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ABSTRACT:

Rheumatoid arthritis (RA) is systemic autoimmunsedse of unknown etiology
which characterize by joint and systemic involvetresam lead to sever disability. The
rheumatoid factor is one of the main serologiestt tfor diagnosis but is of low
specificity since it is found in healthy people avttier diseases . Anti- citrullinated
protein antibody (anti-CCP) which is more spec#ia less sensitive is considered as
another serological marker for diagnosis of RA & this was done to measure the
sensitivity and specificity of RF and anti-CCPpatients with rheumatoid arthritis.
The study included 260 patient with RA and 130lthgasubjects their sera were
used for measuring RF by latex agglutination tepen and measuring anti-CCP by
ELISA technique. This study was found the senjtiv ,specificity , positive
predictive value and negative predictive value RIF were (86.9%) , (96%)
,(97%)and (78%) respectively , while those for i&@P were 73% ,100% |,
(100%)and (65%) respectively. The p value for RE-@CP antibodies test was <
0.01 which indicate significant difference betweaeatients and control group .So
anti-CCP more specific and less sensitive thanaRRough it can be depended on RF
for initial diagnosis , treatment and preventiohjoint disabling .Seronegative
patients did not exclude RA so must seek forlagroinvestigation such as anti-CCP.
Measuring RFand anti-CCP at the same time increasgtivity for diagnosis.
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Introduction :

Rheumatoid arthritis (RA) is a systemic autoimmueease of unknown etiology
and it is the most common of the inflammatory jaligeases, affecting 0.5-1% of the
world population which is more common in women thamen about 75% of RA
patient are womeft?.The disease is characterized by chronic inflamwnatf the
synovial membrane which spreads symmetrically feonall to large joints leading to
destruction of joints in the late phase accompabied systemic involvement of the
soft tissue that can lead to severe disabifftyThere is important associations
between specific HLA alleles (HLA-DR4 and HLA-DRahd susceptibility to RA"

8). Although the diagnosis of RA depends primarilyatinical manifestations of the
disease but the serological test routinely usedoisdetermine the presence of
rheumatoid factors (RF) in the serum. RF are adiés directed to the constant
region (FC) of immunoglobulins of the IgG subcla’s. can be detected in up to 70—
80% of RA patients, but is also detected in reldyivhigh percentages in other
autoimmune and infectious diseases, and in up % dbBhealthy individual§?. Anti-
CCP is antibody directed against amino acid citrall which present in filagrin, is a
substantial component of the antigenic epitdpeThe presence of RF and anti-CCP
that detect in patient with RA have been associa#l poor outcomes, such as
increased disease activity, radio graphic progoasand disability***%),

Patients and method :

The total 260 patient with RA and 130 healthy satsjevere enrolled in this study
from January 2015 to February 2016. All patienteveelected from rheumatology
out patient clinic from Al-Hussein teaching hospita Kerbela city . All serum
samples were tested by agglutination techniqudRfer (RF-Latex Kit ) and ELISA
technique for ACPA ( anti-CCP ELISA 1gG EUROIMMUBNEA 1505-9601 G).

Results:

In the current study 260 patient with RA about 2&B%) are seropositive for RF, 34
(13%) who are seronegative for RF while healthgtd patients with RF positive

are 5(4%) and those who are RF negative 125 (96R4j. has sensitivity 86.9%
specificity 96% ,positive predictive value( PPV7f8)and negative predictive value
NPV(78%).The p value which is significant for RRibndies test <0.01 as show in
table 1. The 260 patients with RA about 190 (73%ppositive for anti-CCP while

those who are negative for anti-CCP 70 (27%) H3@ healthy control whose are
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100% negative for anti-CCP . The anti-CCP has Seitgi73% specificity 100% ,

ppv(100%)and NPV(65%). The p value for anti-CCPikanies test which are
significant < 0.01 as shown in table 2. 186 ( 82#f) RF positive have anti-CCP
positive and 40 (18%) of RF positive are negatmednti-CCP while those are RF
negative about 14 (41%) positive for anti-CCP 20d| 59%) are negative for both
RF and anti-CCP , PPV (82%), NPV (58%) and thelpeva0.01 as shown in table 3.

Table 1:The number and peraggnte patients for RF seropositivity .

total Seropositvity for RF | Seronegative for RF
No. Percent% No. Percent%
RA patients 226 87% 34 13%
No=260
Control 5 4% 125 96%
No=130
p value <0.01

Table 2.: The number and pemgat of patients for anti-CCP
seropositivity .

Anti-CCP Anti-CCP
seropositive seronegative
No. Percent% | No. Percent%
RA patient 190 73% 70 27%
No=260
Control 0 0% 130 100%
No=130
p value <0.01

Table 3: RF ardi-CCP result in study patients.

Anticcp +ve Anti-CCP-ve
No. Percent% No. Percent%
RF+ve 186 | 82% 40 18%
No=226
RF-ve 14 41% 20 59%
No=34
p value &D.
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Table 4: Performance characteristics of RF and@GoP

RF Anti-CCP Combind RF
and anti-
CCP
Sensitivity% 86.6 73 93
Specificity% 96 100 33
Positive predictive value(PPV)% 97 100 82
Negative predictive value(NPV)% 78 65 58

Discussion :

The study included 260 patients diagnosed with miegaid arthritis according to
ACR/EULAR Classification Criteria for Rheumatoid thritis @®). The serological
markers play an important role in diagnosis andyposis of patients with rheumatoid
arthritis. RF has been utilized for RA diagnosis $everal years, and forms part of
ACR diagnostic criteria. Anti-CCP test is reportix have superior performance
characteristic and is part of ACR critefi&. In the study the sensitivities of RF and
anti-CCP were 86.9% and 73% respectively, whidah been shown that RF higher
sensitivity than anti-CCP which may be due to thehnique that had been used
which ELISA for anti-CCP which is more accuratearthlatex technique for
diagnosis of RF which is less accurate but it chesgthod that used in most
laboratories when compare the result with othetlistuthe obtained result is had been
found the sensitivity of RF and anti-CCP  higheairt the result had been down by
Amayo AA 2014 in which the sensitivity of RF anditieaCCP 50% and 60%
respectively'® When we compared the study with the study AfilRblack south
African, the RF sensitivity in the study (86.9%4s higher than the sensitivity of RF
(81.7%) which had been studies in black Americantls African @9 while
sensitivity of the anti-CCP (73%) lower than sewvisy of anti-CCP in the study of
RA in black south African (82.5 %)® may be need more patients in further study to
explain thisin the current study the specifity of RF was low&n anti-CCP ( 96%

and 100%) respectively .The specificity of RF (96%@as higher than specificity of
RF in the study had been done by Amayo AA 2014 (©8s3%)®® and also higher
than that the study RA in black south African hagt ranged from (77-90.7%9) .
The specifity of anti-CCP (100%) in the study waghler than the specificity of ant-
CCP in the study had been down by Amayo AA 2014 (88s9%) ® and the study
RA in black south African in which the specificiof anti-CCP ranged from (84.9-
98%) 9this may be due to the study included only heattbiytrol and RA patients
did not include other diseases for example othaoimmune diseases or other
connective tissue diseases .The predictive valdesliagnostic tests depict the
likelihood that a patient has the disease if #& ts positive (positive predictive
value —PPV), and the likelihood that a patientsdoet have the disease if the test is
negative (negative predictive value- NPV) .They ianportant in clinical utilization
of diagnostic tests as they inform the clinicianetiter additional confirmatory tests
are required or treatment can be initiated basthemresults. In this study the PPVs
for RF and anti-CCP were (97%) and (100%) respelstiwhile negative predictive
value for RF and anti-CCP were (78%) and (65 %peetvely. The PPVs found in
this study are similar to those reported in a stwdg had been done by Amayo AA
2014 were (91.5%) and (89%F ,this was similar to those had been done among
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black south African were (92.5%) and (87.698) and indicate the likelihood of RF
being present was very high if RF or anti-CCP pasitive. The NPVs found in this
study for RF and anti-CCP were (78%) and (65%peetvely were higher than
NPV found in Amayo AA 2014 study were (46%) ant2%) for RF and anti-CCP
respectively*® and similar to those had been done among blaadth s&frican were
(68%) and (79%) for RF and anti-CCP respectivély. less than one fourth of
patient classify as RA in our study tested negator anti-CCP while (59%) of them
were negative for RF as shown in table 3. Betteagmbstic performance
characteristics have been reported if RF and a@f@re combined and some have
advocated for both marker to be u§8d . The sensitivity of RF (93%)in our study
was increase when both RF and anti-CCP positiva {86.6% to 93%) than use of
RF alone while the specificity was decrease wheth IRF and anti-CCP positive
this might be due to FR measured by latex aggltiinaand anti-CCP measured by
ELISA technique .

Conclusion:

The current study has measured sensitivity andifspgc of RF and anti-CCP in
patient with RA which showed that RF more sengitiand less specific than anti-
CCP . Although anti-CCP more specific than RF babh depend on RF initial
diagnosis and treatment for prevention of jointadisng. Although RF useful for
initial diagnosis but negative RF does not excliti® so must seek for other
investigation such as anti-CCP. Measuring RF aidG@DP at the same time increase
sensitivity for diagnosis
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