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Purpose: Intetleukin-2 (JL-2) exerts anti-cancer effect by increasing NK cell activity
when the fumar burden is low. Eatlier study conducted with high dose infravenous TL-2
exhibited sigmificant toxicities such as capillary leak syndrome, fever, rash, eic. This siudy
was designed o study the effect of low dose TL-2 in children after aufologous PESCT
when the cancer is af minimal level.

Methods: 4 fofal of 12 patients (6 AML, & NBEL) were enrolled in this study from
May 1997 o Oct 1999, The age of the pafients was between 097 15 yr (Median age:
4.33 yr). The AML patfents were freated with AML-BFM-87 (3 cases) or COG-289)
(1 case) protocol, and all the pafients underwent antologous PESCT at CR1. The NBL
pafients were freated with COG-389)] (4 cases) of "G in 17 (2 cases) protocol, and they
had operafion for residual fumer before PBSCT. The condifioning regimen for AML
pafients was busulfan (19 mefke) and cyclophosphamide (120 mgfkg) (4 cases) or
BCVAC (2 cases), while NBL patients were condifioned with carboplatin (1200 mg/fm’),
etoposide (800 mefm”) and melphalan (180 mefm’). Tnfused stem cell dose was MNC:
(4521 7)x10° kg, CD34+: (8623 2)x10%kg. TL-2 (Proleukin®, Chiron) was started
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subcutaneously after neufrophil engrafiment (ANC<I 500fmrm) with the dose of 3~3
MU for the fitst 2 days, IMUfm® for the subsequent 12 days, then followed by 14
days of rest TL-2 was resfarted with the same regimen for more than © cycles as
ouipatient. The CBC, tfofal eosinophil count (TEC) and T lymphocyte subseis were
checked before and affer TL-2 therapy.

Reslts: The mean neutrophil engrafirment was achieved on 120434 days, and mean
platelet recovery to more than 50,000/mm’ was achieved on 2372103 days Common
toxjoities associated with TL-2 were fever and mild tenderness on injection site, but there
was no need o disconfime L-2. A total of 73 cycles of TL-2 therapy was given. During
followup for 8~ 30 months (median 2] months), only 1 relapse occumred until now
(neuroblastorna stage TV). Al parameters of T Iymphocyte subsets increased affer -2
therapy. TEC increased in mean value after TL-2 and if was stafistically significant (=
0.053). The absolute count of CD4+ and CDE+ was significantly increased (CD4+: 410
fo 640, P< 0005, CD8+: 720 fo 980, P<0.05), CD4CDS ratio remained reversed (<1
throughout the course of TL-2 in most patients. The total NK cell count was incteased
from 510 to 820 (P<0.005)

Conclusion: Low dose TL-2 therapy was well folerated as OPD basis and there was
a significant change in T [ymphocyte subsets, espectally in MK cell count. Even though
the follow up duration was shert, the high relapse free survival indicates the beneficial
effect of Iow dose TL-2. Tn the seffing of low fwmeor burden, such as affer autclogous
PBSCT, low dose subeufaneous TL-2 seetns fo provide effective anficancer effect
(Kovean J Pediatr Hemmatd Oncol 2000; 7: §2-~~971)

Key Wards: Tntetletlan-2, PESCT, Acute myeloid leukemia, Neuroblastoma
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Tale 1. Charderstis of the Patients

Dpation from DMaghoss

Fatient Semfhgeiyn) DHaghesis Presious Treatment to PBSCT (months) Btatis at PESCT
1 M2 AML* CCG-25H 12 CR1
2 M1 AML AML-BEM-57 3 CR1
3 18 AML AML-BEM-57 é CR1
4 M/ 13 AML AML-BEM-47 5 CR1
5 M 14 AML AML-BEM-57 13 CR1
é M55 AML AML-BEM-57 g CR1
7 M1 nELT 00352 3 CR1
8 FO% NBL 00352 8 CR1
g M43 NBL 0352 g CR1
10 FI62 NBL 00352 14 CR1
1 Fi42 NEL 6 in 1 regimen 14 CR1
12 M1 NEL 6 in 1 regimen 16 CR1

AWML acute myeloid leikemia
T™NBL: neurchlastoma
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Table 2. Owerview of the Tramwplantation Pmoedure and Results of Immunctherapy with Intetlenkin-2

Patient Conditioning regimen  Putging Cycles of JL2 thempy

B dumation after PESCT  Curpent status

Buly*
BuCy
BuCy
BuCy
BCvacT
BCVAC
CEM?
CEM
CEM
CEM
CEM
CEM

o
o
o
o
o
o
o
o
o
o
yes
yes
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10
1
12
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12 CR1
30 CR1
28 CR1
26 CR1
29 CR1
27 CR1
10 CR1
11 CR1
10 Relagme
5 CR1
28 CR1
16 CR1

*BuCy. bsulfan, cycophosphamide
TBCVAC BONU, Am-C, cioprside, oyclophosphamide
¥ (EM: mrboplatin, etopeside, melphmlan
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Takle 3. Changes in Hemogldin, Platelet, WBC, Eosi-
nophil Count before and after the Fist Cyde of
Intetlenlan-2 Thetapry
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Plate] =t
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Mimbers of MR cells apd essinephils (TEC)
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tent tses in ME. cells and emsinophils after cach
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Fig. 1.

Table 4. Changes in Lymphocyte. Subsets before and after
Low Drose Intetleulan-2 Therapy

Befrote After ¥
tofal lymphocyt= 21416 3020 <0035
CI 0412036 0842091 <005
CDé OFRt08T 0281093 <005
MNECDe+CD5E) 0512055 0524068 <005
JL-2R CD25) 0182017 0422086 <003
CO3+IL2R 0z+013 0332081 <005
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