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PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

1‘1’1 E }AO RP“ND UM DEPARTMENT OF HEALTH; EDUCAI lu‘\, A\ u \\ LLFARL

TO

FROM

SUBJECT:

BD-105 - DATE:  April 26, 1973
ATTN: Stanley Stringer

Applicant: Richlyn Laboratories, Philadelphia, Penna.

BD-340

RE:

We have evaluated the operations of the above referenced firm in so far as
they apply to conformity with Current Good Manufacturing Practice Regulations
(21 CFR, Part 133). On the basis of this evaluation, we can not approve

any NDA's or ANDA's as the firm is not operating in conformity with Part 133
to assure that products meet the requirements of the Federal Food, Drug, and
Cosmetic Act as to safety, and have the identity and strength, and meet

the quality and purity characteristics which they purport to possess.

Inspection of the firm initia}ted 9/12/72 revealed numerous significant
GMP deviations including:

Lack of master formulas for each formulation and batch size
Inadequate identification of raw materials and released products

Iack of manufacturing records for some intermediates and inter-
mediate granulations

Lack of adequate control in potency adjustment during manufacture
of products




»

Ri’cl:xlyn Laboratories, Page 2

Inadequate investigation and determination of reasons for failure
of batches to meet specifications, both in-process and finished
products.,

In addition, the firm has had at least eight subpotent samples reported in

programs by BD-320 and one recall in FY73 involving disintegration failure
of Potassium Chloride Tablets.

The firm is currently the subject of contempt action filed in U.S. Court,
2/1/73, on the following motions:

Plaintiffs brief in reply to defendents brief in opposition
to plaintiffs motion to vacate dismissal and reinstate
injunction, and petition to show cause in criminal contempt.

‘ This action involves Civil #36583 and includes approximately nine numbers

of adulteration, misbranding and/or GMP (501(a)(2)(B)). PHI-DO informs
us no additional inspections are planned until current litigation is resolved,

In view of the above, we find that we can not approve any NDA's until both
litigation and GMP deficiencies are resolved.

# Jonas L. Bassen
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- ﬁfcmc-hn-dn to yunt» abbreviatad mew ﬁn; application submitted
‘pursumnt to Section 505(b) ef the Federal Yood, Drug, and Cesmetic

Act for nydrochlorothj.nndn Tablets.
Ve ackuowledge receipt of your commmications dated Detober %,

November 2 and Novesber 9, 1973, amending the spplication.
Reference is also nd-_fe oﬁr letters thfeugh Juury T, 19724,
The application ptovléu for you to ;nrk‘t the drug wnder youx owm

lsbel. It alse provides for you to label the drug with s lsbel
showing the distributor to be: . S

Ve have completed our review of this sbbraviatsd new drug applitation.
Bovewar, befors we are able to reach a final conclusion, the following
additiocnal informatien is pecessary: '

That previously roqt‘auted.,

Please let us hawve ym response promptly. » m

f N /S/’ ~ /7%
Bapvin Seife, M.D. \[\ //

E Director
|\ Gamerie Drug Staff ,
-« L il office of Scientific Ivalsation
_ Burssu of Drugs
1 Il‘
AN
‘N My | B
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(. LABORATORIES
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.  NDA ORIG AMENDMENT Wm,..w
= RICHLYN l e

PHARMACEUTICALS ANTIBIOTICS GENERICS

CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9.2220

INC.
November 9, 1973

Generic Drug Staff =< BD=69 /5q£.
Office of Scientific Evaluation
Bureau of Drugs
Food & Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852

Reference: Hydrochlorothiazide Tablets, U.S.P.

25 mg. & 50 mg, C.T. Peach Scored
- ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform. ‘ v
(iii) Distributor's Statement: I Elpreviously submitted.

] jherewith submitted.
(iv) Labeling (12 copies) herew1th submltted thus:

X _]Label(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labe11ng submission is [3;:10r1g1nal [:::]rev1sed
DOSE' STRENGTH PACKAGING UNIT

25 mg, ’ _ 100's

LPC/ mes

Encl.

AL-FO1
6-72




RICHLYN l

PHARMACEUTICALS

HESULSLISS. ;)
NDA ORIG AMEHE

nrn—rv—-

L Cdﬂe Address "RICHLYN"
avk

ANTIBIOTICS GENERICS

LABORATORIES
B INC.
Generic Drug Staff - BD-69
Office of Scientific Evaluation
Bureau of Drugs
Food ‘& Drug Administration

5600 Fishers Lane
Rockville, Maryland 20852

s

Reference:

Gentlemen:

The ‘attached triplicate submission

(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform.

(iii) Distributor's Statement:

CASTOR & KENSINGTON AVENUES .

PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

November 2, 1973 -
FPM’ - - M

Hyd:rochlorothiazide Tablets, U,S.P.
25 mge & 50 mg. C,T, Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

provides supplement per 21CFRE§130.9

[::]previously submitted.
herewith submitted.

A

(iv) Labe11ng (12 copies) herewith submitted thus:

lLabel(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labeling submission is [g:]original [:::]revised.
.- DOSE. STRENGTH PACKAGING UNIT

25 mg, 1000%s

Sincerely,

- LPC/ mes

Encl.

AL-F01
6-72

fir

~
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s f'l!chlyn Labontor}a ,
.4, Attentien: Mr. E, M. 1]
CaniioaiCaster & -Rensin tou Avenms

‘Phﬂaéelphh. PA

Gentlm:

Reference is u& to
pursuant to Section SOS(b) of the Federal
for Rydrocmomthtmde Tablets. o

We acknowledge receipt of
amending the app'licatiou.

Reference is also mde to our 'letters thrnugh Decenbar 25. 1973.

The application provide
It also provides for

tributor to be:

e i

Ne have complete
However, before’

additional fnformat dﬁ

19124

i 2o

ur abbravuted m

Interstau
Plainview, NY
(50 mgs. in 100 & 1000)

ot miieu of this abbrevhted
§ able to peach a final cone
13 ncessary.

w
That previ ous‘ly requested

s for you to market the drug
you to label the drug with ala

Fwdb B""g

drug appl fcation subnitted
s and Cosmetic Act

your mlcation dated O:tobur 25. 1973.

Dmg Em:hauge

Please }et us have your mponse pmwtly.

e

11803

new drug applfcation.
lusion. the following

Sincerely yours.

Generic

/Sy

- llarvia Saife. H.D.
Director '
: Drug Staff :
 Office of Sclentific Evajuation
f Bnmu of Dru

9s -

a1~ 74

under your own label,
bel shcuing the dis-




LABORATORIES

RESUZI 500y KL
RICHLYN ' NDA OR(Q Ifn,.'-;"’h A E' , Coble Address "RICHLYN"

PHARMACEUTICALS ANTIBIOTICS GENER

CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

INC.

Generic Drug Staff =- BD=69 ,71; October 25. 1973
Office of Scientific Evaluation >
Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

‘Reference: Hydrochlorothiazide Tablets, U.S.P.
25 mg. & 50 mg, C,T, Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate subm1531on provides supplement per 21CFRE130.9
(a) (6) --

(1) Designated Distributor: Interstate Drug Exchange
' 5 Plainview, L.I., N.Y. 11803

(ii) Applicant will conform.
(iii) Distributor's Statement: [:E]previously submitted.

herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

Label(s) only -- approved neutral (Rlchlyn) insert will be used.
{Label(s) & insert.

Labeling submission is [::]original [}E:]revised.

DOSE STRENGTH PACKAGING UNIT
50 mg. - 100's & 1000's
Sincerely,

LPC/ mes

Encl.

AL-FO01
6-72
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'/ | SR a1 A aLl Cable Address "RICHLIYN"
© - RICHLYN | Leoypliseny e
’ ] | PHARMACEUTICALS ANTIBIOTICS GENERICS { -~
- LABORATORIES A

I
INC i CASTOR ‘& KENSINGTON AVENUES . PHILADELPHIA. PENNSYLVANIA 19124  » 215 CU 92220

NDA ORIG AMENDMENT

0CT 11 1973

Generic Drug Staff -- BD-69
Office of Scientific Evaluation
Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Ref.: Hydrochlorothiazide Tablets, U,S.P,
25 mg, & 50 mg. C,T. Peach Scored
ANDA #83-607
Additional Information Requested

Gentlemen:

This triplicate submission is in response to your 8/24/73 and 9/17/73 requests
for additional information,

The bioavailability testing contractor's ) response
to DCR's 8/24/73 requests is enclosed. Aside from the superseding data and
analyses, it should be noted that, per commitment, subjects abstained from other
drugs and alcohol for a period of one week prior to each administration/sampling
day, *

In response to your 9/17/73 requests:

1. Subject supplier and presumed (only company referenced in bulk package
labeling and protocol certificate of analysis, illustrative copy enclosed)
manufacturer of context active ingredient raw material is, as previously stated,

2. The testing laboratory certification was revised to submitted version per
specific request by FDA, Rockville. However, we have re-revised it, per your
9/17/73 guidelines, and herewith enclose the final product executed by the contractors.

3. Our 3/22/73 co-submission, without explanation, of the U.S.P, testing procedures
and an "Alternative Assay Procedure" (AAP) for the finished tablets has naturally
caused confusion,- The explanation is as follows. All testing of the active
ingredient and finished product - except for the latter'
is per U.S.P. Identification and assay are performed by outside laboratories since

/’w/{' UG fLec,vasd JIIRvC. . Ry




page 2

~Thus we now state our commitment to perform (or have performed on our behalf)
the U.S.P. testing procedures (including the applicable assay) for the drug
with one exception -- the content uniformity testing will employ the validated-
comparable AAP,

4. Please see paragraph 2 for data adequate to insure bioavailability,

5. Enclosed are the requested samples of active ingredient (A.T. -~ 1 gram,
our Control #21356, ' and finished tablets (F,P, -- 1 x 100,
25 mg., Lot #26491, and 1 x 100, 50 mg., Lot #26543.

As stated in our 9/6/73 meeting, this company intends to comply with your
request to separate this application, and others, so that you will have an
individual application for each dosage form strength, Some delay is needed
to allow for our compliance with other FDA regulations (Drug Listing Act,
Vitamin/mineral relabeling, periodic reporting, etc.). We request your
patience during this period.

Sincerely,

E. W. Rebollo
Vice President

EWR :mes

Encl.: HRC response re BA study
Specimen, Supplier's certificate of ‘analysis
Testing laboratories’ certifications (@)
Samples, A.I. and F.P.

*Specifically, the answers to your 8/24/73 letter are:

1. Differences detected, set significance/power levels -- see P.37, HRC supplement.
2. Abstinence from other drugs and alcohol -- actually 2 weeks pre-, and during,
study (in excess of original commitment). - See HRC "Addendum". Also note that the
fasting state actually extended from 10 hours pre-dose to 4 (vs., claimed 2) hours
post-dose.

3. Evidence that analytical method is appropriate =« see HRC "Addendum", p.7a,
where reference is made to HRC's subject feasibility study conducted for FDA
(Contract No. 70-210).

4. Revised analysis of variance -- HRC's supplement replaces, in total, the
statistical analysis previously submitted. The method of analysis now conforms
with DCR's 8/24/73 requirements. The clinical data previously submitted remain,
of course, unchanged and should be regarded as part of the original submission.
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RICHLYN l NDA ORIG AMENDMENT  cone nssen-monne

L ABOR ATORIES PHARMACEUTICALS ANTIBIOTICS GENERICS
| INC.

Generic Drug Staff == BD=69

Office of Scientific Evaluation jEDZE
Riureau of Drugs ;
Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

CASTOR & KENSINGTON AVENUES ] PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 8-2220

October 22, 1973

Reference: Hydrochlorothiazide Tablets, U.S,P.

25 mg. & 50 mg. C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR§130.9
(a)(6) --

(i) Designated Distributor:®

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]previously submitted.

herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

X |Label(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labeling submission is original Drevised.

DOSE STRENGTH PACKAGING UNIT
25 mg. - 100's
50 mg, 1000's

Sincerely ’lfbglfx i
’ Yiind Lo
RICHLYN LAB TES, INC. % \

= =
L. P. Cec
Director, ity Assurance. 3u
LPC/ mes N\ é’?‘/
AL-FO1 ‘ / OF DY~

6-72
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‘applications, thus providing an individual "application for each dosage form strength.

ORIG NEW CGinZs 7 O

Cobie Address “RICHLYN"

Er—% -l

" RICHLYN

L ABOR ATORIES  pnamflce fiCALS ~ ANTIBIOTICS  GENERICS .

INC ( CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 82220 - ¢

October 8, 1973

‘Generic Drug Staff -~ BD=69

Office of Scientific Evaluation
Bureau- of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland ~ 20852

Ref.ﬁ Certain (A)NDA Commitments

Gentlemen:

This triplicate submission is in response to prior correspondence, culminating with
my 10/4/73 telephone discussion with Mr, Jack Meyer of your Administration, regarding:
(A)., Employment of "g." (period and plural forms optional) as the abbreviation for
"gram' 3 - and,
(B). separation of several (A)NDAs (notably #80-767, #83-267, and #83-607) to
provide an individual application for each dosage form strength

(A). This company herewith stipulates commitment to employing "g." (period and plural
forms optional) in its labeling of drug products., Since we wish to avoid a bifid system
("g." only for U,SP, products), we are instituting, immediately effective, the
follow1ng system: : :

1. all new 1abe11ng (and reference thereto with the exception of Drug Listing Act

of 1972 submissions ~- where FDA requires the "currently non-accepted 'GM'")

will employ '"g.'" notation.

2. - all context non-conforming 1abe11ng will be ordered revised to "e " notation

at true time of next printing (thus allowing reasonable easement from the usual 180

"~ =day equivalent for "mext printing" in the anticipatedly few instances of slow-
moving items).

-

(B). This company herewith stipulates commitment to separate the aforementioned

This separation system, scheduled to begin with ANDA #83-607 for Hydrochlorothiazide
Tablets, will be initiated as soon as possible. However, some delay is necessary to
permit our compliance with other FDA requirements (Drug Listing Act, vitamin/mineral
relabeling, periodic reporting, etc.). We requestfour patience during this period.
Furthermore, we request that all such:collective ANDAs be considered viahle as such
until superseded by your approval of the strength-separated applications--- after which

the original ANDA will serve as the lead application, applicable to only one dosaga form
strength.

Sincerely,

E. W, Rebollo
Vice President

EWR:mes




X | NDA ORIG AMEND Cable Adaress "I;IC‘HLY;J"
RICHLYN | } ACEUTICALS ANTI;IéTICS ’GWEEENRICT; J -
— LABORATORIES PHARM 5, 7

ING ‘ CASTOR & KENSINGTON AVENUES ; PHILADELPHIA, PENNSYLVANIA 19124 . 2¥ CU 9.2220
. ‘ -

!

SEP 24 1373

Drug Efficacy Study Implementation

Project Office -- BD=60

Bureau of Drugs ' <
Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Ref.: Hydrochlorothiazide Tablets, U.S.P.
25 mg. & 50 mg. C.T. Peach Scored
| ANDA #83-607 :
‘ : Supplement
!

Gentlemen:

The enclosed triplicate submission provides supplement per 21CFR8130.9
- (a)(4): - '

(J-- (i): Revision in labeling.
(J -- (ii): Addition of claim.
E] ~=(iii): Revision in manufacturing or control procedures.

[J -- (iv): Change in manufacturing facilities.
gg (v): Provision for part1c1pation by outside firm.
ppropriate exhibits are attached.¥*

Sincerely,

E. W. Rebollo
Vice Presiden

EWR/1s
Encl.

*Alternate éupplier, active ingredient (raw material):
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o Atulti.: Me, R W, u»n.
. Caster & Keusington Avenuss
Philadalphis, PA 19124

AP 28—72’0

- OCT 171973

hfmhukum&bmaddmﬁ;iiéﬂas&dtm
pursusnt te Sectiom S05(b) -!th-!'«hnllood.lng. ﬂweut
for Hydrechlorothiaxide Tablets.

Ve acknowlsdge receipt of yeur Mut:lu dated M&&—z&. 1973,
mmmmmnummu.m:ﬂm«.

Referance is also made to our htun thmuh Septenber 17, 1973, com~
menting upon this appliecation.

mmnuumpmlotmunﬂatth'mmhrmmhbd
Italuproﬂhabrmtolnbdmdmﬂthamaohoﬂnzthdh-
tributor to ba:

Malville, XY 11746
(both potenciss tn 100: i 1000s)

U-hmeauphudmmo!&h-bbnﬂludmdmmuuum.

Howaver, before we are adle te reach a final conclusion, the following
addxdmlinfcmtiuhumaryx

1. hmuumm“mmmdmmﬂ. 1973,

2, hmun Hoanﬂabm:y, as per our comments of Auzntt 24, 1973.

P;..uhtuhuyoarmpm. pn-ptly. /)
( /S 1011
Earvin_ Jaire, N.D,
5 Directoxr \\
ﬁ/‘ML{/({ Canerie Drug Staff
\ 'Y) 0ffies of Scimntific Evalwation
Bureau of m )

M [o-II- ‘U
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RICHLYN ] DA ORIG AMENDMENT  conravo e

LABORATORIES
ING.

Drug Efficacy Study Implementation
Project Office == BD=60

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

PHARMACEUTICALS ANTIBIOTICS GENERICS

=) L:
CASTOR ‘& KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA mle' . 215 CU 9-2220

August 24, 1973

Reference: Hydrochlorothiazide Tablets, U,S.P.

25 mg, & 50 mg, C.,T. Peach Scored
ANDA #83~607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a)(6) --

(i) Designated Distributor: Wolins Pharmacal Corp.
' Melville, New York 11746

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]previously submitted.

herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

X lLabel(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labeling submission is original [___jrevised.

DOSE STRENGTH PACKAGING. UNIT

25 mg.
50 mg.

LPC/ mes

Encl,

AL-FO1
6-72
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n.m-mm.xu.

uutun.
however, -m&ﬁymm«ummmamu,

1. h- m -tﬁhyhowﬁ. !.ulnun\a -.yuu-'

2, mmtmmw &Wo.ydmdn

m‘(ﬁ&ﬁtm (ﬁﬂl) !n-ththmtuth;hbn—

% A-dmmmwaminmmw'
mmm;m. including the applicadle assay,

4 Mumumbwm.huuﬁﬁ&mm
mxwumnmumm ‘

S. Smples. nm-muu.unummmmm
ﬂ:-Ttu-Mt:hmanmh..M I::.

hnxdinhqmun of this muudu.

uhuquuudﬂnumu-’ly
with our “to submit fer the ‘u.’ouuy

(/ MizvixSatte, XD, Y‘ !
3 OGamarie Drug Stall
| Offics of Setentifis Evaluatien




i a5 et 8 e e

Prtrttin i bt et . L i

A 2 Bt e . b b Ui e M1

Al Uy b e e L

et g
.

[aiattn B

1

(Y ] o~ - ——r— St § i S e AT 8
T OSSN .

- o AL R O U NI

JUNBRERFUIRCS S Ee S R Ll e

- OATEL

< .. LVOIN IIRRORS TR
AEMO RECERD PUT IT I3 WIITING

- OFFICL
Faon: serry ey (thra Jdrel T Hoyes) D0-EY
s : Tiv o
C s : PRRI0S )30
TO: ¥ir.C.C Broker ~(tnyw Stan Stringer D=103) BD-5

P

SULJLCT: . . .
Collrbarntive craft(n)
WA Y . ke .
o Jn conuaction W th DA jael for SRS & DU PR ST
Ll N Y& mrntew °
The QRpLicinls EETICIE U RE
M Y, e T
L7 V2T i
We ecknovicdue receipt en
of
¢otad -
, -
!
{for

------ In accordance viith the 2/27/73 directive. IicL of Cornliznce
] rﬂnucsL 55 mace Tor: ;

RLOUTSTED

(a. the zoplicent
=X » . - N LI D Lo ’
co % Ob, others SLIATL T el L

(O 2. evaluetion cf comnlience with CGXPR

- O 3 recomne ‘zation for anproval/dise ﬂsro"é‘ of the
. __ganniicaticn/communication/sunuleuant
‘ based on veur evelustion of ccmn]iaﬁce with CGHPR
! -3T§' ar *”:74~4?Uh L e B T B R AL R
r PLTAST IITEDICS '

Lo e —_—

SICHATUR S M ; i ‘ LOCULIIHT Ut tn




N T N TG erooerveycewmom

[ )

- Y AN DEPARTMENT O HEALTIH, EDUCATION, AND Wil oo
I\ﬁ mmj&@ I\ANDUI\{ PUBLIC ;»IlE.A\I.T}-I-SI‘.R\‘ICL

Aok ds
FOOD AND:DRUG ADMINISTRATION

TC : - BD=105 DATE: June 27, 1973
ATTR: Stanley Stringer

FROM :  BD=340

SUBRJECT: . Applighnt; Richlyn Laboratories, Phila., Pa.

~Re=evaluation

: Ve have re-evzluated the firm's operatioas based o 2
later incpectieon ucted 5/6 = 18/73,  On the bzsis of this evalvatien
we would hiave no odiaction to your approving the ahove referveaced nDAs/

ANDAs insofar as they relate to compliance with Current Good Maaufactur—
ing Practice Regulations,

d - e

e
Cliffora G. Droker

RSL:jmv




CALe,

e s L LD e L /
—‘NDA O R’G AMEN D M ENT"able Address "RICHLYN”
| RICHLYN l
L AB OR ATORIES PHARMACEUTICALS ANTIBIOTICS GENERICS
INC CASTOR & KENSINGTON' AVENUES . PHILADELPHIA, ‘PENNSVLVANIA 19124 Rﬁi& 215 CU 9-2220

Drug Efficacy Study Implementation August 20, 1973
Project Office «- BD=60

Bireau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Reference: Hydrochlorothiazide Tablets, U,S.P.
25 mg. & 50 mg, C,T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a)(6) --

(i) Designated Distributor: s

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]previously submitted.

herewitb submitted.
(iv) Labeling (12 copies) herewith submitted thus: _

X |Label(s) only -- approved neutral (Richlyn) insert will be used.
[Label(s) & insert.

Labeling submission is original Drevised.

DOSE STRENGTH PACKAGING UNIT

50 mg, ! 1000's

LPC/mes
- Encl.
AL-FO1
6-72
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RESUBMISSION z
RICHLYN | NDA ORIG AMENDMENT™ """

e L A"BOR ATORIES , PHARMACEUTICALS ANTIBIOTICS 0'6’/ (;

INC ' CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220
.

Drug Efficacy Study Implementation
Project Office -- BD=-60 JUL 19 1973
Bureau of Drugs
Food & Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852
Ref.: Hydrochlorothiazide Tablets, U.S.P.
25 mg. & 50 mg. C.T. Peach Scored
ANDA #83-607
Additional Information Requested
Gentlemen:

This triplicate submission is in response to your 6/18/73 request for additional
information.

We have relayed your dosage label-statement request for revision to
who print their own labels. We will relay their response upon receipt.

Hydrochlorothiazide active ingredient employed in formulation of our tablets util-
ized in the bioavailability study was supplied (per our 4/22/73, section (1)(ii),
commitment) by (

Our control number was #20357; t number was #5062,

Re your requests for statements (CGMP certification and clarification of procedures,
specifications, and tests employed) from the three laboratory contractors referenced,
please be advised that these were submitted (3/22/73, section (1)(iii) attachments).
As therein indicated, the contractors are required to test per U,S.P. XVIII which
does not call for disintegration. However, our laboratory does perform disinte-
gration testing (as indicated in our master laboratory report form) as an optional,
additional assurance of product quality. In short, we do more than is required.

We will send, under separate cover, the requested samples of active ingredient and
finished tablets (25 mg. and 50 mg. strengths).

Re your request for separate ANDAs for these two strengths, please refer to our 3/22/73
cover letter which confirms that the two tablet strengths share the same formulation.
Thus the weight of the 25 mg. strength tablet (1.6 grains) is simply one-half that

of the 50 mg. strength tablet (3.2 gr.). This is hardly a basip

We respectfully decline. 4

Re our CGMP status, please see our 5/23/73 letter to Commil
to Office of Compliance and to your Office). ;

ﬁ Fresident

EWR:t
P o




RESUBMISSION A
NDA ORIG AMENDMENT, couie asses sicrunne

PHARMACEUTICALS ANTIBIOTICS GENERICS

| RICHLYN
"~ LABORATORIES

ING CAgTon & KENSINGTON "AVENUES . PHILADELPHIA,” PENNSYLVANIA 19124 . 215 CU 9-2220
Drug Efficacy Study Implementation . ‘f}ﬁ:
Project Office -~ BD=60 : 0L6G

Bureau of Drugs

Food & Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852

Reference: HYDROCHLOROTHIAZIDE TABLETS, USP
25 mg. & 50 mg. C.T. Peach Scored
ANDA 1#83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR§130.9
(a)(6) =--

(i) Designated Distributor:

(ii) Applicant will conform:
(iii) Distributor's Statement: [::]previously submitted.
herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:
L X_|Label(s) only ~~ approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labeling submission is [::]original lx rev%geq,~ ~
<y CVpAE

DOSE STRENGTH pACKAGHHG “UNTT
25 mg.
50 mg.

L. P. Cgcchini, vD.
Directon, Quali} Assurance
LPC/

.‘; ncilL. SN O
AL-Fo1 . \\@Q R E_‘Ps\s

6-72 SR




— MNDA Gl AMENDMENT

O 16

—p———

Cable Address “RICHLYN"

~ RICHLYN ire
LABORA’PORIES PHARMACEUTICALS ANTIBIOTICS GENERICS

INC CASTOR & KENSINGTON AVENUES . PRILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

Drug Efficacy Study Implementation
Project Office == BD-60

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Reference: Hydrochlorothiazide Tablets, U.S.P,
25 mg. and 50 mg., C,T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR§130.9
(a) (6) --

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: , [prev1ously submitted.

- Iherew1th submitted.
(iv) Labeling (12 copies) herewith submltted thus:

LX JLabel(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.
Labeling submission is [g:loriginal [::]revised.

DOSE- STRENGTH PACKAGING UNIT

25 mg.
50 mg. ‘ NN

L. P. Cecéhlnl . (Lb
Director;: Quallty AssuraQ§§C)
LPC/mes LI e ,
Encl. \"f“ DUR c B
AL-FO1 fa
6-72

e eme
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NDA ORIG AMENDMER.. 4;170;—“

PHARMACEUTICALS ANTIBIOTICS GENERICS

| RICHLYN l
-, ABORATORIES
INC.

Drug Efficacy Study Implementation June 22, 1973
Project Office -~ BD-60

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, MaryYand 20852

CASTOR '& KENSINGTON AVENUES B PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

Reference: Hydrochlorothiazide Tablets, U,S.P,
25 mg. & 50 mg. C,T., Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a)(6) --

(i) Designated Distributor: Spencer Mead, Inc.
' Valley Stream, New York 11582

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]previously submitted.

herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

X _JLabel(s) only -~ approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labeling submission is E;:]original [::]revised.

.- DOSE STRENGTH PACKAGING UNIT
25 mg. - ‘ /_Hg\

50 mg.

- C:)Qf;y? (;LC<JE¢MAJ
L. P. Cecchini, Ph.D.

Director, Quality Assurance
LPC/mes

Encl.
AL-F01
6-72
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NDA ORIG AMENDMENT ........ o2

PHARMACEUTICALS ANTIBIOTICS GENERICS FPE

RICHLYN '

LABORATORIES
ING.

Drug Efficacy Study Implementation June 5, 1973
Project Office == BD-60

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

CASTOR & KENSINGTON. AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 N 215 CU 9-2220

Reference: Hydrochlorothiazide Tablets, U.S.P.
25 mg. & 50 mg. C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Geritlemen:

The attached tripiicéﬁe siibmission provides supplement per 21CFRE130.9
(a)(6) --

(i) Designated Distributor: .

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]previously submitted.
herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:
LjiﬂLabel(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.
Labeling submission is [:::loriginal [:::]revised.

DOSE STRENGTH PACKAGING UNIT

50 mg. : 30's

Sincerely,

RICHLYN LABORATQRIES.INC.

A ED

L. P..C Ph.D
Direct ality A ncetN |
LPC/ S
Encl. \\Q«‘\ S
AL-FO1 d Q&
6-72 Q}




/ | : } L -)NDA"OR’G AMEND‘MENTJ Coble Adoress "i;ICHlY;\l"
‘/V-\\‘ RICHLYN ! ICALS ANTIBIOTICS GENERICS | :
LABORATORIES bl

I]NI(] | CASTOR & KENSINGTON AVENUES .  PHILADELPHIA. PENNSYLVANIA 19124 215 CU 82220
(S . .

June 1, 1973

Drug Efficacy Study Implementation
Project: Office -- BD-60
Bureau of Drugs
Food & Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852

Ref.: Hydrochlorothiazide Tablets, U,S.P.
25 & 50 mg., C.T, Peach Scored
ANDA #83-607 .
Amendment

Gentlemen:

The enclosed triplicate submission provides supplement per 21CFR8130.9

S (a)(4):

[J=-- (i): Revision in labeling.

(] -- (ii): Addition of claim.

[X] --(iii): Revision in manufacturing or control procedures.
|

-~ (iv): Change in manufacturing facilities.
-- (v): Provision for participation by outside firm.
Appropriate exhibits are attached. *

Sincerely,

RICHLYN TORIES, INC,

sicz . P:::dé‘)\v E D

EWR/1s
Encl.

*Corrected Lab Report Form, Finished Product, 25 tg.

-




NDA ORIG AMENDMENT =

RICHLYN l & : Cable Address *RICHLYN®
T 4 AQBOR ATORIES PHARMACEUTICALS lllkrrusloncs GENERICS

ING CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 8-2220
. >

Drug Efficacy Study Implementation
Project Office «- BD-60

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane May 29, 1973
Rockville, Maryland 20852

Reference: HYDROCHLOROTHIAZIDE TABLETS U.S.P.
25 mg. & 50 mg. C.T. Peach Scored
ANDA #83-607

Supplemental Application
N g . - Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR§130.9

(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]Previously submitted.

herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

X Label(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labeling submission is [::]original [:::]revised.
DOSE: STRENGTH PACKAGING: UNIT.

25 mg.

50 mge.

Sincerely,

RICHLYN LABORATORIE

S

L. P. Cecchini, Ph\

Director, Quality Ajs
LPC/tp

- Encl.
AL-F01
6-72




LABORATORIES

RICHLYN l NDAORIG AMENDMENT  conie asses micrunne

PHARMACEUTICALS ANTIBIOTICS GENERICS mé(l’;/,
Js—

INC l CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

Drug Efficacy Study Implementation May 21, 1973
Project Office -- BD-60

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Reference: Hydrochlorothiazide Tablets
U.S.P. 25 Mg. & 50 Mg.
C.T. Peach Scored ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR8130.9
(a)(6) --

(i) Designated Distributor: The Interstate Drug Exchange, Inc.
Engineers Hill, PHainview, L.I., NY 11803
\

|
|
(ii) Applicant will conform. i ‘
(iii) Distributor's Statement: [::]previously submitted.
[x Jherewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:
X llabel(s) only -~ approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labeling submission is [EZ]original [::]revised.

DOSE STRENGTH PACKAGING UNIT
25 Mg.
50 Mg.
Sincerely,

RICHLYN LABORATORIES, INC,

(:::>5£%/9 Crcchion
L. P. Cecchiniy

Director, Qua %
LPC/meS ‘

Encl.
AL-FO01
6~72
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RESUBMISSION g

. RICHLYN MOMMM.CObIe Address "RICHLYN"
L KB OR A'[‘ORIES PHARMACEUTICALS ANTIBIOTICS

INC CASTOR & KENSINGTON  AVENUES i PHILADELPHIA; PENNSYLVANIA 19124 N 215 CU 9-2220
R .

Drug Efficacy Study Implementation May 17, 1973
Project Office =-- BD-60

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane FFT$

Rockville, Maryland 20852

Reference: Hydrochlorothiazide Tablets, U.S,P.
25 mg & 50 mg C.T, Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: EE:]previously submitted.

[::]herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

X__{Label(s) only -- approved neutral (Richlyn) insert will be used.
|Label(s) & insert.

Labeling submission is [E:loriginal [::]revised.
DOSE STRENGTH PACKAGING UNIT

25 mg. : 100's & 1000's

Sincerely,

RICHLYN LABORATORIES, INC.

P Cocbiind
L. P. Cecchini, Ph.D.
Director, Quality Assurance
LPC/ mes
= Encl.
AL-FO01
6-72




Criceca st  —

| RICHLYN
LABORATORIES
INC.

Drug Efficacy Study Implementation quZ! May 14, 1973
Project Office ~- BD-5

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

l .NDAORIGAMENDMENT Coble sres "ICHIYN"

PHARMACEUTICALS ANTIBIOTICS GENERICS

CASTOR & KENSINGTON ' AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 N 215 CU 82220

Reference: Hydrochlorothiazide Tablets, U.S.P.
25 mg & 50 mg., C.T. Peach Scored
ANDA #83-607

Supplemental Application )
Additional Distributor

Gentlemen:

The attached triplicate submission ﬁESQideslsuppfément per 21CFRE130.9
(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]prev1ously submitted.

lzlherewn:h submitted.
(iv) Labeling (12 copies) -herewith submitted thus:

X _lLabel(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.
Labeling submission is [:;:]original [:::]revised

.- DOSE . STRENGTH PACKAGING UNEL I

roms unasl A

50 mg.

Sincerely,

RICHLYN LABORATOR

— F Cecebin
‘ L. P. Cecchini, Ph.D.
Director, Quality Assurance
LPC/ mes
Encl.
AL-FO1
6-72




v Richiyn Labora
,Atmﬂu: . Eo »

- Tablets ﬂ.SJ’., 25 lg. nd 50 ln. T

This study has bcen miewed by our _nivisioa of cmtm Reseim:b aad

they have the fo'nouing coueats:

The folang 1nfomt‘laa 15 nqu'lm befm an adequate reviev of

. the data submitted can be made:

1. The difference that can be detected bemeen tcst and reference '
gigai'fimce leve) of 0.05 and a poner of thc test o

"J‘*”’ g-u.:

- products a

2.

 Reference 15 mde to your ‘ummmm study ,for_mmmmmmu |

tlnt tha subjects absu!ned fm other drugs

3. The sensitivity, specificity, and Hmrt? of the ‘hbnrutory
a

method employed must be determined by the
of drug expected ia the clinical specimens. All

recover_v data. etc, must be subuittcd.

4. The mlysis of nrhuce enp'loyed did not contaﬁn refemce to nl‘l\f“
riod or tiuet"i

the variables desired.

RECOMERDATION'

It should fnclude subject,
effects, drug, and sequence effects. A sinflar ana ,ysis will be
required for cunnhtiva nrine nxcntieu. o

The apphcant should suhrlt tha data nquested abgve,

(Stpperiny »73/

PVIn Setfe,” WD,

frector
Generic Drug Staff

“a—

boratory at the level
standard curves.’}

” |

01 /

0ffice of Scientiﬂc Evaluation

' Bm-an of Drugs

i e SR,

.~<v_“_,

e A R




ORIG NEWCORIES £

i : | ‘ Cable Address "RICHLYN"

| RICHLYN | | |
LATB ORATORIES PHARMACEUTICALS ANTIBIOTICS GENERICS @MI

INC | CASTOR & KENSINGTON AVENUES . PHILADELPHIA; PENNSYLVANIA 19124 . mgcu 9-2220

i
I

May 14, 1973

Drug Efficacy Study Implementation
Project Office == BD-=60

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Ref.: Hydrochlorothiazide Tablets, U.S.P,
25 mg. & 50 mg., C.T. Peach Scored
ANDA #83-607
- Bioavailability Study
Additional Information Requested

Gentlemen:

This triplicate submission provides subject data and analysis. Pertinent
analysis of 50 mg. strength tablet samples from subject clinical testing supply
provided the following data.

Test Product Reference Product
Mfr.:  Richlyn Laboratories, Inc. Mfr.: Merck, Sharp & Dohme
Lot #25785 Lot #P1666
Av. Weight/Tablet: 0.206 g. Av. Weight/Tablet: 0.223 g.
Composite Assay: 99.4% Composite Assay: 100.6%
Content Uniformity: B Content Uniformity:
101.6% 103.27% 100.3% 105.8%
103.5% 101.6% 103.2% 107.4%
100.0% 100.3% 98.4% 96.27%
96.5% 101.6% - 104.8% 103.8%
98.47% 100. 6% 103.8% 103.2%

Note: Assay data reported as % of label claim, active ingredient;
data represent average value, duplicate determinations.

We respectfully submit this evidence of isobioavailability.

<es:jé:ii;222)

Sincerely,

161973

E. W. Rebollo
Vice President

= Encl.: (3 sets), reference evidence
EWR:mes




_NDA ;as-soD

Richlyn LaboratorTes, Ines ... -
_Attentica: Nr. Edward Rabolle AP R251973

Phlladelphlas, Pennsylvanla 19124

Reference Is -adc to yoar pretocol for b!o-vnlhbllfty studies for
Hydrochlorothiatide Tablets, 25 and SO ng. ‘ : :

This protocol has been reviewsd by car Division of Clinical Research
and they have the following cooments:. . '

1. The study will employ 12 normal male volunteers 21-55 years of

- age, welghing 135-200 pounds. The appllicant should be Informed that
the nusber of subjects employed should be sufficlent to determine
a reasonable difference batween test and refarence drugs at a signlfi-
cance level of 0.05 and a power of the test of 0.80. This difference
should be reported. Also, the subject welghts should be within 103
of those contained In the Metropolltan Life Insurance Company's
Statistical Bulletin ‘A0'. Nov.-Dec., 1959.

2. The protocol Indicates that the subjects will abstaln from other
drugs for at least ons week prior to the situdy. They should, however,
sbstaln from other drugs for two weeks and from alcohol for 48 hours
prior to doss administration.

3. Laboratory studies wii] Include WSC, hamatocrit, hemogloblin,
urinalysis (Including microscopic) calcium, phosphesus, glucose,
SUN, LDH, urlc acld, cholesterol, total bilirubin, serum alkaline
phosphatase, and glucose-6-phosphate dehydrogenase, An $G0T should

¥

A. Yrine eol'lectloa will occur at O, 2.> b, 6, 8, 12, 16 snd 24 hours.
It should be better fractionated, however. Collectlon at 0,1,2,3,
k, 6, 8, 12, and 2§‘ho’un Is cecommended.




5. !lmt ounces of mur should h qutcd at each urlno eoll.ctlou §
to luun - ldoquau urhury ﬂu. & .

6. The urlu u‘llmd ulli b -annd for volums and 100 lg -m

be retained for lab analysis. This s satisfectory If the drw aont-nt\
can be quantitated by the analytical -thodo!m mlqd. in addition™ =
huov-r. pu should be dntcrnlmd. B ST RRIE R USRI NP R

HARASTEEN

7. Thc cmmor luunml was mt g!m but shoald have bm. 1t . \ B
should not occur untll after 10 halfilves of the drug. For hydro- SN NG
chlorothlazide wa recommand an’ Interval of one wuk e S Y

8. Hydrochlorothlazide levels in urlm ulll be d-tarntud by the
method of Sheppard, et al. The applicant should be Informed that the
sensitivity, specificity, and linesrity of the mathod must be determined
by the lsboratory at the leve! of the drug expected ia the ¢linlcs)
specimen. Al standard curves, neuvuy dats, etc. should bs submitted
with the final report. ‘

9. The test and referenca product should be assayed for putcncy
and content un!formity.

RECOMMENDAT 0N :

The protocol Is acceptable provided that the above 9 po
satisfactorlly Incorporsted Into the protocol. ﬁ>

A
¢ 4 3/ 2Shs
THgrvinSelfe, ND. : )
bl rector e
Division of Actlons lupl tation ‘ -
S Drug Efflcacy Study !nplonntotlon o ~

Project 0fflice ,
“ruu of Drwt -




hfamuhukummmtum
March 22, lnkuhdcum:umm(» of the FVederal
Yeod, m-u; nl*enut.‘lc Act &Mmhhttﬁum r-u.u.

mmmwm-zmmncaumn.
- and April 16, 1973, amsading the applieation ﬁth hfonnun pertaining
ugmm-&mmm ;

mapplicatiuprovunlormuumtthln;uhrmm
Itahoprovﬁu!nmtohkxthdmﬁthahbd

1abel.

showing the dhu'ﬂnur te bet.

We have completed our review of this abbreviated new drug applicatioen.
However, b.fouumabhnnacha!hdmehdoa, th-!ono-iu

“~

t
¥

¢

additional h!om:in h ucuurys ’

1.

2.
3.

Miud ltbch for m “ttrﬂmtot o which the Miutioau
snd specific dosages are mlmd uiti thl statement: "Usual
Dose: Sse Package Imsert.”
Information pertaining te the mnfutunr of the hydrochlor-
thiaside, as per your bimdhhﬂtt; .tuly. .
Ccrt:lfiutm nutm: froms

¥y

l&ut!nm

i

FR R




‘ of | Ittivo h:ndhnt and (b) 30 -g. ubhtc. LR
nmw.nummummcmm B
to and samples of 23 mg, tablets be sudbmitted as & separate - .
abbreviated new &ru mliuﬂn—harmctm tla womttoa e
mnstd M o,

That part of yur nln:lni.n pmu-ng te Mmdmm:y was unutod
upoun iu a htm of Anu 15. 1!73.

The Bureau of Druu. otﬂe- o! c:-plhnu, hu muna your astablishment
inspection uport(o) and have the following mu: :

Ve havs evaluated th. oparations of the above veferenged firm :

in so far as thymlyumforutyﬁucumtwmuu:umf ‘
Practice Regulatieas (21 CFR, Part 133). On the basis of this e
evaluation, wa aan not approve sny NDA's or ANDA's as the firm

‘is not eperating im sonformity with Part 133 te aseurs that

products mest the vequirements of ths Ysderal Yoed, Drug, and

Cosmatic Act as to safety, and have the identity and strength,

and meat ths qulity and purity Muumuu which they purport

to possess.

Inspection of the !1:- mm:u hpt-hu' 12. 1972, revealed
nunereus significant Q@ dcvneuu hd.udln:

Lack of mur fomlu for uch tomhunn and luteh uin

i
2

Insdeguate um:umma of rav uurhh n«l mmu ptoducu
Lack of unn!utur!.ag mord- !or u- o

Lack o! adoquto eontrol u ponncy Adjutn-nt during mu!ncm.
of pmduetl Ll i

AL AT T i
B e e L R




e,k

Inadequate lnvuu.udu n‘ m.m-ttn of 'm M‘
fatlure of datshes to mest »od.!tuum. b.th h-proun
and thuhd yrduu.*‘

Mh!omﬁnwmehcthnhalmthmnnmk
CAMP and the epmmitment in your applisstien. Therefere, before we eam |
mmmmmum-bmmmhumnuuu,u-w
huoamu!unry‘hmummoﬂ :

The ..mm ‘uhttud 1s td.q uuhu as pm of
for this u'tuh._ :

S/
N it [
" Divisien of Actions Imp) ta
Prug Rfficscy Study Impl tation

Yrejest Offiee
hm of Drugs

Cereh ey ' A B s T . L A S e S,




ngf
‘ | NDA ORIG AMENDMENT, oo s mcure

PHARMACEUTICALS ANTIBIOTICS GENERICS @ [l_.i

| RICHLYN
LABORATORIES
CASTOH & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

INC.
April 16, 1973

Drug Efficacy Study Implementation »f}q}
Project Office <- BD-60 j
Biureau of Drugs
Food & Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852

Reference: Hydrochlorothiazide Tablets, U.S.P.

25 mg. & 50 mg., CT Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR8130.9
(a) (6) --

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]previously submitted.

herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

& _JLabel(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labeling submission is original Drevised.

DOSE. STRENGTH PACKAGING UNIT
25 mg. : 100's & 1000's
50 mg. 100 '5.&.1000"'s

;;Axi "‘:53\\

‘fv {)

.9"

Slncerely,

APR27
RICHLYN, LABORATORIE

%”'

g ‘ L
iaép > 8

192]

-

!

= L
f RHR AR

L. P. Cec
Director,
LPC/1s
Encl.
AL-F01

6-72




Page(s) /

Contain Trade Secret,
Commercial/Confidential
Information and are not

releasable.
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NDA ORIG AMENDMENT  —

B =

Eay . RICHIJYN ’ - Cable Adoress "RICHLYN"
UA.BORATORIES | ' PHARMACEUTICALS ANTIBIOTICS GENERICS Of /G ‘
INC.

CASTOR & KENSINGTON AVENUES . PHILADELPHIA,  PENNSYLVANIA 19124 . 215. CU g-222¢

April 11, 1973

Drug Efficacy Study Implementation
Project Office -- BD-60

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Ref.: Hydrochlorothiazide Tablets, U.S.P.
25 mg. & 50 mg., C.T, Peach Scored
ANDA #83-607
Additional Information Requested

Gentlemen:

This triplicate submission is in response to your 4/5/73 request (re-
ceived 4/11/73) for additional information.

Please find enclosed reference environmental impaet analysis report.

Also enclosed are the return-receipt certified (#46406) slips that
accompanied your request, but which were inadvertently ignored by
the delivering postman. The latter oversight was undoubtedly due to
the U.S. Post Office's concern with prompt delivery.

We trust that our EIAR will prove adequate to your careful considera-
tion, thus permitting expeditious review of subject application.

Sincerely,

z7// » s

E. W. Rebollo
Vice President

o

EWR/1s
Encl.:  EIAR.




NDA 83-607

AP 28~724 : EEE ‘ APR 5 1973 _

CERTIFIED MAIL
BRETURN RECEIPT REQUESTED

Richlyn Laboratories, Inc.
Attention: Mr. Edward Rebolle
Castor & Kansington Avenues
Philadelphia, Pennsylvania 19124

Centlemen:

This is in regard to your recent submission of your abbreviated new
drug application received on March 27, 1973. S

The Food and Drug Administraticn published in the Pederal Ragister of
March 15, 1973 (38 Y.R. 7001) regulations establishing procedures for
preparation of Emvironmental Impact Statements (Part 6§ - Environmental
Impact Cousiderations). Section 6.1(s) of these regulations requires
that the applicant include an enviroomental impact analysis report as
part of any new-drug application. Yallure to submit an enviroumental
impact analysis report is grounds for refusing to file or to approve an
application (21 CFR 130.5(a)(8) or 130.12(a)(7)). ,

The effective date for the Ewviroumental Impact Comsiderations regulation
(21 CFR Part 6) 1s March 15, 1973. Since your new-drug application was

~submitted after that date, you are required to include an envirommental

impact analysis report as part of your application. 1In view of the
limited time to review the spplication and the requirements for environ-
mantal cousideration, please submit by April 30, 1973, an enviroumental
impact analysis report for the subject nev—drug application (or abbrevi-~
ated pew-drug application.) ; ‘ : -

The format for the emvirsumental impact analysis report is described in .
Section 3.1(g). : i . .

The FDA encourages that the required snalysis report be submitted as

B promptly as possible since approval of a new-drug application cannot

be made until the enviroumental effects are carefully
copy of the Ragulation is enclosed for your rsady refer:

{dered. A

L S 4 > 4 m.
)
: m}—." B.D, o ‘Jn

| Diviston of Actions Tnp i
SRR Prug Etficacy Study Inh-uuthn

Project Office




o omeey
; ,ﬂ“u | 2\3.».72‘,

‘We ackauwl.dgc‘:hcnt-énipﬁxofﬁyhnr~nbbreviatcd'n-v 3rux application

submitted pursuint to Section 505(b) of the Federal Food, Drug, and
Cosmetic Act for the fellqwingé‘j S ;

FAME of DRUG: Hydrochlorothiarida Tsblats, 25 ng. and 50 mg.

DATE of APPLICATION: March 22, 1973

DATE of RECEIPT: March 27, 1973 e ‘ |

We will communicate with you further after we have had the opportunity I
to review the application. . e e

Please identify any communications concerning this application with

Al
n L3 we
/S7
Suife, M.D.
rector o
Division of Actions Implegentation . ..
Drug Efficacy Study Implementation i
Project Office . ’
Bureau of Drugs

SN e L e T TN RN
.




| ACDREVIATED -
RICHLYN | NEW DRUG APPLICA
1Jz§}3()1{¢&fF()I{IJEE§ ‘ PHARMACEUTICALS ANTIBIOTICS GENERICS

I]NI(] I CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU’ 9.-222¢
. { -

I

MAR 22 1973 ‘ o
¢3- 677

Drug Efficacy Study Implementation
Project Office ==~ BD=60

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Ref.: Hydrochlorothiazide Tablets, U,S.P,

25 mg. & 50 mg., C,T. Peach Scored
Original ANDA

Gentlemen:

Herewith in triplicate is reference submission.

Labeling is in accord with 37 F.R.14896 (DESI 11145), 7/26/72.

Please note (Section 3) our proposed bioavailability study to be performed

We plan to use the 50 mg. strength tablet (scored) in this
study. The results will cover the 25 mg. tablet as well, since the master

formulations are identical =-- i.e., the weight of a 25 mg. strength tablet
is precisely one-half that of a 50 mg. strength tablet.

Your cooperation in expediting review of our protocol will be greatly
appreciated, since the study will not proceed without your approval.

Sincerely,

E. W. Rebollo
Vice President

EWR/1s
Encl,




q ) (R

b
t a\ A = Cable Adoress “RICHIYN"

- RICHLYN | | |
LABORATORIES PHARMACEUTICALS ANTIBIOTICS GENERICS

ING { CASTOR ‘& KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 - 215 CU 9:2220
/ i
May 10, 1977 /j
Bureau of Drugs, HFD #530 DM AKX B
Attn.: Document Control Room #16=72 RESUB" =053VN FPL\

Food & Drug Administration / — 7
5600 Fishers Lane | NDAQRIG AMENDF»".;@& GX -
Rockville, Maryland 20852 [ g
Ref.: Hydrochlorothiazide |Tablets, 50 mg_~__|
ANDA #83-607 ’
Additional Informati

Gentlemen:

This triplicate submission responds to your 5/6/77 (received today) request
still more information,

1. Per Tablet Composition, Lot #30234. This is identical to that of master formula

dated 3/21/75, submitted 3/21/75, and received by you 3/27/75. Exhibit A provides

said composition for all 3 submitted strengths: 25 mg (84-029), 50 mg (83-607), and
100 mg (85-098)--please note identical formulation. This formulation differs from
the original (3/21/73 submission) solely re use of the Hydrous (original used
Anhydrous) form of Dibasic Calcium Phosphate,

2, Updating of Manufacturing and Control Sections. No substantive changes--aside
from that referenced above-from our original 3/22/73 submission have occurred.
Compendial specifications and procedures pertain now as then (naturally, as amended
by official revisions and supplements), We enclose (Exhibit B) details of a slight
modification dated 9/14/76 of our procedure re FD&C Yellow igredient. As
a precaution, we also enclose an "expanded" description of our finished product's
container/closure system (Exhibit C).

3. Labeling, Full resubmission of pertinent Richlyn labeling all strengths, is
enclosed, in current (2-1-1-8) format, as Exhibit D.

We are pleased that our unchanged product has finally, and expensively, been found
"bioequivalent" to the reference drug by D/B. We hope this submission permits
prompt approval of these now-ancient Applications.

Sincerely,

0 RYCHLYN LABORATORIES, INC.
;“}} :

; : .
E. L.‘Rebbllo 'Z \z
‘e President

Encl.: Exhibits A<D
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NDA 83-507

Richlyn Laboratorfes, Inc.
Attentfon: Mr. E.N. Rebollo

Castor & Kensi Avenues
Philadelphia, p= w28
Gentlemen:

Reference is made to yonr abbrevia
pursuant to Section 505(b) of the
for Hydrochlorothiazide Tablets, 5

MAY -6 1g77

ted new drug npb'liution s ubmi tted
Federal Food, Drug, and Cosmetic Act

0 mg.

We acknowledge receipt of your ienmmi::at:i:m dated February 11, 1977,

containing data to assure the bioa

We have completed our review of th
However, before we are able to rea

vaflability of your drug dosage form.

is abbreviated new drug application.
ch a final conclusion, the following

additional »1nformation is necessary:

1." The per tablet composition

of lot £30234 used in the study

and {nformation as to whether it differs from previously

submitted formulations.

2. An updating of the manufacturing and control sections of this
application in 11ght of the time between inftia) submission and

submissfon of the bioavail
3. Coples of labeling - it is

ability data. ,
requested that information pertaining

to distributors NOT be ssbmitted until the application is approved.

That part of your submission perta
above refeeenced submission - has
ceutfcs.
reference drug.

Please let us have your response pr&nptly.

ﬂi}ﬂ:e/v%y yours,

ining to bfoavaflability - as per the
been reviewed by our Division of Biopharma-

Their comment 13 that your preparation “is bioequivalent” to the

Ll

, /S

rvin seire, M.p:” g~/ /7
Director J
Division of Generic g Monographs
Office of Drug Monographs
Bureau of Drugs
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FROM:

Marvin Seife, ¥.D.

[

TO: Division ¢f Biopharmaceutics

DivISH

Z\ =

SUBJECT:

SUMMARY

Attenticen:

NDA yaxé(j 7
aﬁ\

Py

(

Dr. Harold Murdock

et S

Pledse review t 1oava ability study on the above drug.

/‘y/

i 'nafvin(geﬁa; LIS

3IGRATURE

DOCUMENT NUMBER

FO FORM 2034 (2/72)




. . RICHLYN | Coble Address "RICHLIYN”
LABOR ATORIES ] PHARMACEUTICALS ANTIBIOTICS GENERICS

I b G l CASTOR & KENSINGTON AVENUES M PHILADELPHIA, PENNSYLVANIA 19124 v 215 CU 9:2220

|

February 11, 1977

Bureau of Drugs, HFD #530 ORIG Ty TTTALD
Attn,: Document Control Room #16=72 10“‘:“”"b

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Ref.: Hydrochlorothiazide Tablets, 50 mg.
ANDA #83-607
Additional Information Requested
Gentlemen:

This triplicate submission, per your request, provides the bioavailability
study report on our referenced product., Pertinent in-vitro testing data
are given on the third page of the report, following "Table of Contents",
tabbed as "Drug Analysis".

Sincerely,

RICHLYN LABORATORIES, INC. — "~

/;u G ée Us™
E. W. Rebollo .

Vice President

Encl.: cited,




JAN 1197

NDA 83-607

Richlyn Laboratories, Inc.
Attention: Mr. E.NW. Rebolle
Castor & Kensington Avenues
Philadelphia, PA 19124

Gentlemen:

Reference 1s made to your abbreviated new drug application submitted pursuant to
?eg}tion Sgg(b) of the Federal Food, Drug, and Cosmetfc Act for Hydrochlorothiazide
a ets. "m-

We acknowledge receipt of your communfcations dated July 25 August 5 & 6, 1976
pertaining to distributors, '

Reference s afso made to you communication of June 23, 1976 containing
& bfoavaflability protocol.

Before we are able to reach a final conclusion, however, it s requested
that you submit adequate data to assure the bicavatlability of your drug
dosage form fn accord with this protocol. .

It 1s agatn requested that further menchents to provide for additional distributors
not be submitteduas per Agency Policy for this drug dosage form.

The materfal sutmitted (for distributors) is being retatned $n our files.
Rardin ‘Seife~mD— - ) [ {(/ 77
Director

Division of Generic Drug Ronographs

~ 0ffice of Drug Monographs
Bureau of Drugs

)

7
[

(at’)’)




NDA 83-607 : , JAN 04 157;

Richlyn Laboratories, Inc.
Attention:. Mr. E.W. Rebelle
Castor & Kensington Avenues -
Philadelphfa, PA 1912¢

Gentlemen:

Rnferince is made to the protocol you submitted for biuviﬂabﬂ‘lty
studies for Hydrochlorothiazide Tablets, 50 ng.

The protocol has been reviewed by our Division of Biopharmaceutics and
they havecthe fellowing comments:

The protocel, as submitted, {s acceptable.

/Wacevﬁy yours, ﬂ /)
/ Yiroinsette, W IM ]

Division of Generic Drug phs
Office of Drug Monographs
Bureau of Drugs

|

777
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\, Marvin Scife, M.D. -
To: Division of Riopharmaceutics
SUBJECT:
SUMMARY
Attention: Dr. Harold Murdock
S
———
ﬂi@x‘vitgeife, M.DY
!\. ¥
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i - RICHLYN ’ Coble’Address “RICHLY N
LABORATORIES _E PHARMACEUTICALS ANTIBIOTICS rw»l‘q

I \ C l CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNS L /ANIA | .o~ . 215 CU 9-2220

j i
June 23, 1976

Bureau of Drugs =- HFD-530 OR!G NE‘N CORR._S
Attn.: Document Control Room #16=72

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Ref.: Hydrochlorothiazide Tablets, 50 mg.
ANDA #83-607
Bioavailability Study Protocol

Gentlemen:

This triplicate submission provides our proposed bioavailability study
protocol.

Confirming my recent discussion with Dr. Seife, we request promptest

possible review and comments on this proposal since study initiation
awaits your response,

Sincerely,

RICHLYN LABORATORIES, INC.

E. W. Rebollo %/

Vice President

Enecl.: cited

£ /
P ;ﬁ\
T s \
T (VNN rﬂ\
s (O
{ T /L’\’? o <
!;‘m ,IC’>3
\>

< -




Page (s) }

Contaln Trade Secret,
Commercial/Confidential

Information and are not
releasable.
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AN

Cable Address “RICHLYN”

215 CU 9.2220

 LABORATORIES
INC.

CASTOR & KENSINGTON AVENUES PHILADELPHIA, PENNSYLVANIA 19124

RmmNNl
PHARMACEUTICALS ANTIBIOTICS GENERICS

August 5, 1975

Attn.: Document Control Room #16~72

Bureau of Drugs -~ HFD-530 [VN : ‘
Food & Drug Administration

5280 Fis;efs Lane ‘ UA ORIG AMENDMENT
Rockville, Maryland 20852 R fVDL

Reference: Hydrochlorothiazide Tablets
50 mg., C.T. Peach Scored

ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR§130.9
(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]previously submitted.
herewi th: submitted.

(iv) Labeling (12 copies) herewith submitted thus: .
X |Label(s) only -- approved neutral (Richlyn) irsert will be used.

[::lLabel(s) & insert.
submission is original Drevised.

Labeling
PACKAGING UNIT

DOSE STRENGTH
50 mg, 1000's
Louis P, Cecchini, ?h.D;
Director, Quality Assurance
. Encl.
AL-F01

6-72




a RICHI JYN l Coble Address “RICHLYN"
- LABORATORIES

INC l CASTOR & KENSINGTON AVENUES ¥ PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU '9-2220

July 25, 1975

PHARMACEUTICALS ANTIBIOTICS GENERICS

Attn.: Document Control Room #16~-72

Bureau of Drugs -- HFD-530 NDA ORIG AMENDMENT

Food & Drug Administration
5600 Fishers Lane . }? .
Rockville, Maryland 20852 . PL

Reference: = Hydrochlorothiazide Tablets
50 mg., C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a)(6) --

(i) Designated Distributor: 3
3

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]previously submitted.

, herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

X JLabel(s) only -- approved neutral (Richlyn) insert wiil be used.
|Label(s) & insert.

Labeling submission is original Drevised.

DOSE STRENGTH PACKAGING UNIT
50 mg. : 1000's

Sincerely,
RICHLYN LABORATORIES, INC,

% P Gehin

Louis P, Cecchini, Ph.D.
Director, Quality Assurance

Encl.
AL-F01
6-72

W o ez




OEC 08150

Richlyn Laboratories, Inc.
Attention: Mr. E. W. Rebollo
Castor & Kensington Avenues
Philadelphia, PA 19124

Gentlemen:

Reference is made to your abbreviated new drug application submitted
pursusnt to Section 505(b) of the Federal Yood, Drug, and Cosmetic Act
for Hydrochlorothiaszide Tablets, 50 mg.

We acknowledge receipt of your commmications dated June 27 (two) and
July 3, 1975, pertaining to distributors.

The application provides for you to market the drug under your own label.
it also provides for you to label the drug with a label showing distributors
to be:

R. A. MeNeil Co.
Chattanocoga, TN 37416
(100s, trade name = M-Zide)

your Mutual labels
(1008 + 1000s)

Before we are able to reach a final conclusion, however, it is requested
that you submit adequate data to assure the bioavailability of your drug
dosage form——as per previous requests to complete filiag in this area
in response to our.comments of April 15, 1974.

It is again suggested that further smendments to provide for additional
distributors not be submitted until the bloavailability status of your
application is clarified.

The material submitted is being retained in our files with review deferred.

/?#-ﬁly/g"?'() ,/ /?/1?
o /;z:.:;?i_ge,“ M.D. L\m’ { g

.Division of Generic Drug graphs
‘ffice of Drug Monographs
Bureau of Drugs

AN




NDA ORIG AMENDMENT . -

~ RICHLYN
LABORATORIES

INC ‘ CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 -, 215 CU 9-2220
July 3, 1975

Coble Address “RICHLYN"
PHARMACEUTICALS ANTIBIOTICS GENERICS

Attn.: Document Control Room #16-72 ?EN»
Rureau of Drugs =~ HFD-530

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852 :

Reference:  Hydrochlorothiazide Tablets
50 mg., C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a) (6) -- »

(i) Designated Distributor: Richlyn Laboratories, Inc.
Philadelphia, PA 19124

(ii) Applicant will conform.

(iii) Distributor's Statement: -prevmusly submitted.
[::]herew1th submitted.
(iv) Labeling (12 copies) herewith submitted thus: i -

X _llabel(s) only -- approved neutral (Rlchlyn) insert w111 be used.

Label(s) & insert.
Labeling submission is [::]or1g1na1 [:::]rev1sed

DOSE STRENGTH PACKAGING UNIT
50 mg.

o i P

Louis P. Cecchini, Ph.D.
Director, Quality Assurance

Encl.
AL-FO01
6-72




S
[

NDA ORIG AMEi Uiy \
PHARMACEUTICALS ANTIBIOTICS GENERICS

~ RICHLYN ] Lo i T
LABORATORIES

INC l CASTOR & KENSINGTON 'AVENUES .~ PHILADELPHIA, PENNSYLVANIA 19124~ . 215 CU 9.2220
-

June 27, 1975

Attn.: Document Control Room #16-72 qu
Bureau of Drugs =-- HFD-530 L
Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Reference: - Hydrochlorothiazide Tablets
50 mg., C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a)(6) --

(i) Designated Distributor: Richlyn Laboratories, Inc.
Philadelphia, PA 19124

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]previously submitted.
[::]herewith submitted.

(iv) Labeling (12 copies) herewith submitted thus:

X _l|Label(s) only -- approved neutral (Richlyn) insert will be used.

Label(s) & insert.

Labeling submission is original [—_—}revised.

DOSE STRENGTH PACKAGING: UNIT
50 mg. . 1000's

Sincerely,

RICHLYN LABORATORIES, INC,

Louis P. Cecchini, Ph.D,
Director, Quality Assurance

- Encl.
AL-FO1
6-72




s A
(RSt <

NDA ORIG AMENDMENT y

Cable Address “RICHLYN”

PHARMACEUTICALS ANTIBIOTICS GENERICS

~ RICHLYN ‘
~ABORATORIES

INC l CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

June 27, 1975

Attn.: Document Control Room #16-72 ‘4594
Rureau of Drugs -~ HFD-530

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Reference: Hydrochlorothiazide Tablets
50 mg., C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a)(6) --

(i) Designated Distributor: R.A. McNeil Company
' Chattanooga, TN 37416

(ii) Applicant will conform. ,
(iii) Distributor's Statement: [::]previously submitted.

[::]herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:
X _JLabel(s) only -- approved neutral (Richlyn) insert will be used.
| Label(s) & insert.

Labeling submission is original Drevised.

DOSE: STRENGTH PACKAGING UNIT
50 mg. 100's

Sincerely,

RICHLYN LABORATORIES, INC,

Louis P. Cecchini, Ph.D.
Director, Quality Assurance

S Encl.
AL-F01
6-72
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Gaow 507

AF 28-724

Richlyn Laboratorfes, Inc. MAY 23 1975
Attention: Mr. E. W. Rebollo

Castor & Kensington Avennes

Philadelphia, PA 19124

Gentlemen:

Reference “is made to your abbreviated new drug application sulmitted
pursuant to Section 505(b) of the Pederal Food, Drug, and Cosmetic Act
for Hydrochlorothiazide Tablets, 50 mg. _

We acknowledge receipt of your communications dated (1) February 13,
1975 pertaining to a distributor and (2) March 21, 1975 updating your
mamfacturing records.

The application provides for you to market the drug under your own
label. It also provides for you to label the drug with a label showing
the distributor to be:

Before ve are able to reach a final conclusion, however, it ig requested
that you submit adequate data to assure the bioavailability of your drug
dosage form——-as per previous requests to complete filing in this area
in response to our comments of April 15, 1974.

It is again suggested that further amendments to provide for additional
distributors not be submitted until the bioavailability status of your
application is clarified.

The material submitted (for this distributor) is being retained in our
files with its review deferred.

~

( /S/ »

‘Marvit Seife, M.D. - v
v Director
Division of Generic Drug Monographs
50£fice of Drug Monographs
Bureau of Drugs

-




NDA ORIG AMENDMENT

Cable Address "RICHLYN"

- RICHLYN |
LABORA F'ORIES - PHARMACEUTICALS  ANTIBIOTICS

I]NI(] ! CASTOR. & KENSINGTON' AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 P 215 CU. 9-222¢

March 21, 1975

GENERICS

Division of Generic Drug Monographs «=- HFD=107
Office of Drug Monographs

Bureau of Drugs

Food: & Drug Administration

5600 Fishers Lane

Rockville, Marylaad 20852

Ref,: Hydrochlorothiazide Tablets
50 mg., C.T. Peach Scored
ANDA #83-607

Gentlemen:

The enclosed triplicate submission provides supplement per 21CFR8314,8
(a)(4):

-- (1): Revision in labeling,
== (ii): Addition of claim.
X (iii): Revision in manufacturing or control procedures.
== (iv): Change in manufacturing facilities,
== (v): Provision for participation by outside firm,
Appropriate exhibits are attached.*

Sincerely,

RICHLYN LABORATORIES, INC.

o ll—

E. W. Rebollo
Vice President

EWR/
Encl,

* Superseding replacement, Master Formula 50 mg.: (700M, 1050M)

MAR ©3 1675

o Lo NG S
GLIELIC bhuv~
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NDA ORIG A=oveyy. . 07

~ RICHLYN '
LABORATORIES
| INC.

Division of Genmeric Drug Monographs =< HFD-107
Office of Drug Monographs

Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

PHARMACEUTICALS ~  ANTIBIOTICS GENERICS LEP L S0 C7
C I

CASTOR & KENSINGTON  AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

February 13, 1975

Reference: = Hydrochlorothiazide Tablets, U.S.P.
50 mg., C,T. Peach, Scored
ANDA  #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a)(6) --

(i) Designated Distributor:

|
|
(ii) Applicant will conform.
(iii) Distributor's Statement: [::]previously submitted.
|
|

[::]herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

X lLabel(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labeling submission is original Drevised.

DOSE STRENGTH PACKAGING UNIT
50 mge. 100's & 1000's

Sincerely,

RICHLYN LABORATORIES, INC,




NDA 83-607
AF 28-724

Richlyn Laboratories, Inc.
Attentfon: MNr. E. W. Reballo
Castor & Kensington Avenues
Philadelphia, PA 19124

APR ¢ g 1975

Gentlemen:

Reference {s ﬁade to your abbreviated new drug application submitted
pursuant to Section 505(b) of the Federal Food, Drug, and Cosmetic Act
for Hydrochlorothiazide Tablets, 50 mg.

We acknowledge receipt of your communications dated November 21 and
December 31, 1974, and January 7 and 31, 1975, pertaining to distributors.

The application provides for you to market the drug under your own labe].
It also provides for you to label the drug with a label showing distri-
butors to be:

Spencer-Mead, Inc.
Valley Stream, NY 11582

Interstate Drug Exchange, Inc.
Plainview, NY 11803

We have completed our review of this abbreviated new drug application.
However, before we are able to reach a final conclusion, the following
additional information is necessary:

That requested 1n our letter of July 18, 1974, pertaining to the
bioavailability of your formulation.




¢

Richlyn Laboratories, Inc.
NDA 83-607 Page - 2

It 1s again suggested that further amendments to provide for additional
distributors not be submitted until the bioavailability status of your
application 1s clarified.

The material submitted (for these distributors) s being retatned in our
files with its review deferred.

—

Y2 .
L' mmmii M.DN “/-\ /Jﬁ(\

rector
Division of Generic Drug Monographs
Office of Drug Monographs
Buweau of Drugs
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: RICHLYN ’ NDA OR’G AMEN DMENT éobh Address “RICHLYN"

'ABORATORIES
ING.

Division of Generic Drug Monographs =-- HFD-107

Office of Drug Monographs EPL
Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

PHARMACEUTICALS ANTIBIOTICS GENERICS

CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220 "\L
January 31, 1975 |

Reference: Hydrochlorothiazide Tablets, U,S.P.
50 mg., C.T. Peach, Scored
ANDA  #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR§130.9
(a)(6) --

(i) Designated Distributor: Spencer-Mead, Inc.
Valley Stream, N Y 11582

(ii) Applicant will conform. v

(iii) Distributor's Statement: previously submitted.
[:Iherewith submitted.

(iv) Labeling (12 copies) herewith submitted thus:

X _lLabel(s) only -- approved neutral (Richlyn) insert will be used.

Label(s) & insert.

Labeling submission is Doriginal revised.

DOSE  STRENGTH PACKAGING UNIT
50 mg., 1000's

Sincerely,

Encl.
AL-F01
6~72




 RICHLYN ,

PHARMACEUTICALS

RESUBMISSION ”"3 e

Rt R kol ¥ heed
i desaiatddeat Vs

ple\()REG ﬁﬁfiLngYn'

i
ANTIBIOTICS GENERICS

LABORATORIES
INC.

Division of Generic Drug Monographs == HFD-107

Office of Drug Monographs

Bureau of Drugs

Food & Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852

Reference:

Gentlemen:

The attached triplicate submission

(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform.

(iii) Distributor's Statement:

CASTOR & KENSINGTON AVENUES

PHILADELPHIA, PENNSYLVANIA - 19124

January 7, 1975

215 CU 9-2220

FPL

Hydrochlorothiazide Tablets, U.S.P.
50 mg. C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

provides supplement per 21CFR8130.9

Interstate Drug Exchange, Inc.
Plainview, L.I., N.Y. 11803

previously submitted,
herewith submitted.

(iv) Labeling (12 copies) herewith submitted thus:
X _JLabel(s) only -- approved neutral (Richlyn) insert will be used.

[::]Label(s) & insert.

Labeling submission is Doriginal revised.

DOSE STRENGTH
50 mg.

Encl.,
AL-F01
6-72

PACKAGING UNIT
100's & 1000's

Sincerely,

RICHLYN LABORATORIES




NDA ORIG AMENDMENT 0-’1»2\ e

~ RICHLYN
TABORATORIES
INC.

Division of Generic Drug Monographs =- HFD-107 /5%(
Office of Drug Monographs

Rireau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

PHARMACEUTICALS . - ANTIBIOTICS GENERICS

CASTOR & KENSINGTON AVENUES .. .~ PHILADELPHIA, PENNSYLVANIA 19124 . - . 215 CU 6.2220
December 31, 1974

Reference: Hydrochlorothiazide Tablets, U.S.P.
50 mg. C.T. Peach Scored

ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a)(6) --

(i) Designated Distributor:

(ii) Appliéant will conform.
(iii) Distributor's Statement: [::]previously submitted.,

herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

LX_ JLabel(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labeling submission is original Drevised.
-DOSE STRENGTH PACKAGING UNIT
50 mg. i 1000's

Sincerely,

RICHLYN LABORATA

Encl.

AL-FO1 S
6-72 e




NDA ORIG AMENDMENT

Cable Address "RICHLYN"

~° RICHLYN l
LABORATORIES
INC.

Generic Drug Staff =-- HFD-107
Office of Scientific Evaluation
Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

PHARMACEUTICALS ANTIBIOTICS GENERICS g V"\/j

CASTOR ‘& KENSINGTON' AVENUES N PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

f?%gr November 21, 1974

Reference: Hydrochlorothiazide Tablets, U.S.P.
50 mg. C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a)(6) -~

(1) Design_ated Distributor: Spencer-Mead Inc,
Valley Stream;, N Y 11582

(ii) Applicant will conform. :
(iii) Distributor's Statement: npreviously submitted.

[::]hereW1th submitted.
(iv) Labeling (12 copies) herewith submitted thus:

X _JLabel(s) only =-- approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labeling submission is Doriginal revised.
DOSE. STRENGTH PACKAGING UNIT
50 mg., ‘ 100's

Sincerely,

Dlrector Qu’lity Assura

‘2."(97”2

\ ?
Encl, e &0 E é/r,x)ii
AL-F01 a Q:f
6-72 0 <2~¢J
e ;
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@ 83-607

AF 28-724
DEC 2 4 1974

Richlyn Laboratories, Ine.
“tmm‘ Mr. K' w. l‘bou‘
Castor & Kensington Avenues
Philadelphia, PA 19124

Gentlemen:

Reference is nade to your abbreviated nev drug application submitted
pursuant te Seetios 505(b) of the Pederal Yood, Drug, and Cosmetic
Act for Hydrochlorothiazide Tablets, 30 mg.

We acknowledge receipt of your communication dated November S, 1974
pertaining to s distributor.

The application provides for you to market the drug under your own
label. It also provides for you to label the drug with a label showing
the distributor: to be:

-

£
IS
%

He hava éouplezcd our review of this abbreviated new drug application.
However, befors we are able to reach a final conclusion, the following
additional information is nacessary:

That requested in our letter of July 18, 1974, pertaining to
the bioavailability of your foruulation,

It is again suggested that further amendments to provide for additional
distributors not be submitted until the bicavailability status of your
application is clarified.

The material submitted (for this diétributor) is being retained 1in our
files with its review deferred. ;" N

Division of Generie Drug Monographs
Office of Drug Monographs
Bureau of Drugs

| N . BERREay -
: Ry
] f garvin Seife, M.D. -
irector: ’ }744 faﬁZi

:3,']7,
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RESUBMISSION Y
RICHLYN , NDA ORIG AMENDMENT < ===

L' AB OR ATORIES PHARMACEUTICALS ANTIBIOTICS GENERICS
CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 18124 . 215 CU 9-2220

INC.
FPl

Generic Drug Staff -~ HFD-107 I%Lg November 5, 1974
Office of Scientific Evaluation
Bureau of Drugs
Food & Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852

Reference: Hydrochlorothiazide Tablets, U.S.P.
50 mg. C.T. Peach Scored
ANDA #83~607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: npreviously submitted.

herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

LX_lLabel(s) only -= approved neutral (Richlyn) insert w111 be used.
Label(s) & insert;

——
Labeling submission is original Drevised.

DOSE STRENGTH PACKAGING UNIT
50 mg. - 10007s

Sincerely,

g.CEI %
RICHLYN LABORATORIES ‘E;C. 45\

é

- @ pCem—,an,_ oy 87974 ;

Louis P. Cecchini, ®h.D.
Director, Quallty‘Aseurance

Encl. ”§/ QQB
AL-FO1 84 O_ FD
6-72




pursuant to Section 3505(b) of the Federal Yood, Drug, and Cosmetic Act
for Eydrochlerothiaxide Tablets, 30 ng,

We acknowledge receipt of m;mh:um. dated August 7 and 22, 1974,
pertaining to distributors. :

Reference 1s also made to cur letter of August 9, 1974.
m»pliutiénprwuufnyu to market the drug under your own label,

It also provides for you uhhlmdmﬂthahbdthoung the dis-
tributors to be: . '

We have completed ocur review of this abbrevisted mev drug application.
Eowever, before wa are able to rsach a final eomclusion, the following
additional information 4s necessary:

hmmmuo!ﬁput 9, 1974,
Please let us have your response promptly,
Sinceraly yours,
Marvia Seife, X.D.
Director
Cenaric Drug Staff

-~ Ao Office of Scientific Rvalustion
Bureau of Drugs

"ﬂww&‘ Y1 %

......




NDA ORIG AMENDMENT

Vg »

-

| RICHLYN Eﬂﬂ- Coble Address *RICHIYN”

OR(GC

gt PHARMACEUTICALS ANTIBIOTICS CENERICS
LABORATORIES ' -

INC CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

Generic Drug Staff - HFD-69
Office of Scientific Evaluation

Bureau of Drugs August 22, 1974
Food & Drug Administration

5600 Fishers Lane
Rockville, Maryland: 20852

Reference: HYDROCHLOROTHIAZIDE TABLETS
50 mg.
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR§130.9
(a) (6) --

(i)-Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]previously submitted.

herewith submitted.

(iv) Labeling (12 copies) herewith submitted thus:
b3

Label(s) & insert.

Labeling submission is original Drevised.

DOSE STRENGTH PACKAGING UNIT
50 mg. ‘ 100s
1000s
Sincerely,

RICHLYN LABORATORIES p

Encl,
AL-FO01
6~72

Label(s) only ~-- approved neutral (Richlyn) insert will be used.




Hydroth1orothiazide Richlyn Laboratories

50 mg Tablets : Philadelphia, Pennsylvania
ANDA 83-607 AF #28-724

Submission Dated:
October 30, 1974

REPLY TO LETTER FROM THE APPLICANT CONCERNING THE
-~ BIOAVAILABILITY STUDY

1. In my review of the bioavailability study, dated 4/5/74, I had
pointed two deficiencies in the study: ‘

a. individual values of the drug level in the urine were
quite erratic, and in 4 out of 13 subjects the area under
the curve indicated bioavailability from 24 to 60 percent
in reference to Merck's hydrodiuril.

b. The differences detectable at a significance level of
0.05 and a power of the test 0.80 at various sampling times
range from 40% to 100%. The detectable differences at the
same significance level and the power of the test for AUC's,
peak heights and cumulative excretion amount to 50 percent.
These differences are much higher than the customarily
acceptable value of 20 percent detectable differences.,

On the basis of these two arguments the study was deemed unacceptable for
approval. The additional information supplied in this submission viz,
disintegration times and dissolution rates (99 to 100 percent of the drug
in solution in 30 minutes), does meet the compendial specifications and

is acceptable. However, this additional information in no way changes the
conclusions reached in the previous review (by S. Dighe, dated 4/5/75).

2. In the case of 4 subjects who showed low bioavai]abi]ity for the -

Richlyn product, the applicant has submitted, in this lTetter, urinary
output data to demonstrate the effectivgness of the drug. The study

RECOMMENDATION::

The company should be informed that the additional information

in no way changes the conclusions reached about the study in the

previous review. The company should conduct a new bioequivalency

study be determining the unchanged drug in urine or the electrolytes
~ (sodiup, potassium and chloride) in the urine.

Shrikant V. Dighe, Ph.D. -
Biopharmaceutics Review Branch
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RESUBM [SSION o mseen “ncurn

PHARMACEUTICALS ANTIBIOTICS GENERICS m 7
-

| RICHLYN |
LABORATORIES

INC ! CASTOR & KENSINGTON 'AVENUES . Nlﬁomnm. PENNSYLVANIA 19124 T8 CU 82220

RIG AMEN DRENT

Generic Drug Staff -- HFD-107
Office of Scientific Evaluation OCT 30 1974
Bureau of Drugs
Food & Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852
Ref.: Hydrochlorothiazide Tablets, U,S,P.
50 mg., C,T. Peach Scored
ANDA #83=-607
Additional Information Requested
Gentlemen:

This triplicate submission is in response to your 7/18/74 and 8/9/74 requests for additional
information regarding our reference and related (25 mg, strength, ANDA #84-029) products'
biocavailability,

~ has kindly provided his sumary of the
5/21/74 HRC-FDA meeting re subject bioavailability study, aware of, and
has registered no objections to, the contents of this letter which provides:
==our understanding of that meeting's results;
==our interpretations of the study's data and methodology;
~-new analytic approach proposals;
~=additional information; and,
-=our request that DCR and your staff review same with a view toward approval of said study,

HRC=FDA Meeting

DCR now concedes that the maximum analytic sensitivity may be as low as 2.5 mecg, /ml, (vs,
their 4/15/74 judgement of 10 meg, /ml,), Original concerns re "power of the test",
"detectable differences", and erraticism of individual values appear to have diminished
considerably. DCR states that a relative mean bioavailability of 80% (their "cumulative"
calculation: 81.3%) is acceptable in context, However, they maintain that, per their
analysis, apparent relative hypobioavailability of our product in 4 of 13 subjects (their
calculations' range: 247 - 60%) renders the study unacceptable, They suggest that said
disparities may reflect inadequate content uniformity, disintegration, or dissolution
characteristics of our Product. They admit this suspicion is unsupported by data, but
claim they never received pertinent ine-vitro information despite their request for same,
They kindly invite our response re data, analysis, or conclusions,

Our Intergretations of the Data»gggwgggyggglg-“~

Relative Mean Bioavailability., Our calculations, based on "Areasy
are given in Exhibit A, The 4 obvious outliers are Boyce, Chris &$.~’

Shotkosky, However, our calculations are: Srod Y
Non-Cumulative: RCH/MSD = 87.5%; Outlier Range = oved 8 1974 =
Cumulative: RCH/MSD = 86,1%; Outlier Range = LTI ‘ S

in contrast with FDA's (presumably cumulative) figures of: \O2L ; 07,»

RCH/MSD = 81,3%; Outlier Range = f c?f{




Cable Address "RICHLYN"

o RICHLYN
LABORATORIES PHARMACEUTICALS

I D C CASTOR ‘& KENSINGTON AVENUES o PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

i

I

ANTIBIOTICS GENERICS

Generic Drug Staff -- HFD-107 (continued)

Accepting a 4-outlier range of > We submit that the study group mean of 86.1% for
all 13 subjects indicates:
== quite acceptable relative bioavailability (overall analysis);
‘== strong compensating trend in the 9 non=outlier subjects
(6 subjects' ralues ranged from
-~ basis for suspicion that some of the outlier data may be invalid
Oor non-representative; and,
-~ need for alternative analysis,

Maximum Sensitivity. Even with the new figure (2.5 mcg./ml.), 39 of the 208 (16 x 13 subjects)
non-O~Hour HCT concentration data (1/5 of the data and resultant calculations) still fall be=- -
low this limit and are thus of questionable reliability. The reference data loci are given in
Exhibit B. Note this affects almost twice as many RCH data as MSD data, and is particularly
pertinent to most of 's RCH data and all RCH's l-Hour data. We share DCR's
uncertainty in this matter, Retrospect of the analytical methodology reveals the assumption
that high concentrations (12.5-50.0 mcg./ml.) would be found in the 1,2,3,4, and 6~hour samples
and that low concentrations (0.0-~10.0 mcg./ml.) would be found in the 8, 12, and 24-hour samples,
This assumption was implemented by arbitrary use of respective 2 ml, and § ml, aliquots and
standard curves. In review, it is apparent that such pattern was not the case in many instan-
ces, and that said system was inappropriate to all RCH, and all but two MSD, 1=-hour samples,
-nter alia. This system resulted in strong negative bias re RCH data, especially in "outlier"
cases where good urinary output is not paralleled by apparent HCT concentration.

Consider the extreme maximum sensitivity levels thusfar entertained -- the original 10 mcg./ml,
and 0,0 mcg,/ml, Summary non=-O-Hour HCT concentration data reveal that there were the follow=
ing instances of levels reported at less than:

== 10 meg./ml.: RCH-59; MSD=42; Total-101 (almost 1/2 of all data); and

-~ 0.01 mcg,./ml.: RCH-14; MSD-4; Total-18 (almost 1/11 of all data).

In both cases, RCH data (instances) were far more affected than were MSD data (factors of

1.3 and 3.5, respectively).

Thus the outlier data are clearly the least reliable =- due to highest incidence of sub=
maximum sensitivity levels coupled with relatively high urinary output, as well as to use
of inappropriate aliquot volumes and standard curves. Any non-O-Hour value falling below
a maximum sensitivity level (MSL) is, by definition, unreliable., One could argue for arbi-
traty replacement of all such sub~MSL values with '"m" (MSL-0.01) values. One could propose
replacement with "n" (MSL/2) values. In any case, one cannot reasonably accept a '0.00"
value for HCT concentration which, when multiplied by urinary volume (no matter how high),
results in a "0.00" value for HCT excretion,

Obviously, any recalculation with "m" or 'n" values will provide significant, and justifiable,
improvement in the relative mean bioavailability (RCH/MSD) ratios of the outliers. Just as
one conservative example, replacement with "n" (MSL/2) values, where MSL = 10 mcg./ml., results

in an outlier RCH/MSD shift as follows:

-= Mean = 59,6%
which correlates far more closely with the most conservative (0-8 hrs,) values given in
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PHARMACEUTICALS ANTIBIOTICS GENERICS

Generic Drug Staff -- HFD-107  (continued)

Table I under 'New Analytic Approach Proposals'. Cursory projection indicates that "m"
(MSL-0.01) replacement, where MSL = 10 mcg./ml., would provide still higher RCH/MSD values
and still closer correlation with Table I values.

New Analytic Approach Proposals

Regarding an alternative analysis, we suggest the following., Merck's HydroDiurilB is FDA-
recognized as an effective diuretic. 1Its FDA-approved labeling claims action onset at 2
hours, peak at 4 hours, and persistence from 6 to 12 hours. Our test protocol controlled
water intake only up through Hour 8 (120 ml, p.o. per collection; and 1ib thereafter). Since
diuretics are. employed to enhance urinary output volume (and not to remedy urinary:de-
ficiencies of, inter=-alia, hydrochlorothiazide), it seems reasonable to consider urinary
output volume responses to test and reference drugs. We agreed that a clinician would
expect discernable diuresis from even a single 50 mg. dose of this drug. We propose that,
in such context, if urinary response to RCH is comparable to that of MSD, the question of
bioavailability is best answered in terms of bioeffectiveness. Exhibit C presents such
data, scanned at 3 time frames: 0-8 hr. (end of water intake control), 0-12 (end of MSD's
claimed action-persistance), and 0-24 (total study). Our conclusions are:
-- true diuresis obtained in all cases. Following pre-dose fast of 10 hours, fluid intake
was limited to 120 ml. of water each at Hours 0,1,2,3,4, and 6 -- a total of 720 ml. avail-
able in the 0-8 hr. urine collection time frame. The lowest output in this frame was 982 ml.
(1/3 greater than intake); the average output, either drug, in that frame was about 1360 ml.
(almost double the intake).
-~ essential iso-bioeffectiveness (bioequivalency), no matter how

analyzed (time frame, drug sequence group, or collective).
-- the only mild trend distinguished is that the first drug ‘admin=-

istered seems to produce slightly better results,
~- all group averages at all time frames show that MSD sets the

extremes (both highs and lows)=--RCH response is more centralized.
-- in this analysis, the erstwhile 4-outlier level and pattern is

considerably changed as may be seen in the table below.

Table I. - Comparison of Urinary Excretion Volume Data, Hydrochlorothiazide Study

Collection URINARY VOLUME

Period DATA (ml.) R/M

(hr.) RCH MSD (as %)
0-8 984 1284 76 .67,
0~12 1142 1434 79,6%
0=24 1684 1640 102.7%
0-8 1058 1337 79.1%
0-12 1356 1573 86.2%
L 0=24 1638 1725 95.0%
0-8 1400 1722 81.3%
0-12 1762 1962 89.8%
0=24 2458 2860 85,9%
0-8 982 1904 51.6%
0-12 1264 2372 53.3%
0-24 1806 2954 61.1%
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Generic Drug Staff e~ HFDw107 (continued)

Note that the outlier range has gone from - % up to. (0«8 hrs.),
S (0-12 hr.,), and ‘24 hr.). Furthermore, is now the
least dramatic of the outliers (he was previously the extreme -- having exchanged positions
with ! . Still more impressive, the mean outlier R/M value for the 0-8 hr. frame is
72.2%. This should be acceptable, since no objection was raised to 3 R/M value of

131.67% (see Exhibit A).

In short, this-analysis demonstrates. that our product is bivequivalent (isobioavailable) to
Merck's, It also demonstrates that both products affect urinary excretion volume more pre-
dictably than they affect certain optical absorbance characteristics of samples from said
urine,

Additional Information

Our Product's Disintegration and Dissolution Characteristics. Since initial submission
of this ANDA, we have received only one request for technical data on the test lot,

Per 4/25/73 letter (page 2, point 9), Dr. Seife relayed DCR's request for "potency and
content uniformity' data on both test and reference product. Said data were supplied FDA
per our 5/14/73 letter covering submission of HRC's initial report dated May, 1973,

DCR's concern re test product's analytic in-vitro characteristics should be adequately
answered by our Exhibit D, These data, which we gladly would have supplied DCR upon: their
request, profile excellent homogeneity of active ingredient dispersion among tablets with
narrow weight variation and content uniformity ranges. There is excellent agreement among
assays obtained in pre-compression sampling, tablet content uniformity, and composite (tablet)
testing. The tablets disintegrate in 1/2 minute == 60 times faster than the usual require-
ment for such compressed products, and provide an average dissolution of 100.5% (vs. the
usual 607 requirement) at 30 minutes. We project that they provide complete active~ingred-
ient dissolution well before the standard 30-minute test-time., Even assuming rapid gastric
emptying time, we project at least 85% active ingredient dissolution (and presumed avail-
ability for transmucosal absorption) at the ileal level. 1In short, we cannot envision a
significantly more favorable in-vitro profile for such a product,

Lest even Exhibit D data be considered too thin, we enclose Exhibit E, based on 20 lots of
subject product, and involving disintegration time (av.: 1/2 min.), dissolution (av.: 97.6%/
tablet at 30 min.), content uniformity (av.: 100.3%/tablet), and composite assay (av.: 99.,4%/
tablet) values obtained on a total of 840 tablets tested.

Our Request for Review and Approval of Study

1. Employing the original HCT excretion data (unadjusted re MSL) and DCR's most critical
analysis, our product still passes DCR'S minimum acceptance limit of 80% for mean cumula-
tive relative bioavailability with an R/M value of 81.3% (DCR's calculation) or 86.1% (our
calculation)., -

2. The question re HCT excretion outliers —= presumably defined by DCR as about T 40%

deviation from analog values (their 4/15/74 letter and acceptance of an R/M value of 131.6%)
is resolvable in three ways:
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PHARMACEUTICALS ANTIBIOTICS GENERICS

Generic Drug Staff - HFD-=107 (continued)

-- employing conservative adjustment ("n" = 5; MSL = 10 mcg./ml.) of the HCT excretion
data, the erstwhile outlier group's mean cumulative relative bioavailability (unadjusted
value: 447) is recalculated to an R/M value of 60%, thus passing DCR's minimum acceptance
limit; or

-~ employing the most conservative (0-8 hr.) analysis of urinary excretion volume data,
the mean cumulative relative bicavailability for the "outlier" group is calculated to an
R/M value of 72% (well above DCR's lower limit); or,

-- comparison of the last 3 cited R/M values indicates far closer agreement between the
excretion volume values and the adjusted HCT excretion values than between the former and
the unadjusted HCT excretion values. It is hard to see how a 44% "available'" drug can pro-
duce a 72% diuretic effect. Although it is easier to accept the 607 "availability"-72%
diuresis spread, we frankly have more confidence in the much simpler and more ¢linically
pertinent measurement of urinary excretion volume, DCR has apparently regained its orig-
inal respect for the latter approach. FDA's 8/16/74 letter re our Trichlormethiazide
Tablets, 4 mg. (ANDA #83-967), recommends use of the diuresis (biceffectiveness) study
approach in support of isobioavailability claim.

3. When all subjects' average urinary excretion volume data in the most conservative (0-8 hr.)
time frame are compared =-= RCH:1358 ml.; MSD:1368 ml, -~ the overall mean cumulative relw-
ative bioavailability is calculated to an R/M value of 99.37% (virtual identity).

4. Part of the HCT excretion analytic methodology and calculations have been shown to be
inadvertently fallacious, resulting in significant, selective, negative bias re RCH
"outliers'". The latter cease to be outliers when conservative and justifiable adjustment
of HCT excretion data is applied. . This equalizing trend is carried to RCH-MSD parity when
urinary excretion volume data are compared (i.e., isobioeffectiveness = isobioequivalency =
isobioavailability),

5. The probability of isobioavailability is further supported by extensive and detailed
presentation of pertinent in vitro data on more than 800 subject tablets manufactured and
tested by Richlyn, \

In answer to your specific inquiry (7/18/74 letter), the hydrochlorothiazide (active ingred-
ient) used in producing this study's clinical supply of Richlyn product (Lot #25785) was our
control #20357, " . control #5062, and was manufactured by _

. All this is as stated and certificate-evidenced
in our 5/14/74 (FDA-=received 5/16/74) and 5/16/74 (FDA-received 5/20/74) submissions in re-
sponse to your prior inquiries, :

Ok %k %

We request that this response be accepted, by reference, as reply to your 6/12/74 inquiry re
our 25 mg. strength tablet of the same item (ANDA #84-029) since the subject is identical.




~ RICHLYN | R R
L ABOR ATORIES PHARMACEUTICALS ANTIBIOTICS GENERICS

l b C i CASTOR & KENSINGTON AVENUES . PHILADELPHIA. PENNSYLVANIA 19124 . 215 CU 9-2220

Generic Drug Staff -- HFD-107 (continued)

dokw kR

We appreciate this opportunity to respond (delay occasioned by regulatory agency inspections
| and by the time needed to fully review the subject). 1In summary, we respectfully submit that
| this study does demonstrate isobioavailability and accordingly should be approved.

Sincerely,

RICHLYN LABQ

E. W. Rebollo
Vice President

Enc.: Exhibits A-E

EWR:tp
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PHARMACEUTICALS ANTIBIOTICS GENERICS

CASTOR ‘& KENSINGTON AVENUES v PHILADELPHIA, PENNSYLVANIA 19124 215 CU 9-2220

Reference:

Hydrochlorothiazide Tablets, USP
50 mg. C.T. Peach Scored

ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR§130.9
(a) (6) --

(i) Designated Distributor:

(ii) Applicant will conform.

(iii) Distributor's Statement: [Eg]previously submitted.

[::]herewith submitted.,
(iv) Labeling (12 copies) herewith submitted thus:

| X |Label(s) only -- approved neutral (Richlyn) insert will be used.
iLabel(s) & insert.

Labeling submission is i Ioriginal revised.

DOSE STRENGTH PACKAGING UNIT

50 mg, 1000's

Sincerely,

RICHLYN LABORATORIES,

L %%M\/\

« Kalmanor

Director, Quality

Encl.
AL-FO1
6-72

i
L -




Reference is -ndc ts your abbreviated maw druj spplication submitted
pursuant te Section 505(b) of the Federal Yood, Drug, and Cosmetic Act
for Hydrochlorothiaxide Tablats, 50 ng. ‘

an.havldn'nedp’t of yut mum dated May 283 and May 30,
1974, pertaining to distributers. - - ~ ,

mmmmmlnyﬁummmwcmmw.
Itdnpmﬂulnmuhbdthdmﬂthnhmmmdh—

We have completed mr review of this abbreviated nev drug application.
» baforov.auabhuuuhatinl eonclusion, tha following
additional information is necessary: : R :

That requested is our letter ef July 18, 1974, pertaining to the
bicavailability of your Imhtienf / '

It is also suggested that tmhr amendments u‘provuc for additional
distributors not be submitted wntil the bioavailability statis of your

The material sulmitted (for distributors) is being :cuiud h our f1les
with its review defarred. St S A

irector

Ganerig Drug Staff
Offise of Scientifie Evaluation
Juresu of Drugs

s (¥

e
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Hatiid b e bie address "RICHLYN”

NDA CRi

- RICHLYN }
LABORAyPORIES PHARMACEUTICALS ANfIBIOTICS GENERICS @M_L
ING CAsTon & KENSINGTON- AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 Lo as o220

May 30, 1974 FP |
Generic Drug Staff - HFD=69 ‘ L,
Office of Scientific Evaluation
Rureau of Drugs
Food & Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852

Reference: pygrochlorothiazide Tablets, USP.
50 mg, C,T. Peach Scored
ANDA #83=607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR§130.9
(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]previously submitted.
[::]herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:
[E;:Iabel(s) only ~- approved neutral (Richlyn) insert will be used.
|Label(s) & insert.

Labeling submission is Original Drevised.

DOSE STRENGTH PACKAGING: UNIT
50 mg. ‘ 100s

Sincerely,

RICHLYN LABORATORIES,

P Coetin
L. P. Cecchini, Ph.D.
Director, Quality ‘Assurance

LPC/

Encl.

AL-F01
6-72




NDA ORIG Atiziumcis s g;’/
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' RICHLYN l FPE Coble Address *RICHLYN" . ,.\«
LA:‘B ORATORIES PHARMACEUTICALS ANTIBIOTICS GENERICS -
INC.

Generic Drug Staff -- HFD-69

Office of Scientific Evaluation

Bureau of Drugs : |
Food & Druyg Administration

5600 Fishers Lane

Rockville, Maryland 20852

CASTOR & KENSINGTON AVENUES . PHILADELPHIA; PENNSYLVANIA 19124 . 215 CU 9-2220

May 23, 1974

Reference: pydrochlorothiazide Tablets, USP
50 mg. C,T, Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a) (6) -~

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]previously submitted.
herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:
Label(s) only -- approved neutral (Richlyn) insert will be used.

Label(s) & insert.

Labeling submission is E]original revised.

DOSE STRENGTH PACKAGING UNIT
50 mg., ) 100s
Sincerely
RICHLY INC.
=X

DirRegor, Quality Absurance
LPC/ % )
Encl.

AL-FO1

6-72 ¥ \“; - ;i ;”
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Reference 1s made to your abbrevisted new drug application sabsitted
pursuant to Beetion 305(b) of tha Federal Yood, Drug, and Cosmetic Act
for Hydrochlorothiazide Tablets, 350 ng. e

We acknowledgs receipt of your communication dated May 16, 1974.
This commnication: ‘

A. In regard to distributors (1) withirsws material pertaining to
¢ . with the option of resubmission and (2) clarifies
your intentions re labaeling for others, fneluding the proposal to

separats for different potencies of the drug.

B. In regard to testing, motes (1) yeur revision of the cartification
to be usad on your behalf by outside testing labs as per section 314.1(f)
of the regulations (21CFR) and (2) your esmitment te yourself to parforam
full compendial testing, as per USP IVIII for both the active ingredient
and drug dosage form.

C. In regard te bosvailability, notes (1) your proposal to provide for
hydrochlorothiazide from two msmifactursrs and (2) request a conference
betwesn representatives of the Division of Clinical Ressarch and those

from ‘ = " 7 7 (responsible for your bicavailability study).

We have sompleted our review of this abbreviated new drug application. How-
ever, before we are abls to reach a final eonclusion, the following sdditional
information is necessary; : : -

Re C(1) above, clarificatiom nmdm the source of the hydrochlor-
othiazide used in the bioavailabilicy study,

Please let us have m responss promptly, ~ V"

N e 7//37/76/

Ceneric Drug Staff
t  Office of Bcientifie Evaluation
Bureau of Drugs =

-
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Cable Adaress "RICHLYN”

| . ,
RICHLYN | NDA ORIG ALIENDIAZHT
e~ I PHARMACEUTICALS ANTIBIOTIC E
LABORATORIES
INC l CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU '8.2220
S May 16, 1974
Generic Drug Staff -- HFD-69 é£2>1/tj?/
Office of Scientific Evaluation PR

Bureau: of Drugs

Food & Drug Administration
5600 Fishers Lane
Rockville, Maryland = 20852 :

Ref.: Hydrochlorothiazide Tablets, 50 mg,
ANDA #83-607
Additional Information Requested

Gentlemen:

This triplicate submission is in response to your 4/5/74 and 5/9/74 requests
for additional information.

(Additional Distributor). Said proposed distributor improperly
submitted their statement to you and their labeling specimens to us. We have
been holding their labeling, pending receipt of statement, so that both might
be reviewed and properly co-submitted. We have requested them to re-execute
said statement and send it to us so that normal procedure may ensue,

Certification Statements, Outside Testing Facilities. We confirm your 4/5/74
acknowledgement that this point is now moot in view of our full and employed
context analytic capability. However, since said statement format apparently
disturbs FDA, we have reviewed it for the third time in the hope of reconciliation
applicable to other ANDAs, We enclose a copy of the statement, marked to indicate
that the bracketed sections provide verbatim or essential transcription of

21 CFR 130.4 (£)(1)(iv) =-- (now recodified as section 314.1). The replacement

of the phrase "...the manufacture, processing, packing, and holding of the drug...,"
with the phrase ".,.our testing of (:Product Name) to determine whether it meets
the requirements currently stipulated by (:Identity of Analytic Reference)" is

in complete accord with FD-356H Form's terminal admonition re a willfully false
statement, Such contracting laboratories can certify CGMP compliance only re
their context involvement which is specified in detail in the latter half of

the statement. Our review of this matter indicates that a full verbatim recit-
ation of subject CFR section for such a laboratory service would be irrelevant,
improper, and illegal., We believe our form complies with the full letter and
spirit of reference section and CGMP. We await your response,

Suppliers' (Manufacturers') Certificates of Analysis. Enclosed are cgpie
of said certificates for subject raw material as follows: ‘ t.7\2>\“\

Supplier N

Supplier's Control No. \

Manufacturer , YR

Manufacturer's Control No. <

Richlyn's Control No. f\é

*Supplier's identification oi wanuiaciurer aiso enclosea, « re
i Please note prior submission of our laboratory's analytic result;>&éb;h' . <2;¢

et

above lots, as "Exhibit A" (page 3 of our 2/11/74 communication), .




generic Drug Staff -- HFD-69, OSE
May 16, 1974
Page 2

Additional Distributors' Statements. Per our original (10/8/73) general

agreement to "strength-split" certain ANDAs, we have been requesting and submitting
new labeling and statements per such split-offs upon receipt of your letters
assigning new NDA numbers to same. Some such amendments have already been
submitted for this Application, As previously noted to you, our transition

system is geared to time of true next printing and/or next customer order.

The resultant time lag will be minimized by us wherever possible.

Bioavailability. We acknowledge 4/19/74 receipt of Dr. Seife's 4/15/74 letter
relaying DCR's long-awaited comments on this study. Their conelusion ("un-
acceptable and unapproved"), aside from being disappointing, is surprising when
one considers that the entire protocol was pre-approved by DCR (per one set of
specifications which were understood and met).

One year after study report submission, DCR appears to reject its own contract-
validated analytic methodology (our study, incidently, was performed by the same
laboratory employed by DCR for said validation), ignores the satisfactory
results of the ANOVAR that they stipulated, cites "erratic" results unilaterally,
and now claims that a new criterion of '"20% detectable differences at a 'p!

level of 0.05 and a test power of 0.80" can be achieved only by increasing the
size of the subject population.

Basically, we and the contract laboratory N
not agree with DCR's calculations, new criteria, interpretations, conclusion,
and recommendation, The most serious problem is DCR's latest claim that the
maximum analytic sensitivity is 10 mcg./ml. Conservative in vitro calculations
(based on 50 mg, stat dose, 2000 ml. urine output per day, 5 ml, urine aliquot,
and 13 ml, of final sample solvent) indicate:

50000 mcg. x 5 ml,

2000 ml, x 13 ml.

~-""clearly" less than the 10 mcg./ml. minimum. This would surely affect the
reliability of at least the 0,1, 2, 8, 12, and 24-hour sample data,

= 9.6 mcg./ml.

Thus, if DCR is correct re the maximum sensitivity (we dispute same), then
DCR never should have approved the analytic methodology that they themselves
had validated, Still more important, if the test is inadequately sensitive,
how can more unreliable data from more subjects provide ultimate reliability?

Representatives of an imminent meeting with DCR
personnel to discuss (and, hopefully, satisfactorily reconcile) this matter.
Naturally, we will advise you of the results of such discussion.

Sincerely,

RICHLYN LABORATORTES, INC.

E. W. Rebollo,
Vice President




] yn 1 tos, Ingi L MAY 0 9 1974 9
.. - Atteatiom: .Mr. K. ¥, Rebollo ' s

. Philadelphis, PA 19124

Centlemen:

Reference is made tom sur abbreviated nev drug applieation submitted
pursusnt to Sectiom 305(b) ef the Federal Yood, Drug, and Cosmetic Act
for Bydrochlorothiaszide Tablets, 56)3‘.” v

Ve acknowvledge receipt of your commnications dated (1) March 25, 1974,
smending the application (2) an uandated bioavailability statement SRR
(received on March 20, 1974)-—subnitted on your behalf 15 4

| (3) March 15, 1974, pertaining to
a dhmum‘ : :

The application provides for you to market tha drug under your own hbd;
Itnhopmﬂutormuhbdmm;uzbnhmmmm—*
tributor to be!

Ve have completed our review of this abbreviated mew drug spplication. : 3
However, bafore we are able to reach a final econclusion, the following ' :
additional infermation is necessary:

1. Adequate "lnca to assure the bioavailability of your preparation,
~ simce we mote that the part of your material pertaining to bio-
availabiiscy wes disapproved in a letter of April 15, 1974.

2. That prsviously requested,
Please lat us have ';cut response promptly. /7

'/ Mmrvin Beife,"M.D. ~ / 9/751

Director ;
Generic Drug Staff ; i

74 Office of Scientific Evaluation : :
Bureau of Drugs

e

)




Iy RIGHLYN l Coble Address "RICHLYN” :
LABORATORIES PHARMACEUTIGALS ANTIBIOTICS GENERICS ARG

I}SI(] | CASTOR & KENSINGTON AVENUES ~ + - PHILADELPHIA, PENNSYLVANIA 19124+ 215 CU 82220
.

MAR 25 1974
|

Generic Drug Staff «- HFD-69
Office of Scientific Evaluation
Bureau of Drugs

Food ‘& Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

| ORIG NEW CORRES :

Ref,: Hydrochlorothiazide Tablets, U.S.P.
50 mg., C.T. Peach Scored
ANDA #83=607
- Additional Information Requested
Gentlemen:

This triplicate submission is in response to your 3/11/74 request
for additional information, - Your requests re the: 25 mg, strength
(NDA #84-029) are answered under separate cover, referenced per
latter designation.

To our best knowledge, all additional information requested to date
has been supplied. This includes our 3/4/74 response to your 2/26/74
letter re, inter alia, the wholesaler distributor (not repackager/
relabeler) status of iboratory, Inc. in context of this
Application,

We have reviewed this subject jacket and conclude that prior (through
3/4/74) submissions, as supplemented by this response, provide more
than adequate basis for ‘approval of this Application which was origin-
ally submitted as a collective ANDA one year ago (3/22/73).

Sincerely,
HLYN LABORATORJIES, INC.

E. W. Rebollo
Vice President

EWR:tp




i G/uF- NDAORIG AMEHDHEAT =
RICHLYN l F Lilr Cable Address "RICHLYN"

LKBORA'FORIES PHARMACEUTICALS ANTIBIOTICS GENERICS
INC.

Generic Drug Staff =« HFD=69
Office of Scientific Evaluation
Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

March 15, 1974

Reference: Hydrochlorothiazide Tablets, U.S.P,
50 mg., C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR§130.9
(a)(6) --

(i) Designated Distributor:
' 158

R S

aA

(ii) Applicant will conform: .
(iii) Distributor's Statement: [:E]previously submitted.

herewith submitted,
(iv) Labeling (12 coples) herewith submitted thus:

X |Label(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.
Labeling submission is [::]original [E:]revised.

DOSE - STRENGTH PACKAGING UNIT

50 mg, 1000's

Sincerely,

ni,
1\allt:y Assurange
LPC/ mes
Encl. //
AL-FO1 _ ‘>/

6-72




'NDA 83-607

Richlya Laborsteries, Ime. =
Attentien: Mr. E. W. Rabells =
Philadelphia, PA 19124

Centlemen: = : T e

" Beferencs is nade to your abbreviated nev drug \nﬁnu‘tinjuhitm
pursusut to Sactioa 503(d) of tha Federal Pood, Drug, and Cosmetic
Act for nydrochlontuum Tablets, SD ng. :

Ve acknovledge recaipt of (1) your communications dated February 11 and
Mareh 4, 1574, smending the application end (2) an undated distributor's
statament (received on March 12, 1974)——oubmitted eu your bebalf by
Genava Generies of Detroit, MI.

~.<‘(/‘,“.‘\, >

Ve have complatad our review eof this abbreviated new drug appliecation.
Bowaver, before we are able to reach & finsl conelusion, the following
additional information is necessary: e
1. Additienal information—~fucluding labaling et al—from the
above distributer. R
2. Certification statements, in the language previcusly transmitted
to you—-from outside testing facilities——-although we mote your
comuitment to parform the requisite procadures ysurself,
3. Suppliar(s) certificates of analysis, as per the yefarence
in your communication ef Pebruary 11; and your own results
for thess lots. e

Please let us have your responss promptly. ‘ -
it $incersly yours, |

/S/

!lﬂi‘ ‘.1‘.' !;n-

Director

Genarie Drug Staff

Office of Scientific EZvaluation
Bureaw of Drugs

1141

S g A




R R

Richlyn Laboratoriss, Ine. RRrce e

Attention: Mr. R. W. Rebolle = v ~APR 0 5 1974
, Castor & Keasington Avenues = ST A ‘
o - '¥ailadelphis, PA 29124 - . oG

Gentlenent

Baferencs is made to your abbmiatci w drug appuutian submitted -
pursuant to Section 505(b) of tha Federal Yood, Drug, and Cosmetic
Act for Hydrochlorothiaszide rahhtg. 30 ug.

We acknowledge recaipt of (1) your communications dated February 11 and
March 4, 1974, smending the application and (2) an undated distributor's
statemant (receivad on March 12, 1974)-——submitted on your behalf by

We have completed our review ef this abbreviated new drug spplication.
However, befors we are able to reach a fiual conclusion, the following
additional information is necessary:

1. Additional information---inelwding labeling et al-—from the
above distributor.

2. Certification statements, in the lasguage previously transmitted
to you-——from outside testing facilities——altheugh we note your
comuitmant to perform the requisite procedures yeurself.

3. Supplier(s) eertificates of analysis, as per the geference
in your eommunication of February 11; and your own results
for these lots.

Please let us have your ruponai promptly. - ; .
Sincerely yours,

Marvin Seife, M.D.
: Director
- ~ Genasriec Drug Staff ‘
Office of Scientific Evaluation
'1/74 Bureau of Drugs :




Generic Drug Staff -- BD-69
Office of Scientific Evaluation
Bureau of Drugs
Food & Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852
Re: Hydrochlorothiszide Tablets, U.S.P.
50 mg. C.T. Peach Scored
ANDA #83-607

Gentlemen:

The undersigned, regularly and lawfully engaged (IN CONTEXT OF THIS APPLICATION ONLY)
as a __ repacker*, _ relabeler*, X wholesaler, _ retail pharmacist, other (specify):
» in the handling, distribution, or dispensing
of prescription drugs, hereby agrees to use only the labeling upon which ANDA #83-607
has been or will be approved in connection with the distribution of Hydrothlorothiazide
Tablets, U.S.P., 50 mg., C.T. Peach Scored purchased from Richlyn Laboratories, Inc.,
“astor & Kensington Ave., Phila., Pa. 1912k,

*We hereby certify that the methods used in, and the facilities and controls used for,
the processing, packaging, and holding of the drug are in conformity with current good
manufacturing practice in accord with 21 CFR Part 133 of the regulations.

We further agree that no changes will be made in such labeling or any other printed
material used in the connection with the distribution of the drug other than that set
forth in such new drug application, as approved. In the event that any changes are
proposed in such labeling, they will first be submitted as an amendment and/or supple~
ment to the said new drug application and will not be used or otherwise distributed
until or unless the amendment shall have been approved. :

We understand that the right to distribution of this drug, a "mew drug" under the
Federal Food, Drug and Cosmetic Act, by the undersigned, is rermitted only as an
amendment to the new drug application when and as approved. In the event that we
should market the drug supplied by any other source, we understand that we cannot
rely on the said new drug application, but must in that event make other arrange-
ments as far as the new drug provisions of the Act are concerned. . S




Yol Awsm =
RICHLYN | z RESUBS 1515y cove e meners

LABOR ATORIES - PHARMACEUTICALS  ANTIBIOTICS  GENERICS
I_N C ! CASTOR & KENSINGTON "AVENUES . PHILADEE,Ng RW;Y:‘YQ'"?"?"?:;D!;I]EWTD o

MAR 4 1974

Generic Drug Staff -- HFD=69
Office of Scientific Evaluation
Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland @ 20852

Ref: Hydrochlorothiazide Tablets, U.S.P.
ANDA #83-607
Additional Information Requested

Gentlemen:

This triplicate submission is in response to your 2/26/74 request
for additional information.

Please note that the distribution=-statement dated 1/18/74 for

Robinson Laboratory, Inc, references the latter solely as a wholesaler

distributor (not as a repackager/relabeler)., Thus, no separate

ANDA for same is required,

Re "additional information previously requested", please see our:
2/11/74 submission (all answers re 50 mg. strength); and,
2/13/74 submission (full separate ANDA re 25 mg. strength),

We respectfully submit that both ANDAs are now approvable.

N : ‘ Sincerely,

\ | R LABORATORIES,) INC.
. s
et \< .

EWR:rb
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I Coble Address “RICHLYN"
RICGHLYN ! CALS  ANTIBIOTICS GENERICS Vo
s ] PHARMACEUTI e
LABORATORIES
INC I CA_STOR & KENSINGTON: AVENUES . PHILADELPHIA,. PENNSYLVANIA 19124 . 215 CU 98-2220
|
FEbWZ\% 5 E” »}ﬁ&‘i‘?i@;”/’? J
g S8y
Generic Drug Staff -- BD=69 YUENT

Office of Scientific Evaluation

Bureau of Drugs

Food & Drug Administration o i -
5600 Fishers Lane

Rockville, Maryland 20852

Ref: Hydrochlorothiazide Tablets
ANDA #83-607
Additional Information Requested

Gentlemen:

This triplicate submission is in respomse to your 12/26/73 and 1/7/74 requests
for additional information.

1. The supplier ‘active ingredient used in the bioavaile~
ability study informs us that subject manufacturer was:

'2515).
For response to your request for physico=-chemical data comparison of active
ingredient as received from original ind alternate ¢ _
suppliers, please see attached Exhibit A. Note that the lot of material

referenced is the same as that used in formulating the finished dose units

employed in our bioavailability study. Both suppliers' certificates of analysis
certify compliance with U,S.P, specifications. For additional evidence of
equivalency, we again refer to xi's authorization (their 9/17/73
letter) of your reference to their Master Fi’ on our behalf ip this context.

We have reviewed the certification statements from analytical laboratory contractors.
These statements were revised per your 9/17/73 comments, submitted 10/11/73, and
receipted 10/18/73. They comply with the appropriate regulatory section =-- 21 CFR
130.4 (£) -- particularly subsection (1) (iv) as affected by subsections (1) (iii)
and (1) (v). They recite the applicable terminology, specify conditions and extent
of the contract, and stipulate the item to be tested as well as testing methodology
and specifications, 1In fact, the statements exceed the requirements., We see no
basis for amplification.,




e

* Generic Drug Staff =-- BD=-69

Office of Scientific Evaluation
February 11, 1974
Page 2

We now possess a R _ 7. -and: have validated our
ability to employ same in context analysis. Accordingly, we can and do agree
to complete U.S.P, testing of the drug dosage form. Use of the alternative
(content uniformity) methodology will be limited henceforth to optional,
additional testing.

We await with interest DCR's evaluation of subject biocavailability study
(latest re-analysis submitted 10/11/73, receipted 10/18/73)., We trust it

will be favorable, permitting approval of this application which was originally
submitted 3/22/73.

Sincerely,

RICHLYN-LABORATORIES, INC.

| i
/N2
E. W. Rebollo,
Vice President

EWR:rb
Enc. Exhibit A

A
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. MAR 111574

. Richlyd Laboratortes, fac. . i
Attention: - Mr. B. W. Rébolle - . e

Castor & Kenaington Avenuss : s ’

Philadelphia, PA 19124 ~

SR :
STy

Centlemen: S il ' ; v
Refergnced 1s’ nade to ,yﬁu;'\ abbnﬂated newv drug application submitted N
pursuant to Seation 305(b) of the Federal Pood, Prug, and Cosmetic N
Act for Bydroehlom:hiuidd"hblotu, 30 mg. ‘ N

Ve acknowledge rc;eei‘p: of yout éciigntcation dated Pebruary 6, 1974, \\ -
amending the application with information pertaining to a distributor. ‘\\;

Reference is also made to our h::q;g;gh;ough February 26, 1974. .

~ e R

It alsa providhcvfé;'tii; ‘E;pack.?ér)rilgbglcr to ba:

and the trade name to be S
We have completed our review of this abbreviated nev drug application. ' L
‘However.ﬁefonvn are able to reach a final conclusion, the following ~ ~ ST
addition l information 1s necessary: X ’_, E AR T 3 ' :

That previously requested. R el N

\
\

We call to your attention our comments of February 26, 1974, regarding \\ RS
the auitability of including infdrmation pertaining to In this \ '
application, RN RIREE R ‘ T : =
) E

Ve also note your subnission of a separate new drug application---with '
the reference number 84-029-—-for the 25 mg. potency; and request that,
labeling ogiginally submitted herein for that potency be resubmitted in'
connection with that application. : ;
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RICHLYN l ’ n o Cable Address “RICHLYN"
LABORATORIES rancenons  WRRASIS FaaadifENT

INC CASTOR - & KENSINGTON 'AVENUES . PHILADELPHIA; PENNSYLVANIA 19124 . 215 CU 8-2220

Generic Drug Staff =« BD=69
Office of Scientific Evaluation
Bureau of Drugs

Food & Drug Administration

5600. Fishers Lane

Rockville, Maryland 20852

February 6, 1974 ﬁ;qj

Reference: Hydrochlorothiazide Tablets, U.S.P,
50 mg,, C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR8130.9
(a)(6) =--

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: previously submitted.

herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

Label(s) only =-- approved neutral (Richlyn) insert will be used.
|Label(s) & insert.

Labeling submission is [Ezloriginal [::]revised.
DOSE STRENGTH PACKAGING UNIT

50 mg, A 100's

Sincerely,

CU
G
D
.
RICHLYN LABORATORIES, I ‘70 og 2

Ty 2 “ i
L. P. Cecchini, Ph.D.

Director, Quality Assurance
LPC/ mes

Encl.
AL-F01
6-72
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-Richlyn Laderatories, Ind. S

. Attention: Mr. X. W. Rebollo

. Castor & K Avenuss'
. Philadelphis, PA 19124 < -

pursuant to Section 305(d) of the Federal PFoed, Drug, and Cosmetic Act
for Bydrochlorothhndg Tablets., o - T

Ve acmhdgo tocdpt of ym wum dated January 22 (three)
and Jacuary 28, 1974, susnding the application with information pertain-
ing to distributors. - .

Raference 1s also made to our letters through Yebruary 6, 1974.

Tha application provides for you to market the drug under your own label.

It also provides for Yyou te label the drug with a label showing the dis-
tributors to be: .

It also provides for tha rcpach;cr/rchydcr to be:

Ve have completed our review of this abbreviated pew drug application.
Howevar, bdmnmnbhmmch:ﬂul eonclusion, the following
additional hfomt:l_on is Becessary: SRR




\(. Marvin Selfs, H.D: / 2( ?(7L

Directorx

da »
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LABORATORIES

SRS Rl DA ORIG AMENDN T =

Coble Address "RICHLYN"

RICHLYN

PHARMACEUTICALS ANTIBIOTICS péENERICS

INC.

Generic Drug Staff -« BD-69
Office of Scientific Evaluation
Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

January 28, 1974

Reference: Hydrochlorothiazide Tablets, U.S.P.
50 mg. C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE§130.9
(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: previously submitted.

[::]herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

X ]Label(s) only -- approved neutral (Richlyn) insert will be used.
|Label(s) & insert.

Labeling submission is [}:]original [::]revised.
DOSE STRENGTH PACKAGING UNIT

50 mg. ’ 100's

Sincerely,

.“
RICHLYN LABORATPORIES, TN

wir

7 ; ]
L. P. Cecchigi, Ph.D.{® FEB 11974
Director, Quajity Ass@gynce

LPC/ mes : 2

Encl. - A\

AL-FO01 T

6-72




NDA ORIG AMENDMENT <.

e :

, RICHLYN , Cob s
LKBORA'TORIES PHARMACEUTICALS ANTIBIOTICS GENERICS ,"r‘PiYJ

CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 n J215 CU 9.2220

INC.

Generic Drug Staff =~ BD=69
Office of Scientific Evaluation
Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

January 22, 1974

Reference: Hydrochlorothiazide Tablets, U.S.P.
50 mg., C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a)(6) --

(1) Designated Distributor:

-

(ii) Applicant will: conform.
(iii) Distributor's Statement: [::]previously submitted.

: herewith submitted,
(iv) Labeling (12 copies) herewith submitted thus:

Label(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labeling submission is original Drevised.

DOSE - STRENGTH PACKAGING UNIT

r——!

50 mg., ' 100's

Sincerel)k;;,-,w RE 5\ .

RICHL
L. P. C
Director
LPC/ mes
Encl.
AL-FO01

6-72

“

et




j‘. \ NDA ORIG AMENDMENT Ohie &

) . RICHLYN l Cable Address "RICHLYN”
LABORATORIES
X: INC.

<T: Generic Drug Staff == BD=-69

1]
PHARMACEUTICALS ANTIBIOTICS LEENERICS

CASTOR: & KENSINGTON - AVENUES R PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

January 22, 1974

Office of Scientific Evaluation
Bureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

Reference: Hydrochlorothiazide Tablets, U.S,P.
50 mg,, C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR§130.9
(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]previously submitted.

herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

X |Label(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.

Labeling submission is original Drevised.

DOSE STRENGTH PACKAGING UNIT

50 mg, : 1000's

LPC/ mes
z Encl.
AL-F01
6-72




i o
DA ORIG AMENDMENT LAE e
NDA ORIG AMENDMED
l H Cable Address “RICHLYN"

| RICHLYN
LABORATORIES
INC.

Generic Drug Staff =< BD=69
Office of Scientific Evaluation
Biureau of Drugs

Food & Drug Administration

5600 Fishers Lane

Rockville, Maryland 20852

P

PHARMACEUTICALS ANTIBIOTICS " *~ GENERICS

CASTOR & 'KENSINGTON AVENUES . PHHLADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

January 22, 1974

Reference: Hydrochlorothiazide Tablets, U.S.P,
50 mg., C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR€130.9

(a) (6) -~

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: , lpreviously submitted,

]X lherewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

X_JlLabel(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) ‘& insert.
Labeling submission is [EZ]original [::Jrevised.

DOSE  STRENGTH PACKAGING UNIT

50 mg, ' 1000's

LPC/ mesg

Encl.

AL-F01
6-72




R it

B g o

NDA B3-607/5-001

" Richlyn Laboratorfes, Inc.

Attentfon: Mr. Loufs P. Cecchinf -
Castor & Kensington Avenues - -
Phﬂndc)»phirn. PA 19124

Gentllnen;4

. Reference is made to your supplement dated June 16, 1977 regardig?b f\
0

abbreviated new drup application submitted pursuant to Section 50
the Federal Food, Drug, and Cosmetic Act for Hydrochlorothiazide Tablets,

The supplemental application provides for you to tg:’l 100 (but not 1000)
tablet containers with a label showing the distr{ r to be:

We have completed the m{eu) of tM: supplemental application and it {s
approved. Our letter of June 6, 1977 detailed the conditions relating
to the approval of this application.

Promotion of a product marketed under an abbreviated new drug application
must not convey the impression that the product {s a new entity.

We are enclosing with the copy of this letter to the distributor the
conditions relating to the approva)-pf this appljcation. /N

et

~{in Seffe, MID.
rector
Division of Generic Drig Monographs

CWWV"""“J\ 6=te” 1 - Office of Drug Monographs

( /S/ ;\ / ?/77

Bureau of Drugs




RICHLYN

( ﬁu@ |

LABORATCRIES
INC.

Coble Address
PHARMACEUTICALS ANTIBIOTICS GENERICS
CASTOR & KENSINGTON AVENUES PHILADELPHIA, PENNSYLVANIA 19124 215 €U 9.2220
Attn.: Document Control Room #16-72
JUN 16 1877

Bureau of Drugs =-- HFD-530
Food & Drug Administration

5600 Fishers Lane
Rockville, Maryland 20852

Reference:

Gentlemen:
The attached'triplicate submission

(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement

(iv) Labeling (12 copies) herewith
Label(s) only =-- approved nettral

|Label(s) & insert.
Labeling submission is original D

X

[]

DOSE: STRENGTH
50 mg.

Encl.
AL-<F01
6-72

L3 /BT . :\:s«.«g/déz &

/Qu 1d . qc S 'J/-;th

Hydrochlorothiazide Tablets
50 mg., C.T. Peach Scored

ANDA #83-607

Supplemental Application
Additional Distributor

provides supplement per 21CFR§130.9

[::]previously submitted.
herewith submitted.

submitted thus:
(Richlyn) insert will be used,

C:><iiuaﬁf>czaooﬁon;»
Louis P. Cecchini, Ph.D.
Director, Quality Assurance




NDA B3-607/5-002

Richiyn Laboratories, Inc. &
Attn: Nr. Louis P. Cecchinf = =
Castor & Kensington Avenues
Philadelphia, PA 19124

Gentlemen: ‘

R&fennee 1s made to your supplement dated Juné 16, 1977 ngardin? r
abbreviated new drug applicatfon submitted pursuant to Section 505(b) of

the Federal Food, Drug, and Cosmetic Act for Hydrochlorothiazide Tablets,
SO0mg. R T T s

The supplemental application provides for you to Tabel 1000 tablet contafners
with a label showing the distributor to be: o

and the trade name to be:

We have completed the review of this supplemental application and it s
&pproved. Our letter of June 6, 1977 detafled the conditions relating
to the approval of this application.

Promotion of a product marketed under an abbreviated new drug application
must not convey the impression that the product is a new entity.

We are enclosing with the copy of this letter to the distributor the
conditions relating to the approval of th‘l;,,app]iuAion.

] -

ar - /S/ | ;
! Cmvmsmr: LA [ / 77

Director
Iy givlsion of Generic Druy Monographs

ffice of Drug Monographs




RICHLYN ,

LABORATORIES

INC ) CASTOR - &- KENSINGTON ' AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 8.2220
»

PHARMACEUTICALS ANTIBIOTICS GENERICS

Attn.: Document Control Room #16=72
Bureau of Drugs == HFD=530 JUN 16 1977

Food & Drug Administration o
ag NO~— SNCLS

5600 Fishers Lane
~¢€ddx)’ (fi;

Rockville, Maryland 20852
Reference: Hydrochlorothiazide Tablets
50 mg,, C.T. Peach Scored
ANDA #83=607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a) (6) == -

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]prev1ous1y submitted,
_ herethh submitted.
(iv) Labeling (12 copies) herewith submitted thus:
Label(s) only -- approved neutral (Richlyn) insert will be used,
Label(s) & insert:

Labeling submission isg original Drevised.

DOSE STRENGTH PACKAGING UNIT
50 mg . 1000 ! s

Sincerely,

RICHLYN LABORATORIES,” INC,

Louis P, Cecchlnl, Ph.D, . () \Gi
Director, Quallty Assurahce

Enel;
AL-F01
6-72




NDA 83-607/5-003

Richlyn Laboratorfes, Inc.
Attn: Mr. Louis P. Cecchini =~
Castor & Kens¢ngton Avenues
Philadelphia, PA 19124

Gentlemen:

Reference is made to your supplesent dated June 16, 1977 recard{ ur

abbreviated new drug application submitted pursuant to Section sog?b of

% Federal Food, Drug, and Cosmatic Act for Hydrochlorothiazide Tablets,
nc SRR s P |

The supplu#mtﬂ \npplication provides for you to label 1000 tablet containers
of the drug with a label showing the distributor to be:

Ao

We have completed the review of this supplemental application and it {s
approved. Our letter of June 6, 1977 detailed the conditions relating
to the approval of this application.

Promotion of a product mfiﬁat&d-undar an abbreviated new drug application
rust not convey the fmpression that the product 1s a new entity.

We are éhclosing with the copy of this letter to the distributor the
conditions relating to the awvw?Lof this applicption. A

sl
/zwwu‘; M.D. : { / 77

rector
gif::sionfo;rs:mric Monographs
ce o Monographs
N Bureau of Drugs

sation




b LG 4
RICHLYN I Coble Address mc
LABOR ATORIES PHARMACEUTICALS ~ ANTIBIOTICS ~  GENERICS

INC.

CASTOR ‘& KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 R 215 CU g.2220

Attr.: Document Coxtrol Room #16-72
Bureau of Drugs =-- HFD-530 JUN 16 1877
Food & Drug Administration

—— _j ;\» ‘ S/ "
5600 Fishers Lane N/fVNC%g» Pﬁ?;z SN ;?
Rockville, Maryland 20852 : SUFFL téﬁy’zfz”ﬂ',fégz ;/ (65

Reference: Hydrochlorothiazide Tablets
50 mg., C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

Gentlemen:

The attached triplicate submission provides supplement per 21CFR§130.9
(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]previously submitted.

. herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

X _lLlabel(s) only -- approved neutral (Richlyn) insert will be used.
Label(s) & insert.

; X ¥ .
Labeling submission is or1gma1 Dre\used.

DOSE STRENGTH PACKAGING: UNIT
50 mg. 1000's

Sincerely, //f

/ -
RICHLYN LABORATO%}ES,’INC.
]

Encl,
AL-FO01
6-72




//gﬁ.ws‘_ PO

o A8 g

NDA 83-607/5-004

Richiyn ubbntoriu.v-lnc‘:.

~ Atta: Mr, Louis P, Cecchint .
Castor & Kensington Avenues

Philadelphia, PA 19124

| Gent‘lnen

Reference is made to M\snpplmt dated June 16, 1977 regardi {om-
abbreviated new drug application submitted pursuant to Section sog?b of
the Federal Food, Drug, and Cosmetic Act for Hydrochlorothiazide Tablets,

T somg.

The subpleunta'l application provides for you to label 1000 tablet containers
with a Jabel showing the distributor to be: |

and the trade name to be:

We have completed the review of this supplemental application and 1t is
approved. Our letter of June 6, 1977 detailed the conditfons relating
to the approval of th‘ls application.

Promﬁon of a product iunrketed under an abbreviated new drug application
must not convey the impression that the product is a new enti_ty.

We are enclosing with the copy of this letter to the distributor the
conditions relating to the approval of this application. :

: ’(9/
(M’vih\s_gife. MDY "’I‘ "( I |

Director
= Division of Generic Drug Monographs

-18-19 0ffice of Drug Monographs
~ ' Bureau of Drugs

atfon




L
RICHLYN l Srani
L ABOR A'[‘ORIES PHARMACEUTICALS ANTIBIOTICS GENERICS
ING.

CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 8-2220

Attn.: Document Control Room #16-72
Buveau of Drugs=-- HFD-530 JUN 16 1877
Food & Drug Administration
5600 Fishers Lane
Rockville, Maryland 20852

[/ é)‘/’ il S ,;,74 l

N

Reference:  Hydrochlorothiazide Tablets
50 mg., C.T. Peach Scored
ANDA #83-607

Supplemental Application
Additional Distributor

s

Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]Previously submitted.
‘ herewi th submitted.
(iv) Labeling (12 copies) herewith submitted thus:
X_JLabel(s) only -- approved neutral (Richlyn) insert will be used.
| Label(s) & insert.

Labeling submission is original Drevised,

DOSE. STRENGTH PACKAGING UNIT
50 mg., 1000's

v\;::><ﬁi;1f/;)C:qutugﬂb;/ ,
Louis P. Cecchini, Ph.D. |
Director, Quality Assurance

Encl.
AL-FO1
6-72




rto..,.

Wy ,!\‘

s - Atta: Mr. Louls P. Cecchini
Castor § Kensginton Avenues
Philadelphfa, PA 19124

Gentlemen:

Reference 1s made to your supplement dated Juna 16, 1977 ngnrdin? your
abbreviated new drug application sutmitted pursuant to Section 505(b) of
th:lredms; Food, Drug, and Cosmetic Act for Hydrochlorothiazide
Tablets, 50 mg. o

The :uppiwenta] application provides for you to label 1000 tablet containers
with a label showing the distributor to be:

and the trade name to be:

We have completed the review of this supplementa) application and it {s
approved, Our Jetter of June 6, 1977 detailed the conditions relating
to the .approvu_ of this application,

Promotion of a product marketed under an abbreviated new drug application
must not convey the impression that the product is a new entity.

We are enclosing with the copy of this letter to the distributor the

- - conditions relating to the approval gI this applicati / i
- /S/
e L i /77
arvinSeTre; M0 / '
i Director
' Division of Generic Drug/Monographs
e Q‘ DA © O0ffice of Drug Monographs ' -

Bureau of Drugs




IR et o A

RICHLYN ? lmmts AN"mo o oble AH‘S@VN
LABORATORIES - aaczToNS s covencs_

INC - CASTOR & KENSINGTON AVENUES < PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 92270

JUN 16 1977

Attention: Document Control Room #16=-72
Bureau of Drugs - HFD=-530

Food & Drug Administration R S>12ﬁ —
5600 Fishers Lane _ o nkzag:fzgé&a _a—-__l__7
Rockville, Maryland 20852: .= .= = LOTIT DRI 4 _757(

-

Ref.: Hydrochlorothiazide Tablets 50 mg
P C.T. Peach, Scored
' ~ ANDA #83-607

" Supplemental Application
Additional Distributor
Gentlemen: Amendment

The attached triplicate submission provides supplement per 21CFRS130.9
(a)(6) -~

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's statement: [/ x /prevmusly submitted

/X /herewith submitted,
(iv) Labeling (12 copies) herewith submitted thus:

£ / Label(s) only -~ approved neutral (Richlyn) insert will be used.

/—_/ label(s) & insert.

Labeling submission is / _/foriginal £_/revised il
DOSE_STRENGTH PACKAGING INIT Qv = ‘:'\}f‘_\
50 mg 1000s
O l@?{ }
i o)
0,
Sincerely, N
' <
& o °

RICHLYN LABORATO\D:S" *Q

Louis P. Cecchini, Ph.D.

Director, Quality Assurance
Encl,




R Pe

NDA 83-607/5-006

S Attn: Mr. Louis P. Cecchini -
i Castor & Kensington Avenues
o \Phﬂadelppil. PA 19124

Gentlemen:

—...Reference i3 made to your supplement dated June 16, 1977 regardin ur
abbreviated new drug application submitted pursuant to Sectfon Sosgbyoof
the Federal Food, Drug, and Cosmetic Act for Hydrochlorothiazide Tablets,

,_AG : Ilg‘ ‘ ’

The supplamental application provides for you to label 100 & 1000 tablet

containers with a label showing the distributor to be:

We have completed the review of this supplemental application and 1t {s
approved, Our letter of June 6, 1977 detailed the conditions relating
to the approval of this application.

Promotion of a product marketed under an abbreviated new drug application
wust not convey the impressfon that the product 1s a new entity,

We are enclosing with the copy of this letter to the distributor the

| conditions relating to the approval of this application. /
- ~ S AZA yours, : ~ 7
; ar : N '77

_’ Jgrvinseite, N.D. | /

Division of Generic Drug Monographs
0ffice of Drug Monographs
Bureau of Drugs -

ation




ge Addreu

PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 8.2220

k.

LA e
. Ced,
Attn.: Document Control Room #16-72 ‘,~F§?? L /*&
Bureau of Drugs =- HFD-530
Food & Drug Administration : JUN 16 1977

5600 Fishers Lane
Rockville, Maryland 20852

Reference: ~"Hydrochlorothiazide Tablets
50 mg., C.T. Peach Scored

ANDA #83-607

RIGHLYN
LABORATCRIES

I]NI(} ‘ CASTOR & KENSINGYON AVENUES

PHARMACEUTICALS ANTIBIOTICS GENERICS

Supplemental Application
Additional Distributor

Gentlemen:
The attached triplicate submission provides supplement per 21CFR§130.9
(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's Statement: [::]prev1ously submitted.
-herew1th submitted.

(1v) Labellng (12 copies) herewith submitted thus:
Label(s) only -- approved neutral (Richlyn) insert will be used.

Label(s) & insert.

Labeling submission is original Drevised.
PACKAGING UNIT

'100's & 1000's

DOSE STRENGTH

- 50 mg.
Sincerely,
RICHLYN LABORA_
Oﬁuu/) ka){,um, T
Louis P, Cecchini, Ph Dimrta o
Director, Quality Assurance
Encl.
AL-FO01

672




Au

NJ[,‘

MDA 83-§07/5-007

Richlyn ubontcriu. !nc.
Attention: Mr. Louis P. c.ecMM
Castor & Kens n Avenues
Phﬂadelphh.;n 19124

G-ntims

Reference 1s made to your :upp'lmt datad -My 12. 1977 rcgardin? {
abbreviated new drug application submitted pursuant to Section S505(b

the Federal Food, Drug, and Comtic Act for l{ydrocmorothiazide Tablcts.
50 mg.

The supplemental npplication pro 1des for you to Tabel 100 & 1000 tablet
containers with a label showlng jtual” your own line logo; with the

- qualification manufactured by Rf iyn Laboratories. Inc.

We have completed the review of this supplemental application and 1t s
approved. Our letter of June 6, 1977 detajled the conditions relating to
the approul of this application.

Promotion of a product marketed undcr au tbbrevhted new drug application
must not convey the impression that the product 1s a new entity.

" We are enclosing with the copy of this letter to the distributor the

conditions relating to the approwal of tyis application. p

...... ~rn Hen 214 ( /

1 Se‘lfe. N.DU.
D1v1:10n of Generic Druluonog aph:
Office of Drug Monograp

Bureau of Drugs




. (req
M -' RICHLYN | I0TICS GENERICS .
NS LABORATORIES PHARMACEUTICALS ANTIB ‘ R L.* i

INC CASTOR & KENSINGTON AVENUES : PHILADELPHIA, PENNSYLVANIA 10124 215 CU 9.2270
July 12, 1977
S5 Lo SCEL,
' /é;¢¢%<gf ) 62¢f}~?t
Attn.: Document Control Room #16-72 NER s or o At Uy 2
Bureau of Drugs -=- HFD-530
Food & Brug Administration —r
5600 Fishers Lane HE S

Rockville, Maryland 20852

Ref.: Hydrochlorothiazide Tablets
50 mg. C,T.: Peach
NDA #83-607

- Supplemental Application
Additional Distributor
Gentlemen:

The attached triplicate submission provides supplement per 21CFR8130.9
(a)(6) -~

(1) Designated Distributor: Richlyn Laboratories, Inc.
Castor & Kensington Aves.
Philadelphia, Pa. 19124

(ii) Applicant will conform.
(iii) Distributor's statement: / X /previously submitted

/__/herewith submitted.
(iv) Labeling (12 copies) herewith submitted thus:

4217 Label(s) only == approved neutral (Richlyn) insert will be used.

.L::7 Label(s) & insert,

Labeling submission is /_/original /__/revised /x /resubmission
N DOSE_STRENGTH PACKAGING UNIT
50 mg. 100's & 1000's
o "Mutual" is a Richlyn line logo.
Sincerely,

G

Director, Quallity AsSurh
Encl, ‘




Richlyn Laboratories, Imc. - . - -
Attn: Nr. Louts P. Cecchini
Castor & Kensington Avenues
Philadeliphia, PA 19124

Gentlemen:

Refcremﬁc is made to your iupplmt dated July 12, 1977 regardin? {onr

abbreviated new drug application submitted pursuant to Section 505(b) of

;he Federa) Feod, Drug, and Cosmatic Act for Hydrochlorothiazide Tablets,
Omg;, -~ : ‘ ‘

The supblemental application provides for you to label 100 tabjet continaers
with a llbgl -showing the distributor to be:

el R.A. Mchefl Co.
= 4713 Briarwood Drive
Chattanooga, TN 37416

and the trade name to be' M-Z{de.

We have completed the review of this supplemental application and 4t is
approved. Our letter of June 6, 1977 detailed the conditions relating
to the approval of this application.

Promotfon of a product mri:eted under an abbreviated new drug application
must not convey the impression that the product 1s a new entity,

Ne are enclosing with the copy of th{s letter to t fstributor the
- conditions relating to the app thi applic@n. / /
i s

H yours,

. - 5/ e

rvin\Seife, M.D, [
- ﬁ Director o
- Division of Generic Di Monographs

R\ | Office of Drug Monographs
; - Bureau of Drugs - '




RICHLYN |

g
: C Address "/S)E%

e LABORATORIES i 7 PHARMACEUTICALS*ANTIBIC-)_TI_CS GENERICS

I NC : CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215 CU 9-2220

July 12, 1977

Attn.: Document Control Room #16-72 NP é;cii? oS {JC%£T$
Bureau of Drugs -- HFD-530 L7 el _ﬁyﬁf- =4 o dfi?
Food & Drug Administration N S roR A Th el

5600 Fishers Lane R CHR
Rockville, Maryland 20852

Ref.: Hydrochlorothiazide Tablets
50 mg. C,T. Peach o~
ANDA #83-607 "}%/

" Supplemental Application
Additional Distributor
Gentlemen:

The attached triplicate submission provides supplement per 21CFR8130.9
(a)(6) --

(1) Designated Distributor _R. A, McNeil Co.
4713 Briarwood Dr.
Chattanooga, Tennessee 37416

(11) Applicant will conform.
(iii) Distributor's statement: [/ x /previously submitted

/ X fherewith submitted,
(iv) Labeling (12 copies) herewith submitted thus:

4317 Label(s) only -- approved neutral (Richlyn) insert will be used.

[/ Label(s) & insert,

Labeling submission is /_ Joriginal [_Jrevised / resubmission
DOSE_STRENGTH PACKAGING UNIT
50 mg. 100's

Encl,




Lol f

DA B3607/5-009 |

. i’ 9 7\Q77

Richlyn Laboratorfes, Inc. - -
Attn: Mr. Louis P. Cecchind

Castor & Kensington Avenuass
Philadelphia, PA 19124

Gentlemen:
Reference s made to your supplement dated July 12, 1977 regardi ur
abbreviated new drug application submitted pursuant to Section 505(b) of

the Federal Food, Drug, and Cosmetic Act for Hydrochlorothiazide Tablets,
§0 mg.

The supplemental application provides for you to label 100 % 1000 tablet

~containers with a Tabel showing the distributor to be:

Interstate Drug Exchange, Inc.
Engineers HI11 - Skyline Drive
~ Plainview, NY 11803

We have completed the review of this supplemental application and it {s
approved. Our letter of June 6, 1977 detailed the conditions relating
to the approval of this application.

Promtion'of a product sarketed under an abbreviated new drug application
must not convey the impression that the product is a new entity.

We are enclosing with the copy of this letter to the. distributor the
conditions relating to the approval of this application.
.

amhes)
mif!.“.m" - , N

Division of Generic Drug graphs
. 0ffice of Drug Monographs
v 0 BN Bureau of Drugs

n




ﬂ] 7
%able Addy€fs “RICHLYN"

RICHLYN
LABORATORIES

INC CASTOR & KENSINGTON AVENUES P PHILADELPHIA, PENNSYLVANIA 19124 Wi 215 CU 2220

PHARMACEUTICALS ANTIBIOTICS GENERICS

July 12, 1977

Attn.: Document Control Room #16-72 NP foéfjédé2§§ZR NO:_;QEZZEEJ;j;:
Bureau of Drugs --HFD-530 'N&ﬁiéﬁ##?p0927 7z -
Food & Drug Administration o *«K_L:;ggfzz»ggniigggc
5600 Fishers Lane £ . Sj7
Rockville, Maryland 20852 e c'j?-,<‘“2%<;d
Ref,:  Hydrochlorothiazide Tablets,
50 mg. C.T. Peach
ANDA #83-607

" Supplemental Application w“
Additional Distributor vﬁ?

Gentlemen:

The attached triplicate submission provides supplement per 21CFR8130.9
(a)(6) -~

(1) Designated Distributor: Interstate Drug Exchange, Inc.
Engineers Hill - Skyline Drive
Plainview, L.I, New York 11803

(ii) Applicant will conform.
(iii) Distributor's statement: / X /previously submitted

/ * /[herewith submitted,
(iv) Labeling (12 copies) herewith submitted thus:

ég_7 Label(s) only == approved neutral (Richlym) insert will be used.

|

|~/ label(s) & insert.

Labeling submission is /_ /original /_Jrevised /x ] resubmission
-~ DOSE - STRENGTH CKAGING UNIT

50 mg.

Sincerelly,

RIGPAN LABORATORIES, INC.

Wor

f:::><fii&4; /C? C;Z<>5JLQ%&;,

Louis P, Cecchini, Ph.D,
Director, Quality Assurance

Encl,




M 1 g o

NDA 83-607/5~010

Richiyn Laboratorfes, Inc. e
Attention: Mr. Loufs P. Cecchini
Castor & Kensington Avenues :
Philadelphia, PA 19124

Gentlemen:

Reference is made to your supplmtwated July 12, 1977 ngardin? {our
abbreviated new drug application submitted pursuant to Sectfon 505(b) of
the Federal Food, Drug, and Cosmetic Act for Hydrochlorothiazide Tablets,

50 mg.
The supplemental application provides for you to label 100 & 1000 tablet

- containers with a label showing the -ststributor to be:

Spencer-Mead, Inc.
270 Nest Merrick Road
Valley Stream, NY 11582

We have completed the review of this supplemental application and it 1s
8pproved. - Our letter of June 6, 1977 detafled the conditions relating
to the approval of this application,

Promotion of a product marketed under an abbreviated new drug application
must not convey the fmpression that the product is a new entity.

We are enclosing with the copy of this letter to the distributor the

conditinns relating to the approval-of this application. |
| /'»7;4 1y wmf(? ﬂ
; /S/ N7/ ?/77

rvin-SeYrd, MU,
irector |
- : T g}:}:ionfogm Gen:;ic Dthsuonognphs
v A-lx /N ce o g Monograp
6 ' 27 &l Bureau of Drugs

ug Application




fan
RICHLYN - Coble Add ICHLYN"
LABORATORIES HARMACEUTIONLS  ANTIBOTICS. _ GENERICS

C : CASTOR & KENSINGTON AVENUES . PHILADELPHIA, PrNSYLVANIA 19124 . 215 CU 9.2220
HQ S ;

July 12,1977

Attn.: Document Control Room #16-72 5 44/67

F. NO. ~
Bureau of Drugs .. HFD-530 N% v DI
Food & Drug Administration SUPFL FO AU,

5600 Fishers Lane
Rockville, Maryland 20852

Ref,: Hydrochlorothiazide Tablets

50 mg. C.T. Peach u‘ﬁ\ S
NDA #83-607 ¥

" Supplemental Application
Additional Distributor
Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9
(a)(6) ==

(1) Designated Distributor: Spencer Mead Inc.
270 West Marrick Rd.
Valley Stream, N.,Y. 11582

(11) Applicant will conform.
(iii) Distributor's statement: / x /previcusly submitted

[ x_ /herewith submitted,
(iv) Labeling (12 copies) herewith submitted thus:

43_7 Label(s) only =-- approved neutral (Richlyn) insert will be used.

Z::7 Label(s) & insert.

Labeling submission is /_/original [ _Jrevised / x / Resubmission
= DOSE STRENGTH PACKAGING UNIT
50 mg. 100's & 1000's

- LABORATORIES, INC.

Louis P. Cecchini, Ph.D.
Director, Quality Assurance

Encl,




NDA 83-607/S-011

Richlyn Laboratories, Inc.
Attn: Mr. Louis P. Cecchini
Castor & Kensington Avenues
Philadelphia, PA 19124

Gentlemen: . | : ,

Reference is made to your supplement dated June 30, 1977 mgardin? our
abbreviated new drug application submitted pursuant to Section 505 b{ of
the Federal Food, Drug, and Cosmetic Act for Hydrochlorothiazide Tablets,
50 mg. :

The supplemental application provides for you to label 100 & 5000 tablet
containers with a label showing the distributor to be:

Wolins Pharmacal Corp.
78 Marcus Drive
Melviile, HY 11746

We have complated the review of this supplemental application and 1t 1is
approved. Our letter of June 6, 1977 detailed the conditions relating
to the approval of this application.

Promotfon of a product marketed under an abbreviated new drug application
must not convey the impression that the product is a new entity.

‘We are enclosing with the copy gf this letter t§ the distributor the
conditions relating to the app 2/%%19 appJicatioh.

SV

o serd W, |
: - X t { .
%ﬂ&m of Generic {r:g rénographs

0ffice of Drug Monographs

Vo \\} ' Divanis af Neing

cation




o . (éu%

RICHLYN ' ) L o L Coble Address “RIGHL
LABORATORIES PHARMACEUTIONS  ANTIBOTICS _ Gewemcs

INC CASTOR ‘& KENSINGTON AVENUES . PHILADELPHIA, PENNSYLVANIA 19124 . 215-CU 9-2220
P .

June 30, 1977

Attn,: Document Control Room #16=72 NDA Ndpjff—xﬁEF NO’.é ié f/

Bureau of Drugs <« HFD-530 J*a§;%;‘~b ; = C?;
Food & Drug Administration NDX'SUTPL FOR Mu z‘ /;’@o”; a—%
5600 Fishers Lane '

Rockville, Maryland 20852

Ref.: Hydrochlorothiazide Tablet%zg
50 mg. C.T. Peach J%Qy

ANDA #83-607

~ Supplemental Application
Additional Distributor
Gentlemen:

The attached triplicate submission provides supplement per 21CFR8130.9
(a)(6) --

(1) Designated Distributor: yolins Pharmacal Corp.
75 Marcus Drive
Melville, N,Y. 11746

(ii) Applicant will conform.
(iii) Distributor's statement: / X /previously submitted

[ X /herewith submitted,
(iv) Labeling (12 copies) herewith submitted thus:

62:7 Label(s) only -- approved neutral (Richlyn) insert will be used.
Z::7 Label(s) & insert,

Labeling submission is [__7original L__7revised /g:/ReSmeiSSion
DOSE  STRENGTH PACKAGING UNIT
ai ' ¥
Pl SR R R
J“',_." ". AT [y ld\ RS
ARy \' e\

‘ 3

! incerely,

5 JuLosiry et

RICPH.Y:;T LABORATORIES, INC.

2

Louis P. Cecchini, Ph.D.
Director, Quality Assurance

Encl,




‘ RICHLYN
~ LABORATORIES
INC.

Attn.: Document Control Room #16-72

Bureau of Drugs -- HFD-530
Food & Drug Administration
5600 Fishers Lane S
Rockville, Maryland 20852

Gentlemen:

The attached triplicate submission

(a)(6) --

(i) Designated Distributor:

(ii) Applicant will conform.
(iii) Distributor's statement:

PHARMACEUTICALS

CASTOR: &' KENSINGTON AVENUES

ANTIBIOTICS GENERICS

PHILADELPHIA, PENNSYLVANIA 19124 215 CU 8§-2220

June 30, 1977

NDA NQSS-E57Ee. Now/ &)

7 % ooy
N DA U " » 0 WI Al /{’:”uf
JLQ:‘

{/(,2:\';.9 ~
s

Ref.: Hydrochlorothiazide Tablets
50 mg. C,T. Peach

ANDA #88-607
 Supplemental Application
Additional Distributor

provides supplement per 21CFR8130.9

Sni——

/____ /previously submitted
¥
[ %_/herewith submitted,

(iv) Labeling (12 copies) herewith submitted thus:

/x_7 Label(s) only == approved

Z::7 Label(s) & insert,

Labeling submission is /x Joriginal

DOSE STRENGTH

50 mg.

Encl,

neutral (Richlyn) insert will be used,

[::7fevised

PACKAGING UNIT

1000's

X

Sincerely,

0 o Worwn LABORATORIES, INC.

/8)

/4 (:éHS<L“A4$L/

s P. Cecchini, Ph.D.
Director, Quality Assurance




T B e e e e EDE

XDA 83-607)3-013

Richlyn Laboratories, Inc.
Attention: Mr. lLouis P. Cecehind
Castor & Kensington Avenues
Philadelphia, FA 1512k
Gentlemen:

Reference ia made to your supplement dated August 1, 1977 regarding

- your abbreviated new drug application submitted pursuant to Section

505(b) of the Federal Food, Drug, and Cosmetie Act for Bydrochlorothiazide
Tablets, S0 mg.

The supplemental application provides for You to label 100 & 1000 tablet
eontainers with a label showing the distributor to be:

We have campleted the review of this supplemental application and it
is approved. Our letter of June 6, 1977 detailed the conditions
relating to the apnroval of this application.

Promotion of a Product marketed wmder an abdreviated new drug application
must not convey the impression that the Product is a new entity.

We are enclosing with the copy of this letter to the distributor the

conditions relating to the approval of this appli . ;

q sife, M.D.* L ‘( T
Director o :
Division of Gemerie Drug ographs i

_ Office of Drug Monographs
“BWaie/ ) by Pomeas of prues |

«< =
<




3
Coble Addrey, - 5. =%,

RICHLYN
LABORATORIES

ING CASTOR ‘8 KENSINGTON AVENUES PRILADELPHIA, PENNSYLVANIA 19134

PHARMACEUTICALS ANTIBIOTICS GENERICS

. August 1, 1977

Attn.: Document Control Room #16-72 NDA NWEF NO. Séfz

Bureau of Drugs-- HFD-530

Food & Drug Adminlstration oA Cvfﬁ_ N 4f111_d£%§£§d; ey
5600 Fishers Lane ‘F -JQX?LN

Rockville, Maryland 20852

Ref,: Hydrochlorothiazide Tablets
50 mg. C.T. Peach
ANDA #83-607

Supplemental Application
Additional Distributor
Gentlemen:

The attached triplicate submission provides supplement per 21CFRE130.9

(a)(6) -- ,
(1) Designated Distributor:

(ii) Applicant will conform. :
(iii) Distributor's statement: - / /pteviously submitted

[x_ /herewith submitted,
(iv) Labeling (12 copies) herewith submitted thus:

Ix_ / Label(s) only == approved neutral (Richlyn) insert will be used.

17 Label(s) & insert,

Labeling submission is 1&_7original /__/revised
- DOSE_STRENGTH PACKAGING UNIT ..
50 mg. 100's & 1000%s - =
- j \ }ﬁ§77
Sincerely, - b

&‘»

RICHLYN LABORATORIES INC.

O#P

Louis P, Cecchini, Ph.D,
Director, Quallty Assurance

Encl,




~ (Fold line)

-~ (Fold Line)

TRANSMITTAL OF PERIODIC REPORTS FOR DRUGS FOR HUMAN Usg |PATE SUBMITTED

(21 CFR 310.300, 310.302, and 431.60)

November, 1977

Form Approved
OMB No, 57-R0035

INSTRUCTIONS
Submit a separate form (parts | through g-carbons intect) for each NDA or Antibiotic
Application: for which. the periodic. report contains required reporting information,
Attach two copies of report to the form.

may be . submitted as part of the report for only one such
application numbers to which that part of the report applies. are listed in Item 7 and
provided a séparate form, with duplicate copies of all other required information; is
submitted for each number, R '

I3

and Drug Administration (HFD<106), 5600 Fishers Lane, Rockville, Maryland 20852,

1.. NDA OR ANDA NUMBER

2 3 4

Nig |3]6]o0 l 7

Where the same: item of information applies to more than one NDA or Antibiotic -
Application for preparations containing a common active ingr_gdiamrﬂ;"al .ihioxmatibnf_'

2. REPORT NO. (FDA Completc)

application _provided all.

APPLICANT NOTE

Reference NDA and R numbers
(entered on Acknowledgment
Copy) in any subseguent cor
respondence regarding report,

Forward form ‘and attachments to Department of Health, Education, and Welfare, Foad .

4. APPLICANT
Richlyn Laboratories, Inc,

3. CFRSECTION NUMBER
(Antibiotic only)

5.. DRUG NAME

Hydrochlorothiazide 50 mg Tablets

6. TYPE OF REPORT (Check

one (10)
QUARTERLY [] SEMIANNUAL
OJ ANNUAL X oTHER

7. OTHER NDA/ANTIBIOTIC APPLICATION NUMBERS (List all'numbers il any part of
report applies. to mare than one number, )

8. ERIOD TOVERED

BY BEPORT

FROM (11-14) TO (15-18)

YEAR MONTH! YEAR MONTH

75 7 77 7

(Enter an + X in Column A if you have nothing to report.

(ALWAYS INCLUDE INFORMA TION REQUIRED UNDER '« f+ AND

3. REPORT IN FORMATION REQUIRED (See §% 310.30Q(a) or 431.60(a) for description

Enter identification of type of information aftached in Column C.)

vige,)

NONEI TYPE OF INFORMATION

B C

IDENTIFICATION (Volume No.(s)/st(S)/Page(s) of Report )

A
;Q)I & CLINICAL DAaTA (\_()/Y\Wz-uj ’\ N’f.l T
) P

A
(;0) b ADVERSE REACTIONSS) M ( 5 Al X (d

(21)
C.UANIMAL DATA
X
(22)
4. CHEMICAL OR PHYSIC AL
PRUG PROPERTIES Stability Report Attached
(23) MANUFACTURING ORF
€ CONTROL CHANGES
X %%.314.8 7a) (5))
CURRENT PACKAGE
L LaBELING (Whether or riot
previously submitted) J Attached
B QUANTITY TRIBUTED
in-006"s ) 7/75-7/76: 5 7/76-7/77:

TYPED NAME AND TITLE OF RESPONSIBLE OFFICIAL OR AGENT.

E. W. Rebollo, Vice President

/ﬁ

FDA USE ONLY
10. DATE OF RECEIPT

PSP

11. REPORT FILED IN NDA NO.

3 34 as

SIGNATURE

SZHVy;

1 ‘ &= 1 RE CARD
<§s§i&§90 i/:§§§?

APPLICANTS RETIURN ADDRESS (Type within the window envelope: tic marks)

B S

Richlyn Laboratories, TInc,
Castor & Kensington Avenues
Philadelphia, pa, 19124

14.. FDA ACKNOWLEDGWEN

MAY 17 1978

& &
r g 9SS

FORM FD 2252/ (11 '74)
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: - ‘o‘"}]CLV BT .-)I ‘U/ s ‘) ST
FrRow:  gerry millar (thru Jack L. "ever) £0-69 |

'DIYI>ION

~ M. BUT. Loftus. Hep. Dir, Nffice of Comnliance bD-30n

SUCJECT: _ collaborative draft(s) =

Y I" connection with NDA g3 607 for hydrochlorthiazide tahlets

The aoolicant. r1ch1yn labs

phi]a, pa 19124
AF 28-724

tie acknowledae receiot on 3/27/73 + > of abbr LDA
dated 3/22/73 + S -
for

In accordance with the 2/27/73 directive. Cffice of Compliznce
a reauest is rade for

REOUESTED

XQ;} 1. establishment insvection renort on
1.
L . B . .
1 (Da. the aoplicant

XXXXX@ b. others

XXXXEXXX 2. evaluztion of comnitance with LGVPR
(:) 3. recom iencation for ano”oxa]/d1sanprova‘ o. the
apnlication/communication/sunplerent

based on vour evaluation of comn]iance with CGHPR

T~

= The above firms are to do testing of the Tab]ets-—-
as per USP XVIII rnnoqrapﬁ

i
DR T X T Y Y TP

%Y

PLEASE EXPEDITS -

-

ig t.’alCNA TUKE : DOCUMENT MUMBLA

‘"!3 AO?
w ‘(,‘
(RTINS ; .

il tas L LT --nn\u.: VT - RO S AL A 0 2 i e E e X5 A ik B & AT R BN B\ A 0 e b b Rt P T R

FNFOE AR RIS




