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Initial Serological Response after Prime-boost
Pneumococcal Vaccination in Rheumatoid Arthritis
Patients: Results of a Randomized Controlled Trial
Mai T.T. Nguyen, Hanne Lindegaard, Oliver Hendricks, Charlotte Sværke Jørgensen, 
Bjørn Kantsø, and Nina Friis-Møller

ABSTRACT. Objective. To evaluate the initial serological responses to pneumococcal vaccination with the 13-valent
protein-conjugated pneumococcal vaccine (PCV13) followed by the 23-valent polysaccharide
pneumococcal vaccine (PPV23) among patients with rheumatoid arthritis (RA) treated with biological
disease-modifying antirheumatic drugs (bDMARD) according to dosing and intervals between
immunizations.
Methods. Investigator-initiated clinical trial. Patients with RA receiving bDMARD were randomized
(1:1:1) to immunization with single dose PCV13 followed by PPV23 after 16 or 24 weeks, or double
dose PCV13 followed by PPV23 after 16 weeks. A comparison group of patients with RA treated
with conventional synthetic (cs)DMARD received single dose PCV13 followed by PPV23 16 weeks
later. Pneumococcal antibodies were collected before and 4 weeks after each vaccination. The primary
endpoint was the proportion of participants responding to ≥ 6/12 pneumococcal serotypes 4 weeks
after both vaccinations.
Results. Sixty-five participants receiving bDMARD and 35 participants receiving csDMARD were
included. After PPV23 vaccination, 87% (95% CI 0.76–0.94) and 94% (95% CI 0.77–0.99), respec-
tively, of participants treated with bDMARD and csDMARD had reached the primary endpoint. There
was no significant difference in primary endpoint between the 3 randomization arms. The response
for rituximab-treated participants was 25% compared to ≥ 89% in participants treated with bDMARD
with other mode of action.
Conclusion. The early serological response to prime-boost vaccination with PCV13 followed by
PPV23 was very similar among participants receiving bDMARD and csDMARD. However, notable
differences in response were observed according to individual bDMARD. It is important to consider
the RA treatment when planning pneumococcal vaccination in patients with RA. (First Release
October 1 2017; J Rheumatol 2017;44:1794–803; doi:10.3899/jrheum.161407)
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Patients with rheumatoid arthritis (RA) are at greater risk of
pneumococcal disease because of the autoimmune disease
itself and the use of immunosuppressive therapies1,2,3,4.
Routine pneumococcal vaccination should be considered to
reduce morbidity and mortality in patients with RA receiving
immunosuppressive treatment, such as conventional

synthetic (csDMARD) or biological disease-modifying
antirheumatic drugs (bDMARD)5,6. Both Danish national
and international guidelines recommend prime-boost vacci-
nation with the 13-valent protein-conjugated pneumococcal
vaccine (PCV13) followed by the 23-valent polysaccharide
pneumococcal vaccine (PPV23) at least 8 weeks later7,8,9,10.
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    The PCV13 induces a T cell–dependent immune response
and memory T and B cells11. This phenomenon is called
priming and it is hypothesized that it enhances a secondary
antibody response after contact with the pathogen or revac-
cination and prolongs the period of protection among the
vaccine recipients.
    Previous studies investigating the safety and immuno-
genicity of pneumococcal vaccination in patients with RA
have either assessed the earlier 7-valent conjugated pneumo-
coccal vaccine, PCV7, or PPV23, but the currently recom-
mended prime-boost combination of the vaccines has not yet
been examined in this population. Further, the optimal
vaccine dose and interval between prime and boost vacci-
nation has not been examined.
    While it is well recognized that treatment with anti-CD20
monoclonal antibody rituximab (RTX) severely impairs
serological responses to immunizations12,13,14, studies of
treatment with anti-tumor necrosis factor-α (anti-TNF-α),
interleukin 6 inhibitors (anti-IL-6), or T cell lymphocyte
costimulation inhibitors (CTLA-4) have shown less severe
effect on vaccine responses13,15–24,25. Combination treatment
of bDMARD and methotrexate (MTX) has often been
associated with decreased seroresponses compared with
MTX monotherapy17,18,19,22,24,25.
    To date, no studies have investigated the serological
response after vaccination with PCV13 followed by PPV23
among immunosuppressed patients with RA. For this reason,
our primary objective was to evaluate the serological
responses to prime-boost pneumococcal vaccination with
PCV13 followed by PPV23 among patients with RA treated
with bDMARD according to dosing and intervals between
immunizations, according to individual biological drug
groups, and compared to responses in patients with RA
treated with csDMARD.

MATERIALS AND METHODS
This 3-arm, randomized, parallel-group, open-label, phase III trial in patients
with active RA receiving bDMARD treatment was investigator-initiated and
conducted at 2 rheumatology outpatient clinics in the Region of Southern
Denmark from 2014–2017.
      Participants receiving bDMARD treatment were randomized (1:1:1) to
immunization with single doses of PCV13 followed by PPV23 after 16 or
24 weeks, or double dose PCV13 followed by PPV23 after 16 weeks (Figure
1). Block randomization ensured similar distributions of participants
receiving anti-TNF-α and other bDMARD in each arm using a Web-based
computer program hosted at the Odense Patient data Explorative Network
(OPEN). A comparison group of patients with RA treated with csDMARD
was immunized with a single dose of PCV13 followed by PPV23 after 16
weeks (Figure 1).
      We recruited participants through a previous survey about patient
awareness of vaccinations26. Men and nonpregnant women aged > 18 years
with RA treated with either csDMARD and/or bDMARD were enrolled.
      Treatment with csDMARD included MTX, sulfasalazine, hydroxy-
chloroquine, leflunomide, low-dose prednisolone (PSL), and their combina-
tions27. For participants treated with csDMARD, a positive IgM rheumatoid
factor or anticyclic citrullinated peptide antibodies was required to substan-
tiate the RA diagnosis. Treatment with bDMARD included RTX, 
anti-TNF-α, anti-IL-6, or CTLA-4 inhibitors. Participants treated with

bDMARD combined with a csDMARD were assigned to the bDMARD
group. Exclusion criteria included pneumococcal vaccination within the last
12 months.
      The PCV13 vaccine (Pfizer), 0.5 ml, contains polysaccharides of
serotypes 1, 3, 4, 5, 6A, 6B, 7F, 9V, 14, 18C, 19A, 19F, and 23F. The PPV23
vaccine (Sanofi Pasteur), 0.5 ml, contains the same serotypes as PCV13
(except 6A) and 11 additional serotypes: 2, 8, 9N, 10A, 11A, 12F, 15B, 17F,
20, 22F, and 33F.
      Both vaccines were administered as an intramuscular injection in the
deltoid or the gluteus maximus muscle. For participants assigned to the
double dose of PCV13, the second dose was administered simultaneously
in the opposite side. At all visits, safety, adverse effects, and serious adverse
effects were assessed.
      Serum was collected before and 4 weeks after each vaccination for both
vaccines and stored at –80°C.
      Pneumococcal serotype-specific IgG concentrations were determined for
12 serotypes (1, 3, 4, 5, 6B, 7F, 9V, 14, 18C, 19A, 19F, and 23F) included in
both the PCV13 and the PPV23 vaccines using an in-house Luminex
method28. This method permits the simultaneous measurement of all 12
analytes in a single sample. Shortly described, pneumococcal polysaccha-
rides purchased from LGC Standards (American Type Culture Collection)
or from SSI Diagnostica were conjugated to poly-l-lysine, and then
covalently bound to carboxylated microspheres (Luminex). Serum samples
were incubated with the conjugated microspheres, followed by incubation
with R-phycoerythrin conjugated anti-human IgG (Jackson Immuno-
Research Laboratories). Finally, the microspheres were read on a Bio-Plex
200 system (Bio-Rad). Data were acquired using Bio-Plex Manager 5.0
(Bio-Rad). Pneumococcal polysaccharide serum calibrated to FDA89SF
reference serum was used as a reference. Serum IgG concentrations were
calculated using a standard curve of median fluorescent intensity against
expected IgG concentration for FDA89SF and converted to μg/ml. Each
sample was analyzed in duplicate, and repeated if the coefficient of variation
between duplicate was > 20%.
      At baseline, we obtained demographic characteristics and RA-related
data from the survey and added data from the DANBIO registry, including
data on sex, age, ethnicity, tobacco and alcohol consumption, comorbidities,
medication for comorbidities, RA disease duration, Health Assessment
Questionnaire score (HAQ), Disease Activity Score at 28 joints (DAS28),
C-reactive protein (CRP), and prior and current RA treatment (drug name
and duration of the treatment period). Data were collected and managed
using REDCap electronic data capture tools (REDCap Software version
6.5.10) hosted at OPEN29.
      The primary endpoint was proportion of participants in each treatment
group responsive to ≥ 6 of 12 antipneumococcal antibody serotypes at Week
4 after completion of the prime-boost vaccination series. A positive
serological response was defined as a 4-fold increase from baseline or
achieving a level of > 0.35 mg/l30. Secondary endpoints included the
proportion of participants responding to individual antipneumococcal
antibody serotypes.
      A sample size of 100 participants, 65 of whom were in the randomized
controlled trial (RCT), was based on similar studies conducted with other
RA treatments, and assumed serological response to ≥ 6 of 12 serotypes in
70%13,14,17,19,21,22,24,25. The study was designed to be able to demonstrate,
with 80% statistical power and α = 0.05, a 10% difference in vaccine
response (defined as the proportion achieving serological response to ≥ 6 of
12 antipneumococcal antibody serotypes) between the bDMARD and
csDMARD treatment groups, and a 20% difference in vaccine response
between the 3 randomized arms.
      Descriptive statistics are presented along with 95% CI for vaccine
response. For variables that were not normally distributed, the median
(range) was reported. For binary variables, the number (%) of participants
was listed relatively to the total number of participants.
      Serological responses for pneumococcal antibodies were log-trans-
formed and tested with Shapiro-Wilk test for normality. The geometric mean
concentration (GMC) and geometric mean fold rise for each serotype were
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calculated before and 4 weeks after both vaccinations. Differences in
serological outcome between the 3 randomization arms, the 2 treatment
groups, and in subgroup analysis for the bDMARD were tested using
2-sample t test or Fisher’s exact test as appropriate. Data were analyzed in
STATA version 14 (StataCorp LP).
      The study was conducted in accordance with the Declaration of Helsinki
and the International Conference on Harmonisation Tripartite Guideline for
Good Clinical Practice. Signed informed consent was obtained from all
participants.
      The study was approved by the Danish Data Protection Agency
(14/2736), the Regional Committees on Health Research Ethics for Southern
Denmark (S-20140110), and the Danish Health and Medicines Authority
(2014070478). The trial is registered at the European Clinical Trial Database
(EudraCT 2014-001299-79).

RESULTS
We enrolled 100 participants into the study (Figure 1). The 65
participants treated with bDMARD were randomized to
immunization with PCV13 followed by PPV23 after 16 weeks
(arm IA, n = 21), immunization with PCV13 followed by
PPV23 after 24 weeks (arm IB, n = 23), or immunization with
double dose of PCV13 followed by PPV23 after 16 weeks (arm
II, n = 21). The comparison group treated with csDMARD 
(n = 35) received immunizations similar to arm IA.
    The per-protocol population (Figure 1) comprised 96
participants (63 of bDMARD treated participants: 20 in arm
IA, 22 in arm IB, 21 in arm II; and 33 in the csDMARD
comparison group). A total of 4 participants dropped out of
the study owing to comorbidities.

    Baseline demographics and disease characteristics were
similar among participants in the 3 arms, and although PSL
use ranged from 10–29%, the prevalence of MTX as comed-
ication was comparable (Table 1) among the 3 arms. The
majority of participants were women (65%) with a median
age of 62 years (range 23–82), with low disease activity score
(DAS28 median 2.45) and median disease duration of 12
years (range 0.5–33). The mean duration of current treatment
was longest for participants treated with anti-TNF-α (61
mos), RTX (55 mos), and MTX (73 mos), and shorter for the
bDMARD anti-IL-6 (15 mos) and CTLA-4 (12 mos).
    While demographic characteristics were very similar for
the csDMARD-treated group, disease duration was consid-
erably shorter (median 7 yrs) compared with the bDMARD
group (p = 0.02; Table 1). Prior number of bDMARD treat-
ments was similar among the csDMARD and bDMARD
group with a median of 1 (range 0–5).
    Proportions of participants responding to individual anti-
pneumococcal antibody serotypes were comparable between
the 2 treatment groups (< 10% difference between groups)
for all serotypes (Figure 2A). The proportion of responders
to serotypes 7F, 14, 19A, 19F, and 23F differed according to
randomization arm (> 10% difference; Figure 2B), with lower
responses observed for arm II (double PCV13 dose)
compared to arm IA and IB. Participants treated with
anti-IL-6 had the highest antibody titers in the bDMARD
group (Figure 2C; Supplementary Table 1, available with the
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Figure 1. Enrollment and study flow of the participants. DMARD: disease-modifying antirheumatic drug; csDMARD: conventional synthetic DMARD;
bDMARD: biological DMARD; PCV13: 13-valent protein-conjugated pneumococcal vaccine; PPV23: 23-valent polysaccharide pneumococcal vaccine; RA:
rheumatoid arthritis.
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online version of this article). Overall, the initial prime
PCV13 vaccination induced a significant increase in anti-
pneumococcal antibody GMC, whereas the subsequent effect
of boosting with PPV23 was limited (Figure 2A–C;
Supplementary Table 2, available with the online version of
this article).
    After completion of the vaccination series, 87% (95% CI
0.76–0.94) and 94% (95% CI 0.77–0.99), respectively, of
participants treated with bDMARD and csDMARD had
responded to ≥ 6/12 pneumococcal serotypes (primary
endpoint), with insufficient evidence for any difference
according to the RA-treatment group (7.0%, 95% CI –0.5 to
19; Figure 3A).
    Among participants receiving bDMARD, there were no
significant differences in reaching the primary endpoint

between the 3 randomization arms with response in 85%
(95% CI 0.80–0.89), 86% (95% CI 0.82–0.90), and 90%
(95% CI 0.87–0.93), respectively (Figure 3B).
    Participants treated with RTX, anti-TNF-α, CTLA-4, and
anti-IL-6 responded to ≥ 6/12 serotypes in 25% (95% CI
0.04–0.96), 89% (95% CI 0.74–0.96), 92% (95% CI
0.53–0.99), and 100%, respectively. The overall number of
participants in subgroups was small and the difference did
not reach statistical significance (p = 0.4; Figure 3C). In
additional posthoc analyses, serological responses among
participants receiving anti-TNF-α or CTLA-4 with
concomitant MTX (90%, 95% CI 0.73–0.97 and 100%, 95%
CI 1.0–1.0 responding to ≥ 6/12 pneumococcal serotypes)
were very similar to responses among recipients of
anti-TNF-α or CTLA-4 without concomitant MTX (80%,

1797Nguyen, et al: Pneumococcal vaccination in RA

Table 1. Characteristics and demography of the participants at baseline.

Characteristics                                          Percentage of 
                                                               Participants with 
                                                                 Missing Data      csDMARD            bDMARD               p                                          bDMARD
                                                                                                                                                                                IA                         IB                            II

Overall, n (%)                                                                          33 (34)                  63 (66)                                       20                         22                            21
Female, n (%)                                                     0                   21 (64)                  41 (65)                0.94             14 (70)                 13 (59)                    14 (67)
Age, yrs, median (range)                                    0                59 (23–82)            62 (32–82)             0.57          62 (32–73)           59 (38–75)              64 (46–82)
Education > high school, n (%)                        5.2                  10 (30)                  20 (32)                0.91              5 (25)                   8 (38)                      7 (33)
Disease duration, yrs, median (range)                0                  7 (0–54)             12 (0.5–33)            0.02           11 (3–33)             14 (5–32)              15 (0.5–30)
HAQ, median (range)                                       3.1           0.625 (0–2.125)    0.375 (0–2.875)         0.29         1 (0–2.875)          0.9 (0–1.75)          0.75 (0–2.125)
DAS28, median (range)                                    4.2             2.6 (1.4–5.9)         2.3 (1.0–6.1)           0.42        2.4 (1.3–5.8)          2.4 (1–5.1)            2.2 (1.3–6.1)
CRP, median (range)                                         4.2                 5 (1–37)                2 (0–36)               0.05            3 (1–19)               2 (0–36)                  2 (0–13)
Smoker, n (%)                                                    0                    8 (24)                   17 (27)                0.90              4 (20)                   8 (36)                      5 (24)
Ex-smoker, n (%)                                               0                   15 (45)                  29 (46)                0.95              8 (40)                   9 (41)                     12 (57)
Pack yrs, median (range)                                    0                 25 (1–60)              16 (1–55)              0.34         18.5 (2–50)            20 (3–55)                15 (1–50)
Alcohol ≥ 7 units/week, n (%)                           0                    8 (13)                    5 (15)                 0.74              2 (10)                   4 (18)                      2 (10)
Comorbidities, mean                                          0                      2.15                      2.14                  0.95                2.1                        2.1                           2.2
Current treatment                                                                                                                                                                                                                   
     Anti–TNF-α, n (%)                                       0                                                37 (59)                                   14 (70)                 11 (50)                    12 (57)
     Anti–IL-6, n (%)                                           0                                                 9 (14)                                     2 (10)                   4 (18)                      3 (14)
     RTX, n (%)*                                                  0                                                  4 (6)                                       1 (5)                     1 (5)                       2 (10)
     CTLA-4, n (%)                                              0                                                13 (21)                                    3 (15)                   6 (27)                      4 (19)
     MTX, n (%)                                                   0                   30 (91)                  43 (68)                                   15 (75)                 15 (68)                    13 (62)
     Prednisolone treatment, n (%)                      0                    4 (12)                   12 (19)                                    2 (10)                   4 (17)                      6 (29)
     Prednisolone dose, mg/day, mean                 0                       5.8                        5.8                                          8.8                        4.1                           7.3
     Anti–TNF-α treatment, mos, mean              0                                                   60.9                                        61.3                      59.7                         61.5
     Anti–IL-6 treatment, mos, mean                   0                                                   15.2                                        23.6                      15.8                          8.9
     RTX treatment, mos, mean                           0                                                   55.3                                         106                      64.9                         20.6
     CTLA-4 treatment, mos, mean                     0                                                   11.7                                         5.2                       17.0                          8.7
     MTX treatment, mos, mean                          0                      52.6                      73.4                                        80.2                      64.7                         76.0
Prior treatment                                                                                                                                                                                                                       
     No. prior bDMARD treatments, 
     median (range)                                         0                   0 (0–3)                  1 (0–5)                                  0.5 (0–4)                1 (0–5)                    1 (0–5)
     Prior bDMARD treatment, mos, mean       5.7#                          28.5                      22.3                                        26.6                      19.9                         23.7
     Prior csDMARD treatment, mos, mean     30.6#                        28.3                      27.4                                        19.7                      30.6                         23.5
     Overall treatment, mos, mean                    25.2#                        28.3                      23.9                                        22.0                      25.4                         23.6

* RTX was administered 15–146 days prior to vaccination with the 13-valent protein conjugated pneumococcal vaccine. # Treatment history of csDMARD and
bDMARD are comprehensive only with starting and ending dates from January 2006, and hence duration is missing for earlier exposure. DMARD:
disease-modifying antirheumatic drug; csDMARD: conventional synthetic DMARD; bDMARD: biological DMARD; HAQ: Health Assessment Questionnaire;
DAS28: Disease Activity Score at 28 joints; CRP: C-reactive protein; Pack yr: 1 pack-year = 20 cigarettes daily for 1 year; anti-TNF-α: anti-tumour necrosis
factor-α; IL-6: interleukin 6; RTX: rituximab, anti-CD20 inhibitor; CTLA-4: abatacept, T cell lymphocyte costimulation inhibitor; MTX: methotrexate.
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95% CI 0.11-0.99 and 80%, 95% CI 0.11-0.99; Figure 4).
However, the differences were not statistically significant.
There was no significant difference in serological response
according to concomitant PSL use in combination with either
bDMARD or other csDMARD (data not shown).

    When stratified by age, participants aged > 60 years had
5% fewer responders compared to participants aged ≤ 60
years, irrespective of type of RA treatment, although the
difference was not significant (p = 0.36). There were no
significant associations of demographic or RA-related factors
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Figure 2. Serotype specific IgG GMC pre-PCV13, post-PCV13, pre-PPV23, and post-PPV23
vaccination by pneumococcal serotypes (mg/l) according to (A) treatment with csDMARD or
bDMARD; (B) randomization arm IA, IB, or II; and (C) to anti-TNF-α, anti-IL-6, RTX, or
CTLA-4. GMC: geometric mean concentration; PCV13: 13-valent protein-conjugated pneumo-
coccal vaccine; PPV23: 23-valent polysaccharide pneumococcal vaccine; DMARD: disease-
modifying antirheumatic drug; csDMARD: conventional synthetic DMARD; bDMARD:
biological DMARD; anti-TNF-α: antitumor necrosis factor-α; anti-IL-6: interleukin 6
inhibitors; RTX: rituximab, anti-CD20 monoclonal antibody; CTLA-4: abatacept, T cell
lymphocyte costimulation inhibitor.
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Figure 3. Proportions of participants responding to pneumococcal serotype combinations from
1–12 according to (A) treatment with csDMARD or bDMARD; (B) randomization arm IA,
IB, or II; and (C) anti–TNF-α, anti–IL-6, RTX, or CTLA-4 treatment. Response defined as a
4-fold rise in geometric mean concentration from baseline or a geometric pneumococcal
antibody concentration > 0.35 mg/l. DMARD: disease-modifying antirheumatic drug;
csDMARD: conventional synthetic DMARD; bDMARD: biological DMARD; anti-TNF-α:
antitumor necrosis factor-α; anti–IL-6: interleukin 6 inhibitors; RTX: rituximab, anti-CD20
monoclonal antibody; CTLA-4: abatacept, T cell lymphocyte costimulation inhibitor.
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with vaccination response when tested in a logistic regression
model (data not shown).
    A total of 404 adverse events (AE) were reported in 93
participants within the first 6 months after both vaccinations,

of which 248 were considered vaccine-related; 94% of the
related AE were listed as common adverse effects associated
with vaccination, including soreness (54%), swelling (9%),
itching (3%), erythema (10%), and flu-like symptoms (18%).
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Figure 4. Proportions of participants responding to pneumococcal serotype combinations
from 1–12 according to (A) concomitant MTX treatment ± with anti-TNF-α; (B)
concomitant MTX treatment ± with anti-IL-6; and (C) concomitant MTX treatment ± with
CTLA-4. Response defined as a 4-fold rise in geometric mean concentration from baseline
or a geometric pneumococcal antibody concentration > 0.35 mg/l. MTX: methotrexate;
anti-TNF-α: antitumor necrosis factor-α; anti-IL-6: interleukin 6 inhibitors; CTLA-4:
abatacept, T cell lymphocyte costimulation inhibitor.
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Four participants experienced arthralgia related to pneumo-
coccal vaccination (1 after PCV13 vaccination and 3 after
PPV23 vaccination) corresponding to 1.6% of the
vaccine-related AE. Ninety-four percent of the related AE
were resolved within 7 days after vaccination. Twenty-one
serious AE (SAE) were experienced by 16 participants. None
of the SAE were related to any of the study drugs, but rather
were related to comorbidity.

DISCUSSION
Our results indicate that prime-boost pneumococcal vacci-
nation of patients with RA receiving immunosuppressive
therapy is safe and immunogenic, with a high prevalence of
adequate early responses to vaccination in all assessed
treatment groups, although notable differences were observed
according to individual bDMARD. The early serological
response to prime-boost vaccination with PCV13 followed
by PPV23 was very similar among participants treated with
bDMARD and csDMARD, with more than 85% responders
to ≥ 6/12 pneumococcal serotypes in each group. Among
participants treated with bDMARD, we observed similar
serological responses irrespective of an interval of 4 or 6
months between prime PCV13 and boost PPV23 vaccination,
and of single or double dose of the prime PCV13 vaccination.
    In accordance with other studies, we found severely
impaired serological response in RTX-treated participants,
while initial responses to pneumococcal vaccination were
generally good among participants treated with anti-TNF-α,
anti-IL-6, CTLA-4, or csDMARD. The positive response in
all participants treated with anti-IL-6 is consistent with the
notion that IL-6 is not essential for antibody production in B
cells. Further, anti-IL-6 treatment may not entirely inhibit
IL-6 signaling in the lymphoid tissue where the vaccine
response is induced13,22. In contrast to our study, previous
studies have investigated either responses to PCV7/PCV13
or to PPV23, but not to the combined prime-boost series of
both PCV13 and PPV23; however, despite this difference, the
magnitude of the initial responses for participants treated with
RTX, anti-TNF-α, anti-IL-6, or CTLA-4 in our study was very
similar to those in earlier reports12,13,14,17,18,19,22,24,25.
    Results from other studies of vaccine responses in patients
with RA suggest that although humoral responses are
reduced, T cell responses to vaccine antigens may be similar
with RTX compared with other bDMARD. In our study, we
found that RTX treatment significantly impaired the
serological response after prime-boost vaccination with
PCV13 and PPV23, with no notable change in GMC after
each vaccination. Participants had received RTX infusion
15–146 days prior to the PCV13 vaccination. Other clinical
trials have reported impaired serological response even 6
months after the last RTX infusion12,13,31,32.
    While PPV23 induces only serotype-specific antibodies,
PCV13 conceivably stimulates the formation of both
serotype-specific antibodies and B memory cells, which are

associated with a longer duration of vaccine-induced immune
responses. Previous studies found lower persistence of
protective immunity in patients treated with the combination
of MTX and anti-TNF-α17,25,33. Here, we found that
concomitant MTX treatment did not decrease early sero-
logical responses among participants receiving anti-TNF-α
or CTLA-4. The findings are not necessarily at odds, and
additional followup is warranted to analyze the persistence
of the response observed in our study. However, potential
discrepancies may be related to the prime-boost combination
of PCV13 and PPV23 as applied in our study, differences in
patient characteristics, and disease severity between studies.
Further, there is an imbalance in the number of participants
receiving bDMARD with or without concomitant MTX
because the effect of concomitant MTX treatment on
serological response was not part of our prespecified analysis
plan. The numbers of participants included in these subgroup
analyses were 32 and 5, respectively, receiving anti-TNF-α
as mono- and combination therapy with MTX, and 3 and 6
participants received anti-IL-6 as mono- or combination
therapy with MTX.
    Surprisingly, we found that doubling the dose of PCV13
did not elicit an increased serological response 4 weeks after
vaccination (arm II) compared to a single dose of PCV13
(arm IA and IB). This is in contrast with a previous study
investigating the immunogenicity of 0.5 ml (conventional
dose), 1 ml, and 2 ml of PCV7 in immunocompetent elderly
aged 70–79 years. Our study showed that 1 ml of PCV7
elicited significantly higher antibody levels compared to 0.5
ml34. Hypothetically, our finding may reflect hyporespon-
siveness, similar to reduced responses to PCV13 following
PPV23 vaccination35. In our study, the additional PCV13
dose was administered in the opposite limb, and hence would
lead to simultaneous stimulation of dendritic cells and sub-
sequently of B cells in the draining lymph nodes bilaterally.
To our knowledge, it has not previously been described that
this type of co-administration should lead to impaired
reaction in the germinal center, but our finding may merit
further study. Sequential administration of PCV13 in opposite
limbs during infant vaccination has not been associated with
a decreased vaccination response36.
    Current guidelines recommend an interval of at least 8
weeks between vaccination with PCV13 and PPV23.
However, the recommendations are based on a study with a
1-year interval between prime PCV13 and booster PPV23
vaccination37. Another study investigated the serological
response after boosting with PCV13 or PPV23 4 years after
the initial PCV13 vaccination. This showed comparable or
significantly higher antipneumococcal opsonophagocytic
activity (OPA) than after the initial PCV13 vaccination. Our
study did not find any difference in GMC after boosting with
PPV23 after 4 months compared to 6 months. The recom-
mendations for timing of the booster vaccination with PPV23
must ensure adequate time for maturation of the T helper cells
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in the T cell dependent response after PCV13 vaccination;
our findings suggest that the current recommendations are
adequate, although the duration of the memory response
requires further study.
    Our study had several limitations. Our sample size was
restricted, and hence we had limited power in subgroup
analyses. We assessed quantity but not the quality of the
pneumococcal antibodies (OPA). Our baseline characteristics
drawn from DANBIO were incomplete, with incomplete
records of prior treatment history of csDMARD and
bDMARD before January 2006. CRP and hence DAS28 were
absent for some patients. However, we do not think that any
of these factors have affected our results. Further, we did not
include healthy controls.
    The strengths of our study included the homogeneous
group of participants all diagnosed with RA. Although the
csDMARD comparison group was not randomized, the
characteristics of participants in this group were very
similar to the bDMARD group, the only difference being
a shorter RA disease duration, but the HAQ and DAS28
were similar. The dropout rate was very modest, and thus
we achieved almost complete followup of the enrolled
participants.
    Early responses to prime-boost pneumococcal vaccination
in patients with RA treated with bDMARD or csDMARD
were adequate when the vaccines were administered at
standard doses and intervals. However, additional assessment
of pneumococcal vaccinations with a special focus on the
intervals between vaccinations in the context of combined
conjugate/polysaccharide vaccine schedules is needed, in
particular focusing on the durability of the vaccine response.
Our finding of a similar or potentially better vaccination
response in patients treated with MTX in combination with
anti-TNF-α or CTLA-4 is intriguing, but requires followup
for the assessment of persistence and also confirmation in
larger studies.
    Our data clearly indicate that — with the exception of
RTX — sufficient early serological response to prime-boost
pneumococcal vaccination could be achieved despite ongoing
bDMARD treatment, and thus catchup vaccination is
possible. However, because bDMARD may increase the risk
of pulmonary infections while also delaying the diagnosis as
a result of masking of inflammatory symptoms, we highly
recommend providing vaccinations early on and preferably
before initiating immunosuppressive treatment.

ACKNOWLEDGMENT
We thank data manager Peter Bjødstrup Jensen from the Odense Patient data
Explorative Network, study nurse Nete Bülow from the Department of
Infectious Diseases, study nurse Henriette Cederholm from the Department
of Rheumatology, and study nurse Susanne Leed Henriksen from the
Department of Rheumatology at Odense University Hospital.

ONLINE SUPPLEMENT
Supplementary material accompanies the online version of this article.

REFERENCES
   1.    Shea KM, Edelsberg J, Weycker D, Farkouh RA, Strutton DR,

Pelton SI. Rates of pneumococcal disease in adults with chronic
medical conditions. Open Forum Infect Dis 2014;1:ofu024.

   2.    Agarwal N, Ollington K, Kaneshiro M, Frenck R, Melmed GY. Are
immunosuppressive medications associated with decreased
responses to routine immunizations? A systematic review. Vaccine
2012;30:1413-24.

   3.    Ruderman EM. Overview of safety of non-biologic and biologic
DMARDs. Rheumatology 2012;51 Suppl 6:vi37-43.

   4.    Vinogradova Y, Hippisley-Cox J, Coupland C. Identification of new
risk factors for pneumonia: population-based case-control study. Br
J Gen Pract 2009;59:e329-38.

   5.    Smolen JS, van der Heijde D, Machold KP, Aletaha D, Landewé R.
Proposal for a new nomenclature of disease-modifying
antirheumatic drugs. Ann Rheum Dis 2014;73:3-5.

   6.    Bonten MJ, Huijts SM, Bolkenbaas M, Webber C, Patterson S,
Gault S, et al. Polysaccharide conjugate vaccine against 
pneumococcal pneumonia in adults. N Engl J Med 2015;
372:1114-25.

   7.    Bridges CB, Coyne-Beasley T; Advisory Committee on
Immunization Practices (ACIP); ACIP Adult Immunization Work
Group; Centers for Disease Control and Prevention (CDC).
Advisory committee on immunization practices recommended
immunization schedule for adults aged 19 years or older - United
States, 2014. MMWR Morb Mortal Wkly Rep 2014;63:110-2.

   8.    van Assen S, Agmon-Levin N, Elkayam O, Cervera R, Doran MF,
Dougados M, et al. EULAR recommendations for vaccination in
adult patients with autoimmune inflammatory rheumatic diseases.
Ann Rheum Dis 2011;70:414-22.

   9.    Statens Serum Institut. [Pneumococcal vaccination for patients with
increased risk of invasive pneumococcal disease]. [Article in
Danish] [Internet. Accessed August 17, 2017.] Available from:
www.ssi.dk/Aktuelt/Nyhedsbreve/EPI-NYT/2012/Uge%2051b%
20-%202012.aspx

 10.    Kantso B, Jorgensen CS, Hoffman S, Slotved HC, Supplo CH,
Valentiner-Branth P. [Suggestions for pneumococcal vaccination
outside the Childhood Vaccination Programme]. [Article in Danish]
[Internet. Accessed August 17, 2017.] Available from:
ssi.dedicated.cohaesio.net/~/media/Indhold/DK%20-%20dansk/
Vaccination/Risikogrupper/Pneumokokvaccination%20uden%20for
%20brnevaccinationsprogrammet%20i%20Danmark%20v13.ashx

 11.    Stein KE. Thymus-independent and thymus-dependent responses to
polysaccharide antigens. J Infect Dis 1992;165 Suppl 1:S49-52.

 12.    Bingham CO 3rd, Looney RJ, Deodhar A, Halsey N, Greenwald M,
Codding C, et al. Immunization responses in rheumatoid arthritis
patients treated with rituximab: results from a controlled clinical
trial. Arthritis Rheum 2010;62:64-74.

 13.    Crnkic Kapetanovic M, Saxne T, Jonsson G, Truedsson L, Geborek
P. Rituximab and abatacept but not tocilizumab impair antibody
response to pneumococcal conjugate vaccine in patients with
rheumatoid arthritis. Arthritis Res Ther 2013;15:R171.

 14.    Hua C, Barnetche T, Combe B, Morel J. Effect of methotrexate,
anti-tumor necrosis factor α, and rituximab on the immune response
to influenza and pneumococcal vaccines in patients with rheumatoid
arthritis: a systematic review and meta-analysis. Arthritis Care Res
2014;66:1016-26.

 15.    Kivitz AJ, Schechtman J, Texter M, Fichtner A, de Longueville M,
Chartash EK. Vaccine responses in patients with rheumatoid
arthritis treated with certolizumab pegol: results from a single-blind
randomized phase IV trial. J Rheumatol 2014;41:648-57.

 16.    Visvanathan S, Keenan GF, Baker DG, Levinson AI, Wagner CL.
Response to pneumococcal vaccine in patients with early
rheumatoid arthritis receiving infliximab plus methotrexate or
methotrexate alone. J Rheumatol 2007;34:952-7.

1802 The Journal of Rheumatology 2017; 44:12; doi:10.3899/jrheum.161407

Personal non-commercial use only. The Journal of Rheumatology Copyright © 2017. All rights reserved.

 www.jrheum.orgDownloaded on April 9, 2024 from 

http://www.jrheum.org/


1803Nguyen, et al: Pneumococcal vaccination in RA

 17.    Kapetanovic MC, Saxne T, Sjöholm A, Truedsson L, Jönsson G,
Geborek P. Influence of methotrexate, TNF blockers and
prednisolone on antibody responses to pneumococcal 
polysaccharide vaccine in patients with rheumatoid arthritis.
Rheumatology 2006;45:106-11.

 18.    Gelinck LB, van der Bijl AE, Visser LG, Huizinga TW, van
Hogezand RA, Rijkers GT, et al. Synergistic immunosuppressive
effect of anti-TNF combined with methotrexate on antibody
responses to the 23 valent pneumococcal polysaccharide vaccine.
Vaccine 2008;26:3528-33.

 19.    Kaine JL, Kivitz AJ, Birbara C, Luo AY. Immune responses
following administration of influenza and pneumococcal vaccines to
patients with rheumatoid arthritis receiving adalimumab. 
J Rheumatol 2007;34:272-9.

 20.    Tsuru T, Terao K, Murakami M, Matsutani T, Suzaki M, Amamoto
T, et al. Immune response to influenza vaccine and pneumococcal
polysaccharide vaccine under IL-6 signal inhibition therapy with
tocilizumab. Mod Rheumatol 2014;24:511-6.

 21.    Bingham CO 3rd, Rizzo W, Kivitz A, Hassanali A, Upmanyu R,
Klearman M. Humoral immune response to vaccines in patients
with rheumatoid arthritis treated with tocilizumab: results of a
randomised controlled trial (VISARA). Ann Rheum Dis
2015;74:818-22.

 22.    Mori S, Ueki Y, Akeda Y, Hirakata N, Oribe M, Shiohira Y, et al.
Pneumococcal polysaccharide vaccination in rheumatoid arthritis
patients receiving tocilizumab therapy. Ann Rheum Dis
2013;72:1362-6.

 23.    Alten R, Bingham CO 3rd, Cohen SB, Curtis JR, Kelly S, Wong D,
et al. Antibody response to pneumococcal and influenza vaccination
in patients with rheumatoid arthritis receiving abatacept. BMC
Musculoskelet Disord 2016;17:231.

 24.    Migita K, Akeda Y, Akazawa M, Tohma S, Hirano F, Ideguchi H, et
al. Effect of abatacept on the immunogenicity of 23-valent 
pneumococcal polysaccharide vaccination (PPSV23) in rheumatoid
arthritis patients. Arthritis Res Ther 2015;17:357.

 25.    Kapetanovic MC, Roseman C, Jonsson G, Truedsson L, Saxne T,
Geborek P. Antibody response is reduced following vaccination
with 7-valent conjugate pneumococcal vaccine in adult
methotrexate-treated patients with established arthritis, but not those
treated with tumor necrosis factor inhibitors. Arthritis Rheum
2011;63:3723-32.

 26.    Nguyen M, Lindegaard H, Hendricks O, Friis-Møller N. Factors
associated with influenza and pneumococcal vaccine uptake among
rheumatoid arthritis patients in Denmark invited to participate in a
pneumococcal vaccine trial (Immunovax_RA). Scand J Rheumatol
2017:1-8.

 27.    Smolen JS, Landewé R, Breedveld FC, Buch M, Burmester G,
Dougados M, et al. EULAR recommendations for the management
of rheumatoid arthritis with synthetic and biological 
disease-modifying antirheumatic drugs: 2013 update. Ann Rheum
Dis 2014;73:492-509.

 28.    Lal G, Balmer P, Stanford E, Martin S, Warrington R, Borrow R.
Development and validation of a nonaplex assay for the 
simultaneous quantitation of antibodies to nine Streptococcus
pneumoniae serotypes. J Immunol Methods 2005;296:135-47.

 29.    Harris PA, Taylor R, Thielke R, Payne J, Gonzalez N, Conde JG.
Research electronic data capture (REDCap)—a metadata-driven
methodology and workflow process for providing translational
research informatics support. J Biomed Inform 2009;42:377-81.

 30.    World Health Organization. WHO/Health Canada consultation on
serological criteria for evaluation and licensing of new 
pneumococcal vaccines. [Internet. Accessed August 17, 2017.]
Available from: www.who.int/biologicals/publications/meetings/
areas/vaccines/pneumococcal/Pneumo%20Meeting%20Report%20
FINAL%20IK%2024_Dec_08.pdf?ua=1

 31.    Rehnberg M, Brisslert M, Amu S, Zendjanchi K, Håwi G, Bokarewa
MI. Vaccination response to protein and carbohydrate antigens in
patients with rheumatoid arthritis after rituximab treatment. Arthritis
Res Ther 2010;12:R111.

 32.    Gelinck LB, Teng YK, Rimmelzwaan GF, van den Bemt BJ, Kroon
FP, van Laar JM. Poor serological responses upon influenza 
vaccination in patients with rheumatoid arthritis treated with
rituximab. Ann Rheum Dis 2007;66:1402-3.

 33.    Crnkic Kapetanovic M, Saxne T, Truedsson L, Geborek P.
Persistence of antibody response 1.5 years after vaccination using 
7-valent pneumococcal conjugate vaccine in patients with arthritis
treated with different antirheumatic drugs. Arthritis Res Ther
2013;15:R1.

 34.    Jackson LA, Neuzil KM, Nahm MH, Whitney CG, Yu O, Nelson
JC, et al. Immunogenicity of varying dosages of 7-valent 
pneumococcal polysaccharide-protein conjugate vaccine in seniors
previously vaccinated with 23-valent pneumococcal polysaccharide
vaccine. Vaccine 2007;25:4029-37.

 35.    Sigurdardottir ST, Center KJ, Davidsdottir K, Arason VA,
Hjalmarsson B, Elisdottir R, et al. Decreased immune response to
pneumococcal conjugate vaccine after 23-valent pneumococcal
polysaccharide vaccine in children. Vaccine 2014;32:417-24.

 36.    Iro MA, Khatami A, Marshall AS, Pace D, Voysey M, McKenna J,
et al. Immunological effect of administration of sequential doses of
Haemophilus influenzae type b and pneumococcal conjugate
vaccines in the same versus alternating limbs in the routine infant
immunisation schedule: an open-label randomised controlled trial.
Lancet Infect Dis 2015;15:172-80.

 37.    Food and Drug Administration. Vaccines and Related Biological
Products Advisory Committee (VRBPAC) adult indication briefing
document: Prevnar 13. [Internet. Accessed July 20, 2016.] Available
from: https://wayback.archive-
it.org/7993/20161024004431/http://www.fda.gov/downloads/Advis
oryCommittees/CommitteesMeetingMaterials/BloodVaccinesandOt
herBiologics/VaccinesandRelatedBiologicalProductsAdvisoryCom
mittee/UCM279681.pdf

Personal non-commercial use only. The Journal of Rheumatology Copyright © 2017. All rights reserved.

 www.jrheum.orgDownloaded on April 9, 2024 from 

http://www.jrheum.org/

