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Treatment of Hematologic Diseases by
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Abstract: Objective To evaluate the efficacy and complications of donor lymphocyte infusion
(DLI) following nonmyeloablative stem cell transplantation NSCT for the patients with hematologic
diseases. Methods The protocal was designed on the nonmyeloablative conditioning regimen based
on anti-T-lymphocyte globulin (ALG) (90 ~ 120 mg/kg) or anti-themocyte globulin (ATG) (20 - 25
mg/kg) with reduced-dose chemotherapy for six patients including acute lymphoblastic leukemia
(n=1) multiple myeloma (n=2), chronic myelogenous leukemia (n =1), myelofibrosis (n=1),
and acute myeloid leukemia (n =1). The six patients received first donor lymphocyte infusion (DLI)
on day 28 ~ 30 after transplantion, and the infused dose of T cells was controlled by escalating dose
regimen (EDR) from (1.2~9.5) x10*/kg to (0.75~2.15) x10%/kg. The whole procedures
were performed at an average of 4. 2 (range, 2 ~8) procedures at intervals of 3 ~4 weeks. Results
Engraftment was documented in the form of donor-receipient hematopoietic cells mixed chimera with
partial remission (progression of case 6) at early stage posttransplant. Four patients were converted

gradually into complete chimera with hematologic complete remission complicated by acute

graft-versus-host desease(aGVHD) (n=2) and chronic GVHD (cGVHD) (n=2) and
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myelosuppression (n=2), one patient died from severe infection. One myelofirosis patient
continuously remained mixed chimera and progression status. Conclusions Allogeneic donor stem cell
engraftment into host can be achieved by NSCT based on ATG/ALG. Transient mixed chimera may be
successfully converted into complete chimera by donor lymphocyte infusion post transplant. The main
complications of donor lymhocyte infusion are GVHD and myelosuppression.
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Table 1~ Characteristics of patients and donors
Coe e Dingosis e oo eesoesblond oy

1 21/F  ALL-L, CR, HLA-mismatched 23/M A/A
2 51/F  MM(IIA) NR Dysfunction of liver 37/M 0/A
3 41 /M MM(ITA) PR Abnormal liver and renal function 49/M 0/B
4 41/M  CML-CP No treatment Dysfunction of liver 33/M 0/0
5 13/M  AML(M.a) CR, Refusal of conventional conditioning regimen 17/M B/B
6 48/M  MF No treatment Hep C postive 42/M 0/B

ALL: acute lymphoblastic leukemia; AML: acute myeloid leukemia; CML: chronic myelogenous leukemia; CR: complete remission; MF:

myelofibrosis ; MM: multiple myeloma; NR: no response; PR: partial remission

1.2 GVHD CSA 3mg/ (kg- d)
3~5mg/ (kg d) CSA CSA
@ 2 3d -3d -2d 200 ~ 400 pg/L 8

-1d 90 ~120 mg/kg  ALG 145 &)
20~25mg/kg ATG 236 Pasteur
Merieu Mesna

CTX 30 ~60 mg/ke( -3 d, -4 d) BU 2 E: PGE; 7.2 pg/ (kg d) 0.3 g/ (kg: h)
mg/kg( -7 d, =6d, =5d, —4d) (Mel) (-6d~+224d) VoD @
120 mg/m*> (-4d) @ GVHD A 2356 14
CSA MTX MTX +1d 1.3

15 mg/m*> +3 d +6d +11d 10 mg/m* +1d  G-CSF 300 pg/d
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Table 2 Clinical data on the outcome following nonmyeloablative stem cell transplantation
CD34* MNC The lowest ANC > 0.5 PLT > 20 Duration
Conditioning DLIs Complication
Case ) infused infused WBC post  x10°/L x10°/L ) observed Result
regimen (times) of DLI
(x10°/kg) (x10°/kg)  NSCT (d) (d) (month)

1 BU/CIX 312 3.08 0.1 T8 18 9 aGVHD 49 DFs

2 BU/CTX 3.52 2.06 0.3 +15 +10 2 - 2 Diedof severe infection

3 Mel 4. 40 6.50 0.1 +15 +12 3 Myelosuppression/aGVHD 21 DFs

4  CTX/BU 2.69 2.70 0.4 +20 +25 5 c¢GVHD 16 Died of MOF

5  Mel/CTX 4.26 10. 49 0.1 +11 +21 4 Myelosuppression/¢GVHD 23 Died of TP

6 CTX 2.05 5. 80 0.5 +8 Never < 3 - 8 Lost follow-up

aGVHD: acute GVHD; ¢GVHD: chronoc GVHD; DFs: disease free survival; IP: interstitial pneumonia; MOF: multiple organ failure

2.2.1 6 4 30 d
DLI 2 2 DLI 6 ber/abl 5%
1345 1 DLI micro residual
7 3 2 3 DLI disease MRD 2
3 1.5% M 2.2.2 1 3
26.8% DNA 46 XX DLI I  aGVHD, 3
64% MC 2  DLI M CsA 1
12.3% 0.4% 46 XX 4 +5
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M 10 11 , +14
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