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Abstract

Psoriasis is a common rheumatological disease worldwide. It has many articular and extra-articular complications
associated with comorbidities and mortality. It's often confused with other joint diseases such as rheumatoid arthritis.
Also, various patterns of Psoriasis involving skin and joints make it a clinical puzzle that can mimic many diseases and
pose a great difficulty for the diagnosis. Cutaneous and rheumatological complications contribute the most to morbidity
and mortality and pose great difficulty managing Psoriasis. Though the advancement in the treatment of psoriasis arthritis
has improved many articular complications, it has also increased the risk of many complications such as infections and
drug-related toxicities. Recently there has been development in treating psoriatic arthritis and other seronegative
arthritides, which are very different from those used for rheumatoid arthritis.

It's important to understand these differences for managing patients with psoriatic arthritis, which almost every doctor
sees. This review article aims to provide insight into the pathogenesis of Psoriasis, its various manifestations, and its
management in light of recent evidence.
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Introduction
Psoriasis

Psoriasis is a multisystem autoimmune disease affecting
mainly the skin, nails, and joints. It's one of the five
(SpA) spondylarthritides: Ankylosing Spondylitis (AS),
Reactive Arthritis (ReA), Inflammatory Bowel Disease
(IBD) related arthritis, and undifferentiated Spondylar-
thritis (USpA). Because of its wide variety of presen-
tations can be a differential diagnosis of many skins and
rheumatological diseases. It's often confused with other
joint diseases such as rheumatoid arthritis, osteoarthritis,
or seronegative arthritides. However, it shares some
pharmacological treatments with other inflammatory
arthritides like Rheumatoid Arthritis and SpA. Still,
some treatment modalities are specific for Psoriasis,
especially for skin involvement. Psoriasis has arcticular
and extra-articular complications associated with comor-
bidities and mortality. Skin involvement has cosmetic
and medical complications. Psoriasis has a strong asso-
ciation with metabolic syndrome.' Risk factors postu-
lated for Psoriasis are family history, metabolic syndrome,
drugs, smoking, alcohol, and may be infections.

Pathogenesis of Psoriasis
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The flowsheet below shows a schematic process of the
pathogenesis of Psoriasis. It involves enthesis more
than synovium, which is one of the main differences
between Psoriasis and rheumatoid arthritis. Distal
Interphalangeal Involvement (DIP) involvement in
Psoriasis is a classic example, as the joint has many
enthesial tissues."” Fig.1.
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Fig.1: Pathogenesis of Psoriasis.

Abbreviations used: HLA (Human Leucocyte Antigen),
IL (Interleukins), MHC (Major Histocompatibility
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Complex), Th (T-helper cell), TNF (Tumour Necrosis
Factor).

IL-23/IL-12 Cytokines Pathway for Spondylarth-
ritides

Role of T-helper (Th) Th-1 & Th-17 T-Lymphocytes:
T-helper-1 (Th-1) cells produce Tumour Necrosis Factor
Alpha (TNF-a), Interferon (INF) gamma & Interleukin-2
(IL-2), which activate APC (antigen-presenting cells),
Macrophages & T cells. IL-23 & IL-1 promote differen-
tiation of naive T-cells into Th-17 cells. IL-6 & TGF-
beta also promote Th-17. Support for IL-23 is also
required for the functioning of Th-17. These Th-17
produce IL-6, IL-17, IL-21, IL-22, INF-gamma, and
TNF-a. IL-17 is critical in epithelial defense, including
the epithelium's innate immunity.

Interleukin (IL)-23 & IL-12: IL-12 & IL-23 are needed
for Th-1 & IL-17 is needed for Th-17 cells. These cells
are vital for the pathogenesis of Psoriasis & similar
diseases. IL-23 has amajor role as a cytokine in causing
the following diseases: Psoriasis, including Psoriatic
arthritis (PsA), Ankylosing Spondylitis, Crohn's Disease,
& Multiple Sclerosis (M)S. IL-23 stimulates Th-cells
17 & CD-8 cells to produce IL-17, IL-22, & TNF-a.
IL-22 causes epidermal proliferation and also new
bone formation. IL-17 & TNF-a are major mediators
for inflammation & damage through macrophages.
Cytotoxic T-cells, osteoclasts, and synovial cells. IL-
12 & IL-23 share a common part (p40).

IL-22 promotes growth factor production and increases
epithelial proliferation, keratinization, acanthosis, and
new bone formation. [L-23-dependent IL-22 production
is an integral part of the immune defense against gram-
negative bacteria. IL-22 works synergistically with
other mediators like IL-17 & TNF-a & all of these are
important mediators of inflammation and damage. IL-
22R (IL-22 receptor) enhances coordination b/w IL-
17 & 1L-22.

Psoriatic Nail changes

Nail involvement is often many years later after skin
Psoriasis. That may be a reason for less frequent nail
changes in childhood Psoriasis. 5% of cases have only
nail changes without skin involvement. Nail changes
are strongly associated with joint involvement, espe-
cially DIP. This association could be due to biomecha-
nical stress in the region or anatomical proximity.
Fingernails are affected more than toenails due to rapid
growth.3 [Fig3, Fig 5a].

Pathophysiological Basis of Nail Changes

The nail matrix is the tissue that produces nails. The
proximal nail matrix is actively proliferating and proxi-

mal to & under the nail fold. Diseases of the proximal
matrix destroy the whole nail as nail production is
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affected. The distal matrix is in the nail bed (under the
nail plate). A distal matrix and nail bed disease usually

doesn't destroy the whole nail but causes other changes™.

Changes due to proximal matrix***

Nail pits are due to tiny psoriatic patches in the proximal
matrix producing abnormal keratin (parakeratosis).
When they reach out of the nail fold, these parakeratotic
patches drop off, leaving a tiny pit. If they don't drop
off, it looks like Ivory-coloured spots in the proximal
part of the nail plate. These pits are uniform in size and
depth (unlike those caused by Fungus or trauma). They
can be arranged haphazardly or in any pattern. Ten or
more pits in one nail or >50 pits in all the nails are usually
considered diagnostic. Red spots / erythematous lunula
indicate dilated capillaries & active inflammation in
the proximal matrix. Diseases of the proximal matrix
destroy the whole nail as nail production is affected.
Nail plate will be crumbled or even absent.

Nail fold changes

Nail fold, when involved by Psoriasis, can become
swollen and rounded due to the inflammation. Thickened
nail fold obscures the cuticle.

Distal Matrix/Nail-Bed changes™**

Salmon spots or oil drop spots are due to psoriatic patches
under the nail plate in a distal matrix. This parakeratosis
is pressed between the nail bed and nail plate and has
serum. Hence, it gives the appearance of white paper
(leuconychia) with an oil drop. The proximal margin
may be red due to active inflammation of the psoriatic
patch. This redness help differentiates it from other
causes of leuconychia, oil spot approaches, or onycho-
lysis. However, if the parakeratosis is too thick & dry,
it doesn't have an oil spot appearance. Thick parakera-
tosis will cause a dystrophic thickened nail, which may
be painful. When this parakeratosis reaches hypony-
chium, it drops off, leading to a broken nail (onycholysis).
Leuconychia is a loss of the normal reddish look of the
nail plate. This normal slight redness is due to underlying
capillaries in the nail bed. Parakeratosis b/w nail bed
and nail plate causes loss of the red glow & makes it
look opaque (leuconychia).

Splinter hemorrhages are bleeding spots under the nail
plate. The bleeding happens due to trauma to the dilated
capillaries (Auspitz's sign). Yellow subungual spots
are Munro's abscess under the nail plate. These are seen
in pustular Psoriasis. Acrodermatitis Suppurativa
Continua is seen in pustular psoriasis. It usually involves
one digit but can affect multiple or all fingers & toes.
The skin of the distal phalanx becomes red with pustules,
and these pustules then migrate into the proximal nail
matrix destroying the whole nail apparatus. It may just
leave a smooth reddish tip of the finger.
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Psoriatic pachydermoperiostosis

It usually affects the big toe, making it swollen and
often painful. It resembles clubbing.

D/D & diagnosis of nail psoriasis: It is a clinical diag-
nosis. However, if it's not obvious or typical, it will
need a biopsy to confirm it. Differentials include Nail
diseases due to Fungus, trauma, vascular insufficiency,
neuropathy, drugs, and age-related nail changes. Skin
disorders like Eczema, lichen plants, alopecia areata,
and others can also be confused. Reactive arthritis can
also have nail changes resembling pustular Psoriasis.***’

Treatment of psoriatic nails: Topical treatment by a
dermatologist. Systemic options s generally used for
systemic diseases. Chemical synthetic Disease Modi-
fying Rheumatoid Drugs (csDMARD), such as metho-
trexate (MTX), work well for Psoriasis. Leflunomide
(Lef) & sulfasalazine (SLZ) are not very effective for
skin psoriasis. Hydroxychloroquine (HCQ) can make
skin psoriasis worse. Apremilast (PDE-4 inhibitor) and
biological Disease Modifying Anti Rheumatoid Drugs
(bDMARD) such as anti-tumor necrosis factor-alpha
inhibitors (anti-TNF-a), 1L-23/12 blockers. 1L-17
inhibitors are effective.”’

Skin & Psoriasis

Common sites include groins, extensor surfaces, hair-
line on scalp, ears, natal cleft, etc. Skin lesions may be
absent in 15%. In comparison, 30% of those with skin
psoriasis have arthritis too. 10% of Reactive arthritis
(ReA), Ankylosing Spondylitis (AS), and inflammatory
bowel disease (IBD) related arthritis cases can have
co-existing skin changes of Psoriasis. ReA may have
similar skin changes. Pregnancy and steroid use can
increase arthritis risk in patients with skin psoriasis.”"
[Fig2].

Pathogenesis of Cutaneous Psoriasis

Psoriasis is lymphocytic and variable neutrophilic
inflammation of the dermis and basal part of the epider-
mis. [tis mainly in the area b/w the ridges where vessels
are present. It spares the rete ridges, which are not
damaged; instead, they get hyperplastic & elongated due
to proliferation. The proliferation of the rete ridges
causes hyperkeratosis, thickening of the skin and scales,
etc. Atrophy of'the area b/w the ridges brings the vessels
close to the surface and easy to bleed (Auspitz sign).
Neutrophilic infiltration of the epidermis makes Munro's

. 8,9
micro abscess.

Subtypes of Cutaneous Psoriasis™”'*""*"

Plaque Psoriasis (also called psoriasis vulgaris) is sharply
demarcated red papules or plaques with non-coherent
silvery scales on extensor surfaces such as elbows,
knees, scalp, and back. Removing the scale will cause
slight bleeding (Auspitz sign). Type I starts in teenagers
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and has a genetic predisposition with HLA-Cw 0602.
Adult-onset (type II) starts in 50 plus patients who
doesn't have a genetic predisposition. D/D includes
fungal infections, Cutaneous Lupus Erythematosus,
mycosis fungicides, secondary Syphilis, and Eczema.
Scalp psoriasis from Discoid Lupus Erythematosus
(DLE) & Tinea capitis. Psoriasis Inversa is a subtype
that involves flexural creases: intergluteal cleft, groin,
umbilicus, axilla, & sub-mammary area. This flexural
Psoriasis often has no or slight scaling & lesions are
often macerated/fissured. Psoriasis inverses can confuse
intertrigo, candidiasis, etc.

Guttate psoriasis: guttata means drop like. [t may be a
subtype of plaque Psoriasis as it occurs in young teens
with multiple drops like small (<Icm) papules on the
trunk, face & proximal limbs. These are usually triggered
by strep infections and are self-limited in most cases.

Nail psoriasis: (like scalp and psoriasis Inversa) is
associated with a higher rate of PsA Oil spots (yellow
subungual nail discoloration), nail pits, onycholysis,
onychodystrophy. D/D fungal infections.

Pustular Psoriasis: sterile pustules with or without
systemic inflammatory s/s depending on the extent. A
limited subtype of pustular Psoriasis involves palms
& soles only. In contrast, the generalized form involves
the trunk and limbs with pustules on erythematous skin.
The patient may also have systemic constitutional
symptoms. D/D includes bacterial infections, non-
infective pustulosis, etc. It can co-exist with plaque
psoriasis.

Psoriatic erythroderma: It's generalized erythema
of'the skin. It could be due to plaque psoriasis, or it can
be a separate entity. Scales may be variable depending
on the rapidity of onset. It's a life-threading disease due
to the risk of dehydration, loss of albumin, hypothermia,
and superadded infection. D/D includes drug-induced
erythroderma autoimmune erythroderma.

Fig.2: Plaque Psoriasis: silvery-white scales and
erythematous plaques on the dorsum aspect of elbows.
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Psoriatic Nail

Fig. 3: Psoriatic nails.

Fig. 4: Psoriatic arthritis & OA: Psoriatic nail
changes are present too.
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| £ ‘i; |
.

Fig5; Psoriatic Nail Changes (a) pitting, ridges, and
discoloration., Arthritis mutilans with a classic pencil
in a cup appearance (b)

Psoriatic Arthritis (PsA)

Juxta-articular bone resorption & new bone formation
are characteristic features of PsA. Joint destruction is
seen in 40-60%. Bone density is often preserved. Bone/
joint ankylosis is common, whereas theumatoid arthritis
(RA) does not have new bone formation. Enthesitis is
more prominent than synovitis."*

Patterns of Psoriatic Arthritis: Arthritis can mimic
Rheumatoid Arthritis (RA). However, unlike RA, Pso-
riasis has a ray pattern of polyarthritis. It involves digits
in a differential pattern: all the joints in the same digit
are involved. In contrast, RA involves the same joints
across all the digits. Psoriatic arthritis can mimic osteo-
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arthritis (OA) involving distal interphalangeal joints
(DIP) (like OA, Gout, or ReA). Arthritis Mutilans is
osteolysis with telescoping of digits/toes. Arthritis
Mutilans cause mutilation of articular bones & joint
structures, leading to typical pencil in cup deformity
with shortening of a finger. The base of the distal pha-
lanx is sharpened like a pencil, and it fits into the middle
phalanx (pencil is usually distal phalanx & cup is often
middle phalanx but can be seen in any phalanx). PsA
can also be like Spondylitis, such as Ankylosing or other
Spondyloarthropathies. Other patterns can be monoar-
thritic (like gout or infections) or oligoarticular periphe-
ral arthritis. These patterns may overlap or change with
time."*"* [Fig4, Fig 5b, Fig 6].

Syndesmophytes in Psoriatic Arthritis; These are
asymmetrical & para marginal. Ankylosing Spondylitis
has marginal and symmetrical syndesmophytes. Sacroi-
liitis (SI) & spine joint involvement in PsA is often
asymmetrical & less destructive. Interspinous or ante-
rior ligament calcification can also be seen. Sl involve-
ment is more with a longer duration of disease (50%
in 10 years).""

Dactylitis & Psoriasis: Toes or fingers are involved.
It can be acute with redness or chronic without redness.
It can also be seen in ReA, Scleroderma, and Sickle
cell. Acute gout/cellulitis sometimes can be confused
with dactylics but later involves the whole digit."*'*

Enthesitis & Psoriasis: plantar fasciitis, Achilles
tendon, patellar tendon, iliac crest, epicondyles, and
supraspinatus tendon are common sites for enthesitis.
Tenosynovitis is also common. It can also be in Anky-
losing Spondylitis (AS). Inflammatory clues on MRI
include increased vascularity of the normally avascular
tendon area. Other clues are soft-tissue oedema & bone
marrow oedema of the adjacent bone. Doppler can also
detect some of these changes. "’

Psoriatic Arthritis

Fig. 6: Psoriatic Arthritis. Deformities of the Finger
Joints at Proximal & distal Interphalangeal Joints with
sparing of the MCP joints are obvious. The psoriatic
skinrashis Present
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D/D of Psoriatic Arthritis (PsA)'*"", [Table 1]:

Ankylosing Spondylitis (AS) vs. PsA: SI & spine is
almost always involved and symmetrical in AS. Marginal
syndesmophytes are symmetrical. Dactylitis and skin

aren't involved in AS. Enthesitis is common in both.
HLA-B27is 90% (unlike PsA which is 30-40%).

Reactive arthritis (ReA) vs. PsA: Keratoderma
blenorrhagicum, Balanitis circinate, previous GIT/
genitourinary (GU) infection. HLA-B27 is positive in
70% of cases. Nail disease, DIP involvement, psoriatic
rash, and Dactylitis can occur in ReA but are less

J Pak Soc Intern Med

common. Significant confusion is b/w Psoriasis &
Reiter's, as both involve nails, DIP joints, and the skin
of the palms & soles, but erythematous plaques with
silvery scales are only seen in Psoriasis. In contrast,
balanitis is only seen in ReA. As Psoriasis rarely involves
mucosal surfaces, conjunctivitis is alsonot seen in Psoriasis.
So, the oral cavity, conjunctivae, and nasal mucosa are
never involved in Psoriasis.

Rheumatoid arthritis (RA) vs. PsA: Ray distribution
of arthritis, skin changes, new bone formation along
with erosion, nail changes, Dactylitis, enthesitis, and

Table 1: Seronegative Arthritis: Clinical Difference of the Main Subtypes.

Disease Joints (seronegative) Addltl.nal clues HLA- Overlapping
Psoriatic Arthritis D p involvement Nail changes 25-40%  10% may have
(PsA) Arthritis Mutilans Polvarthritis like R4 Skin rash High Uric colitis

Seronegative Peripheral Polyarthritis acid Uveitis Enthesitis
Spondylitis and SI involvement is often ~ Dactylitis
asymmetrical Syndesmophytes are
asymmetrical and paramarginal
Ankylosing SI and Spondylitis is the main disease. Aortitis 74-90% 10% may have
Spondylitis (AS)  Spondylitis and SI involvement is often ~ Apical lung colitis or
symmetrical fibrosis psoriasis
Syndesmophytes are symmetrical and Uveitis
marginal Enthesitis
Peripheral seronegative can also be
present.
Behcets Disease  Seronegative Arthritis: It is mono or Oral & genital None Acneiform
lesions
(BD) oligoarthritis. It's non-deforming, transient ulcers Erythema
& episodic, and the episode mostly Thrombotic Nodosum Non-
resolves in a few days to weeks. disease genital skin
Spondylitis Vasculitis can mimic ulcers
small, medium, or even Thrombophlebitis
large vessel patterns. Vasculitic rash
Uveitis Pathergy test
Inflammatory Type 1 (Peripheral, oligoarticular. Uveitis less Erythema
Bowel Disease parallel with bowel disease) Enthesitis than nodosum
(IBD) Type II (Peripheral, smalljoints like RA  Dactylitis 30%
but non-erosive, not affected by bowel
disease)
Spondylitis-not parallel with bowel
disease.
Settle arthritis of SI or Hip
Reactive Arthritis Arthritis is transient, fleeting. Genitourinary: 50-70./. 10% have
(ReA). oligoarthritis of large joints of lower limbs Balanitis circinate, psoriasis

more than the upper limbs. 25% of
arthritis can become chronic & fixed.
DIP involvement like PsA.

Previously called
Reiter's syndrome

Spondylitis (more common in HIA- B27

positive cases)

cervicitis. Urethritis
ulcers, orchitis,
eoididvmitis. PID
Dvsenterv
Coniunctivitis, Uveitis
Enthesitis Dactylitis

Abbreviations used in Table 1: DIP (Distal Interphalangeal Joints), PID (Pelvic Inflammatory Disease),

RA (Rheumatoid Arthritis), SI (Sacroiliac joint),
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uveitis in PsA help differentiate. Bone formation is
firmly against RA. Synovial involvement is often
secondary to extra synovial involvement in PsA, and
MRI may detect this. Extracapsular Inflammation on
Gadolinium MRI (oedema at enthesis) favors PsA
overRA.

Additional Manifestations of Psoriasis

Uveitis & Psoriasis: Types: Anterior, Intermediate &
Posterior. Further qualified as Acute (duration < 3 months),
recurrent (repeated episodes separated by a period of
3 months or more without treatment), or chronic (dura-
tion > 3months relapses within three months of stopping
treatment). See the table below for specific etiologies.

Acute Anterior variety causes pain & photophobia,
decreased vision (due to corneal and macular edema),
a prominent feature with a red eye, iris adhesions to the
lens, and peripheral cornea. Keratin Precipitates are
seen on slit-lamp examination of the eye. Chronic ante-
rior uveitis presents with milder symptoms. Intermediate
uveitis is painless and presents with floaters. Posterior
uveitis is again painless and presents with varying
degrees of visual loss. Posteriors can present with visual
loss, chorioretinal vasculitis changes, etc. Posterior
Uvea should also be assessed by ultrasound (USS),

which shows choroidal thickening."

Inflammatory Bowel Disease (IBD): can also co-
existin 5-10% of cases of PsA, and subclinical colitis
may be present in some 30-40%"*

Hyperuricemia is due to rapid skin cell turnover & is a
feature of extensive skin psoriasis, so secondary gout
may also be there."”

Diagnostic Criteria (CASPAR Criteria) & Activity
Assessment

Inflammatory arthritis (any pattern) PLUS three or more
of the following is needed for diagnosing psoriatic
arthritis. Current Psoriasis scores 2 points, whereas
other points score 1. Past or family history will not score

any point if the patient has current Psoriasis.”* [Table
2&3].

Table 2: CASPAR Ceriteria for Psoriatic Arthritis
Inflammatory arthritis + three points from the following
scoring system is needed to establish the diagnosis.

Criteria Score

Current psoriasis In the patient 2
History of psoriasis (only if there is no current 1
psoriasis)

Family history of psoriasis (only if there is no 1
current psoriasis)

Psoriatic Nial Changes 1
Dactylitis 1
Juxta-articular new bone formation on X-rays 1
Negative RA factor 1
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Treatment of Psoriatic Arthritis™™

If there is no poor prognostic factor and the disease is
Table 3: GRAPA measures of minimal disease
activity of Psoriasis.

Scoring 5 out of 7 points indicates minimal disease
activity:

Tender joints 1 or less

Swollen Joints 1 or less

Psoriatic activity & Severity Index OR 1 or lesser less
body surface area 3% or lesser

Patient pain visual analogue score 15 or lesser

Patient global disease activity visual 20 or lesser
analogue score

Health assessment questionnaire
Tender Enthesial points

0.5 or lesser
1 or lesser.

mild/oligoarticular, NSAIDs can help. Intra-articular
steroid injections (and sometimes systemic steroids)
are used for symptom control. Systemic steroids increase
the risk of arthritis (like pregnancy does too). Steroids
also increase cutaneous relapse once stopped. Hence
systemic steroids are not commonly used”**. If any
adverse prognostic factors are there, start synthetic
chemical disease-modifying anti rheumatoid drugs
csDMARD. These poor prognostic factors include >5
joints inflamed, moderate to severe disease, joint damage,
functional impairment, or a history of steroid use. Metho-
trexate (MTX) (10-25 mg/week) works both for skin
njoints. Leflunomide (Lef) 10-20 mg/day works only
for joints, not skin. Sulfasalazine (SLZ) can be used
for joints (2-3gm/day), isn't used for skin, and hydroxy-
chloroquine (HCQ) can worsen skin lesions. Cyclo-
sporine works well for joint & skin Psoriasis. But none
of these prevent bone changes from causing joint damage.
These also don't work for Spondylitis, enthesitis, or
dactylitis. ™™

Axial disease, enthesitis, Dactylitis, or failure of
csDMARD needs biological drugs such as TNFi. Anti-
TNF drugs (especially Adalimumab & infliximab) are
effective for joint disease, skin involvement, Dactylitis,
or enthesitis. Abatacept works well for joints but not
for skin. Abatacept, Tocilizumab, Tofacitinib, and
rituximab (RTX) are other drugs that work when
TNFi is ineffective or can't be used. ™™

The following drugs work for Psoriasis but not for

RA;

*  Apremilast, a phosphodiesterase-4 inhibitor (PDE-
4 inhibitors) 20 mg BD or 40 mg OD, works well
for skin and joints. Apremilast increases cAMP,
which inhibits cytokines™ .

*  IL-17 blockers (Secukinumab, Ixekizumab) and
1L23/12 blocker (Ustekinumab) works well for
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skin and joints. These are alternatives for those
who don't respond to TNFi etc. These drugs work
better for Psoriasis as [L17 & [L12/23 have a
significant role in Psoriasis (not for Rheumatoid
Arthritis). TNF is common for both rheumatoid
arthritis (RA) & Psoriasis. Dose of Ustekinumab
is 45 (weight less than 100kg)- 90 mg (if weight
more than 100 kg), subcutaneous (s/c) at 0 & 4
weeks, and then every three months. "

Enthesitis or Dactylitis is treated with NSAIDs, Steroid
injections, &/or biological (such as TNF1). Steroid injec-
tions for enthesitis can risk tendon rupture.”** Psoriatic
Spondylitis is treated with NSAIDs & biological drugs
such TNFi. csDMARD doesn't work for axial disease™ ™.
Leflunomide & SLZ don't work for the skin. HCQ can
make skin psoriasis worse. Abatacept doesn't work
well for the skin. But Apremilast, [L12/23 inhibitors,
& IL-17 blockers drugs work well for the skin. Topical
treatment such as steroids, psoralen ultraviolet A (PUVA)
/ultraviolet B (UVB), MTX, Cyclosporine, & biological
(such as TNF1i) is also used. A dermatologist manages
skin psoriasis, and treatment choice depends on the
extent, severity, and response to therapy.”"***

Ustekinumab

Ustekinumab is a humanized monoclonal IgG1 antibody
that targets the p40 part of IL-12 & IL-23. Hence,
Ustekinumab blocks both and controls the inflammation,
tissue damage, and new bone formation. Ustekinumab
is approved for Psoriasis & PsA. It's especially useful
when TNFi is not working. Also, it's a rapid-acting
drug, more convenient to administer, and relatively
safer than TNFi.”* The dose of Ustekinumab is 45
mg if bodyweight <100 kg or 90 mg if bodyweight is
100 kg or above. It's injectable given subcutaneously.
A second dose follows the first dose at four weeks.
Then third dose and the subsequent doses are given
every 2-3 months. The dose can be increased to 90 mg
and two months if the disease is resistant to a lesser
dose. The convenience of subcutaneous injection and
every three-monthly dose makes it more tolerable and
acceptable.

Intracellular infections are the main risk as IL-12 & IL-
23 are an important part of cell-mediated immunity.
However, like other bDMARDs, screening, and preven-
tion for tuberculosis (TB), hepatitis B virus (HBV), etc.,
is also recommended for Ustekinumab. There is no
proven risk of heart failure, lymphoma, TB reactivation,
autoimmune disease, or demyelination. This makes it
safer than TNFi, which can cause all these side effects.
Cancer risk is not well documented, but skin cancer
reports. But long-term follow-up may clarify it further.

Conclusion
Psoriasis has variable clinical manifestations with signi-
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ficant cosmetic effects, morbidity issues, and mortality.
It can be confused with many skins and rheumatological
diseases. It has differentiating clues to make a confident
diagnosis. A detailed assessment is necessary to estab-
lish the diagnosis and extent of Psoriasis. Many effective
treatment modalities are available to treat it. It's important
to note that some drugs help joint disease but are ineffec-
tive for skin involvement. Some of the treatment options,
such as MTX & anti-TNF, are similar to that used for
rheumatoid arthritis. Still, additional options such as
1L23/12 blocking biological agents and PDE-4 inhibitor
drugs are also available and effective.
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