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Abstract 1 Lithium carbonate has been shown to cause neutrophilia in patients with
manic and depressive disorders, and is recognized as a stimulator of granulocytosis both in
vivo and in vitro. The possibility that this medicine may cause pluripotent stem cells to
proliferate and differentiate has also been suggested by a few reports of remissions in
aplastic anemia (AA) coinciding with lithium therapy and some findings in vitro. But now
lithium therapy is not recognized as a treatment for AA ; its usefulness for AA is unclear.
Directing special attention to this point, I administered lithium carbonate to patients with
intractable acquired aplastic anemia (AA) - 7 men and 7 women from 16 to 74 years of age
(average: 49.9 years). They included 9 subjects with severe AA and 5 with moderate AA
in whom previous therapy had been ineffective. They were given initial doses of lithium
carbonate ranging from 400 to 600 mg/day ; in some cases dosage was increased to 1,200
mg/day based on drug effects and serum levels. The patients showing improvement during
the 16-week treatment were regarded as having effective results, i. e., 7 of 14. Laboratory
results for these 7 showed improvement statistically in red blood cells and hemoglobin at the
4-week treatment, and 3 blood components at the 8-week treatment. After 16-week
treatment, 10 patients continued lithium therapy and 9 of 10 showed improvement in 3 blood
components. Thereafter 2 patients in whom serum lithium level was over 2mEq/] showed
toxic effects but recovered quickly when lithium was discontinued.

The others controlled under 1mEq/1 showed no severe adverse reactions. The author
concludes that lithium therapy was remarkably useful for patients with intractable acquired
aplastic anemia. (EE&iE. J. Nara Med. Ass. 51, 291~303, 2000)
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Table 1. The past reported effective cases of lithium therapy for acquired aplastic anemia

Hematological Time since Dose of Combined
Patient Findings Lithium Lithium Medication
Pre—Post Therapy carbonate
Hb 7.4—10.0 PSL
Blum SF?2? 58Y,F | WBC 2.1-5.4 15 days 900mg/day
VCR
Pit. 1-87
Hb 5.0—10.0 PSL 30 mg/day
Das KV# 25Y, M | WBC 2.0—7.5 2 months 450 mg/day methenedienone
Pit. 100—180 15 mg/day
Hb 7.0—11.0 PSL 15 mg/day
Das KV#® 46Y, M | WBC 5.0—8.5 3 months 450 mg/day methenedienone
Pit. 110—160 15 mg/day
Hb 5.0—9.0 PSL 40 mg/day
Das KV 33Y,M | WBC 6.5 3 months 450 mg/day methenedienone
Pilt. 100 15 mg/day
Hb 3.4—7.0 PSL 40 mg/day
Das KV# 55Y, M | WBC 3.5—6.0 6 months 450 mg/day methenedienone
Pit. 85—140 15 mg/day
Hb 7.8—9.8
Ricevuti G?» 5Y, F | WBC 1.0—3.1 10 days 900 mg/day Androgen
Pit. 68—120

Abbreviation : Y ; years of age, M ; male, F:female, Hb ; hemoglobin (g/dD,
WBC ; white blood cell count (X10°/1), Plt ; platelets (X 10°/1), PSL ; prednisolone, VCR ; vincristine
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Table 2. Patient’s characteristics

Patient Age, Sex Diagnosis Treatment before Lithium Therapy

1 53, M severe Methy! PSL pulse X2, Androgen

2 17, M severe Methy! PSL pulse X2, Androgen, ALG
3 18, M severe Methyl PSL pulse X2, Androgen

4 63, F severe Methyl PSL pulse X 2, Androgen

5 16, F severe Methyl PSL pulseX2, Androgen, ALG
6 70, F severe Methyl PSL pulse X2, Androgen

7 43, M severe Methyl PSL pulse X2, Androgen

8 71, F moderate Methyl PSL pulse X2, Androgen

9 74, F moderate Methyl PSL pulne X2, Androgen
10 65, M moderate Methyl PSL pulse X2, Androgen
11 33, M severe Methyl PSL pulse X2, Androgen, ATG+G-CSF
12 72, F severe ATG+CyA+PSL+G-CSF, Androgen
13 55, F moderate Androgen
14 49, M moderate Androgen

Table 3. Diagnostic criteria of response

Complete Response (CR)

hemoglobin : normal for age

neutrophils=1.5X10%/1

platelets=150X10°/1
Good Response (GR)
compatible with PR
and
improved severity and

hemoglobin more than 2 g/dl

without transfusions, compared with prestate

Partial Response (PR)

stable state without transfusions

No Response (NR)
need for transfusions
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Fig. 1. The clinical course of the patient 1. The horizontal axis showed the weeks
after the first medical care of the patient in our hospital.
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72. 600 mg/ B i BERIEFIC BN % b hBAE E T GR

L 600mg 400mg
[Therapy] Lithium carbonate ~ — 1200mg/day,po — 800mg/day,po
[ Methenolone 25mg/day,po 1I 20ma/day.po
VALG | :

2000mg/day X 4day ,div

20

1is

10

]

<100 500 600 700 800

Platelet 10 Unit/W
J4333330333000 411
BN
o 100 200 30@ 400 500 600 700 800
j Days

Fig. 2. The clinical course of the patient 5

The horizontal axis showed the days after the first medical care of the patient

in our hospital.

Abbreviation : Unit/W ; the mean transufusion units a week, ALG : antilym-

phocyte globulin
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Fig. 3. The clinical course of the patient 9
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18104517 X 10%/1, 4 F# 2460+375X10°/1(p<0.04), 8
B 26401640 X10%/1(p <0.04), 16 # % 3140840 %
10°/1(p<0.02), THote. ~EZ7 v ¥ VERHEEH 6.8

Table 4. The effect of lithium therapy for acquired
aplastic anemia during 16 weeks
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+1.7g/dl, 4 B 8.6+1.2 g/d1(p<0.0008), 8 8% 9.6
+2.1¢g/dl(p <0.008), 168 11.3+2.5¢g/dl(p <
0.003)TH o fe. M/MREZHEERT 14+£10Xx10%/1, 48
#%20£9X10°/1(p >0.1), 8B £ 29+15x10°/ 1(p <
0.008), 16 38%% 32+14x10°/1(p<0.003) TH - 7. HIl
EREUIH5HT2.540.6X10%/1, 438 3.1+1.1X10°%/1

Patient Combined Medication ~ 4W 8W 16W (p>0.08), 838% 3.2+0.9%10%/1(p<0.05), 16:BH#
1 PSL 15 mg, Androgen NR GR GR 3.5+1.0%X10%/1(p<0.00)TH - 7=. HFHEREIIHKEH/
2 PSL 30 mg, Androgen NR NR NR 0.7-00.3X10°%/1, 4384 1.5+1.0X10°/1(p>0.1), 83
3 PSL 20mg, Androgen NR NR NR = /1 4BELSL - /16>0.1), 838
) Androgen NR GR GR  #1.8£0.9%x10°/1(p<0.02), 16:B# 2.2+0.9Xx10°/1
5 Androgen NR GR GR (0<0.00)TH ot RMIEE~T 7 v EVHEILL
6 Androgen NRNRNR s o B e i 30007 0%, MUMESE,  E1IFRE 3
7 Androgen NR PR PR . . s e - .

8 Androgen NR PR GR X Uﬂ‘*‘ﬁﬁwﬁ 8 ﬁ'&ﬁ‘ IAOE,‘E\ 73:1%7311 72%?3\&57‘\: (Flg 4),
9 (=) GR GR GR (Table 5).
10 Androgen NR NR NR BB T GID 16 B D HERE 5813 1 612% 400 mg/
11 Androgen+G-CSF NR NR — . : . ) =
12 Androgen NR GR NR A, 4 615600 mg/H, 2 B4 1200 mg/ B T, fifEV 5+ 7
13 Androgen NR GR GR LAEEICTRY ImEq/ILUFT, 5B 5411k 0.5mEq
14 Androgen NR NR NR NNEUTChote.
RBC(x10°/1) Hb(g/dl) WBC(x10°/) Neutrophils(x10°/1) Platelets(x10°/)
P<0.02 <0.04
o E——] N p<0.003 - p<0.003 -
0.0
p<004 | 11— <0008
p<0.04 N T T

[

0 4W 8W 16W 0

0 4w

8W 16W

4W  8W 16W 0
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Fig. 4. Statistical analysis of the 3 blood components from the 7 patients who showed
improvement during the 16-week treatment
Abbreviation: W ; Weeks after the start of lithium therapy

NS ; not significant

Table 5. Hematological findings of the 7 patients who showed improvement during the 16-week treatment

Patient RBC (X10°%/D) Hb (g/dD WBC (x10°/D Neutrophils (X10%/1)  Platelets (X10°/1)
No. Pre 4W 8W 16W Pre 4W 8W 16W Pre 4W 8W 16W Pre 4W 8W 16W Pre 4W 8W 16W

1 2020 2780 3320 3620 7.6 9.8 12.4 13.9 2.3 3.7 4.3 5.1 1.0 1.7 3.1 3.6 7 271 37 25

4 1440 1830 2040 2080 5.4 6.8 8.1 8.8 2.0 1.8 2.7 2.7 0.7 1.8 1.5 1.5 11 20 20 25

5 1700 2440 2000 3350 5.1 8.1 7.212.3 1.4 2.0 1.6 2.4 0.2 4.4 0.5 1.0 8 12 12 36

7 1580 2170 2190 2150 6.0 8.2 8.2 8.0 3.0 3.3 3.6 4.0 0.5 3.5 2.4 3.2 3 9 14 14

8 3010 2940 2750 3450 10.1 10.6 10.1 12.4 2.9 4.9 3.6 4.1 0.9 1.5 1.8 2.0 22 28 50 57

9 2050 2630 2570 2830 6.6 8.4 9.0 9.8 3.1 3.4 2.8 2.7 1.1 1.4 1.1 2.2 30 30 45 39

13 1870 2430 3630 3630 6.6 8.6 12.4 14.1 2.8 2.7 3.6 3.4 0.8 1.4 2.4 2.1 18 13 26 29
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