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Objective:Undifferentiated inflammatory arthritis is one of the 

requirements for being diagnosed in the patient doesn't meet the 

classical criteria for recognized arthritis. which no approved treatment 

algorithm  exist. Sulfasalazine and hydroxychloroquine used in this 

trial for  early Undifferentiated  inflammatory arthritis. 

Methods: A six-month, double-blind, randomized experiment was 

conducted. Undifferentiated arthritis in 100 consecutive patients. ESR, 

morning stiffness, number of swollen joints, and a pain score are all 

measured on a monthly basis. Patients with certain rheumatological 

diagnoses were excluded.. 

Results: The trial was completed by 74 patients.The sulfasalazine 

group patient responds better and more promptly. There have been 

respond in terms of grip strength, pain score, and the duration of 

morning stiffness compared to hydroxychloroquine.The 26 withdrawal 

from the research prematurely owing to side effects, with 

gastrointestinal symptoms being the primary cause in the actively 

treated group.  

Conclusions:Our statistics lead us to the conclusion that sulfasalazine 

provides an earlier and better response than hydroxychloroquine. The 

earlier Response to sulfasalazine is a significant benefit for patients' 

quality of  life. 
 

Copy Right, IJAR, 2022,. All rights reserved. 

…………………………………………………………………………………………………….... 

Introduction:- 
Undifferentiated inflammatory arthritis affects an estimated 30%-50%(1,2) of patients who visit the rheumatology 

department. Undifferentiated arthritis has been characterized in a variety of ways, but the diagnosis is typically one 

of exclusion since it does not meet the categorization criteria for another well-known rheumatic illness, such as 

psoriatic arthritis or rheumatoid arthritis (RA). Patients with undifferentiated arthritis are often those who have the 

potential to develop as persistent inflammatory arthritis in those who have no recognizable clinical patterns. While 

in many cases the illness regresses, in some of these people it develops into other rheumatic disorders. Most 

instances are minor(2). It is inherently difficult to diagnose a patient who has early inflammatory arthritis since the 

characteristic symptoms of RA might not be present. Classification standards might not be helpful (3.4). Early 
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research using these criteria, however, has revealed that 25–30% of patients initially stratifying their criteria, have 

persistent disease 3-5 years later (5.6). Early outcome studies may offer a better potential for a qualitative 

improvement before it established for persistence synovitis since it has been hypothesised that very early 

inflammatory disease symptoms for less than 12 weeks may differ immunologically from illness of longer duration.  

Effective RA care has been shown to reduce long-term damage and disability (7–9), but little study has been done 

on how to handle the very early  undifferentiated arthritis.This study  has a research goal. Whether therapy for 

undifferentiated inflammatory arthritis was preferable to that with sulfasalazine and hydroxychloroquine.According 

two  significant meta-analyses ,felson et al. (10, 11), sulfasalazine was much more successful than 

hydroxychloroquine compared  oral gold in terms of ESR, Tendon joint count, and grip strength. It was also 

comparable to injectable gold, penicillamine, and methotrexate.Sulfasalazine was shown by Pullar et al. (12) to 

greatly outperform hydroxychloroquine in reducing erosion. Sulfasalazine and hydroxychloroquine have not yet 

been compared in studies of undifferentiated inflammatory arthritis. According to lotteau v et (13) 

hydroxychloroquine  inhibition of MHC 2 expression,antigen presentation . van den borne et al (14) study  

hydroxychloroquine inhibition of various cytokines like IL-1,IFN alpha,and TNF which can protect against cytokine 

mediated cartilage resorption.Smedegard g et al (15) study Sulfasalazine suppression of production of the cytokine 

and by inhibition of receptor binding and potent inhibitor of transcription factor nf-kb.  

 

Patient And Methods:- 
From July 2021 to June 2022.  one hundred Patients who have had undifferentiated inflammatory arthritis for less 

than a year duration . The study was a 6months, parallel, double-blind comparison of patients treated with 

hydroxychloroquine vs. sulfasalazine. were assigned to get one of the two. Using a blocked randomization approach, 

100 undifferentiated inflammatory patients were given hydroxychloroquine and sulfasalazine,Patients with 

undifferentiated arthritis had symptoms, such as a history, physical, and test results suggesting the presence of an 

inflammatory condition, but they lacked a definitive diagnosis of a particular rheumatic disease(2). Patients meeting 

the criteria for spondylarthropathy as defined by the European Spondylarthropathy Study Group and the American 

College of Rheumatology were excluded from the study. Table no;1 participants ages 18 to 75 included  the 

research. Corticosteroid use was prohibited during the study in patients with major complicating illnesses or prior 

allergic reactions to salicylates or sulfonamides. Active illness was defined by stiffness lasting for at least an hour in 

the morning, swollen joints, and painful joints that were tender to motion. More than 28 mm/hr for ESR. functional 

impairment. The health evaluation Questionnaire was used to evaluate it. (HAQ)(16), with lab evaluations included, 

CRP, RF, ESR, and plain radiography of the hands, foot, and other joints are all evaluated. Obtained. on a 

professionally recommended follow-up.patient  assessments were carried out at each monthly clinically visit to asses 

any suspected adverse drugs reactions,drug overdose/withdrawal or sensitivity.Inflammation of new joint or a new 

extraskeletal manifestration,abnormalities in physiological testing and laboratory abnormalities. 

 

Tab 1:- Baseline characteristic and clinical characteristic of the study. 

 characteristic Sulfasalazine (n=50) Hydroxychloroquine(n=50) 

Mean age 36.3 38.6 

Peripheral arthritis 40 34 

Mean (SD) number of swollen joints 6.4 7.8 

enthesitis 32 26 

 

Drug administration: 

Non-steroidal anti-inflammatory medication concomitant therapy a steady doge for one month prior to continuing 

included,Throughout. as much as possible was studied. Both additional concurrent medication therapy and intra-

articular steroids were not permitted. For the first six months, patient received 200 mg of hydroxychloroquine twice 

daily. The patient receiving sulfasalazine got a daily 500mg dosage, not more than 2gm/day. This was increased by 

500 mg after four days. All patients receiving HCQ were screened at the beginning by an ophthalmologist and after  

every six months.Patient  was asked about her any new symptoms(17) and the relationship between trial medication 

therapy are explored. 

 

Statistical analysis. 

Wilcoxon's Rank Sum Test(parametric) or the Student's T-test  (Non parametric)  were used to compare the 

treatment group at baseline as (18) deviates from the starting point. These changes were compared across treatment 

groups using a two sample t-test for each patient. They were determined as the Score after treatment minus the ball 
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line score. Using the paired t test, p values 0.05 were used to determine if changes within the groups were 

statistically significant. The duration of the symptoms and the presence of RF were independent variables. At 

baseline, three months, and In the past six months, there have been synovitis, CRP levels, aching joints, sensitive 

joints, and swollen joints. 

 

Results:- 
A total of 26 patients out of the 100 patients enrolled were lost to follow-up, the majority of which (8 patients) 

occurred after the baseline demographic data for 74 patients (12 weeks). Statistics for patients whose follow-up 

visits were based on the most recent observation are shown in  for study participants. Improvement from the baseline 

was statistically (fig 1,2,&3)  in the sulfasalazine-treated group after 4 weeks for morning stiffness, grip strength, 

after & wells for ESR and CRP, and after 12 weeks for Ritchie articular index number of swollen joints. And 

following 20 weeks,for the quantity of tender joints. 24 weeks later, all clinical and laboratory reports improved 

Except for haemoglobin, abortive measures of disease activity were significantly improved. Reducing the rate at 

which new bone degradation.Hydroxychloroquine treated  group  the improvement from baseline for the number of 

swollen joints, involved after 12 weeks  treated  group approached statistical significance.After 24 weeks,Duration 

of morning stiffness and ESR dropped.34 patients received hydroxychloroquine tab 1 and 40 patients continued to 

take sulfasalazine. unfavourable effects experienced by patients.In tab 2 There were 10 withdrawals from the 

sulfasalazine group, of these3 were due to non-drug related causes, 3 were due to lack of efficacy, and 4 were due to 

adverse events. The most serious adverse responses were agranulocytes, a little abnormal in the liver function test, 

and bitter taste. One patient had nausea, and 16 people were in the hydroxychloroquine group are withdrawal.Six 

were for non drug related reason, nine because of lack of effects, and one due to diarrhea. No ophthalmological side 

effects to the treatment were seen. 

 

 

 

 

 

 

 

 

Fig no 1:- Months of treatment. 
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Fig no 2:- Months of treatment. 

 

 
Fig no 3:- Months of treatment 

 

TAB 2:- Reasons for withdrawal from  study (no. Of patients ). 

  Sulfasalazine  Hydroxychloroquine 

Gastrointestinal symptoms 4 1 

Non compliance 3 9 

Non drug related 3 6 

Total 10 16 

0

10

20

30

40

50

60

70

0 1 2 3 4 5 6

Chart Title

SSZ HCQ

0

1

2

3

4

5

6

7

8

9

10

0 1 2 3 5 6

Chart Title

SSZ HCQ

Sw

olle

n 

Join

ts 

(Nu

mb

er) 

Morn

ing 

Stiffn

ess(

min) 



ISSN: 2320-5407                                                                           Int. J. Adv. Res. 10(10), 109-114 

113 

 

Discussion:- 
There are  Studying undifferentiated inflammatory arthritis is challenging. based on the exclusion of other 

conditions, Patients were disqualified from the trial at the baseline stage if a definite rheumatic diagnosis could be 

made.Patients who had a history that suggested inflammatory arthritis were eligible to participate in the trial. By 

concealing synovitis and using NSAIDs, individuals with early inflammatory illness may present differently (19). 

We compared the efficacy and toxicity of sulfasalazine. It should be noted that this selection process was similar to 

that described by Wolfe et al. early undifferentiated inflammatory arthritis therapy. Both medications have been 

demonstrated to be early placebos. controlled trials for a disease-modifying drug effects  (20 -24 ) 

According to the Quicken response, we discovered that sulfasalazine medication appears to have certain advantages 

over the use of hydroxychloroquine. Improvement from inside the sulfasalazine group. After 4 weeks of therapy, the 

duration of morning stiffness, grip strength, and pain score were recorded. Since hydroxychloroquine was not 

reduced  until week 12, it would seem that the commencement of the reaction had already begun. About 8 weeks 

sooner than the hydroxychloroquine group was the sulfasalazine group. Retinopathy The major toxic symptoms of 

hydroxychloroquine treatment  did not occur in our study. All side effects were mild and reversible. In studies, a 

dosage of 3g(6,20) of sulfasalazine produced a comparable early response.The same observation has been made 

regarding her gastrointestinal side effects in patients treated with sulfasalazine for inflammatory bowel disease. 

Sulfasalazine considerably outperformed hydroxychloroquine in a trial with early RA (16, 17) in terms of reducing 

the rate of new bone erosion. both at age one to three. Sulfasalazine is also shown to be Reduces ESR, the number of 

painful joints, and grip strength in two sizable meta-analyses by felson et al. (10,11). In a similar research, 

sulfasalazine outperformed oral gold, hydroxychloroquine, and antimalarial drugs by a wide margin. No evidence of 

teratogenicity has been obtained from either maternal or paternal sulfasalazine usage, according to Pullar et al. (12). 

Capell et al.(22) recently recorded seven cases of leucopenia, all of which occurred in the first three months of 

therapy and all of which shown fast recovery within three weeks after treatment discontinuation. Salphasalazine was 

found to be significantly better than hydroxychloroquine at 8 weeks for pain score and grip strength in a double-

blind, intention-to-treat 48-week trial in a total of 60 patients (30 per group) by nuver-zvart et al.(23). This study and 

other published series have some similarities(24–26); however, a notable difference in remission rate is apparently 

(57.9% in the cohort described by wolfe et al ) despite the use of similar definations.karan et al(27)  A patient with 

undifferentiated arthritis has a more broad inflammatory disease than is clinically apparent, as evidenced by the 

considerable microscopic and macroscopic synovitis that was reported in the knees of RA patients whose clinical 

examinations were normal. In early oligoarthritis patients, Wake Field et al. found that ultrasound identifies 

synovitis in much more joints than clinical evaluation, and that patients with ultrasound detectable synovitis had a 

higher likelihood of persistent infections (28). 

 

Conclusion:- 
Based on the information we have, When treating early undifferentiated inflammatory arthritis, sulfasalazine 

produces a response that is both sooner and somewhat better than that of hydroxychloroquine. Sulfasalazine early 

response in particular may be a significant benefit for patients' quality of life. In comparison to hydroxychloroquine, 

it reduces  the onset of fresh bone erosion. 
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