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 2024 מאי

 ה/נכבד ה/רופא

 ,רב ה שלום/נכבד ת/רוקח
 

 יםפרסום עדכון בעלוני התכשיר

Extended release Tablets Xigduo XR 5mg/500mg 
 Extended release Tablets Xigduo XR 5mg/1000mg 

 Extended release Tablets Xigduo XR 10mg/500mg 

 Extended release Tablets Xigduo XR 10mg/1000mg 
 

  

 הרכב:

XIGDUO XR is available for oral administration as tablets containing the equivalent of 5 mg 

dapagliflozin as dapagliflozin propanediol and 500 mg metformin hydrochloride (XIGDUO XR 

5 mg/500 mg), the equivalent of 5 mg dapagliflozin as dapagliflozin propanediol and 1000 mg 

metformin hydrochloride (XIGDUO XR 5 mg/1000 mg), the equivalent of 10 mg dapagliflozin 

as dapagliflozin propanediol and 500 mg metformin hydrochloride (XIGDUO XR 10 mg/500 

mg), or the equivalent of 10 mg dapagliflozin as dapagliflozin propanediol and 1000 mg 

metformin hydrochloride (XIGDUO XR 10 mg/1000 mg).  

 

להודיע   מבקשת  ישראל  אסטרהזניקה  הבריאות    בהתאם   התכשיר   ני עלו עדכון  על  חברת  משרד  להוראות 

 .2024 מאי  בתאריך

 

 התוויה: 

XIGDUO XR (dapagliflozin and metformin HCl extended-release) is indicated as an adjunct to diet and 

exercise to improve glycemic control in adults with type 2 diabetes mellitus when treatment with both 

dapagliflozin and metformin is appropriate. 

 מהותיים בעלון לרופא הינם:העדכונים ה 

... 

5.2 Diabetic Ketoacidosis in Patients with Type 1 Diabetes Mellitus and Other Ketoacidosis 

Reports of ketoacidosis, a serious serious In patients with type 1 diabetes mellitus, dapagliflozin, a 

component of XIGDUO XR, significantly increases the risk of diabetic ketoacidosis, a life-threatening 

event, beyond the background rate. condition requiring urgent hospitalization have been identified in 

postmarketing surveillance in patients with type 1 and type 2 diabetes mellitus taking sodium glucose co-

transporter-2  (SGLT2) inhibitors, including dapagliflozin [see Adverse Reactions (6.1)].. In placebo-

controlled trials of patients with type 1 diabetes mellitus, the risk of ketoacidosis was markedly increased 
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in patients who received sodium-glucose cotransporter 2 (SGLT2) inhibitors compared to patients who 

received placebo. Fatal cases of ketoacidosis have been reported in patients taking dapagliflozin 

XIGDUO XR is not indicated for the treatment for glycemic control in of patients with type 1 diabetes 

mellitus. [see Indications and Usage (1.1)].   

Type 2 diabetes mellitus and pancreatic disorders (e.g., history of pancreatitis or pancreatic surgery) are 

also risk factors for ketoacidosis. There have been postmarketing reports of fatal events of ketoacidosis in 

patients with type 2 diabetes mellitus using SGLT2 inhibitors, including dapagliflozin. 

Precipitating conditions for diabetic ketoacidosis or other ketoacidosis include under-insulinization due to 

insulin dose reduction or missed insulin doses, acute febrile illness, reduced caloric intake, ketogenic diet, 

surgery, volume depletion, and alcohol abuse. 

Patients treated with XIGDUO XR who present with sSigns and symptoms are consistent with 

dehydration and severe metabolic acidosis and include nausea, vomiting, abdominal pain, generalized 

malaise, and shortness of breath. should be assessed for ketoacidosis regardless of bBlood glucose levels 

at presentation may be below those typically expected for diabetic ketoacidosis (e.g., . as ketoacidsosis 

associated with XIGDUO XR may be present even if blood glucose levels are less than 250 mg/dL(. 
Ketoacidosis and glucosuria may persist longer than typically expected. Urinary glucose excretion 

persists for 3 days after discontinuing XIGDUO XR [see Clinical Pharmacology (12.2)]; however, there 

have been postmarketing reports of ketoacidosis and/or glucosuria lasting greater than 6 days and some 

up to 2 weeks after discontinuation of SGLT2 inhibitors.  

. If ketoacidosis is suspected, XIGDUO XR should be discontinued, the patient should be evaluated and 

prompt treatment should be instituted.  Treatment of ketoacidosis may require insulin, fluid and 

carbohydrate replacement.  

In many of the postmarketing reports, and particularly in patients with type 1 diabetes, the presence of 

ketoacidosis was not immediately recognized, and the institution of treatment was delayed because the 

presenting blood glucose levels were below those typically expected for diabetic ketoacidosis (often less 

than 250 mg/dL).  Signs and symptoms at presentation were consistent with dehydration and severe 

metabolic acidosis and included nausea, vomiting, abdominal pain, generalized malaise, and shortness of 

breath. In some but not all cases, factors predisposing to ketoacidosis such as insulin dose reduction, acute 

febrile illness, reduced caloric intake surgery, pancreatic disorders suggesting insulin deficiency (e.g., 

type 1 diabetes, history of pancreatitis or pancreatic surgery), and alcohol abuse were identified.  

Before initiating XIGDUO XR, consider factors in the patient history that may predispose to ketoacidosis 

including pancreatic insulin deficiency from any cause, caloric restriction and alcohol abuse.  For patients 

who undergo scheduled surgery, consider temporarily discontinuing XIGDUO XR for at least 3 days 

prior to surgery [see Clinical Pharmacology (12.2, 12.3)]. 

Consider ketone monitoring in patients at risk for ketoacidosis if indicated by the clinical situation. Assess 

for ketoacidosis regardless of presenting blood glucose levels in patients who present with signs and 

symptoms consistent with severe metabolic acidosis. If ketoacidosis is suspected, discontinue XIGDUO 

XR, promptly evaluate, and treat ketoacidosis, if confirmed. Monitor patients for resolution of 

ketoacidosis before restarting XIGDUO XR. 

and temporarily discontinuing XIGDUO XR in other clinical situations known to predispose to 

ketoacidosis (e.g., prolonged fasting due to acute illness or post-surgery). Ensure risk factors for 

ketoacidosis are resolved prior to restarting XIGDUO XR. 
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Withhold XIGDUO XR, if possible, in temporary clinical situations that could predispose patients to 

ketoacidosis. Resume XIGDUO XR when the patient is clinically stable and has resumed oral intake [see 

Dosage and Administration (2.6)].  

Educate all patients on the signs and symptoms of ketoacidosis and instruct patients to discontinue 

XIGDUO XR and seek medical attention immediately if signs and symptoms occur. 

… 

6 ADVERSE REACTIONS   

The following important adverse reactions are described below and elsewhere in the labeling:  

• Lactic Acidosis [see Boxed Warning and Warnings and Precautions (5.1)] 

• Diabetic Ketoacidosis in Patients with Type 1 Diabetes Mellitus and Other Ketoacidosis [see 

Warnings and Precautions (5.2)]  

• Volume Depletion [see Warnings and Precautions (5.3)] 

… 

6.1 Clinical Trials Experience   

… 

Hypoglycemia   

The frequency of hypoglycemia by study [see Clinical Studies (14.1)] is shown in Table 45. 

Hypoglycemia was more frequent when dapagliflozin was added to sulfonylurea or insulin [see 

Warnings and Precautions (5.5)].  

 

Table 45: Incidence of severe Hypoglycemia* and Hypoglycemia with Glucose < 54 mg/dL† in 

Controlled Glycemic Control Clinical Studies 

  Placebo  Dapagliflozin 5 

mg   

Dapagliflozin 10 

mg  

Add-on to Metformin1  (24 weeks)  N=137  N=137  N=135  

 Major Severe [n (%)]  0  0  0  

 Glucose < 54 mg/dLMinor [n (%)]  0  2 (1.5)0  1 (0.7)0  

Active Control Add-on to Metformin versus Glipizide (52 

weeks)  

N=408  –  N=406  

 Major [n (%)]  3 (0.7)  –  0  

 Minor [n (%)]  147 (36.0)  –  7 (1.7)  

  Placebo  Dapagliflozin 5 

mg   

Dapagliflozin 10 

mg  

Add-on to DPP4 inhibitor (with or without Metformin) (24 

weeks)  

N=226  –  N=225  

 Severe Major [n (%)]  0  –  1 (0.4)  
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 Glucose < 54 mg/dLMinor [n (%)]  1 (0.4)3 (1.3)  –  4 (1.8)  

Add-on to Insulin with or without other OADsΐ  (24 weeks)  N=197  N=212  N=196  

 Severe Major [n (%)]  1 (0.5)  2 (0.9)1 (0.5)  2 (1.0)1 (0.5)  

 Glucose < 54 mg/dL Minor [n (%)]  43 (21.8)67 

(34.0)  

55 (25.9)92 

(43.4)  

45 (23.0)79 

(40.3)  

*     Severe episodes of hypoglycemia were defined as episodes of severe impairment in consciousness or behavior, requiring 

external (third party) assistance, and with prompt recovery after intervention regardless of glucose level.  

Ώ     Episodes of hypoglycemia with glucose < 54 mg/dL (3 mmol/L) were defined as reported episodes of hypoglycemia meeting 

the glucose criteria that did not also qualify as a severe episode.  

ΐ       OAD = oral antidiaďetiĐ therapy.  
 

… 

• 6.2 Post-marketing Experience  

Dapagliflozin 

Additional adverse reactions have been identified during post approval use of dapagliflozin. Because 

these reactions are reported voluntarily from a population of uncertain size, it is generally not possible to 

reliably estimate their frequency or establish a causal relationship to drug exposure.  

• Ketoacidosis  

• Acute Kidney Injury and Impairment in Renal Function  

• Urosepsis and Pyelonephritis  

Infections: Necrotizing fFasciitis of the pPerineum (Fournier’s Gangrene), urosepsis and pyelonephritis 

Metabolism and Nutrition Disorders: Ketoacidosis 

Renal and Urinary Disorders: Acute kidney injury  

Skin and Subcutaneous Tissue Disorders: Rash  

•  

 

Metformin hydrochloride 

Hepatobiliary Disorders: Cholestatic, hepatocellular, and mixed hepatocellular liver injury. 

 

8 USE IN SPECIFIC POPULATIONS  

8.1 Pregnancy  

Risk Summary  

… 

In animal studies, adverse renal pelvic and tubule dilatations, that were not fully reversible, were 

observed in rats when dapagliflozin was administered during a period of renal development 

corresponding to Based on animal data showing adverse renal effects, XIGDUO XR is not recommended 

during the late second and third trimesters of human pregnancy, at all doses tested; the lowest of which 

provided an exposure 15-times the 10 mg clinical dose (see Data).  
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… 

8.5 Geriatric Use  

XIGDUO XR  

No XIGDUO XR dosage change is recommended based on age. . More frequent assessment of renal 

function is recommended in elderly patients. 

Dapagliflozin  

A total of 1424 (24%) of the 5936 dapagliflozin-treated patients were 65 years and over older and 207 

(3.5%) patients were 75 years and older in a pool of 21 double-blind, controlled, clinical studies assessing 

the efficacy of dapagliflozin in improving glycemic control. After controlling for level of renal function 

(eGFR), efficacy was similar for patients under age 65 years and those 65 years and older. In patients ≥65 
years of age, a higher proportion of patients treated with dapagliflozin for glycemic control had adverse 

reactions related to volume depletion and renal impairment or failure compared to patients treated with 

placebo of hypotension [see Warnings and Precautions (5.43) and Adverse Reactions (6.1)].  

 

Metformin hydrochloride  

Controlled clinical studies of metformin did not include sufficient numbers of elderly patients to 

determine whether they respond differently than younger patients,. In general, dose selection for an 

elderly patient should be cautious, usually starting at the low end of the dosing range, reflecting the 

greater frequency of decreased hepatic, renal, or cardiac function, and of concomitant disease or other 

drug therapy and the higher risk of lactic acidosis. Assess renal function more frequently in elderly 

patients [see Warnings and Precautions (5.1)]. 

 although other reported clinical experience has not identified differences in responses between the elderly 

and young patients. Metformin is known to be substantially excreted by the kidney and because the risk of 

lactic acidosis with metformin is greater in patients with moderately to severely impaired renal function, 

XIGDUO XR should only be used in patients with normal or mildly impaired renal function. The initial 

and maintenance dosing of metformin should be conservative in patients with advanced age due to the 

potential for decreased renal function in this population. Any dose adjustment should be based on a 

careful assessment of renal function [see Contraindications (4), Warnings and Precautions (5.1, 5.3), and 

Clinical Pharmacology (12.3)].  

… 

10 DESCRIPTION  

… 

XIGDUO XR    

XIGDUO XR is available for oral administration as tablets containing the equivalent of 5 mg 

dapagliflozin as dapagliflozin propanediol and 500 mg metformin hydrochloride which is equivalent to 

389.9 mg metformin base (XIGDUO XR 5 mg/500 mg), the equivalent of 5 mg dapagliflozin as 

dapagliflozin propanediol and 1000 mg metformin hydrochloride which is equivalent to 779.86 mg 
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metformin base (XIGDUO XR 5 mg/1000 mg), the equivalent of 10 mg dapagliflozin as dapagliflozin 

propanediol and 500 mg metformin hydrochloride which is equivalent to 389.9 mg metformin base 

(XIGDUO XR 10 mg/500 mg), or the equivalent of 10 mg dapagliflozin as dapagliflozin propanediol and 

1000 mg metformin hydrochloride which is equivalent to 779.86 mg metformin base (XIGDUO XR 10 

mg/1000 mg).  

… 

11.2 Pharmacodynamics  

… 

Cardiac Electrophysiology  

Dapagliflozin was not associated with clinically meaningful prolongation of QTc interval at daily doses 

up to 150 mg (15- times the recommended maximum dose) in a study of healthy subjects. In addition, no 

clinically meaningful effect on QTc interval was observed following single doses of up to 500 mg (50 -

times the recommended maximum dose) of dapagliflozin in healthy subjects.  

… 

 : בעלון לצרכןמהותיים עדכונים 
 ... 
2  . ̓ Җ҇ҚҜ҃   қ҇Ґҋқ҆ ҋҒҖҎ 

 ... 
  ҇҅҄ҋғҙ҃ қ҇ҐҋқҎ Ҝ҇Ҕ҄҇Ғ҆ Ҝ҇҅҉҇ҋҐ Ҝ҇Қ҆҈҂XR 

 ... 

•  ҜҘҐ҉  ҜҋҊ҇Ҋҙ ҜҋҜҚҍ҇ғ   ( ̓ ҋҎҔ   ҃ ҏҋҒ҇Ҋҙ  ҏ҅҃   ҇҂   ґҜқ҃  ҌҎқ )   ҃ ҏҋқҒ҂   ҜҚҍ҇ғ ҏҔ ҄ ҇ғҐ 1  ҜҘҐ҉҇   ҜҋҊ҇Ҋҙ  
 ҜҚ҉҂ .    ҇҅҄ҋғҙXR     ҜҋҊ҇Ҋҙ ҜҘҐ҉Ҏ ҏ҇Қ҄Ҏ Ҏ҇ҍҋ  Ҝ҇ҋ҆Ҏ ҆Ҏ҇ҍҋқ  ҜҒҍғҐ  ҏҋҋ҉҇  ҕ҂ Ҝ҇҇ҐҎ ҏ҇Қ҄Ҏ  .  ҜҘҐ҉

қҋқ Қ҇Ґ҉ ҃ҘҐ ҂ҋ҆ ҜҋҊ҇Ҋҙ  ҇҃ ҎҖҊҎ   ҋҎ҇҉҆ Ҝҋ҃҃ҏ.    ҄҇ғҐ ҜҚҍ҇ғ ҏҔ ҏҋқҒ҂1   ̓ ҇҃҄  ґ҇ҍҋғ҃ ҏҋ҂ҘҐҒ  
 ҜҎ҃ҙҎ   .ҜҋҊ҇Ҋҙ ҜҘҐ҉    ҏ҄  ҄҇ғҐ ҜҚҍ҇ғ ҏҔ ҏҋқҒ҂2    ҇҂  ҏҔ ҃ Ҏ҃Ҏ Ҝ҇ҋҔ҃    ґ҇ҍҋғ҃ ҏҋ҂ҘҐҒ Қ҃҄҇Ґ  Ҏ  ҜҎ҃ҙ

  ҜҋҊ҇Ҋҙ  ҜҘҐ҉  .ҜҋҊ҇Ҋҙ  ҜҘҐ҉ҎҔ ̓ Ҏ҇    ,ҏҋҎ҇҉  ҏҋқҒ҂  ҎҘ҂  ҏ҄  Ҝ҇ҚҙҎ  ҏҋқҒ҂Ҏ  ҏҋҎ҇ҍҋ  ҏҒҋ҂қ  Ҏ҇ҍ҂
҃ ҏҋ҂ҘҐҒ ,Ҝ҇҉҇Қ҂ ҎҔ ҏҋ҄Ҏ҅Ґ ,Ҏҋ҄Қҍ Ҝ҇ҜқҎ҇ ̓ Ғ҇҈Ҝ  ( Ҝ҇ҐҋҐ҉Җ ҜҎ҅҇ ҏҋҒҐ҇қ ҜҚҋҜҔ҆Ҋ҂ҋ҅  ҋҒ҄҇Ҋҙ  ,)Ҝ

  Ҝ҇҉Җ  ҏҋҎҊ҇ҒґҋҎ҇ғҒҋ҂  Ҝ҇ҒҐ  ҎҔ  ҏҋ҄Ҏ҅Ґ  ҇҂  ґҋҎ҇ғҒҋ҂  Ҏқ  Ҏҋ҄Қ҆  ґ҇ҒҋҐ҆Ґ  ,қ  ҏҋқҒ҂  ҋ҅ҋҐ  ҚҜ҇ҋ  ҏҋҜ҇қ
 ҏҋҎ҈҇Ғ  ҋ҅ҋҐ  ҚҜ҇ҋ  ҏҋ҅҃҂Ґ  ,Ҏ҇҆҇ҍҎ҂  ҕ҇҄҆Ґ  (Ҝ҅ҋҚҋ    ҆Ҏ҇ҍҋ  ҜҋҊ҇Ҋҙ  ҜҘҐ҉  .҉҇ҜҋҒ  ҇Қ҃Ҕқ  ҇҂  ,)҉ҖҒ

  қ҉ҚҜ҆ҎҐ Ҝ҇ҍ҇ҐҒ ҌҐ҅҃ Қҍ҇ғ҆ Ҝ҇ҐҚ ҏ҂ ҕ҂-250  .ҚҊҋҎҋҘ҅/҄"Ґ    ҙ҇҅҃Ҏ ҌҐҐ қҙ҃ҋ ҌҎқ ҂Җ҇Қ҆҇ ґҍҜҋҋ
ҜҔҎ ҜҔҐ қ ҏ҅҃ ҇҂ ґҜқ҃ ҏҋҒ҇Ҋҙ҆ Ҝ҂ .ҌҎ 

  ҇҅҄ҋғҙ  Ҏ҇ҊҋҎ  ҙғҖ҆XR    ҆ҒҖ҇  ҅ҋҋҐ  ҇҂  ҌҎқ  ҂Җ҇ҚҎ  ҌҒ҆  ҏ҂  Ҝҋ҅ҋҋҐ  Ҝҋ҂҇ҖҚ  ҆Қ҈Ҕ  ҜҎ҃ҙҎ  ҆ҒҖ  Ҏ҃҇ғ
  ҙ҇҅҃ ,ҚқҖ҂҆ Ҝ҅ҋҐ҃ .҆ҊҐ ҏҋҊҚ҇ҖҐ҆ ҏҋҒҋҐғҜ҆ ҅҉҂Ґ  ҜҐҚ ҏ҂ ҕ҂ ,ҌҎқ ҏ҅҃ ҇҂ ґҜқ҃ ҏҋҒ҇Ҋҙ҆ Ҝ҂

 Ґ ҆ҍ҇ҐҒ ҌҐ҅҃ Қҍ҇ғ҆-250   .ҚҊҋҎҋҘ҅/҄"Ґ 
•  ̓ Ҏҋ҉҃ 

•  ̓ ҂ҙ҆ 

• ҋ҃҂ҍ  ґҊ҃ 

•  Ҝ҇ҖҋҋҔ 

• ҋҋқҙ  ̓ ҐҋқҒ 
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• ҏҋҒ҇Ҋҙ  ґҜқ҃  ҇҂ ҏ҅҃  ҌҎқ 
 
•   ҇҅҄ҋғҙ҃ Ҏ҇ҖҋҊ҆ ҌҎ҆Ґ҃ ҇҂ ҋҒҖҎXR   :ҏ҂ Ҝ҇҉҂Ҏ ҇҂ ҉ҙ҇ҚҎ ,҂Җ҇ҚҎ ҚҖғ 

•  ҄҇ғҐ ҜҚҍ҇ғҐ Ҏ҃҇ғ ҌҒҋ҆1  .ҋҜҚҍ҇ғ ғҋ҈҇҅ҋҘ҂҇Ҋҙ ҌҎ ҆ҋ҆ ҇҂ қҋқ ҇҂ 

•  ҃  ҆҅ҋҚҋ ҆Ҏ҉Ґ ґ҇Ғҋ  ґҋҎ҇ғҒҋ҂҆ ҌҎқ . 

•  ҌҎ қҋ ҏ҇҆ҋ҈  .Қ҇Ґ҉   

•  .ґҋҖ҃ ҇҂ ҙҋҜҚҒ҃ ҏ҇҆ҋ҈ Ҏқ ҆ҋҚ҇Ҋғҋ҆ ҌҎ қҋ 

•   .ҎҊ҇Ғ ҌҒ҆ ҇Ҝ҇҂ ґҋҎ҇ғҒҋ҂҆ ґ҇ҒҋҐ҃ ҆҅҉ ҆Ҝ҉Җ҆ ҆Ҏ҉҇ ґҋҎ҇ғҒҋ҂҃ Ҏҋ҃ҙҐ҃ ҎҖ҇ҊҐ ҌҒ҆ 
•  .Ҝ҇ҋҎҍ҃ Ҝ҇ҋҔ҃ ҌҎ қҋ 

•  .҅҃ҍ҃ Ҝ҇ҋҔ҃ ҌҎ қҋ 

•  .ґҋҖ҃ ҇҂ ҙҋҜҚҒ҃ ҏ҇҆ҋ҈ Ҏқ ҆ҋҚ҇Ҋғҋ҆ ҌҎ қҋ 

•  .ґҜқ ґҜҐ҃ Ҝ҇ҋҔ҃ ҇҂ ґҜқ҆ ҋҍҚ҅҃ Ҝ҇ҙҎ҅ Ҏқ ҆ҋҚ҇Ҋғҋ҆ ҌҎ қҋ 

•  ҌҒ҆҃҆Ҋ҂ҋ҅҆Ғ҇҈Ҝ   Ҝ҂ Ҝ҇ҒқҎ ҌҐҐ қҙ҃ҋ ҌҎқ ҂Җ҇Қ҆҇ ґҍҜҋҋ .)҉ҎҐ( ґҚҜҒ ҜҎ҅ ̓ Ғ҇҈Ҝ҆  .ҌҎқ 

•  .҃Ҏ ҜҙҋҖғ ҋ҂ ҎҎ҇ҍ ,҃Ҏ҃ Ҝ҇ҋҔ҃Ґ Ҏ҃҇ғ ҌҒ҆ 

•  ґ҃ ҌҒҋ҆65  .҆ҎҔҐ҇ 

•  .҉҇ҜҋҒ Қ҇҃ҔҎ ҅Ґ҇Ҕ ҆Ҝ҂ ҇҅҄ҋғҙ҃ Ҏ҇ҖҋҊ҆ Ҝ҂ ҙҋғҖ҆Ҏ ҆Қ҇ҋ ҂Җ҇Қ҆҇ ґҍҜҋҋXR   ҉҇ҜҋҒ҆ ҋҒҖҎ  .
҇҃ҔҎ ҅Ґ҇Ҕ ҆Ҝ҂҇ ҆҅ҋҐ҃ ҉҇ҜҋҒ Қ  ҇҅҄ҋғҙ ҜҎҋҊҒ ҙҋғҖ҆Ҏ ҋҜҐ ҇ҋҜ҇ҋ҉Ғ҆ ҜҎ҃ҙҎ ҂Җ҇Қ҆ Ҏ҂ ҆ҒҖ

XR   Қ҇҈҉Ҏ ҌҋҎҔ ҋҜҐ҇ Ҏ҇ҖҋҊ҆ ҜҎ҃ҙҎ  ҇҅҄ҋғҙ҃ Ҏ҇ҖҋҊ҆ ҌҋқҐ҆Ҏ҇XR . 

•  .ҌҎқ ҆Ғ҇҈Ҝ҃ ҋ҇Ғҋқ қҋқ ҇҂ Ҝ҇҉Җ Ҏҍ҇҂ ҌҒ҆ 

•  .қ҃҇ҋҐ ҌҒ҆ 

•  .҃Ҏ҃Ҏ҃ ҉҇ҜҋҒ ҇҂ ҃Ҏ҃Ҏ҃ ҜҙҎ҅ ҎҎ҇ҍ ,҃Ҏ҃Ҏ҃ Ҝ҇ҋҔ҃ ҌҎ ҇ҋ҆ ҇҂ ҌҎ қҋ 

•  Ҝ҇҃҇Қҙ ҏҋҜҋҔҎ Ҏ҇҆҇ҍҎ҂ ҆Ҝ҇қ .ҚҘҙ ґҐ҈ ҙҚҖ҃ ҆҃Қ Ҝ҇Ґҍ҃ Ҏ҇҆҇ҍҎ҂ ҆Ҝ҇қ ҇҂ ,҅҇҂Ґ 

•   ҙҋғҖ҆Ҏ ҌҋҎҔ ҆ҋ҆ҋ҇ ґҍҜҋ ҆҈ ҆ҚҙҐ҃ .ґ҄ҊҒҚ Ҝҙҋ҅҃Ҏ ҋ҅҇҄ҋҒ ҚҐ҇҉ ҇҂ Ҕ҃Ҙ ҜҙҋҚ҈ Ҏ҃ҙҎ ҅Ґ҇Ҕ ҌҒ҆
҇҅҄ҋғҙ҃ қ҇Ґҋқ҆ Ҝ҂XR    ҜҎҋҊҒ ҙҋғҖ҆Ҏ ҋҜҐ ҇ҋҜ҇ҋ҉Ғ҆ ҜҎ҃ҙҎ ҂Җ҇Қ҆ Ҏ҂ ҆ҒҖ .ҚҘҙ ґҐ҈Ҏ

 ҇҅҄ҋғҙXR Ҋ҆ ҌҋқҐ҆Ҏ҇ Ҏ҇ҖҋҊ҆ ҜҎ҃ҙҎ Қ҇҈҉Ҏ ҌҋҎҔ ҋҜҐ҇ ҇҅҄ҋғҙ҃ Ҏ҇ҖҋXR.   

•  .҆҃Қ҆ Ҝ҇ҜқҎ ҇҂ Ҏ҇ҍ҂Ҏ Ҏҍ҇Ҝ ҂Ҏ҇ ҉҇ҜҋҒ Қ҇҃ҔҎ ҅Ґ҇Ҕ ҆Ҝ҂  Ҝ҂ ҙҋғҖ҆Ҏ ҆Қ҇ҋ ҂Җ҇Қ҆҇ ґҍҜҋҋ
 ҇҅҄ҋғҙ҃ Ҏ҇ҖҋҊ҆XR ҉҇ҜҋҒ҆ ҋҒҖҎ  ҇҅҄ҋғҙ ҜҎҋҊҒ ҙҋғҖ҆Ҏ ҋҜҐ ҇ҋҜ҇ҋ҉Ғ҆ ҜҎ҃ҙҎ ҂Җ҇Қ҆ Ҏ҂ ҆ҒҖ .

XR  ҇҅҄ҋғҙ҃ Ҏ҇ҖҋҊ҆ ҌҋқҐ҆Ҏ҇ Ҏ҇ҖҋҊ҆ ҜҎ҃ҙҎ Қ҇҈҉Ҏ ҌҋҎҔ ҋҜҐ҇XR . 

•   ґҋҐҊҋ҇ Ҏқ Ҝ҇ҍ҇ҐҒ Ҝ҇ҐҚ ҌҎ қҋB12  ʭʣʡ 

•  ҏ҇ҚҊ ҌҒ҆  ʥʣʢʩʱʷ .ʠʬ ʬʬʫ ʥʠ ʲʥʡʷ ʱʩʱʡ ʬʲ ʺʱʥʥ ʺʬʡʷʮ ʪʰʩʠʥ ʺʱʥʥʤ ʺʷʱʴʤ ʺʴʥʷʺXR   ʬʥʬʲ
  ʠʴʥʸʤ ʬʠ ʩʰʴ .ʯʥʩʸʤʬ ʱʰʫʤʬ ʩʥʫʩʱʤ ʺʠ ʸʩʡʢʤʬ ʬʥʬʲ ʤʦʥ )ʵʥʩʡ( ʤʬʧʹʤʮ ʺʩʶʩʡ ʬʹ ʸʥʸʧʹʬ ʭʥʸʢʬ

 ʥʣʢʩʱʷʡ ʬʥʴʩʨʤ ʪʬʤʮʡ ʯʥʩʸʤʬ ʤʱʩʰʫʤ ʭʲ ʣʩʮXR . 

•  .Ҝ҇҃҇Қҙ ҏҋҜҋҔҎ ґҜқ҆ ҋҍҚ҅҃ ҏҋҐ҇҆ҋ҈Ґ Ҏ҃҇ғ ҌҒ҆ ҆Җ҇ҚҜ҃ қ҇Ґҋқ҆ ҜҔ҃  Қ҃҄҇Ґ ґ҇ҍҋғ ҏҋҋҙ
ҙҋғҖҋ ҂Җ҇Қ҆҇ ґҍҜҋ( ґҜқ҆ ҋҍҚ҅҃ ҏ҇҆ҋ҈Ҏ   ҕҋҚ҉ ҏ҇҆ҋ҈ ҜҔҖ҇҆ ҏҔ ҆Җ҇ҚҜ҃ Ҏ҇ҖҋҊ҆ Ҝ҂ ҜҋҒҐ҈

.)ґҜқ҆ ҋҍҚ҅҃   

 ... 
 ҃ ҙҔҐ҇ Ҝ҇ҙҋ҅҃ 

  ҇҅҄ҋғҙ҃ Ҏ҇ҖҋҊ҆ ҜҎҋ҉Ҝ ҋҒҖҎ ҏ҅ Ҝ҇ҙҋ҅҃ ҚҖғҐ ҔҘ҃Ҏ ҌҐҐ қҙ҃ҋ ҂Җ҇Қ҆҇ ґҍҜҋҋXR ҇ҍҎ҆Ґ҃҇  

ҌҚ҇ҘҎ ҏ҂Ҝ҆҃ . ҇ ґҍҜҋҋ҂Җ҇Қ҆   ҇҅҄ҋғҙ ґ҇ҒҋҐ Ҝ҂ ҆ҒқҋXR ҏ҂Ҝ҆҃  .ҏ҅҆ Ҝ҇ҙҋ҅҃ Ҏқ Ҝ҇҂Ҙ҇ҜҎ     ґҍҜҋҋ
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 ҂Җ҇Қ҆҇  ҏ҅҃ Қҍ҇ғ Ҝ҇ҐҚ Ҝ҇ҎҎ҇ҍ҆ Ҝ҇ҋҜҚ҄қ ҏ҅ Ҝ҇ҙҋ҅҃ ҋ҅ҋ ҎҔ ҌҎқ ҜҚҍ҇ғ҆ ҃ҘҐ Ҝ҂ ҙ҇҅҃ҋҋ
 ґҋ҃҇Ҏ҄Ґ҆҇A1C   . 

 ... 

3  . ?҆Җ҇ҚҜ҃ қҐҜқҜ ҅Ҙҋҍ 

 ... 

• ҅҄ҋғҙ Ҏ҇ҊҋҎ ҌҜ҇҂ ҆҉Ғҋ ҂Җ҇Қ҆҇ ґҍҜҋҋ ҇XR ҏ҅҃ Ҝ҇ҍ҇ҐҒ Қҍ҇ғ Ҝ҇ҐҚ .ҜҚҍ҇ғ҃ Ҏ҇ҖҋҊҎ Ҝ҇Җғ҇Ғ Ҝ҇Җ҇ҚҜ ҏҔ  

 ҇҅҄ҋғҙ Ққ҂ҍ Ҝ҇҃҇Қҙ ҚҜ҇ҋ ҏҋҜҋҔҎ қ҉ҚҜ҆Ҏ Ҝ҇Ҏ҇ҍҋXR  ґҜҋҒ  .ҜҚҍ҇ғ҃ Ҏ҇ҖҋҊҎ Ҝ҇Ґҋҋ҇ғҐ Ҝ҇Қ҉҂ Ҝ҇Җ҇ҚҜ ҏҔ
  ҙҚҖ ҆҂Қ4 ."ҋ҂҇҇Ҏ Ҝ҇ҔҖ҇Ҝ" : 

... 
4  . ҋ҂҇҇Ҏ Ҝ҇ҔҖ҇Ҝ 
 ... 

  )ґҜқ҃ ҇҂ ҏ҅҃ ҏҋҒ҇Ҋҙ҆ ҜҐҚ҃ ҆ҋҋҎҔ( ғҋ҈҇҅ҋҘ҂҇Ҋҙ 

 ҏҋҎҖ҇ҊҐ҃  қ҉ҚҜ҆  ғҋ҈҇҅ҋҘ҂҇Ҋҙ     ҜҚҍ҇ғ  ҏҔ  ҏҋ҃ҋҍҚҐ҆  ҅҉҂  ҂҇҆қ  ,ґҋ҈҇ҎҖҋҎ҄҆Җ҅  ҏҔ  Ҏ҇ҖҋҊ҆  ҜҔ҃
  ҇҅҄ҋғҙ҃ ҏҋҎҋҔҖ҆XR .    ҉҇ҜҋҒ ҇Қ҃Ҕ ҇҂ ҏҋҎ҇҉ ҇ҋ҆ Ққ҂ҍ ҜҚҍ҇ғ ҏҔ ҏҋҎҖ҇ҊҐ҃ ҏ҄ қ҉ҚҜ҆ ғҋ҈҇҅ҋҘ҂҇Ҋҙ

 ҇҅҄ҋғҙ҃ Ҏ҇ҖҋҊ҆ ҌҎ҆Ґ҃XR . 

  ғҋ҈҇҅ҋҘ҂҇Ҋҙқ҇Қ҅ҋ҇ ґҍҜҋқ ,Қ҇Ґ҉ ҋ҂҇ҖҚ ҃ҘҐ ҂҇҆   .ҏҋҎ҇҉ Ҝҋ҃҃ Ҏ҇ҖҋҊ .Ҝ҇҇ҐҎ Ҏҋ҃҇҆Ҏ Ҏ҇ҎҔ ғҋ҈҇҅ҋҘ҂҇Ҋҙ 
  қ҉ҚҜ҆Ҏ Ҏ҇ҍҋ ғҋ҈҇҅ҋҘ҂҇Ҋҙ  ҇҅҄ҋғҙ ҏҔXR   ғ҆ Ҝ҇ҐҚ ҏ҂ ҏ҄ ҍ҇  ґ҆ ҏ҅҃ Қ Ґ Ҝ҇҉Җ-  250   .ҚҊҋҎҋҘ҅Ҏ ҄"Ґ 

 ғҙ Ҝ҉ҙҎ ҙғҖ҆ ҋ  ҇҅҄XR    ҅ҋҐ ҂Җ҇ҚҎ ҆ҒҖ҇  ҃҇Қҙ҆ ґ҇ҋҐ Қ҅҉Ҏ ҆ҒҖ ҇҂ ̓ Ґ ҅҉҂ ҌҎ қҋ ҏ҂ Ҝ Ґғ ҋ :ҏҋ҂҃҆ ҏҋҒ 
•  ̓ Ҏҋ҉҃ 
•  Ҝ҇ҖҋҋҔ 
•  ̓ ҂ҙ҆ 
•  ̓ ҐҋқҒ ҋҋқҙ 
•  ґҊ҃҆ Қ҇҈҂҃ ҏҋ҃҂ҍ 
 

  ҅҉҂ ҌҎ қҋ ҏ҂Ґ҆ ҜҐғҋ҇҅҄ҋғҙ ҜҎҋҊҒ ҜҔ҃ ҇Ҏ҂҆ ҏҋҒXR   ҏ҄ ,ґҜқ҃ ҏҋҒ҇Ҋҙ҆ Ҝ҇ҐҚҎ ҆ҙҋ҅҃ ҔҘ҃ ,ґҜҋҒ ҏ҂ ,
  ҏ҂ Ґ Ҝ҇ҍ҇ҐҒ ҌҎқ Қҍ҇ғ҆ Ҝ҇ҐҚ250   ҚҊҋҎҋҘ҅Ҏ ҄"Ґ . 

 ... 
•  ̓ ҃҇҄Ҝ   Ҝҋ҄ҚҎ҂   ̓ Қ҇Ґ҉ .    ҌҎ қҋ  ҏ҂ ҏҋҐ҇ҊҖҐҋғ    Ҝҋ҄ҚҎ҂ ҆҃҇҄Ҝ Ҏқ ҏ҆қҎҍ ̓ Қ҇Ґ҉  ҇҅҄ҋғҙ Ҏ҇ҊҋҎ ҙғҖ҆ ,

XR    ҂Җ҇ҚҎ  Ҝҋ҅ҋҋҐ  ҆ҒҖ҇ ҇҂  Қ҅҉Ҏ  ґ҇ҋҐ   Ҏқ  Ҝҋ҃  ҏҋҎ҇҉҆  ҃҇Қҙ҆.  ҆҂Қ    ҙҚҖ҃2  :  ҋҜҐ  қҐҜқ҆Ҏ  ґҋ҂
 ҇҅҄ҋғҙ҃ XR ʪʬ ʭʥʹʸʩ ʠʴʥʸʤʥ ʯʫʺʩʩ .  ʴʩʨʬ ʤʴʥʸʺ  ʺʩʢʸʬʠʤ ʤʡʥʢʺʡ ʬʥ  ʬʥʴʩʨʬ ʺʸʧʠ ʤʴʥʸʺ ʪʬ ʭʥʹʸʩ ʥʠ
 .ʺʸʫʥʱʡ 

. .. 

  ҌҚҔҒ Қ҂҇Ғҋ҃ ҃ҋ҂Ґ 2023 2024  .Ҝ҇҂ҋҚ҃҆ ҅ҚқҐ Ҝ҇ҋ҉Ғ҆Ҏ ҏ҂Ҝ҆҃ 
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 : מקרא לעדכונים המסומנים
 תוספת טקסט מהותי מסומנת בצבע.

 מחיקת טקסט מסומנת בקו חוצה בצבע. 
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