Table 1. Summary of the signs and investigations required for
the diagnosis of aplastic anemia [2]

1. The following clinical signs exist: Anemia, bleeding tendency,
and occasional fever.

2. Pancytopenia: (in adult) hemoglobin: male < 12.0 g/dl, female <
11.0 g/dl, leukocyte count < 4.0 x 10%L, platelet count < 100 x
10°/L..
3. No other possible causes of pancytopenia were observed, i.e.
leukemia, myelodysplastic syndromes, myelofibrosis, paroxysmal
nocturnal hemoglobinuria, megaloblastic anemia, bone marrow
metastasis of cancer, malignant lymphoma, multiple myeloma,
hypersplenism (liver cirrhosis, portal hypertension, etc), systemic
lupus erythematosus, hemophagocytosis, and infection.

4, The following findings helped to make the diagnosis of AA more
definite.

1) Neutropenia (< 1.5 X 10%/L) without an increase of reticulocytes.
2) Decreased nuclear cell count in the bone marrow blood (include
clot section) is usually seen. If no, then a decrease in the number of
megakaryocytes and an increase in the lymphocyte ratio can be
seen. Dysplasia of hemopoietic cells was not prominent.

3) A decrease in the number of hemopoietic cells in bone marrow
biopsy specimens.

4) An increase in the serum iron and a decrease in the unsaturated
iron binding capacity.

5) A decrease in the hemopoietic tissue and an increase in the fatty
tissue examined by MRI of thoracic and lumbar vertebras.

5. At diagnosis, the presence of points 1. and 2. suggested AA, 3.
ruled out any other causes of cytopenia, and 4. made the diagnosis
of AA more definite. Although, the diagnosis of AA, in principal,
depends on the exclusion of other entities, there are some cases in
which it is difficult to differentiate from myelodysplastic syndrome
with refractory anemia.

with this disorder. A family history of cytopenia should
thus suggest the presence of an inherited disorder even
when no physical abnormalities are present!™,

The presence of hypocelluiar bone matrow is required for
a diagnosis of AA. Spicules from aspirate are
surprisingly cellular in some patients despite overall
marrow hypocellularity because most patients have
residual pockets of continuing hemopoiesis. As a result,
a 1-2 cm core biopsy is essential for accurately assessing
cellularity. Mild dyserythropoiesis is not uncommon in
aplastic anemia, especially in patients with simultaneous
small to moderate populations of PNH cells. However,
the presence of a small proportion of myeloid blasts, or
dysplastic features in the myeloid or megakaryocyte
lineages, favours a diagnosis of a hypoplastic MDS.
Accurately differentiating AA from hypoplastic MDS can
be challenging, especially in older patients among whom
the latter syndromes are more common!™,

According to the internationally used criteria of severe
AA, at least two of the following criteria must be
confirmed to diagnose AA (1) hemoglobin < 10 g/dl, (2)
platelet count < 50 x 10%L, (3) neutrophil count < 1.5 %
10%L% 6. It is important to note that some differences
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exist in the parameters of pancytopenia in Japan. The
proposed criteria of pancytopenia revised at 2005 by the
IDHORC? must include all of the following (1)
hemoglobin: male < 12.0 g/dl, female < 11.0 g/dl (2)
leukocyte count < 4.0 x 10%L, and (3) platelet count <
100 x 10%/L.
3) Severity of AA

Aplastic anemia encompasses a wide range of disease
activity from very mild to severe forms of the disease.
The risk of morbidity and mortality from AA correlates
better with the severity of the cytopenia than with the
degree of bone marrow cellularity. As a result, acquired
AA is classified as non-severe, severe, or very severe
based on the degree of peripheral blood pancytopenia.
Bone marrow cellularity of less than 25% and very low
values of at least two of three hemopoietic lineages
(neutrophil count < 0.5 X 10°/L, platelet count < 20 X
10%L, and an absolute reticulocyte count < 20X 10%/L)
indicate a severe category’. Very severe AA meets the
same criteria except that the neutrophil count is below
0.2 X 10%LS. The non-severe category is characterised by
the presence of hypocellular bone marrow but cytopenia
does not meet the criteria for severe disease. The 2-year
mortality rate with supportive care alone for patients with
severe or very severe AA approaches 80%; invasive
fungal infections and overwhelming bacterial sepsis are
the most common causes of death’”. Non-severe AA is
seldom life-threatening, and in most cases no therapy is
necessary. There are also some differences in the
parameters of severity in Japan. The revised criteria for
the severity of AA by IDHORC at 2005 are as
summarized in Table 2 in order to compare them with the
criteria from previous reports. '

2. Specific treatment of AA

1) Bone marrow transplantation (BMT)
The standard treatment for AA
immunosuppression or BMT. Factors such as the patient

requires

age, the availability of a matched sibling donor, the
severity of the disease, risk factors such as active
infections or hemochromatosis, and the personal desires
of the patient should be considered in determining
whether a patient can be best treated by BMT or
immunosuppression. The treatment of choice at most
centers for young patients with severe AA who have an
HLA-matched sibling donor is BMT. Survival after
BMT from a matched sibling has recently improved,
largely as a result of improved supportive care especially
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Tabie 2. Definition of the severity of aplastic anemia

2-1. Proposal by the Idiopathic Disorders of Hematopoietic
Organs Research Committee of the Ministry of Health, Labour
and Welfare of Japan (revised at 2005%!)

Stage 1 Mild

Patients not fulfilling the criteria
listed below

Patients fulfilling more than 2 items
listed below
Reticulocytes <60x10%/L
Neutrophils <1.0X10%L
Platelets <50 % 10%/1.

Patients fulfilling more than 2 items

listed below and requiring constant

red blood cell transfusion®
Reticulocytes <60X10%L
Neutrophils  <1.0X 10%L
Platelets <50 10%/L

Patients fulfilling more than 2 items
listed below
Reticulocytes <20 X 1091
Neutrophils  <05%10%L
Platelets <20%x10%/L

Stage 5 Very severe Patients with neutrophils <0.2 X 10°%L
fulfilling more than 1 item listed

Stage 2 Moderate

Stage 3 Close to
severe

Stage 4 Severe

below
Reticulocytes <20%10%L
Platelets <20%10%/L

*1: Revised form of the criteria proposed at 1998.
*2: More than 2 units of red blood cell transfusion.

2-2. Definition of severity according to references 5 and 6

Severe AA - BM cellularity <25%, or 25-50% with
<30% residual hemopoietic cells
- 2/3 of the following:
1. Neutrophils  <05x10%L
2. Platelets <20%X10°/L
3. Reticulocytes <20%10%L

Very Severe AA  As for severe AA but neutrophils
<02%10%/L
Patients not fulfilling the criteria for
either severe or very severe AA

Non-severe AA

in the prophylaxis against graft-versus-host disease
(GVHD). In patients younger than 30 years of age, the
cure rates after BMT from an HLA-matched sibling range
between 70% and 90%. Younger patients generally
tolerate BMT better and have fewer long-term problems
with GVHD. A major advantage of BMT is that it greatly
reduces the risk of relapse and the outgrowth of late
clonal disorders such as MDS and PNH. The incidence
of graft rejection has fallen to 5-10% since 1980. GVHD
remains a problem: the probability of acute GVHD grade
II-IV is 18 3% and chronic GVHD of any grade is 26 £
5%, for patients transplanted after 1990°. The transplant-
related mortality (TRM) approaches 50% in patients older
than 40 years of age®. TRM and the risk of GVHD are
roughly two times higher with unrelated donors than with
matched sibling donors!®. Therefore, BMT from
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Figure 1. Algorithm for the treatment of severe AA (stages 3-5)2
a) Consider RIST for older patients. b) At the 2" trial, only
rabbit anti-human T-lymphocyte globulin (ALG) (Zetbulin®,
NIPPON ZOKI Pharmaceutical Co., Osaka) is covered by the
health insurance in Japan. If the situation permits, horse anti-
thymocyte globulin (ATG) could be administered again or
rabbit ATG imported by the individual could be used because
an effective rate of ALG has a possibility that is inferior to
ATG. The re-administered horse ATG may cause a strong
allergic reaction. However, no side effects or serious iliness
have been described in recent studies. Note that, because the
re-administration of horse ATG is not generally allowed in
Japan, it is necessary to receive the special review by the
Committee for the Protection of Human Subjects. Moreover, it
is preferable to perform trials as a multi-center trial in order to
clarify effectiveness and toxicity. ¢) When BMT is impossible,
clinical course should be observed by the supportive therapy.
Abbreviations: HLA id sib: HLA identical sibling, BMT: bone
marrow transplantation, RIST: reduced intensity stem cell
transplantation, ATG: anti-thymocyte giobulin, CSA:
cyclosporine, methenolone Ac: methenolone acetate, G-CSF:
granulocyte-colony stimulating factor, CY: cyclophosphamide,
and SCT: stem cell transplantation.

unrelated donors and BMT for the older patients (40
years=) are generally reserved for patients who do not
respond to antith;’iiﬁocyte globulin (ATG) and
cyclosporine (CSA). The treatment algorithm shown in
Figure 1 developed by the IDHORC may be used as a
guide in caring for patients with severe AA. Controversy
remains concerning the upper age limit for BMT.
Progress in the conditioning used to treat severe AA has
recently been achieved using non-myeloablative and
highly immunosuppressive regimens to help prevent graft
rejection, and GVHD, and these regimens especially

benefit elderly patients, although further assessment is
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Figure 2. Algorithm for the treatment of non-severe AA (stages
1 and 2)2

No large-scale clinical trial to analyze AA of this severity has
yet been performed. Horse ATG has a merit of short period of
time needed to treat but has demerits of the necessity for
hospitalization and platelet transfusion. Corticosteroid therapy
is not recommended because the effective rate is not sufficient
enough to accept the toxicity and more effective alternative
therapies have now been available. CSA is effective in about
50% after a single administration in patients of this severity.
The period of time needed to evaluate the effect is shorter than
for methenolone Ac and if the dosage is 4 mg/kg or less, then an
irreversible, opposite side effect such as renal damage and
defeminination, etc, does not usually occur. Therefore, it is
necessary to try CSA in the female patients earlier than
methenolone Ac, Even if the patient is a male, the
administration of CSA is preferable to methenolone Ac because
a higher, more effective rate is expected when the number of
PNH-type cells increases slightly in the peripheral blood.

When cytopenia progresses further while administering these
agents, thus requiring red bloed cell and platelet transfusions,
then such administration should be stopped. In this case, the
severity of symptoms applies to the algorithm for the treatment
of severe AA of stage 3 or more regarding the change in
treatment.

still needed®. The current standard treatment regimen
consists of high dose cyclophosphamide (CY) and ATG,
with methylprednisolone (mPSL). The recommended
post transplant immunosuppression is CSA and short
course methotrexate. However, no standard regimen
exists in patients with unrelated donors or in older
patients!™.
2) Immunosuppressive therapy

Immunosuppressive therapy with ATG and CSA is used
in patients who are not candidates for BMT because they
are older or lack a matched sibling donor. The response
rates to ATG and CSA range between 60% and 80%,
with the 5-year survival similar to those observed after
BMT!, However, in contrast to BMT, in most of these
patients the disease is not cured. Most patients do not
achieve normal blood counts, and many suffer a relapse,
become dependent on CSA, or are at risk of later
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developing clonal disease, between 5-10% for
MDS/AML and 10-15% for hemolytic PNH, thus
contributing to the lack of a plateau for survival'-,
However, immunosuppressive therapy can either offer
transfusion independence or reduce the patient’s risk for
developing a severe infection due to neutropenia.

So far little evidence has been reported regarding the
outlook for patients with non-severe AA. In addition,
whether the treatment of non-severe AA affects survival
remains to be elucidated. Although this disorder can
progress, many patients remain stable for years, and some
spontaneously improve even without any specific
treatment. The treatment should be selected based on the
degree of cytopenia. Patients with asymptomatic
cytopenia probably need no treatment. Those with
progressive cytopenia and those with a platelet count
of < 50 x 10%L might benefit from a trial of
immunosuppressive therapy with ATG and CSA. The
treatment algorithm shown in Figure 2 developing by the
IDHORC may be used as a guide in treating patients with
non-severe AAZ.

Acquired pure red cell aplasia (PRCA)
1. Diagnosis

1) Clinical presentation
Acquired PRCA can occur either suddenly or insidiously
over weeks to months. The clinical manifestations tend
to be proportional to the degree of anemia and can
include dyspnoea on exertion and fatigue, and rarely
bleeding tendency and fever. The underlying disease of
PRCA is heterogeneous, as summarized in Table 3. A
preceding history of infection, usually 1-3 weeks before
onset, may often indicate virus-induced PRCA. In
immunosuppressed individuals, a parvovirus B19
infection may result in a more chronic type of bone
marrow failure, which clinically occurs as PRCA. PRCA
has been reported to be associated with several drugs and
toxins, as documented by the fact that the anemia remits
shortly after the removal of the causative agent. PRCA
also occurs in association with collagen vascular diseases,
leukemia, lymphoma, thymoma, solid tumors, treatment
with recombinant human erythropoietin, ABO-
incompatible hematopoietic stem cell transplantation and
pregnancy. Depending on the cause, the course can be
acute and self-limiting or chronic with rare spontaneous
remissions! 13,

2) Investigations required for Diagnosis
To confirm a diagnosis of PRCA, the following signs and

33

_59_.



Table 3. Classification of pure red cell aplasia

Congenital hypoplastic anemia (DBA)
Acquired pure red cell aplasia
Idiopathic
Secondary, associated with
Thymoma
Hematologic malignancies
Chronic lymphocytic leukemia
B-cell type
T-cell type
LDGL
Hodgkin lymphoma
Non-Hodgkin lymphoma
Multiple myeloma
Waldenstrom macroglobulinemia
Chronic myelocytic leukemia
Chronic idiopathic myelofibrosis
Essential thrombocythemia
Myelodysplastic syndromes
Acute lymphoblastic leukemia
Solid tumors
Carcinoma of the stomach
Adenocarcinoma of the breast
Squamous cell carcinoma of the lung
Epidermoid carcinoma of the skin
Carcinoma of the thyroid
Renal cell carcinoma
Carcinoma of an unknown primary site
Kaposi sarcoma

(Secondary, associated with)

Infections
Human B19 parvovirus
Human immunodeficiency virus
T-cell leukemia-lymphoma virus
Infectious mononucleosis
Viral hepatitis
Mumps
Cytomegalovirus
Atypical pneumonia
Meningococcemia
Staphylococcemia
Leishmaniasis

Chronic hemolytic anemias

Collagen vascular diseases
Systemic lupus erythematosus
Rheumatoid arthritis
Mixed connective tissue disease
Sjogren syndrome

Drugs and chemicals

Pregnancy

Severe renal failure

Severe nutritional deficiencies

Miscellaneous
Post-ABO-incompatible BMT
Angioimmunoblastic lymphadenopathy
Autoimmune multiple endocrine gland
insufficiency

Autoimmune hypothyroidism
Autoimmune chronic hepatitis

Anti-EPO antibodies after treatment
with EPO

LDGL, lymphoproliferative disease of granular lymphocytes. BMT, bone marrow transplantation. EPO, erythropoietin.
Performed according to the criteria described in references 13 and 14, with minor modifications.

investigations have been proposed in Japan by the
IDHORC in 2005 (Director; Mitsufumi Omine, M.D.)1
including (1) clinical presentation (2) anemia with a
decrease of reticulocytes and erythroblasts in the bone
marrow (3) a normal number of leukocytes and a normal
platelet count (4) identifying the possible causes of PRCA
according to clinical history, a previous history of drug
use and toxins or infection, blood chemistry,
immunological examination including auto-antibodies, a
bone marrow examination and a biopsy including a
chromosome analysis, a rearrangement of T cell receptor
(TCR), a virological examination including parvovirus
B19, and computed tomography (CT) and/or MRI
examinations to rule out the presence of thymoma and
neoplasms. At diagnosis, the above factors (1)-(3)
indicate PRCA, while (4) identifying the underlying
disease. The classification of the clinical course (acute or
chronic) and pathogenesis, such as secondary or
idiopathic disease (no definite underlying disease) is
essential to select the optimal therapeutic modality. See
Table 4 for a summary of the investigations required to
accurately diagnose PRCA.
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A complete blood count, a differential count of
lenkocytes, a reticulocyte count, and a bone marrow
aspirate examination and biopsy can help to make an
accurate diagnosis. Today, an analysis of TCR
rearrangement may be essential for ruling out an entity of
lymphoproliferative disease of granular lymphocytes
(LDGL). LDGL, also referred to as large granular
lymphocyte leukemia (LGL) or granular lymphocyte
proliferative disorders (GLPD), often has unique clinical
features such as autoimmune diseases including AA,
PRCA, neutropenia and thrombocytopenia. LDGL is the
most frequent underlying disease of secondary PRCA.
An increase of CD3+/CD56- or CD3-/CD56+ cells by
peripheral-blood flow cytometry and/or a CD4/8 ratio
<1.0 suggests the existence of GLPD. Acquired PRCA
induced by a parvovirus B19 infection typically produces
an acute self-limiting disease, and it also often produces a
characteristic morphologic finding: the presence of giant
proerythroblasts in the bone marrow. Recent exposure to
the virus is confirmed by the presence of anti-B19 IgM
antibodies in the serum. A diagnosis can also be
established by the presence of B19 DNA'S,
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Table 4. Summary of the signs and investigations required for
the diagnesis of pure red cell aplasia [14]

1. Patients with PRCA usually present with signs of anemia,
without bleeding tendency and association with infection.
Diamond-Blackfan anemia (DBA) is a rare congenital
hypoplastic anemia. Congenital anomalies are present in some
cases. The majority of cases are sporadic, although some
familial cases have occurred.

2. The following findings should be seen
1) anemia
2) decrease of reticulocytes
3) erythroblastopenia in the bone marrow

3. The following are usually normal, but may occur due to
underlying disease.
1) leukocyte count
2) platelet count

4, After making a diagnosis of PRCA based on the above 3 criteria,
the underlying disease should be assessed by the following signs
and investigations.

1) clinical history

2) a previous history of drugs and toxins

3) a previous infection

4) blood chemistry

5) an immunological examination including auto-antibodies

6) a bone marrow examination and biopsy including a chromosome
analysis

7) a rearrangement of T cell receptor

8) a virological examination including parvovirus B19

9) computed tomography and/or MRI investigations to rule out
thymoma and neplasm

5. Classification of the clinical course and pathogenesis

Acute, transient: Patients ameliorate within 1 month and recover

completely within
3 months by observation alone or after the cessation
of any associated drug.

Chronic : Patients not fulfilling the above criteria

Idiopathic : Patients with no underlying disease

Secondary : Patients with previous or an associated underlying

disease

2. Treatment of idiopathic acquired PRCA

In idiopathic acquired PRCA, immunosuppressive
therapy including corticosteroids such as prednisolone
(PSL) and methyl-prednisolone as well as
cyclophosphamide (CY) and cyclosporine (CSA) have
been proven to be useful (2-6). Up to the present, no data
exists favoring one type of treatment over another. In
addition, the overall long-term response and relapse rates
after immunosuppressive therapy for PRCA have yet to
be elucidated. The efficacy of PSL, CY and CSA for the
patients with idiopathic or secondary PRCA ranges
between 30-56%, 7-20% and 75-87%, respectively!'?-19,
Although it is evident that the efficacy of CSA is the
highest amongst PSL, CY and CSA, PSL has been
recommended as the most appropriate first-line
therapy!?13, To assess the first-line therapy, it is
necessary to take into consideration the age of the
patients, the potential short- and long-term side effects,
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the relapse-free survival (RES), the overall survival (OS),
and the cost of treatment. CSA therapy is more
expensive and requires the monitoring of the renal
function. Moreover, RFS and OS for CSA therapy
Very recently, the IDHORC

(Director; Mitsufumi Omine, M.D.) conducted a

remains uncertain.

nationwide survey of immunosuppressive therapy for
idiopathic acquired PRCA in Japan to learn about the
natural history, treatment outcome and prognosis of this
disorder, and eventually to be able to propose an optimal
first-line therapy'“.

Corticosteroid-responsive patients mostly relapse within
24 months'2. The IDHORC survey revealed the relapse
rate of CSA- and corticosteroid (PSL)-responsive patients
to be 36 % for a median observation period of 38 months
and 57% for 37 months, respectively. A Kaplan-Meier
analysis suggested that CSA may result in a longer
remission duration than for PSL, although there was no
statistical significance (p=0.114). In the era when CSA
was not clinically available, the median survival of the
patients was 14 years for idiopathic PRCA and 4 years for
secondary acquired PRCA!7. The Kaplan-Meier
estimates of the overall survival in the present patient
cohort did not reach 50 % irrespective of the primary
treatment. This improvement in the survival is, at least
partly, due to the introduction of CSA into clinical use.

It is important to note that the CSA-responsive patients
almost invariably relapsed after they stopped taking the
drug. Only two of 16 patients relapsed who had been
continuously taking CSA. On the other hand, the
relapsed patients who showed a good response to
corticosteroids tend to deteriorate during maintenance
therapy. These observations imply that acquired PRCA
may be a controllable but often incurable disease, and that
CSA may be superior to corticosteroids as a maintenance
therapy. Although CSA is more expensive than PSL, the
cost of CSA therapy might be justified by the decreased
probability of a relapse and the associated requirement of
blood transfusions, which carry the dangers of hemolysis,
infections, iron overload with possible superoxide
damage to body tissues, and the consequences of
immunosuppression.

Based on this nationwide survey'¥, CSA appears to be the
treatment of choice for idiopathic acquired PRCA in
adults, at least in the Japanese population. In CSA-
resistant patients, the optimal dosage of CSA was less
than that used in the CSA-responding patients with a
median dose of 3.3 vs. 5.2 mg/kg, and two non-
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responders ceased taking CSA within two months. In the
present patient cohort, responses to CSA were recognized
in 60% of the patients at one month, in 75% at three
months and in 85% at six months after starting CSA
therapy. Therefore, it may be advisable to give CSA at
an initial dose of 6 mg/kg BW for 3 to 6 months. This
treatment schedule is reasonable because the anemia
and/or neutropenia associated with T-cell large granular
lymphocyte leukemia can be succeséfully treated with
CSA 5-10 mg/kg/day for at least three months'®.
Although the use of higher doses of CSA such as 12
mg/kg per day is recommended for patients resistant to
PSL and CY'?, such a dosage might be toxic for Japanese
PRCA patients.

Conclusion

In BMT for the patients with AA, no standard regimen
exists in patients with unrelated donors or in older
patients. Patients who are over 40 years of age (and
possibly also for those from 30-40 years of age) should
only receive non-myeloablative BMT. The monoclonal
antibody Campath-1H might also be an alternative to
ATG. In patients with PRCA, we do not yet know how
long CSA can be safely administered to patients. Organ
transplant experiences have taught us that long-term
immunosuppression is associated with post-transplant
malignancies?®. Therefore, a continuous and careful
follow-up is required for patients receiving long-term
CSA therapy. Combination therapy, such as
CSA/PSL/ATG, as used in AA, Campath-1H, or
ritsuximab (anti-CD20 monoclonal antibody), could be
investigated in future clinical trials to learn whether or
not this modality might more effectively produce a
durable remission while also reducing the risks of blood
transfusion and the development of post-CSA
malignancies.
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2) BRATR
3) EERFTR
4) BEFIRERR
5) REYME
2ZWr o FIE
e RN e LT
IBEIE & EORIRELE - TR 2 B18FE
1) Ak PRCA DB
2) 1Bf% PRCA DIEHE
(1) FIEI&RS A OB BEA
(2) BROBBI A FEREBW L LIcT o7 — FRERR
(3) S PNEIEE
(3-1) Y7 uaARY v
(3-2) v r=yur
3-3) vr7uakhRX77yIF
3) HeRtE PRCA DIRHE
(1) LDGL (lymphoproliferative disease of granular lymphocytes)
(2) MafwhE
(3) ‘BBl B RRE f B (MDS)
4) Vo= FHEKRE
BRG] - BREI~OFS
BREHICBEOLZFEEIZONT
e RHIORE
F1% FHRIR -+
SRICERSNT-BEA N eRE
R R DIER DT DIZTHEIZED SN TV AHFERCLER TR Y A

B3R

- 58 —
_66_



FREIBEZROBRAA F

1. # &

1) LI
, REFEREE (pure red cell aplasia: PRCA) IZIEEKMEIE@EFEMEIM & @RMEKO BRI L O, Bk
FEROER AR L TOERBETH D, PRCA [IHEAT, DAEORREMEE I EEREN OB
FRGEFIZ LD L, 1979 1993 0> 15 M CHRMEBME PRCA (X 107 ¢ v . FRHFROHE
RRMEMmMIZ 1,602 HTh-oT-, BATBHAMOFEMBHRRIATIGIACKLL L ATHDZ &
A6, PRCA OEFIBRRIIBEAREEGM O ™%, T72bb A0 107 AIKC L 0.3 ATHDEHESN
Do TOEDINBRD TRIEHD V20T, ZOWRBIEICOWTEA & 54 % 13 U O EMEA ORI & 7
ABR. B E cohort HFFEIIITHI TV ARV, - T, TRFRILHE A & BB L ESIERE B L O
FOREEZEBLIERREZZ B L HHEAIZITPATOIORBKRTH D, —nFE TOHEND PRCA
DEFENFEE LT, cyclosporine (CsA) OFIBNERLE VI &3V vy, L LS Tk,
VIEVAEFIZ AT a4 AN CWE, BB, PRCA IBEBEENE L, MIEEDNEOA TR E
DHOEBFERORYMAEFELEZE L TYIRBEFINNBINRENDIARETHDIEWVD) AIchH D, BE, CsAER
BOHFERLEMFHGEHILITHA TH S, PRCA OEBEHEL SO LT3 7-0Icid, 1REOERE
PEELBBEEZFAONCTILNERDH D, BRMEE &b, VY SRR ) veFiREa,
i S ESI bORELED, %ﬁ@b#@b%Té%mw@%%ﬁwmﬁ%ﬁﬁo_&f )
EH YT 4 O, HFRSDIRZ EOEFFEREN—RACHR L FHREORE., SOI03R6E - £mT%
ﬁ%%#ﬁ&é&%i%ﬂéo:®i5&§ﬂ%¥ﬁ?5:kﬁ\%%éi@i@%ﬁ%ﬁ%ﬁ%%#
HHT, MIEIEARE AL L TICE & HERPRTE. FR AR UBREER MR E LIRSV AR
34/@@&%@@Tm<LTTTKT%6°:@i5&ﬁﬁm6f5$%@ﬂiﬁﬁﬁﬁ%@ #Evh
MRBRRMAEE FREENEE CBETAHEMNEI (EEMEE  /DNEEHE) Tl Ek 16
FEEI BwAwTW4WXW%F%%<wﬁuim&fﬁ@ﬁmm%ﬁ%tvﬂf%%% S L
BAA FNOEREZBIELET »r— MRE] 2177,

O TRIERBELDROBBY A N X% KEEM PRCA 38 & L, bk BRI TERL 16 FEIITH
iz TEASBRFHEREGSE EEERBRBMHAEE FREEMEEICET IHERE o
FAENEEHE2RETHIEERAVLHFEFE-TRY ., TOERTEAERAOLOTHH B, FFiZ T
FCRIFATH > T %M PRCAIZXT 5 CsATRBRIZ L A T4, BERAGFREIAOMICILEZ LEEN
HATHMDOTORRTHD, THHOFERE L LIZ, PRCA PEREEMEE L LM, IHI0K
BARRDOAZR L IZBEAYRPEDRESL B HEE SN D Z E NI NS,

2) {ERRiL

TEAFBRFMARME SMERBRRFIEEE ﬁ%ﬁLMM%L@Téﬁﬁﬂ BE) (F
ERFFRE  /NEXHE) OBFZEE 2 LIC, RAEO PRCA HHFEE OBMEB T, SHAELY ﬁ@ﬁ%
HA FERO-DDOT —X 2 7 7 N—7%#H L. evidence-based medicine EBM ) DEZHFIZ
TEBHRETEBRN =T VA 2T 5 & 5 I CRFEMIEE L D 7=,

U—X N~ TR ENT R, ERWRILE TEAREBREARGE e HiattrRBRR
M EE EAFE  BHBERERBEC S 2 BEERIEICRE T 2018 (EEWEE —A1H
F) L OFR 16 EEARIHSHEASICRRIN, R0 I ARSI,

3) R A
(RERBZIEOBBIA N EROT-DDO T —F 2 70— DA R—ILLTFTOEY TH 5,

RIFERBZREOBR T A FIERO DD T —F% 0 77—

BHE— BEXFELRE SAR &%) WHERHE)
SR (NTT BRI Mk IR BR) (BFEs )

mRE"  (@RAFEFHMESBETY B @FERLE)
BIFTIE® (WEERKFLEHE #i%) FRBHE)

FERIES (BB RFEFHMBRmiE Bh#dR) (Wt H#)
FHEBE CGaFERRZEOLENE BhEdR) FRHHE)
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MRS QUL E MR m T ik FE #dR)
WHEZ GRRZFEHRELRNE )
BN 3k (BKBRFESEE 3 E S
BRI (RKEREIEFERE 3 NFt B F)
ANESERE (MEFREREDS b R #) (BER)

4) (FHEE (ZET AL~

B L7-3CHkiL. Agency for Healtcare Research and Quality (AHRQ) O x v'F 1 A LUl O FE$H
WV, BT AT L,

T BEFHFERICEL I, EAuMEE ¥ FHk BALZ) LTk EESERAED
AR A V. BERIRREFIC DV CIOERR 16 RS BAtA Lc TRASGBRFIE S50 R B RIS
B SRMEEMEEICETARENEI] LD TPRCA DIBETA R7 A4 O EBIE LT v
r— FRE) 2—HB8EIC L,

PRCA XD THMBIEBRTHY . THETCRZET VALV OBWEFMEIIEECH D Z LICH
BEORMETHD, $7-. PRCA OERBIIHERME L RIS, BRETEHTOERBERBICI»
TRELERBPRAR D EICEENLETH D,

AHRQ (Agency for Healthcare Research and Quality) @ Evidence Level 3
Level of Evidence Study Design

Level Ta  [HD T v & MEMBERERO 2 ST L 52 BT v R

Level b [h7< & b—2DF & MULBHRBICL BT T VX

Level ITa [P L b—DD I FHPA v SN T V¥ MEBBRBRIZE 5 07 2
Level IIb |[bZ4< &b —2DhDZA 7O L T A L ENF-EERONEICL LS EF
A

Level 1II &< TV A v EN-FHERBRRDBRIFZEICZ LD (Wb seomBErse, ¥—x 2
Vha— RS Y) TeFoox

Level IV HFEESOWELCER, HAVWIHERAOERERIC LA T A
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RUERIERSE OB A |

2. EHE KRB
FRIFERIE (pure red cell aplasia. PRCA) (FIEERMEIEAZEMER M & MBIR M EK 0> ¥R L O, Bl
FEKOERWAE Y E T HEMMKBETH S, BAEFRRMER M (aplastic anemia, AA) H3ULIMERMD 4
%ﬁ&f@@ Z%f L, PRCA CIIBIRPCIRIMER R O LEEDOEMA W D, E ., Hil Bk
IMRBOTIEF IR 2 B,

3. WiEEE PR 16 EEIER SN E)

1. BEERFTR E LT, &M é TR E2RD D, HERESCHmMEmZRD R, EXFIEL LT
Diamond-Blackfan BMmMA&H V., LI LUIEFENRE L ERKGHLAD D, & AMEREETT~~To
EMICHAET D,

2. UTOBREFRAZHED 5,
1 # M
2) MR ER D FH R
3) ERERIFER O E W

3. HBRABILLAGAERE, LTOREFRRIIFAIE LTEFRTH D,
1) HmEk
2) /PR

4, 1L.~3 Lo TRIFHRB LML, LLTOREEREFFMRICE > TRASEEZIT I,
D w OB
2) ZEHKIRRFEE
3) RELREDKIT
4) MEEIFRE
5) BomEEERaRFRE
6) EBEZM, BHAR, REAARESC IS MoELFRBOHE
7) T MRS 5K (TCR) BfnF D EHERL
8) b rULARTANRBIY G AN AERE
9) HEEREIC L DWIRE, BEMEEORE

5, UTIL-oTRBSEEBRRSEEZITI,
At - IR, FRIRER PRI S oOFMEBHIEE T, #HERE T /IE2E 6
122 A PRI ELOERERA LN 3MA ETREIET 2,
2 M BRSNS '

B M ERREBEEROAR,
e % Otk ERATESMERT S EMERERY D
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4. BOEBTEYE (VK 16 FEICER shic)

i OB | HERRFRIED BREROWRE | SaREIC LD
BIEE VoM ik B B
stage 1 (¥ JE) 2L 2L L el
stage 2 (PEIE) 72 L HY 7L L
stage 3 (RORHEIE) 7L HY HY 7L
stage 4 (HE JF) HY HY HY e L
stage 5 (B EIE) Ho HY H Y HH

E 1 BHRFHERBENRET D,
F2 vruARY rESGUEEORFIEC LEL IO ) REOMFEFNT stage 4 (B KT
60

5. WIS (BHERIFRB LR L 5)

I 31 R4 H A

I A 1 Ve EARE AL

11 BARHEREE EREMOBENRP (PEE2ET)
11 EKAUK T BEEAM~DKT (BREET)

IV SRHN A B * F FIRFUC RUS B3 M R O R B+

* 7 aARY YEFUEBOREEIC 1 FULICOIE Y FIEOMRMEE L

6. ADOKRHK (KR - EH

FREHF BB (pure red cell aplasia: PRCA) JXIEERMEIE MG M & MR RO FERI LU B RER
FEROERZ FHE L TOREMBETH S (1, 2), RMIEFROELETIC L 0 BRAIZHRMETE O LB
LEEQCEME BT 2, B%, AR E M/MITER RIS, £< DEFTIIE CARHET
PREETHLEZLNTEY . HOREIBFLZHE TERVEHEE THOREMHH ORFICRIET 5%
BHH D,

7. BWFOEIE

FRIFERBHIMEE T, N EOR/BEENEEREMTHOBERHENICI S L1979 £-1993
4E 0> 15 42/ C PRCA 12 107 T 0 . FHIRINOEAT BEEE I 1, 602 Bl THh-7-(3), BARRMY
B OEFBHRERIZIAOD IO FAARFTL 41 ATHEZ 06 @), RERBOEMBRBIIFETSRH
Mo 1%, THRbHAD I TACHL03ALHEEEND, BEEERLWEEZ LN TS

8. AR

1) #i@sH

G RCHEANT & D PRCA D < 13/EME PRCA O¥RER B L, BMPOKRBLEFOFHIC X - THEE 1
w3ﬁﬁﬁﬁﬁmwwﬁﬁ%ﬁm@&§%ﬁ6néoLmb\%ﬁmé%%K%6PMATmﬁ%w%
JENZ & o C, F - FEAME PRCA O—EROER TIHBMICRIRT 22 L 03H 5 (2,4), PRCA BT D2

CEMOBFEYEICIH G R v, —FT, f%%‘ﬁ PRCA & W S T=EHID 10— 15%05 4% 1
DR THREMRTH (), #E-T, PRCA L2 L7284, BRIOPIEE Ebic1 » AR KRB, %E
Wﬁﬁ&t&®ﬁEMP%%%zTﬁ@%%$T5®#%iL< Z ORI 5 M PRCA OEERIB T &
179, HEHMIZIE, S PRCA IR ABRMEROEIE X, FROFREROBEANHEL L b 2 HEUN
RO NS EHEE SN D, it#%@#ﬁ%#%%mhf —EtEo KO EAEZER ST 52
PEPRCAICHB VT H . TOREIMNE L » A LNICHERMIRMAEE T 2 L HEE SN D, 6> T, 24 PRCA
DIEFIT, BROKE RRDORE, 25 WIEHBBEIC L > T » AURNICERLEKOEIE & Fhil
a%ﬁ<%ﬁ%&ﬁm@&%ﬁ37ﬁum_wwané&féwmﬁéf%é%%z%h/%nu%
121 PRCA & L THHLAT 5 OBBEN 2 HFIETH 5B, FRIEPRCA DRE, k45 &< v r7m AR
v (cyclosporin A, CsA) DIRFIZ X - T 75%2 1 # B LAPICIERMERSE@II L. 2ol FE L 225,
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BT, RIEMHFRIECRIST S ETO8MA b T, AL EBEEZXHT L 2 L Tagny, $7-.
FeFEPE PRCA TiE, RINCESHEFBEENLETHD, LD Enh | Br¥PEPRCA O L 0 B/ E
34%1 RIZIFEIFIEAARGEIED S U AT BEIMEREDO T I L > THRTARETHI L EZLND

L AW &I S A BRI R CH D, %rﬁn?ﬂ%(ﬁmﬂmfﬁ 40 4 A #AZEXE LA B
%W) PRCA DBRICBWTHE T R&EZ¢D—2Th b,

2) WESHE

$ERYEPRCA 13 Diamond-Blackfan fEEEE & LTI LN CE Y UIE LIEFIEMIZ RIE LD L KA 4
5 (4), PRCA M433EIL, Dessypris EN & Lipton MIC X 54538 (Q) 2 E L (1T»7-, UTOHEB %
BE L, ORBEOCHEBICEENL W TBCOREYE) & TeiAmFmE] 2HEIR L, %KM PRCA &
R LMD Tl U, TRT A IR B BB E R (myelodysplastic syndrome, MDS)
b L ITAMEHME AR (acute myelocytic leukemia, AML) 258 7=, @EEFIY /5RO L 4R
THEBOMBERE LT lymphoproliferative disease of granular lymphocytes (LDGL) & Fv>, $Eki Y
VBRI AIE (granular lymphocyte proliferative disorders, GLPD) , REEH/ VU o SEkME B IS (large
granular lymphocyte [LGL] leukemia), &7z, Qefett - &M ERER OHE B A RN /MR GUE 2 18
i (&1, ¥

F 1. PRCA DRBDE (UK 1 EHE)

- ERMEASTERMEE M (DBA)

% K14 PRCA (BEFmMEDH>3X)
fe Rtk b b B19 2L 7 A L R E
Fa R fE bt FEEREY A VARG
1 1 BRNE HTLV-1 B AE
By o 3 iR Ryt B ERIE
B kAt 7AWV AR
T HBfas: WATHEE TR :
LDGL YA MAT T DA I X ERE
Hodgkin V > & <A a7 T X< fisk
#E Hodgkin U > /¥ BERE A B i 5iE
SRR HNE 7RO EKE MLE
Waldenstrom macroglobulinemia Vi aw =T IE
B Rt B R R MR M
1BV R R B B MEAE URyACE A LTS S
AR /MR L E MY F= b—F X
e BRIV ARE (B ey v
2 Y v MER IR RATER & AR
B AR Sjogren fE{REHE
B HHE - bFEHE (k2)
R iR
fIB & 7 HEBIE
=R ;e BIERE KT
R bR ol
R s ABO i A Btk
B R MR IFERME U /R EE
JR B BN B O P D W AR T E
Kaposi AIJIE B O BRI RE IR TE
H O RE MR &

EPO {14 o IR Bt EPO Hiik

DBA: Diamond-Blackfan anemia, LDGL: lymphoproliferative disease of granular lymphocytes,
HTLV-1: Human T-cell lymphotropic virus type 1, EPO: erythropoietin
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FEFEME PRCA OFIRKR S LT, MlRAE, i fRidg, B, BRYE, @rkamntedn, Vo~
FHERE, A (LFWE, ABO RS E MR, =) AaARxF o (erythropoietin, EPO)
TRIRH% OB EPO BUiK e E 3 X T D, B3k PRCA 12JFFEPE PRCA & BTS84 PRCA O FIBEIC R X 7
WHOEFET, FEREE PRCA OSEEEIIIEME PRCA £R0 R L€ 30-50% & HEE STV D (1,4-7), PRCA
TRIELHEGHC B 2SO A RIIB L% % TH Y . WICIRIEIZA DT 5 PRCA OB 4%
CHEESNTCNS (1,8),

BRME TR LS VEMERILY UAREBEICEI LD TH D, Fo. FRM PRCA OEMERE L LT
BOEEDOGEWY SR BIIER Y VBRI SECH B (5, 7). BEELY LosEROMS AR TR
41¥E*ﬁ!}L//<EEﬁ5ﬁﬁﬁf (granular lymphocyte proliferative disorders, GLPD). KEEKIYU v EEM
9% (large granular lymphocyte [LGL] leukemia) . lymphoproliferative disease of granular
lymphocytes (LDGL) 72 & & FrxfL, % B MMICR®T 5, LOL i3MIfRZ M CO3 ko T-LGL & CD3
et o> NK-LOL {ZRBIE NS, T-LGL X E BT THIIRSBERIZ LD o B U /e v § U /33K
BN B A, BB ERRRRCE L\ A KIS S & R TIESIEA 722 < leukemia & BT HITITEY)
TRVEEDRE, WoTAENA FTA 2 TRINLOMHE LCLDGL Z8M L7, Oshimi Hid, 21
B T KA GLPD > 5 % 12 1) (57%) 43 PRCA JELEURREE B L 4 4 (19%) i PRCA DML 72 L
e @E LT (9, £7- Lacy bOMEYF T, 47 Bk A% KL PRCA IS8V T 3k (25 41 : 53%)
EBHROWTELEM > EEEBIT LGL (9 7] : 19%) Toh-o7=6), BHY M AMmMBE (chronic
lymphocytic leukemia : CLL) (FBRK &t~ TAER Tl % OSEE DBMEV = HOF D [E Tk PRCA DA P
HChbd, CLLICERT B PRCA D% <13 CLL ORFUCHIET D, BOKTOHEEEH TH 6% WES
TS (10), T, RPF LV JE FERTx Y N, SREFHENRESRLTHD (),
MmEEHRAKORE EEZ ONDFELHY (6), BHEHEANRE, BMFRUEEREBUELE, MDS 28
INWIEEND, PRCAIZISIT D MDS OBEEE L 4—20% L HEE SN TWA(L,6), MICHBECILERED
EFZREEIC PRCADBEHT D ENRH B (1,5),

BYDEET 5 PRCA & LTiEE R BIO 7L AR Y 4 W AR O E VO EHE SN DBEE AN TIdE
BRAMICKRF < 2 & 2< BRIGET 5, BEMECRIRIEKE 72 & O MREBIZ/ AR YA R B19 &Y
AT B &, B REIE(aplasticerisis) & LTEEDRMAZ -T2 01 H5H(1,4), -, EeR
BIEERRPEEREL FRERE YA A (human immunodeficiency virus, HIV) B¥7s EO%REETIR
BEIZ b b B19 SR D 4 NV ARYE ST D L. PRCA BB LEECEL PR THI L 1H D A),
F O, HIVAD, FRVA NV L DR (12, 1D R ERER & 2 5,

BRETIE T z=bA, PUAMT YA ANT7 A XY, ZJuairai KBRELTH-
7o (1), Bt OJFRERZEA] & U-Cid, EPO(14) . HTHIVED Y F 7P (15), SaEisi#lo FK606 I =27
=/ L=} «F 7 = F )L (mycophenolate mofetil; MMF) (16) . FiEMIEERI D 7 )L # 5 £ (fludarabine)
X275 FY By (cladribine) 2 EBH 5 (2) (F2),

& 2. PRCA DIRER| - REME (0K 2 z8E)

Allopurinol Lamivudine

a ~Methyldopa Leuprolide

Aminopyrine Linezolid

Anagyrine Maloprim(dapsone and pyrimethamine)
Arsphenamine Mepacrine

Azathioprine Methazolamide

Benzene hexachloride
Calomel

Mycophenolate mofetil
D~Penicillamine

Carbamazepine Penicillin

Cephalothin Pentachlorophenol
Chenopodium Phenobarbital
Chroramphenicol Phenylbutazone
Chlormadinone Procainamide
Chlorpropamide Rifampicin

Cladribine Salicylazosulfapyridine
Cotrimoxazole Santonin
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Diphenylhydantoin Sodium dipropylacetate
Erythropoietin Sodium valproate

Estrogens Sulfasalazine

Fenbufen Sulfathiazole

Fenoprofen : Sulfobromophthalein sodium
FK506 Sulindac

Fludarabine Tacrolimus

Gold Thiamphenicol

Halothane Tolbutamide

Interferon—a Zidovudine

9. ESEREECUE L IRHI ¥R

FEREHME PRCA D2 < (X KA70 Y O EIE OB IMAER CHR S5, PRCA TIIEMO RFERMBKIEH L <
FERTHZ LWL > CRMERDIZITZEREAFEIEDE. 2, TOHA. FROEREIEL 1 BH0 1%
B3 50T, BEEBERNIOH-T L2 ALURNTHS EHEEENS, /2. £ OEHCEATS
MOEMARNH S THY . RAIETLUAEELO L 5 CEFERICE L2 {dbriewn, —F T,
FERMEOHAIIFREBOBRY CBET 556 H 5, BRI 2351 T S U7 (il CEEE oL Bk s
FEXRETHIENHY, TO—ETIIEETTENRD b D, REIIRHZA, SR X 2 HEN
BROBHEMEESND (1), PRAICBWTINE TRESCEEEDDEIIZ SN Ty, ASES
A FTHWIHTORLE L TEBMEPRCA 258 & LT, BEERELZETL, T0BEEL LTOEMN
il oo 0B QMERFIEO LEN QBFRORE., Qi X 2BEREEL A=, F7-, BELE
YT BRREE LT 1L EOREER,. v 7 o xR 2SS EIEFICIKFED MIBEFE G
HED, RSB, AT D RBERSE S IE L UCERE R, Bl 1V GEAIAISH) 1o
M FELLEOREHB., 7 v 2R V2 E0EEIEF IR OMEBNERE) &7,

10. JRA - R HR

e Rt PRCA DEZWTIIF RN PRCA DERABZWITH D | 5%, BWHES O W EIC X - TE DO RFRIEHED
LTWL ¢EBZOND, TNETICHALN LR - TV 5 PRCA DFFEEIT. KRofh, ADHREAIEF &
EMEBHRBEORE THD(1,2,4),

PRCA TIIARFHRBMIAOLNEE 2 ST 5, IR ZFEKFR AlEEM A L 13 A 8 98 2F 5K 7% 5l B AR A
(burst-forming unit—erythroid: BFU-E) & % Hi7RIFER R AIBEAMEAD (colony-forming unit-erythroid:
CFU-E) 233 %, PRCA TIXZZDOMENE LD LTWDEZ ENEW), RIFERRABRHERAOLNEEL T
BRI EY - EMIC X AEREOM, BOREEF L L GRERTF EMIRERFRHE IR T
w5,

FREFER RBTEEHINL > 364 12 BFU-E OFIHIZ 13 interleukin-3 (IL-3) & stem cell factor (SCF) iZ
EEHECTY 2R xF > (erythropoietin, EPO) {&TFFEMEIFIKV Y, CFU-E (I#itZ EPO {7744 C IL-3/SCF
EFEET LT 5, SCF R IL-3 BERINTHER T 2V A b A THY ., Zhbicstd HHES
A INT-HE IO mERE D % £ PRCA OFFREEITER Y Bi- W EHRE SN D, ERE. RS TR S
ATV D DiEH EPO HLKIZ K 5 PRCA Th 5 (14), —FH . RIFEKFRAISMI 2 BRI ES T HHCH
EOFEELBRESHL TS (4),

AR G, TRERERL O KR VR MR C U LIERFERB 2 A0 s Z & 8moh Ty
72(9.18), T-LGL B LU NK-LGL I B E DMl 2 EE LWL 5, HE HLA Z3B LMmSI > 7 & ik
5 NK %25 (killer cell inhibitory receptors, KIRs) ZHEL T\ %, LA L., MhomERR & Bis
DARMEKR Tk e & HIZ HLA ORBIMNE T35, LOL ASEREAIC IR ML BR R ATBRHIAR £ S8 SR I
B LSS LT, (DRMEGERMICER L TOAHEL Y 2R# L7 WL I L D RIEKCRMEE X
B (MHC ¥R E 7 i3 gk mRtE) . (2) HLA 240 L72#fl o 7 v OfmiE s R < RIERRDS LOL 12 &
DBIREICIEE SN D, R EMHEESNTWD (1), SRR E O ABO Ti# A L A M DBIEID
M. FURMERGLARIC & ARMEREA MBI E S LCnsd (19),
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FRIFERBLEDOBBAA N

11, BRERFEIR

MADEE, PRCA &2 LA CRECER OB TH D Z L 0LV, ARERIZEmIZH D 28
SR, $iE HFE WY ThD, BREDES. BEE R OB MM D RS OB ZERIRT R
Z LW, BERMEOEAIT. ElRERICHS LEEEFREERAR LN D, 2RO E ST/ BE T
AR L 2IERE R T IHEVH D,

12. BRIEPTR
1) EMEmMERTR K FORMEKE - ~T S o CrBRELT 5 & & bIC, ERIMEROER
WTHD, WETAMEKE S M/ MUEBIXER CTH D, BHG CIIRFERBMIDO EHRE2 /LT 5,

2) BREFTR  RIFEROFMOBMD Z5B0 5, BE ILLT THDH, @EF, MUEHRR, BRI
RRREEZBDLRV, U o BROBMRER, EMRCHIRER, ML OREEMEZRD LT LD
2o

M8 FT R PRCA TR L7EFICBIT 2MBEOEHRIIB L E % TH S (1,8), BEHEEICHE
¥425 PRCA (B, ¥UB. 8@, WY LEm, BB ERER, FIRE, BMiRE. 1 RHE.
FERETHE) BNREINTBIVEEL2ETS,

4)%?%%&&%%1%Emm1iﬁﬁ&%f%mimm OO ENMESINTED., £h

WHEH e a7 ) CME, B u— e a7 ) ClGE, {RMEIE, FUBIREME e
ﬁbéoX%mmuyﬂﬁ@%m\wysm@ﬁ%\#fyfuyb&@mm&ﬁr%@&ﬁ%(mal
receptor, TCR) DOFEEMMAHLLNDZ E08HD (9,18-23), KLY >/ ERIBMVE O —RRHIZ I B 1
TSERS M 38\ T 2000/ 11 LA EOEERL Y L /<SRN 6 B UL EfkE+ 5241 Thsd, THUFTTH
s ua—UENERACENITZBATARE TH Y (25) . lymphoproliferative disease of granular
lymphocytes (LDGL) C{IFERL Y >/ B8R 2000/ 4 1 BLETRLSTHIWVWEERSN TV D, 2, Bk
PRCA & WS N/ —HOEFNCFIEICHERE LI bONEEN TV I AIEENRE L. 4 CiiLE0R
BELEZBETHA,

5) BEHME A OUA A HIEIZL D PRCA BHE SN TS (E 1), 20 ) LMADKREILE
F B19 2ULIR 7 A )V ABIIE TH D, BHRMEPRCA LE X GNBEFMOFIZE FBI9 7 VLR T AV AD
FHRRE AR L 22> TV DHENRH 5, PCRIED—RANITON TV D BKED @V RiE, BB
HDHEIEEPMLETH D,

ZWrOFIH

FAE M CIEBRMEEARMER I & WIRRMEROER, B CRIFROZRE R, Al OFRE?FRilER
DOEABRT CHIIIRIFERE LW T 5, BERAROEKIT R IBRMTH O, 2%5BZ 256 12
DOEBEEZBETRETHD, BHAFRILEL SURME T2RENL VD, 2), BRI BREBAD I L
NV BMICEBT A2 ENH D, TDBEA, LDGL & LT 7 a—PEMFER S ivid PRCA & LT
T%T%ék%x%ﬂé ZYMERIFERL F ORIFER KRB EZRO BB ETH, mﬂ%%%zwkféx
ARFEPFEFL TV IHALH D, BEFRERELARMERED 24 E T 50 L, PRCA T
BROICHRMER R OL BB LEEOELE ET 5, ﬁfamﬁﬁ&m/ﬁﬁuE% RIS, B
MERS B S EE T A%, BRICEEE O B B> ¥ AmERS B O RE BEO Y v SERIGMR TR
m ERDBLENDD, Fio, BICBEOM/MRED (10 77-16F/pl) #8DDTEHHLHD,
e LABMICKIS LI-BEOM/MIENE RS Z L OFNREW, BT, AmEH & BEEERROEE
XIEE T, BRCREO Y BRI E MR, ABEER, IHEEEROEMERD 5 2 & H3% 5 (2), PRCA
ZEEARSTHLN, RHOREZEANIIRAZK TH S,

14, JRRMT
KEFEME PRCA MENOERNTIIR 1R LEEREBRAT AIVERH D, R0 L - CRITRROHK
FIRRFBREOH E2FER L, AT ROERE 2510 L TRt PRCA OERIZIN 2D 5, H¥E L,
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TRHEREE BT DOBIRA A N

J o FHRENSEDNEWIEATHLACREOFEEZRETZ2OMNEFE LW, M iR IR L%
RS A Tl BRI RE R DA M & KFRLY 738k (LOL) MO EF A MRS 5, MiERENET OEs
B0, FEMLTLHLRKERY VNEREFBOERNVOTHEENLETH D, HIEM PRCA O 24 To M
BEM BB AT MO R BRI SN 785413 LOL IO A EIZE8 o 53 TCR BRI VNADRKRE Th 5
LN Z D, CDA/8 LEMEEARIEIE L 70 v 1 LUTF ik TCR B A B9 5 alfetEA v (22, 26), i Bk
R/ MRICTERERE DR H D EEIIMIS 25 )FTRTH Y | R kREXR LTI VR CTH D, Btk
PRCA & B2 L DA TORE THES CT % iefT LIIRIE % Fr 525, PCRE TBI9 7 LR 7 o U R g
RN D, B9 2 ULAR D A U R RPE CIXERATRIFERDHET 2, HIChBEMmibkEich o885 T
W, BIO VOV A I ARY A DA K v A VAR R TS, B HIIEHRR T HIAL % O BRI ) 5
P BETCITIRERFE ORI TCR BER OB N LETHH, BRI EZONDEAIT.
EPO HilA DA MERERNLEE Ly,

15. 1RHRE & T ORBIREYE - F—RIN L 72 D169

1) A PRCA DIRH

PRCA DHEEDWINE N6, 2 TCOREAEPILT 5, PILSEE RS OB A I thoEREFO
R DEMAETLHAL B, BI9 7 UVR T A )V AREYAE . SHEAICRRIR 2 B8 T 2 NGB RS KEET
PRI OEATRBIC L VBN BIETEZEBHIDOT Ho=ra7 Y VBN L H1EEEE
BT 5, ©:3ME PRCA IZH LTIk, TN ENICBRNLRBEPEROPEEITO>ONFRTH D, EHX
PR DBAITEF ., 13 BRNICKEERBRD 55 (1,4), 58FME PRCA & 2B S - iEH)
D 10— 15% M ERBOPCHREMR TS (1), LLEMDG, PRCA LB LZEA. EHloFIEE & Hic1
r ARNT AT R, SEMEIRER & OBBRGERAZEX TRIBZEETI20OPEF L, ZOMICER
% PRCA OEERIZHI 21T D0

2) 1244 PRCA DR

(1) ¥IERSEA ORI E > RES
K5 Rt PRCA P RUR R DTEFR & 1T » T H BB OB R BHEPRCA I3 L Tl E MBI O H 2 £ 84
B, REMBIFIORRICHZ > UIAEDHRL & bICEERORBBRRORE, £/-. TOBROEMUERFY
MbLEBICANDEIRETHD, TNETOREEBITDZENEFNOERNOFDERLR 1, 2R LTE,

CsA (15

PSL (44%)

Spontaneous
(10%)

(33%) ATG 6 13 oy * @

1
Splenectomy CY}< PSL  (56%)

am 4
Multiple (1%

1. 184 #% XM PRCA MAEAEE (Vanderbilt-Affiliated Hospital), BERE 496 (3 32 I,

BEFEME 16 ), —ADBRENEROBELZITTOEES 2 ST, CsA:cyclosporin A, PSL: predonisolone, CY :

cyclophosphamide 233 {£C azathiopurine A &%, multiple : CsA % G MEIHEIE ATC = M £ v —globulin

72 ¥ ATG : anti-thymocyte globulin, Spontaneous : BEREM, RUIIIARL TWeW 2 49 Fl9 14 §] (29%) 23k

SRORE & R IBEICIETINE Th o 1, SROBEITESL. FINENEY GERREM - YRR OFERT,
(k1 & v ok LTERD
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REFRBBROBMA A 1

(87%) (73%)
CsA CsA

ATG 4¢ o 7 ~globulin
= (0%)

Splenectomy
(0%)

Thymectomy
(12%)

* %
(27%) Anabolic CY/PSL  (29%) (14%) Anabolic CY/PSL  (80%)

%54 PRCA $ER1E PRCA

B 2. FIRIH T HIEMEBRXME PRCA OABRAIE. %RMEBME PRCA 0 9 5 51 FINFEFHEME T, 64 FITMRES
MEESR - BIEFRLREOLBRBA AT 58384, CsA: cyclosporin A, mPSL : methylpredonisolone »/ R kL, *
PSL: predonisolone, CY#: cyclophosphamide 23 34& T azathiopurine % & ¢, Anabolic:anabolic steroid, ATG** :
anti—thymocyte globulin/anti-lymphocyte globulin, Others : #3F&M: PRCA ILy —globulin 5 5], =Y b R=x=
Fr2fl, AvF—Tzu-o 1H MW 1H (TNTEL) . BREMEPRCAIRY boR=F 2 34 (%
). M 16 (B3 &8, JSEWOBEILEMS. BIPIRRES GEREM - BoEM) otbeeR
9 (k7 L0 L TERD,

MRS TORNELIL 7 0 AR Y v (cyclosporin A, CsA) WNERBE L (75%—87%), DWTRT 1
A F (30%—56%), 7 kA7 7 I F(cyclophosphamide, CY) (7%—20%) T&h 5, CY 72 ¥ OFMIA
HEKN & X7 oA FEROMERIL (46%—56%) TH 5 (1,5-7), CsA & AT 1A FORITEERF % 4
DR BN TEY 9FlF 6 5] (67%) THTH o7 (26),

CsA DBFEENRE LB VDOICEDL ST, A TIIF L F= 12 (prednisolone, PSL) (1 mg/kg/H)
ME—RIRE LT, FICEFEE CIIHEREINTWA (L, 2), EHEE., PRAGEREENEL . YIHEDHE
DHTIHRL FOROHERECENAETZ2ER L (VEIEFNVBREINDIAETHDHEVI FiLd D,
LU, CsAERAIOBRERRLEFRICEATAIHERIIBD TZ LVOMBBIRTH D, PSL TIHER L%
ik, F D 80%H 24 » ALIPICERET S (1), 72 CsA BRLUANCIER I N - B RMEH% R PRCA 04
FHAR P RAEIE 14 5, BERMEITAETH D QT), CsA FRAFIOBFRELEFREZALMITHEDHIC

(BEALBR A EW#DS HetERBRRIEEE FREELESICET 2REME (EE
WrgeE  NESEIE) Tid, AR 16 FEEIZ 1990 FRLARICREAE L 7o, B19 2SR U A L REPE & FR< 15
RELL E D% KPEIBYE PRCA 2t & L CTRFIRBDE OB A ROEREZ BB L7 7 — FRE)
#1To71 (28), LAT. %M PRCA OIRFEFEREL H N E O RERN T 5,

(2) FRFRBEIFEOBRAIA FOEREZ B E LicT v r— FNRERR

AEIOFE T, 1990 FELBICH ISR PRCA & 22U Sz 16 MLl EorEflE w5 & LHRIE
15 FHThol, 7o — bR ATHRNOE KT 7 — T 126 61, F RHFAET 99 floRE
BT, AENSBHME 1990 FELEICRE LB, CEBFR 7 AV ABENTFRIZETTRE
AT B0 ThD, £/-, FHFEOHB TR L ICRLEERERLZH T AEMIL, EREH L PRCA
EORBEAGVBAATH > THEHRME LTHEL QN D, £ ORER . MRYTATRELS (4 87 filH 34 51 (39%)
D3EEFEME PRCA & LC SR,

B U7z 28 < 2 E TOHRE TR, PRCA DIRFIC I 2 BRI 5 CTORDFE CsARR bR < (5%
—87%), 2T PSL (30%—56%). CY (7%—20%) T»Hd(1,5-7), KFEIZEIT S PIHEFEDOIFFICI
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