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Semgledinsulin Glargine Injection (rDNA Origirg i biosmilar biologic drug (biosimilar) to
Lantus®.

PART: HEALTH PROFES®Q INFORMATION
1 INDICATIONS

Indications have been granted on the basis of similarity between Semglee and the reference biologic
drug Lantus®.

Smglee[lnsulin Glargine InjectioitDNA Owgin)]is a recombinant human insulin analoglicated:

9 for oncedaily subcutaneous administration in the treatment of patients over 17 years of age with
Type 1 or Type 2 diabetes mellitus who require basal {&rtgng) insulin for the control of
hyperglyemia.

1 inthe treatmentof pediatricpatent s (>6 years ol d) with Type
(long-acting) insulin for the control of hyperglycemia.

1.1 Pediatrics(> 6 years of age)

Pediatrics¥ 6 years of ageBased on the data submitted and reviewed by Health Canada, the safety
and efficacy of Semglee in pediatric patieoter 6 years of ag@ith Type 1 diabetes mellitdzas been
established. Therefore, Health Canada has authorized an indication for pediatric use.

1.2 Geriatrics(> 65 years of age)

Geriatrics: Evidence from cliaicstudies and experience suggests that use in the geriatric population is
associated with differences in safety or effectivendsselderly patients with diabetes, the initial

dosing, dose increments, and maintenance dosage should be conservativaddgpoglycemic
reactions.

2 CONTRAINDICATIONS

1 Semglee [Insulin Glargine Injection (rDNA Origgngpntraindicatedluring episodes of
hypoglycemia (se& OVERDOSAJEAdIn patients who are hypersensitive to this drug oratioy
ingredient in the formulation, including any nenedicinal ingredient, or component of the
container. For a complete listing, sédDOSAGE FORMS, STRENGTHS, COMPOSITION AND
PACKAGING

3 SERIOUS WAIRNGS AND PRECAUTEBOX

Serious Warningand Precautions

1 Hypoglycemia is the most common adverse effect of insulin, inclusiEmgledsee WARNINGS
AND PRECAUTIONS, Endocrine and Metabolism, Hypogly@swith all insulins, the timing of
hypoglycemia may differ among various insulin formulations. Glucose monitoring is recomme
for all patients with diabetes.

1 Uncorrected hypoglycemic or hyperglycemic reactions can cause loss of consciousnesrcon
death.
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Any change of insulin should be made cautiously and only under medical supervision.
Semglee is not intended for intravenous or intramuscular administration. The prolonged dura]
of activity of insulin glargine is dependent on injection istdbcutaneous tissue. Intravenous
administration of the usual subcutaneous dose could result in severe hypoglycemia.

1 Semglee must not be mixed with any other insulin or diluted with any other solutibiSemglee
is diluted or mixed, the solution may becomieudy, and the pharmacokinetic/pharmacodynami
profile (e.g., onset of action, time to peak effect) of Semglee and/or the mixed insulin may be
altered in an unpredictable manner (sde© OSAGE AND ADMINISTRAX |

1 This insulin product shall not be used if it is not watkrar and colourless or if it has formed a

deposit of solid particles on the wall of the cartridge (dd2OSAGE AND ADMINISTRATION

=a =2

4 DOSAGE ANARDMINISTRATION

4.1 Dosing Considerations

SemgleelpsulinGarginelnjection (rDNACrigin)] is a novel recombinant human insulin analogue. Its
potency is approximately the same as human insulin. It exhibits a gHmeseing profile with no

pronounced peak wh a prolonged duration of action that permits ondaily basal dosing. Semglee is
administered subcutaneously once a day. It may be administered at any time during the day as long as it
is administered at the same time every day.

The desired blood glucedevels as well as the doses and timing of antidiabetic medications must be
determined and adjusted individually.

Dose adjustment may be required, for example, if the patient's timing of administration, weight or
lifestyle changes or other circumstancessa that increase susceptibility to hypoglycemia or
hyperglycemia (seé@ WARNINGS AND PRECAUT,|Bhtddcrine and Metabolisntiypoglycemiand
Hyperglycemia The dose may also have to be adjusted during intercurrent illness S&RNINGS
AND PRECAUTIONS, Intercurrent Condjtidsy change in inBo dose should be made under medical
supervision.

The prolonged duration of activity of Semglee is dependent on injection into subcutaneous space.
Semglee is not intended for intravenous or intramuscular administration. Intravenous administration of
the usual subcutaneous dose could result in severe hypoglycemi& 88&RNINGS AND

PRECAUTIONS

In cases of insufficient glucose control or atendencytohyper hypogl ycemi c epi sodes
compliance withthe prescribed insulin regimen, injections sites and proper injection techniques, the

handling of injection devices and all other relevant factors must be reviewed before dose adjustment is
considered.

Blood glucose monitoring is recommended for all patisewith diabetes.

Smglee must not be used for the treatment of diabetic ketoacidosis. Intravenous-ahting insulin
should be the preferred treatment.

4.2 Recommended Dose and Dosage Adjustment

Initiation of Semglee therapy

In clinical studies with insulinaive patients with type 2 diabetdsisulin Glargine Injection (rDNA

Orignwas st arted at a dose of 10 U once daily, and
need (seel4 CLINICAL TRIALS
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Changeoverd Semglee

When changing from a treatment regimen with an intermediate or facgng insulin to a regimen with
Semglee, the amount and timing of shartting insulin or fasacting insulin analogue or the dose of any
oral antidiabetic drug may need to beljasted secondary to the risk of hypoglycemia. In clinical studies
when patients were transferred from onaaily NPH human insulin or ultralente human insulin to ence
dailylnsulin Glargine Injection (rDNA Origitije initial dose was usually not changed

However, in studies when patients were transferred from twitzgly NPH human insulin tasulin
Glargine Injection (rDNA Origiahce daily, the initial dose (U) was usually reduced by approximately
20% (compared to total daily 1U of NPH human insalig) then adjusted based on patient response.

To reduce the risk of hypoglycaemia, when patients are transferred from once daily insulin glargine 300
Units/mL to once daily Semglee, the recommended initial Semglee dose is 80% of the insulin glargine
300 Unis/mL dose thatis being discontinued.

A program of close metabolic monitoring under medical supervision is recommended during transfer
and in the initial weeks thereafter. The amount and timing of staating insulin or fasacting insulin
analogue may eed to be adjusted. This is particularly true for patients with acquired antibodies to
human insulin needing higihsulin doses and occurs with all insulin analogues. Such patients may
experience a greater insulin response to Semglee.

With improved metabat control and resulting increase in insulin sensitivity, adjustment of the dose(s)
of antidiabetic treatments may become necessary.

4.4  Administration

Semglee is administered by subcutaneous injection. The injection area must not be rubbed.

As with all insufis, injection sites within an injection area (abdomen, thigh, buttock or deltoid) must be
rotated so that the same site is not used more than approximately once a month to reduce the risk of
lipodystrophy and localized cutaneous amyloidosis. Do not imgztareas of lipodystrophy or localized
cutaneous amyloidosis (SE&WARNINGS AND PRECAUTHDNSADVERSE REACTIONS

Patients should be rigorous with site rotatisacondary to prolonged deposition. In clinical studies,
there was no relevant difference in insulin glargine absorption after abdominal, thigh, or deltoid
subcutaneous administration. As for all insulins, the rate of absorption, and consequently theaoxset
duration of action, may be affected by exercise and other variables.

Preparation and handling:
Semglee is a clear solution, not a suspension.

Parenteral drug products should be inspected visually prior to administration whenever the solution and
the cantainer permit. Semglee must only be used if the solution is clear andrtesgs with no particles
visible. To minimize local irritation at the injection site, it is recommended to allow the insulin to reach
room temperature before injection.

Patient mustbe instructed to not reuse needles. INJECTION PENS, CARTRIDGES, NEEDLES, AND
SYRINGES MUST NOT BE SHARED. To prevent the possible transmission of disease, never share an
injection pen or cartridge between patients, even if the needle on the injectionigpehanged.

Mixing and diluting:

Semglee must not be mixed with any other insulilixing can change the time/action profile of
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Semglee and cause precipitation.

WhenInsulin Glargine Injection (rDNA Origamd regular human insulin were mixed immediatiedfore
injection in dogs, a delayed onset of action and time to maximum effect for regular human insulin was
observed. The total bioavailability of the mixture was also slightly decreased compared to separate
injections oflnsulin Glargine Injection (rDNZXigin)and regular human insulin. The relevance of these
observations in dogs to humans is not known.

Semglee must not be dilutediluting can change the time/action profile of Semglee.

45 Missed Dose

If youhave missed a dose of Semgleeif youhave notinjected enough insulinyour blood sugar level
may become too high (hyperglycemia). Check your blood sugar frequently. For information on the
treat ment of h Whateare gossible sidefiecs fronsusiy SEmglé@ein the PATIENT
MEDICATION INFORMATION

Do not take a double dose to make up for a forgotten dose.

5 OVERDOSAGE

Symptoms:An excess of insulin relative to food intake, energy expenditure or both may lead to severe
and sometimes mlonged and lifehreatening hypoglycemia (S€EWVARNINGS AND PRECAUTIONS

Symptoms of hypoglycemia may occur suddenly. They may include cold sweat, cool pale skin, fatigue,
drowsiness, excessive hungerjamschanges, headache, nausea and palpitation. Nocturnal

hypoglycemia is common in people taking insulin and symptoms can include restlessness, making
unusual noises, attempting to get out of bed or accidentally rolling out of bed, sleepwaiigigmares

and sweating. Patients may wake with a headache in the morning if their blood sugar was low during the
night.

Severe hypoglycemia may lead to unconsciousness and/or convulsions and may be fatal. In some cases,
the first sign of hypoglycemia may be confusior loss of consciousness (hypoglycemia unawareness).
Severe hypoglycemia, resulting in seizures, is more likely to occur at nighttime (nocturnal hypoglycemia)
than during the day.

Management:Mild episodes of hypoglycemia can usually be treated with cagbohydrates.
Adjustments in drug dosage, meal patterns, or exercise may be needed. It is therefore recommended
that patients with diabetes carry sugaontaining products.

Severe hypoglycemic episodes, where the patient has become unconscious, caatbd by glucagon

(for adult: 1 mg; for children weighing less than 20 kg: 0.5 mg) given intramuscularly or subcutaneously
by a trained person, or by glucose given intravenously fmgdicalprofessional. Upon regaining
consciousness, administration ofadrcarbohydrates is recommended for the patient in order to prevent

a relapse.

After apparent clinical recovery from hypoglycemia, continued observation and additional carbohydrate
intake may be necessary to avoid reoccurrence of hypoglycemia.

For managemet of a suspected drug overdose, contact your regipoaon control centre.
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6 DOSAGE FORMSTRENGTHSOMPOSITION AND PACHNG

To help ensure the traceability of biologic products, including biosimilars, health professionals should
recoghnise the importace of recording both the brand name and the rmoprietary (active ingredient)
name as well as other produspecific identifiers such as the Drug Identification Number (DIN) and the
batch/lot number of the product supplied.

Tablel ¢ Dosage Forms, Strgths, Composition and Packaging

Dosage Form/

Route of Administration Non-medicinal Ingredients

Strength/Composition
Subcutaneous Solution for injection 100 Glycerol 85%, raresol, water for
units/mL injection and zinc.

Hydrochloric acid and sodium
hydraxide for pH adjustment.

The prefilled disposable pen contains a sterile solution of insulin glargine for use as an injection.
SemgleelpsulinGlarginelnjection (rDNAOrigin)] consists of insulin glargine dissolved in a clear agueous
fluid.

Each milliter of Semgledlinsulin Glargine Injection (rDNA Originyjntains insulin glargine 100 units.
Each milliliter also contains excipients: glycerol 85%y@sol, water for injectiomnd zincSemgledas
a pH of approximately 4. The pH is adjusted by aalitf aqueous solutions of hydrochloric acid and
sodium hydroxide.

SemgledInsulinGlarginelnjection(rDNAQrigin)] 100 units per mL (U 100) is available-mI3prefilled
disposable peg in packagsof 1, 3 or5.

Description

Semgledlnsulin Glarginénjection (rDNA Origiih)s a recombinant human insulin analogue thatis a
long-acting, parenteral bloogjlucoselowering agent. Semglee is produced by recombinant DNA
technology utilizing a nepathogenic laboratory strain d?ichia pastoris GS1Hs theproduction
organism.

Insulin glargine differs from natural human insulin in that the amino acid asparagine at position 21 of the
A-chain is replaced by glycine and taxginines are added to thet€rminus of the Bchain (se€l3
PHARMACEUTICAL INFORMATION, Drug Supstance

7  WARNINGS AND PRECRKOINS

Please se8 SERIOUS WARNINGS AND PRECAUTIONS BOX

General

As with all insulin preparations, the time courseSs#fmgleection may vary in different individuals or at
different times in the same individual and the rate of absorption is dependent on blood supply,
temperature, and physical activity.
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Hypokalemia is among the potential clinical adverse effect associated witlsthef all insulin

therapies, particularly when given intravenously. Howe@emngleeshould not be given intravenously

(see4 DOSAGE AND ADMINISTRATION, Adminisjrafieft untreated, hypokalemia may use

respiratory paralysis, ventricular arrhythmia, and death. This potential clinical adverse effect may be
more relevant in patients who are at risk for hypokalemia (e.g., patient using potassium lowering drugs),
patients taking medications sensitive t&ram potassium concentrations, or patients losing potassium
through other means (e.g. diarrhea).

Stress or concomitant illness, especially infectious and febrile conditions may change insulin
requirements.

Insulin may cause sodium retention and edema, jgaitarly if previously poor metabolic control is
improved by intensified insulin therapy.

Patients with human insulin antibodies may be hypersensitive to other insulins, with a risk of
hypoglycemia and/or croggactivity.

Thiazolidinediones (TZDs), alaran combination with other antidiabetic agents (including insulin), can
cause heart failure and edema. The combination of TZD with insulin is not indicated for the treatment of
Type 2 Diabetes Mellitus. Please refer to the respective TZD product mohogWeBRNINGS AND
PRECAUTIOM®rmation when the use of these drugs in combination with any insulin, including
Semglegis contemplated.

To avoid transmission of disease, cartridge or a prefikushall nd be used by more than one person.

Accidental mipups between insulin glargine and other insulins, particularly shoting insulins, have
been reported. To avoid medication errors between insulin glargine and other insulins, patients should
be instructedo always check the insulin label before each injection &8®VERSE REACTIONS

Driving and Operating Machinery

The patient’s ability to concentrate and react
hyperglycemia or, for example, as a result of visual impairment. This may constitute a risk in situations
where these abilities are of special importance (e.g. driving a car or operating machinery).

Patients should be advised to take precautions to avoid hypeglie whilst driving. This is particularly
important in those who have reduced or absent awareness of the warning symptoms of hypoglycemia
or have frequent episodes of hypoglycemia. It should be considered whether it is advisable to drive or
operate machiney in these circumstances.

Endocrine and Metabolism
Hypoglycemia:

As with all insulin preparations, hypoglycemic reactions, especially during initiation of therapy, may be
associated with the administration 8emgleeHypoglycemia is the most common adseeffect of

insulins (se® ADVERSE REACTIONgooglycemia may occur if the insulin dose is too high in relation
to the insulin requirement (sed OVERDOSAE Early warning symptomsf hypoglycemia may be
different, be less pronounced or absent under certain conditions, as for example, in patients whose
glycemic control is markedly improved, in elderly patients, in patients where an autonomic neuropathy
is present, in patients whodeypoglycemia is developing gradually, in patients with a long history of
diabetes, in patients with psychiatric illness, or in patients receiving concurrent treatment with certain
other drugs such as betalockers. Hypoglycemia may occur with other substmincluding alcohol and
psychiatrionedications, street drugs, birth control pills, injections and patches4$eeUG
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INTERACTIONS: Dibiug Interactionp

Such situations may result in severe hypoglycemia(d possi bl vy, |l oss of consci

awareness of hypoglycemia.

The time of occurrence of hypoglycemia depends on the action profile of the insulins used and may,
therefore, change when the treatment regimen or timing of administrateonhanged.

As with all insulins, prolonged or severe hypoglycemic attacks, especially if recurrent, may lead to
neurological damage, loss of consciousness, coma or deatB GB&/ERSE REACT [[OBEvere
hypoglycemighas been observed in clinical trials with insulin, including clinical trials with insulin glargine

As with all insulins, additional caution (including intensified blood glucose monitoring) should be
exercised in patient populations who are at greater fiskclinically significant sequelae from
hypoglycemic episodes.

In a clinical study, symptoms of hypoglycemia or counter regulatory hormone responses were similar
after intravenous insulin glargine and regular human insulin both in healthy subjects algatients
with type 1 diabetes.

Hypoglycemic reactions following treatment with insulin products suclmsdin Glargine Injection
(rDNA Originpre mostly mild. Changes in insulin therapy or changtfestyle (i.e. diet, omission of a
meal, exerciséphysical activity) may require a change in dosage to avoid hypoglycemia. Glucose
monitoring is recommended for all patients with diabetes.

Diabetic patients should be instructed to carry a few lumps of sugar, candies or biscuits to prevent the
progression of a hypoglycemic reaction, should one occur (88§ IENT MEDICATION INFORMATION

Hyperglycemia:

The use of too low insulin dosages or discontinuation of treatment, especially in Type 1 diabetes, may
lead to hyperglycemia and diabetic ketoacidosis. Uncorrected hyperglycemic reactions can cause loss of
consciousness, coma, or death.

Immune
Injection Site and Local Allergic Reactions:

Injection site reactions with insulin therapy include redness, p&ihjrig at the injection site, hives,
swelling, and inflammation. Continuous rotation of the injection site within a given area may help to
reduce or prevent these reactions.

Most minor reactions to insulins usually resolve in a few days to a few weekgnidy occur if the
injection is not properly made (irritants in the skin cleansing agent or poor injection technique), or if the
patient is allergic to the insulin or any excipients.

Reports of injection site pain were more frequent wittsulin Glarginénjection (rDNA Origirhan NPH
human insulin (2.7% insulin glargine versus 0.7% human NPH). The reports of pain at the injection site
were usually mild and did not result in discontinuation of therapy. Other possibly related treatment
emergent injectiorsite reactions occurred at similar incidences with both insulin glargine and NPH
human insulin.

Lipodystrophy and Cutaneous Amyloidosis

Subcutaneous administration of insulin products can result in lipoatrophy (depression in the skin) or
lipohypertrophy (@largement or thickening of tissue) or localized cutaneous amyloidosis (skin lumps).
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Patients must be instructed to perform continuous rotation of the injection site to reduce the risk of
developing lipodystrophy and localized cutaneous amyloidosis. Ralould be advised to consult

their health professional if they notice any of these conditions and before changing the injection site.
There is a potential risk of delayed insulin absorption and worsened glycemic control following insulin
injections at ges with these reactions. A sudden change in the injection site to an unaffected area has
been reported to result in hypoglycemia. Blood glucose monitoring is recommended after the change in
the injection site, and dose adjustment of antidiabetic medizasimay be considered. (S8 ADVERSE
REACTIONS

Systemic allergic reactions:

Immediatetype allergic reactions are rare. Such reactions to insulin (including insulin glargine) or the
excipients may, for example, besociated with generalized skin reactions, angioedema, bronchospasm,
hypotension, anaphylactic reaction or shock and may be life threatenin@( @EINTRAINDICATIONS
and8 ADVERE REACTIONS

Antibody Production:

Insulin administration may cause insulin antibodies to form. In clinical studies, antibodies that cross
react with human insulin and insulin glargine were observed in both NPH human insulin and insulin
glargine treatmehgroups with similar percents of increased and decreased titers. There was no
correlation in either treatment group between increases or decreases in these antibody titers and
changes in either Abr totalinsulin requirements. In theory, the presencesath insulin antibodies
may necessitate adjustment of the insulin dose in order to correct a tendency to hyperglycemia or
hypoglycemia, but has not been found on reviewrsulin Glargine Injection (rDNA Origdtipical trials
and available postarketing data.

Intercurrent conditions:

Insulin requirements may be altered during intercurrent conditions such as infection or illness,
emotional disturbances, or stress.

Renal Hepatic/ Biliary/ Pancreatidmpairment

Although studies have not been performadpatients with diabetes and hepatic or renal impairment,
Semglegequirements may be diminished due to reduced capacity for gluconeogenesis and reduced
insulin metabolism (se20 CLINICAL PHARMACOL @pacial Populations and Conditipn€areful
glucose monitoring and dose adjustments of insulin or insulin analogues including Semglee may be
necessary in patients with hepatic or renal dysfunction.

Ophthalmologic

Retinopathy

A marked change in glycengiontrol may cause temporary visual impairment, due to temporary
alterationin the turgidity and refractive index of the lens.

Longterm improved glycemic control decreases the risk of progression of diabetic retinopathy.
However, as for all insulin regimgrintensification of insulin therapy with abrupt improvement in
glycemic control may be associated with temporary worsening of diabetic retinopathy.

In patients with proliferative retinopathy, particularly if not treated with photocoagulation, severe
hypoglycemic episodes may result in transient amaurosis &8&BVERSE REACTIONS, Eye digorders

Transferring Patients from Other Insulins
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Any change of insulin should be made cautiously and only undercalestipervision. Changes in insulin
strength, timing of administration, manufacturer, type (e.g., regular, NPH, or insulin analogs), species
(animal, human), or method of manufacture (recombinant DNA versus asioate insulin) may result

in the need fora change in dosage. Concomitant oral antidiabetic treatment may need to be adjusted.
As with all insulins, when transferring to Semglee, the early warning symptoms of hypoglycemia may be
changed, be less pronounced, or absent. The prolonged effect ofitsulEousSemgleenay delay

recovery from hypoglycemia (s€eDOSAGE AND ADMINISTRAJIION

7.1 Special Populations
7.1.1 PregnantWomen

Teratogenic effects

For insulin glargine no clinical data on exposed pregnanciesdomtrolled clinical studies are available.
Post Marketing data on pregnant women (more than 1000 pregnhancy outcomes) indicate no reports of
specific adverse effects of insulin glargine on maternal and fetal/neonatal outcomes.

Animal data do not indicateeproductive toxicity (se€6 NONCLINICAL TOXICOLOREYroductive and
Developmental Toxicology

Itis essential for patients with diabetes or a history of gestational diabetes to maintathrgetabolic
control throughout pregnancy to prevent adverse outcomes associated with hyperglycemia.

Insulin requirements may decrease during the first trimester and generally increase during the second
and third trimesters. Immediately after delivery, ifisurequirements decline rapidly (increased risk of
hypoglycemia). Careful monitoring of glucose control is essential.

Patients with diabetes should be advised to inform their doctor if they are pregnant or are
contemplating pregnancy.

7.1.2 Breastfeeding

It isunknown whether insulin glargine is excreted in significant amounts in human milk. Many drugs,
including human insulin, are excreted in human milk. There are no adequate artbwiblled studies

in nursing women. For this reason, caution should be @ged when Semglee is administered to a
nursing woman. Lactating women may require adjustments in insulin dose and diet.

7.1.3 Pediatrics(> 6 years of age)
Safety and effectiveness bifsulin Glargine Injection (rDNA Origi@s been established in children ove

6 years of age with Type 1 diabetes mellitus ($@€LINICAL PHARMACOLOGY, Special Populations and
Conditions and1 INDICATIONS

7.1.4 Geriatrics(> 65 years of ge)

In controlled clinical studies comparing insulin glargine to NPH human insulin, 593 of 3890 patients with
type 1 and type 2 diabetes were 65 years and older. The only difference in safety or effectiveness in this
subpopulation compared to the entirelgly population was an expected higher incidence of
cardiovascular events in both insulin glargine and NPH human insulin treated patients.
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In elderly patients with diabetes, the initial dosing, dose increments, and maintenance dosage should be
conservativeo avoid hypoglycemic reactions.

Hypoglycemia may be difficult to recognize in the elderly B@ARNINGS AND PRECAUTIONS,
Endocrine and Metabolism, Hypoglycepnian the elderly, progressive deteridian of renal function

may lead to steady decrease in insulin requirements. Careful glucose monitoring and dose adjustments
of insulin or insulin analogues including Semglee may be necessary\($@BNINGS AND
PRECAUTIONS, Rémédpatic/ Biliary/ Pancreatic impairment

Other:

The presence of diseases such as Acromegaly, Cushing's Syndrome, Hyperthyroidism, and
Pheochromocytoma can complicate the control of Diabetes Mellitus.

8 ADVERSE REACN®

The adverse drug reaction profiles reported in clinical studies that compared Semglee to the reference
biologic drug were comparable. The description of adverse reactions in this section is based on clinical
experience with the reference biologic drug.

8.1 Adverse Reaction Overview
Type 1 and type 2 diabetes in adults:

The adverse events most associated Wit reference product Lant@®Insulin Glargine Injection
(rDNA Originj)include the following:

Eye disorders

Retinopathy was evaluated in the clinisalidies by means of retinal adverse events reported and
fundus photography. The numbers of retinal adverse events reportebhéodin Glargine Injection
(rDNA Originand human NPH treatment groups were similar for patients with type 1 and type 2
diabetes

Effects ofinsulin Glargine Injection (rDNA Origam) diabetic retinopathy were evaluated in a large 5

year NPFtontrolled study in patients with type 2 diabetes in which progression of retinopathy was
investigated by fundus photography using a gragirgocol derived from the Early Treatment Diabetic
Retinopathy Study (ETDRS). The primary outcome in this study was progression by 3 or more steps on
the ETDRS scale at study endpoint. The results of this analysis are shown in the table below fer the per
protocol (primary analysis) population and indicate foferiority of Insulin Glargine Injection (rDNA
Origin)to NPH in the progression of diabetic retinopathy as assessed by this outcome. Jjiretpeol
population, which comprised 72.0% of randomizedignts, were patients treated with study drug for

at least 4 years and had fundus photographs at baseline and after at least 4.5 yedragedstie. The

results in the Intent to Treat (ITT) population are similar to the results in themocol populdion.

Table2 - Number (%) of subjects with-8tep or greater progressionin ETDRS at endpqipéer-
protocol population
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Insulin Glargine
Injection (rDNA
Origin)

(N=374)

NPH
(N=363)

Subjects with tep or greater progression (progression rat
Difference in progression rate (SE) versus NPH
95% CI versus NPH

53/374 (14.2%)
-1.98% (2.57%)
(-7.02% to 3.06%

57/363 (15.7%)

Note: % Calculated using number of PP subjects withhmisaing data as denominator. ETDRS = early
treatment diabetic retinopatly scale. Adjusted for baseline Zstratum. Margin of noaAnferiority =

10%.

Figure 1- Plot of 3step or greater progression rate over timd?P population

020
0.8
o.18 *
D14 A
= /-Ai I _*'T_'_F#- L
70z -
- 7 el
a -~ -
= nan - - _‘_..-""
i /‘ ___ Tl
£ oo s =
e
1.3 - /*/-' -
nnod ._}.f :._--' &
0.0 - ;7" '
F4
0.0+ {
Rl 3 ] 12 24 3R 48 R0 Grd
40 308 I ¥4 287 0T 358 3
156 350 382 356 353 Fdd 341 383
Wigik {Momiths)
Testmert groups & & & INSUliN Glargine Injection (r(DNA
Origin
*Rx ONgin)

Twoprespeci fied
(CSME) and

secondary
proliferative

out comes

di abetic

wer e

t hemadevel
retinopathy”

CSME developed in 15.6% of theulin Glargine Injection (rDNA Origgmpup and 14.6% of the NPH

group and PDR developed in 5.4% of ltigulin Glargia Injection (rDNA Origigroup and 3.9% of the

NPH group. Cataracts were reported more commonly intiselin Glargine Injection (rDNA Origin)

group, in particular cortical (but not nuclear) cataracts. There was a baseline imbalance in cataracts with
a geater incidence in thénsulin Glargine Injection (rDNA Origirgatment group. Diabetic retinopathy
adverse events were reportedin 4.9%o$ulin Glargine Injection (rDNA Origirdated patients vs.

3.8% of NPH treated patients.

Benign prostatic hypplasia (BPH) was reported as an Adverse Event by 2.7%lokthie Glargine
Injection (rDNA Origingroup compared to 0.6% of the NPH group; urinary retention was reported by
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1.2% vs. none, respectively. Neoplasms benign or malignant were seen indf 1nsiiin Glargine
Injection (rDNA Origimatients, vs12.3% of NPH patients.

Immune system disorders
- allergic reaction (se& WARNINGS AND PRECAUTIIONS
- injection site reaction

Investigations
- antibodies fomation (see7 WARNINGS AND PRECAUTIONS

Metabolism and nutrition disorders

HypoglycemiaHypoglycemia, a frequent adverse reaction to insulin therapy, may occur if the
insulin dose is too high in relation the insulin requirement.

As with all insulins, prolonged or severe hypoglycemic attacks, especially if recurrent, may lead to
neurological damage, loss of consciousness, coma or deati S#eRNINGS and PREOIONS

In the multinational ORIGIN trial conducted in 12,537 participants, the rates of severe hypoglycemia
(affected participants per 100 participant years of exposure) were 1.05 for insulin glargine and 0.30 for
Standard Care group and the rates ohfirmed non severe hypoglycemia were 7.71 for insulin glargine
and 2.44 for Standard Care group. Over the course of this study (median-fqlov2 years), 42% of

the patients in the insulin glargine group did not experience any hypoglycemia.

Skin and sbcutaneoustissue disorders
- Lipodystrophy, pruritus, and rash (s8&VARNINGS AND PRECAUT)IONS

8.2 Clinical Trial Adverse Reactions

Clinical trials are conducted under very specific conditions. The adverséoreeaties observed in the
clinical trials; therefore, may not reflect the rates observed in practice and should not be compared to
the ratesin the clinical trials of another drug. Adverse reaction information from clinical trials may be
useful in identifjng and approximating rates of adverse drug reactions inesld use.

Cardiovascular Safety

Study 4032 (ORIGIN Trial): randomized, 2x2 factorial design study: 12,537 participants. Participants were
randomized to receivinsulin Glargine Injection (rDN2xigin)(n=6264), titrated to a Fasting Plasma

Glucose (FPG) of 5.3 mmol/L or less, or Standard Care (n=6273). Overall, the incidence of major adverse
cardiovascular outcomes was similar between groupscalse mortality was also similar between

groups éeeTabled).

The objective of the trial was to demonstrate tHasulin Glargine Injection (rDNA Origise could
significantly lower the risk of major cardiovascular outcomes compared to standard care. Two co
primary compoge cardiovascular endpoints were used in ORIGIN. The fugticary endpoint was the
time to first occurrence of a major adverse cardiovascular event defined as the composite of CV death,
nonfatal myocardial infarction and nonfatal stroke. The secongranary endpoint was the time to the

first occurrence of CV death or nonfatal myocardial infarction or nonfatal stroke or revascularization
procedure or hospitalization for heart failure.

Anthropometric and disease characteristics were balanced at basdllmemean age was 64 years and

8% of participants were 75 years of age or older. The majority of participants were male (65%). Fifty nine
percent were Caucasian, 25% were Latin, 10% were Asian and 3% were Black. The median baseline BMI
was 29 kg/mand 886 had type 2 diabetes. For patients with type 2 diabetes, 59% were treated with a
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single oral antidiabetic drug, 23% had known diabetes but were on no antidiabetic drug and 6% were
newly diagnosed during the screening procedure. The meaii$Ll) at basele was 6.5% (1.0). Fifty

nine percent of participants had had a prior cardiovascular event and 39% had documented coronary
artery disease or other cardiovascular risk factors.

Vital status was available for 99.9% and 99.8% of participants randomitedllio Glargine Injection
(rDNA Originpnd standard care respectively at end of trial. The median duration of felfpwas 6.2

years [range: 8 days to 7.9 years]. The meag(8D) at the end of the trialwas 6.5% (1.1) and 6.8% (1.2)
in the Insulin Glargie Injection (rDNA Origimnd standard care group respectively. The median dose of
Insulin Glargine Injection (rDNA Origatt)end of trial was 0.45 U/kg. Eighdye percent of patients
randomized tdnsulin Glargine Injection (rDNA Origivgre usinginaulin Glargine Injection (rDNA

Origin)at end of the study.

Tabled - ORIGIN: Time to Onset of each Primary and Secondary Endpoint

Insulin Glargine Standard care Insulin
Injection (rDNA Origin) N=6273 Glargine
N=6264 Injection
(rDNA Oirigin)
VS
Standard
cae
Participants Participants
with Events| No0./100 | with Events| No./100 | Hazard Ratiog
N (%) patient-yr N (%) patient-yr (95% CI)
n n
Primary endpoints
CV death, nonfatal myocardial 1.02(0.94,
infarction (MI), or nonfatal strokg 1041 (16.6) (2.94) | 1013 (16.1)  (2.85) 1.11)
CV death, nonfatal myocardial
infarction (M), or nonfatal 1.04(0.97
stroke, or hospitalization for 1792 (28.6)] (5.52) | 1727 (27.5) (5.28) ' 1 115 ’
heart failure or revascularizatior '
procedure
Secondary endpoints
Alkcause mortality 951 (5.2) | (2.57) | 965(15.4)| (2.60) 0'9180(3590'
Composite microvascular 0.97(0.90,
outcome* 1323 (21.1) (3.87) | 1363 (21.7)] (3.99) 1.05)
Components of coprimary endpoint
CV death 580(9.3) | (157) | 576 (92) | (55 | * 1%89'
MI (fatal or nonfatal) 336 (5.4) (0.93) 326 (5.2) (0.90) 1.013 1(8588,
Stroke (fatal or notiatal) 331 (5.3) (0.91) 319 (5.1) (0.88) 1.013 2(%89,
Revascularizations 908 (14.5) (2.69) 860 (13.7) (2.52) 1.016{(;596,

Product Monograph
Semglee® Insulin Glargine Injection (rDNA Origin) Page 16 of 48



Insulin Glargine Standard care Insulin
Injection (rDNA Origin) N=6273 Glargine
N=6264 Injection
(rDNA Oirigin)
VS
Standard
cae
Participants Participants
with Events| No./100 | with Events| No./100 | Hazard Ratio|
N (%) patient-yr N (%) patient-yr (95% ClI)
n n
Hospitalization for heart failure 310 (4.9) (0.85) 343 (5.56) (0.95) 0910(§g)77

*with components of: laser photocoagulation or vitrectomy or blindness for diabetic retinopathy; progressionin
albuminuria; or doubling of serum creatinine or development of the need for renal replacement therap

Insulin Glargine Injection (rDNA Origiid not alter the relative risk for CV disease and CV mortality
when compared to standard care. There were no differences betviieiiin Glargine Injection (rDNA
Origin)and Standard Care groups for the twom@mary outcomes; for any component endpoint
comprising these outcomes; for all mortality; or for the composite microvascular outcome.

Malignancies

In the ORIGIN trial, the overallincidence of cancer (all types combined) or death from cancer was similar
between treatment groups. The time to first event of any cancer or new cancer during the study was
similar between the two treatment groups with respective hazard ratios of 0.99 (95% CI: 0.88, 1.11) and
0.96 (95% CI: 0.85, 1.09).

Body Weight

At the last ortreatment visit (median followp: 6.2 years), there was a mean increase in body weight
from baseline of 1.4 kg in tHasulin Glargine Injection (rDNA Origimpup and a mean decrease of 0.8
kg in the Standard Care group.

8.2.1 Clinical Trial Adverse ReactionRediatrics

Type 1 diabetes in children and adolescents:

Adverse events that occurred in a pediatric controlled trial in at least 1% of patients treated with Insulin
Glargine Injection (rDNA Origin) are shown below.

Table 3- Adverse Events by Body Systexm’z

NBLI2ZNISR Ay { GdzReé

onnod® o6t SN

Adverse event (diagnosis) Number (%) of subjects
Body System/Coded Term Insulin Glargine Injection (rDN/ Human NPH
Origin) n=175
n=174
Body as awhole
Infection 24 (13.8) 31(17.7)
Accidental injury 5(2.9) 4 (2.3)
Abdominal pain 2(1.1) 2(1.1)
Allergic reaction 2(1.1) -(-)
Flu syndrome -(-) 3(1.7)
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Adverse event (diagnosis) Number (%) of subjects
Body System/Coded Term Insulin Glargine Injection (rDN/ Human NPH
Origin) n=175
n=174
Pain in extremity 2(1.1) -(-)
Digestive system
Gastroenteritis 8 (4.6) 10 (5.7)
Diarrhea 2(1.1) 2(1.1)
Sore throat 2(1.1) -(-)
Endocrine system
Diabetes mellitus 1(0.6) 4(2.3)
Injection site reactions
Injection site mass 8 (4.6) 6 (3.4)
Injection site reaction 5(2.9) 6 (3.4)
Injection site hemorrhage 2(1.1) 2(1.1)
Metabolic and nutritional
disorders
Hypoglycemiceaction* 3(@1.7) 7 (4.0)
Hyperglycemia 1(0.6) 3.7
Ketosis 1(0.6) 5(2.9)
Lipodystrophy 3(1.7) 2(1.1)
Musculo-skeletal system
Bone fracture (not 3(1.7) 3(1.7)
spontaneous)
Bone disorder 2(1.1) -(-)
Nervous system
Headache 6 (3.4) 5(2.9)
Respiratory system
Upper respiratory infection 24 (13.8) 28 (16.0)
Pharyngitis 13 (7.5) 15 (8.6)
Rhinitis 9(5.2) 9(5.1)
Bronchitis 6 (3.4) 7 (4.0)
Sinusitis 5(2.9) 5(2.9)
Asthma 1(0.6) 2(1.1)
Cough increased 3(1.7) -(-)
Skin ard appendages
Fungal dermatitis 1(0.6) 2(1.1)
Skin benign neoplasm 1(0.6) 2(1.1)
Eczema 2(1.1) 1(0.6)
Herpes zoster 2(1.1) 1(0.6)
Urticaria 2(1.1) -(-)

*Non-serious hypoglycemia episodes are reported separately.

Study 3003: The most conamly reported event was lipodystrophy, a known consequence of insulin
injections. The intensity was mostly mild. Injection site events were assessed as possibly relatedin 9
(5.2%) Insulin Glargine Injection (rDNA Origin) subjects and 5 (2.9%) humantj¢eks siowever none

of these subjects discontinued due to these events.
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Study 3013: extension of Study 3003, uncontrolled {mrgn follow-up study of 143 patients who were
well-controlled on Insulin Glargine Injection (rDNA Origin) from 3003, forlA@Bdays. The most
common adverse events were upper respiratory infections, infection, and rhinitis. Note that when
comparing safety findings between studies, the difference in length of exposure needs to be kept in
mind.

Study 4005: controlled, randomizedyuble-crossover: 26 subjects (age range 120), regimen of

Insulin Glargine Injection (rDNA Origin) + lispro vs. human NPH + human regular. Adverse events were
equally distributed between the two treatment regimens. The most common adverse events were
upper respiratory tract infection and gastroenteritis.

Patients in the pediatric clinical trials of Insulin Glargine Injection (rDNA Origin) were treated with a
human NPHbased regimen prstudy, and patients assigned to receive human NPH during the study
began study treatment on the same human NPH regimen they had takestylg. This may have been

a factor in the increased incidence of hypoglycemia seen in Insulin Glargine Injection (rDNA Origin)
treated patients during (but not following) initial titratin in these trials, as an increase in hypoglycemia
may be expected when switching from one insulin to another and titrating the dose of the new insulin.

8.5 PostMarket Adverse Reactions
Other:
Medication errors have been reported in which other insulins, ioafarly shortacting insulins, have

been accidentally administered insteadlosulin Glargine Injection (rDNA Origin)

9 DRUG INTERACTIONS

9.2 Drug Interactions Overview

A number of substances affect glucose metabolism and may require insulin dose adjushdent a
particularly close monitoring.

9.3 Drug Behavioural Interactions

Patients should be offered continued education and advice on insulin therapiestyléfemanagement,
selfmonitoring, complications of insulin therapy, timing of dosage, instruction forotiggection
devices and storage of insulin.

The need for regular blood glucose saibnitoring should be considered when using Semglee to obtain
optimal glycemic control.

Alcohol may intensify or reduce the hypoglycemic effect of insulin.

9.4 DrugDrug Intgactions

Substances that may increase the bloggdlcoselowering effect and susceptibility to hypoglycemia
for example: oral antidiabetic products, ACE inhibitors, disopyramide, fibrates, fluoxetine, MAO
inhibitors, pentoxifylline, propoxyphene, salicydat somatostatin analog (e.g. octreotide), sulfonamide
antibiotics.

Substances that may reduce the bloaglucoselowering effect, for example: corticosteroids, danazol,
diazoxide, diuretics, sympathomimetic agents (e.g., epinephrine, salbutamol, terl@)tajiocagon,
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isoniazid, phenothiazine derivatives, somatropin, thyroid hormones, estrogens, progestogens (e.g., in
oral contraceptives), protease inhibitors and atypical antipsychotic medications (e.g., olanzapine and
clozapine).

Betablockers, clonidinelithium salts, and alcohol may either potentiate or weaken the bigadtose
lowering effect of insulin. Pentamidine may cause hypoglycemia, which may sometimes be followed by
hyperglycemia. In addition, under the influence of sympatholytic medicinalystsdsuch as beta

blockers, clonidine, guanethidine, and reserpine, the signs of hypoglycemia may be reduced or absent.

Other:
To avoid the risk of developing new or worsening heart failure, the use of TZDsin combination therapy
with insulin is not indiceed (seeWARNINGS AND PRECAUTIIONS

9.5 DrugFood Interactions
Interactions with food have not been established.

9.6 DrugHerb Interactions

Interactions with herbal products have not been established.

9.7 DruglLaboratoryTestInteractions

Interactions with laboratory tests have not been established.

10 CLINICAL PHARMACONOG

10.1 Mechanism of Action

The primary activity of insulin, including insulin glargine, is regulation of glucose metabolism. Insulin
and its analogues lower d glucose levels by stimulating peripheral glucose uptake, especially by
skeletal muscle and fat, and by inhibiting hepatic glucose production. Insulin inhibits lipolysis in the
adipocyte, inhibits proteolysis, and enhances protein synthesis.

10.2 Pharmacodymmics

Insulin glargine is a human insulin analogue designed to have low solubility at neutral pH. At pH 4, as in
the Insulin Glargine Injection (rDNA Orig8olution, it is completely soluble. After injection into the
subcutaneous tissue, the acidic sotut is neutralized, leading to formation of microprecipitates from
which small amounts of insulin glargine are slowly released, resulting in a relatively constant
concentration/time profile over 24 hours with no pronounced peak. This allows-daitg dosng to

meet a patient’'s basal insulin needs.

Insulin glargine and human insulin have been shown to be equipotent in gimeseng effect on a

molar basis (when administered intravenously at the same doses). In euglycemic clamp studies in
healthy subject®r in patients with type 1 diabetes, the onset of action of subcutaneous insulin glargine
was slower than NPH human insulin. The effect profile of insulin glargine was relatively constant with no
pronounced peak, and the duration of its effect was proledgompared to NPH human insulin.

Figure 2 shows results from a study in patients with type 1 diabetes conducted for a maximum of 24
hours after the injection. The median time between injection and the end of pharmacological effect was
14.5 hours (range:.8 to 19.3 hours) for NPH human insulin, and 24 hours (range: 10.8to >24.0 hours)
(24 hours was the end of the observation period) for insulin glargine.
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Figure 2¢ Activity Profile in Patients with Type 1 Diabetes
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*Determined as amount of glucose infub® maintain constant plasma glucose levels (hourly mean values).
Indicative of insulin activity. Betwequatient variability (CV, coefficient of variation), insulin glargine, 84%and
human NPH, 78%

10.3 Pharmacokinetics
Absorption

After subcutaneous injectioof insulin glarginérDNA Originin healthy subjects, and patients with
diabetesthe insulin serum concentrationsdicated a slower, more prolonged absorption and a
relativelyconstant concentration/time profile over 24 hours with no pronounced pealomparison to
NPH human insulin. Serum insulin concentrations were thus consistent with the time profile of
the pharmacodynamic activity of insulin glargine.

After subcutaneous injection of 0.3 U/kg insulin glargine in patients with type 1 diabatelatizely
constant concentratiostime profile hageen demonstrated. The duration of action afedydominal,
thigh, or deltoid subcutaneous administration was similar.

Metabolism

After subcutaneous injection ehsulin Glargine Injection (rDNA Origimhealthy subjects and diabetic
patients, insulinglargine is rapidly metabolized at the carboxyl terminus of the Beta chain with
formation of twoactive metabolites M1 (21&lyinsulin) and M2 (214&lydes30B Thrinsulin). In

plasma, theprincipal circulatig compound is the metabolite M1. The exposure to M1 increases with the
administered dose dihsulin Glargine Injection (rDNA Origifihe pharmacokinetic and
pharmacodynamiéindings indicatehat the effect of the subcutaneous injection withsulin Glarme
Injection (rDNA Origin¥ principally based on exposure Mi. Insulin glargine and the metabolite M2
were not detectable in the vast majority of subjeetsd, when they were detectable their concentration
was independent of the administered doselo$ulin Glargine Injection (rDNA Origin)

Duration of Effect

The longer duration of action (up to 24 hours)le$ulin Glargine Injection (rDNA Origimpirectly
related to its slower rate of absorption and supports omtzly subcutaneous administratiomhe time
course of action of insulins includi@emgleanay vary between individuals and/or within the same
individual. The doses and timing of antidiabetic medications must be determined and adjusted
individually, to achieve the desired blood glucoseslsv
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Special Populations and Conditions

1 Age Race, andGender. Information on the effect of age, race, and gender on the
pharmacokinetics ofnsulin Glargine Injection (rDNA Origmunavailable. However, in
controlled clinical trials in adults (n=38%Btudies 3001, 3002, 3004, 3005, and 3006), and a
controlled clinical trial in pediatric patients (n=349, Study 3003) subgroup analyses based on
age, race (white, black, Asian /oriental, multiracial and Hispanic) and gender did not show
differences in safgt and efficacy between insulin glargine and NPH human insulin.

1 Pregnancyand Breastfeeding The effect of pregnancy on the pharmacokinetics and
pharmacodynamics of Insulin Glargine Injection (rDNA Origin) has not been studiéd (see
WARNINGS AND PRECAUTIONS, Special Populations

1 Hepatic InsufficiencyNo studies were performed in patients with hepatic insufficiency.
However, some studies with human insulin have shown increased circulating levels ofimsulin
patients with liver failure. Careful glucose monitoring and dose adjustments of insulin or insulin
analogues includinemgleanay be necessary in patients with hepatic dysfunction fsee
WARNINGS AND PRECAUTIONS, Hémilimry/ PancreatidRena).

1 RenallnsufficiencyNo studies were performed in patients with renal insufficiency. However,
some studies with human insulin have shown increased circulating levels of insulin in patients
with renal failure. Careful glucose monitoring and dose adjustments of insulin or insulin
analogues includinemgleenay be necessary in patients with renal dysfunction (&see
WARNINGS AND PRECRAINH, HepaticBiliary/ Pancreatid Rena).

1 Obesity. In controlled clinical trials, which included patients with Body Mass Index (BMI) up to
and including 49.6 kg/fsubgroup analyses based on BMI did not show any differences in
safety and efficacy bateen insulin glargine and NPH human insulin.

1 Smoking Information on the effect of smoking on the pharmacokineticSefngleas
unavailable.

11 STORAGETABILITAND DISPOSAL

Before first using the pen, store the cartons containing the pen in the refrigerg2°C to 8°C).
Do notfreeze the pen.

After you take a pen out of the refrigerator, rest it on a flat surface and wait for it to reach room
temperature between 15°C to 30°C before you use it.

After first use of the pen, store it at room temperature (158€30°C). Do not put the pen back in the
refrigerator after using it.

Always store the pen with the cap on, to prevent contamination.

The pen that you are using should be thrown away after 28 days of first use, even if it still has insulin
left.

Do notleave the needle attached tothe pen during storage or reuse needles.

Always use a new sterile needle for each injection as this helps stop blocked needles and prevents
infections.

Keep out of reach and sight of children.
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12 SPECIAL HANDLING TRBCTIONS

Information to be provided to the Patient

Semglee must only be used if the solution is clear andudefss with no particles visible (SEEOSAGE

and ADMINISTRATION: Administrati@emglee is a clear solution, notuagension.Longacting

insulins are known to be confused with other insulin types such as-glatirtg insulinsThe insulin label
must always be checked before each injection to avoid medication errors between Semglee and other
insulins. It is not necessy to shake or rotate th@re-filled disposable penkefore use. Patients must be
advised that Semglee must not be mixed with any other insulin or diluted with any other solutior (see
WARNINGS AND PRECAUT).ONS

Patients should be instructed on setlanagement procedures including glucose monitoring, proper
injection technique, and hypoglycemia and hyperglycemia management. Patients must be instructed on
handling of special situations such as intercurrent é¢os (illness, stress, or emotional disturbances),

an inadequate or skipped insulin dose, inadvertent administration of an increased insulin dose,
inadequate food intake or skipped meals. The extent of patient participation in his/her diabetes
managements variable and is generally determined by the physician.

Insulin treatment requires constant alertness to the possibility of hypad hypoglycemia. Patients and
their relatives must know what steps to take if hyperglycemia or hypoglycemia occursuspécted,
and they must know when to inform a physician.

Patients with diabetes should be advised to inform their doctor if they are pregnant or are
contemplating pregnancy.

See als®?’ATIENT MEDICATIGIRORMATIOfdr Semgledor additional information. Refer patients to
“Howtotake Semglee f or additional i nformation on use of

PART IISCIENTIFIC INFORMANI

13 PHARMACEUTICAL INM2HRION

Drug Substance

Proper name:insulin glargine (rDNA origin)

Chemical name21A-Glycine3(Pa-L-arginine 36b-L-arginineinsulin (human)
Molecular formula and molecular mas€;s7H104N7-207sS and 6063 Daltons

Structural formula:
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Physicochemical propertigsolubility

Physical Form

Insulin glargine drug substance is a white or almost white, hygroscopic pow

Solubility

Insulin glargine is practically insoluble in water and in anhydrous ethanol. It
soluble in dilute mineral acid solution3 to 7 pg/mL at pH 7, &ast 10 mg/mL
atpH 5, and greater than 100 mg/mL at pH 2

Isoelectric Point

Isoelectric point of insulin glargine is close to 7.0.

14 CLINICAL TRIALS

14.1 TrialDesign andstudyDemographics

Clinical studies conducted to support similarity between Semgledtanceference biologic drug

included:

1 Study MYEL501D1003
This was a Phase 1 randomized, dotidied, singledose, threetreatment, six period, six
sequence, fully replicated, euglycemic glucose clamp study in healthy subjects. The
pharmacokinetic (PKpharmacodynamic (PD), and safetgfile of the longacting insulin
glargine analog M¥1501D produced using two different manufacturing processes (Process V
and Process VI) were compared to teéerencelong-acting insulin analog, Lant&) S(insulin
glargine injection). The study consisted of eight study visits: a Screening Visit (Visit 1), six Dosing
Periods (Visits-Z) during the Treatment Period, and a Follap Visit (Visit 8). There was &8
day Washout Period between each of the Dosing Periods.
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Table5 - Summary of patient demographics for clinical trials

Dosage, route of g\ s bjects  Mean age

Study # Studydesign administration Sex
and duration (n) (Range)

MY L double-blind, 0.5 U/kg, Normal 40.1 65 male
15010  randomized, single = subcutaneous healthy (+11.07) 30 female
1003 dose, 3treatments,  doses, up to 105 | volunteers; 95

6 periods, 6 days randomized

sequences, fully

replicated,

euglycemic glucose

clamp study

MYL-150101003 Demographics and Baseline Characteristics
A total of 95 subjets were randomized, and 74 subjects completed the study.

The demographic and baseline characteristics of the subjects were well balanced between the
treatment sequences.

The mean (+ SD) age for the subjects was 40.1 (+ 11.07) years, most subjects \wgre=6%168.4%).
The subjects identified predominantly as White (n=58, 61.1%) and Black or African American (n=26,
27.4%), and Hispanic or Latino (n=34, 35.8%). Mean (+ SD) BMI at Screening was 26.23 (+ 22562) kg/m

14.2 StudyResults
See 14.3 Comparative Biailability Studies.

14.3 ComparativeBioavailability Sudies

Primary Pharmacokinetic Parameters of Plasma Insulin Glargine M1 Concentradioth®rimary
Pharmacodynamic Paramete¥derived from Study MY{1501D51003:

% Ratio of
Parametet Test Referencé Geometric Confidence Interval
Means
AUG_ 24n 7.42(0.222) 7.48 (0.225) 99.33% 95.11%, 103.22%
(hr*ng/mL)
Guax 0.44(0.014) 0.44(0.014) 99.99% 95.30%, 104.33%
(ng/mL)
AUG re24h 139%.32 1471.04 94.90% 85.46%, 1%.39%
(109.817) (103.524)
GIR1ax 1.84(0.120% 1.91(0.115) 97.5% 89.2%, 1®.63%
§ Area under the glucose infusion rate curve from 0 to 24 hours é&kf) and Maximum glucose infusion

rate (GlRax were derived from euglycemic clamp technique over énduration
1 Geometric LS Mea($E)
2 MY1L:1501D (Process VI) (n=R8 PK and n=85for BD
s Lantus®USn=86for PK and n=85 for BD
4 90% Confidence Interval
5 95% Confidence Interval with expanded confidence limits due toliVginiable Drug Product.
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14.4 Immunogenicity

As with all theapeutic proteins, there is potential for immunogenicity. The detection of antibody

formation is highly dependent on the sensitivity and specificity of the assay. Additionally, the observed
incidence of antibody (including neutralizing antibody) positiitan assay may be influenced by

several factors, including assay methodology, sample handling, timing of sample collection, concomitant
medications, and underlying disease. For these reasons, comparison of the incidence of antibodies in the
studies desched below with the incidence of antibodies in other studies or to other insulin glargine
products may be misleading.

The immunogenicity reported in clinical studies that compared Semglee to the reference biologic drug
were comparable. The description afiinunogenicity in this section is based on clinical experience with
the reference biologic drug.

Insulin administration may cause insulin antibodies to form. In clinical studies, antibodies that cross
react with human insulin and insulin glargine were olserin both NPH human insulin and insulin
glargine treatment groups with similar percentages of increased and decreased titers. There was no
correlation in either treatment group between increases or decreases in these antibody titers and
changes in eitheA1C or total insulin requirements. Intheory, the presence of such insulin antibodies
may necessitate adjustment of the insulin dose in order to correct a tendency to hyperglycemia or
hypoglycemia but has not been found on review of Insulin Glarginetioje@DNA Origin) clinical trials
and available posiarketing data.

14.5 Clinical Trials Reference Biologic Drug

The safety and efficacy of ondaily insulin glargine at bedtime was compared to that of eda#y and
twice-daily NPH human insulin in opéabel, randomized, activeontrol, parallel studies of 2327 adult
patients and 518 pediatric patients with type 1 diabetes mellitus and 1563 adult patients with type 2
diabetes mellitus.

In general, insulin glargine maintained the level of glycemic coagraheasured by glycohemoglobin
and fasting glucose.

Type 1 diabetes in adults (sdable?). In two large, randomized, controlled Phase 11 studies (Studies
3001 and 3004), patients with type 1 diabetes (n=1119) were randonhizleaisatbolus treatment with
Insulin Glargine Injection (rDNA Origimsulin glargine) once daily or with NPH human insulin once or
twice daily and treated for 28 weeks. Regular human insulin was administered before eachnswdial.
Glargine Injectin (rDNA Originjvas administered at bedtime. NPH human insulin was administered
once daily at bedtime or in the morning and at bedtime when used twice daily. In these studigs)
Glargine Injection (rDNA Origiaind human NPH had a similar effect dgcghemoglobin with a similar
overall rate of hypoglycemia.

In another large, randomized, controlled Phase 11l study, patients with type 1 diabetes (Study 3005,
n=619) were treated for 16 weeks with a babalus insulin regimen where insulin lispro wasdis
before each mealnsulin Glargine Injection (rDNA Origivgs administered once daily at bedtime and
NPH human insulin was administered once or twice daily. In this diglylin Glargine Injection (rDNA
Origin)and NPH human insulin had a similaeetfon glycohemoglobin with a similar overall rate of
hypoglycemia.

Type 2 diabetes in adults (s@&ble7). In one large, randomized, controlled Phase Il study (Study 3002,
n=570),Insulin Glargine Injection (rDNA Origivasevaluated for 52 weeks as part of a regimen of
combination therapy with insulin and oral antidiabetic agents (93.9% sulfonylureas, 51.1% biguanides,
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12.3% acarbose, or 2.8% other, percentages add up to greater than 100% due to combination therapy).
Insuln Glargine Injection (rDNA Origadministered once daily at bedtime was as effective as NPH
human insulin administered once daily at bedtime in reducing glycohemoglobin and fasting glucose.
There was a low rate of hypoglycemia that was simildnsalinGlargine Injection (rDNA Origiahd

NPH human insulin treated patients.

In another large, randomized, controlled Phase |1l study in patients with type 2 diabetes not using oral
antidiabetic agents (Study 3006, n=518), a bashls regimen ofnsulin Glagine Injection ((DNA
Origin)once daily at bedtime or NPH human insulin administered once or twice daily was evaluated for
28 weeks. Regular human insulin was used before meals as needed.

Insulin Glargine Injection (rDNA Origimad similar effectivenesas either onceor twice-daily NPH
human insulin in reducing glycohemoglobin and fasting glucose with a similar incidence of
hypoglycemia.

Type 2 DiabetesAdults (se€Table6). In a randomized, opelabel, parallel, 24veek dinical study in

adult patients with type 2 diabetes (Study 4002, n=756) with ag»A5% (mean 8.6%) on one or two

oral antidiabetes agents (88.5% sulfonylureas, 82.8% biguanides, or 9.0% TZDs, percentages add up to
greater than 100% due to combinationettapy),Insulin Glargine Injection (rDNA Origam)NPH human

insulin, once daily at bedtime, was added to their prior regimen. In order to reach the target fasting

pl asma gl ucose < 5Instlin Glangine Injection rDINA Ordgmcd NPH laorfan insulin

was adjusted according to the structured degeation regimen as described in Taléle

Table6 ¢ Dose titration schedule

Period Dose or dose adjustment

Start of treatment 10 U/day

Then adjustment every 7 days based on FPG (Fasting Plasnt§3) as follows:

Mean FPG =210 mmol / L f|Increasedaily dose by 8 U
days and no episodes of severe hypoglycemia
no PG <4.0 mmol/L

Mean FPG =27.8 mmol /L Increase daily dose by 6 U
last 2 consecutive days and no episodes of sev
hypoglycemia or no P&4.0 mmol/L

Mean FPG =26.7 mmol /L Increase daily dose by 4 U
last 2 consecutive days and no episodes of sev
hypoglycemia or no PG <4.0 mmol/L

Mean FPG >5.5 mmol/L and <6.7 mmol/L for th| Increase daily dose by 2 U
last 2 consedive days and no episodes of sevel
hypoglycemia or no PG <4.0 mmol/L

CKSY YFAYOGFAY GFNBSO CtD Xpdp YY2fKkK]

PG = Plasma Glucose

Using this dosgitration schedule, Adwas reduced to a mean of 6.96% fasulin Glargine Injectio

(rDNA Originpnd 6.97% for NPH human insulin. More than half of the subjects in each group achieved
anAkv al ue tnéulinGlargifetmjection (rDNA Origis.0%; NPH human insulin, 57.3%; mean

dose at study endpoint was 47.2 U fosulin Glar@e Injection (rDNA Origiand 41.8 IU for NPH

human insulin). Inthénsulin Glargine Injection (rDNA Origirgated group, 33.2% of the patients

reached the primary efficacy endpoint @ALal ue of < 7. 0% i n t-toBfirmadsence
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noctur n a | hypogl ycemi a

(p=0.0486).

In this study, fewer patients with type 2 diabetes treated witkulin Glargine Injection (rDNA Origin)

4

mmol / L,

-treatadmwupe d

experienced nocturnal hypoglycemia compared wigttients treated with NPH human insulin. Other

clinical trials in type 2 diabetes showed similar results with less nocturnal hypoglycemia with patients

treated withInsulin Glargine Injection (rDNA Origiompared to patients treated with NPH human

insulin

Type 1 and type 2 diabetes in adult§able7 compares regimens dhsulin Glargine Injection (rDNA

Origin)once daily to NPH human insulin either once or twice daily in subgroups of patients from Phase

[1l studies based upon prior basal insulin regimens

Summary of main therapeutic outcomes of the clinical studies

Table7 - Adult Patients

Type 1 diabetes mellitus

Diabetes Treatment na no Endstudy mean
population (mean change from baseline)
Glycated Fasting blood
hemoglobin glucose
(%o¥ (mmol/Ly
Previous use of onedaily basal injection regimen
with regular Insulin 222 206 7.98 (0.01) 8.51¢0.93)
human insulin | Glargine
Injection
(rDNA Origin)
NPH human | 218 205 7.95¢0.05) 8.16 ¢1.21)
insulin
with insulin Insulin 73 71 7.11 (0.25) 8.01¢1.26)
lispro Glargine
Injection
(rDNA Origin)
NPH human | 69 64 7.46 €0.23) 8.65¢1.17)
insulin
Previous use of more than onchily basal injection regimen
with regular Insulin 334 303 7.77 (0.06) 7.83 ¢1.31)
human insulin | Glargine
Injection
(rDNA Origin)
NPH human | 345 315 7.69 (0.05) 8.78(0.72)
insulin (x2)
with insulin Insulin 237 224 7.66 ¢0.03) 8.0 ¢1.42)
lispro Glargine
Injection
(rDNA Origin)
NPH human | 240 229 7.64 (0.05) 8.57 (0.81)

insulin (x2)

Type 2 diabetes mellitus
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Diabetes Treatment na no Endstudy mean

population (mean change from baseline)
Glycated Fasting blood
hemoglobin glucose
(%o¥ (mmol/Ly
Insulin in combination with oral antidiabetic agents
No previous Insulin 222 218 8.07 €1.00) 7.22¢3.14)
insulin use Glargine
Injection
(rDNA Origin)
NPH human | 204 194 7.92 €1.00) 7.29€3.19)
insulin
Previous Insulin 67 61 8.71¢0.14) 7.43¢0.82)
insulin use Glargine
Injection
(rDNA Origin)
NPH human | 77 68 8.75¢0.05) 7.72€0.79)
insulin
Insulin without oral atidiabetic agents
Previous use o Insulin 52 a7 8.07 (0.34) 8.49 (0.95)
oncedaily Glargine

basal insulin | Injection
(rDNA Origin)

NPH human | 48 46 7.92 (0.45) 7.94 (1.13)
insulin
Previous use o Insulin 207 184 8.15¢0.44) 7.71¢1.34)
more than Glargine
oncedaily Injection
basal insulin | (rDNA Origin)
NPH human | 211 192 7.96 (0.61) 8.05¢1.19)
insulin (x2)

@ Number of patients randomized and treated.

b Number of patients randomized, treated, and completed study (without early endpoint)
¢Intention to treat population

4p<0.05]nsulin Glargine Injection (rDNA Origiompared with NPH humaninsulin

Type 1 diabetes in children and adolescents (Jexbled)

Study 3003: pivotal study: randomized, ogabel, parallestudy of 349 Type 1 diabetic children aged 6

to 15 years: treated for 28 weeks withsulin Glargine Injection (rDNA Origamce daily versus the most
commonly used insulin in children, human NPH once or twice diadlylin Glargine Injection (rDNA

Origh) had a significant reduction in FBG and similagakid 24hour BG profile when compared to

human NPH once or twice daily. The results of this study show that the overall level of glycemic control
as measured by Aand incidence of hypoglycemia achie\adter initial titration following switching to
Insulin Glargine Injection (rDNA Origirgm pre-study human NPH is similar to that achieved by once or
twice daily NPH human insulin.

Table8 - Pediatric PatientgStudy 3003)
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Type 1 Diabetes Mellitus

Treatment duration 28 weeks
Treatment in combination with Regular insulin
Insulin Glargine Injection Human NPH
(rDNA Origin)
Number of subjects treated 174 175
GHb
Endstudy mean 8.91 9.18
Adjusted mean change from baselin +0.28 +0.27
Basal insulin dse
Endstudy mean 18.2 21.1
Mean change from baseline -1.3 +2.4
Total insulin dose
Endstudy mean 45.0 46.0
Mean change from baseline +1.9 +3.4
Fasting blood glucose (mmol/L)
Endstudy mean 9.48 10.15
Adjusted mean change from baselin -1.29 -0.68

Study 3013: pivotal study: extension of Study 3003: dpéelled, uncontrolled longerm follow-up

study of 143 patients who were welbntrolled onInsulin Glargine Injection (rDNA Origirgm 3003,

for 201-1159 days, 26 subjects did not continue &ministrative and unknown reasons. The level of
glycemic control established in Study 3003 was maintained in this study, despite an increase of 0.35% in
Al-from baseline in Study 3003. This increase can be attributed to many factors; the deteriafation
control with time; puberty, which often has a detrimental impact on glycemic control and is associated
with increased insulin resistance and increased insulin requirements; although less common i a post
pubescent population, lack of aggressive titratapuld be another factor, since pediatricians and

parents are often afraid of the deleterious effects of hypoglycemia on children.

Study 4005: opeitabel, controlled, randomized, doubossover: 26 subjects (age range 120),
Tanner B2G2 (puberty syas) or greater were on 16 weeks of each regimdngilin Glargine Injection
(rDNA Origin}+ lispro vs. human NPH + human regular. Thisgihrtal trial lacked the necessary power
to demonstrate significance for the primary outcome.

The higher episodeaf all symptomatic hypoglycemia withsulin Glargine Injection (rDNA Origi8p8
vs. 237) were only observed in the second period and were associated with a lowfer Akulin
Glargine Injection (rDNA Origif§.6% vs. 9.9%).

The combination ofnsulih Glargine Injection (rDNA Origamd lispro was chosen to best approximate a

normal physiologic insulin response duringthedayn sul i n Gl ar gi ne peaklgse ct i on (
24-hour duration better resembles true basal pancreatic insulin secretian NPH human insulin, and

lispro insulin has a more rapid appearance and disappearance from the plasma than regular human

insulin, resulting in lowegprandial glucose excursions and a lower incidence of postprandial

hypoglycemia, compared to regular ham insulin.

Compared to human NPHsulin Glargine Injection (rDNA Origiad similar 24our BG profile and
Alcin Study 3003. In the uncontrolled extension study, Study 3013, the level of glycemic control
established in Study 3003 was maintained, despn increase of 0.35% in Aftom baseline in Study
3003.
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During initiation of treatment (and consequent dose titration) with any insulin, the risk of hypoglycemia
is higher than after the dose has stabilized following titration. In pediatric cliniedd tomparingnsulin
Glargine Injection (rDNA Origit) NPH human insulin, all patients were on human Miakkd regimens
prior to the study, which were not changed for patients entering treatment in the human NPH arm.
Patients beginning treatment witlmsulin Glargine Injection (rDNA Origihpwever, all required dose
titration on the new insulin, which may have been in large measure responsible for the increase in
hypoglycemia seen imsulin Glargine Injection (rDNA Origirgated patients during titation. In

addition, in some studies (Study 4005)Ahd glucose levels were lower in thesulin Glargine Injection
(rDNA Origingroup thanin the human NPH group during the titration phase, which would also tend to
foster more episodes of hypoglycemRostinitiation in Study 3003nsulin Glargine Injection (rDNA
Origin)treatment was associated with a significantly greater reduction in mean FBG and no significant
difference in A, 24hr BG profile, and hypoglycemia incidence compared to NPH hursalimirgiven

once or twice daily. Poshitiation in crossover Study 400B)sulin Glargine Injection (rDNA Origin)
treatment was associated with no significant difference in FB@y BIG profile or hypoglycemia
incidence compared to NPH human insulin. iDgithe first treatment phase of Study 4005,A1
decreased in both treatment groups. Inthe second treatment phase, improvemeni:ivaisl

maintained in patients oinsulin Glargine Injection (rDNA Originlispro, while Adincreased in

subjects who swithed to human NPH + human regular.

Insulin Glargine Injection (rDNA OrigiRlexible Daily Administration

The safety and efficacy bisulin Glargine Injection (rDNA Origa@ministered prebreakfast, predinner

or at bedtime were evaluated in a largendgomized, controlled clinical study (Study 4007). In this study
in patients with type 1 diabetes (n=378), who were also treated with insulin lispro at nhesalsn

Glargine Injection (rDNA Origiafiministered at different times of the day resulted inuagalent

glycemic control to that at bedtime (s@&ble9).

The safety and efficacy bisulin Glargine Injection (rDNA Origa@ministered prebreakfast or at
bedtime were also evaluated in a large, randomized, aatomrolled clinical study (Study 4001, n=697)
in type 2 diabetic patients no longer adequately controlled on oral agent therapy. All patients in this
study also received AMARYL® (glimepiride) 3 mg tiallin Glargine Injection (rDNA Origgiyen

before breakast was as effective in lowering glycated hemoglobig aslnsulin Glargine Injection
(rDNA Origingiven at bedtime or NPH human insulin given at bedtime {sd#e9).

Table9 - FlexibleInsulin Glargine Injection (rDNA @in) Daily Administration in Type 1 and Type 2
Diabetes Mellitus

Diabetes population Type 1 diabetes mellitus Type 2 diabetes mellitus
Treatment duration 24 weeks 24 weeks
Treatment in combination with: Insulin lispro AMARYL® (glimepiride)

Insulin Glargie Injection (rDNA|  Insulin Glargine NPH

Origin) Injection (rDNA
Origin)

Breakfastl Dinner | Bedtime | Breakfastf Dinner | Bedtime
n2 112 124 128 234 226 227
nP 104 123 125 226 211 205
Glycated Hemoglobin Atc
Baseline mean 7.56 7.53 7.61 9.13 9.07 9.09
Endstudy mean 7.39 7.42 7.57 7.87 8.12 8.27
Mean change from baseline -0.17 -0.11 -0.04 -1.26 -0.95 -0.83
Product Monograph

Semglee® Insulin Glargine Injection (rDNA Origin) Page 31 of 48



Basalinsulin dose (U9)

Endstudy mean 27.3 24.6 22.8 40.4 38.5 36.8
Mean change from baseline 5 1.8 1.5

Total insulin dose (U9) NA NA NA
Endstudy mean 53.3 54.7 51.5

Mean change from baseline 1.6 3 2.3

aNumber of patients randomized and treated
b Number of patients randomized, treated, and completed study (without early endpoint)

¢Intention to treat population

All data ollected during study treatment are included in the calculations whenever possible, unless
specified for a particular purpose (such as-pestocol population which may exclude patients with very
early withdrawal), regardless if patients withdrew or notrithg the study.

15 MICROBIOLOGY

No microbiological information is required for this drug product.

16 NONCLINICATOXICOLOGY

Generaltoxicology:

The acute toxicity ahtravenous iv.) andsubcutaneousg.c) administration of insulin glargine was
tested in mi@ and rats. The LD50 in each species was in the range of greater than or equal to 1000 U/kg.

Single dose acute toxicity studies witisulin glargin@lone were performed in mice and rats at s.c.
doses up to 27.9 U/kg (1.0 mg/kg) and 50.2 U/kg (1.8 mgregpectively. For all tested doses, there
were no toxicological findings of significance aside from expected pharmacodynamic observations
(reduction in blood glucose).

In repeated subcutaneous dose toxicity studies of insulin glargine in mice, ratspgsiadly expected
pharmacodynamic results were observed.

A 90day repeat dose toxicity study withsulin glargin@lone was performed in rabbits at doses up to

1.25 U/kg/day (s.c.), approximately four times the starting human dose of 10 U/day vk @0son

based on body surface area. One female rabbit at the 1.25 U/kg/day dose exhibited low blood glucose
and hypoglycemic convulsions on day 32 post dosing. While hypoglycemia was initially correctable with
oral glucose on day 32, the rabbit showed simdligins post dose on day 33 and died 4 hours post dose.
NOAEL was concluded to be 1.25 U/kg/day (~2.4 times the recommended starting human dose based on
surface area). No other deaths occurred in the study. No toxicological findings of concern beyond
expeced pharmacodynamic effects occurred in the study.

Carcinogenicity The carcinogenic potential of insulin glargine was evaluated in mice and rats at three
different dose levels. These twmar carcinogenicity studies were performed in mice and rats. The
results do not suggest a cancer risk to humans.

In mice and rats, standard twygear carcinogenicity studies with insulin glargine were performed at

doses up to 0.455 mg/kg, which is for the rat approximately 10 times and for the mouse approximately 5
times the recommended human subcutaneous starting dose of 10 U (0.008 mg/kg/day), based on
mg/m?2. The findings in female mice were not conclusive due to excessive mortality in all dose groups
during the study. No clear explanation was found for the excessiveafitas. A similar effect was seen
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in the female mice control groups: the saline controls mortality (34%) was comparable to the mortality

of high dosed female mice (28%) whereas in the vehicle controls mortality reached 42% which is in the
same range as thmortality of low dosed female mice (46%). In contrast, the mortality was the same in
the male mice saline and vehicle control groups (both 16%). Therefore, these findings are considered as
an accidental one due to biological variability. Histiocytomasev@und at injection sites in male rats
(statistically significant) and male mice (not statistically significant) in acid vehicle containing groups.
These tumors were not found in female animals, in saline control, or insulin comparator groups using a
different vehicle. The relevance of these findings to humans is unknown.

Genotoxicity. Insulin glargine was not mutagenic in tests for detection of gene mutations in bacteria and
mammalian cells (Ameand HGPRiest) and in tests for detection of chromosonatherrations
(cytogeneticsn vitroin V79 cells anéh vivoin Chinese hamsters)

Reproductive and Developmental Toxicology an embryotoxicity study in rats, hypoglycemia, but no
maternal toxicity, occurred. Insulin glargine was not embryotoxic andaratogenic. Inan
embryotoxicity study in rabbits, maternal (hypoglycemic shock, intrauterine deaths) and eifeb@yo
hypoglycemiainduced toxicity, including single anomalies in the middied highdose groups, were
observed. Similar effects were obged with NPH human insulin.

In a combined fertility and prenatal and postnatal study in male and femaleadmbgnistered insulin
glargineat subcutaneous doses up to 0.36 mg/kg/dagproximately 7 times the recommended human
subcutaneous starting dose »0 U[0.008 mg/kg/day, based on mg/i#), maternal toxicity due to dose
dependent hypoglycemia, including some deaths, was observed. Consequently, a reduction of the
rearing rate occurred in the higiose group only. Similar effects were observed with KBidan

insulin.

Studies in rats with doses up to 40 times the average daily basal human dose (0.5 U/kg) and a study in
rabbits at two times the human dose (0.5 U/kg) do not indicate direct harmful effects on the pregnancy
during the different stages of pregncy. The effects of insulin glargine did not generally differ from

those observed with regular human insulin; however, in rabbits, five foetuses from 2 litters of the high
dose group exhibited dilation of the cerebral ventricles.

Juvenile ToxicityJuvetie Toxicity studies have not been conducted with insulin glargine.

Localtolerancetnsulin glargingvas administered intradermally to guinea pigs as three pairs of
injections as 0.1mL of 100 U/mL solution. Following topical application as a boostehadiesge, there
were no treatmentrelated clinical signs for either sex in any group.

16.1 ComparativeNon-ClinicaPharmacology and oxicology
16.1.1 Comparative NorClinical Pharmacodynamics

Comparativen vitroandin vivopharmacological studies were performeddompare the primary and
secondary pharmacodynamics between Semgiealin glargine (M¥L501D)and referencensulin
glargine Lantus®where the pharmacodynamic and pharmacokinetic properties have already been
demonstrated MY 1-1501Dwas compared againstference insulin glargineourced from India, the
United States, and Europe (Lantd$® Lantus®S, and Lantusi®U, respectively).

In vitro Studies

Thein vitro pharmacodynamic parameters bfY1-1501Dand the referencénsulin glarginel(antus@JS
andLantus®EU) were compared for binding affinity to Insulin Receptor AAjlRnsulin Receptor B R
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B) and Insulin Growth Factor 1 Receptor (IGF1R), potency for promoting insulin receptor
phosphorylation, and cell based mitogenic and metabolic potencyering of comparability, results
from all thein vitro studies withMY 1-1501Dwere within the comparability range and demonstrated
that MY1-1501Dand the referencénsulin glarginexhibit similarin vitropharmacodynamic profiles.

16.1.2 Comparative Toxicology

Acomparative 2&ay repeatdosetoxicity study was performed in rats to compare the
pharmacodynamics and toxicity potentialldfy -:1501D(produced by two different processes) with
reference insulin glargingantus@J9 at s.c. dosesf 0.08, 0.16 00.38mgkg/day .2, 4.4, 0r10.45
IU/kg/day). Two deaths were observed in maghninistered higkdose MY£1501D0 which were
attributed to treatmentrelated hypoglycaemiaAnimals developed tremor, lateral recumbency, sternal
recumbency, and were cold to theuch prior to death.No other treatmentrelated toxicological
findings were observed. No difference in glucose response or toxicological findings were noted
betweenMYL-1501Dandreference insulin glargine.

17 SUPPORTING PRODUCINDGRAPHS

1. LANTUSSDlution, 100 U/mL, submission contr@54078 Product Monograpltsanofitaventis
Canada InqDECO01, 2021
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PATIENT MEDICATIONFORMATION

READ THIS FGRFE ANBFFECTIVESE OF YOUR MEDICINE
SEMGLE#&
Insulin Glargine Injection (rDNA Origin)

Real this carefully before you start takif®@emgleeand each time you get a refill. This leaflet is a
summary and will not tell you everything abahis drug Talk to youthealthcare professionadbout
your medical condition and treatment and ask if theramy new information abouSemglee

Semgleds a biosimilar biologic drug (biosimilar) to the reference biologic drug Lantus®. A biosimilar is
authorized based on its similarity to a reference biologic drug that was already authorized for sale.
Serious Wanings and Precautions
Hypoglycemia is the most common adverse effect of insulin, inclugiémglee
Glucose monitoring is recommended for all patients with diabetes.

Uncorrected hypoglycemic or hyperglycemic reactions can cause loss of consciousmess,
or death.

Any change of insulin should be made cautiously and only under medical supervision.
Semglee is not intended for intravenous or intramuscular administration.

Semglee must not be mixed with any other insulin or diluted with any other solution
because it might not work as intended.

1 This insulin product shall not be used if it is not watkyar and colourless or if it has formed
deposit of solid particles on the wall of the cartridge.
What isSemgleaused for?

1 SemgledInsulin Glarginelnjection (rDNADrigin)] is a recombinant human insulin analogue that is a
long-acting bloodglucoselowering agent administered subcutaneously (under the skin) once a day.

1 Semgleas indicated in the treatment of patients over 17 years geavith Type 1 or Type 2
diabetes mellitus who require basal (leagting) insulin for the control of hyperglycemia.

1 Semgleas also indicated in the treatment of pediatricpatisnt ( > 6 year s ol d) with
mellitus who require basal (lorgcting) insulin for the control of hyperglycemia.

How doesSemgleavork?

Insulin is a hormone produced by the pancreas, a large gland that lies near the stomach. This hormone
is necesary for your body to use food, especially sugar, correctly. Diabetes occurs either when your
pancreas does not make enough insulin to meet your body's needs or when your body is unable to use
the insulin you normally produce properly.

When your body doesat make enough insulin, you need an external source of insuliirat is why
you must take insulin injections. Semglee is similar to the insulin made by your body.

Insulin injections, such as Semglee, play a key role in keeping your diabetes under boattdition
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to proper insulin therapy, i t-thisincludep eatinga@abalancedo mai n
diet, participating in regular exercise or other physical activities, carefully monitoring your glucose

levels and following your heddt pr of essi onal ' s recommendati ons. T h e
your insulin therapy and will ultimately help you gain greater control of your diabetes.

You have been instructed to test your blood and/or your urine regularly for glucose; it iSalpec
important to test even more often when changing insulins or dosing schedule. If your blood tests
consistently show abov@r below normal glucose levels, or your urine tests consistently show the
presence of glucose, your diabetes is not properlytamled and you must let your health professional
know.

Insulin injections play an important role in keeping your diabetes under control. But the way yeu live
your diet, careful monitoring of your glucose levels, exercise, or planned physical actd/itgllawing
your health pr of es salwaorlawith ysur imsdircto halpygon abatrol ioarn s
diabetes.

Always keep an extra supply of insulin and needle on hand. Always wear medical alert identification
and carry information about your digbes so that appropriate treatment can be given if complications
occur while you are away from home.

What are the ingredients irfemgle@
Medicinal ingredientsinsulin glargine (rDNA origin)

Nonmedicinal ingredientgglycerol 85%, reresol, wateffor injection, zing and hydrochloric acid and
sodium hydroxide for pH adjustment.

Semgleeomes in the following dosage forms:

Solution 100 units/mL

Do notuseSemglee

1 if you are allergic to this drug or to any ingredient in the formulation or component of the
container,
9 if you have diabetic ketoacidosis
9 for intravenous or intramuscular injections
9 Ifyour blood sugar is too low (hypoglycemia). After treating your low blood sugar, follow your
heal th care provider’s instructions on the usce

To helpavoid side effects and ensure proper use, talk to your healthcare professional before you
take SemgleeTalk about any health conditions or problems you may have, including if you:

1 are planning to have a baby, are pregnant, or are nursing a baby;
i aretakng any medication.

If you develop skin changes at the injection site. The injection site should be rotated to prevent skin
changes such as lumps under the skin. The insulin may not work very well if you inject into a lumpy
area (see How to takeemgle® ntact your healthcare professional if you are currently injecting into
a lumpy area before you start injecting in a different area. A sudden change of site may result in
hypoglycemia. Your healthcare professional may tell you to check your blood sugaciosely, and

to adjust your insulin or your other antidiabetic medications dose.
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Accidental mixups between insulin glargine and other insulins, particularly shoting insulins, have
been reported. To avoid medication errors between insulin glargmkeather insulins, check your
insulin labels before every injection.

Hypokalemia (low potassium) is a possible side effect with all insulins. You might be more at risk if you
are using potassium lowering drugs or losing potassium through other meandiéergea). Symptoms

of hypokalemia may include: Fatigue, muscle weakness or spasms, constipation, tingling or numbness,
feeling of skipped heart beats or palpitations.

If you have diabetic retinopathy (condition affecting the retina of the eye) and yoa &awarked
change in blood glucose levels, the retinopathy may temporary get worse. Ask your doctor about this.

Other warnings you should know about:

The use of thiazolidinediones (such as rosiglitazone and pioglitazone), aloneoanbimation with

other antidiabetic agents (including insulin), has been associated with heart failure and swelling of the
lower extremities. Please contact your physician immediately if you develop symptoms of shortness of
breath, fatigue, exercise intalance, or swelling of the lower extremities while you are on these

agents.

Concomitant oral antidiabetic treatment may need to be adjusted.

Tell yourhealthcare professionabout all the medicines you take, including amlyugs vitamins,
minerals, naturakupplements or alternative medicines.

The following may interact with Semglee:

Other medicines, including ngorescription medicines, and dietary supplements (such as vitamins) can

change the way insulin works. Your dose of insulin or other medicatiogse®d to be changed in
consultation with your Howetatbkedemgldeos essi onabel PWwelas
potential medication interactions with insulin.

Howto take Semglee

Your doctor has recommendétie type of insulin that he/she believes is best for y@aO NOT USE
ANY OTHER INSULIN EXCEPT ON THE ADVICE AND DIRECTION OF YOUR DOCTOR.

Read these instructions carefully before using Semglee prefilledgesr) 4nd each time you get
another pen. Therenay be new information. If you are unable to read or follow all of the instructions
on your own, ask for help from someone trained to use this fdrispen is not recommended for use
by the blind or virtually impaired without the help of someone trainet use thepen. If you do not
follow these instructions each time you use the pen, you may either get too much or too little insulin.
This may affect your blood sugar level.

Semglee is a prefilled disposable pen injector containing 3 mL (300 units, 190mhii) of insulin
glargine. You caninject80 units in a single injection.

The Semglee prefilled pen is for single patient ud2o not shardt with other people,including other
family members even if the needle has been changed. You may give ofhemple a seriousnfection,
orget a serious infection from themDo not use on multiple patients.

Before you use theen for the first time check that the Semglee prefilled, disposgele injector
cartonis sealed and that the sticker sealing the cadlosed is not broken.
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Pen Cartridge Pen Expiraton  Dose Injection
Cap_| holder body date pointer button
...... Semglee® fmvmm J
— _H.,.,..nl
Rubber Cartrldge Insulln Dose  Dose
seal type window  knob

Needles to beobtained separately: ——

Needle sizes compatible with this pen: | | | “F"@
T 31G,5mm o 2 | .o
1 32G, 46 mm gi“é \éﬁ ﬁq‘&

1 34G,4 mm

Required Supplies
Make sure you have the following items before taking your dose:
1 Semglegen
1 Serile disposable hypodenic needle compatible with this pen
1 2alcohol wipes
9 Sharps disposal container

Each time you use the pen
1 Wash your hands with soap and water before using your pen.
1 Check the pen label to make sure that you are taking the correct type of insulin. Thagan h
purple and white label and purple injection button.
1 Check the expiration date on the pen lak@b notuse the pen after the expiration date.
1 Check that the medicine in the pen cartridge looks clear and coloudesaotuse the pen if
the medicire in the cartridge looks cloudy, coloured or if you can see particles.
Always use a new sterile disposable needle for each injection.
Use an injection site that your healthcgseofessionahas shown you.

= =4

Step 1. Prepare yoyren

A. Inspect the pen: okck the purple and white
label on the pen to make sure:
9 Itis the correctinsulin type.
1 The expiration date has not passed.

B. Hold the pen body with one hand. With the
other hand pull off the pen cap. Put the pen
cap aside to be used later.

C. Chek the insulin through the cartridge holdet
to make sure:
9 The insulin looks clear and caoltess.
1 There are no cracks, breaks or leaks
around the cartridge holder.
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D. Wipe the rubber seal (at the front of the
cartridge) with a new alcohol wipe.

Step2. Attach anew needle

A. Take a new sterile disposable needle and pe
off the protective sealDo notuse the needle if
the protective seal is damaged or missing as
the needle may not be sterile.

B. While holding the pen body facing upwards,
attach the outer needle cap straight on to the
cartridge holder as shown. Trying to attach th
outer needle cap sideways may bend or
damage the needle.

C. Turn the outer needle cap in a clockwise (rig
direction until it feels tightly fixed on the pen.

D. Carefully pull off the outer needle cap and pu
it aside.Do notthrow it away. You will need
the outer needle cap later.

E. Carefully pull off the inner needle cap and
throw it away.

Step 3. Prime youpen needle

A. Always prime a neywen reedle before each
injection.

B. Turn the white dose knob to 2 dose units. YQ
wi || hear a “c¢click?”

If you accidentally turn past 2 units, turn back th
dose knob in the opposite direction to the corre
number of units.

C. Holdthe pen body facing upwards with one
hand.

D. Tapthe cartridge gently with your finger to
help any large air bubbles to move to the top

of the cartridge. Small bubbles may still be
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visible. This is normal.

E. With the pen upright, press the injeot
button in until it stops moving and the dose
window shows “0".

F. Repeat steps 3B through 3E upthoee more
times until you see drops of insulin at the tip P e ——
the needle. Priming is complete when you c4 2.l
see drops of insulin.

|
If you do not see anysulin at the needle tip afte ﬁ I’
4 priming attempts the needle may be clogged.
this occurs:
i Goto Step 7 for instructions on safety
removing the needle.

1 Restartthe process at step 2A to attach
and prime a new needle.

Step 4. Selectyourdose

A.Check that the dose

Exampie of 48 units
selected

B. Turn the white dose knob until the yellow dos
pointer lines up with your required dose.

As you turn the white dose knob to set your dos|
the white plunger will extend out and you will
hear a “cliidalkdd at eac

The dose can be corrected by turning the dose knob in either direction until the correct dose lineg
with the yellow dose pointer.

Thepen will not let you dial a dose more than the number of units left inpiése. I1f your dose is more
than the number of units left in thpen, either:

T Injectthe amount left in your pen and use a new pen to give the rest of your dose, or

1 Geta new pen and inject the full dose.

Do notforce the dose knob to turn beyond 80 units.
Do notpush the purple injegdon button when turning the dose knob.

Step 5. Selectand clean the injection site

A. Select the injection site as explained to you by your healthpeostessional clean with a new
alcohol wipe and let your skin dry before you inject your dose.

Injedion sites include your arms, hips, thighs, buttocks and abdomen. You should change your in
site for each injection.
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Upper and
Outer Arm

Buttocks

Side of Thigh

Back

Step 6. Injectyour dose

A. Ifinstructed by your healthcangrofessional
you can pinch the cleaned skin between youf
fingers

B. Push the needle straight into the skin as sho
by your healthcar@rofessional

Do notinject with the needle at an angle.

C. Press the purple injection button all the way i
The white dose knob will turn and you will he
“cl i ckséssdown. you pr

Press to :
Deliver \

D.Hold the purple injection button down for 10
seconds after the do
make sure all of the insulin is injected. If you
not keep the injection button pressed down fi
10 seconds after “07
the wrong dose of medicine.

Do notpush the injection button sideways or
block the white dose knob with your fingers g
this will stop you from injecting the medicine.

Hold for
10 seconds

Step 7. After yourinjection

A. Take the outer needle capthat you had save
in step 2Dhold it at the widest part and
carefully cover the needle without touching it

B. Squeeze the wide part of the outer needle c3
and unscrew the needle in a countelockwise
(left) direction. Keep twisting the needle until
comes off the pen. It matyake several twists td
release the needle.

C. Put the needle in a sharps disposal containe
(refer to Step 8 for instructions on disposal).
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D. Replace the pen cap over the cartridge.

E. Store the pen at room temperature (under
30°C)Do notstore the pen with a used needld
attached.

Step 8. Disposal

Put your used needle in a sharps disposal container right away afteboseotthrow away (dispose
of) loose needles in your household trash.

If you do not have a sharps container, you mayai$eusehold container that is:
1 made of heavy duty plastic,
can be closed with a tigHitting, punctureresistant lid, without sharps being able to come o
upright and stable during use,
leakresistant, and
properly labelled to warn of hazardous wagtside the container.

= =4 -4 -9

The usedpen may be discarded in your household trash after you have removed the needle.

Pen Care
1 Always carry an extrainsulin prefillgen injector as recommended by your healthcare
professionalin case youpen getslost or danged.
Always use a new sterile disposable needle for each injection.
Keep your pen away from moisture, dust, direct sunlight and places where the temperature may
get too hi gtoragér bledww()see *
You can clean the outi® of your pen by wiping it with a damp cloth.
Avoid dropping youpen as this can cause the cartridgebteak,or can damage theen.
Do notshare your pen with other people, even if the needle has been changed. You may give
other people serious infectioor get a serious infection from them.
1 Do notsoak or wash yoypen. Do notuse alcohol, hydrogen peroxide, bleach, or any other
liquids to clean youpen. Do notapply lubricants such as oil. This could damage the pen.
1 Do nottry to fix an unusable oramagedoen. Remove the needle as described in Stegnd,
return thepen to the manufacturer informing them of the problem. Use a rmam instead.

= =
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Hypo or hyperglycemia can result from injecting insulin in the wrong site or incorrectly. Hypoglycemia
can lesult from injection directly into a blood vessel and if not recognized or treated may be followed
by hyperglycemia since there was no deposition for argn absorption.

UsualDosage

The dosage of Semglee should be individualized and determined bagedanr heal t h pr of ess
advice in accordance with your needs. You may take Semglee at any time during the day, but you must
take it at the same time every day.

Many factors may affect your usual Semglee dose, which may include changes in your igigt, act

wor k schedul e. Foll ow your health professional’ s
professional if you notice your insulin requirements changing markedly. Other factors that may affect

your dose of insulin or your need to do additiobé&od/urine testing are:
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lliIness

lliness, especially with nausea and vomiting, diarrhea and/or fever, may cause your insulin
requirements to change. Even if you are not eating, you will still require insulin. You and your doctor
should establish a sick dalan for you to use in case of illness. When you are sick, test your
blood/urine frequently and call your doctor as instructed.

Pregnancy

If you are planning to have a baby, are pregnant, or are nursing a baby, consult your doctor. Good
control of diabete is especially important for you and your unborn baby. Pregnancy may make
managing your diabetes more difficult.

Medication

Al ways discuss any medi cat i othesc oyuonut earr”e, twa kihn gy,o uprr
professional. To prevent drugteractions, volunteer the names of everything you are taking even

before they ask if there have been any changes. Insulin requirements may be increased in the presence

of drugs with hyperglycemic activity, such as contraceptives (for example, birth tiiltspinjections

and patches) and hormone replacement therapies, corticosteroids, thyroid replacement therapy, and
sympathomimetic agents such as decongestants and diet pills. Insulin requirements may be reduced in

the presence of drugs with hypoglycenactivity, such as oral antidiabetic agents, salicylates (for

example, aspirin), sulfa antibiotics, blood pressure medications including ACE inhibitors, and certain
psychiatric medications including MAO inhibitors or antidepressants aneharigty mediations.

Substances such as bébickers (medicines used for conditions including blood pressure, heart
arrhythmias, palpitations and headache) and alcohol may enhance or weaken theghlmode
lowering effect of insulins, and signs of hypoglycemia neagebluced or absent, as well.

Exercise

If your exercise routine changes, discuss with your health professional the possible need to adjust your
insulin regimen. Exercise may lower your body's need for insulin during, and for some time after, the
activity.As for all insulins, the rate of absorption, and consequently the onset and duration of action,
may be affected by exercise and other variables.

Travel

Consult your health professional concerning possible adjustments in your insulin schedule if you will be
traveling across time zones. You may want to take along extra insulin and supplies whenever you travel.

Overdose:

If youhave injected too much Semglegour blood sugar level may become too low (hypoglycemia).

Check your blood sugar frequently. In geretaprevent hypoglycemia you must eat more food and
monitor your blood sugar. For i nf oCQommaohproldems on t he
of diabete§ bel ow.

Hypoglycemia may occur asesult of an excess of insulin relative to food intake, energy expenditure
or both.

If you think you, or a person you are caring for, have taken too riechglee contact a healthcarg
professional, hospital emergency department, or regional poison congwoire immediately, even |
there are no symptoms.
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Missed Dose:

If youhave missed a dose &emgleeor if youhave not injected enough insulinyour blood sugar
level may become too high (hyperglycemia). Check your blood sugar frequently. For infororatios
treat ment of h@ommangoblgms ef diabates Heé o'Ww.

Do not take a double dose to make up for a forgotten dose.

What are possible side effects from usil@emgle®

These are not all the possible side effects you feajwhen takingSemgleelf you experience any side
effects not listed heregontactyour healthcare professional

COMMON PROBLEMS OF DIABETES
Hypoglycemia (Insulin Reaction)

Hypoglycemia (totittle glucose in the blood) is one of the most frequent adverse events experienced
by insulin users. It can be brought on by situations such as:

1 intercurrent conditions (illness, stress, or emotional disturbances),
accidental injection of an increasediudin dose,

malfunction and/or misuse of medical devices,

too-low food intake, or skipped meals,

an increase in exercise,

a new insulin type or schedule,

= =4 4 4 -4 -

some new medications, including prescriptions, etle counter medication, herbs, vitamins
and streetdrugs.

Symptoms of mild to moderate hypoglycemia may occur suddenly and can include:

1 abnormal behavior (anxiety, irritability, restlessness, trouble concentrating, personality
changes, mood changes, confusion or nervousness),

fatigue,

tingling in your hads, feet, lips, or tongue,
tremor (shaking),

unsteady gait (walking),

dizziness, lighheadedness, or drowsiness,
headache,

blurred vision,

slurred speech,

palpitations (rapid heartbeat),

cold sweat,

=A =4 4 A4 4 -4 -4 -4 -5 -2 -

pale skin,
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1 nightmares or trouble sleeping,
1 nausea,
1 hunge.

Mild to moderate hypoglycemia may be treated by consuming foods or drinks that contain sugar.
Patients should always carry a quick source of sugar, such as candy, juice or glucose tablets,
prominently labelled for rescuers. Contact your headtbfessimal about appropriate proportions of
carbohydrates.

Signs of severe hypoglycemia can include:
9 disorientation,
1 convulsions,
1 loss of consciousness,
1 seizures.

Severe hypoglycemia may require the assistance of another person. Patients who are unable to take
sugar orally or who are unconscious may require an injection of glucagon or should be treated with
intravenous administration of glucose by medical personnel. Without immediate medical help, serious
reactions or even death could occur.

The early warning symims of hypoglycemia may be changed, be less pronounced, or be absent,

for example, in patients whose sugar levels are markedly improved, in elderly patients, in patients with
diabetic nerve disease, in patients with a long history of diabetes, ortiarga receiving treatment

with certain other drugs. Such situations may result in severe hypoglycemia (and possibly, loss of
consciousness) before a patient has symptoms.

Some people may not recognize when their blood sugar drops too low. Often theidinsbf this is
confusion or loss of consciousness. Educational and behavioural programs, including blood glucose
awareness training, may help improve your ability to detect hypoglycemia and reduce the frequency of
severe hypoglycemia.

Without recognitionof early warning symptoms, you may not be able to take steps to avoid more
serious hypoglycemia. Be alert for all of the various types of symptoms that may indicate hypoglycemia.
Patients who experience hypoglycemia without early warning symptoms shoutitontheir blood

glucose frequently, especially prior to activities such as driving a asirggmechanical equipment. If

the blood glucose is below your normal fasting glucose, you should consider eating or drinking sugar
containing foods to treat younypoglycemia.

Other people may develop hypoglycemia during the nigtttis is called nocturnal hypoglycemia. Itis
fairly common and lasts over 4 hours. Because the person is usually asleep when it occurs, nocturnal
hypoglycemia can go undetected, resudf in increased risk of severe hypoglycemia compared to the
daytime. To help reduce your risk of asymptomatic nocturnal hypoglycemia, your doctor may ask you
to periodically monitor your overnight blood glucose levels.

If you have frequent episodes of lgglycemia, experience difficulty in recognizing the symptoms, or if
your diabetes is getting worse, you should consult your health professional to discuss possible changes
in therapy, meal plans, and/or exercise programsto help you avoid hypoglycemia.

Hyperglycemia
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Hyperglycemia (too much glucose in the blood) may develop if your body has too little insulin.
Hyperglycemia can be brought about by:
1 intercurrent conditions (illness, stress, or emotional disturbances),
not taking your insulin or taking lessath recommended by your health professional,
malfunction and/or misuse of medical devices,

1
1
1 eating significantly more than your meal plan suggests,
1 anew insulin type or schedule,

1

some new medications, including prescriptions, etle counter medication, hdvs, vitamins
and street drugs

Symptoms of hyperglycemia include:
confusion or drowsiness,
increased thirst,

decreased appetite, nausea, or vomiting,

1

1

1

1 rapid heart rate,
1 increased urination and dehydration (too little fluid in your body),
1 blurred vision,

9 flushed dry skin,

1 acetone odour of breath.

Hyperglycemia can be mild or severe. It progress to high glucose levels, diabetic ketoacidosis
(DKA), and resultin unconsciousness and death.

Diabetic ketoacidosis (DKA)

The first symptoms of diabetic ketoacgis usually come on over a period of hours or days. With
ketoacidosis, urine tests show large amounts of glucose and acetone.

Symptoms of diabetic ketoacidosis include:
First symptoms:

9 drowsiness,

1 flushed face,

9 thirst,
1 loss of appetite,
T fruity smelling brath,
1 rapid, deep breathing,
1 abdominal (stomach area) pain.

Severe symptoms:
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1 heavy breathing,
1 rapid pulse.
Prolonged hyperglycemia or diabetic ketoacidosis can lead to:
1 nausea,
1 vomiting,
1 dehydration,
9 loss of consciousness,
1 death.

Severe or continuing hypeiflgcemia or DKA requires prompt evaluation and treatment by your
health professionalSemglee should not be used to treat DKA, and the persons treating you should be
advised you are taking a lofagting insulin and about your regimen.

Allergic reactions

Inrare cases, a patient may be allergic to an insulin product. Severe insulin allergies may be life
threatening. If you think you are having an allergic reaction, seek medical help immediately.

Signs of insulin allergy include:
9 arash all over your body,
i shatness of breath,
1 wheezing (trouble breathing),
1 afast pulse,
1 sweating,
1 low blood pressure.
Possible reactions on the skin at the injection site
Injecting insulin can cause the following reactions on the skin at the injection site:
9 alittle depression intie skin (lipoatrophy),
9 skin thickening (lipohypertrophy),
1 skin lumps (localized cutaneous amyloidosis),
1 redness, swelling, or itching at injection site.

You can reduce the chance of getting an injection site reaction if you change the injection site each
time. If you have local injection site reactions, contact your health professamalsudden change of
site may result in hypoglycemia

In some instances, these reactions may be related to factors other than insulin, such as irritants in the
skin cleansing agent or poor injection technique.

This is not a complete list of side effects. For any unexpected effects while taking Semgled yoomtac
health professional.
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If you have a troublesome symptom side effecthat is not listed here or becomes bad enough to
interfere withyour daily activitiesialk toyour healthcare professional

Reporting Side Effects

You carreport any suspected side effects associated with the use of health products to Health
Canada by:

{1 Visiting the Web page oAdverse Reaction Reportirtigttps://www.canada.ca/en/health
canada/services/drugkealth-products/medeffectcanada/adverseeactionreporting. htmi
for information on how to report online, by mail or by fax; or

1 Calling tolifree at 1:866-234-2345.

NOTE@ontact your health profession#lyou need information about how to manage your side
effects.The Canada Vigilance Program does not provide medical advice.

Storage:
Before first using the pen, store the cartons containing the pen in the refrigeratoq&35 8°C).
Do notfreeze the pen.

After you take a pen out of the refrigerator, rest it on a flat surface and wait for it to reach room
temperature between 15°C to 30°C before you use it.

After first use of the pen, store it at room temperature (15°C to°&). Do not put the pen back in the
refrigerator after using it.

Always store the pen with the cap on, to prevent contamination.

The pen that you are using should be thrown away after 28 days of first use, even if it still has insulin
left. SeeStep 8for instructions on disposal.

Do notleave the needle attachedto the pen during storage or reuse needles.

Always use a new sterile needle for each injection as this helps stop blocked needles and prevents
infections.

Keep out of rach and sight of children.

If you want more information aboutSemglee:
i Talk to youthealthcare professional

1 Find the full product monograph that is prepared for healthcare professiaradsincludes this
Patient MedicationIinformationby visiting theHealth Canada website
(https://Iwww.canada.ca/en/healthcanada/services/drugkealth-products/drugproducts/drug
productdatabase.htmlt he manuf ac twww.myah.corbycaliadl-8§44596-9526

This leaflet was prepared IBGP Pharma ULC
LastRevised April 8, 2022
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