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Methorexate therapy in a patient with rheumatoid 
arthritis complicated by idiopathic thrombocytopenic 
purpura

Abstract
The association of rheumatoid arthritis (RA) and immune thrombocytopenic purpura (ITP) has been reported rarely. Methotrexate, which 
is used for RA treatment, causes thrombocytopenia. Therefore, in medical practice, physicians avoid using methotrexate for RA in patients 
who have both RA and ITP. Here, we report an RA case that also had ITP, which did not decrease in platelet count after methotrexate 
therapy.

A 50-year-old woman was diagnosed with diabetes mellitus in 1990, RA in 1995, and ITP in 2000. She had received hydroxychloroquine for 
more than 5 years. She was treated with prednisolone 16 mg/daily between 2006 and 2007, but she discontinued this therapy because of 
weight gain. Laboratory findings were not remarkable, except for thrombocytopenia. We started methotrexate therapy 10 mg per week 
for treatment of RA, and hydroxychloroquine therapy was stopped due to nonresponse. The methotrexate dose was increased up to 15 
mg/week. Her complete blood cell count was monitored frequently. We did not observe any decrease in platelet count, while active 
arthritis symptoms of the patient were relieved.

This case shows that methotrexate may be used in patients diagnosed with RA that is associated with ITP under strict monitoring.
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Introduction
Rheumatoid arthritis (RA) is a chronic systemic inflammatory disease, the major manifestation of which is 
synovitis of multiple joints.

Immune thrombocytopenic purpura (ITP) is an autoimmune condition in which pathogenic antibodies 
bind platelets, resulting in accelerated platelet clearance. The disorder is primary and idiopathic in most 
adult patients, although it can be associated with connective tissue disease (such as systemic lupus eryth-
ematosus), medication, and infections (such as hepatitis C virus and HIV infections).

The association of RA and ITP has been reported rarely. Methotrexate, which is used for RA treatment, 
causes thrombocytopenia. Therefore, in medical practice, physicians avoid using methotrexate in patients 
who are diagnosed with ITP.

In our case, who was diagnosed with RA and ITP, methotrexate was used for her active arthritis because 
of unresponsiveness to hydroxychloroquine. We did not observe a decrease in platelet count after metho-
trexate therapy

Case Presentation
A 58-year-old woman was admitted to our hospital with shoulder pain, morning stiffness, and arthralgia 
of her fingers and hands. She was diagnosed with diabetes mellitus in 1990, RA in 1995, and ITP in 2000.

Before admission, she had received hydroxychloroquine for more than 5 years. She was treated with pred-
nisolone 16 mg/daily between 2006 and 2007, but she discontinued this therapy because of weight gain.

Even though she had used hydroxychloroquine, she had symmetric arthralgia on her hands and shoulders 
and swelling on her hands. She had morning stiffness for 90 minutes.
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She had never used methotrexate, which is 
usually seen as the primary treatment for RA, 
before she was admitted to our hospital. Phy-
sicians had avoided this therapy in this patient, 
who was also diagnosed with ITP, because of 
the possibility of a decrease in platelet count.

Nothing was determined in the laboratory find-
ings except for thrombocytopenia (Table 1).

We started methotrexate therapy 10 mg per 
week for treatment of the RA.

Hydroxychloroquine therapy was stopped due 
to nonresponse. Active arthritis symptoms of 
the patient were relieved when the methotrex-
ate dose was increased to 15 mg. Her complete 
blood cell count was monitored frequently. 
But, we did not observe any decrease in plate-
let count. Informed consent for publication 
was obtained from the patient.

Discussion
The association of RA and ITP has seldom 
been reported (1-4). RA and ITP are both au-
toimmune diseases that have some general 
immunologic mechanisms. Immunosuppres-
sive agents are used in the treatment of both 
diseases. However, thrombocytopenia is a 
well-known side effect of drugs used in RA 
therapy, such as methotrexate and cyclophos-
phamide. Although methotrexate is one of the 
first-choice drugs for RA therapy, there is no 
consensus on treating patients with diagnosed 
ITP that is associated with RA, since reported 
cases are limited.

Horino et al. (4) have reported a patient who 
developed thrombocytopenia while she was 
receiving low-dose methotrexate, predniso-

lone, and cyclophosphamide for RA, and then, 
she was diagnosed with ITP. However, there 
had not been any improvements in throm-
bocytopenia upon discontinuation of these 
drugs. On the other hand, when they added 
cyclophosphamide into the treatment again, it 
was reported that the thrombocytopenia did 
not get worse.

While Ustun et al. (3) were treating a patient 
with a diagnosis of RA with a low dose of me-
thotrexate, sulfasalazine, and prednisone, they 
discontinued methotrexate and sulfasalazine 
therapy in order to prevent thrombocytopenia 
when ITP developed. However, there had not 
been any improvements in the thrombocy-
topenia with discontinuation of these drugs, 
but they were able to get a response when the 
steroid dose had been increased.

Yamaguchi et al. (5) used a high dose of ste-
roid in a patient with adult Still’s disease for 
his thrombocytopenia and other symptoms. 
Since they could not get a response, they 
started methotrexate. They reported that there 
had been an improvement in the number of 
thrombocytes with the methotrexate therapy.

Llaman et al. (6) evaluated treatment modali-
ties for ITP. They reported that methotrexate is 
one of the choices in the treatment of ITP pa-
tients who are unresponsive to splenectomy.

Methotrexate had never been used for RA ther-
apy in our case, who had RA associated with 
ITP, until she consulted us. Our patient was 
admitted to our clinic for her active arthritis 
symptoms, even though she had been using 
hydroxychloroquine for 3 years. We stopped 
hydroxychloroquine and started methotrexate 

under strict monitoring of the complete blood 
cell count. After the methotrexate treatment, 
her arthritis symptoms have regressed sig-
nificantly, while a decrease in the number of 
thrombocytes has not been observed.

To conclude, this case shows that methotrexate 
may be used in patients diagnosed with RA that 
is associated with ITP under strict monitoring.

Informed consent: Written informed consent was ob-
tained from patients who participated in this case.

Peer-review: Externally peer-reviewed.

Author Contributions: Concept - A.O.; Design - A.O.; 
Supervision - A.O.; Materials - D.S., S.K.; Data Collec-
tion and/or Processing - M.S., Y.S.; Analysis and/or In-
terpretation - A.O.; Literature Review - A.O., D.S., S.K.; 
Writer - S.K., Y.S.; Critical Review - M.S., A.O.

Conflict of Interest: The authors declared no conflict 
of interest.

Financial Disclosure: The authors declared that this 
study has received no financial support.

References
1. Sugimoto M, Horie S, Abe S, Ishiyama T, 

Miyayama T, Sugaya N, et al. A case of rheu-
matoid arthritis complicated with idiopathic 
thrombocytopenic purpura. Jpn J Clin Hematol 
1988; 29: 359-63.

2. Yamada Y, Kuroe K. A case of rheumatoid ar-
thritis complicated with idiopathic thrombo-
cytopenic purpura and Hashimoto’s disease. 
Ryumachi 1991; 31: 413-9.

3. Ustun C, Kallab A, Loebl D, Jillela A, Majewski B, 
Mazzella F, et al. Rheumatoid arthritis and im-
mune thrombocytopenia: a report of two cases. 
Clin Rheumatol 2002; 21: 543-4. [CrossRef]

4. Horino T, Sasaoka A, Takao T, Taguchi T, 
Maruyama H, Ito H, et al. Immune thrombocy-
topenic purpura associated with rheumatoid 
arthritis: case report. Clin Rheumatol 2005; 24: 
641-4. [CrossRef]

5. Yamaguchi M, Matsukawa Y, Takahashi N, Takei 
M, Tomita Y, Nishinarita S, et al. Successful me-
thotrexate therapy for adult Still’s disease with 
marked thrombocytopenia. Clin Rheumatol 
1998; 17: 256-7. [CrossRef]

6. Llamas P, Busto MJ, Díez JL, Cabrera R, Regidor 
C, Forés R et al. Efficacy of various treatments 
in the management of idiopathic thrombo-
cytopenic purpura in the adult. Sangre (Barc) 
1995; 40: 181-5.

Table 1. Laboratory parameters of the patient

Parameter (unit) Conclusion Normal Range

Hemoglobin (gr/dL) 12.5 12-18

Sedimentation rate (mm/hour) 11 2-20

C-reactive protein (mg/dL) 0.58 0-0.5

Rheumatoid factor (IU/mL) 20> 0-23

White blood cell count (k/uL) 8.6 4.8-10.8

Platelet count (k/uL) 42 148-424
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