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7.1.3.3 Other significant adverse events

Due to the antagonist effects of naltrexone at the mu opioid receptor, there is a potential risk for
dysphoria and other mood changes, as well as subsequent suicide in naltrexone-treated patients.
In a placebo——controlled study in which patients with obesity were randomized to treatment with
placebo or oral naltrexone 300 mg/day, 19% of patients in the oral naltrexone group developed
non-serious elevations1n serum transaminases after 3— 8 weeks oftreatment, compared to 0% of

placebo-treated patients.

The Medisorb Naltrexone database suggested that, as a result ofthe route of administration, the

drug may be associated with injection site reactions. Descriptions of the types of reactions were
consistent with an inflammatory type response. The safety database also contained information

regarding elevations in eosinophil count, a case of eosinophilic pneumonia, and reports of rash,
urticaria, and angioedema. Together, the adverse events were suggestive of an allergic reaction

following study treatment.

Therefore the safety database was assessed for evidence of increased risk of suicide, elevated
LFTs, and allergic reactions in Medisorb Naltrexone patients. In addition, the specific type and
severity of injection site reactions were evaluated.

7. 1.3. 3. 1 HEP/l TOTOXICIT)’

Alkermes is ofthe opinion that the risk of hepatocellular injury from Medisorb Naltrexone is
considerably lower than that of oral naltrexone because:

0 Whereas the total monthly dose at which hepatotoxicity was observed with oral
naltrexone (300 mg/day) would be 8400 mg, the total monthly dose of Medisorb
Naltrexone is 380 mg (which is 22—fold lower than the total monthly dose of oral

naltrexone).

0 Administration of Medisorb Naltrexone suspension by gluteal 1M injection avoids first—

pass hepatic metabolism

- Medisorb Naltrexone will be dispensed1n single--dose kits and will be administered by a

health care provider, reducing the risk of patient overdose.

Upon review of the safety data, Alkermes found that in alcohol-dependent subjects treated with
Medisorb Naltrexone suspension the hepatic safety profile was indistinguishable from that of

placebo, with assessments ofALT, AST, GGT, and total bilirubin. Also, single——dose 1M
administration of relatively high doses (141,269,530 and 784 mg) of Medisorb Naltrexone to
healthy subjects did not result1n hepatotoxicity.

Using the datasets iss-ae_3.xpt and iss-labs.xpt I calculated the number of patients who
experienced a liver-related adverse event. I searched iss—ae_3.xpt for all terms consistent with
hepatocellular injury, first by system organ class (gastrointestinal disorders, hepatobiliary
disorders, and investigations), and then by specific terms including: AST, ALT, GGT, ALP,
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SGPT, SGOT, LFT, liver, liver function, liver enzyme, laboratory test, aspartate, alanine,

bilirubin, alk phos, glutamyltransferase, hepatitis, and jaundice.

I then searched the iss—labs.xpt dataset using the variable “LBNAME,” under which were coded

tests for AST (SGOT), ALT (SGPT), alanine transaminase, aspartate transaminase, total

bilirubin, and total bilirubin (mg/dL). These categories were collapsed for ease of analysis. In

addition, I used the variable “LBFLAG” to identify all patients with high values for any of the

lab tests. This subset of patients was merged with‘the subset from the iss—ae.xpt dataset for

comparison of events between active— and placebo—treated patients.

7.1.3.3.].1 Reviewer’s Analysis: Patients with Hepatic—Related Adverse Events

7.1 .3.3. 1.1.1 Hepatic-related events — Studies of 4—6 month’s exposure

Based on the iss-aejxpt dataset, 4.8% of all patients (52/1090) in the 4—6 month trials

experienced adverse events suggestive of hepatocellular injury. Most patients reported more

than one type of hepatic—related injury. Only 1 of these AEs was considered serious (Subject

ALK21003-230-024, 190-mg, cholelithiasis) but, based on my review ofthe patient narrative,

was not related to study treatment. .

The frequency of hepatic—related AEs in the combined Medisorb Naltrexone subset was 4.6%

(37/81 1). This was lower than the frequency in the placebo group (5.6% (12/124)), and was

comparable to the frequency in the oral naltrexone group (4.6% (3/65)). The risk of hepatic—

related AEs did not appear to increase with increasing doses of Medisorb Naltrexone: 4.8%

(10/210) ofthe 190-mg patients, 4.5% (26/576) ofthe 380-mg patients, and 4% (1/25) ofthe

400-mg patients.

Listed in Table 7.1.3.3.1 .1 (below) are the types ofevents that were hepatic—related.

Liver function test (LFT) abnormalities/increases were the most commonly occurring. Ofthe

1090 patients with 4—6 months of drug exposure, 67 patients (6.1%) had an elevation of AST,

ALT, GGT, bilirubin, or alkaline phosphatase. The most frequent type of LFT abnormality was

an elevation in GGT, however more placebo patients than naltrexone patients reported this AE

(3.7% of placebo patients vs. 1.6% of Medisorb Naltrexone and 0% of oral naltrexone patients).

There was no evidence ofa dose response of GGT elevation among the Medisorb Naltrexone

groups. The greater proportion of placebo patients with high GGT levels compared to Medisorb

Naltrexone patients likely reflects a higher frequency of drinking in the placebo population than
in the Medisorb Naltrexone patients.

AST increases were the next most common LFT change, with slightly more patients in the oral

naltrexone and combined Medisorb Naltrexone groups (~ 1.5% each) experiencing this AE than

in the placebo group (0.9%). With respect to ALT, patients in the combined 380/400-mg

Medisorb Naltrexone group and the oral naltrexone groups were more likely to report ALT

increases (1 .5% and 1.2%, respectively) than placebo patients (0.9%).
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Five patients were reported as having hepatitis (1 case of alcoholic hepatitis, and 3 cases of
hepatitis C and 1 case of“hepatitis NOS.”)6. Two cases occurred during ALKZl-003, and the
remaining three during ALK21-006. None of the cases was considered serious. 1 reviewed the

patient narratives and CRFs to evaluate for a relationship to study treatment. The narratives
showed that patients experienced elevated LFTs either in the context of increased drinking or

hepatitis C diagnosis. These factors make it difficult to ascertain whether Medisorb Naltrexone
is associated with hepatitis, or whether it increases the risk of hepatitis in patients with

predisposing factors.

REVIEWER COMMENT:

Overall, therefore, the data from the trials of4-6 months’ duration suggest that treatment with

Medisorb Naltrexone is associated with a slightly increased risk of AST and ALT compared

to placebo, however this risk is similar to that associated with oral naltrexonc therapy.
Therefore, Medisorb Naltrexone does not appear to offer a safety advantage— with respect to

hepatotoxicity— over oral naltrexone. The risk of hepatitis following treatment with
Medisorb Naltrexone appears to be low.

APPEARS THlS WAY
0N ORlGlNAL

6 Subject ALK2|006-247-006: alcoholic hepatitis, Subject ALK21006-255-004. hepatitis NOS; Subjects
- ALK21003-2l6—005, ALK21003-216-012, and ALK2l006-252-009: hepatitis C.

89

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


00 

 
 

 

 

 

 

    
 

 
 
  

  
 

  
 

 
 
 
  

  
 

 

 

 

 

 

 
 

 
 

 

 

 

 

 

 moan—um5:9:0IvI05.2:hag—.8033:mauzwmowwsmmm<"m_mbw:<mnu032>om
 

 
 

 
 
 

 

 

 

 

 

|_|253805
52.0w

00.0000.00N_.0_N.0_00.002.0_00.0000.0mOZmacaw:can53.0
2.233%:2058.0595

00.0000.003.0m|_..m0N00.00mm.0N01.0_mN.0mUEESQIIELS0:80:2558050,.umZ
2530:vanozosoofi338%a£00820

00.0000.002.00N0_00.00E.0000.0000.0Hmagnum3:02:30:53:08.30:0.000.00N.00..0.0000.00..Lllmv0N$00MEEREAS»..I.
DMZ

.mombmcu00322:.0835
00.0000.00.nN.0NN.0_00.00E.0_00.0_E0NmOZmoiv:<usmmrrIL08855:EEEm3E

3.0H0.2_0N.0NN0_0.00E.003.0_5.0002522350»:
38854.mOZSmog

3.0N0.2H2..oN;N.00.0nmodN0:N0conga$343.0N0.2.2o00.0m00.0_0:2088550.123.0N0.2mg000.0w91Lmmm;C08855Hm<.
'gmlllsesame

05mm00.0mg000.00mm;m00.008.0_N088550.00524mcosmwflmoi:N.33.00.00mNNmMN.0mmNu.0N0..2.0N000053:?.53A5.e\aZo\=e\aZ.x.Ze\oZ¢\=Ze\oZBenzman,3ng3anENnzmunz=<”a8:3».as2:.wecanwe:3.22:nzencour—XHZ=20gash—«Z“28:5238.35=<miniall00m 
 

H.fi.H.m.m.~.hBeak.ocoxobfizDEERE000-32
5:2.92.Eofimz.<$5.32325m3256

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


3

     
 
 

 

  
 

 
 

 

 

 

 

  
 

 

 
:NHZ332m

 

 

 

 

 

 

 

 

 

 :mSwnzmNuzEmuzczuzoaSuzmenz=<8&2;2;we.3».as:338.3.5fiz:20822:228:52=<
 

 

Avoszficoov3:555:2:0IvIi=7:523383.00:mo«Zamowmamm<mama—andwmLoBqum
 

 

 

 

252$20235m_:._.mafia:

EEEEEU

3323330.3

00.0000.00~50\0.0000.0000.00SW0\00.0EESNEBFC32.380050\DENSEaEmE
3:682583%cosmfimeo

E0_00.0000.000.0000.0000.0000.000.0£23305in32.93.,”€239“ng
mEBmE>m

vanmswmmEDEOEU

00.0.000.00mN.0bmonofiquE©3333an33:83.3:$20..NEE-bumNseflmEfix..x.,5
H44.  

findsQENH

  
0:985?Z£8622howLNZ

E:.92.3232.<owcmaz325m356

f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
	� Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

	� Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
	� With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

	� Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
	� Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

	� Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


