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NDA 50-742/S-001 

Merck & Co., Inc. 
Attention: Frank Ricci 
Merck Research Laboratories 
Sumneytown Pike 
West Point, PA 19486 

Dear Mr. Ricci: 

OCT 8 1998 

B66l 8 l:JO 

Reference is made to your supplemental New Drug Application dated December 12, 1997, 
submitted pursuant to Section 50S(b) ofthe Federal Food, Drug and Cosmetic Act för 
Stromectol® (Ivermectin) Tablets, 6 mg. Reference is also made to your amendment dated 
October 7, 1998. 

This supplemental application provides för a new tablet strength (3 mg). 

We have completed the review ofthis supplemental application, as amended, and it is approved, 
effective on the date of this letter. 

We remind you that you must comply with requirements set förth under 21CFR314.80 and 
314.81 för an approved NDA. 
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Sincerely ~urs'// ;J . . ;'S/ . 
Norman Schmuff, Ph.D. 
Chemistry Team Leader, DNDC II! 
Division of Special Pathogen and Immunologic 
Drug Products (HFD-590) 
Office ofDrug Evaluation N 
Center för Drug Evaluation and Research 
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NDA 50-742/S-001 

Merck & Co., Inc. 
Attention: Kenneth R. Brown, M.D. 
Sumneytown Pike, P.O. Box 4 
BLA-14B 
West Point, PA 19468 

Dear Dr. Brown: 

JUN 1 5 1998 

Please refer to your supplemental new drug application dated December 12, 1997, received 
December 15, 1997, submitted under section 505(b) ofthe Federal Food, Drug, and Cosmetic 
Act for Stromectol® (Ivermectin) Tablets, 6 mg. 

We acknowledge receipt ofyour submission dated December 12, 1997. The user fee goal date is 
June 15, 1998. 

The supplemental apl'lication provides for a new tablet strength (3 mg.) 

We have completed the review ofthis supplemental application and it is approvable. Before this 
supplement may be approved, however, it will be necessary for you to: 

1. Please provide comparative dissolution data comparing the dissolution profiles of 
contemporaneous batches of 3-mg and 6-mg tablets. 

2. Please provide ali available room temperature and accelerated stability date for lots 
HE36950, HE36960, and HE37080. 

3. Please revise the testing schedule for annual post-approval stability batches to 0, 3, 
6, 9, 12, 18, and 24 months. A reduced testing schedule may be requested in a 
supplemental application when data to support it is obtained from stability studies 
of production batches. 

4. Please explain the infonnation on page 165 that appears to indicate that batch 
-----.,._ was manufactured with sufficient ivennectin for each tablet to 

contain ·-_ ofthe drug substance, which would appear to he nearly ---­
excess. 

5. Please clarify what units are used to measure tablet hardness. 

Within 10 days after the date ofthis letter, you are required to amend this supplemental 
application, notify us of your intent to file an amendment, or follow one of your other options 
under 21 CFR 314.110. In the absence of such action, FDA may take action to withdraw this 
supplemental application. 



( 

This change may not be implemented until you have been notified in writing that this supplemental 
application is approved. 

Ifyou have any questions, please contact Mary Dempsey, Project Manager, at (301) 827-2127. 
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APPROV ABLE (AE) 

Sincerely yours, 

Norman {&h.D. 
Chemistry Team Leader, DNDC ID 
Division of Special Pathogen and Immunologic 
Drug Products (HFD-590) 
Office of Drug Evaluation IV 
Center för Drug Evaluation and Research 
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0 MERCK & CO~INC. 
West Point. PA 19486. USA 

TABLETS 

STROMECTOL ® 
UVERMECTIN) 
DESCRIPTION 

111111111111111 

SEP 2 9 2000 

STROMECTOL" (lvermectin) is a semisynthetic, anthelmintic agent for oral 
administration. lvermectin is derived from the avermectins, a class of highly 
active broad.-spectrum anti-parasitic agents isolated from the fermentation 
products of Streptomyces avermitilis. lvermectin is a mixture containing at least 
90% 5-0-demethyl-22,23-dihydroavermectin A,. and less than 10% 5-0-
demethyl-25-del1-methylpropyl)-22,23-dihydro-25-11-methylethyllevermectin 
A, •• generally referred to as 22,23-dihydroavermeccin B,, ahd B1b, or H28 11 and 
H28,1>- respectively. The respective empirical formulas are C.aH740 14 and 
C0 H720,., with molecularweights of875.10 and 861.07, respectively. The struc­
tural formulas are: 

Component 81,. R"" C,H5 

lvermectin is a white 10 yellowish-white, nonhygroscopic, crystalline powder 
with a melting point of about iss•c. tt is insoluble in water but is freely sotuble in 
meth11nol end soluble in 95% ethanol. 

STROMECTOL is available in 3-mg tablets and 6-mg scored tablets. Each tab­
let contains the following inactive ingredients: microcrystalline cellulose, prege­
latinized starch, magnesium stearat~. butylated hydroxyanisole, and citric acid 
powder (anhydrous). 

CUN~ALPHARMACOLOGY 
Pharmacokinetics 

Following oral admipistration of ivermectin, plasma concentrations are 
appro-.:imately proponional tothe dose_ ln two studies, aftersingle 12-mg doses 
of STROMECTOL (2x6 mg) in fasting healthy volunteers (representing a mean 
dose of 165 µg/kgl, the mean peak plasma concentrations of the major compo­
nent (i-118 1411 were '6.6 h.21.9) (range: 16.,-101.l) and 30.6 (:t15.6) (range: 
13.9-68.'I nWml respectively at approximately 4 hours after dosing. tvermectin 
is metabolize~ in the tiver, 8'1.:f hrer:r:ectin and/or its metabolites are e>ecreted 
almost exclusively in the feces over an estimated l 2 days, with less than 1% of 
the edministered dose excreted in the urine. The apparent plasma half-life of 
ivermectin is approximately al least 16 hours foUowing oral administration. 

The effectlsl of food on the systemic availability of ivermectin has not been 
studied. 
Microbiology 

lvermectin is a member of the avermectin class of broad-spectrum antipara­
sitic agents which have a unique made of action. Compounds of the class bind 
selectively and with high affinity to glutamate-gated chloride ion channels 
which occur in invertebrate nerve end muscle cells. This leads to en increase in 
the permeebility of the cell membrane to chloride ions with hyperpolarization of 
the nerve or muscle cell. resulting in paralysis and death of the parasite. Com­
pounds ofthis class may aisa interact with other ligand-gated chloride channets, 
such as those gated bythe neurotransminer gamma-aminobutyric acid (GASA). 

The selective lte1ivity of compounds of this class is attributable to thefacts that 
aome ma~mals do not have glutamate-gated chloride channels and that the 
~ver~1n~ have a l?W affinity for mamma lian ligand-gated chloride channels. 
n •dd111on. svermectin does not readily cross the blood-brain barrier in humans. 
tver~tin i_s activ~ against .various life-cycle stages of many but not all nema­

todes. h 1• 11et•v• •ga1n11 the tissue mic1ofilariae af Onchocerca volvulusbut not · =:::::~-:S.~:_rm. h.s IK1ivitv -a•inst Strongytoides stercoralis is limited to 
C"»"oc•• Srvc:t>..s 
S&onpytDKJ~,s 

Two con11olled cfrn1c"! Studies usi lb d 
-'• c..rr-.d out '" •nternational site~g ah en ~:~ as the. comparative agent 
lr•atFNnt of arongyloidiasis of lhe w f:Ue • . azole 1s approved for the 
llud•ttwt>re c1rr1ed outin h g~stromt~st1nal tract, and three controlled 
l'.omPl'•Trve •geru Efficat e USand internat1onal/yusing thiabendazoleasthe 
•ti~ncit- of ••rvae ,,.; 81 r~as;:r· ·~ ~easured by cure .rat~. was defined as the 
'""•'•PY BaSit-d on lh; wc ~ ow-up stoo/ exam1nat1ons 3to 4 weeks post­
STRQM[ CTOL 1 ·5 cnienon. eff1cacy was significantly greater for 
b, a fOf 3 

4" S•ng e dose of 170 10 200 µg/kgl than for albendazole (200 mg 
days! STROMECTOL adm1n1stered as a single dose of 200 pglkg for 

-~ ... ···•a ,, • .,....,..., .. ol MERCK & CO. lne 
COPyR.,C.+fl C MERCK & CO lnc. tf96 
Ali ''9'°'t• ,............, . . 

'9o32301 48082/1002995 

STROMECTOLe Uvermectinl 

·1 day was as efficacious as thiabendazole administered at 25 mg/kg b.i.d. for 3 
days. 

Summary af Cure Rates for lvermectin Versus Comparative Agents 
in the Treatment of Strongyloidiasis 

Cure Aate•(%) 

lvermectin•• Comparative Agent 

Albendazole" .. Com~arative . 

International Study 241261921 121221551 
WHO Study 126/152 (83) 6711491'5) 

Thiabendazole1 Comearative 
lntemat1onal Study 911' (64) 13/15 (87) 
US Studies 1,/14 (100) 16117 (941 

:. Number end % of evelueble petient~ 
170-200µ~g 

••• 200 mg b.1.d. for 3 deys 
t 25 mg,lkg b.i.d. tor J days 

tn one study conducted in France, a non-endemic area where there was no 
possibility of reinfection, several patients were observed to have recrudescence 
of Strongyloides larvae in their stool as long as 106 days following ivermectin 
therapy. Therefore, at !east three stool examinations should be conducted over 
the three months following treatment to en sure eradication. lf reCrudescence of 
larvae is observed, retreatment with ivermectin is indicated. Concentration tech­
niques (such as using a Baermann apparatusl should be employed when per­
forming these sto<>J examinations, as the number of Strongyloides larvae per 
gram offeces maybevery low. 
Onchocerciasis 

The evaluation of STROMECTOL in the treatment of onchocerciasis ts based 
on the results of clinical studies involving 1278 patients. ln a double-blind, pla­
cebo-controlled study involving adult patients with moderate to MVere 
onchocercal infection, patients who received .a single dose of 150 µg/kg 
STROMECTOL e>eperienced an 83.2% and 99.5% decrease in skin microfilariae 
count (geometric mean) 3 days and 3 months after the dose, respectively. A 
marked reduction of :>90% was maintained for up to 12 months after the single 
dose. As with other microfilaricidal drugs, there was an increase in the microfi· 
lariae count in the anterior chamber of the eye at day 3 after treatment in some 
patients. Howaver. at 3 and 6 months afterthe dose, a significantly greater per­
centage of patients treated with STROMECTOL had decreases in microfilariae 
count in the anterior chamber than patients treated with placebo. 

ln a separate Open study involving pediatric patients ages 6 to 13 {n•103; 
weight range: 17-41 kg), similar decreases in skin microfilariae counts were 
observed for up to 12 months after dosing. 

IND1CATIONS ANO USAGE 

STROMECTOL is indicated for the treatment of the following infections:. 
Strongyloidiuis of the intestin•I tract. STROMECTOL is indicated for the 

treatment of intestinal (i.e., nondisseminated) strongyloidiasis due to the nema­
tode parasite Strongyloides stercorafis. 

This indication is based on clinical studies of both comparative and open-label 
designs, in which from 64-100% of infected patients were cured following a sin­
gle 200 µg/kg dose of ivermectin. {See Clinical Studies.) 

Onchocerciasls. STROMECTOL is indicated for the treatment of onchocercia­
sis due to the nematode parasite Onchocerca volvulus. 

This indication is based on randomized, double-blind, placebo-controlled and 
comparative studies conducted in 1427 patients in onchoc8rciasi~ndemic 
areas of West Africa. The comparative studies used diethylcarbamazine citrate 
IDEC-CI. 

NOTE: STROMECTOL has no activity against adult Onchocerca volvulus para­
sites. The adult parasites reside in subcutaneous nodules which are infrequently 
palpable. Surgical excision ofthese nodules (nodulectomyl may be considered 
in the management of patients with onchocerciasis. since this procedure will 
eliminate the microfilariae-producing adult parasites. 

CONTRAINOICATlONS 
STROMECTOL is contraindicated in patients who are hypersensitive to any 

component of th is product 

WARMNGS 
Historical data have shown that microfilaricidal drugs, such as diethylcarbam­

azine citrate (OEC-C), might cause cutaneous and/or systemic reactions ofv•ry­
ing severity (the Mazzotti reaction) and ophthalmological reections in patients 
with onchocercieisis. These reactions are probably due to allergic and inflamma­
tory responses to the death of microfilariae. Patients treated with STROMECTOL 
for onchocerciasis may experience these reactions in addition to clinical adverse 
reactions possibly, probably, or definitety related to the drug itsetf. (See 
AOVERSE REACTIONS, Onchocsrciasis.I 

The treatment of severe Mazzoni reactions has not been subjected to con­
trolled clinical tria1s. Oral hydration, recumbency, intravenous normal salina, 
end/Or perenterel cortlcosteroid• heve been used ro t....,t po .. urel hypotenslon. 
Antihistamines and/or aspirin have been used fo,- most mild lo moderete cesas. 

PRECAUTIONS 
Gttnttral . . . 

After treetment with microfilaricidal_ drugs. pat1ent• with hyperreaa,.,.. 
onchodermalitis Csowdal maiy be m0<e 11.kely Ihan 01hers 10 ••perl8nce......,. 
adverse reactions. espec.1aUy edema and aggreva1o0n ol onchodeormetrt1&. 
c,arcinOflttnttsis, Mvt#gf!flf!S•S. lmpa1r~nt of F.n11rry 

Long·term stuC:h- '" en1mel• n.-'-' t:ooN>n ~CIOl'on.0 to _.,,.,,._ ... catD· 
enic potent1al of ,.,.1"TTWC1 1n 

nog w•• not QPnoto .. c ,,, """"° '" """ An-. n>cll'Ob.al ...........,.c.ity 
tverm~·~'"°""""' f'r'P'I .......... ..-. .,~ lAt')!, 'TAt"'' ,..,. eno lAtOCI 

=.,.•~ w~l'IOUI ,91: ......, .,.._..,,_.. _,,...-.ori ,._ ~ l t ...,_ ,. C- l-

-
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STROMECTOL • (lvermectin) 

L5178Y (cytotoxicity and mutagenicityl assays, or the unscheduled DNA synthe· 
sis assay in human fibroblasts. 

lvermectin had no adverse effects on the fertility in rats in studies at repeated 
doses of up to 3 times the maximum recommended human dose of 200 µg/kg 
(on a mg/m2/day basis). 
lnformation for Patients 

STROMECTOL should be ta ken with water. 
-Strongyloidiasis: The patient should be Teminded of the need for repeated 

stool examinations to document clearance of infection with Strongyloides ster· 
cora/is. 

Onchocerciasis: The patient should be reminded that treatment with 
STROMECTOL does not kill the adult Onchocerca parasites, and therefore 
repeated follow·up and retreatment is usually required. 
Pregnancy, Teratogenic Effects 
Pregnancy Category C 

lvermectin has been shown to be teratogenic in mice, rats, and rabbits when 
given in repeated doses of 0.2, 8.1, and 4.5 times the maximum recommended 
human dose, respectively (on a mglm2/day basis). Teratogenicitywascharacter­
ized in the three species tested by cleft paiste; clubbed forepaws were addition­
ally observed in rabbits. These development effects were found only at or near 
doses that were maternotoxic to the pregnant female. Therefore, ivermectin 
does not appear to be selectively fetotoxic to the developjng fetus. There are. 
however, no adequate and well-controlled studies in pregnant women. lvermec­
tin should not be used during pregnancy since safety in pregnancy has not been 
established. 
Nursing Mothttrs 

STROMECTOL is excreted in human milk in low concentrations. Treatment of 
mothers who intend to breast feed should only be undertaken when the risk of 
delayed treatment to the mother outweighs the possible risk to the newborn. 
Pediatric Use 

Safety and effectiveness in pediatric patients weighing less than 15 kg have 
not been established. 
Strongyloidiasis in lmmunocompromised Hosts . 

ln immunocompromised (including HIV-infected\ patients being treated for 
intestinal strongyloidiasis, repeated courses of therapy may be required. Ade­
quate and well--controlled clinical studies have not been conducted in such 
patients to determine the optimal dosing regimen. Several treatments, i.e .• at 2 
week intervals, may be required, and cure may not be achievable. Control of 
extra-intestinal strongyloidiasis in these patients is difficult, and suppressive 
therapy, i.e., once per month may be helpful. 
AOVERSE REACTIONS 
Strongyloidiasis 

ln four clinical studies involving a total of 109 patients given either one ortwo 
doses of 170 to 200 µg/kg of STROMECTOL. the following adverse reactions 
were reported as possibly, probably, ordefinitely related to STAOMECTOL: 
· Sody as a whole:asthenia/fatigue (0.9%), abdominat pain (0.9%) 
Gastrointestinal: anorexia (0.9o/o), constipation (0.9%1, diarrhea (1.8%), nau-

sea (1 .Bo/o/, vomiting 10.9%) 
Nervous System/Psychiatric: dizzincss 12.8%), somnolence f0.9%), vertigo 

(0.9%), tremor (0.9%1 
Skin:pruritus (2.8%), rash (0.9%1, and urticaria (0.9%1 
ln comparative trials. patierits treated with STROMECTOL experienced more 

abdominal distention and chest discomfort than patients treated with albenda· 
·zole. However, STROMECTOL was better tolerated than thiabendazole in com· 
parativestudies involving 37 patients treated with thiabendazole. 

The Mazzotti-type and ophthalmologic reactions associated with the treat· 
ment of onchocerciasis or the disease itself would not be expected to occur 1n 
strongyloidiasis p.iJtien1$ treated with STROMECTOL. ISee AOVERSE REAC· 
TIONS. Onchocerciasis.) 
Laboratory Tesr Findings 

ln clinical trials involving 109 patients given either one or two doses of 1~0 to 
200 µg/kg STROMECTOL thefollowing laboratory abnormalities were see.n 1rre· 
spective of drug relationship: elevation in ALT andtor AST (2%1. decrease 1n leu· 
kocyte count 13%). Leukopenia and anemia were seen in one patienl 
Onchocerciasis 

ln clinical trials involving 963 adult patients treated with 100 10 200 ~W\g 
STROMECTOL, worsening ofthe following Mazzotti reactions Jjuring !he first 1 
days post-treatment were reported: arthralgia/synovitis {93%1. _axillary lympl'\ 
node enlargement and tendemess (11.0% and 4.4%, respect1velyl, cet'VlC.81 
lymph node enlargement -and tenderness (5.3% and 1.2"'. t~iwlvl. 
inguinal lymph node enlargement and tendemess 112.6% and 13.~. f9Spl<· 
tivelyl, other lymph node enlargement and ten.derness (3.0% and 1.9%. tftpe(· 
tivelyl, pruritus (27.5%). skin involvement 1nclud1ng edem1. ~pulat and 
pustular orfrank urticarial rash 122.7%1. and fevert22.6%1. l~W~NINGS.I 

ln clinical trials, ophthalmological conditions were exam1ned 1n 963 aduh 
pa1ients before tre11tment. at d11y 3. and months 3 11nd 6 afutr ireatmenc wrlh 100 
to 200 µg/lcg STROMECTOL Ch11nges observed -r• pnmaoly d•t•ro0t9t>O" 
from baseline 3 days post-treetmenL Mo.i c~OQ- ar1ha1 , .. urnad to bl'MI•,,.. 
cond1tion Of improved over besehn• aeverity 81 lh• monlh 3 aoO • Vla'D 1ne 
pe'rcentages of patients with WOf1.ening of the follow1ng Q:>ndrltOIU .i day 3. 
month 3 and 6, respectively, were: limbitis: 5.5%, 4.8%. and 3.5% •nd puncute 
opacity: 1.8%, 1.8%, and 1.1%. The corresponding percentages for patients 
treated with placebo were: limbitis: 6.2%. 9.9%, and 9.4% and punctate opecity: 
2.0%. 6.lo/o, and7 .2%. fSee WARNINGS.J 

ln clinical trials involving 963 adult patients who received 100 to 200 µgltg 
STROMECTOL, the following clinical adverse reactions were reported as passi· 
bly, probably, ordefinitely relatedtothe drug in;:>-1% ofthe patients:facial edema 
(1.2%1, peripheral edema (3.2%1, orthostatic hypotension (1.1%). and tachvcar· 
dia (3.5%). Drug-related headache and myalgia occurred in <1% of patients 
(0.2% and 0.4'%, respectively). However, these were the most common adverse 
experiences reparted overall during these trials regardless of causality (22..3% 
and 19. 7%, respectivelyJ. 

· "STAOMECTOL• Uvermectin) 
1 

A similar safety profile was observed in an open study in pediatric petients 
.ages6to13. 

Additionally. hypatension (mainly orthostatic hypotension) and worsening of 
bronchial asthma have been reported since the drug was registered overseas. 

The following ophthalmological side effects do occur due to the disease itself 
but have also been reported after treatment with STROMECTOL: abnormal sen­
sation in the eyes, eyelid edema, anterior uveitis, conjunctivitis, Jimbitis, kerati· 
tis, and choriorfttinitis pr. ,choroiditis. These have rarely been severe or 
associated with ~ss of visioi'! :Snd have generally resolved without corticoste­
roid treatment. 
Laboratory Test Findings 

ln controlled clinical trials, the following laboratory adverse experiences were 
rep~rted as ~ossi~ly, probabty, or definitely related to the drug in ;:>-1% of the 
pattents: eosmoph1lla (3%) and hemoglobin increase (1%). · 
OVEROOSAGE 

Significant lethality was observed in mice and rats after single oral doses of 25 
to 50 mgfkg and 40 to 50 mg/kg. respectively. No significant lethallty was 
observed in dogs after single oral doses of up to 10 mgfkg. At these doses, the 
treatment related signs that were Observed in these animals include ataxia, 
bradypnea, tremors, ptosis, decreased activity, emesis, and mydriasis. 

ln accidental intoxication with or signlficant exposure to unknown quantities 
of veterinary formulations of ivermectin in humans, either by ingestion, inhala· 
tion. injection, or exposureto body surfaces, the following adverse effects have 
been reported most frequently: rash, edema, headache, dizziness, asthenia, 
nausea, vomiting, and diarrhea. Other adverse effects that have been reported 
include: seizure, ataxia, dyspnea, abdominal pein, paresthes~. and urticari1. 

ln case of accidental poisoning, supportive therapy. if indicated. should 
include parenteral fluids and electrolytes, respiratory support (oxygen and 
mechanical ventilation if necessaryl and pressor agents if clinically significant 
hypotension is present. lnduction of emesis and/or gastric lavage as soon as 
possible, followed by purgatives and other routine anti·poison measures, may 
be indicated if needed to prevent absorption of ingested materia!. 
OOSAGE ANO AOMIMSTRATION 
Strongyloidiasis 

The recommended dosage of STROMECTOL forthetreatment of strongyk>id· 
iasis is a single orat dose designed to provide approximately 200 µg of ivermec­
tin per kg of body weight. See Table 1 for dosage guidelines. Patients should 
take tablets with water. ln general, additional doses are not necessary. However. 
follow-up stool examinations should be performed to verify eradication of infec­
tion (see Clinical Studies.) 

Ill2Jo..l 
Posage G11jdelines for SJROMFCIQI fnr Stmngy!njdjasjs 

Body Wgjqht Ucql 

15-21 
25-35 
3&50 
51-65 
66-79 
>80 

Sjngle Ora! pooe 
Numher of 3-mg Tablet5 Number af 6-mq T1blm5 

1 tablet Y.i tablet 
2 tablets 1 tablet 
3 tablets 1 Y.i tablets 
4 tablets 2 tablets 
5 tablets 21'1 tablets 

Onchocerciasis 
200 µg/kg 200 µg/kg 

The recommended dosage of STROMECTOL for the treatment of onchocer· 
ciasis is a single oral dose designedto provide approximately 150 µg ofivermec· 
tin per kg of ~V weight. See Table 2 for dosage guidelines. Patients should 
take tablets w1th water. ln mass distribution campaigns in intemational treat· 
meni programs. the most commonly used dose interval is 12 months. Forthe 
treatment or individual patients, retreatment may be considered at intervals as 
s.hort as 3 months. 

lJl2ltl 
Oosage G11jdeljnes for SJBOMFCJOL for Oncbocercjasj3 

Body Weight !kpl 

15-25 
26·11 
45-6' 
65-81 
>BS 

Sjng!e Oro! Qose 
Nymber nf 3-mg Tablets Nymber gf 6-mq Tab!ets 

1 tablet Y.i tablet 
2 tablets 1 tablet 
3 tablets 1 Y.i tablet 
4 tablets 2 tablets 

150 µg/kg 150 µglkg 

HOWSUPPUED 
No. 8107 - T•blet1 STROMECTOl 6 mg ara white, k:Oled, round, flM. bev­
~ged Uob~ eoded MSO 139 on one 1ide and 1eored on the other. They 
•re supphad as follows: 

N>C 0006-0139 lOunit dose P1ctages of 10. "'° 8'95 - Tab'-U STROMECTOL 3 mg are white, round, flat. bevel-edged 
Ulb4eb coded MS Don ane a.ide•nd 32 on the other side. They are supplied as fol· -. 

fC>C 0006-0032·20 unit dose pacbgas of20. 
Stor~ft 

S101e 111emper1tutes belowlO"C 186°FJ. 

L'>"l" ~ 

tj MERCK & CO., INC., West Point. PA 19486. USA 

ManlJlllCl:ut9d by_ 
MS08V 
Waar~rwe-g 39 
20318NHaart~ 

Ne!herlands 

lssued OC1ober 1998 
Pnn1ed m the Netherlands 



CENTER FOR DRUG EVALUATION AND RESEARCH 

APPLICATION NUMBER: 

50-742 / S-001 

CHEMISTRY REVIEW(S) 



SUPPLEMENTAL NDA 11. ORGANIZATION 2. NDA NUMBER 
CHEMIST'S REVIEW # 1 HFD-590 50-742 

3. NAME AND ADDRESS OF APPLICANT (City and State) 4. AFNUMBER 
Merck & Co., !ne. 5. DOCUMENT(S) 
West Point, PA 19468-0004 NUMBERS DATES 

SCF-001 12/12/97 
6. NAME OF DRUG 

1 
7. NONPROPRIETARY NAME 

Stromectol® Tablets Ivermectin 
8. SUPPLEMENT(S) PROVIDES FOR: 9. AMENDMENTS AND 

A new tablet strength (3 mg). OTHERDATES 

10. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED 12. RELATED 
Anthelmintic .- -. _,,.:~I D 11 OTC IND/NDA/DMF(s) 

. -· . .. 
13. DOSAGE FORM(S) . --. - 1 14. POTENCY (CIES) 

Tablet 6m~ 

15. CHEMICAL NAME 16. MEMORANDA 
2:90% 5-0-demethyl-22,23-dihydroavermectin Ai. (A.K.A. 22,23- N/A 
dihydroavermectin B1,) and <10% 5-0-demethyl-25-de(l-methyl-
propyl)-22,23-dihydro-25-(1-methylethyl) avermeclin A1, (A.K.A. 
22,23-dihydroavermectin B1b) 

C"H"O" & C.,H,,014 M.W. 875.10 & 861.07 

OCH3 

HOD OCH, on CH3 q;: H,C 0 H 0 .. ~·.' H,C 0 H ·o : H H 
H3C j CH3 

0 0 

1 ?H H 

B1a,R=C2Hs B1b, R~CH3 
1 

>90% B1a. <10% B1b ~ 

CH, ii 
OH 

17. COMMENTS 
This supplemental application provides för a new tablet strength (3 mg). 

In support ofthe new tablet strength, the applicant has provided descriptions ofthe composition, 
manufacturing process and controls, release and stability specifications, and analytical methods, and 
release test data on 6 lots and stability data on 3 lots. 

Comparative dissolution data and some stability data was not provided. 

18. CONCLUSIONS AND RECOMMENDATIONS 
• Forward comments to firDL 

19. REVIEWER 
NAME 

1 
SIGNATURE DATE COMPLETED 

John Smith mm/dd/w 

20. CONCURRENCE: HFD-590/NSchmuff 
DISTRIBUTION X Original Jacket X !Smith X MO 

X Division File X NSchmuff X cso 
X HFD-830/CChen 
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SUPPLEMENTAL NDA 11. ORGANIZATION 2. NDA NUMBER 
CHEMIST'S REVIEW # 2 HFD-590 50-742 

3. NAME AND ADDRESS OF APPLICANT (City and State) 4. AFNUMBER 
Merck & Co., !ne. 5. DOCUMENT(S) 
West Point, PA 19468-0004 NUMBERS DATES 

SCF-001 12/12/97 
AC 06/18/98 

6. NAME OF DRUG 
1 

7. NONPROPRIETARY NAME 
Stromectol® Tablets Ivermectin 

8. SUPPLEMENT(S) PROVIDES FOR: 9. AMENDMENTS AND 
A new tablet strength (3 mg). OTHERDATES 

10/07/98 
JO. PHARMACOLOGICAL CATEGORY 11. HOW DISPENSED 12. RELATED 

Anthelmintic IXI fl 11 OTC IND/NDA/DMF(s) 

13. DOSAGE FORM(S) 
1 

14. POTENCY (CIES) 
Tablet 6 ml! 

15. CHEMICAL NAME 16. MEMORANDA 
~0% 5-0-demethyl-22,23-dihydroavermectin A1, (A.K.A. 22,23- N/A 
dihydroavermectin B1,) and <10% 5-0-demethyl-25-de(l-methyl-
propyl)-22,23-dihydro-25-(1-methylethyl) avermectin Ai. (A.K.A. 
22,23-dihydroavermectin B1b) 

C4sH14014 & C41H12014 M. W. 875.10 & 861.07 

OCH3 

HOD OCH3 

~ 
CH3 __ .CH

3 

H3C 0 H 0 •. 

~· R 
H3 0 H "O : 

iI H 
H3C 

1 0 0 

Hi 

1 OH H 

B1a, R = C2H5 B1b,R=CH3 : 

>90% B1a• <10% B1b 0 1 

ii CH3 

OH 

17. COMMENTS 
This supplemental application provides för a new tablet strength (3 mg). 

!n support ofthe new tablet strength, the applicant has provided descriptions ofthe composition, 
manufacturing process and controls, release and stability specifications, and analytical methods, and 
release test data on 6 Iots and stability data on 3 lots. Comparative dissolution data was provided in the 
06/ 18/98 amendment. 

!n response to our fax on 09/23/98, the reduced testing schedule för annual stability batches was 
removed in the 10/07/98 amendment. 

18. CONCLUSIONS AND RECOMMENDATIONS 
Recommend: APPROV AL. 

19. REVIEWER 
NAME 

1 
SIGNATURE DATE COMPLETED 

John Smith 09/17/98 & 10/08/98 
20. CONCURRENCE: HFD-590/NSchmuff 
DISTRIBUTION X Original Jacket X JSmith X MO 

X Division File X NSchmuff X cso 
X HFD-830/CChen 

c:\dmautop\temp\198.doc 
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CENTER FOR DRUG EVALUATION AND RESEARCH 

APPLICATION NUMBER: 

50-742 / S-001 

ADMINISTRATIVE AND CORRESPONDENCE 
DOCUMENTS 



NDA 50-742/Final Printed Labeling 

Labeling and Clinical Review of Final Printed Labeling: 

Sponsor: Merck Research Laboratories 

Product: Stromectol ™ (lvennectin) 3 mg tablets (New Formulation) 

Background: 
NDA 50-742 (Stromectol ™ Tablets) 6 mg was originally approved for !he treatment of 
strongyloidiasis of !he intestinal tract and onchocerciasis on November 22, 1996. No labeling 
changes have been approved since !he original approval date. On December 15, 1997, FDA 
received SLR 001 for NDA 50-742. The supplemental labeling revision provided for a new 3 mg 
tablet fonnulation. The supplement was amended once during the course of !he review with !he 
submission received on June 24, 1998. The supplement was approved on October 8, 1998. 

Review of Submissions: 
The final printed labeling for NDA 50-7 42/S-001 dated, June 2, 1999, received June 8, 1999 was 
compared to !he proposed draft labeling submitted December 12, 1997, received December 15, 
1997, and approved on October 8, 1998. 

Conclusions/Recommendations: 
The final printed labeling dated June 2, 1999, received June 8, 1999 is identical to the proposed 
draft labeling submitted December 12, 1997, received December 15, 1997 and approved on 
October 8, 1998.. An Acknowledge and Retain letter should be drafted and forwarded to !he 
sponsor. 

cc: 
NDAs 50-742 
HFD-590/Division file 
HFD-590/ActingDivDir/R. Albrecht 
HFD-590/MedTUR. Roca 
HFD-590/MO/A. Meyerhoff 
HFD-590/PMN. Jensen 

DFS keywords: 
admin review 
class, other 
indic, other 

Concurrence: 

Lisa M. Hubbard, R.Ph. 
Senior Regulatory Management Officer, 
HFD-590 

Andrea Meyerhoff, M.D. 
Medical Officer 
HFD-590 

HFD-590/ActingDivDir/R. Albrecht 
HFD-590/MedTUR. Roca 



/s/ 

Lisa Hubbard 
9/15/00 12:24:35 PM 
cso 

THIS IS A REVIEW REVISED AT RENATA'S SUGGESTION. pLEASE REVIEW AND SI 
GN 

Andrea Meyerhof f 
1/24/01 09:43:24 AM 
MEDICAL OFFICER 
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Merck & Co .. lnc. 
West Point, PA 19486 

OR!Glt~AL 
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June 2, 1999 0 MERCK 
Research Laboratories 

Mark Goldberger, MD, Director 
Division of Special Pathogens _and 

Immunologic Drug Products, HFD-590, Rm. S-444 
Office of Drug Evaluation IV 
Center for Drug Evaluation and Research 
Food and Drug Administration tl)A at.J~ •• l&Q) 
9201 Corporate Boulevard 
Rockville, Maryland 20850 

NDA 50-742/S-001: STROMECTOL ™ (Ivermectin Tablets) 
FINAL PRINTED LABELING 

Dear Dr. Goldberger: 

~. 

REc·o 
~~N 0 8 1999 

Reference is made to the Supplemental New Drug Application 50-742/S-001 for 
STROMECTOL ™ submitted on December 12, 1997. Reference is also made to your approval 
letter dated October 8, 1998 regarding this supplemental application. 

Attached for submission are the following: 

1. A summary of revisions 
2. An annotated circular, illustrating the revisions 
3. Printed package circular #9032301 (20 copies) 
4. Printed aluminum foil pouches (20 copies) 
5. Printed carton (20 copies) 

The circular has been revised to include the 3 mg tablet. The revised label will be used in ali 
products sold or distributed on or before September 1, 1999. 

Questions conceming this supplemental application should be directed to Frank Ricci (610/397-
2975) or, in my absence, to Edwin Hemwall, Ph.D. (610/397-2306). 

q:grazlamy/SNDA3 

Attachments 
Certified No. P 971 230 003 

Frank Ricci 
Merck Research Laboratories 
Division of Merck & Co., Inc. 
Sumneytown Pike 
West Point, PA 19486 



STROMECTOL® 
(lvermectin) 

SUMMARY OF REVISIONS 

NDA# 50-742 

The circular for STROMECTOL® has been revised as follows, to include the 3 mg tablet: 

DESCRIPTION 

Second paragraph: The availability of the 3 mg tablet is added. 

DOSAGE ANO ADMINISTRATION 

Since the 3 mg tablet is an exact submultiple of the 6 mg tablet, the dosage is twice that of 
the 6 mg tablet. The dosage recommendations for the 3 mg tablet have been included 
under Tables 1 and 2. 

HOW SUPPLIED 

The availability of the 3 mg tablets in packages of 20 has been added. 

1 
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DEPARTMENT OF HEALTB & HUMAN SERVICES Public Health Service 

NDA 50-742/S-001 

Merck Research Laboratories 
Attention: Frank Ricci 
Surnney Pike, P.O. Box 4 
BLA-33 
West Point, P A 19486 

Dear Mr. Ricci: 

Food and Drug Adrninistration 
Rockville MD 20857 

SEP 2 9 2000 

We acknowledge the receipt ofyour June 2, 1999 submission containing final printed labeling in 
response to our October 8, 1998 letter approving your supplemental new drug application (NDA) 
för Stromectol® (ivermectin) tablets, 3 mg and 6 mg. 

We have reviewed the labeling that you subrnitted in accordance with our October 8, 1998 letter, 
and we find it acceptable. 

Ifyou have any ::iuestions, call Lisa M. Hubbard, R.Ph., Senior Regulatory Project Manager, at 
(301) 827-2127. 

Sincerely, 

~ izq/ov 
· Renata Albrecht, M.D. 
Acting Director 
Division of Special Pathogen and Imrnunologic Drug 
Products 
Office ofDrug Evaluation IV 
Center för Drug Evaluation and Research 
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