by standard piggyback place-
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ment3 The donor was positive for CMV IgG and negative for antibodies
to HIV 1 and 2, HTLV-1, and HIV antigen, HBsAg, anti-HBc, and
anti-HCV. A total of 29 U of packed red cells, 34 U of fresh frozen
plasma, 12 U of platelets, and 15,900 U of recombinant factor were
infused during the 9-hour procedure. No factor VIII was required after 7
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