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** We are going to talk about   two main topics:
-Early loss of teeth
-Delayed loss of teeth .


Early loss of teeth :
We are talking about a very early time (less than 3 years  ) when there is premature exfoliation of primary teeth  due to any pathology (not a normal physiological process) 
So premature exfoliation of primary teeth in children younger than 3 years of age could suggest a genetic or a systemic disease in the absence of trauma,
So we go over some of the cause of early loss of teeth .
1-Acute neonatal osteomylyetis of the jaws:  
-this may presented in infants (neonatal = around the natal Period ) mainly in the anterior part of the maxilla, its induced by hematogenouse  spread of bacteria , so you get bacterial infection of the jaw bone which is osteomyelitis. 
-An inflammation process of the entire bone including the cortex and the periosteom so there will be effect on tooth germs which are included inside the bone so you get sequestration of necrotic bone and teeth buds  .
-treatment :surgically and antibiotics an, so child will end up losing teeth germs in that area that is included as part of the surgery.

2-Acrodania (pink disease):
-Caused by exposure of children to a mild amount of mercury over a long time, it’s not seen now a day’s  coz of awareness of parents (not to get any direct exposure to mercury).
-in the past there were ointments and medications where they usually solved with mercury even there was a mercury containing teething powder!!  
-there is one case reported after playing repeatedly with broken sphengonanometer.
-clinical features: anorexia, fever, desquamations of soles and balms causing them to be pink, sweating, tachycardia, GI disturbance.
-Oral manifestations : inflammation and ulceration in the mucus membrane, excessive salivation, loss of alveolar bone and premature exfoliation of the teeth .

3-Hypophosphatasia:
*It’s a rare disease , characterized by defective bone mineralization, it affects the bone in general and alveolar  bone holding the teeth ,so there is early loss of teeth .
* it’s a mutation in a gene that encoding tissue  non specific alkaline phosphatase(TNSALP), this will lead to deficiency in alkaline phosphatase activity.
*the condition is an autosomal recessive trait although inheritance factor of some milder forms of hypophosphatesia  are maybe autosomal dominant .
* the lesions of juvenile or childhood hypophosphatasia become apparent before 2years of age , as we said it affects alveolar bone and also the bone in general  , so the child will also have skeletal deformities , risk of bone fractures , delay of walking are  common features , frequent fractures and bone pain is usually exists as well  , premature  loss of primary teeth is a trigger  sign  can help in the diagnosis, sometimes we dont have any gingival inflamation but there is premature loss of teeth .
* dental features:  premature exfoliation of anterior deciduous teeth , hypoplasia or complete absence of cementum.(aplasia or hypoplasiaor dysplasia of dental cementum )
*if we take a panorama and look at the teeth we get a large pulp chambers and root canals are filled dentinal walls  , resorption of the alveolar bone in the absence of mild gingivitis  so we get early loss of teeth . 
*diagnosis of hypophosphatasia is confirmed by low activity of serum alkaline phosphatase enzyme (APE) and increased in the level of pyridoxal 5-phosphate (PLP), in addition to increased   urinary level of phosphoethanolamine (PEA)  (we need to know about it)
*Treatment: 
-it is symptomatic, no known  cure , treatment with vitamine and its breakdown product has not been successful in hypophosphatasia.
- sustaine oral phosphatase supplements may be beneficial  in some cases.
- research is on going into the use of blood plasma infusion of alkaline phosphatase enzyme
-genetic counseling is recommended for  families of persons with hypophosphatasia.
-Pseudohypophosphatasia :  more rare ,same manifestations but serum alkaline phosphatase levels are normal.

4-Neutropenia:
- Heterogenouse group of blood disorders, charactrarised by periodic or persistent reduction in the number of  neutrophils.
- It can be drug induced or secondary of severe bacterial  or virral infection  or auto immune disease such as lopus erythromatosis.
-cyclic neotropenia is a benign familial neutropenia or severe familial neutropenia .
-its an autosomal dominant condition in which affected individuals are at risk for opportunistic infections during enterphase of neutropenia that occur in 21 day cycle, so fluctuations in blood cells are few due  to oscillatory production of blood cells in bone marrow.
- its cyclic and when there is low levels of neutrophils manifestations start .
- recent studies have shown that AD cyclic neutropenia a sporadic cases of this disease Are due to a mutation in the gene of neutrophil elastase (msh r7 ts2l 3no)
-levels of monocytes , platelets, lymphocytes and reticulocyte also cycle with some frequency . 
-the condition occurs at any age, there are numerous cases of children that had been reported.
- clinical features : fever ,malase ,sore throat, stomatitis, regional lymphadenopathy, headache cutanouse    infections and conjunctivitis .
-Children exhibit a severe gingivitis with ulceration .
 -with the return of the neutrophil count  to normal ;the gingiva may return to a healthy Normal clinical appearance.
- Following repeated insults from the condition there is considerable loss of the supporting bone around the teeth with eventual tooth loss.
-cyclic neutropenia is effectively treated with granulocyte colony stimulating factor( G-CSF) , long term daily or ......administration reduces fever mouth ulcers and other inflammatory events associated with this disorder .

 
5-Langerhan cell histocytosis :
-It’s a disorder that is characterized pathologically by uncontrolled proliferation and accumulation of langerhans cells mixed with variant  proportions of eosinophils and  multinucleated giant cells.
- its an autoimmune phenomena in which immune cells mistakenly attack the body rather than fight  Infections.
-The disease has gone by several names, including Hand–Schüller–Christian disease, Abt-Letterer-Siwe disease, and Histiocytosis X, until it was renamed finally as langerhans cell histiocytosis (LCH ).
-Occurs mostly in children and the incidence is 5 per million .
- male female ratio is about 3.7 :1
-The clinical hallmark is the presence of lytic bone lesions that may be single or multiple .
-The disseminated form of LCh is extremely aggressive and has a poor prognosis, its also diagnosed in the first 6 months of life before becoming wide spread by about 3 years of age .
-Dental manifestations : marginal gingivitis ,abcess formation ,pain ,drifting and mobility of the teeth and it mainly affects posterior teeth(we can see the effect mostly in the posterior teeth)
----Note : in hypophosphatasia its mainly affect the anterior teeth ) ----
-On radiographs: we see localized or generalized bone loss and characteristic osteolytic lesions  and floating teeth with no alveolar bone ., as we said we see it mainly in the posterior teeth .
-Biopsy is necessary to diagnose LSH , the radiographs also can help to determine the severity of the syndrome . 
-Local lesions that are confined to the bone responds well to curettage and excision .
-The disseminated (generalized lesion )one increase the mortality rate, the mortality rate increases in the disiminated form of the syndrome as all the overlying soft tissue are involved and the ---Treatment is by radiotherapy and chemotherapy.
-Prognosis is associated with the age of the patient but  in general the prognosis for LCH is poorer and the prognosis is better for patients who are older at the time of onset .
-Clinical outcome is associated with the number of organs affected , survival rate is about 95% if only a single site is affected .
- Survival rate drops down to 75% if there are two affected organs.
-Chronic disseminated LCH is often associated with a considerable morbidity but few pt die as a result of the disease .
- While Diffused LCH with compromised multiple organs is associated with poor prognosis and is often fatal.
dr. will give us a reference and articles or this lecture
6-Papillon _ lefever syndrome:
-Also called palmoplanter keratoderma of periodontitis
-Its characterized by palmoplanter hyperkeratosis,premature loss of primary or permanent dentition ,frequent cutaneuose and systemic pyogenic infections.
- the syndrome is an AR trait with prevalence of about 1 -4 per million in the population (not common)
- consanguinity  of parents is evident in about 1/3 of  the cases
-Mutation in the cathepsin C gene (CTSC gene ) Located on a human chromosome # 11
The cathepsin C gene is expressed in the epithelial region  on palms, soles , knees  and keratinized oral gingival which is important in the structural growth and development of the skin.
-Oral manifestation: we get rapid and progressive periodontal distruction affects the primary dentition with an onset at about 2 years of age.
-All the primary teeth are usually exfoliated by 4-5 years of age which means early eruption of the permanent teeth but also all the permanent teeth  except the unerrupted 8 are lost due to severe destructive  periodontitis  by 13-15 years of age.
-The development of periodontal disease in PLS patients might be associated with a specific profile of suspected some gingival pathogens but still with  unknown nature  Of altered and reduced  the immune defense .
-Management is difficult, multidisclipinary approach is important for the care of pts with PLS
-The skin manifestations of PLS are usually treated with ointments .
-t reatment is based on oral retinoids which attenuate the palmoplantar keratoderma and slow the alveolar bone lysis. Antibiotics, along with oral hygiene and use of mouth rinses, are also recommended for slowing the progression of periodontitis.
-Oral retinoid such as acetretin (vitamine A) is beneficial for both dental and cutaneouse lesions of PLS
-Case report of periodontal treatment of  PLS pt describe unsuccessful outcome and you will end up with  teeth  loss  leading to edentulism as an unavoidable part of this syndrome .
-And most of the time pt end up losing all of their teeth.
-Non-surgical treatment combined with the use of systemic antibiotic and additional periodontal surgery has also report to fail to stop tooth loss.
-So most of the time, management is to extract affected teeth and replacement of denture, but because of early excessive loss of alveolar bone support; stability of the denture can be improved with the placement of implants.

Now we have finished with the causes of early loss of teeth .. moving to :
*delayed loss of teeth:
1-Ectodermal dysplasia:
AD condition characterized by aplasia or hypoplasia of the clavicles and wide spread cranial changes .
-Brachycephalic  skull.
 -frontal and parietal bossing.
- hypoplasia of the maxilla and zygomatic arches(prognathic mandible)
-hypertelorism 
-delayed closure of the anterior fontanelles and skull sutures .
-multiple supernumerary teeth, mainly in the permanent dentition and in the anterior part of the jaw , but at the same time you don’t get many erupted teeth(most of the time they are impacted).
-permanent teeth eruption is often delayed or there is failure in eruption  because the number of supernumerary teeth present .
- individuals affected usually have a normal ability to learn , children with ED reach their developmental ….except for eruption .(sorry I couldn’t hear it 18:15)
- the primary teeth may fail to resorb so although it has suggested hypoplasia of the cementum or the roots of the teeth this has not been definitively established; the proportion btn cellular and acellular component has not been significant , so its mainly diminished bone resorbtion causes delayed  or failure of eruption .
-crowding of the dental arches caused by supernumerary teeth may play a role in arresting the eruption of permanent teeth or forcing them  out of their locations however the main reason is believed to be the diminished bone resorbtion .
-In radiographic images: alveolar  bone appear striated and hyperosteotic so it prevents eruption of teeth.
-Extracting of all teeth and put a denture was  a common approach but it was found too invasive specially considering the extensive bone loss after removal of multiple teeth in a pt already deficient in alveolar bone ; so now the treatment approach is combination of  orthodontic and maxillofacial surgery, this involves timely extraction of the deciduous teeth and then staged surgical removal of supernumerary teeth(not removing them all at once) and then exposure of some selected unerrupted permanent teeth and aligning them and then orthodontic  forced eruption, following alignment of all permanent teeth ; any underlying skeletal discrepancy which most commonly is  class 3 skeletal malocclusion can be corrected through orthognathic surgery after completion of growth. 
2-Downsyndrom
 3-Congenital hypothyroidism: occurs at birth during the period of most rapid growth , it results in insufficient thyroxine hormone  so the dentition is delayed in all stages of eruption of primary teeth , exfoliation of primary teeth and eruption of the permanent dentition.

4-hypopituitarism: deceleration in the growth of  the bone and soft tissue of the body causing deficiency in the secretion of Growth Hormone, so we get delayed eruption and loss of the primary teeth and general growth retardation.
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