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Association between HLA-Cw6 and response to treatment with
biologics in patients with psoriasis: A systematic review and

meta-analysis

Dear Editor,

A proportion of patients treated with biologics for psoriasis
do not respond to therapy."* Reason for lack of response in-
cludes among other clinical® and genetic factors* of which
HLA-Cw6 is the most thoroughly investigated.” Several
studies have shown an association between HLA-Cw6 and
response to ustekinumab, but the magnitude of this associa-
tion is unknown and smaller studies have shown conflicting
results for interleukin-17 inhibitors and TNF-a inhibitors.
Therefore, we conducted a systematic review and meta-
analysis with the aim of determining the effect of HLA-Cw6
on the effectiveness of treatment with biologics of psoriasis.

Search terms were the individual biologic and HLA-Cwé.
Data synthesis was conducted using StatsDirect. Proportion
meta-analysis was performed to obtain pooled prevalence.
Heterogeneity was assessed with Cochran's Q-test, using
a significance level of 0.05, and I” statistic. Estimates were
conducted using random effects model (Der Simonian and
Laird). Publication bias was assessed with funnel plots and
the Egger test.

Three thousand two hundred seventy records were
screened, 57 were full-text screened for eligibility, and 36
were excluded. Twenty-one studies with 4295 patients were
included. No publication bias was found.

Twelve studies assessed theassociation between HLA-Cw6
and IL-12/23 inhibitors (Table 1). The proportion of pa-
tients responding after 3 months, 6 months and 12 months
was higher among the patients who were HLA-Cw6 posi-
tive compared with negative patients for all outcomes. The
odds ratio of patients responding was significantly higher
for HLA-Cw6-positive patients compared with negative pa-
tients for all outcomes (Figure 1).

Seven studies assessed the association between HLA-Cw6
and TNF-a inhibitors (Table 1). Similar proportion of HLA-
Cwé6-positive and HLA-Cw6-negative patients responding
after 3, 6 and 12 months, when assessing response as PASI50
or PASI75, was observed. After 6 and 12 months, the propor-
tion of patients responding was higher for patients who were
HLA-Cw6-negative compared with HLA-Cw6-positive pa-
tients when assessing response as PASI90. After 12 months,
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HLA-Cw6-negative patients had significantly higher odds
of response compared with positive patients when assessing
response as PASI9O0 (Figure 1).

Four studies assessed the association between HLA-Cw6
and IL-17 inhibitors (Table 1). No association between
HLA-Cw6 status and response to IL-17 inhibitors was ob-
served (Figure 1).

One study assessed the association between HLA-Cw6
and response to IL-23p19 inhibitors. A higher proportion of
patients who were HLA-Cw6 positive achieved PASI90 after
6 months compared with negative patients (Table 1).

We observed HLA-Cw6 to be associated with response
to IL-12/23 inhibitors for all outcomes and time points,
indicating HLA-Cw6 to be a biomarker of response. This
association was observed in 10 out 12 of the studies, under-
lining the importance of HLA-Cw6 in regard to response
to IL-12/23 inhibitors. HLA-Cw6 did not appear to be as-
sociated with response to IL-17 inhibitors. It is important
that few studies have been conducted on IL-17 inhibitors
and while we found no association, two of four studies on
IL-17 inhibitors showed an association between HLA-Cw6
status and response. The results for TNF-a inhibitors were
not unambiguous. A significant association between non-
response to TNF-a inhibitors and HLA-Cw6 was observed
after 12months and assessing response as PASI90. At other
timepoints and using other response criteria, no association
among HLA-Cw6-positive patients was observed.

The study is subject to limitations. Differences in the time
of assessment of treatment response across studies resulted
in some studies not being included in some of the meta-
analyses. Furthermore, criteria for selection of drug might
differ across nations and populations.

This study highlights the association between HLA-Cw6
status and response to IL-12/23 inhibitors. Response to IL-
17 inhibitors appears to be independent of HLA-Cw6 sta-
tus. HLA-Cw6 might be a potential biomarker to identify
patients for whom IL-12/23 inhibitors and TNF-a inhibitors
might be beneficial although further studies comparing re-
sponse and HLA-Cw6 status across treatments need to be
conducted.
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IL-12/23 inhibitors

TNF-a inhibitors

IL-17 inhibitors

3 months-] 3 months 3 months
PASI50+ _——— PASI50 e PASI50 —
PASITS+ e PASI75- e PASI75 —_———
PASI90 L PASI90-] — PASI90 ——

PASI100-] e PASI100- PASI100-

6 months-] 6 months 6 months
PASI50 e PASI50-] B PASI50-]
PASI75+ e PASI75- ey PASI75
PASI80 e PASI90-] —— PASI90-

PASI100+) e PASI100 PASI100

12 months 12 months 12 months

PASI50- PASI50-] PASI50
PASI75+ e PASI75 e PASI75
PASIS0 L PASI90-] e PASI90-

PASI1004 L PASI100 PASI100

os 1 2 4 s 16 025 05 1 2 4 025 05 1 2 H s 16
Odds ratio 0Odds ratio 0dds ratio

FIGURE 1 Odds ratio for Psoriasis Area Severity Index (PASI)50, PASI75, PASI90 and PASI100 at 3 months, 6 months and 12 months for interleukin
(IL)-12/23 inhibitors, tumour necrosis factor (TNF)-a inhibitors and IL-17 inhibitors with 95% confidence interval.
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