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Overview

Psoriasis is a chronic inflammatory disease that is
associated with a reduction in quality of life (QoL)
and professional work productivity.”® Clinical data
presented at the 26th European Academy of
Dermatology and Venereology (EADV) congress
regarding certolizumab pegol (CZP), an Fc-free
pegylated anti-tumour necrosis factor (TNF)
antibody, demonstrated a clinically meaningful and
sustained psoriasis treatment effect associated
with  maintained improvements in QoL and
work productivity.*”

Patient-Specific Data

Young women affected by psoriasis require safe
and effective disease treatments. Control of disease
before, during, and after pregnancy may contribute
to the prevention of adverse pregnancy outcomes
and reduce the risk of post-partum flares. Women
who experience worsening of psoriasis during
or after pregnancy may require personalised
treatment® Anti-TNF treatments are effective
therapies that are often stopped during pregnancy
and breastfeeding due to limited evidence in
this population.

Because of its molecular structure, CZP is not
thought to be actively transported across the
placenta.’ The CRIB study used a highly sensitive
CZP-specific assay to analyse the level of placental
CZP transfer in 14 mother-infant pairs treated with
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commercial CZP on either CZP 200 mg every 2
weeks (Q2W) or CZP 400 mg every 4 weeks (Q4W),
for a locally approved indication (rheumatoid
arthritis, axial spondyloarthritis/ankylosing
spondylitis, psoriatic arthritis, and Crohn’s disease).
Mother, baby, and cord blood samples were
collected at birth; the baby’s blood was further
sampled (4 and 8 weeks post-partum). Infant CZP
levels were either minimal or below the limit of
detection in all blood samples at all time points.
At birth, 13 of 14 infants had no quantifiable CZP
levels (lower limit of quantification: <0.032 ug/mL)
and Tinfant had a minimal CZP level of 0.042 ug/mL
(infant/mother plasma ratio: 0.0009) (Figure 1).
No infants had quantifiable CZP levels at Weeks 4
and 8 post-partum. The generated evidence
indicated no-to-minimal in utero fetal CZP
exposure, supporting continuation of CZP during
the third trimester of pregnancy if required.

Post-partum flares commonly occur in women with
rheumatic diseases and in >50% of patients with
psoriasis, causing a treatment dilemma.®™? The
CRADLE study used the same CZP-specific assay
to analyse the CZP concentration in 137 breast milk
samples from 17 breastfeeding mothers requiring
post-partum CZP treatment (CZP 200 mg Q2W
or CZP 400 mg Q4W).® Approximately half the
samples, 77 of 137 (56%), had no measurable CZP,
52 (38%) had minute but measurable CZP levels
(<0.064 ug/mL), and 8 (6%) had low CZP levels
(<0.096 pg/mL). The highest measured CZP
concentration in breast milk (0.0758 ug/mL) was
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<1% of the expected plasma trough concentration
of a therapeutic dose and the median CZP relative
infant dose (0.15%) was considered within the safe
range for breastfeeding (<10%).** In both studies,
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the adverse effects
the established
and those in infants were consistent with those in
unexposed infants of a similar age.
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Figure 1: Certolizumab pegol concentrations for both mothers and infants during the CRIB trial.
X: maternal concentrations (collected within 24 hours pre or post-delivery).

X: infant concentrations (collected within 24 hours post-delivery).
a2 of 16 infants were excluded from the per protocol analysis set, 1 due to missing data at birth and 1
due to implausible pharmacokinetic data at birth (i.e. data not consistent with a paediatric CZP
pharmacokinetic model based on the expected range of clearance, volume of distribution, and subsequent
elimination half-life); ® +24 hours; ¢ +7 days (two samples not collected); ¢ +7 days.

BLQ: below the limit of quantification (<0.032 ug/mL); CZP: certolizumab pegol; LLOQ: lower limit

of quantification.

REFERENCES

1. Armstrong AW et al. Quality of life and
work productivity impairment among
psoriasis patients: Findings from the
National Psoriasis Foundation survey data
2003-20T11. PLoS One. 2012;7(12):€52935.

2. Gelfand JM et al. Determinants of
quality of life in patients with psoriasis:
A study from the US population. J Am
Acad Dermatol. 2004;51(5):704-8.

3. Revicki DA et al. Relationship between
clinical response to therapy and health-
related quality of life outcomes in
patients with moderate to severe plaque
psoriasis.  Dermatology. 2008;216(3):
260-70.

4. Reich K et al. Maintenance of response
with  certolizumab  pegol for the
treatment of chronic plague psoriasis:
48-week results from two ongoing
Phase 3, multicenter, randomized,
placebo-controlled studies (CIMPASI-1 and
CIMPASI-2). EADV P1973. EADV Congress,
13-17 September, 2017w.

5. Tha¢i D et al. Certolizumab pegol
for the treatment of chronic plaque
psoriasis: DLQlI and WPAI patient-
reported outcomes from two ongoing
Phase 3, multicenter, randomized,

placebo controlled studies (CIMPASI-1
and CIMPASI-2). EADV P1971. EADV
Congress, 13-17 September, 2017.

6. Augustin M et al. Maintenance of
response with certolizumab pegol for
the treatment of chronic plague psoriasis:
Results of a 32-week re-randomized
maintenance period from an ongoing

Phase 3, multicenter, randomized,
active- and placebo-controlled study
(CIMPACT). EADV P1969. EADV

Congress, 13-17 September, 2017.

7. Augustin M et al. Certolizumab pegol
for the treatment of chronic plague
ssoriasis: DLQI and WPAI patient-reported
outcomes from an ongoing Phase 3,
multicenter, randomized, active- and
placebo-Controlled  Study (CIMPACT).
EADV P1967. EADV Congress, 13-17
September, 2017.

8. Murase JE et al. Hormonal effect on
psoriasis in pregnancy and post partum.
Arch Dermatol. 2005;141(5):601-6.

9. Forger F et al. Certolizumab treatment
during late pregnancy in patients with
rheumatic diseases: Low drug levels in
cord blood but possible risk for maternal
infections. A case series of 13 patients.

DERMATOLOGY ¢ November 2017 ¢ Creative Commons Attribution-Non Commercial 4.0

Joint Bone Spine. 2016;83(3):341-3.
10. Mariette X et al. Lack of placental

transfer of certolizumab pegol
during pregnancy: Results from
CRIB, a prospective, postmarketing,

pharmacokinetic study. Ann Rheum Dis.
2017. [Epub ahead of print].

1. de Man YA et al. Disease activity of
rheumatoid arthritis during pregnancy:
Results from a nationwide prospective
study. Arthritis Rheum. 2008;59(9):1241-8.

12. Ruiz V et al. Psoriasis in pregnancy:
A review (I). Actas Dermosifiliogr. 2014;
105(8):734-43.

13. Clowse MEB et al. Minimal to no
transfer of certolizumab pegol into
breast milk: Results from CRADLE, a
prospective, postmarketing, multicentre,
pharmacokinetic study. Ann Rheum Dis.
2017;76(11):1890-6.

14. Clowse MEB et al
transfer of certolizumab
into breast milk: Results from a
prospective, postmarketing, multicenter
pharmacokinetic study [abstract]. Arthritis
Rheumatol. 2016;68(suppl 10).

Evaluating
pegol

EUROPEAN MEDICAL JOURNAL

65



