IOSR Journal of Dental and Medical Sciences (IOSR-JDMS)
e-1SSN: 2279-0853, p-ISSN: 2279-0861.Volume 19, Issue 4 Ser.9 (April. 2020), PP 01-03
www.iosrjournals.org

Exploring Nikolsky’s Sign

Dr Nikkhiel Diwaan:, Dr Rashmi Sapkal?, Dr KamanaKureel®, Dr Sabah Pathant,
Dr AadiaMujawar®, Dr Shraddha Supnekare, Dr Husna Patel”

1Department of Oral Medicine and Radiology, M. A. Rangoonwala Dental College and Research Centre, Pune
411001
2Reader, Department of Oral Medicine and Radiology, M. A. Rangoonwala Dental College and Research
Centre, Pune 411001
3Post graduate student, Department of Periodontology, Late Shri YashwantraoChavan Memorial Dental
College and Research Centre, Ahmednagar 414003
4Ex undergraduate student, M. A. Rangoonwala Dental College and Research Centre, Pune - 411001
5Ex undergraduate student, M. A. Rangoonwala Dental College and Research Centre, Pune - 411001
6Senior lecturer, Department of Oral Medicine and Radiology, M. A. Rangoonwala Dental College and
Research Centre, Pune- 411001
7 Senior lecturer, Department of Oral Medicine and Radiology, M. A. Rangoonwala Dental College and
Research Centre, Pune - 411001
Corresponding Author: Dr Nikkhiel Diwaan

Date of Submission: 10-04-2020 Date of Acceptance: 24-04-2020

. Introduction
The Russian dermatologist Pyotr Vasiliyevich Nikolskiy (1847-1897), was the first to explain Nikolsky
sign when he was working on a thesis on pemphigus in 1895. He referred this sign to as a weak bond between
epidermal layers on normal areas between the lesions appearing on a normal skin surface®. Practically, on
application of a tangential pressure in the normal area adjacent to the lesion, a new blister forms due to the
peeling of the epidermis®. The sign is spelt as Nikolsky and not Nikolskiy after its demonstrator.

Nikolskiy described 3 ways of eliciting the sign **®

1) The tag remaining around the blister can be stretched for a longer distance even on normal mucosa.

2) Lateral pressure exerted by a finger on a normal mucosal surface near an existing lesion can form a new
lesion.

3) Anew lesion can be elicited by stretching the epidermis on a normal healthy appearing mucosa

Several conditions like toxic epidermal necrolysis, Steven — Johnson syndrome, oral lichen planus,
staphylococcal scalded syndrome (SSS), Bullous mucous membrane pemphigoid, other variations of
pemphigus, second or third degree burns, bullous impetigo and epidermolysis bullosa ®are known to demonstrate
Nikolsky sign.In the oral cavity the bullae or blisters rupture easily due to frictional activity. Hence Nikolsky
sign can be elicited by pressure on the mucosa by finger or blunt instrumentor by air pressure .

Sign of Nikolskiy & related signs

Clinical Nikolsky’s sign:

Nikolsky’s sign (Clinical Nikolsky’s sign) is observed when a new blister forms on application of tangential
pressure on or adjacent to the lesion thus separating the upper epidermal layer from the lower® 8. This results
due to the acantholysis occurring below the normal appearing mucosa and the lesional mucosa as well*. Lyell, in
1956, confirmed the findings of Nikolskiy °during an endoscopic procedure.

Bulla spread sign:

Appearance of an irregular bulla from an intact bulla margin resulting from unidirectional pressure is referred to
as Lutz sign or Bulla spread sign '°. This is seen in Pemphigus vulgaris and in other subepidermal blistering
conditions.

Asboe Hansen sign:
This is a variant of the bulla spread sign **and wasexplained by Danish physician. Gustav Asboe- Hansen. A
small and tense bulla appears on pressure to a blister which may be seen in acute stage of bullous lichen planus
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along with Nikolsky sign.® *2. This test is negative in Hailey Hailey disease and SSS as the blister is very fragile
and ruptures very easily™.

Sheklakov sign/False Nikolskiy sign:

In sub-epidermal blistering disorders, when the roof of the ruptured blister is sheared, the erosion extends on the
adjacent normal skin. These are referred to as False Nikolsky’s sign or Sheklakov’s sign®. These erosions are
smaller in size and have a rapid healing capacity.

Microscopic Nikolsky’s sign:

The subclinical variant of Nikolsky sign is microscopic Nikolsky sign where only microscopic changes are
observed with minimal evident changes as only the intercellular adhesions are weakened on eliciting clinical
Nikolsky’s sign®. This can prove of help in cases where immunofluorescence test is not accessible as concluded
by Hameed and Khan. In a study by Barzegari M. et. al.? it was postulated that microscopic Nikolsky sign is a
representative of generalized disease state.

Marginal and Direct Nikolsky’s sign:

When the normal skin surrounding an established lesion is rubbed, the erosion extends, which can be referred to
as “Marginal Nikolsky’s sign”®. Similarly, if a lesion is elicited distant to the original lesion it can be quoted as
“Direct Nikolsky’s sign”. The latter representative of a severe form of pemphigus and is the first to disappear on
initiation of treatment.

Wet and Dry Nikolsky’s sign:

A Nikolsky sign is referred to as wet when a moist or glistening base is seen in the new lesion and it is referred
to as dry when the eroded base of the new lesion is dry®.In inactive Pemphigus vulgaris, when there is re-
epithelialisation below the blister, the appearance is dry?.

Modified Nikolsky’s sign:

On pressure application the blister extends on the peripheries and is referred to as the “modified Nikolsky’s”
sign. This new blister doesn’t show epithelial regeneration™.

Variations in Nikolsky sign:

Ghoneim S. et. al. reported Nikolsky sign in a patient with skin Bullous Pemphigoid, which is a rarity in bullous
dermatosis™. The sign was noticed during an endoscopic investigation where shearing pressure lead to the
formation of a new bullae.The sign may also be elicitable in the rare ichthyosis bullosa of Siemens, where it is
termed the “Mauserung phenomenon' *.

Nikolsky phenomenon:

Sir Wilhelm Lutz, described Nikolsky | phenomenon, as appearance of new lesion after a while due to the
movement of superficial layers of the epithelium on the area adjacent to the lesion whereas Nikolsky II
phenomenon was referred to as new lesion appearing on normal skin'’. The superficial epidermis is detached
from the dermis in Nikolsky phenomenon®®. A positive Nikolsky phenomenon is indicative of lower disease
activity in pemphigus vulgaris™.

Pseudo-Nikolskiy sign/Epidermal peeling sign:

The appearance of a new lesion on the erythematous adjacent surface of the lesion, observed due to necrosed
adjacent epidermis is termed as Pseudo Nikolsky sign % %

Pathophysiology

The intercellular cohesions between epidermal cells is loosened or lost leading to loss of attachment
between each other. This feature can be noticed in acantholysis and is termed as Nikolsky sign. This can be
observed in the affected region as well as intact mucosal surfaces presenting as erosions or ulcers on the
surfaces. Nikolsky sign is characteristically seen in intra-epidermal lesions, so can be one of the diagnostic
criteria to differentiate between intra epidermal and sub- epidermal lesions .

Nikolsky's sign is usually positive in diseases with intraepidermal acantholysis and typically negative in diseases
with dermo-epidermal separation, thus helping to distinguish pemphigus from bullous pemphigoid °

Histopathology in conditions where Nikolsky sign is positive

The epidermis may be lost entirely or may show necrosis due to separation in toxic epidermal
necrolysis?(TEN). In pemphigusvulgaris, suprabasilar epidermal acantholysis® may be observed with intact
keratinocytes at the floor of the lesion giving a ‘tomb stone appearance’?. Staphylococcalscaldedsyndrome
shows intraepidermal splits suggestive of subcorneal acantholysis, characteristically in stratum granulosum?®*,
Fewer acantholytic cells and inflammatory cells are seen. The lesions develop on the entire body, with the
peeling of epithelium on slight touch.The melanin pigmented spinous layer remaining after the peeling of the
granular layer may be attributed to the pigmentation seen in Nikolsky sign. This helps to differentiate between
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SSS and TEN®. Inflammatory cells aggregate in the dermis with subcorneal acantholytic cells® in the epidermis
with degenerating keratinocytes is noted in the bullous form of Impetigo®. In Epidermolysis Bullosa®,
vesicles are seen intraepidermally and the variations in skin separation may be helpful to distinguish between

various forms of the condition.The subcorneal layer of epidermis may show acantholysis® %in Pemphigus

Foliaceus with moderate number of acantholytic cells. The roof may show layers of Malphigian
cells.Paraneoplastic pemphigusshows epidermal acantholysis with vacuolar changes in the basal layer of the
epidermis?’. Benign mucous membrane pemphigoidshows subepidermal blistering with neutrophil and
eosinophil infiltrate in the dermis®. Lichen planusin the form of lichenoid reaction shows basal cell layer
degeneration with lymphocytic infiltration at the dermoepidermal junction®.

Role of Nikolsky sign:

Nikolsky sign can differentiate between intraepithelial and subepithelial lesions as it is evident only in
intraepithelial conditions?. It can also be used to evaluate the progress of the disease or as a prognostic marker
as it cannot be elicited as the disease improves in condition®. Reappearance of the sign during a course of
treatment to suggest an alternative treatment approach may be considered that the lesion is reappearing.

Conclusion:

Nikolsky sign is a dermatological sign seen in multiple autoimmune disorders. There is lack in standard
eliciting procedures, so the use of this sign has limited applications. Although the lackof standardization
regarding how exactly to elicit the sign haslimited its usefulness, but it remains an interesting sign toobserve and
interpret.
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