]
e wwaﬁomnum.:ww uu«m«uo&m Kxsuung

gV UV 03 enp FUeWIBEI} PNUTIUCISTP PIP oYM sFueTIevd~

(QIANIINOD)
0°0 |0 [T99 |¢ | SV BUTIISAsY STUSTIV IoU30 JO IoqUny
w J orov _< _ _o se _N _ Buyjzodey sjuetivd OFURdSTH FOo Iequny
S 00 [0 [0705 1T BV BUTTISAeY FIUeTIvd UUTSY JO Iequnl
=
w
mm Y . . . - -
2 v — gV _DUT3I0dey P10
mm oo om0 10 $Ivex §T > O3} ET SIULYIRd Fo Jequny
=
< — ¥V bUT1Iodsy
4 & R “1= PTIO SIvax €T > 03 9 SIUSTINd FO Jequny ‘
D .
v v ¥V BUTII0ASY
mm IV [T [6°1% [%¢ 0T B399 9 > 03 ¢ SIETINE Fo Ieqund 8
5 7700 qV BUTHIodey
mmm Mk v PTO SI9ex T > SUSTINd FO IequnN
mo.. %E%g«gﬂ%gﬁﬂ
£38 M AL LA i sk
mmm "0 |0 0 17 _%«ﬂﬁ%ﬂﬂeé
glale A ) G 4 4um 1D S 143
_ _ _ _ o«cuovoz buy3zzodey sueTIed 3O uons_..z
8 T eor 198 | TV BUTHIoasY STUSTIVE FO IeqUl
g & T S N T B
mmw
:«a.ﬁo«:om nHm x\ w
mmmm L 3ITutpze0 g
w“mm . &
mmwm ( 3%3°AUTOU 95=305QRS ) 950-E86 TOP030d W
25 &
2rR% \ nucgﬂnwuwwwmm ww« Lzsuung o

FUSTI8 OTIISTPOL UT SUOTIdSAFUT STITTTTSUOL/STITbudIRyd 18900003d0I31S FO FJUSWIERIL Y3 UF (Kep-0T) A UTTTITOTURd sa (&ep-§) ITUTpJ

ﬁ.:o. ?x&.vuo:voxmn.: . «_Aa.ﬁox_ :



MEDICAL OFFICER'S AND STATISTICIAN'S REVIEW

PHARYNGITIS TONSILLITIS-PEDIATRIC
PROTOCOL 983-56

PEN VK 10MG/KG QIDX10D

NDA 50-739 (CEFDINIR)
7 MG/KG BIDXSD VS.
APPENDIX PS6

jueted
z L6661 '®

be
(2 wwa«owncmvco juot13yoeds Aaeuuns

gV UP 03 ONp JUSWIVeI} SNUTFUCOSTP JOU PP OWM sjuetIed~

, ———=gy 0} ond_Apnis
Le . I WOIF UMBIPUITM SIUSFIB FO IOQqUNN
(M N —yS5IL-UON 03 o ponuyuoosTd
0"0 0 SEM JUSWIVOIL OFOUM SIUSTIR FO Toquny
v g7 ESAL 0% ond_ponuTIusSeTd
=01 070 0 geM FUeWIEEl] ©S0UH FIUITIRL FO Toquny

N 1% | N

|4«4~uzq|ﬂ|:||dﬂdmuzwl|
u oyued| qrg by/ou
Tt L ITUTPF®O

( 3x3°AUTOU 9§=308qNS ) 950-€86 T[020301d

SJUOFYe
s3jusagd wnuwwvm ww<huassbm . v

um«vom Uy SuoFIVeFUI STITIIFSUOL/8T3FBukINyd Teooc “dea3s 3O Juewywel oyy uy (Aup-0T) A cﬂaa«o

W ‘Aepseupen 9€ITY

i Yooy & YIOM

31

C: PHARS6.DOC

fued sa (Aep-g) ITUTPIF




3]
e w««omnumvcww woyp3yoeds Aisuuns

HY UV O3 Onp FUSWIEeIF PNUTIJUOISTP PIP oYM s3juerled~

(gZNNIINOD)
0°0 _a mo.o [0 _Tauﬂﬂdmmjﬂ—ﬂﬂﬂgﬂqnﬂnﬂ
z } _ _o_ 0 _o _ Buyjaodey SURTIBd OTURdSTH Fo Iequny
S T 101070 {0 | @V PUTIOIS BRUSTINT WAV 0 YSATH
& 54 SR ¢ [0°0 [0 _ﬁﬁﬂgﬁgg
C.N degjdjjﬂgdanﬂ%a
m.m. 0°0 |0 0°0 |0 jﬂdﬂdﬂlﬂﬂa
L7 _ SI8ex T > O3 €1 S3UeTIed FO Jequny
DI
B2 v v — gV BUTTISAeY
Mm ae ’ = ° PTIO SIvex €T > 03 9 SJUNTIRd FO Jequny
v v — ¥y bUyIIoaATy -
mm R O PTO $I89X 9 > 03 T SULTINd FO JoquIN a
1 v —gV BUTIIoASY
mmm . v A L PTO BIBRX T > SUITI8d FO JOqUIN
ESa 51T T T2V BUTI0AsY FUSTIT VIVIeT 30 oqUni
£38 M B L B LA T e - L R S L
152 o570 Y— AV S3SRSE BT FRSTE IO I
[ 3 K A J LA S L v
! _ _ _ o38I0poN Buyizaodey sS3UETIRG FO Tequny
| "t |8 €% |6 _ing«jn«ﬂa.ddaqﬂﬂﬂoluﬂnﬁﬂ
a
s
& bd
£¢5
E8¢ uFTTFoTuSd| qIg X/Bu
mem L ITUTPFeD 3
RocH 3
mmmw ( 3%3°'AuUTOU 9g=30sqns ) 950-£86 T020302d 3
25e £
2 sjuead cmuo>wwcmww"m~uwmm< Fo &xsummns o

umo«uom OTIIVTPOd UT SUOTIOeFUI STIFITFSUOL/6T3FOukaeygd T8000003deI3s FO FULUREIL OY3 UF (Kep-0T) A UTTTIOTU®d ®a (Lep-§) IFuypFe

U l66\ ~ "OH ‘Aupseupan 6£1TT ’ y  reel IoM ,:.

e




o z ebueg)
(e wwuuoanoa uog3vorIToeds Axwuuns

gV US O3 onp FJuswiselyl SNUTIUCOSTP IOU PP OYM sjudtied~

Z
3
-
@
z
9]
20
2h
85
sl
3 :
mmu
2fg
Eox
£38
£3
8¢
EEg T 10 5010 =AY oy e Aps
. WOIF UMRIPYITM SIUSTIed FO IequnN
"0 |0 "0 [0 NV STHL-UCH 0% ohg panuyIucssTd
t SU) FUGLIFESIL OSOUM SIUTIV] FO Iequny
8 0 [T 0°0 [0 WY S5 0% ohd Dot T uodsTd
_ F §6) JUSWILRI] OSOUM SIUSTIBd FO IeqUIW
mmm 5 | N1 5 | XN
mmc “TYIZNT A1 TTTZ=H] —
utTTroTUed| qig Sy/cw
Nmm m L L ITUTPFeDd m
Mcmm m
r4
mm mn ( IX3I*AUTOU 9s=308qQnS ) 950-E86 T020301d £
Zead sjueyIed TTV o

S3ueAl ©8I0ADY Pe3RTOOSSY FOo Aavumns .
JUeTIB ~T TIVFPed UT SUOTIOeFUT STITTITSUOL/8T3ThuLIeyd Tod0001dels FO JuUSUWIBRIL oY UF (Aep-0T) A UTTTToTUSd
T L66T1 ... WKW ‘Aepseupepy 6ETT 1\ ‘ y. . L %I04 ,z“._

sa (Lep-5) ayuIpIe




MEDICAL OFFICER'S AND STATISTICIAN'S REVIEW

PHARYNGITIS/TONSILLITIS-PEDIATRIC
PROTOCOL 983-56

NDA 50-739 (CEFDINIR)

7 MG/KG BIDXSD VS.
PEN VK 10MG/KG QIDX10D

APPENDIX P56

£86-10/4T114 WA

‘woysks Jod 1UAQ 083APY |

Uy QJOu 9ABY UWO Juoned ¥ 08NESAq WasAS £Poq IBY) Ul FUIAG OBIGAPY YilM sjuaned jo Joquinu oy uBY) $80] 0q Asw waisks Kpoq Yoo 0] S|WOY oY1
(Juougwan o) pajejes Ajenugep 1o ‘Ajqeqoid ‘Ajqissod oq o} JojeBnsoau; oy £Q PIOPISUOD ‘0)) PAIVINSSY = 00SSY

6o z (6D ¥ 0o 0o G0 1 o) T D ¥ (oo 0o (ro 1 wosnEN
o o (0 o oo o (s0) 1 0o o (00 o oo o o 1 spiaup
o o (00 o s v (o 1| (0o o0 (00 o wo) 1 o 1 sjsdodsiq
Koo o (00 o (s0) 1 (60) Z 0o o (00 o0 o) 1 (30) ¢ snisso[D
(s0) 1 50 1 o o (6 v wo 1 @0 1 oo o @ v sgUaIuICRSTD
6o ¢t (9 T 6o z GO § g0 z (09 T (g0 z (c©) 8 Suniwop
60 Z (@K 6 D s Wy ol (g0) z (o) 6 ad s G 1 wayuelg
€e) + (LoD et €N 6 (oTT 6 L (56 €2 89 6 (801) 92 WH1SAS FAILSIOIA
(o) o (50 1 0o o (00 o 0o o (o 1 0o o (00 o odoouds
(0o) 0 (s0) 1 (o) o (00 o (0o o o 1 (o o (o o wIpswokyou], Jejnoiguoasidag
0o 0 (0’0o (00 o (50 1 (0o o (00 o 0w o o 1 uonwidieg
(00 o (00 0 (00 o (50 1 0o o (00 o 0o o (o) 1 eBuyuowey
(0o) o (60 T (0o) o (60 T (00) o0 (®0 T 0o 0o (g0 7 WALSAS YVINISVAOIQYVD 3
0o o (s0 1 (oo o (00) O o o (o) 1 o o (00 o0 uregd
(0o o (50 1 (0o o' (00 o 0o o o 1 (o) o (oo o AyupiSrg YON
(0o o (s0) 1 (0o o (00 0 (o) 0 (O 1 (00 o * (00 0 uled YN
00 o (60 2 0o o (s0 1 (o) 0 (80 2z o) o (ro) 1 Jaeg
o o (s0) 1 00 o (s0) 1 (00 o o) 1 0o o (vo) 1 uing 15040
o o (50 1 (oo 0 (s0) 1 (co) o (80) T (oo o (30 ¢ owospuds njf
0o o (s0 1 0o o (60 T (o) 0 (v0) 1 (o) 0 (0 T uoposay oifidflV
(o) o (61 v (0o o (B 9 o) o0 UV ¢ 0o o (¢ 9 Kinfu] |muapiody
(0c0) o (0 ¢ 00 o (30 8 (00 o (c¢) 8 00 o (c0) 8 oyoupeoy
o 1" @D 9 s 1 (3¢9 8 vo) 1 (5D 9 wo) 1 € 3 upeg [uiwopqy
(oo o (99 21 (o) 0 (601 €7 (0o o (09 T (00 o (oon) ¥Z : uoRaau|
o 1 (os1) Z€ (V] (r'oD) ¢v ro) 1 (9'cl) €€ vo) 1 (s's1) sv 9T0HM V SV Aqod
0088y nv ~ 2088y uv 2055V n 008y uv
PIZ= N 1Z=N W= N ovT = N , 2Ag oRIGAPY
ufjiojuad 3Jupye) uljIojuag nuIpyeD /JWALSAS Adod
juwaws] Suipnjoxg soilg sas IV :

(€ Jo [ sdeg)
[ssuaned o (%) sequinN]
96-£86 ]090101d - SJUANR [[V :SIUSAY 9SISAPY pajerdossy pue [V "SI HIHV.L

C. PHARS6.DOC




MEDICAL OFFICER’S AND STATISTICIAN'S REVIEW,

PROTOCOL 983-56

PHARYNGITIS/TONSILLITIS-PEDIATRIC

PEN VK 10MG/KG QIDX10D

NDA 50-739 (CEFDINIR)
APPENDIX PS6

7 MG/KG BIDXSD VS.

€86-10/8114 Nd

*woysks sod .:_o»o oRIoAPY |
yed Jo Joquinu oy usyl §59] 09 Ksw waysds Kpoq yous 3o S[8I0} YL

uBLy cJow 0ABY LD JuonEd ¥ 0§NERq waysks Apoq Jey} U] KUIAD OSIOAPE Uilm §UD
*Ajqissod oq 3 soquBnsoaut oy £q pasopisuod ‘01) PAIVII0EY = OOSSY

‘(usugeas o} paysjas Kjanuyap Jo *Ajquqosd
(o0 0 (0O o (o0 0 (s0 1 oo o (00 o0 o0 0o (o 1 uoRwIOI|Y 9310A
0o o (00 o 0o o (s0) 1 0o o (0 o 0o o o 1 sjuownaug
0o o (o0 o 0o o (s0) 1 (0o o (00 o0 0o 0o o 1 sapiosiq Suny
) 1 (60 T 0o o (60 ¢ wo 1 (80 ¢ oo o0 (0 2z spenisidgy
(0o o (6D 7. 0o o @D ¢ o o @D ¥ 0w o O ¥ spi8ulisyg
foo o D) € 0o o Od s oo o @V ¥ 0o o o s spisaulg
o o (n 6 00 o (9 ¢l 0o o (v ol o o e €l . spiuy
(o) 0 (¢© L o o (T ¢l 0o o (60 L oo o (rs) €1 possasou] y8uo)
(s0) 1 (co1) T (0o 0 (991) g€ o) 1 (s6) €T (0o o (9¥1) se WILSAS AYOLVUIISTY
o o (0 o 0o 0o (01 0o o (00 o oo 0 wo 1 02U3[oUWOg
o o (00 o 0o o (50 1 (o) o (00 0 oo o o 1 uoIS|RAUOD
(00 0 (00 o 00 o (60 ¢ (00) 0 (00 © (00 0 (0 ¢ W3LSAS SNOAYIN
oo o (0 o 0o o (0 1 0o o (00 o 0o o (o 1 sdwas) 8o
(0o o (00 o 0o o (0 1 (0o o (00 0 0o o o 1 WALSAS TVIITDISOTNISAN
(o0 0 (s0) 1 00 o (00 o 0o 0o (o 1 (00 o (0@ o osvalou] osvusBoIpAYe(] 9BV n
o o (00 o 0o o (00 o o o (o 1 (0o o (00 o . uonwpAyaQq
(00) 0 (00) 0 0o 0 (so) 1 (0o) o (00) 0 0o o wo 1 wwopg [woydusd
WALSAS
o o (s0) 1 0o o (0 1 (0o) o (80) T 0o o (o) 1 TVNOILRILNAN ANV J1708VLIN
o) o (O 1 (0o) 0 (00 o o o o 1 o o (00 o sjwouy
o o (50 1 0o o (00 o (o o (vo) 1 (0o o (00 0 WALSAS JILVHIWNAT ANV OIW3H
o) o (50 ¥ 0o o (O 0 (0o) o (vo) 1 0o o (o0 o Jopiosig w0y
0o o (s0 1 0o o (0 o 0o 0o (o 1 0o o (00 o uogwadn {ino
(oo o, (50 1 0o o (00 o (oo 0o (o 1 (0o 0 (00 o WP
o) o (sO 1 (0 0 (00 o (oo o (vo) 1 o o (00 o 0ouae(4
(panuguo)) WILSAS JALLSIOIA
o088y v 0088y v 0058 n 0088y nv
yiZ=N 1MZ=N Wi=N orz = N oA 98IOAPY
uypatuag 1uIpyeD uljpotudg JupjeD /WWILSAS Adod 0
TUvARI] SUIpnjoXy SIS ‘ sUs IV 2
(€ 30 7 93eq) W
[sisued Jo (%) JaquinN] 2
96-£86 [090101] - SIUANBJ [[V SIUGAT SSIGAPY P3IBIIOSSY pus [V S 41dvl o




MEDICAL OFFICER'S AND STATISTICIAN'S REVIEW

PROTOCOL 983-56

PHARYNGITIS/TONSILLITIS-PEDIATRIC

NDA 50-739 (CEFDINIR)

7 MG/KG BIDXSD VS.
PEN VK 10MG/KG QIDX10D

APPENDIX P56

£86-10/47114 WA

-wioysks 3o0d JUIAG OSIOAPE |

§JUIAQ ORIOAPS Yilm Ruaned Jo Joqunu o vy §89] 0q Aww woysds Lpoq youo Joj s{wo} oY1

usy) oJow oAy UED Juaped ¥ 0snEI0q WalsAs Apoq ey us
*A1quqoud “Ajqissod oq o} sojeBpsoaus oy £q palopisuoo ‘of) PAUIIOELY = 0088y

‘(Guounuen o} paysjas Ljeyuyep J0
(0o o (00 0 0o o (s0) 1 (0o o (00 o0 oo o o 1 spmswol
0o o (00 o (o) 0 (50 1 0o o (00 0 0o o o 1 sunsi(g
o o (00 0 o o (0 T (0o o (00 0 (00 o (30 ¢ WALSAS TVLINIOOUN
joo o (o I 00 o (00 0 00 0o (o 1 oo o (o0 o siqoydaoyq
o o (s0 1 0 o (0 o 0o o (ro 1 0w o (0 o uied 043
0o o (s0) 1 (o0 o (00 o oo 0 (o) 1 00 o (00 o H : sopsosiq 043
(o0 o (50 1 o0 o (00 o 0o 0o wo 1 oo o (o® o : ;:  Jeplosig svg
oo o (50 1 o0 o (60 T oo 0o (o) 1 (oo) 0 (g0 ¢ spiagounfuo)
(0o o D 9 0o o (6N ¥ 0o o (2 L (o) o «D ¥ ueg 83
o o (€D ¢ (00) 0 30 9 0o o 6D L 0o o 6D L SIpO S8R0
00 0 D s1 (00 0 e Tl 0o o (o 81 0o o (re) €1 SASNAS TVIOAdS
(o) o0 (50 1 (00 0o (00 o oo o (yo) 1 (o) o (00 o i 4suy snoj|nqojnoisap
(oo 0o (v ¢ (00 o (o0 o 0o o (1 ¢ (0o 0 (0@ 0 : ysuy Jemsngd
00 o (s0 1 (00 o (00 o 00 o (o 1 00 0o (o o xojduig sodioy 2
0w o (0 1 0o o (00 o 0o 0o o 1 0o o (00 o ,_ spneuua(g eAnsio)xg
0o o (0 1 0o o (00 o 0o o (o) 1 0o o (00 o , ouuonInpy swalig
0o 0o 0 1 00 o (00 o 0o o (o) 1 oo o (00 o spReuLa(g J9RU0)
(0o o (0 1 0o 0 (00 o 0o 0o (o 1 (00 o (oa o oudy
(0o o (00 o (0o o (0 1 (oo o (00 O o o o 1 Jopiosiq unj§
0 1 (50 1 0o o (00 o wo 1 Fo | 0o 0o wo 1 yswy Je|ndudojnovjy
0o o (s0) 1 00 o (s0) 1 0o 0o o 1 oo 0o o 1 sugeuue [vBung
0o o (00 o co 1 (s0) 1 o) o (00 0 o) 1 (ro) 1 upis &g
(00 o, (00 o0 (00) 0 (00 o (00 o (060 0 (00 0 (O T spadojy
wnn € (€ L 6N v WD ¢ zt) ¢ (60 L D v a9 s ysey
6N v (o0 s1 b s (3¢) 8 an v (@9 s1 a0 s (@w o1 SFOVANIJdY ANV NINS
o0ssy nv o088y uv 2088y nv 0088y v
yIZ= N . NT=N =N ok =N . : WaAg oRIAPY
wjjioruag JuIpyeD uijoludg JuIp)e) HWALSAS Agod
tusawl] Suipnjoxg salg so)is IV

(g 30 ¢ 98eg)
[syusned jo (%) sequinN]
95-£86 [090101J - SIUSUE] ||V SIUSAY ISIAAPY Pajeloossy pus [IV ST HTEVL

L4

C:. PHARS6.DOC

_/\.




NDA 50-739 (CEFDINIR) PHARYNGITIS/TONSILLITIS-PEDIATRIC
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APPENDIX P56

TABLE 16. Withdrawals Due to Adverse Events - All Patients

- Relationship
Patient

Comter o pge Sex Adverse Evet JoSudy Sy Dy  SpyDuDE  Ouoome

Cefdinir -
3 48 7yr, F ' Possible Rbeumatic Feve™  Ualikely 9 Completed Recovered
2 29 19 mo, F . Otitis media Defanitely not 12 Completed medication Unknown
7 14 Syr. M  Ofitis media Definitelynot . 18 Completed medication Recovered
7 11 yr, M Otitis media, sinositis Definitely mot 17 Completed medication Recovered
9 36 6yr, M  Otitis media : Definitely not 7 Completed medication Recovered
14 3 10 yr, M Sinusitis Definitely not 16 Completed medication Recovered

Pealciliin

- B33 a2 Y1, Fa Debrydration®asa s - o Definitely mot» 4 4 —Resovered-
3 S2 8y F  Stomach cramps, navsea Possibly 2 2 Recovered
4 21 2yr, M  Smashed thumb Definitely not 2 Completed medication  Recovered
- 10 . 38 10yr, ¥ Urinary tract infection . Definitely sot — - 15 Completed medication Recovered

10 7 9yr,F  Otitis media Definiscly mot 11 Completed medication Recovered
1n 9 2yr,F  Sinusitis, coojunctivitis Unlikety 18 Completed medication Recovered
R 6 Syr, M Impetigo Definitely mot 18 Complted medication Recovered

S As assessed by the investigator

% Serious sdverse event

€ Preferred term:  infection

63.1.11. Costridium difficile-Associated Diarrhea =~

No patients discontinued treatment for diarrhea, therefore, none were tested for
C. difficile.

632. Physical Examinations®

A review of the physical examinations performed at baseline, TOC, and LTFU showed
no adverse findings associated with any treatment group.

®  Appendix C.55, Median Changes in Vital Signs

ONCLCRRE MBI HSID 3
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NDA 50-739 (CEFDINIR) PHARYNGITIS/TONSILLITIS-PEDIATRIC

7 MG/KG BIDXSD VS. MEDICAL OFFICER'S AND STATISTICIAN'S REVIEW
PEN VK 10MG/KG QIDX10D PROTOCOL 983-56
APPENDIX P56
TABLE 20. Summary of Markedly Abnormal Laboratory Valyes More
Abnormal at the First Posttherapy Visit Than at Baseline
Excluding Site 5° '
[Number (%) of Patients]
’ Direction of Cefdinir Penicillin
Parameter Change N=211 N =214
Hematology )
Hematocrit Decrease 0 (0.0) 1 (05)
Platelets Increase 1 (0.5) 0 (0.0)
White Blood Cells Decrease ©1(0.5) 0 (0.0)
Increase 3 (14) . 3049
Polymorphonuclear Leukocytes Decrease 0 (0.0) 0. (0.0)
Increase 5 4 3 (14)
Lymphocytes Decrease 3 (14) 1 (0.5)
Eosinophils , Increase 0 (00) 0 (0.0)
Blood Chemistry
Alkaline Phosphatase Increase 2 (1.0) 2 (0.9)
Bilirubin Increase 1 (0.5) 0 (0.0)
LDH Increase 4 (1.9) 4 (1.9)
AST Increase 1 (0.5) 0 (0.0)
Sodium Decrease 1 (0.5). 0 (0.0)
Potassium Increase 2 (10 3014
Total Protein Increase 1 (0.5) 0 (0.0)
Phosphorus Increase 2 (1.0) 0 (0.0)
Bicarbonate Decrease 2 (1.0) 0 (0.0)
Urinalysis
Urine Protein Increase 2 (1.0) 3 (1.4)
WBCs : Increase 0 (0.0) 2 (0.9)
Specific Gravity Increase 0 (00) : 1 (0.5)
Any Parameter” ' 20 (9.5) 19 (8.9)

This table does not include data from patients with markedly abnormal values at the STFU visit that
were unchanged or improved relative to the baseline value. Does not include patients listed in
Appendix E.22.

One patient had no baseline value for comparison, but is included in this summary: in the cefdinir
BID treatment group, Patient 44, Ceater 3, for PMNs

Total number of patients in a treatment group experiencing a markedly abnormal laboratory
parameter (more abnormal than at baseline) regardless of the laboratory parameter.
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NDA 50-739 PHARYNGITIS /TONSILLITIS
MEDICAL OFFICER'’S AND STATISTICIAN’S REVIEW
INTEGRATED SUMMARY OF EFFICACY ACROSS PHARYNGITIS STUDIES

—

APPENDIX EP (EFFICACY PHARYNGITIS)

Protocol 51:

The table below presents the response rates and analysis results for the evaluable patient population, both including
and excluding Site 14 (Iravani) based on the Sponsor’s submission:

Cefdinir QD Cefdinir BID Penicillin
= Clinical Response Rates
All Sites 97.6% (246/252) 96.4% (241/250) 86.8% (217/250)
Excluding Site 14 97.4% (222/228) 96.0% (218/227) 86.3% (196/227)
Microbiological Response by Patient ,
All Sites _ 92.5% (233/252) 94.8% (237/250) 70.8% (177/250)
Excluding Site 14 94.3% (215/228) 94.3% (214/227) 70.0% (159/227)
(\ ’ Cefdinir QD vs. Penicillin Cefdinir BID vs. Penicillin
Unadjusted CMH Unadjusted CMH p-value
95% CI p-value 95% CI
Clinical Response Rates
All Sites (6.2%, 15.4%) <0.001 (4.8%, 14.4%) <0.001
Excluding Site 14 (6.1%, 15.9%) <0.001 (4.6%, 14.8%) <0.001
Microbiological Response by Patient
All Sites ' (15.1%, 28.2%) <0.001 (17.7%, 30.3%) <0.001
Excluding Site 14 (17.6%, 30.9%) <0.001 (17.5%, 30.9%) <0.001

Excluding Site 14 had very little effect on response rates. Both cefdinir QD and cefdinir BID lare still shown to be
superior to penicillin for both clinical response rate and microbiological response by patient for the evaluable
population.

Clinically Evaluable Patients

The table below presents the clinical response rates and analysis results for the chmcally evaluable patlent
= population, both including and excluding Site 14.

CEFDIEF1.WPD 1




NDA 50-739 PHARYNGITIS /TONSILLITIS
MEDICAL OFFICER'S AND STATISTICIAN’S REVIEW
INTEGRATED SUMMARY OF EFFICACY ACROSS PHARYNGITIS STUDIES

Cefdinir QD Cefdinir BID Penicillin
Clinical Response Rates ’ ‘
All Sites 97.3% (251/258) - 96.5% (246/255)  —86.2% (219/254)
Excluding Site 14 97.0% (226/233) 96.1% (222/231) 85.7% (198/231)
# Cefdinir QD vs. Penicillin Cefdinir BID vs. Penicillin
Unadjusted CMH Unadjusted CMH p-value
95% CI p-value C . 95%Cl
- All Sites (6.4%, 15.7%) <0.001 . (5.4%, 15.1%) <0.001
Excluding Site 14 (6.3%, 16.3%) <0.001 (5.2%, 15.5%) <0.001

Excluding Site 14 had very little effect on the clinical response rates. Both cefdinir QD and cefdinir BID are still
shown to be superior to penicillin for the clinically evaluable population.

Protocol 56

( Evaluable Patients

The table below presents the response rates and analysis results for the evaluable patient population, both including
and excluding site 5 (Iravani).

Unadjusted 95% CMH
Cefdinir BID Penicillin Cl p-value
Clinical Response Rates » e
All Sites 91.5% (205/224) 90.7% (196/216) (-4.5%, 6.1%) 0.798
Excluding Site 5 91.3% (179/196) 89.6% (173/193) (-4.1%,.7.5%) 0.567
Microbiological Response by Patient
All Sites 89.7% (201/224) 71.8% (155/216) (10.8%, 25.2%) <0.001
Exclu@grSite 5 89.8% (176/196) 69.9% (135/193) (12.1%, 27.6%) <0.001

Excluding site 5 had very little effect on the response rates. Cefdinir is still shown to be equivalent to penicillin in

clinical response rate, and superior to penicillin for microbiological response by patient, for the evaluable
population.

CEFDIEF1.WPD 2




~ NDA 50-739 PHARYNGITIS /TONSILLITIS
MEDICAL OFFICER'S AND STATISTICIAN’S REVIEW
INTEGRATED SUMMARY OF EFFICACY ACROSS PHARYNGITIS STUDIES

Clinically Evaluable Patients

The table below presents the clinical response rates and analysis results for the clinically evaluable patient
population, both including and excluding site 5.

Unadjusted 95% CMH

Cefdinir BID Penicillin ‘ Cl p-value
- Clinical Response Rates
All Sites 91.7% (209/228) 90.9% (200/220) (-4.5%, 6.0%) 0.787
Excluding Site 5 91.5% (182/199) 89.7% (175/195) (-4.1%, 7.5%) 0.552

Excluding site 5 had very little effect on the clinical response rates. Cefdinir and penicillin are still shown to be
equivalent for the clinically evaluable population. '

Statistical Reviewer’s Comments: Based on the underlying sample sizes, recalculating confidence intervals, and
L incorporating Yates’ Continuity Correction is not expected to result in considerably different inferences in either
protocol 51 or 56.

APPEARS THIS WAY
ON ORIGINAL

CEFDIEF1.WPD Y 2




| ! NDA 50-739 (CEFDINIR) PHARYNGITIS/TONSILLITIS
. MEDICAL OFFICER’S AND STATISTICIAN'S REVIEW
FINAL CONCLUSIONS AND RECOMMENDATIONS =

PHARYNGITIS STUDIES FINAL CONCLUSIONS AND RECOMMENDATIONS:
The following tables summarize the efficacy findings of the studies evaluated for this pharyngitis NDA
submission: :
= Pathogen Eradication Rates (%)" Clinical Cure Rates (%)
Indication Study Number Cefdinir Cefdinir Control Cefdinir Cefdinir Control
QD BID Drug(s) QD BID Drug(s)
Pharyngitis 983-7 91 92 83 95 96 89
: 983-58 - 89 82 - 89 85
983-51 93 95 71 . 98 96 87
983-51 94 94 70 97 96 86
excludinglriva :
.- ni
£ 983-56 - 90 7 - 92 91
983-56 90 70 ‘ 91 90
excluding
Irivani

: Microbiologically evaluable patients.

Microbiologically evaluable patients, except for otitis media and sinusitis studies, in which rates for
clinically evaluable patients are used.

TABLE 52. Mlcroblolognc and Clinical Qutcomes - Microbiologically Evaluable Patients

Pharyngitis Study 983-7
Cefdinir QD Cefdinir BID | . Penicillin
Parameter
n/N % - n/N % n/N %
S. pyogenes Eradication 1927210 914 199217 91.7 1812217 834
Clinical Cure 199/210 94.8 2097217 96.3 1931217 88.9

CEFSUMM.WPD




(' NDA 50-739 (CEFDINIR) PHARYNGITIS/TONSILLITIS
. MEDICAL OFFICER’S AND STATISTICIAN’S REVIEW :
FINAL CONCLUSIONS AND RECOMMENDATIONS

TABLE 14. Summary of Efficacy Analyses at TOC-per applicant

Pairwise Comparison ~ Population Rates (%) 95% CI - Interpretation
Microbiologic Eradication ;
QD vs Penicillin Evaluable* 91 vs 83 1.8,143 QD Superior
MITT 91 vs 84 1.5, 13.3 QD Superior
ITT TOvs64 -2.1,127 = Equivalent
BID vs Penicillin Evaluable* 92vs83 2.1,145 .  BID Superior
MITT 92 vs 84 2.1,13.8 BID Superior
ITT 71 vs 64 -0.9,13.9 Equivalent
QD vs BID Evaluable 91 vs 92 -5.5;5.0 Equivalent
MITT 91vs92 - - - <55;45 ° Equivalent

ITT 70vs71 ~ -8.5,6.1 Equivalent

Clinical Response

QD vs Penicillin - Evaluable 95 vs 89 0.7,11.0 QD Superior
Clinically 91 vs 85 0.1,11.3 QD Superior
L Evaluable
t ITT 90 vs 85 02,102  QDatLeast
Equivalent
BID vs Penicillin Evaluable 96 vs 89 25,122 BID Superior
Clinically 93 vs 85 28,135 BID Superior
) Evaluable
ITT 92 vs 85 1.6,11.6 BID Superior
QD vs BID Evaluable 95 vs 96 -<5.5,2.4 Equivalent
Clinically 91vs93 -7.1,2.3 Equivalent
Evaluable
ITT 90 vs 92 -6.2,2.9 Equivalent

Primary efficacy analysis

n

CEFSUMM.WPD




: NDA 50-739 (CEFDINIR) PHARYNGITIS/TONSILLITIS
( MEDICAL OFFICER’S AND STATISTICIAN’S REVIEW
FINAL CONCLUSIONS AND RECOMMENDATIONS

Table 53. Microbiologic and Clinical Outcomes-Microbiologically Evaluable Patients ,

Pharyngitis .
Study 983-58 )
Cefdinir Penicillin

Parameter =N rye 95%CI TN v
S. pyogenes Eradication 1937218 88.5 176/214 822
Clinical Cure 194/218 89.0 181214 84.6
MICRO -4,12.9

- CLIN -2,10.8

_ The table below presents the response rates and analysis results for the evaluable patient population, both
- including and excluding Site 14 (Iravani) . This is the FDA analysis with continuity correction.
Protocol 51:

Criteria Cefdinir QD Cefdinir BID Penicillin 95% Confidence Interval (with
continuity correction) -

Clinical Efficacy

All sites 246/252(97.6%) 241/250(96.4%) 217/250(86.8%) Cefdinir OD vs Cefdinir BID
‘ 252250(-0.0216, 0.0459), 65 o5 4xc.

Cefdinir OD vs Pen
252:250(0-0582, 0.1582)7 g 36 1:

Cefifinic BID vs P
250250(0-0441, 0.1479), 1 ce 1

—

Sites14 222/228(97.3%) 218/227(96%) 196/227(86.3%)

Cefdinir OID vs Cefdinir BID
excluding 223.22(-0.0238, 0.0505)g7 30, 963
Iravani

Cefdinir OID vs Penn
220.20(0.0566, 0.1639)g6s¢ 4535

Cefdinir BID vs Penn
217.20K0:0411, 0.1527)ggne 4635

Microbiologic Eradication

All sites 233/252(92.4%) 237/250(94.8%) 1777250(70.8%) . { Cefdinir OD vs Cefdinir BID
252250(-0-0701, 0.0232)4 4 ounc

Cefdinir OD vs pen
252250(0.1475, 0.2857)5; e 7005

N Cefdinir BID vs Pen
&' ‘ 250250(0.1732, 0.3067)g4 s, 70.5%

CEFSUMM.WPD




W

Dr. Iravani

Criteria Cefdinir TL L:m S:ég ;ﬂ:& ﬁ’gs NEW 95% Confidence Interval (with
continuity correction)
Sites 14 215/228(94.3%) 214/227(94.3%) 159/227(70%) Cefdinir OD vs Cefdinir BID
excluding 2.22(-0.0468, 0.0473), 30¢ 543%
Iravani
Cefdinir OD vs Pen
28297(0.1713, 0.3137)4 3¢ 20%
Cefdinir BID vs Pen
222.220. 1711, 0.3135)g4 30; 70
w
Criteria Cefdinir QD Cefdinir BID Penicillin 95% Confidence Interval (with
continuity correction)
protocol 56 -Clinical Efficacy (all evaluable patients)
All sites 205/224(91.5%) 196/216(90.7%) 224216(-0.0499, 0.0655)g, s 90 7%
Sites excluding 179/196(91.3%) 173/193(89.6%) 196.103(<0.0465, 0.0804)9..,,“,_6%’
Dr Iravani
Microbiologic Eradication
All sites 201/224(89.7%) 155/216(71.7%) 224216( 0.1031, 0.2563)59 mc 11.7%
Sites excluding 176/196(89.7%) 135/193(69.9%) 196.103( 0.1160, 0.2809) g9 n 6.9

Clinical Efficacy (clinically evaluable patients)

All sites

209/228(91.6%) 200/220(90.9%) 28226(-0.0491, 0.0642)y, 65 00 9%
Sites excluding ) 182/199(91.4%) 175/195(89.7%) 199,195(-0.0455, 0.0798)s, 45 491
Dr Iravani
CEFSUMM.WPD 4
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NDA 50-739 (CEFDINIR) PHARYNGITIS/TONSILLITIS
MEDICAL OFFICER’S AND STATISTICIAN’S REVIEW
FINAL CONCLUSIONS AND RECOMMENDATIONS hi
PROTOCOL 7 =

TABLE 17. Summary of Adverse Events - All Patients-Applicant

[Number (%) of Patients]

(Page 1 of 2)
Cefdinir Penicillin
QD BID N =310
N =305 N =304
Adverse Events During Study
All Adverse Events 169 (55.4) 157 (51.6) 140 (45.2)
Associated* Adverse Events 102 (33.49) 91 (29.9) §7 (18.4)
PROTOCOL 58
TABLE 13. Summary of Adverse Events - All Patients
[Number (%) of Patients]) o v
Cefdinir Penicillin
N=278 N =280
Adverse Events During Study ‘ ‘
: All Adverse Events 161 (57.9) 143 (51.1)
Associated® Adverse Events 61 (21.9) 47 (16.8)
PROTOCOL 51 Cef. QD vs Cef. BID vs
adverse event rates and Penicillin Penicillin
drug-associated adverse - CMH
event rates, both p-value CMH
including and excluding p-value
site S ‘CefdinirQD  Cefdinir BID Penicillin
All Adverse Events
All Sites 41.2% (119/289) 44.6% (129/289) 37.9% (110/290) 0.393 0.087
Excluding Site 14 44.3% (117/264) 47.5% (125/263) 40.2% (106/264) 0.295 0.078
Drug-Associated Adverse Events
All Sites 8.3% (24/289) 9.3% (27/289) 7.2% (21/290) 0.620 0.612
Excluding Site 14 8.7% (23/264) 10.3% (27/263) 8.0% (21/264) 0.727 0.364

CEFSUMM.WPD 5




NDA 50-739 (CEFDINIR) PHARYNGITIS/TONSILLITIS

MEDICAL OFFICER’S AND STATISTICIAN’S REVIEW
FINAL CONCLUSIONS AND RECOMMENDATIONS ——

PROTOCOL 56

The table below presents the adverse event rates and drug-associated adverse event rates, and the analysis
results, for patients who took drug both including and excluding site 5.

. CMH
Cefdinir BID Penicillin p-value
All Adverse Events
All Sites 38.3% (92/240) 33.1% (80/242) 0.212
Excludingﬁ Site 5 40.8% (86/211) 36.0% (77/214) 0.314
Drug-Associated Adverse Events
All Sites 5.4% (13/240) 4.5% (11242) 0.678
Excluding Site 5 6.2% (13/211) 5.4% (11214) 0.678

Medical Officer’s Note: As reported adverse event rates were lower at Dr Iravani's site than the overall rate
observed in the study, exclusion of data from his site resulted in increased adverse event rates in all treatment
groups. Exclusion of data from Dr Iravani's site, however, did not alter analyses, showing that neither adverse
event rates nor drug-associated adverse event rates were statistically significantly different between treatment
groups at the p <0.05 level, for either study.

Medical Officer’s FinalConclusions on Efficacy:

1. Cefdinir, given as a 5-day (BID) capsule is egivalent to penicillin in the eradication of GABHS from the throats
of patients with streptococcal pharyngitis.

- 5 day suspension or 10-day (OD or BID) regimen( capsule or suspension), more effective than penicillin in the
eradication of GABHS from the throats of patients with streptococcal pharyngitis. '

2. Cefdinir, given as a 5-day (BID) regimen, is equivalent to penicillin in symptomatic relief in streptococcal
pharyngitis :

-10-day (QD or BID) regimen is more effective than penicillin in symptomatic relief in streptococcal pharyngitis.
3. The 5-day regimen appears to give somewhat lower eradication rates than the 10-day regimen.
4.Cefdinir has not been studied for effectiveness in the prevention of rheumatic fever.

5. When Dr. Irivani’s data was not included in the analysis for microbiologic and clinical efficacy, there was little
effect on the outcome.

Medical Officer’s Final Conclusions on Safety:

1.Cefdinir is well-tolerated.
2.Cefdinir appears to have a safety profile within the ranges reported for other recently approved

CEFSUMM.WPD 6




NDA 50-739 (CEFDINIR) PHARYNGITIS/TONSILLITIS
MEDICAL OFFICER’S AND STATISTICIAN'S REVIEW
FINAL CONCLUSIONS AND RECOMMENDATIONS -~

cephalosporins.Overall, the risk of adverse events during treatment with cefdinir is balanced by its clinical
benefits. o

3. When Dr. Irivani’s data was not included in the analysis for safety (both the adverse event rates and drug-
associated adverse event rates), there was very little effect on the adverse event rates).

Concur:

S/ /S/

' 0
Daphne Lin Ph.D. Aloka G. Chakravarty Ph.D.
Team Leader, Biomedica) Statistician
Division of Biometrics IV Division of Biometrics IV

/&, o JSL
-y 7 T U
Janice Soreth, M.D. 4 /7617 Roopa Viraraghavan M.D.
Team Leader,DAIDP ) Medical Officer, DAIDP

- o g
Gary ChikamiM.D. . [ af29
Division Director,DAIDP

cc:
Original NDA 50-739

Original NDA 50-749
HFD-520/Division Files
HFD-520/MO/R. Viraraghavan e
HFD-40/DDMAC/J. Spearmon. T
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NDA 50-739: Clinical & Statisticaj Review, Omnicef®cefdinir axetil) for the treatment of acute otitis media

_ NDA 50-739: Clinical and Statistical Review, Omnicef® (cefdinir axetil)
( for the treatment of acute otitis media

-_—

Reviewers’ note: The following review was performed, whenever possible, with the removal of data gathered

by Dr. Robert Fiddes' and Dr. Abdollah Iravani’s study sites. The data gathered by these study sites is
believed to be unreliable..

Indication: Acute Otitis Media (AOM)

Title and Study Number: 'lnvesﬁgator-blinded, randomized, comparative, multicenter study of cefdinir
versus amoxicillin/clavulanate in the treatment of AOM with effusion in pediatric patients (Protocol 983-10)

Objective: To compare the efficacy and safety of two 10-day dosage regimens of cefdinir suspension
(14 mg/kg QD and 7 mg/kg BID) and one 10-day regimen of amoxicillin/clavulanate (Augmentin® at
13.3 mg/kg TID) in the treatment of pediatric patients with acute suppurative otitis media with effusion.

= Reviewers’ note: This selection of Augmentin as a comparator agent is an excellent choice — this agent is
widely used in the treatment of AOM because of successful use in this infection. It is well-recognized as

having excellent activity agent the primary agents of AOM, Streptococcus pneumonige, Haemophilus
influenzae (including beta-lactamase producing strains) and Moraxella catarrhalis.

Study Design: This was an investigator-blinded, randomized, comparative, multicenter study with
3 parallel-treatment groups. An ear examination and clinical assessment were performed during the Days 3
to 5 interval of therapy. Patients who had not improved at this time discontinued treatment.

) The protocol and case report forms specified that the mid-term follow-up (MTFU) visit be made 12 to
( ‘ 16 days posttherapy. However, many sites performed the MTFU visit beginning on Day 22. This was
actually 11 days posttherapy for patients who started BID or TID treatment midday on Day 1 and therefore
ended treatment on Day 11 instead of Day 10. For analysis purposes, the TOC window was widened to 11 to

16 days posttherapy and the long-term follow-up (LTFU) window to 27 to 42 days posttherapy to include
these patient data.

Figure 1: Study Design~
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. : Day 10 Posttherapy
Procedure/Observation Baseline® Dayl Days3-5 (End ofyl'hmpy) 24 Days®  12-16 Days® 46 Weeks®

Medical History

Physical Examination®

Otoscopic Examination®

Tympanometry* B

Tympanocentesis, Culture, and
Susceptibility Testing"

Clinical Assessment of Signs and
Symptoms* X X . X X X

Adverse Event Monitoring* X

Clinical Laboratory Tests* X - X x

Study Drug Dosing X X

Prior to treatment (within 48 hours)

Short-term follow-up (STFU) visit

Mid-term follow-up (MTFU) visit

Long-term follow-up (LTFU) visit

Also to be performed whenever therapy is discontinued arly

Performed only at selected study sites through January 14, 1993. Required for all study participants as of January 15, 1993
(sec Amendment 2).

For patients with baseline culture who do not show satisfactory clinical improvement

Only if abnormalities were detected 2 to 4 days posttherapy

Only if abnormalities were detected 12 to 16 days posttherapy

-

b 2

X X
X X X X
X X

»

Xs Xs Xs

-8 B 06 T

Methodology: After baseline screening, patients were randomized to receive cefdinir QD, cefdinir BID, or
amoxicillin/clavulanate for 10 days. Patients returned for a short-term follow-up visit 2 to 4 days
posttherapy, a mid-term follow-up visit 12 to 16 days posttherapy which served as the test-of-cure (TOC),
and a long-term follow-up (LTFU) visit 4 to 6 weeks posttherapy. Results from ear examinations,
tympanocentesis cultures, and clinical assessments were used to compare the efficacy of the treatments.

Results from adverse event reporting, physical examinations, and clinical laboratory tests were used to
compare the safety.

Reviewers’ note: This study provided the microbiologic evidence required to support the indication of acute
otitis media as required by DAIDP s Points:to-Consider Guidance document.

Patients and Inclusion/Exclusion Criteria: Patients were boys and girls aged from 6 months to 12 years,
who had acute suppurative otitis media with effusion for less than one week. Patients needed to have
erythema of the tympanic membrane and middle ear effusion, supported by tympanometry, in at least

one ear. Postmenarch girls were required to have a negative pregnancy test prior to drug administration.

Medical officer’s note: The inclusion criteria are not particularly stringent and are really minimal clinical
findings for a diagnosis of AOM. For this study to provide sufficient evidence in support of the indication of
AOM, it must demonstrate that subjects enrolled must, on average, possess signs and symptoms enough to
support a diagnosis of AOM consistent with a bacterial etiology. Multiple other signs and symptoms were

recorded and followed among those enrolled, but did not constitute entry criteria. Some of these were
incorporated into assessment which determined outcome.

~ Patients were to be excluded from participating in the study for any of the following reasons:
* Subacute or chronic otitis media, acute exacerbations of chronic otitis media, or chronic middle ear
effusion;
A ventilation tube or perforated tympanic membrane in cither ear at baseline;
Diseases, complicating factors (eg, mastoiditis), or structural abnormalities that would confound
evaluation of the therapeutic response;
Hepatic disease, obstruction of the biliary tract, or baseline bllu'ubm or heépatic enzyme levels (AST,
ALT) >2 times the upper limit of normal;
* Baseline serum creatinine >1.5 times the upper limit of normal;
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Hypersensitivity to B-lactams (including penicillins and cephalosporins);

Receipt of another systemic antibacterial agent within 7 days of study start;

Use of a topical aural antibacterial within 2 days of study start; —

A baseline pathogen known to be resistant to cefdinir or amox/clav prior to randomization;

Concomitant infections requiring systemic antibacterial therapy;

Receipt of any other investigational compound within 4 weeks of study entry;

Prior participation in this or any other cefdinir study;

Iron supplements, including iron-containing multivitamins, required. Patients were allowed to participate
in this study if they abstained from iron-containing products for the duration of therapy;

¢ Concomitant decongestant therapy required. Patients receiving decongestants at baseline were allowed to

enter the study provided that they did not receive decongestants at any time during the study, including
the follow-up period.

Reviewers’ note: The first 3 exclusion criteria are unique to this indication. Current DAIDP's current
Evaluability Criteria do not require that patients with “perforated eardrums..., recurrent episodes or chronic
. episodes” but that such patients should be enrolled with subset analysis planned. Almost no patients with
- such conditions were enrolled and little can be said about anything but those with fairly uncomplicated
AOM. This will be considered later in this review. This application only seeks approval for AOM and does
not seek approval for related conditions or highly resistant organisms such as penicillin resistant
Streptococcus pneumoniae. Any labeling applied to this indication must reflect this.

The last 11 exclusion criteria are common to other indications in the application and-some are generated by

concerns relevant to cefdinir and some to cephalosporins as a class. Labeling will reflect any issues
generated by these findings in its safety subsections.

Withdrawal from the study was allowed if: (1) a baseline pathogen resistant to both study drugs was
- isolated, (2) the patient had spontaneous perforation of the tympanic membrane, or (3) they required
( additional/other antibacterials for their otitis media. At the investigator's discretion, patients also could be .

withdrawn because of insufficient efficacy, an adverse event, a laboratory abnormality, or lack of
cooperation.

Reviewers’ note: If patients required additional antimicrobial therapy or condition worsened or did not cure
on therapy causing the investigator to withdraw the patient, the patient was carried through as a failure.
Patients who had assessments done early or had insufficient treatment duration became failures.

Evaluability Criteria: Four populations were analyzed: (1) clinically evaluable, (2) microbiologically-
clinically (strictly evaluable), (3) an intent-to-treat (ITT) and (4) a modified intent-to-treat (MITT).

Evaluable populations for these analyses are had the following criteria:

Clinically evaluable = =~ T
¢ clinical assessment of at least minimal required signs and symptoms complete and within
predetermined range

¢ study medication taken as prescribed (80% of course completed)
¢ susceptible baseline pathogen '

¢ no concurrent systemic antibacterial therapy and no systemic antibacterial within 7 days prior to the
first dose of study medication :

] did not have an intentional randomization violation

Strictly evaluable

. ¢ being clinically evaluable plus having a proven baseline pathogen
* off-schedule cultures

Reviewers’ note: The criteria are acceptable provided (as stated elsewhere in the Sponsor's report and
supported by review of data) that all early failures who required other antimicrobial therapy or had an off-
schedule culture because of early failure are carried forward to TOC as Jailures.
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MITT

¢  patients who had the correct indication

L received study medication -

¢  had at least 1 baseline pathogen, and had a follow-up culture or a follow-up clinical assessment of signs
and symptoms.

ITT =

¢ all patients who were randomized to treatment

Included in the ITT population are patients who had no baseline tympanocentesis, no baseline pathogen, or
no follow-up culture and no follow-up clinical assessment. These patients were considered to have
microbiologic persistence in the ITT summaries and analyses. Patients who had no follow-up clinical
assessment were categorized as clinical failures in the ITT summaries and analyses.

Reviewers’ note: Such a stringent analysis of the ITT population allows for a worst case scenario and is

appropriate. Unfortunately, it is not particularly sensitive given.that the outcome is demonstration of
therapeutic equivalence.

Endpoints: The measures of efficacy were clinical cure rate by patient and microbiologic eradication rate by
patient and pathogen in the clinically evaluable, microbiologically-clinically (i.e., strictly) evaluable,
modified intent-to-treat, and intent-to-treat populations.

The primary outcome measure was the clinical cure rate in clinically evaluable patients at the test-of-cure
(TOC,) visit which occurred 11 to 16 days posttherapy. See figure one above. Secondary outcome measures
were the microbiologic eradication rate by pathogen and the microbiologic eradication rate by patient. The
primary end point was the TOC visit; the LTFU visit was a secondary end point. Data from the LTFU visit
were summarized and presented as supporting information. No statistical analyses of LTFU data were done.

Most microbiologic eradication rates were presumed from clinical responses. Superinfection and reinfection
also were examined.

The measures of safety were adverse event data (occurrence, intensity, relationship to study drug, frequency,
duration, management of study medication, and patient outcome), and the results from physical examinations
and clinical laboratory tests (hematology, chemistry, urinalysis) in all patients randomized to treatment who
received drug. Assessments of clinical and microbiologic responses at the TOC visit, 11 to 16 days
posttherapy, were used to evaluate the efficacy of cefdinir QD, cefdinir BID, and amox/clav. The LTFU
visit, 27 to 42 days posttherapy, provided information on recurrence of infection.

The patient clinical signs and symptoms used in determining clinical response in this study were: otalgia,
irritability, anorexia, lethargy, decreased hearing, vertigo, and fever. In infants and young children, in whom
some signs and symptoms were difficult to assess, otalgia could be expressed as ear pulling, decreased
hearing coild be based on the guardian's report, and vertigo could be expressed by stumbling, falling, or
clumsiness. Based on the judgment of the investigator, the severity of all these signs and symptoms, except
fever, were graded as Absent, Mild, Moderate, or Severe (0, 1, 2, or 3, respectively). Body temperature was
recorded by the investigator and the presence of fever was determined by the Sponsor using an objective
temperature guideline ( see table below); the absence of fever was graded as 0 and the presence as 1.

Table 2. Determination of Presence of Fever

Method of Measurement Fever

°F (-] C
Oral 21004 238.0
Axillary 299.1 2373
Rectal 2102.0 2389

Aural 2100.0 237.8
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A total patient clinical signs and symptoms score for use by the Sponsor was obtained by the following
method. Symptom severity scores for otalgia, irritability, anorexia, lethargy, decreased hearing, vertigo, and
fever were each weighted (ie, multiplied) by a factor of 1. The resulting values were summed across all

symptoms to provide a total patient clinical score which could range from 0 through 19 at baseline, TOC, or
LTFU.

Reviewers’ note: The scoring system appears to be a fair method by which to summarize outcomes, but the
medical officer will review each category to assure that reso