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To the Editor: Because of its location and frequent large size, the initial diagnosis of LM (Lentigo maligna) or LMM (Lentigo maligna melanoma) is usually made by an initial partial biopsy rather than excisional biopsy, which, in LMM cases, could be performed in an area without invasive component.

This study aimed to determine the frequency of patients with a final diagnosis of LMM undetected on the partial biopsy and find out pathological predictors of invasion in LM biopsies.

We selected 118 consecutive cases from 115 patients with a biopsy-proven LM or LMM, treated with Mohs/slow Mohs surgery between October 1999 and May 2013. The partial biopsy slides of LM were compared by 2 dermatopathologists blinded to the final diagnosis (LM or LMM).

Among cases with a diagnosis of LM on partial biopsy (N= 100), 20% were upstaged to LMM on debulking specimens. LMM had a similar mean Breslow index whether they were diagnosed on the partial biopsy specimen or not (0.53mm ± 0.37 vs. 0.47mm ± 0.34, P= 0.60).

The sensitivity of the partial biopsy report in detecting a LMM was 47% (95% confidence interval, [31 -64]) and the negative likelihood ratio was 0.53 [0.39 -0.71].

Clinical criteria (age, sex, size, primary/recurrent) were not significantly different between cases of LM and LMM initially diagnosed as LM. However, the multivariate logistic regression analysis revealed that a pagetoid spread of tumor cells and/or a moderate to strong dermal inflammation on the partial biopsy was significantly and independently associated with the final diagnosis of LMM (Table 1).

In the literature, 3% to 22% 1,2 of invasive melanomas were initially considered in situ on partial biopsy specimens. In our study, 90.7% (107/118) of partial biopsies were 3-4 mm Aouidad et al Histologic predictors of invasion in partially biopsied lentigo maligna melanoma 3 punch biopsies which reduced the surface area analyzed in comparison to the remaining 11 incisional biopsies and increased the risk of missing an invasive component. [START_REF] Al-Niaimi | Review of management and outcome in 65 patients with lentigo maligna[END_REF] Missing an invasion may lead to additional surgical procedure (i.e. enlargement of the peripheral margin up to 1 or 2 cm according to Breslow thickness), resulting in the destruction of the prior wound closure and/or compromising the implementation of sentinel lymph node biopsy. Moreover, this may also lead to inadvertently treat occult invasive LMM nonsurgically. Alternative treatment to surgery such as imiquimod (from 4.2% to 50%), radiotherapy or laser therapy can represent interesting options for non-operable patients. [START_REF] Read | A systematic review of non-surgical treatments for lentigo maligna[END_REF] But, these techniques are not indicated in cases of LMM and not recommended as first-line therapy of LM in guidelines.

Our study identified two independent pathological predictors of dermal invasion on biopsy specimens of LM: pagetoid spread of tumor cells and presence of moderate to strong dermal inflammation. The presence of one of these criteria should lead to perform additional haematoxylin-eosin tissue sections and/or immunostaining to search for an invasion [START_REF] Mahoney | The perimeter technique for lentigo maligna: an alternative to Mohs micrographic surgery[END_REF] and/or additional biopsies. Of note, we didn't take into account regression which is conceptually defined as an indirect sign of a previous invasion, and thus, LMM. We propose an algorithm (Fig. 1) to optimize LM/LMM management according to the presence of these two predictors of invasion. 

Table legend

Table 1: Comparison of pathological criteria among cases of LM diagnosed on the partial biopsy specimen according to a final diagnosis of either LM or lentigo maligna melanoma LMM on the debulking specimen.

Table 1: Comparison of pathological criteria among cases of LM diagnosed on the partial biopsy specimen according to a final diagnosis of either LM or lentigo maligna melanoma LMM on the debulking specimen.

a Suitable pathological material could be recovered from 72 partial biopsies among the 100 with an initial diagnosis of LM.

Data are numbers unless otherwise specified (%). Statistical analysis was performed using R Software version 3.2.3 (www.r-project.org, Vienna, Austria). 

Figure 1 :

 1 Figure 1: Algorithm of management of LM according to the presence or absence of the

  Abbreviations: SD, Standard Deviation; OR, Odds Ratio; CI: Confidence Interval; LM: Lentigo Maligna; LMM: Lentigo Maligna Melanoma

Acknowledgments

We are indebted to Séverine Alberto and Veronique Clérisse for their help in the collection of clinical data. Jean François Sei developed the surgical Mohs technique in our department. We also thank Drs Annie Levy, Laure Pinquier, Marie-Dominique Vignon-Pennamen, Philippe Moguelet from the "Centre de pathologie cutanée de la Roquette", and Drs Isabelle Moulonguet, Alexiane Dallot, Eduardo Marinho, Pascal Wuithier, Sophie Bruelle, and Laurence Moreau for providing us with the external pathological slides. Dr Astrid Blom helped to correct English.

Abbreviations