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HIG H LIG H TS O F PRES CRIBING INFO RMATIO N 
Th e s e  hig hlig hts do n ot include a ll the information needed to u se 
LUMIZYME s a fely and effectively . See full prescribing information fo r 
LUMIZYME. 

LUMIZYME® (a l g lucosidase a lf a) 
In je ctable for i ntravenous infusion 
In i ti al U.S. Approval: 2010 

W ARNING:  ANAPHYLAXIS an d RES TRIC TED DIS TRIB UTIO N 
PRO GRAM 

• Li fe -threatening a naphylact ic re actions , s evere allergic reactions and 
i m m une m ediated rea ctions h ave been o bserved in s ome pa tients 
duri ng LUMIZYME® i n fusio ns. Th erefore, appropriate medical 
s u pport sho uld be readily a vailable when LUMIZYME i s 
a dm i nistered (5.1, 5.2). 
• B e ca use o f the potential ri sk o f ra pid disea se pro gression i n Pompe 

di s e ase patients less than 8 years of age, LUMIZYME i s available 
on l y thro ugh a restricted distribution pro gram called the 
LUMIZYME AC E Program® .  O nly prescribers and hea lthcare 
fa ci l ities enrolled i n the program m ay prescribe, dispense or 
adm i nister LUMIZYME. LUMIZYME m ay be administered only to 
pa ti ents who a re e nrolled i n and meet a ll the conditio ns o f the 
LUMIZYME AC E Program. To e n roll in the LUMIZYME AC E 
Program call 1-80 0-745 -4 447 (5.3). 

------------------------------INDICATIONS AND USAGE---------------------------­
LUMIZYME® (algluco sidase alfa) is a ly soso mal gly cogen-specific en zyme 
indicat ed for patients 8 years an d older wit h late (no n-in fantile) o nset Pompe 
disease (GAA deficiency ) who do not hav e evidence of cardiac hypertrophy. 
T h e safety and efficacy of LUMIZYME have not been evaluated in controlled 
clinical t rials in infantile-on set p atients, or in late (no n-infantile) o nset patients 
less t h an 8 years o f age (1). 

------------------------DOSAGE AND ADMINIS TRATIO N-----------------------­
• T h e reco mmended dosage o f LUMIZYME is 2 0 m g/kg bo dy weigh t 

administ ered every 2 weeks as an int ravenous infusion (2). 

-----------------------DOSAG E FO RMS AND STRENGTHS ----------------------­
• Do sage form: Ly op hilized p o wder fo r so lut ion fo r in traveno us in fusion (3). 
• Do sage st ren gt h: 5 mg/mL (3). 

FULL PRES C RIB ING INFO RMATIO N: CONTENTS * 

W ARNING: ANAPHYLAXIS and RES TRIC TED DIS TRIBUTIO N 
PRO GRAM 
1 INDIC ATIO NS AND USAGE 
2 DO S AGE AND ADMINIS TRATIO N 

2.1 Reco mmended Do se 
2.2 Inst ruct ions for Use 
2.3 Reco nst itut ion, Dilut ion an d Administration 

3 DO S AGE FO RMS AND S TRENGTHS 
4 C O NTRAINDICATIO NS 
5 W ARNINGS AND PRECAUTIONS 

5.1 Anaphylaxis and Allergic Reactions 
5.2 Immune Mediated Reactions 
5.3 Dist ribut io n Program fo r LUMIZYME® 

5.4 Risk of Acut e Cardiorespiratory Failure 
5.5 P recaut ions for General/Regional Anesth esia 
5.6 Monit oring: Labo ratory Tests 

6 ADVERS E REAC TIO NS 
6.1 Clin ical T rials Ex perience 
6.2 Immuno gen icity 
6.3 P o st marketing Ex p erience 

7 DRUG INTERAC TIO NS 
7.1 In t er f erence wit h Ot her Drugs 

8 US E IN S PEC IFIC POPULATIO NS 
8.1 P regn ancy 
8.2 Labor an d Deliv ery 
8.3 Nursing Mot hers 
8.4 P ediat ric Use 

------------------------------CONTRAINDICATIO NS--------------------------------­
• None (4). 

--------------------------WARNINGS AND PREC AUTIO NS-------------------------­
• Life-t hreatening anaphy lactic reactions: En sure t hat appro priate medical 

support measures, in cludin g cardiop ulmo nary resuscitation equip m ent are 
readily available (5.1). 
• Severe allergic o r an aphylactic reactions: If severe allergic or anaphylactic 

react ions occur, con sider immediate disco ntinuation o f Lum izyme an d initiate 
appropriate medical t reatment (5 .1 ). 
• Severe cut an eous an d syst emic immune mediated reactions: Monitor patients 

for t he dev elop ment o f sy st emic imm une m ediated reactio ns in vo lving sk in an d 
ot her organs (5.2). 
• Acut e cardio respiratory failure: P atients wit h comp romised cardiac o r
	

respirat ory function may be at risk of acute cardiorespiratory failure.
	
Ap pro priate medical supp ort and m o nito rin g measures sh o uld be readily
	
available (5.4 ).
	
• General anest hesia: Caut ion sh o uld be used wh en adm in ist er ing gen er al
	

anest h esia for t he p lacement of a central venous cat heter intended for
	
LUMIZYME infusio n (5.5).
	

---------------------------------ADVERS E REAC TIO NS--------------------------------­
• T h e most frequently reported adverse reactions (≥5 %) in clinical st udies were 

in fusion reactions an d in cluded: an aph ylaxis, urticaria, diarrhea, v omiting, 
dyspnea, pruritus, rash/erythema, pharyngolaryngeal pain, neck pain, 
h yp oacusis, flush ing/feeling ho t, pain in extremity, fall, an d chest discomfort 
(6 .1). 

To re po rt S USPEC TED ADVERS E REAC TIO NS , co nta ct G enzy me a t 1­
800-7 45 -44 47 or FDA at 1-80 0-FDA-10 88 o r www.fda.go v/medwa tch 

-------------------------USE IN S PEC IFIC PO PULATIO NS-------------------------­
• Pregn ancy: P hysicians are encouraged t o enroll pregn ant patients in t he Pompe 

Regist ry (8 .1 ). 
• Nursing Mot hers: P hysicians are en couraged t o enro ll n ursing p atients in t he 

P ompe Regist ry (8 .3). 
• P ediat rics: LUMIZYME is no t fo r use in pat ients wit h in fantile-onset P omp e 

disease or lat e (non-in fantile) on set Pom pe disease who are less t han 8 years of 
age. T he safety and efficacy of LUMIZYME have not been evaluated in 
cont rolled clin ical t rials in t hese p atien ts (8.4). 

S e e 17 for PATIENT C O UNSELING INFO RMATIO N 
Re vi sed: 1 1/20 13 

8.5 Geriat ric Use 
10 O VERDO SAG E
 
11 DES C RIPTIO N
 
12 C LINIC AL PHARMACOLOGY
 

12.1 Mechanism of Act ion 
12.2 P harmacodyn amics 
12.3 P harmacokinet ics 

13 NO NCLINICAL TO XICOLOGY 
13.1 Carcino gen esis, Mutagenesis, Impairment o f Fertility 

14 C LINIC AL S TUDIES 
14.1 Cont rolled Clinical Trials 
14.2 Unco ntrolled St udies 

16 HO W S UPPLIED/S TORAGE AND HANDLING
 
17 PATIENT C O UNSELING INFO RMATION
 

17.1 Dist ribut io n Program fo r LUMIZYME® 

17.2 P ompe Regist ry 
17.3 Infusion React ions 

*Sect io ns or subsect ions omitted from th e full p rescribing information are 
no t list ed. 

Reference ID: 3510059 
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1 FULL PRESCRIBING INFORM ATION 
2
	

W A RNING:AN APH YLAXIS and RESTRICTED DISTRIBUTION
 
3
	 PR OGR AM 
4 

Life -thre ate ning anaphylactic re actions , s e ve re alle rgic re actions and 
immune me diate d re actions have be e n obs e rve d in s ome patie nts 

6 during LUM IZYM E® infus ions . The re fore , appropria te me dical 
7 s upport s hould be re adily available whe n LUM IZYM E is 

adminis te re d [see Warnings and Precautions (5.1, 5.2)]. 
8 

Be caus e of the pote ntial ris k of rapid dis e as e progre s s ion in Pompe 9 
dis e as e patie nts le s s than 8 ye ars of age , LUM IZYM E is available 
only through a re s tricte d dis tributio n program calle d the 

11 LUM IZYM E ACE Program® . Only pre s cribe rs and he althcare 
facilitie s e nrolle d in the program may pre s cribe , dis pe ns e or 

12 adminis te r LUM IZYM E.  LUM IZYM E may be adminis te re d only to 
13 patie nts who are e nrolle d in and me e t all the conditions of the 

LUM IZYM E ACE Program. To e nroll in the LUM IZYM E ACE 
14 Program call 1-800-745-4447 [see Warnings and Precautions (5.3)]. 

16 1 INDICATIONS AN D USAGE 
17 LUMIZYME (alglucosida se alfa) [ see Description (11)] is a 
18 lysosoma l glycoge n-spec ific enzyme indicated for patients 8 
19 years and older with late (non-infa ntile ) onset Pompe disease 

(acid α-glucosidase (GAA) deficienc y) who do not have evidence 
21 of cardiac hypertrophy. The safety and efficac y of LUMIZYME 
22 have not been evaluated in controlled clinica l trials in infantile-
23 onset patients, or in late (non-infa ntile ) onset patients less than 8 
24 years of age [see Use in Specific Populations (8.4)]. 

2 DOSAGE AND ADM INISTRATION 
26 2.1 Re comme nde d Dos e 
27 
28 The recommended dosage of LUMIZYME is 20 mg/kg body 
29 weight adminis tered every 2 weeks as an intrave no us infus io n. 

31 2.2 Ins tructions for Us e 
32 LUMIZYME does not contain any preservatives. Vials are 
33 single-use only. Discard any unused product. 
34 The total volume of infus io n is determined by the patient’s body 

weight and should be administered over approximately 4 hours. 
36 Infusio ns should be adminis tered in a step-wise manner using an 
37 infus io n pump. The initia l infus io n rate should be no more than 1 
38 mg/kg/hr. The infus io n rate may be increased by 2 mg/kg/hr 
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39 every 30 minutes, after patient tolerance to the infusio n rate is 
40 established, until a maximum rate of 7 mg/kg/hr is reached. Vital 
41 signs should be obtained at the end of each step. If the patient is 
42 stable, LUMIZYME may be administered at the maximum rate of 
43 7 mg/kg/hr until the infus io n is completed. The infus io n rate may 
44 be slowed or temporarily stopped in the event of infus io n 
45 reactions. See Table 1 below for the rate of infus io n at each step, 
46 expressed as mL/hr based on the recommended infusio n volume 
47 by patient weight. 
48 
49 Table 1:  R e comme nde d Infus ion Volume s and R ate s 

Patient W eight 
Range (kg) 

Total infusion 
volume (mL) 

Step 1 
1 mg/kg/hr

(mL/hr) 

Step 2 
3 mg/kg/hr

(mL/hr) 

Step 3 
5 mg/kg/hr

(mL/hr) 

Step 4 
7 mg/kg/hr

(mL/hr) 
20.1 – 30 150 8 23 38 53 
30.1 – 35 200 10 30 50 70 
35.1 – 50 250 13 38 63 88 
50.1 – 60 300 15 45 75 105 
60.1 – 100 500 25 75 125 175 

100.1 – 120 600 30 90 150 210 
120.1 – 140 700 35 105 175 245 
140.1 – 160 800 40 120 200 280 
160.1 – 180 900 45 135 225 315 
180.1 – 200 1,000 50 150 250 350 

50   
51  2.3 R e cons titution,  D ilution, and Adminis t rat ion  

52  LUMIZYME  should be reconstituted, diluted and administered 
53  by  a  healthcare  professiona l.  
54  Use  aseptic  technique  during  preparation.   Do  not  use  filter  
55  needles  during  preparation.  

56  a.  Determine  the  number  of  vials  to  be  reconstituted  based  on  
57  the  individ ua l  patient’s  weight  and  the  recommended  dose  of  
58  20 mg/kg.     
59   
60  Patient  weight  (kg)  x  dose  (mg/kg)  =  patient  
61  dose  (in  mg)  
62   
63  Patient  dose  (in  mg)  divided  by  50  mg/via l  =  number  of  vials  
64  to  reconstitute.   If  the  number  of  vials  includes  a  fraction,  
65  round  up  to  the  next  whole  number.  
66   
67  Example :  Patient  weight  (68 kg)  x  dose (20  
68  mg/kg)  = patient  dose (1,360 mg)  
69   
70  1,360 mg  divided  by  50  mg/via l  =  27.2 vials;  therefore,  28 
71  vials  should  be  reconstituted  
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72 
73 Remove the required number of vials from the refrigera tor 
74 and allow them to reach room temperature prior to 
75 reconstitutio n (approximately 30 minutes). 

76 b. Reconstitute each LUMIZYME vial by slowly injecting 10.3 
77 mL of Sterile Water for Injection, USP to the inside wall of 
78 each vial. Each vial will yield a concentratio n of 5 mg/mL. 
79 The total extractable dose per vial is 50 mg per 10 mL. 
80 Avoid forceful impact of the water for injectio n on the 
81 powder and avoid foaming.  This is done by slow drop-wise 
82 addition of the water for injectio n down the inside of the vial 
83 and not directly onto the lyophilized cake. Tilt and roll each 
84 vial gently. Do not invert, swirl, or shake. 

85 c. The reconstituted LUMIZYME solution should be protected 
86 from light. 

87 d. Perform an immediate visual inspectio n on the reconstituted 
88 vials for particulate matter and discoloratio n.  If upon 
89 immed iate inspection opaque particles are observed or if the 
90 solutio n is discolored do not use. The reconstituted solutio n 
91 may occasionally contain some alglucos ida se alfa particles 
92 (typically less than 10 in a vial) in the form of thin white 
93 strands or translucent fibers subsequent to the initia l 
94 inspectio n. This may also happen following dilutio n for 
95 infus io n. These particles have been shown to contain 
96 alglucosidase alfa and may appear after the initia l 
97 reconstitutio n step and increase over time. Studies have 
98 shown that these particles are removed via in-line filtratio n 
99 without having a detectable effect on the purity or strength. 

100 e. LUMIZYME should be diluted in 0.9% Sodium Chloride for 
101 Injection, USP, immed ia te ly after reconstitutio n, to a fina l 
102 LUMIZYME concentratio n of 0.5 to 4 mg/mL.  See Table 1 
103 for the recommended total infusio n volume based on patient 
104 weight. 

105 f. Slowly withdraw the reconstituted solutio n from each vial. 
106 Avoid foaming in the syringe. 

107 g. Remove airspace from the infusio n bag to minimize particle 
108 formatio n due to the sensitivity of LUMIZYME to air-liquid 
109 interfaces. 

110 h. Add the reconstituted LUMIZYME solutio n slowly and 
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111 directly into the sodium chloride solutio n.  Do not add 
112 directly into airspace that may remain within the infus io n 
113 bag. Avoid foaming in the infus io n bag. 

114 i. Gently invert or massage the infus io n bag to mix. Do not 
115 shake. 

116 j. Adminis ter LUMIZYME using an in-line low protein 
117 binding 0.2 µm filter. 

118 k. Do not infuse LUMIZYME in the same intrave no us line with 
119 other products. 

120 LUMIZYME does not contain any preservatives. Vials are 
121 single-use only. Discard any unused product. 
122 

123 3 DOSAGE FORMS AND STRENGTHS 
124 LUMIZYME is supplied as a sterile, nonpyrogenic, white to off-
125 white, lyophilized cake or powder for reconstitutio n with Sterile 
126 Water for Injection, USP to yield a concentratio n of 5 mg/mL; 
127 and then further diluted with 0.9% Sodium Chloride for Injection, 
128 USP for intraveno us infus io n. 
129 Single-use vials are availab le in 50 mg dosage only. 
130 

131 4 CONTRAINDICATIONS 
132 None. 

133 

134 5 WARNINGS AND PRECAUTIONS 
135 5.1 Anaphylaxis and Allergic Reactions 

136 (see Box ed Warning) 
137 Anaphyla xis and severe allergic reactions have been observed in 
138 patients during and up to 3 hours after LUMIZYME infus io n. 
139 Some of the reactions were life-threate ning and included 
140 anaphylactic shock, respiratory arrest, apnea, dyspnea, 
141 bradycardia, tachycardia, and hypotensio n. Other accompanying 
142 reactions included chest discomfort/pa in, throat tightness, 
143 bronchospasm, wheezing, tachypnea, cyanosis, decreased oxygen 
144 saturation/hypo xia, convuls io ns, angioedema (includ ing tongue or 
145 lip swelling, periorbita l edema, and face edema), pruritus, rash, 
146 urticaria, hyperhid rosis, nausea, dizzines s, hypertensio n, 
147 flushing/erythe ma, fever, pallor, peripheral coldness, feeling hot, 
148 restlessness, nervousness, headache, back pain, and paraesthesia. 
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149 Some of these reactions were IgE-mediated [see Adv erse 
150 Reactions (6.2)]. 

151 If anaphylaxis or other severe allergic reactions occur, immediate 
152 discontinuatio n of the adminis tra tio n of LUMIZYME should be 
153 considered, and appropriate medical treatment should be initia ted. 
154 Severe reactions are generally managed with infus io n 
155 interruptio n, administratio n of antihista mines, corticosteroids, 
156 intraveno us fluids, and/or oxygen, when clinic a lly indicated. In 
157 some cases of anaphyla xis, epinephrine has been adminis tered. 
158 Because of the potential for severe allergic reactions, appropriate 
159 medical support, includ ing cardiopulmo na ry resuscitatio n 
160 equipment, should be readily available when LUMIZYME is 
161 administe red. 

162 The risks and benefits of re-administe ring LUMIZYME 
163 following an anaphylac tic or severe allergic reaction should be 
164 considered. Some patients have been rechalle nged and have 
165 continued to receive LUMIZYME under close clinica l 
166 supervis io n. Extreme care should be exercised, with appropriate 
167 resuscitatio n measures availab le, if the decision is made to re-
168 administe r the product [see Adverse Reactions (6.2)]. 

169 5.2 Immune M e diate d R e actions 
170 (see Box ed Warning) 

171 Severe cutaneous reactions have been reported with alglucos ida se 
172 alfa includ ing necrotizing skin lesions [see Adv erse Reactions 
173 (6.3)]. Systemic immune mediated reactions, includ ing possible 
174 type III immune mediated reactions have been observed with 
175 alglucosidase alfa. These reactions occurred several weeks to 3 
176 years after initiatio n of algluco s idase alfa infus io ns. Skin biopsy 
177 in one patient demonstrated deposition of anti-rhGAA antibodies 
178 in the lesion. Another patient developed severe infla mma tory 
179 arthropathy in association with fever and elevated erythrocyte 
180 sedimentatio n rate. Nephrotic syndrome secondary to 
181 membranous glomerulo nep hritis was observed in a few Pompe 
182 patients treated with alglucos idase alfa who had persistently 
183 positive anti-rhGAA IgG antibody titers. In these patients renal 
184 biopsy was consistent with immune complex deposition.  Patients 
185 improved following treatment interruptio n.  It is therefore 
186 recommended to perform periodic urinalysis [see Adv erse 
187 Reactions (6.3)]. 

188 Patients should be monitored for the development of systemic 
189 immune mediated reactions involving skin and other organs while 
190 receiving LUMIZYME. If immune mediated reactions occur, 
191 discontinuatio n of the adminis tra tio n of LUMIZYME should be 
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192 considered, and appropriate medical treatment initia ted. The risks 
193 and benefits of re-administering alglucos idase alfa following an 
194 immune mediated reaction should be considered. Some patients 
195 have successfully been rechallenged and have continued to 
196 receive algluco sidase alfa under close clinica l supervis io n. 

197 5.3 Dis tribution Program for LUMIZYME® 

198 (see Box ed Warning) 

199 LUMIZYME is availab le only under a restricted distributio n 
200 program called the LUMIZYME ACE (Alglucos idase Alfa 
201 Control and Education) Program. 

202 The purpose of the program is to ensure that the known risks of 
203 anaphyla xis and severe allergic reactions and the potential risks 
204 of severe cutaneous and systemic immune mediated reactions 
205 associated with the use of LUMIZYME are communicated to 
206 patients, caregivers, and prescribers.  In addition, the purpose of 
207 the program is to mitigate the potential risk of rapid disease 
208 progression in infantile-o nse t Pompe disease patients and late 
209 (non-infa ntile) onset Pompe disease patients less than 8 years of 
210 age for whom the safety and effective ness of LUMIZYME have 
211 not been evaluated. 

212 Under this program, only trained and certified prescribers, and 
213 healthcare facilities enrolled in the program are able to prescribe, 
214 dispense or administer LUMIZYME, and only patients who are 
215 enrolled in and meet all the conditions of the LUMIZYME ACE 
216 Program may receive LUMIZYME. 
217 For informatio n about the ACE Program call 1-800-745-4447. 
218 

219 5.4 Ris k of Acute Cardiore s pira to ry Failure 
220 Patients with acute underlying respiratory illness or compromised 
221 cardiac and/or respiratory functio n may be at risk of serious 
222 exacerbation of their cardiac or respiratory compromise during 
223 infus io ns. Appropriate medical support and monitoring measures 
224 should be readily availab le during LUMIZYME infus io n, and 
225 some patients may require prolonged observation times that 
226 should be based on the individ ua l needs of the patient. Acute 
227 cardiorespiratory failure has been observed in a few infantile-
228 onset Pompe disease patients with underlying cardiac 
229 hypertrophy, possibly associated with fluid overload with 
230 intraveno us adminis tra tio n of alglucos ida se alfa [ see Dosage and 
231 Administration (2.2)]. 
232 
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233 5.5 Pre cautions for General/Re gional Ane s the s ia 
234 Adminis tratio n of general anesthesia can be complica ted by the 
235 presence of severe cardiac and skeletal (includ ing respiratory) 
236 muscle weakness. Therefore, caution should be used when 
237 administe r ing general anesthesia. 
238 
239 5.6 M onitoring: Laboratory Te sts 
240 Patients should be monitored for IgG antibody formatio n every 3 
241 months for 2 years and then annually thereafter. Testing for IgG 
242 titers may also be considered if patients develop allergic or other 
243 immune mediated reactions. Patients who experience 
244 anaphylactic or allergic reactions may also be tested for IgE 
245 antibodies to algluco sidase alfa and other mediators of 
246 anaphyla xis [see Adverse Reactions (6.2)]. 
247 
248 There are currently no marketed tests for antibodies against 
249 alglucosidase alfa, however a testing service is provided by 
250 Genzyme. Contact your local Genzyme representative or 
251 Genzyme Corporation at 1-800-745-4447 for informatio n on 
252 testing and to obtain a sample collectio n box. 
253 

254 6 ADVERSE REACTIONS 

255 6.1 Clinical Trials Expe rie nce 
256 Because clinica l trials are conducted under widely varying 
257 conditions, adverse reaction rates observed in the clinica l trials of 
258 a drug cannot be directly compared to rates in the clinic a l trials of 
259 another drug and may not reflect the rates observed in clinica l 
260 practice. Assessment of adverse reactions is based on the 
261 exposure of 90 patients (45 male, 45 female) with late-onset 
262 Pompe disease, ages 10 to 70 years, to 20 mg/kg LUMIZYME or 
263 placebo in a randomized, double-blind, placebo-controlled study 
264 designed to enroll patients age 8-70 years. The youngest 
265 LUMIZYME-treated patient was 16 years of age, and the 
266 youngest placebo-treated patient was 10 years of age. All 
267 patients were naïve to enzyme replacement therapy. Patients 
268 were randomized in a 2:1 ratio and received LUMIZYME or 
269 placebo every other week for 78 weeks (18 months). The study 
270 population includ ed 34 males and 26 females (N=60) in the 
271 LUMIZYME group and 11 males and 19 females (N=30) in the 
272 placebo group. Two patients receiving LUMIZYME discontinued 
273 the study due to anaphylactic reactions. A third patient in the 
274 LUMIZYME group died during the study due to brain stem 
275 ischemia secondary to thrombosis of a basilar aneurysm, which 
276 was considered unrelated to treatment. 
277 
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278 Serious adverse reactions reported with LUMIZYME in the 
279 randomized, double-blind, placebo-controlled study included 
280 anaphyla xis [see Box ed Warning and Warnings and Precautions 
281 (5.1)]. Anaphylac tic reactions included : angioedema, throat 
282 tightne ss and chest pain/disco mfort. One patient with a history of 
283 Wolff-Parkinso n-White syndrome experienced a serious adverse 
284 reaction of supraventric ular tachycardia. Other serious adverse 
285 events that occurred in a higher incidence in LUMIZYME-treated 
286 patients compared to placebo included coronary artery disease, 
287 interverteb ra l disc protrusion, pneumonia, gastroenteritis, and 
288 dehydration. 

289 The most common adverse reactions observed were infus io n 
290 reactions. Infusio n reactions, defined as an adverse reaction 
291 occurring during the infus io n or within 2 hours after completio n 
292 of the infus io n, that occurred in LUMIZYME-treated patients at 
293 an incidence of ≥ 5% compared to placebo in the controlled study 
294 included anaphyla xis, urticaria, diarrhea, vomiting, dyspnea, 
295 pruritus, rash/erythe ma, pharyngo la ryngea l pain, neck pain, 
296 hypoacusis, flushing/feeling hot, pain in extremity, fall, and chest 
297 discomfort.  Additiona l infusio n reactions observed in other 
298 clinica l trials and expanded access programs with LUMIZYME 
299 included respiratory distress, cough, livedo reticularis, agitatio n, 
300 irritab ility, retching, rigors, tremor and increased lacrimatio n. 
301 
302 If an infus io n reaction occurs, decreasing the infus io n rate, 
303 temporarily stopping the infus io n, and/or adminis tra tio n of 
304 antihista mines and/or antipyretics may ameliorate the symptoms. 
305 If severe infus io n or allergic reactions occur, immed iate 
306 discontinuatio n of the adminis tra tio n of LUMIZYME should be 
307 considered, and appropriate medical treatment should be initia ted 
308 [ see Warnings and Precautions (5.1)]. Severe infus io n reactions 
309 are generally managed with infus io n interruptio n, adminis tratio n 
310 of antihista mines, corticosteroids, intraveno us fluids, and/or 
311 oxygen, when clinica lly indicated. In some cases of anaphylac tic 
312 reactions, epinephrine was administe red. Patients who have 
313 experienced infus io n reactions should be treated with caution 
314 when they are re-administered LUMIZYME. 
315 
316 Delayed onset infusio n reactions have also been observed with 
317 LUMIZYME infus io n. Delayed onset infusio n reactions, defined 
318 as adverse reactions that occurred within 48 hours after 
319 completio n of LUMIZYME infus io n, occurred in LUMIZYME-
320 treated patients at an incidence of ≥ 3% compared to placebo-
321 treated patients in a controlled trial. Symptoms included 
322 urticaria, dizziness, procedural pain, pharyngo laryngeal pain, 
323 malaise, muscle spasms, musculoske leta l pain, musculo ske le ta l 
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324 weakness, musculoske le ta l stiffne ss, neck pain, insomnia, and 
325 epistaxis.  Patients should be counseled about the possibility of 
326 delayed onset infus io n reactions and given proper follow up 
327 instructio ns. 
328 
329 Table 2 enumerates adverse reactions that occurred in 
330 LUMIZYME-treated patients at an incidence of ≥ 5% compared 
331 to placebo-treated patients during the randomized, double-blind, 
332 placebo-controlled study. Reported adverse reactions have been 
333 classified by Medical Dictionary for Regulatory Activities 
334 (MedDRA) termino lo gy System Organ Class and Preferred Term. 
335 

336 Table 2: Summary of Adverse Reactions Occurring in LUMIZYME®-Tre ate d Patie nts at an 
337 Incide nce ≥ 5% Compare d to Place bo-Treated Patients 

S ys tem Org an Clas s Preferred Term LUMIZY ME® 

n=60 
N (% ) 

Placebo 
n=30 
N (% ) 

Blood and lymphatic s ys tem dis orders Lymphadenopathy 5 (8.3) 0 (0) 
Ear and labyrinth dis orders Hypoacus is 20 (33.3) 7 (23.3) 

Vertigo 4 (6.7) 0 (0) 
Ear dis comfort or pain 7 (11.7) 2 (6.7) 

Eye dis orders Vis ion blurred 3 (5) 0 (0) 
Gas trointes tinal dis orders Cons tipation 6 (10) 0 (0) 

Dys peps ia 5 (8.3) 0 (0) 
Vomiting 13 (21.7) 3 (10) 

General dis orders and adminis tration s ite 
conditions 

Ches t dis comfort or pain 10 (16.7) 2 (6.7) 

Infus ion s ite reactions 8 (13.3) 0 (0) 
Malais e 3 (5) 0 (0) 
Edema, peripheral 10 (16.7) 3 (10) 
Pain 5 (8.3) 1 (3.3) 

Immune s ys tem dis orders Anaphylaxis 4 (6.7) 0 (0) 
Infections and infes tations Gas troenteritis 6 (10) 1 (3.3) 

Res piratory tract infection 3 (5) 0 (0) 
Upper res piratory tract infection 11 (18.3) 3 (10) 

Injury, pois oning and procedural complications Procedural pain 9 (15) 3 (10) 
Metabolis m and nutrition dis orders Hypokalemia 3 (5) 0 (0) 
Mus culos keletal and connective tis s ue dis orders Mus cle twitching 5 (8.3) 1 (3.3) 

Mus culos keletal pain 22 (36.7) 9 (30) 
Mus culos keletal s tiffnes s or 
tightnes s 

9 (15) 2 (6.7) 

Nervous s ys tem dis orders Somnolence 3 (5) 0 (0) 
Tremor 4 (6.7) 0 (0) 

Renal and urinary dis orders Nephrolithias is 3 (5) 0 (0) 
Res piratory, thoracic and medias tinal dis orders Dys pnea, exertional 4 (6.7) 0 (0) 

Epis taxis 3 (5) 0 (0) 
Skin and s ubcutaneous tis sue dis orders Hyperhidros is 5 (8.3) 0 (0) 

Pruritis 6 (10) 1 (3.3) 
Urticaria 6 (10) 0 (0) 
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339 6.2 Immunoge nic ity 
340 As with all therapeutic proteins, there is potential for 
341 immuno ge nic ity. The data reflect the percentage of patients 
342 whose tests results were considered positive for antibodies to 
343 alglucos idase alfa using an enzyme-linked immunosorbent assay 
344 (ELISA) and confirmed by a radioimmunop rec ip ita tio n (RIP) 
345 assay for algluco sidase alfa-specific IgG antibodies. The 
346 detection of antibody formatio n is highly dependent on the 
347 sensitivity and specific ity of the assay. Additiona lly, the 
348 observed incidence of antibody (includ ing neutralizing antibody) 
349 positivity in an assay may be influe nced by several factors 
350 includ ing assay methodolo gy, sample handling, timing of sample 
351 collectio n, concomita nt medicatio ns, and underlying disease.  For 
352 these reasons, comparison of the incide nce of antibodies to 
353 alglucosidase alfa with the incidenc e of antibodies to other 
354 products may be mislead ing. 
355 
356 In the randomized, double-blind, placebo-controlled study, all 
357 patients with availab le samples treated with LUMIZYME (N=59, 
358 100%) developed IgG antibodies to alglucosid ase alfa. All 
359 patients who developed IgG antibodies did so within the first 3 
360 months of exposure (median time to seroconversio n was 4 
361 weeks). There was no apparent association between mean or 
362 peak IgG antibody titers and the occurrence of adverse reactions. 
363 
364 Patients who developed IgG antibodies to algluco sidase alfa were 
365 also evaluated for inhib itio n of enzyme activity or cellular uptake 
366 of enzyme in in v itro assays. None of the 59 evaluable patients 
367 tested positive for inhib itio n of enzyme activity.  Antibody titers 
368 for cellula r uptake inhib itio n were present in 18 of 59 patients 
369 (31%) by Week 78.  All other patients tested negative for 
370 inhib itio n of cellula r uptake. Patients who were positive for 
371 uptake inhib itio n tended to have higher IgG titers than patients 
372 who tested negative for uptake inhib itio n. Among the 32 patients 
373 with evaluab le pharmacokine tic (PK) samples, 5 patients tested 
374 positive for uptake inhib itio n at times corresponding to PK 
375 sampling times as compared to other patients. The clearance 
376 values for 4 of these 5 patients were approximate ly 1.2- to 1.8-
377 fold greater in the presence (Week 52) as compared to in the 
378 absence of inhib itory antibodies (Week 0) [see Clinical 
379 Pharmacology (12.3)]. 
380 
381 Patients in the clinica l studies or in the postmarketing setting have 
382 undergone testing for alglucos idase alfa-specific IgE antibodies. 
383 Testing was performed in patients who experienced moderate to 
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384 severe or recurrent infus io n reactions, for which mast-cell 
385 activatio n was suspected. 
386 
387 Ten patients in the randomized, double-blind, placebo-controlled 
388 study underwent testing for alglucosid ase alfa-specific IgE 
389 antibodies. Two of 10 patients evaluated tested positive for 
390 alglucosidase alfa-specific IgE-bind ing antibodies, both of whom 
391 experienced anaphylac tic reactions [see Box ed Warning and 
392 Warnings and Precautions (5.1)]. One patient who developed 
393 IgE antibodies discontinued the study following anaphyla xis. 
394 
395 A small number of LUMIZYME-trea ted patients in the 
396 postmarketing setting who were evaluated tested positive for 
397 presence of algluco sidase alfa-specific IgE antibodies. Some of 
398 these patients experienced anaphyla xis [see Box ed Warning and 
399 Warnings and Precautions (5.1)]. 
400 
401 Some patients who tested positive for alglucosida se alfa-specific 
402 IgE antibodies were successfully rechalle nged with LUMIZYME 
403 using a slower infus io n rate at lower initia l doses and have 
404 continued to receive treatment under close clinica l supervisio n 
405 [see Warnings and Precautions (5.1)]. 
406 

407 Patients who develop IgE antibodies to algluco s idas e alfa appear 
408 to be at a higher risk for the occurrence of anaphyla xis and severe 
409 allergic reactions [see Warnings and Precautions (5.1)]. 
410 Therefore, these patients should be monitored more closely 
411 during administra tio n of LUMIZYME. 
412 

413 6.3 Postmarke ting Experie nce 
414 The following adverse reactions have been identified during post 
415 approval use of LUMIZYME. Because these reactions are 
416 reported volunta rily from a population of uncertain size, it is not 
417 always possible to reliably estimate their frequency or establish a 
418 causal relationship to drug exposure. In postmarketing 
419 experience with LUMIZYME, deaths, and serious adverse 
420 reactions have been reported, includ ing anaphyla xis [see Box ed 
421 Warning and Warnings and Precautions (5.1)]. Adverse events 
422 resulting in death reported in the postmarketing setting with 
423 LUMIZYME treatment included cardiorespiratory arrest, 
424 respiratory failure, hemothora x, pneumothora x, cardiac failure, 
425 sepsis, aortic dissection, cerebrovascular accident, and skin 
426 necrosis. The most frequently reported serious adverse reactions 
427 were infus io n reactions. Recurrent reactions consisting of flu-like 
428 illne ss or a combinatio n of events such as fever, chills, myalgia, 
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429 arthralgia, pain, or fatigue occurring after completio n of infus io ns 
430 and lasting for 1 - 3 days have been observed in some patients 
431 treated with alglucos idase alfa. The majority of patients were 
432 successfully rechalle nged with alglucosida se alfa using lower 
433 doses and/or pretreatment with anti-infla mma tory drugs and/or 
434 corticosteroids and were able to continue to receive treatment 
435 under close clinica l supervis io n. 
436 
437 In addition to the infus io n reactions reported in clinic a l trials [see 
438 Adverse Reactions (6.1)], the following serious adverse events 
439 have been reported in at least 2 patients: dyspnea, respiratory 
440 failure, bronchospasm, stridor, decreased oxygen 
441 saturation/hypo xia, pharyngea l edema, chest discomfort, chest 
442 pain, hypotensio n, hypertens io n, erythema, flushing, lung 
443 infectio n, tachycardia, cyanosis, hypersensitivity, and abdominal 
444 pain. One case of hyperparathyro id ism has been reported. 
445 Additiona l adverse drug reactions includ ed proteinuria and 
446 nephrotic syndrome [ see Warnings and Precautions (5.2)]. 
447 
448 Systemic and cutaneous immune mediated reactions, includ ing 
449 nephrotic syndrome secondary to membranous 
450 glomerulo nep hritis and necrotizing skin lesions have been 
451 reported in postmarketing safety experience with algluco sida se 
452 alfa [ see Warnings and Precautions (5.2)]. 
453 

454 7 DRUG INTERACTIONS 
455 7.1 Inte rfe re nce with Othe r D rugs 

456 No drug interactio n or in v itro metabolism studies were 
457 performed. 

458 

459 8 USE IN SPECIFIC POPULATIONS 
460 8.1 Pre gnancy 

461 Teratogenic Effects 
462 Pregnancy Category B. Reproduction studies have been 
463 performed in pregnant mice at intraveno us doses up to 40 
464 mg/kg/day (plasma AUC of 64.6 mg•min/mL, 0.4 times the 
465 human steady-state exposure at the recommended bi-weekly 
466 dose) and pregnant rabbits at intraveno us doses up to 40 
467 mg/kg/day (plasma AUC of 85 mg•min/mL, 0.5 times the human 
468 steady-state exposure at the recommended bi-weekly dose) and 
469 have revealed no evidence of impaired fertility or harm to the 
470 fetus due to alglucosid ase alfa. There are, however, no adequate 
471 and well-contro lled studies in pregnant women. Because anima l 

Pag e 1 3 

Reference ID: 3510059 



 

   

         
            

  
           

      

   

           
           

      

  

            
           

          
            
    

   

         
           

             
          

  
         

    
           

           
            

     
 

  

   

    
         

           
       

  

   

            
        

      

  

   

472 reproduction studies are not always predictive of human response, 

473 this drug should be used during pregnancy only if clearly needed.
	
474
	
475 Women of childbearing potential are encouraged to enroll in the
	
476 Pompe Registr y [see Patient Counseling Information (17)].
	
477 8.2 Labor and Delivery 
478 Informatio n on the effect of LUMIZYME on labor and delivery is 
479 unknown. Pregnant women are encouraged to enroll in the 
480 Pompe Registry [see Patient Counseling Information (17)]. 

481 8.3 Nursing M othe rs 
482 It is not known whether LUMIZYME is excreted in human milk. 
483 Because many drugs are excreted in human milk, caution should 
484 be exercised when LUMIZYME is administe red to a nursing 
485 woman. Nursing women are encouraged to enroll in the Pompe 
486 Registry [see Patient Counseling Information (17)]. 
487 8.4 Pe diatric Us e 
488 LUMIZYME is not for use in patients with infantile-o nse t Pompe 
489 disease or late (non-infa ntile) onset Pompe disease who are less 
490 than 8 years of age. The safety and effective ness of LUMIZYME 
491 in these patients have not been evaluated in clinica l trials. 
492 
493 The safety and effective ne ss of LUMIZYME was assessed in a 
494 randomized, double-blind, placebo-controlled study of 90 patients 
495 with late (non-infa ntile) onset Pompe disease. Patients age 8 to 
496 70 years were eligib le for enrollme nt. The study included 2 
497 patients 16 years of age or less (n=1, age 16 years, LUMIZYME 
498 treatment group, n=1, age 10 years, placebo group) [ see Clinical 
499 Studies (14.1)]. 
500 

501 8.5 Ge riatric Us e 
502 The randomized, double-blind, placebo-controlled study of 
503 LUMIZYME did not include suffic ie nt numbers (n=4) of patients 
504 aged 65 years and over to determine whether they respond 
505 differe ntly from younger patients [see Clinical Studies (14.1)]. 
506 

507 10 OVERDOSAGE 
508 There have been no reports of overdose with LUMIZYME. In 
509 the placebo-controlled study, patients received doses up to 20 
510 mg/kg body weight every other week. 

511 

512 11 DESCRIPTION 
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513 LUMIZYME (alglucos ida se alfa) consists of the human enzyme 
514 acid α-glucosidase (GAA), encoded by the most predomina nt of 
515 nine observed haplotypes of this gene. LUMIZYME is produced 
516 by recombina nt DNA technology in a Chinese hamster ovary cell 
517 line. The LUMIZYME manufac turing process differs from that 
518 for MYOZYME®, resulting in differe nces in some product 
519 attributes. Alglucos idase alfa degrades glycoge n by catalyzing the 
520 hydrolys is of α-1,4- and α-1,6- glycos id ic linkages of lysosoma l 
521 glycoge n. 
522 
523 Alglucosida se alfa is a glycoprote in with a calculated mass of 
524 99,377 daltons for the polypeptide chain, and a total mass of 
525 approximate ly 109,000 daltons, includ ing carbohydrates. 
526 Alglucosida se alfa has a specific activity of 3 to 5 Units/mg (one 
527 unit is defined as that amount of activity that results in the 
528 hydrolysis of 1 micromo le of synthetic substrate per minute under 
529 specified assay conditio ns). LUMIZYME is intended for 
530 intraveno us infus io n. It is supplied as a sterile, nonpyrogenic, 
531 white to off-white, lyophilized cake or powder for reconstitutio n 
532 with 10.3 mL Sterile Water for Injection, USP. Each 50 mg vial 
533 contains 52.5 mg alglucosidase alfa, 210 mg mannito l, 0.5 mg 
534 polysorbate 80, 9.9 mg sodium phosphate dibasic heptahydrate, 
535 31.2 mg sodium phosphate monobasic monohydrate.  Following 
536 reconstitutio n as directed, each vial contains 10.5 mL 
537 reconstituted solution and a total extractable volume of 10 mL at 
538 5 mg/mL alglucos idase alfa. LUMIZYME does not contain 
539 preservatives ; each vial is for single use only. 
540 

541 12 CLINICAL PHARM ACOLOGY 

542 12.1 M e chanism of Action 
543 Pompe disease (acid maltase deficienc y, glycoge n storage disease 
544 type II, GSD II, glycogenosis type II) is an inherited disorder of 
545 glycoge n metabolis m caused by the absence or marked deficie nc y 
546 of the lysosoma l enzyme GAA. 
547 
548 LUMIZYME provides an exogenous source of GAA.  Binding to 
549 mannose-6-phosphate receptors on the cell surface has been 
550 shown to occur via carbohydrate groups on the GAA molecule, 
551 after which it is interna lized and transported into lysosomes, 
552 where it undergoes proteolytic cleavage that results in increased 
553 enzymatic activity. It then exerts enzyma tic activity in cleaving 
554 glycoge n. 
555 

556 12.2 Pharmacody na mics 
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557 Clinica l pharmacodyna mic studies have not been conducted for 
558 LUMIZYME. 

559 

560 12.3 Pharmacokine tics 

561 The pharmacokinetics of alglucosidase alfa were studied in 32 
562 late-onset Pompe disease patients from the randomized, double-
563 blind, placebo-controlled study ranging in age from 21 to 70 
564 years old who received LUMIZYME 20 mg/kg every other week.  
565 The pharmacokinetics were not time-dependent for patients who 
566 did not develop high antibody titer/inhib itory antibody. 
567 Parameter values did not change across visits at Weeks 0, 12, and 
568 52. At Week 52 of bi-weekly adminis tra tio n the estimates of 
569 AUC (2700 mcg•h/mL with 30.4% coefficient of variatio n 
570 [CV],n=29), C max (372 mcg /mL with 22.7% CV,n=29) and 
571 clearance (601 mL/h with 28.2% CV,n=29) were determined at 
572 steady-state. The declining portion of the concentration-time 
573 profile of alglucos idase alfa appears biphasic within the observed 
574 sampling time. The half-life for the first phase is 2.4 hours with a 
575 between subject variatio n of 10%. Concentratio ns of 
576 alglucosidase alfa were not sampled long enough to adequately 
577 determine the half-life for the second phase. 
578 
579 Higher mean clearance (42%) was observed at Week 52 in 4 of 
580 5 patients that tested positive for antibodies that inhib it the 
581 cellular uptake of enzyme. Pharmacokine tic s in 4 of these 5 
582 individ ua ls over time indicated an increase in clearance with 
583 increase in IgG titer. Positive inhib itory antibody status 
584 correlated with higher IgG titers in patients who received 
585 LUMIZYME. The relations hip between exposure and efficacy 
586 has not been defined. 
587 

588 13 NONCLINICAL TOXICOLOGY 

589 13.1 Carcinoge ne sis, Mutage ne sis, Impairme nt of Fe rtility 
590 Long-term studies in anima ls to evaluate carcinogenic potential or 
591 studies to evaluate mutagenic potential have not been performed 
592 with alglucosida se alfa. 
593 
594 Alglucos ida se alfa at intrave no us doses up to 40 mg/kg, 
595 administe red every other day (plasma AUC of 64.6 mg•min/mL, 
596 0.4 times the human exposure at the recommended bi-weekly 
597 dose) had no effect on fertility and reproductive performance in 
598 mice. 
599 

600 14 CLINICAL STUDIES 
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601 14.1 Controlle d Clinical Trials 
602 The safety and efficac y of LUMIZYME was assessed in 90 
603 patients with late-onset Pompe disease, ages 10 to 70 years, in a 
604 randomized double-blind, placebo-controlled study designed to 
605 enroll patients age 8-70 years. The youngest LUMIZYME-
606 treated patient was 16 years of age, and the youngest placebo-
607 treated patient was 10 years of age. All patients were naïve to 
608 enzyme replacement therapy. Patients were allocated in a 2:1 
609 ratio and received 20 mg/kg LUMIZYME (n=60) or placebo 
610 (n=30) every other week for 78 weeks (18 months). The study 
611 population includ ed 34 males and 26 females (N=60) in the 
612 LUMIZYME group and 11 males and 19 females (N=30) in the 
613 placebo group. At baseline, all patients were ambulatory (some 
614 required assistive walking devices), did not require invasive 
615 ventilator support or non-invasive ventilatio n while awake and 
616 sitting upright and had a forced vital capacity (FVC) between 30 
617 and 79% of predicted in the sitting position. Patients who could 
618 not walk 40 meters in 6 minutes or were unable to perform 
619 appropriate pulmonary and muscle functio n testing were excluded 
620 from the study. 
621 
622 A total of 81 of 90 patients completed the study. Of the 9 patients 
623 who discontinued, 5 were in the LUMIZYME group and 4 were 
624 in the placebo group. Three patients discontinued the study due 
625 to an adverse event; two patients were in the LUMIZYME 
626 treatment group and one patient was in placebo group. One 
627 patient in the LUMIZYME group died [see Adv erse Reactions 
628 (6.1)]. Four patients discontinued study participatio n to pursue 
629 treatment with commercia l therapy, and one patient discontinued 
630 the study for personal reasons. 
631 
632 At study entry, the mean % predicted FVC in the sitting position 
633 among all patients was about 55%. After 78 weeks, the mean % 
634 predicted FVC increased to 56.2% for LUMIZYME-treated 
635 patients and decreased to 52.8% for placebo-treated patients 
636 indicating a LUMIZYME treatment effect of 3.4% (95% 
637 confidence interva l: [1.3% to 5.5%]; p=0.004).  Stabiliza tio n of % 
638 predicted FVC in the LUMIZYME-treated patients was observed 
639 (see Figure 1). 
640 
641 
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643

642 Figure 1: M e an FVC Upright (% Pre dicte d) Ove r Time 

644 
645 At study entry, the mean 6 minute walk test (6MWT) among all 
646 patients was about 330 meters. After 78 weeks, the mean 6MWT 
647 increased by 25 meters for LUMIZYME-treated patients and 
648 decreased by 3 meters for placebo-treated patients indicating a 
649 LUMIZYME treatment effect of 28 meters (95% confidence 
650 interva l: [-1 to 52 meters]; p=0.06) (see Figure 2). 
651 
652 
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654

653 Figure 2: M e an Six M inute Walk Te st Total Distance Walke d Ove r Time 

655 
656 14.2 Uncontrolle d Studie s 
657 
658 The effective ness of LUMIZYME has not been established in 
659 infantile-o nset patients. Descriptive data from infantile-o nset 
660 patients who have received LUMIZYME commercia lly outside 
661 the U.S. have been collected in the Pompe Registry. The Pompe 
662 Registry is a multi-center, multi-natio na l, voluntary, 
663 observationa l disease registry. Fifteen infantile-onset patients 
664 enrolled in the registry were matched to the baseline 
665 characteristic s of an untreated historica l control cohort.  These 
666 patients were diagnosed with Pompe disease and received 
667 treatment with LUMIZYME prior to 6 months of age (range 0.6 
668 to 6 months).   The median duration of treatment was 15 months 
669 (range 3 to 48 months). Estimated surviva l in LUMIZYME-
670 treated patients was 57% at 18 months and 37% at 36 months, 
671 compared to the 2% survival in the historical control group at 
672 both time points. The median age of death or last follow-up was 
673 19 months (range 5 to 51 months). 
674 
675 Descriptive clinica l data from patients with infantile-o nset Pompe 
676 disease in the Pompe Registry were used to verify the overall 
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677 effective ness of LUMIZYME for patients 8 years and older with 
678 late-onset Pompe disease. 
679 

680 16 HOW SUPPLIED/STORAGE AND HANDLING 

681 LUMIZYME 50 mg vials are supplied as a sterile, nonpyroge nic, 
682 white to off-white lyophilized cake or powder. LUMIZYME is 
683 supplied in single-use, clear Type I glass 20 mL (cc) vials. The 
684 closure consists of a silico nized butyl stopper and an aluminum 
685 seal with a plastic flip-off cap. 
686 
687 Store LUMIZYME under refrigeratio n between 2° to 8°C (36° to 
688 46°F). Do not use LUMIZYME after the expiratio n date on the 
689 vial. 
690 
691 The reconstituted and diluted solutio n should be administered 
692 without delay. If immed ia te use is not possible, the reconstituted 
693 and diluted solution is stable for up to 24 hours at 2° to 8°C (36° 
694 to 46°F).  Storage of the reconstituted solution at room 
695 temperature is not recommended. The reconstituted and diluted 
696 LUMIZYME solutio n should be protected from light.  Do not 
697 freeze or shake. 
698 LUMIZYME does not contain any preservatives. Vials are single-
699 use only. Discard any unused product. 
700 

701 NDC 58468-0160-1 (Carton of one single-use vial) 
702 NDC 58468-0160-2 (Carton of ten single-use vials) 
703 

704 17 PATIENT COUNSELING INFORM ATION 
705 17.1 Distribution Program for LUM IZYME® 

706 Patients and caregivers should be informed that LUMIZYME is 
707 availab le only under a restricted distributio n program called the 
708 LUMIZYME ACE (Alglucosidase Alfa Control and Education) 
709 Program. 

710 The purpose of the program is to ensure that the known risks of 
711 anaphyla xis and severe allergic reactions and the potential risks 
712 of severe cutaneous and systemic immune mediated reactions 
713 associated with the use of LUMIZYME are communicated to 
714 patients, caregivers, and prescribers. In addition, the purpose of 
715 the program is to mitigate the potential risk of rapid disease 
716 progression in infantile-o nse t Pompe disease patients and late 
717 (non-infa ntile) onset Pompe disease patients less than 8 years of 
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718 age with for whom the safety and effective ne ss of LUMIZYME 
719 have not been evaluated. 

720 Patients and caregivers should also be informed that only trained 
721 and certified prescribers, and healthcare facilitie s enrolled in the 
722 program are able to prescribe, dispense or administe r 
723 LUMIZYME, and that patients must be enrolled in and meet all 
724 the conditions of the LUMIZYME ACE Program to receive 
725 LUMIZYME. 

726 

727 17.2 Pompe Re gistry    
728 Patients and their caregivers should be informed that a registry for 
729 patients with Pompe disease (the Pompe Registry) has been 
730 established in order to better understand the variability and 
731 progression of Pompe disease, and to continue to monitor and 
732 evaluate long-term treatment effects of LUMIZYME. The 
733 Pompe Registry will also monitor the effect of LUMIZYME on 
734 pregnant women and their offspring [see Use in Specific 
735 Populations (8)]. Patients and their caregivers are encouraged to 
736 participate in the Pompe Registry and advised that their 
737 participatio n is voluntary and may involve long-term follow-up. 
738 For more informatio n regarding the registry program visit 
739 www.pomperegistry.co m or by calling 1-800-745-4447. 

740 17.3 Infusion Re actions 

741 Patients and caregivers should be informed that the most common 
742 adverse reactions observed with LUMIZYME were infus io n 
743 reactions. Infusio n reactions may occur during or within 2 hours 
744 after completio n of the infus io n. Symptoms associated with 
745 infus io n reactions include urticaria, diarrhea, vomiting, dyspnea, 
746 pruritus, rash/erythe ma, pharyngo la ryngea l pain, neck pain, 
747 hypoacusis, flushing/feeling hot, pain in extremity, fall, and chest 
748 discomfort, respiratory distress, cough, livedo reticularis, 
749 agitatio n, irritab ility, retching, rigors, tremor and increased 
750 lacrimatio n. 
751 
752 LUMIZYME is manufactured and distributed by: 
753 Genzyme Corporation 
754 500 Kendall Street 
755 Cambridge, MA  02142 
756 1-800-745-4447 (phone) 
757 
758 US License Number: 1596 
759 
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760 LUMIZYME, MYOZYME and GENZYME are registered 
761 trademarks of Genzyme Corporation. LUMIZYME ACE 
762 Program is a registered Service Mark of Genzyme Corporation. 
763
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