Physician’s Prescribing Information 4.4 Special warnings and precautions for use:
P ® o WARNINGS:
n THE USE OF DRUGS OF THE TETRACYCLINE CLASS DURING TOOTH DEVELOPMENT (LAST HALF OF PREGNANCY,
n INFANCY, AND CHILDHOOD TO THE AGE OF 8 YEARS) MAY CAUSE PERMANENT DISCOLORATION OF THE TEETH
, 60 Minocycline Hydrochloride Mictospheres (Solubl Powder) T LOM SR, s e i s compon g lorg e o e s, it
I UO1N E TETRACYCLINE DRUGS, THEREFORE, SHOULD NOT BE USED IN THIS AGE GROUP, OR IN PREGNANT OR
NURSING WOMEN, UNLESS THE POTENTIAL BENEFITS ARE CONSIDERED TO OUTWEIGH THE POTENTIAL RISKS
1) Name of the medicinal product: ARESTIN. Results of animal studies indicate that tetracyclines cross the placenta, are found in fetal tissues, and can have
NoNT N7 719'00 WIN'WT TVIM 'ODIN :'00IN] WIN'WI NIINN < toxié effect.s‘onh thelde\t/)eloping fgtys (qfter|1 relateddto Te;ardation of skfeletal develolpment). Evid(;egce‘of
2) Qualitative and quantitative composition: embryotoxicity has also been noted in animals treated early in pregnancy. If any tetracyclines are used during
TolaRL ) ] ' . IR : .
0'0" |'Oi7N’T MONA (PN AIY) [N 0D TN T Ni77NnT NN 72) ARESTIN (minocycline hydrochloride) microspheres, 1 mgis a subgingival sustained-release product containing ~ |pregnancy, or if the patient becomes pregnant while taking this drug, the patient should be apprised of the
UNNwn7 N1 .0"IN0 N7NNN 07210 YWN 071N 78N 0Y7017IN9 L the antibiotic minocycline fhydrocfhloride incorporated into a bioresorbable polymer, Pol |ogtentlatlj| hazard to (tjhe.dfetlusi ihotciS«tenSItlxlllﬁy m%ngestted b%/tanbexaggera(tjetd ZunbttJrn rle.arclilon h|?s be;erg
lycolide-co-dl-lactide) or PGLA, for professional subgingival administration into periodontal pockets. observed In some Individuals taking tetracyclines. Patients apt to be exposed to direct sunlight or uitraviole
N30 N9 NN TW NTTD NNINA 719'0 N1INN 770 '00INA — Eath unit dose cartridge delvers miﬁocycline hydrocﬁlo%ide equivalent to 1 mg oFf)minocycIinFe)free base. light should be advised that this reaction can occur with tetracycline drugs, and treatment should be
(N eniw) Jwin 02N 7Y N7TNNENNAN 10N ) et of excoint o discontinued at the first evidence of skin erythema.
- or a full list of excipients, see section 6.1.
PRECAUTIONS:
NINAWND ,NWDY Nj72ND 179100 1'WONN 00N WIN'WN |OINI |11’ % 3) Pharmaceutical Form: Powder soluble. A subgingival sustained-release microspheres product. Hypersensitivity Reactions and Hypersensitivity Syndrome: The following adverse events have been reported
) | I ® with minocycline products when taken orally. Hypersensitivity reactions and hypersensitivity syndrome that
NN N7 Iﬂ 0 ﬂX|7 12INN YN N'0NN ]Iﬂ] NNN-NIND TN O 4) CLINICAL PARTICULARS: included, but were not limited to anaphylaxis, anaphylactoid reaction, angioneurotic edema, urticaria, rash
AN/DND) TN Y'9;7 112220 DY NFTY7 020NN ,(1 PN /NN INNIY o eosinophilia, and one or more of the following: hepatitis, pneumonitis, nephritis, myocarditis, and pericarditis
| (@) 4.1) Therapeutic indications: may be present. Swelling of the face, pruritus, fever and lymphadenopathy have been reported with the use of
2WONn Y [nnn T"X7 wnwnn (2 o— Arestin is ir?dicated as an adjunct to scaling and root planing procedures for reduction of pocket ARESTIN. Some of these reactions were serious. Post-marketing cases of anaphylaxis and serious skin reactions
g 2 —_— depth in patients with adult periodontitis. such as Stevens-Johnson syndrome and erythema multiforme have been reported with oral minocycline.
N/A2NNIENFYN NN N'NY9S-TNN NNDNNN NN N/N'XIN N/790NN — Arestin may be used as part of a periodontal maintenance program which includes good oral
— ——— hygiene, and scaling and root planing. Autoimmune Syndromes: Tetracyclines, including oral minocycline, have been associated with the
|'00N Y NiNn nind (3-4 0N /iN1) DT |IJJJT]7 nnIN Q — e : paning development of autoimmune syndromes including a lupus-like syndrome manifested by arthralgia, myalgia
.07910NN 00N MINAI, 77122 ,NINJ2 NININ TN 71902 NIANYIN o = 4.2) Posology and method of administration: rash, and jsfwelligngpfradic cas;]as of %ertlJm silcknesrf-ltijke reactri]on ha(;/e prfgentezld shortly after oral njinocycl!ine
S ARESTIN is provided as a dry powder, packaged in a unit-dose cartridge with a deformable tip (see Figure 1), [use, manitested by fever, rash, arthralgia, lymphadenopathy and malaise. In symptomatic patients, live
(nin) nronn 121 TV NTNIN 2"NIND IVNIAY 077 07102 = = hich is ]nsgned into a spnﬁ’gﬁoaded cgmidge handle mechanism (se§ Figure 2) to administefthe pro%uct. function tests, ANA, CBC, and other appropriate tests should be performed to evaluate the patients. No further
,0WTIN 3 7Y D'NINNA D'719'0 NWITY TVI,NTIN 7Y TNN 11712 @) — The oral health care professional removes the disposable cartridge from its pouch and connects the cartridge| ~ [treatment with ARESTIN should be administered to the patient.
C——] to the handle mechanism (see Figures 3-4). ARESTIN is a variable dose product, dependent on the size, shape,
.Nwnin'n 57y 0/niya1 0'on ']I]T7 NTNIN I — and number of pockets beingtregated. In US clinical trials, up to 121 uniF;-dose cartﬁdges were used in a single The use of ARESTIN in an acutely abscessed periodontal pocket has not been studied and is not recommended.
isit and up to 3 treatments, at 3-month intervals, were administered in pockets with pocket depth of 5 mm o
; 5 5 . (®) = greater, P P P P While no overgrowth by opportunistic microorganisms, such as yeast, was noted during clinical studies, as with
inn minn nainn minn (@) E— other antimicrobials, the use of ARESTIN may result in overgrowth of non-susceptible microorganisms
[l including fungi. The effects of treatment for greater than 6 months have not been studied.
/—Thumb Ring U Figure 1 Figure 2 Figure 3 Figure 4
N - ARESTIN should be used with caution in patients having a history of predisposition to oral candidiasis. The
> S safety and effectiveness of ARESTIN have not been established for the treatment of periodontitis in patientg
( umb Fing ith coexistent oral candidiasis.
\. I 1\ — it
|
(D)} J } ARESTIN has not been clinically tested inimmunocompromised patients (such as those immunocompromised
cC Finger Rest by diabetes, chemotherapy, radiation therapy, or infection with HIV).
= If superinfection is suspected, appropriate measures should be taken.
NN VDIN-NN MTRN.YRIEN NNTN NEATI N7 '00IND 71907 )
N NIN-NN i n.npmi nn |'00 90 (@) ARESTIN has not been clinically tested in pregnant women.
N'NNN TV 07 79NN NX{7 NN T 7V N'WV] 'O0IN T¥ NV >
(@) ARESTIN has not been clinically tested for use in the regeneration of alveolar bone, either in preparation for of
721 TTIANN DY VTN NYA0 7V YINTT ¥ 3"NINT,F702T7IM9N 0N @) The adnljir;]isérabtiqn of AREShTIN d_oeds not req_tijire Iocarll aEesthefsiern]. Prof.esgional| subEingivz(ajl ::]dministrationhis in conjunction with the placemyent of endosseous (den%al) implants or in the treatment offaili)ingpimplants.
) ) | accomplished by inserting the unit-dose cartridge to the base of the periodontal pocket and then pressing the
NITN [9IN AOTITOND N7 IINXIN 1T N ,NTIND TN 197 - thumb ring in the handle mechanism to expel the powder while gradually withdrawing the tip from the base of  |Information for Patients: After treatment, patients should avoid chewing hard, crunchy, or sticky foods (i.e.
pIin'wn 197 DT IN NONT / VT ' .nXINN 0N N'Nnnn 'é ZhReEg'?lcl\lfedt' The haﬂd|€ meghamsm 5Z0U|d.b.e %ﬁerl|l2€dbbebtlween Pat'e”tg'h e or dress e carrots, taffy, and gum) with the treated teeth for 1 week, as well as avoid touching treated areas. Patients
oes not have to be removed, as it is bioresorbable, nor is an adhesive or dressing required. should also postpone the use of interproximal cleaning devices around the treated sites for 10 days after
VLN DY, |NNN INNT 'ODIN NN 0NT 01X N .ANN 791001 ~—— Pediatric Use: Since adult periodontitis does not affect children, the safety and effectiveness of ARESTIN in| ~[2dministration of ARESTIN. Patients should be advised that although some mild to moderate sensitivity i
OUIN INGTIWINWA NI PN, 1D .9127 190] pediatric patients cannot be established.
4.3) Contraindications:
JNITNANONT |7V |"VT W' PODIN wIN'WN 0101 27 //0'W ARESTIN should not be used in any patient who has a known sensitivity to minocycline or tetracyclines. | ‘ | ‘ |” | | | | ‘l ||| ||
AIS-INS-003
expected during the first week after SRP and administration of ARESTIN, they should notify the dentist promptly The change in clinical attachment Tevels was similar across all study arms, suggesting that neither the vehiclé [SE = standard error; SRP = scaling and root planing; PD = pocket depth 5.3) Preclinical safety data:
if pain, swelling, or other problems occur. Patients should be notified to inform the dentist if itching, swelling,|  por ARESTIN compromise clinical attachment. Significantly different from SRP *(P <0.05); **(P <0.001) See section 4.4 ("Special warnings and precautions for use”).
rash, papules, reddening, difficulty breathing, or other signs and symptoms of possible hypersensitivity occur. ) . Significantly different from SRP + vehicle t (P <0.05); 1 (P <0.001)
Reporting of suspected adverse reactions: 6) PHARMACEUTICAL PARTICULARS
4.5) Interaction with other medicinal products and other forms of interactions: Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows |in these 2 studies, an average of 29.5 (5-114), 31.7 (4-137), and 31 (5-108) sites were treated at 6)1) List of excipients: Poly (ghycolide-co-d-lactide), G.A.intiated. Also referred to as PGLA
No interaction studies have been performed. continued monitoring of the benefit / risk balance of the medicinal product. baseline in the SRP alone, SRP + vehicle, and SRP + ARESTIN groups, respectively. When these |- pients: Foly (gly ) QA . -
il dl . Any suspected adverse events should be reported to the Ministry of Health according to the National |studies are combined, the mean pocket depth change at 9 months was -1.18 mm, -1.10 mm, and S )
4.6) Fertility, pregnancy and lactation: I I P Regulation by using an online form: https://sideeffects.health.gov.il/ -1.42 mm for SRP alone, SRP + vehicle, and SRP + ARESTIN, respectively. 6.2) Incompatibilities: None stated. Not applicable.
Carcinogenicity, Mutagenicity, Impairment of Fertility: Dietary adm|n|stlrat|onlof minocycline in long-term
tumorigenicity studies in rats resulted in evidence of thyroid tumor production. Minocycline has also been found 4.9) Overdose: Table 3: Numbers (percentage) of Pockets Showing a Change of Pocket Depth > 2 mm at 9 Months From 2 6.3) Shelf life: The expiry date of the product is indicated on the label and packaging. Do not use after the
to produce thyroid hyperplasia in rats and dogs. In addition, there has been evidence of oncogenic activity in rats o case of overdose has been reported. Multicenter US Clinical Trials expiry date. Shelf life after first opening: Use immediately after opening.
in studies with a related antibiotic, oxytetracycline (i.e., adrenal and pituitary tumors). Minocycline demonstrated - - : . - - . Time Study OPI-103A Study OPI-103B
no potential to cause genetic toxicity in a battery of assays which included a bacterial reverse mutation assay IT)he following |nformgt|on |ivtaken frﬁm ?mocyclflpe oral tables adm'T'Stemd |'rlr:1|ghe:jdosagfe'\jl.. i P o " p Rp P 6.4) Special precautions for storage: Store below 25°C. Avoid exposure to excessive heat,
(Ames test), an in vitro mammalian cell gene mutation test (L5178Y/TK+/- mouse lymphoma assay), an in vitro taléfcleze:ijlrg?rllji?:rzg ixomlgrl\l% adrgstagei Vﬁ:‘:ee isecrEZn;gztc;’?cmz:rr]\?izgtieelrr‘lV\égseosvf)l} gf/:%osénodci);cc:)ﬁi?ﬁe Alone Vehicle | ARESTIN Alone Vehicle | ARESTIN
mammalian chromosome aberration test, and an in vivo micronucleus assay conducted in ICR mice. -> d ! ot . - : > (OVETUosE, 1 > 9 1046 (31.1%) | 927 (25.7%) |1326 (36.5%) |1692 (42.2%) |1710 (40.0%) [2082 (51.0%) - ) ) ) )
» , , , ) : y o i medication, treat symptomatically with appropriate supportive measures. Minocycline is not removed in pockets 22 i (6 of total 375 . S 6.5) Nature and contents of container: ARESTIN microspheres, 1 mg is supplied as follows:
Fertility and general reproduction studies have provided evidence that minocycline impairs fertility in male rats. significant quantities by haemodialysis or peritoneal dialysis. Pockets =3 mm (% of total) | 417 (124%) | (g7g) | 548(151%) | 553 (138%) | 524 (12.3%) | 704 (17.3%) | 1 unit-dose cartridge with desiccant in a heat-sealed, foil-laminated pouch.
Pregnancy: Teratogenic Effects: See section 4.4 (“Special warnings and precautions for use”). SRP + ARESTIN resulted in a greater percentage of pockets showing a change of PD >2 mm and >3 mm 1?)Lj]cnhlggior1s§acgr:tkr)lgfes in 1 tray with desiccant in a heat-sealed, foil-laminated, resealable pouch. There are 2
Labor and Delivery: The effects of tetracyclines on labor and delivery are unknown. : :H::MACOL:GICAI" PROPERTIES. compared to RP alone at 9 montfs, s shown in Table 3. FEJach unit-dose cartriage contains the product identifier “OP-1."
Nursing Mothers: Tetracyclines are excreted in human milk. Because of the potential for serious adverse . )h qrmactf) ynamic EropertLes.l £ action of d I d lani - - - -
reactions in nursing infants from the tetracyclines, a decision should be made whether to discontinue nursing or echanism of Action: The mechanism of action of ARESTIN as an adjunct to scaling and root planing | Table 4: Mean Pocket Depth Changes (SE) in Subpopulations, Studies 103A and 1038 Combined 6.6) Special precautions for disposal and other handling;
discontinue the drug, taking into account the importance of the drug to the mother [see section 4.4 (‘Special | Procedures for reduction of pocket depth in patients with adult periodontitis is unknown. SRP Alone SRP + Vehicle SRP + ARESTIN No special requirements for disposal.
warnings and precautions for use”)]. icrobiology: Minocycline, a member of the tetracycline class of antibiotics, has a broad spectrum of activity. It~ |Smokers n=91;-0.96 + 0.09 mm n=90;-0.98 + 0.07mm | n=91;-1.24 + 0.09 mm#** | Any unused medicinal product or waste material should be disposed of in accordance with local requirements.
A7) Effect bility to dri d hi s bacteriostatic and exerts its antimicrobial activity by inhibiting protein synthesis. In vitro susceptibility testing  |Nonsmokers n=159;-1.31 +0.06 mm | n=159;-1.17 £0.07mm |n=159;-1.53 + 0.06 mm** id b
-7) Effects on ability to drive and use machines: has shown that the organisms Porphyromonas gingivalis, Prevotella intermedia, Fusobacterium nucleatum, - =ye e 07 7) Israeli drug registration number: 144-92-31853-00
No studies on the effects on the ability to drive and use machines have been performed. Eikenella corrodens. and Ectinobaci//uspac};inom g i inted with peri i Patients >50YOA n=21;-107 £009mm | n=81;-0.9240.08mm |n=107;-142 £ 0.08 mm*> Bice
, ycetemcomitans, which are associated with periodontal disease, Patlents <50YOA n=167 124 £ 0.06mm | n=168-1.19 £ 0,06 mm | n=142:1.43 £ 0.07 mm* ]
The following information is taken from Minocycline oral tables administered in higher dosages: are susceptible to minocycline at concentrations of <8 mcg/mL; qualitative and quantitative changes in plaque — 5 - - > . ‘0 . S —5 — - '0 . — - '6 _o - — 98 Manufacturer: Orapharma, Inc., Bridgewater, New Jersey, USA.
Headache, light-headedness, dizziness, tinnitus and vertigo (more common in women) and, rarely, impaired|  microorganisms have not been demonstrated in subjects with periodontitis, using this product. Patients With CVDisease | n=36,099 £013mm | n=29,-106£0.14mm | n=36,-1.56 +0.14mm
hearing have occurred with Minocycline oral tablets administered in higher dosages. Patients should be warned Patients W/O CV Disease | n=214;-1.22 £+0.06 mm | n=220;-1.11 +0.05mm | n=213;-1.40 £ 0.06 mm**| 0) |sraeli marketing authorization holder:

The emergence of minocycline-resistant bacteria in single-site plaque samples was studied in subjects before

gbout the possible hazards of driving or operating machinery during treatment. These symptoms may disappear and after treatment with ARESTIN at 2 centers. There was a slight increase in the numbers of minocycline-resis

SRP = scaling and root planing; YOA = years of age; CV = Cardiovascular H.A. Systems Dental Imports (2002) Ltd., 11 Tuval Street, Ramat Gan 5252226.
during therapy and usually disappear when the drug is discontinued.

* SRP vs SRP + ARESTIN P <0.05; *SRP vs SRP + ARESTIN P <0.001

. t?]nt ?agtelrlq atl;he end (;f ;he 9%m8.nth gtudykper|od; however, the number of subjects studied was small and 10) Revised On: 03/2023 according to MOH's guidelines.
4.8) Undesirable effects: . ' ' the clinical significance of these findings is unknown. In both studies, the following patient subgroups were prospectively analyzed: smokers, subjects over and
The most frequently reported non-dental, treatment-emergent adverse events in the 3 multicenter US trials were | The emergence of minocycline-resistant bacteria and changes in the presence of Candida albicans and Staphylo{ ~|under 50 years of age, and subjects with a previous history of cardiovascular disease. The results of the
headache, infection, flu syndrome, and pain. coccus aureus in the gastrointestinal tract were studied in subjects treated with ARESTIN in one phase 3 study| combined studies are presented in Table 4.
o changes in the presence of minocycline-resistant bacteria or Candida afbicans or Staphylococcus aureus were I . .
Table 1: Adverse Events (AEs) Reported in >3% of the Combined Clinical Trial Population of 3 Multicenter US keen at tghe end Ofﬁhe 56-ay study pyeriod Py In smokers, the mean reduction in pocket depth at 9 months was less in all treatment groups than in nonsmok
Trials by Treatment Group : ers, but the reduction in mean pocket depth at 9 months with SRP + ARESTIN was significantly greater than with
SRP Alone, N=250 | SRP + Vehicle, N=249 | SRP + ARESTIN, N=423 . . ' —— ' ) : .| |SRP + vehicle or SRP alone.
NUTBer 08 o7 Patents one rvehicle * Clinical Studies: In 2 well-controlled, multicenter, investigator-blind, vehicle-controlled, parallel-design studies
Treatment-emergent AEs 62.4% 71.9% 98.1% 3arms), 748 subjects (study OPI-103A=368, study OPI-103B=380) with generalized moderate to advanced adul
Total Number of AEs 543 589 987 periodontitis characterized by a mean probing depth of 5.90 and 5.81 mm, respectively, were enrolled. Subjects | Table 5: Mean Pocket Depth Change in Patients With Mean Baseline
Periodontitis 25.6% 28.1% 16.3% eceived 1 of 3 treatments: (1) scaling and root planing (SRP), (2) SRP + vehicle (bioresorbable polymer, PGLA) Time Study OPI-103A Study OPI-103B
- and (3) SRP + ARESTIN. To qualify for the study, subjects were required to have 4 teeth with periodontal pockets Mean Baseline SRP h SRP + SRP - SRP +
Tooth Disord 12.0% 13.7% 12.3% . - N . . SRP + Vehicl SRP + Vehicl,
oot DEorae 5 20/0 = 20/0 5 90/0 of 6 to 9 mm that bled on probing. However, treatment was administered to all sites with mean probing depths Pocket Depth Alone ryeniee ‘:RZE;T'N _ Alone ryeniee ‘:'EESST'N*
Tooth Caries <7 <7 77 of 5 mm or greater. Subjects studied were in good general health. Subjects with poor glycemic control or active zsmm(n)  |-1.04mm (124) -0.90mm (123) | LR 132 mm (126) |1.30mm (126) | PR RT
Dental Pain 8.8% 8.8% 9.9% nfectious diseases were excluded from the studies. Retreatment occurred at 3 and 6 months after initia >6mmn) | -0.91 mm (34) | 0.77 mm (46) |-1.40 mm* (45) | -1.33 mm (37) | -1.46 mm (40) |-1.69 mm* (25)
Gingivitis 7.2% 8.8% 9.2% treatment, and any new site withvpo'clfet depth =5 mm alsq received treatment. Subjectsvtreated with ARESTI s7mmm) | 110mm@) | 046mm () | 19T mm@E) | 1.72mm() | 411 mmE) | -284mm Q)
Headache 7.2% 11.6% 9.0% ere found to have statistically significantly reduced probing pocket depth compared with those treated with
5 SRP alone or SRP + vehicle at 9 months after initial treatment, as shown in Table 2. *Statistically significant comparison between SRP + ARESTIN and SRP alone.
Infection 8.0% 9.6% 7.6% d " . .
P — e T e The combined data from these 2 studies also show that for pockets 5 mm to 7 mm at baseline, greater
omatitis 470 .00 A0 . . . .
Mouth Ulceration 1.6% 3.20 5.0% Table 2: Probing Pocket depth at Baseline and change in pocket Depth at 9 Months From 2 Multicenter US Clinical Trials reductions in pocket depth occurred in pockets that were deeper at baselne. ora PHARMA, INC.
Flu Syndrome 3.2% 6.4% 5.0% Time Study OPI-103A, N=368 Study OPI-103B, N=380 5.2) Pharmacokinetic properties:
Pharyngitis 3.20% 16% 4.3% SRP SRP + SRP + SRP SRP + SRP + In a pharmacokinetic study, 18 subjects (10 men and 8 women) with moderate to advanced chronic periodonti ARSTN-DCTR-03/23
S S s Alone, Vehicle, | ARESTIN, Alone, Vehicle, | ARESTIN, tis were treated with a mean dose of 46.2 mg (25 to 112 unit doses) of ARESTIN. After fasting for at least 10
Pain 4.0% 1.2% 4.3% n=124 n=123 n=121 n=126 n=126 n=128 ) . L A ) > .
5 o o o PD (mm) at Baseline 852000 | 5912000 | 5882004 | 5792000 | se2z00a | ss1z00s | |NOUrS subjectsreceived subgingival application of ARESTIN (1 mg per treatment site) following scaling and roo
YEpeps il i i [Mean + SE] e o ceEE R seEs e planing at a minimum of 30 sites on at least 8 teeth. Investigational drug was administered to all eligible sites 3
Infection Dentel 4.0% 3.6% 38% PD (mm) Change from 1,04 -0.90 1,20 *tt 132 4130 | -1e3#t | |5mminprobing depth. Mean dose normalized saliva AUC and Cmax were found to be approximately 125 and
Mucous Membrane Disorder 2.4% 0.8% 33% i £0.07 £0.54 £0.07 £0.07 £0.07 £0.07 1000 times higher than those of serum parameters, respectively. AIS-INS-003
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