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1. ARORE

KL, TF S v N E ARGy & B DIEIRE B IERHITH 5,

(7T A=) 13, RET AT 7 —~ RSt (IBRPERA TEMRAiatt) MR EEREL E LT
PR 2 L, B M OB G2 E . ZEMRER, AEW5im S e 54 L, 1991 4 5 A
22 HIC/AGEZHUF L, 19924 7 H 10 HIZRe 2 BIAG Lz, (3655 698 5 (N 55 425 1 30 H)
(ZHED S KRR HGH)

1999 4 3 H 23 B, 77 > & —)VEE | I3 E Ml OR R, FHEIE 14 K0 2 A5 UKGRIEGFH)
DNFTIUTH Y L7 & O FFHIRE R 2 1572,

2007 42 2 1 28 H, Wifis % (77 4 —vbE) 6 (77 u—4E 50mg (44 93— I[CE®
DA AT T, 2008 4 6 H 20 HIZFAHINH S 7z,

(77 ) a—/L8E 26mg [# A F—1) 1%, RAT AT 7 —~< RS (B REERS T RS 2
BIEIEG & UCRR A RmE L, BRI ORBRAELRE, ZEMRR, EWai RSN % I
L. 2011 £ 7 H 15 HIC/&KRAZ TS L, 2011 4F 11 H 28 HICHGEA RS LT-, CGEAFE 0331015
5 CER 1743 A 31 H) 1ZHS & AGRHGE

2023 F 11 H 1B, (77 /70— §E28meg [ #A 3 —]] KO 75 /) oa—/LEEB0mg [ ¥ A =2—]]
IZEH T N7 57— RSt 6 B E T B TGRS S IR FE A GRS G S 4, Z OBRIZHRGE
LDREEI XA T—I 0B INIGHIAERE LT,

2023 = 11 H 22 BHIZHRMINE <, B E RSN kG 2Btk LT-,

2. HROARFHFE

(1) AFNE, 77/ va— e FR0 & 2 DIRERYE B Al TH 5,
(2) ERZEWEME LT, WK, DA%, LIIER, BE7 vy 7 AE7vy 7 Kbzt s

PEARI T, PP IREE, Wl SRUESOREE, I/ MEIAME, SREER S STV S, (T 8.
HRRBIVER & WIEIR ) DTHZR)
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I. &WIZEYSEE

1. R4
(1) 4
77/ a—/VEE 25mg [NIG)
77/ v—/)LEE 50mg [NIG]
(2) #4%
Atenolol Tablets
(3) AMDHEE
—fA L

2. —&4
(1) 4 (k)
77/ a—/ (JAN)
(2) #4 (®if&K)
Atenolol (JAN, INN)
(8) RTFL (stem)
B-7 R T U BN« —olol

3. EEAXITTHER
b7 s
NHz

no RO Bt

4. HFRRUSFE
SF 0 C14aH22N203
4B 266.34

5. {L%8 (W& XEEXHE
2-(4-{(2RS)-2-Hydroxy-3-[(1-methylethyl) amino] propyloxy} phenyl) acetamide (IUPAC)

6. [EAA. A4, BE.
Briz7e L

&S



. HEESI<EI SEE

1. YBLFHER

(1) 40 - R
HE~HEE A O MIEDM K TH 2,
(2) B
A X =)V IUIEERE (100) ([ZETR0T <, =& /7 —/b (99.5) [Z0R0FIT07 < KIZETFIZ v,
e TR
B (1g A I BT 5 LR
AR ) =) 1mL LA _E 10mL K3
HElE  (100) 1mL P E 10mL ¥
X ) —/L (99.5) 10mL 2L E 30mL A
i 100mL LA | 1000mL A

REREY : pH1.2 : 0.04g/mL  pH4.0 : 0.07g/mL pH6.8 : 0.02g/mL /K : 0.02g/mL

(3) HiEtE

BRI L
(4) R (HBR). R, RER

S 0 152~156C
(5) BIEEMEMTH "

pKa: 9.6
(6) 7EEH

BRI L
(7) 20t E4RHEE

FESEHE « A X ) — VIR (1-25) [XhEerE & R & 7220,

2. HHRSOEBEHTI=HT R
LR L

3. AMESOREERRE. EEX
(1) HesBatBis
1) SRS AT L E v
KD AL ) —=NRHRIZ D ERINART MV ERE L, REDART ML EREDSRA~T MLV i
T 5 & &, MDA MUVER—EED & Z AIZFRROTRE DWIRZRBD %,
2) FRHMRIL A7 N VRIE T
BAb U U AFERNEIZ X O EBREZITV, REDANRT MLV ERFOSIAT N EEGT 5 L X
W& DAY VR E D & Z AIZFERORE ORI 2B 5,
(2) E&EE
BB T
A L, BERRICIE L, B ER TR E T D,



V. RANEYTSI1EE

1. HifE
(1) AEORH

T AN —TF ¢ VTR
(2) HHEDHNBREUHEIR

HR5E44 77/ a—)LEE 25mg [NIG) 77/ 1—/)LEE 50mg [NIG |
& - FlIFE HDT 4V ha—F ¢ T
[IERES 6.6mm 8.1mm
JER 3.8mm 4.1mm
H& 130mg 220mg
B —
PP t251 252

(3) #AIO—F
(rv. 1.
(4) HEDOME

(2) WHFIOHNBLKL OPEIR) DHSM)

(MV. 6. WHIOZFEMETITRIT DLEM] OESH)

(5) Tt
M L

2. A DR

(1) ABmsS (EEmS) OFERTFENA

Hx e

77 /) v —/)VEE 26mg [NIG)

77/ v—/LEE 50mg [NIG]

R

18E% : 77/ a—/)L 25mg

18E% . 77/ a—/L 50mg

IRANF

ANFosny fmtre—20 HJ
vIvavy eIy ATT U U,
ATT YV U sy A REHREE
Fefxs 7t Lo —A, Fo7Fy
JYVa—nA@gFr ) A BE R
oL E—RA, BT R AR—RA, <
7 1 =2—)L 6000, D-~> = h—/L  #EK
U BRI T I

JRANNAa—AF M)A BBRET
B, ATT YUY TR T L KRR
v PRI A, KBEHEL X 7 n
Ll a—RA NUEFERITTF T,
e An—2x, w7 wra—/ 6000

(2) EREFORE

LR L




(3) RE

AR L
3. B EREOHARUBE
A LR
4. Aff
M L
5. BATSHEEMED H 5D
B L
6. HANDBEFHETICBT2REN
(1) hnEEaER
O7 T m—/LEE 25mg NIG]  J##ER  40°C - 75%RH. Yt [Fi&midEEae - PTP f1%E]
=hERTE H PRI
<K > BH A 1% H 3 H 6 » H
PEIR n=3 H1 A A N o n
<HEBDT 4N DaA—F ¢ TEE> LE LE e e
Eﬁuuu‘:’t%ﬁ n3><1 N N YN NN
(EEru~ 757 ) e e He ki
UL n=3 o e o o
(WErn~ 757 4-) i i o i
wHME (%) n=3 %
<304, TENLLL S 94~97 82~87 85~90 84~89
PI=N % %9 —Q *q . . . 5
Eliééll% 30/?; 99.2+0.9% | 983+0.7% | 96.5102% | 97.0%0.2%
X1:3m2v ks %2> bk n=3
X2 BREICHTIHIERR (%)
3 PHIME LR (S.D.)
O7 T 7 m—/LEE 50mg [NIG]  JI##ER  40°C - 75%RH. Yt [Fi&midEEae - PTP f1%E]
REREE [=ESVAIN PRAFHATE
<JRHE> &= BH GG 2% H 4% H 61 H
Ptk 4NFK1
_ N 4ANFK?2 Sk Sk T A T A
I/-L\ — S \/rl1
<HBOTZ 4V ba—TF 4 TEE> ANFK3
4NFK1
I—L'i /\
iﬂf ﬁ\u( WL ANFK2 7~9 7~10 7~9 7~9
4NFK3
e B 4NFK1
aa (%) ™1 % % % #
050~ 105.0%> ANFK2 [100.2+0.4%2|100.1+0.9%2| 99.9+0.7%2 | 100.2+0.6%2
‘ o 4NFK3

>ﬂ FRBIIHT 286K (%)
2 PHEEARERE (S.D.)




(2) BOLLRIEDLIENE

SR ESEHIRT : 2007/5/18~2007/8/18

O7 7 /) m—/LEE 25mg INIG] fEmidE 40°C LEEE - KA
2R ERTH H 7y k Eeal|
<HHE> B BH L 1% H 2 % A 3% A
PER 1
<t namrgy| 3 [BEDT VL IBEOT WL BEDT (W BEDT (4
e 3 A—FT AT | AT 4 T | AT | a—T 4 T
. 1
TR R . . . .
T FﬁA FﬁA\ AN AN
(7~ b /77 (—) | 2 i i B B
i ; . . . .
HEsu~br774-) | h h h h
1 7'34"~9'00" | 4'35"~6'15" | 3'45"~4'48" | 1'51"~2'30"
I—Lli J /\
iﬂgf r,i\ u(%)> 2 6'33"~7'36" | 5'30"~6'30" | 3'18'~4'31" | 3'34"~5'59"
7 3 704"~810" | 533"~650" | 4'31"~815" | 5'10"~5'32"
i 1 94.8~96.8 87.1~90.0 91.9~93.9 84.7~86.6
R L 0 —
;gﬁtﬁ ég’; ﬁ J:G> 2 94.8~95.8 83.2~89.0 88.8~93.9 84.7~86.6
7 (97 3 93.7~96.8 88.1~90.0 90.9~92.9 84.7~86.6
. 1 98.4 98.0 98.6 94.9
e (%)
2 99.0 97.5 96.7 97.2
~ (V)
<95.0~105.0% > 3 100.2 97.6 98.2 97.8
1 6.16~17.54 4.20~5.34 4.77~5.54 4.51~5.25
B EAH ;3
( %TL;EEOE (kg) 2 4.99~7.17 5.14~6.47 4.34~5.18 4.81~5.92
- 3 4.41~7.10 5.46~6.62 5.16~6.40 5.30~6.29
X BREBEICHTIEEER (%) AL - K
OT7 7/ m—/uEE 25mg INIG) #E@%E 30°C - 75%RH [ - BAjk]
=X ERIE H =N TRAT ]
<K > & BH L 1% A 2% A 3 % H
PER 1
<EEnT A na—F | g |[HEPTALLIAEOT NS REDT (L LI HRDT AL 5
7 > g | TTTAVTEE | AT A VTG | 2T A VT 2T A T
. 1
TR R . . . .
" e e e e
AR !
TG/ P “‘;w \%A ‘%A N PN \%A
({fGr o~ k757 4—) g H H B H
1 7'34"~9'00" | 3'10"~5'00" | 2'23"~4'59" | 2'59"~3'30"
l—l—li J /\
2 6;5 " u(%)> 2 | 633'"~T736" | 300"~510" | 3'15"~5'12" | 2'45"~3'16"
7 3 T04"~8'10" | 4'07"~6'41" | 246"~4'43" | 342"~4'11"
. 1 94.8~96.8 83.3~87.1 86.8~90.8 83.8~89.4
R L 0 —
<{§0”uﬁ$ ég); ; f> 2 94.8~95.8 82.3~88.1 91.9~93.9 85.7~88.5
AN 3 93.7~96.8 84.3~88.1 90.8~93.9 80.9~82.8
. 1 98.4 975 97.4 98.2
S (%)
2 99.0 96.7 98.2 97.6
~ 0
<95.0~105.0% > 3 100.2 97.2 98.4 99.4
1 6.16~7.54 3.92~4.98 4.18~4.88 3.96~4.85
S i
( %@I)lfor (kg) 2 4.99~7.17 4.23~4.93 3.99~5.03 3.82~4.59
3 4.41~7.10 4.05~5.10 4.00~4.87 3.89~4.81

X RARICAT D AEE (%)




OT7 T m—/LEE 25mg NIG) — fEA)%E

SRR - BEYEE 120 /7 Lix + hr [2000Lx - &8 A58 ]

FBRIE H =R eI
<HH% > F o B At 30 5 Lix +hr|60 7 Lix - hr {90 5 Lx * hr|120 /5 Lx * hr
N 1 HEDT7 4 V| BADOT7 4 V| ABEDOT7 4 V| BBRDT7 4 V| BADT 4L
<HMBOT 4 )V Iha—T 2 ra—F 4| bha—F 4| ha—F s |\ ba—F 4| ba—F v
€ T EE> 3 7§ T EE T EE 7 §E 7§
TifeRd ik bR 1
(EB/7u~ b TT77 4 2 T A A A pay B ey
—) 3
i 1
(o~ o774 2 ke SRy BTiey pkey ey
—) 3
1 7'34"~9'00" | 6'07"~T7'36" | 5'27"~6'27" | 5'22"~6'00" | 5'28"~6'21"
EtE () 2 6'33"~7'36" | 4'57"~6'41" | 5'10"~6'01" | 4'59"~5'59" | 4'38"~5'42"
<60 77 LA >
3 7'04"~8'10" | 5'32"~6'35" | 5'30"~7'25" | 4'45"~17'22" | 4'55"~6'26"
- 1 94.8~96.8 | 85.8~90.6 | 88.7~90.6 | 88.7~91.6 | 83.9~93.5
IR HH 0, =
<{3ﬁo”mj£$ ég’;ﬁﬁl 2 94.8~95.8 | 86.7~89.6 | 85.8~88.7 | 86.7~88.7 | 86.7~87.7
7 ’ 3 93.7~96.8 | 86.7~89.6 | 87.7~91.6 | 88.7~91.6 | 90.6~92.6
: 1 98.4 98.9 102.2 98.1 98.0
4B (o P
a8 (%)
2 99.0 98.2 97.7 98.3 97.0
~ 0,
<95.0~105.0% > 3 100.2 99.4 99.6 97.1 97.2
1 6.16~7.54 | 5.77~6.79 | 5.74~7.10 | 5.39~6.80 | 5.95~6.72
72% iR
( %@I)IE)E (kg) 2 4.99~7.17 | 5.62~6.57 | 4.96~6.67 | 5.73~6.83 | 5.81~6.61
3 4.41~7.10 | 5.47~6.64 | 5.82~7.15 | 5.79~6.99 | 4.76~6.90
¥ FormICKTOEAR (%)
O7 7/ m—)VEE 50mg INIG) @iE 40°C [EDE - XUEA G
ERIA B =BV PRAFHAR
<Hik > i BR LA IRE 3»H
TERIN 944501 H oD H D
<EBDT AN DT—T 4 T hE> TANLT=T 4 VTR TANDT—T 4 VTR
wHE (%)
244501 99.2~101.2 93.3~99.6
<30 %y, 70%LL >
BAFE (%) 244501 100 98.2
(&M WE (kg) 244501 10.2 11.1




OT7 T 7 m—/LEE 50mg INIG)  #EadE 25°C - 75%RH [EE: - Bl
ABRIE B RAFHAR
<FRHE> BHAG 1% H 2% H 3xH
PR HED 7 ¢ L A B B HED T 4L
<HABDT 4N aT—T (U TEE> | a—T 4 VT a—F 4 T
wHME (%)
<3045, TO%LLE> 99.2~101.2 37.4~47.0 23.8~28.3 17.7~27.8
BAFE (%) 100 98.1
(&M WE (kg) 10.2 9.0

B - KT > NS

O7 T ) v—/LEE 50mg [NIG)

a4 SR - BOE 60 5 Lx-hr (B - KRR

BRIE B =RV TRt &
<K > 7 B4R 60 7 Lx-hr
TGN 944501 H {0 H {0
<HBDOTZ 4 NVIha—TF 4 U TEHE> T bha—F 4 T EE T bha—F 4 T EE
wHE (%)

244501 .2~101. .9~96.
<3045, TO%LLE> 99.2~101.2 92.9~96.8
BAEE (%) 244501 100 99.4
(zEH) WE (kg) 244501 10.2 10.1

7. RARERUVUBREZOREM
R LR

8. fhFl L DEEAEIL (MELFMEIL)

YLD




9. BHM
(1) & HHU
77 a—)LEE 25mg INIG) KO7 7 /7 o—/L8E 50mg INIG) 1, HASKBITAMES S HHEE 3 B
EOLNIZT T 7 a—VEEDOEHHKICES L TWD Z E PGS N TN\ D,
(FBRIZIZK 900mL # vy, 7S RWEIZ LY 50rpm TRERZ1TD,)

RS
FORE HLE RFE B R
25mg 30 47 75%LL E
50mg 30 47 70%LL L

(2) B>
<77T/08—)§E 25mg INIG] >
BIEEIR L DLW PRI SRR T A RT 4 (R 94F 12 A 22 A [E3RES 487 BRI

BRI
HEiE . AAREF S EHREE SRk
[ RS  OAERIE - 50rpm (pH1.2, pH4.0. pH6.8, /K)

[ E]

- pH1.2 (50rpm) Ti&, FEHERAILOARGITE HIT 15 LN 85%LL FIEH L7,
- pH4.0 (50rpm) TiE, EERFIKOARMITE HIZ1 /\uv\n Z 85%LL Bist Lz,
- pH6.8 (50rpm) TiZ. &%ﬁ@%ﬂ&tﬁz&mik% 215 S LAPIC 85%LL BV L7z,
- K (50rpm) TIE, MEHERIFIR OARMIZE HIT1 um 85%LL B¥EHE L7z,

CLE, RSOV 28 & EERA] (77 — I 8 25) LB L 72/ R, 2 TORBIKICHE W T [#4%
EH AL DA FRIFERBR T A BT A > ) OREEREICES LTz,

(Vs H thf)

BHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
0 F o 100 |

80 | - 80 -

s
60 ’ 60 |- ,’A’
/ 4
a0 | P a0 | .’
'
0 L L7 ¥ 7/ O—)LEE25mg TNIG] 20 | 7 —e— 77/ O0—JL§#25mg TNIG]
- & =7 — 3§25 - =7 — 3§25
0 ,L' | | 0 L' |
0 10 15 0 5 10 15
Bl (430 bl (430

BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
100 100

80 I, e 80

60 60 -

IB -’&
40 | e 40 L Pid
20 | , —e— 7 7./ O0—JL$E25mg TNIG] 20 | ’ —e— 7 7./ 0—JL§E25mg TNIG]
rd
- =7/ — I 25 — & = F — I fE25
0oy : 0¥ :
0 10 15 0 5 10 15
B (53 B (43
(n=6)

10



<77/ B8—)LfE 50mg NIG] >

I EIR S DLW PRI SN T A FF 4 (CERE 94F 12 A 22 B [EIRES 487 BRI

AR AT

WE . AR WHRERE

AN NVIZES

[Al#R 4 K OVRBRIE « 50rpm (pH1.2, pH4.0. pH6.8. /K)

e

- pH1.2 (50rpm) Tid., EEAERFIE OAMITE HI2 15 5 LINIC 85%LL BiaH L7,
- pH4.0 (50rpm) T, EEHERIFI R OARGIE E H 1T 15 7 LANIC 85%LL EIgH L7,
- pH6.8 (50rpm) Tli, FEEHERIFI N OARGIE E HIZ 15 7 BANIZ 85%LL B L7,

- /K (50rpm) TlE., AEHERF|ONFEHAH RN 60% KL Y 85% 1T D 2 Bz T, AR5 DR

R IR HERA O TR H R £ 16% DO HFEPRIZ &> > 72,

LLE, RO HEFE 2 ERE (7 — I U 8E50) LH LR, 2To

EE DAY FRIRFERRER T A R T A ) OHEREIES LTz,

(T AR

EHE (%) pH1.2 (50rpm)

EHE (%) pH4.0 (50rpm)

w0 100 | —— =
g0 | -="7 g0
60 | 60 |
40 | 40 L
20 L —e— 7 7./ 0 —JL#E50mg NIG] 20 —e— 7 7./ 0 —JL#E50mg NIG]
— & = F . — 35550 — & = — = U550
0 L' Il 1 0 L' 1 1
0 10 15 0 10 15
BEfE (53) BFfE (43)
BEHE (%) pH6.8 (50rpm) EHE (%) 7 (50rpm)
100 } 100 P
_____ A
B0 v _ A== 80 & & Ame=-"
60 | - - 60 |
40 | 40 |
20 | ” —e— 7 7./ O —)LE50mg TNIG) 50 | —e— 75/ 0—)L#550mg MNIG)
— &= F /=3RS0 — & = — 3850
D f-' L L L 0 f-' L L L
0 10 15 0 10 20 30
BT () B ()
(n=6)
10. B5R - A%
(1) AENDELARR - AF. NEIFRRLCES - DEICBETHHR

Y LW

(2) a%

<77/ B—JLiE 25mg INIG] >
100 &£ [10 82 (PTP) x10]

<77/ B—)LiE50mg INIG] >
100 & [10 &£ (PTP) x10]

11

ARERIBRIZ IV T TR %




(3) PlREE
%Y L7
(4) BHOME

flxse4s

Sl

PTP &4k

77/ a—/VEE 26mg [NIG) |PTP:¥fbe =17 4L, TII =0 L{E

_ . PTP : RV L =7 4 VA, TAI =T AH
77/ v—/LEE 50mg [NIG] . - . o
te— 7NN I=UA R F LT IRX—FT LA

1. ARSI HEME
MR L

12. Z0fth
AT & D

12



V. ARICEYSEE

1. BREX TR
OAREMER ML ERE  (BEAE ~ H4E)
OBME
OSAARMEARTRAR  GRPESIR, 5

2. PDREXIIHRICEEET HFTE
BE ATV

3. AERUVAE
(1) AERUVAEDHER
<77T/ 80—k 25mg INIG] >
WEERACE 28 (77 /n—1 Xt L T50mg) #1H 1EROKREGTS,
¥, s, ERICK D EEMEETE 2, &esiE 1 H 1E488 (100mg) £TET 5,
<77/ B—)LiE50mg INIG] >
WEERACIELIE (77 /n—1E L T50mg) #1H1EKROKBREGTS,
¥, e, ERICK D EEMEETE 2, &esiE 1 B 1E 248 (100mg) £TET 5,
(2) AERUVHEEORERE - B0
BRI L

4. RERUVRERICEETHER

T.RERUVHEICEEY 53R
WEAIE I ANT T 7Y A —~DEE T, o EWH THINER 21T o T RICAH 2 &5 L
I a2 02 2 8, (2.9, 9.1.9 2]

5. ERERALEE

(1) BERT—2 1Ry r—o
LB R L
(2) ERERFEBER
LR L
(3) RERGERRHRR
YRR L
(4) BREEMEER
1) AERTEHRR
YR L
2) ReMRAER
LR L
(56) BF - MEHHR
LR L
(6) AmERm
1) ERABERE (—REARERE. FEEABERE. EARBEERAR). BERFTRT 4R
—RRE., HERTRERZBROAR
LR L

13



2) REFHLELTEBFEORNBXIIRE L-RE - REBROBE
YL

(7) £k
M LN

14



VI. EHEEBICEYHEE

1. EEPFMICEHEHSLAYMXIELEYE
B EEWTA
TR BEEOH LG OREE « DIRFEL, KIOBMNLEZSZRT 5 &,

2. ¥BEER
(1) YERERLL - 1R
IREARR B ZRBIZBNTA T a— L7 IV EHAMICHEI L, BZARERIERZ RS2 Lizko
THROMEER, PIAEIRMER 2 8ET 200 B2 015, BIEMEH ORI OW I I3
HEnTn20na, DHEORD Y | R MEREURAER ) O L= mmifER ¢ 7 &0
Ezbhb,
(2) EpEEMITLHBRBE
18.2 MR B BEMENER
RS SEREY TV T ua— i VY LT CAmY ROSEEARS O Ik D0
Bo SIS L, IMEEREEZ R S8, SRR B 2 A RIERHER 2 7,
18.3 DEGRIRME (B 1:RIRM)
7T/ u—O BRI T 0 7T ) a— VBRI L0 0085 < L RE L ORI O B2 Z R
RIS D AER D THI,
bt FOLENORE X ORRAERZ AW in vitro EBR T, 77/ 02— g1 &R RMEF 70 77
Ja—)VIERE, U Fe— A ea—WEAREL V&S, 7T e — VERE & 12IE
A& CHo7 1,
BRI S, 77 7 m— WAl it O PN KGER B A A T 5 BE OMFRFSREIC KT BT 72
Mot D,
18.4 EE1ER
7T B —VIIARREN A EERFICR L 1 H 1 EEAROEGIZE D 24 RREIZDZ > TEEL
EREEAER AR LS D) L = e, g7 L RAT o B E A KT S8, SRR E
B b S 729,
18.5 T DDA
Y XNGE, DEHGEAZ AW ERAERENERICE O CELEER 2R S o7z Y,
AXW Ty MY ZHWEERT, 77 0 — WIHNEMESRARRER 2 RS 2o T,
(3) YERZTIRFME - FHifeER
Y ERR L

15



VI. EHEBRICEYSEE

1. MpREDHD
(1) A&
MR L

RLEAGMAPRE

(2) BRERRBRTHERSh-MPRE

16.1.1 EHiz S

ARV MLESEBRFICT T/ v —/L 25mg. 50mg % 1 H 1 [EEkHR

T A—=HF &L

TT lb)
MAPEE T A—4

A5 L& & o

Tmax (hr)

Cmax (ng/mL)

T2 (hr)

25mg (n=>5)

46*1.9

92.81+32.5

7.88£3.52

50mg (n=5)

3.8+0.4

159.8£54.6

10.8+2.7

(mean=S.D.)
16.1.2 £EPFHIRFEHR
<77/ BA—)fE 25mg INIG] >
AW R SR RER IC B 2 BB E (BRF0 55 45 5 A 30 H 3855 718 =)

77/ m—/VEE 256mg INIG) &7/ —IUEE256 %, ZuAA—"—{EickvEntn 28 (77

Ja—/LE LT 50mg) MRS IR O EE L TR REMERELZHE L, HFoN
T-EpERe X7 A —% (AUC. Cmax) (ZOWTREHENT 21T - 7 kSR, WA O AW Fr R 2 )3 e
RBENRET,
300 -
250 o : 75/ u—)LEE25me [NIG
~ o 57/ —3 825
& 200 g EERREE, n=12
=T
H+
&
0 4 8 12 16 20 24 28 32
Fe GO (hr)
IEWENRE N T X —H
b AUCo-32 Cmax Tmax T
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
77 ) u—/)L§E 25mg
50 2107.9+351.2 211.7+41.3 2.9+0.7 8.65*+2.23
INIG |
7 ) —3 VEE 25 50 2129.5+-385.6 212.71+42.1 2.810.5 8.671£2.80

CPEEREERE, n=12)

MAE PR E N ONZ AUC, Cmax %
T L - TR D RN S D,

FORT A= ZE, PERE ORI R OB AL - BFHSF O FUER

16



<7T/ 8—)fE 50mg INIG] >

AR SRR

B+ 2B L (BN 55 4E 5 A 30 0 3K5EH 718 &)

77/ u—)VEE 50mg INIG) &7/ —IEEB0 &, /7 mAA—"—ikicE v EhEhn 18 (77
/r—Lb & LT 50mg) MERERRA T IR R HmlE e 5 U ClE FRZAIAREZ]E L, fFoh

7o EEE T A —% (AUC. Cmax) IZDOWTHGHENT 21T o 7GR, WA DL FrIR S M3
Rank?,
300 -
250 | o 7F/u—VEE50mg [NIG
?l ® 5/ —35E50
E 200 P R, n=10
K
150
-
H
J£ 100
50 /\§\/
0d Y/ /}Aﬁ
0 2 4 6 8 24 48
P51 oMER (hr)
HYERE T A — X
#hH& AUCo-40 Cmax Tmax Tue
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
77 ) v—/)L§E 50mg
50 2403448 237147 3.1+0.6 9.0*+4.5
INIG)
7/ — 3 VEE 50 50 2449+305 231+37 3.3+0.5 9.0+3.6

P =HEYERZE, n=10)

IMF RN AUC, Cmax FED/3T A — &%, #ERF OB (R OLREREIEL - KPR

Sk -oTHERR S
(3) i
M ERL L

(4) BE - ftRAXOTE

(v 7. AHEAEM]

2. EWEERE/NT A—

(1) BinAE
AR L
(2) RUEREER
DAl ¢/
(3) HEREEEH
U ERR L
(4) DYFS R
98mIL/min

ATREVEDN B B

DI

5

17




(56) RHEWEY
# 76L

(6) ZDih ™
NAFTTXAZEVT 1 K 50% (0 $5kK)

3. BRHE (REaL—Lav) @&HF
(1) BiAEE

BRI L

(2) NRSA—STHER
AR L

4. IR

K 50% N HILE BRI ST Y (GEETOMAD) . TFIRCHIREIEBZIRE2Z T FIEERICA S,

5. 9

(1) Ioi%-fxB & @t
TTa—uirn T ) a—)igEEE. A N7 a o — RO SN TN D A 28 3N
FilixMLHEE LIBFICOWTRENTNS 0 GEETORE .,
(2) Ii%k-aAeRrT @A
HAEROEMFERE T T/ 0— 2R A%RE LEBA, BEE2EET5 2 LaRERTHS 2
(27 =—F 2 TORE .
(Tvi. 6. (5) #Fhw) OHSM)
(3) it~
BIPOmMEESRE T T ) 0= VRO LS E, BELIICBITT 5 2 LA RS T0n5
(A7 =—F  TOREE) .
(TVIl. 6. (6) #3Lh%] DIEBM)
(4) HEHER~DBITHE
MR L
(5) ZDthDMBE~DRITHE
LR L
(6) MW|BEAEEE "
£ 3%

6. {tH

(1) REEBELR U BRER
T a—/VEETIEE A ERBEZ TRV ESFICT T n— L ERAOKE LTZGE. 7
o a UBRAER, T2 NSO KBLERS 2 P AT 5 Y GEE T ORI,
(2) REMICBEE5T58% (CYPH) OHFE. T5F
MR L
(3) YVEEEMROERERUVZTDEE
BRI L
(4) REDOFHOEERUVEML, FHELE
(TVIL 6. (1) fREHAL L OMREHRRES ) OEER)

18



10.

1.

. Bt

RS T 7 7 a— a2 O#E LI2GA, IRP, R L& 58O ZNZ1U0 50%03 EII i
M. ZFDR 0%BITREETH 7= 1P (FEETORRE) .
kS URR—%—IZET 3158

MY EEe L
. EREICKIRESE

MR L

BENDERZHTH8EF

MR L

F Dt

BRI L

19



W Ze4 ERLDEESE) ICBY5EE

1. BEHEARETDER
PREZ LTV

2. BERABRLTDER

2EE (ROBHIZEBELAEWNI L)

2.1 KAk LIsBUE OBEEE D & % B3

2.2 BERRIRMES FT Y R—3 2, REMET V R—2 20 B 5 HBE [ 73 F—3 212 Xk 5000 o
Pz sk s 8T H 5, ]

23 BEIEREZETLI2RIK, BET7ry s (I, WE), JAE7 ey 7, ARSEGEEEOH 25 8
F D OERBNET 28T D D, ]

24 DEMHY a v ObLERE DLEREEZIH L, BRSBTS BENEH D, ]

25 ilimiEIC K526 0820 H 5 EE DOEELIH L, JERAELT 282003 H 5, ]

2.6 O oMMELREDOHHHRE DIASREEZMEI L, ERSE(T 28T NH D, ]

2.7 R ERED B DOBSREZ IHI L, ERBELT 2 BZRH 5, ]

2.8 HEEDOKMMBREEDH L EF BHE%E) UERDBELT 28200365, ]

2.9 RIGROBEMIIE T T H 7 ) dA—~DEE [7.. 9.1.9 BH]

(fR)

2.1 BIEWTANE, FHICEBEUEZE -T2 NN TS P, AFIORAFITH L, WEUE O BEE
D& % BECARKNEHE LI25E ., WEUEA & Z 3R & 5.

2.2 7 R—V AT, I pH O FIC L 0 LIHREEIME T L, 2, DFOBTa—LT7 I v
WCRITDRIEEDIR T Z 5 2, 2o X 2 720RREIC, B HEWIAI & 8 592 & DA IUHEmH] 28 X
HICBHE L 720, BRTH DL EE X BD,

2.3 B WA A BARRRIICFE T L COABE D) &8, FESmEEE Z 6T 5, 2072,
BHEWI I O 51X FFLDO L 5 kB E VW2 I BALEE DL Z ERB I LN, BEIIEZTH D,
TTHERER 2D & 5 BFC BEWTAl (75 ) a— VIEREIR) 28RN S L L x| EEOR
ARCIRFERE DIMHI S 72 S 7= & DA 2 BNdb 5,

2.4 D OB TVEH O BMEREFEIC T 5 UEI 72 5B i R E & BRI N T 5720, &5
IS TH D,

2.5 (BRI & S0 D Him ME & A OREOREIC, AKFIZ L L, DHHENEICED L.
HEORKMEZ X LRSS BN D,

2.6 9 o MMELARTIIET Lo/ BHERE A RIE T 2 72 DI SRR OIS @ 28 T L Tk 0, B
HEEANLZ OERICHEEPTT 20T, #HIIEETHD, o > MALLIE GEERELOAHE) OBE
W Z A TSR OEZWET 2 BN TARAIZ &G Lzl 2 A, LEMEYa v 72 X721
75 % R STV 5,

2.7 AANZIMERE FIERARH 5720, FHRTMEMEOEBE ICAAIZF 5325 & & HIzmEME T
HAREMER B 2 biLD,

2.8 BIEMIANL. B2 AUGEEWIC XV R ME OYRIER 2895, ARFNE B 18R B WAl T
oY FEEPUE B RN EL ARG M ~ D S R D e E B 2 BV DD, DRI
FRII7Z2 b DO TH Y, RIEBEREZIKT S L AN H 5, BHHSOEEOKMIEREED H 5
BEICRET D LEERRRBIIEIBENLH D720, BEIIEZTHD,
HECTROKMEREEOH 2 BEOLEICEH, HMEICREGTHZ L,
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2.9 tetEMialED BT, BRI Z B 53 5 & AR o S RRIMIC X 2 8 I A T &
Y FERRME ERARRONDZENHD P I, AFlEERTERE LN &, 575
B2l o EETA TN 21T o Te R ICAR 2 & G- L, B o R 2035 2 &, RI
OB EMAED BFIC, FWAREMEEDOIRKEOTZOICAKNEZEEG Lzl 2 A, MER
240/160mmHg |2 E5H-L7= & O 0 nd 5,

. REXIIZRICEET HEE L TDER

BE S VTR0

. BERUVAEICEET 5EE L TOEA
(ITV. 4. HEROHEICEET EE] 220752 L,)

. BERGEFRNIE L ENEH

SEELERNMIE

8.1 EHIELOLA T, LEiERE (IR - mE - LER - X% 2 @80T 2 &, mIRUT
RIMJEDFERD & BN GA I, BEXITFIETH 2L, £/, MBS LT brEUZ2EH
THILE,
¥, TEEARE. BHERE. MIRBSICHEETLZ &,

8.2 HlLkEW (FerZ 7 u— L GEE) R ORIEDBE TR A2 HIE Lz & &, @k
WEAL LD DA Z R 2 LTERIAHE STV DO T, IR A2 B4 2 558 132 [ L,
Bl=E+0ATo 2 &,

F7o. BEICEMOE R LICREEZTIE LWL Y EET S 2 &, ELSOEM. B2 1ER

BARTHEGTHHATH, BCEHE I B CREEOEELZ T2 L, (9.8 2]

8.3 FIffAl 48 KFflIIH G- L2 ENEFE LU,

84 HEWV, SLOENHOLDLNDLZENHDLHOT, AFIEEFOERE Fro&kE0H) 12X, B8
ORI fGIR % 1 5 B OBIEICE R SR WX O EET L 2 &,

(fiE)

8.1 AREMEEIMITAE, BOME, REAROIBFITEMIC O 2550320 O TEMB 72 OBEESE O R A
EATOWEWERHOAEIZEET 5 L & b2, BEDOIERIZOOE THEMHIELZZET 5,

8.2 PiMERFICHELE SN TWA TR ST ) u— U & 225k 1k U= B0 O E(L . IR,
DFZED D WVITZERIEBR - 12 & T 28520 2 B b, £1-, AAlz GLEH0HHIC LY
MERZY b —/L IR TV EIMEOBF BT, AFNOFIER (05 >, R, MR
B) o7, AFlE 6 A CHhRAICHELZEZ A, 8 HHICEEREW., R, AHRE, H17
DAL, B, HARE LD BEOME EA AR LN, AFIOFEGIZL 0, EXZEO%RIE
L. JERITHEL )N L7,

8.3 FAHEICIE, FREMC XV RSRAERIEIEIZIL T L TR Y . AHI OB 5135 RARIE T OIR T 2 898
SEDHIENEZLND, £, FHIC K 2EREBRE TIL UK 2 EERBERISAE# S L&
2 HIDN, AFNEZ OEERBGER)ISE T T HEAN S 5T OFEELET 5,

8.4 BJEREICL D, SbOXENALND I LNRHD, ZHLITMEDE FNE LWERMEDZE
AR E VRIS Z » o0,

Ul
13
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6. RENEREATIBEICHT IER
(1) AHHE - BEBRFOHLIEE

9.1 AHHE - IEEEDHLHESE
911 [EXER. [REXEEOBThOHHEE

BEAE oAty HEICERG T2, KEEI L., WEIERSFHER ILELT 28200
HD,
91.2 5o M¥EDFLOBEETNDHIEHF

XL ZRFNEPNT LR EERICKRET 52 L, DEREEZIMEI L, O o MR LA ENHKELT 5B
N5,
9.1.3 EMMEE. O FO—LF+2LHRERE. RUBEEREOES

MAHEICEE T2 2 & RMAE O FIBRAEIR T & 2 HIRE O ZBIR R G Z ~ A7 LT,
9.1.4 BRIRPBEDBE

OREA BT 2SR AICHEE L, BI82 H0079 2 &, alcEbEashibd 2 & JEREE

k&g End 5,

QU EERE~Y AV TEBENARD D,
915 EETLHUVKRHBRERTOHSEE (L1 / —EERH. MREBTES)

JERNELT HRZNRH D,
9.1.6 RIKODHIBHE

wARNELT D RZNRH S,
91.7 BEJAOvY (1K) OHIBEHE

FBEMERMNER L, BRI ELT 282101 H 5,
9.1.8 BRPLEDEE

JERNELT HRZNRH D,
9.1.9 BHABMMEXENRSHYTVA—<DESE

AFN OB LI L0 2BICIEN EFT5 2 83H 5, (2.9, 7. 2]

(fiRa)

9.1.1 BiEWAIEGIZ XD B2 RIROIERIL, AR B 2 ZAARARKIC L 558 SKILRIER & 1517
%o AL B BPUE BHEWTAITH VD | FEEIRME BRI LR A~ DB LR D 720
EEZONDD, BRI R L O THLTOEEREICKGT 52 L, AFlEmEEEIC
Beh Uizl 2 A FEL R EEORIR S ORER DS EBAL Lo Y e 5,

9.1.2 ODHEREIZ. RALDPOARBE LG RERT MBI CTOBRESHER S D, 2 OIUEKE
FRACIZ B O TTHE GBS L TEBY . 26 OMFOMFHEIC L0 DARENET D, B HEHTHAE
AT ST 2720, MEICRG T2 L, Fio, UXF U RBB L AT 2546
WCIEARAE O AEERICHOERT 2L, (VI 7. (2) PEHEE L Z0EM] OHSH)

BB, TTICOARLZE SN TWLIGEICIE, BEMAOREIIZEZTH S, (VI 2. o
WE L ZOHE | OHER)

9.1.3 B#EWAl (r77 ) n—n) TIRIMHEOEEEPETH 2 HIR, BIFEEOIERE~ X7 T 5L
DOHE P NHV ., MFPHECEETI2LERH L, FRIEAOH S WAl (X h7ra—1L,
rarT ) a—)VE) 1K KM EREEMRED 1 O TH D RITIIEM I D L ol 9
BHD, Fio, ARMBERIERNIIZ, AT a—A7 2 UR0W S VRIS S E1E 5 72D DT
DEEIT 5, 20X 5 2IREEIC BRI G- ST D & Z o ik EFER2MIH S b e
MRDHD, £z, Tur 7 ) v—)VEREZRHHEEIREOBEF RS Lz & 24, RILFEE
WERBELZLOBREDNHY, 20X RBEETIXEERICKRGT S L,
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9.1.4 O BIEKAI OG- 2228 1L+ 2 L FURETEHEOBMERIEICK] S Z L3520 T, FRRTE

JEDEND B 5 BFETARBOER G2 IET 255 3 EICBIZE 21T O 2 &,
@ BEWANL OABUIR TIEMIC X 0 | BRI RETHEE  (FURIRTP BE & 12T R FEEE) O MRS
DERFIERZ~ A 7§25 Z ENME S TS, JREEZGOFL TV 5 FURIRH #BAE D B T
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BBE ST R ER O &
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<DailyMed (USA). 2024 £ 9 A ki >

EH 4 KE
Ea Almatica Pharma LLC
R5E44 TENORMIN- atenolol tablet
FIJE - ¥k | Tablets : 25mg. 50mg. 100mg
INDICATIONS AND USAGE

Hypertension

TENORMIN is indicated for the treatment of hypertension, to lower blood pressure. Lowering
blood pressure lowers the risk of fatal and non-fatal cardiovascular events, primarily strokes and
myocardial infarctions. These benefits have been seen in controlled trials of antihypertensive drugs
from a wide variety of pharmacologic classes including atenolol.

Control of high blood pressure should be part of comprehensive cardiovascular risk management,
including, as appropriate, lipid control, diabetes management, antithrombotic therapy, smoking
cessation, exercise, and limited sodium intake. Many patients will require more than 1 drug to
achieve blood pressure goals. For specific advice on goals and management, see published
guidelines, such as those of the National High Blood Pressure Education Program’s Joint National
Committee on Prevention, Detection, Evaluation, and Treatment of High Blood Pressure (JNC).

Numerous antihypertensive drugs, from a variety of pharmacologic classes and with different
mechanisms of action, have been shown in randomized controlled trials to reduce cardiovascular
morbidity and mortality, and it can be concluded that it is blood pressure reduction, and not some
other pharmacologic property of the drugs, that is largely responsible for those benefits. The largest
and most consistent cardiovascular outcome benefit has been a reduction in the risk of stroke, but
reductions in myocardial infarction and cardiovascular mortality also have been seen regularly.

Elevated systolic or diastolic pressure causes increased cardiovascular risk, and the absolute risk
increase per mmHg is greater at higher blood pressures, so that even modest reductions of severe
hypertension can provide substantial benefit. Relative risk reduction from blood pressure reduction
is similar across populations with varying absolute risk, so the absolute benefit is greater in
patients who are at higher risk independent of their hypertension (for example, patients with
diabetes or hyperlipidemia), and such patients would be expected to benefit from more aggressive
treatment to a lower blood pressure goal.

Some antihypertensive drugs have smaller blood pressure effects (as monotherapy) in black
patients, and many antihypertensive drugs have additional approved indications and effects (e.g.,
on angina, heart failure, or diabetic kidney disease). These considerations may guide selection of
therapy.
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TENORMIN may be administered with other antihypertensive agents.

Angina Pectoris Due to Coronary Atherosclerosis

TENORMIN is indicated for the long-term management of patients with angina pectoris.
Acute Myocardial Infarction

TENORMIN is indicated in the management of hemodynamically stable patients with definite or
suspected acute myocardial infarction to reduce cardiovascular mortality. Treatment can be
initiated as soon as the patient’s clinical condition allows. In general, there is no basis for treating
patients like those who were excluded from the ISIS-1 trial (blood pressure less than 100 mm Hg
systolic, heart rate less than 50 bpm) or have other reasons to avoid beta blockade. As noted above,
some subgroups (e.g., elderly patients with systolic blood pressure below 120 mm Hg) seemed less
likely to benefit.

DOSAGE AND ADMINISTRATION

Hypertension

The initial dose of TENORMIN is 50 mg given as one tablet a day either alone or added to diuretic
therapy. The full effect of this dose will usually be seen within one to two weeks. If an optimal
response is not achieved, the dosage should be increased to TENORMIN 100 mg given as one tablet
a day. Increasing the dosage beyond 100 mg a day is unlikely to produce any further benefit.

TENORMIN may be used alone or concomitantly with other antihypertensive agents including
thiazide-type diuretics, hydralazine, prazosin, and alpha-methyldopa.

Angina Pectoris

The initial dose of TENORMIN is 50 mg given as one tablet a day. If an optimal response is not
achieved within one week, the dosage should be increased to TENORMIN 100 mg given as one
tablet a day. Some patients may require a dosage of 200 mg once a day for optimal effect.

Twenty-four hour control with once daily dosing is achieved by giving doses larger than necessary
to achieve an immediate maximum effect. The maximum early effect on exercise tolerance occurs
with doses of 50 mg to 100 mg, but at these doses the effect at 24 hours is attenuated, averaging
about 50% to 75% of that observed with once a day oral doses of 200 mg.

Acute Myocardial Infarction

In patients with definite or suspected acute myocardial infarction, treatment with TENORMIN
1.V. Injection should be initiated as soon as possible after the patient's arrival in the hospital and
after eligibility is established. Such treatment should be initiated in a coronary care or similar unit
immediately after the patient's hemodynamic condition has stabilized. Treatment should begin with
the intravenous administration of 5 mg TENORMIN over 5 minutes followed by another 5 mg
intravenous injection 10 minutes later. TENORMIN I.V. Injection should be administered under
carefully controlled conditions including monitoring of blood pressure, heart rate, and
electrocardiogram. Dilutions of TENORMIN L.V. Injection in Dextrose Injection USP, Sodium
Chloride Injection USP, or Sodium Chloride and Dextrose Injection may be used. These admixtures
are stable for 48 hours if they are not used immediately.

In patients who tolerate the full intravenous dose (10 mg), TENORMIN Tablets 50 mg should be
initiated 10 minutes after the last intravenous dose followed by another 50 mg oral dose 12 hours
later. Thereafter, TENORMIN can be given orally either 100 mg once daily or 50 mg twice a day for
a further 6 to 9 days or until discharge from the hospital. If bradycardia or hypotension requiring
treatment or any other untoward effects occur, TENORMIN should be discontinued. (See full
prescribing information prior to initiating therapy with TENORMIN Tablets.)

Data from other beta-blocker trials suggest that if there is any question concerning the use of I.V.
beta-blocker or clinical estimate that there is a contraindication, the I.V. beta-blocker may be
eliminated and patients fulfilling the safety criteria may be given TENORMIN Tablets 50 mg twice
daily or 100 mg once a day for at least seven days (f the I.V. dosing is excluded).
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Although the demonstration of efficacy of TENORMIN is based entirely on data from the first
seven postinfarction days, data from other beta-blocker trials suggest that treatment with
beta-blockers that are effective in the postinfarction setting may be continued for one to three years
if there are no contraindications.

TENORMIN is an additional treatment to standard coronary care unit therapy.

Elderly Patients or Patients with Renal Impairment

TENORMIN is excreted by the kidneys; consequently dosage should be adjusted in cases of severe
impairment of renal function. In general, dose selection for an elderly patient should be cautious,
usually starting at the low end of the dosing range, reflecting greater frequency of decreased
hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy. Evaluation of
patients with hypertension or myocardial infarction should always include assessment of renal
function. Atenolol excretion would be expected to decrease with advancing age.

No significant accumulation of TENORMIN occurs until creatinine clearance falls below 35
mL/min/1.73m2. Accumulation of atenolol and prolongation of its half-life were studied in subjects
with creatinine clearance between 5 mL/min and 105 mL/min. Peak plasma levels were
significantly increased in subjects with creatinine clearances below 30 mL/min.

The following maximum oral dosages are recommended for elderly, renally-impaired patients and
for patients with renal impairment due to other causes:

Creatinine Clearance Atenolol Maximum Dosage
(mL/min/1.73m?) Elimination Half-Life(h)
15-35 16-27 50 mg daily
<15 >97 25 mg daily

Some renally-impaired or elderly patients being treated for hypertension may require a lower
starting dose of TENORMIN: 25 mg given as one tablet a day. If this 25 mg dose is used, assessment
of efficacy must be made carefully. This should include measurement of blood pressure just prior to
the next dose ("trough" blood pressure) to ensure that the treatment effect is present for a full 24
hours.

Although a similar dosage reduction may be considered for elderly and/or renally-impaired
patients being treated for indications other than hypertension, data are not available for these
patient populations.

Patients on hemodialysis should be given 25 mg or 50 mg after each dialysis; this should be done
under hospital supervision as marked falls in blood pressure can occur.

Cessation of Therapy in Patients with Angina Pectoris
If withdrawal of TENORMIN therapy is planned, it should be achieved gradually and patients
should be carefully observed and advised to limit physical activity to a minimum.
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Drug Name Category
A=A KTV T DB atenolol C
(2021 4F 4 AKBER)

2E RO
A —A NZ U T D558 (An Australian categorization of risk of drug use in pregnancy)
Category C :
Drugs which, owing to their pharmacological effects, have caused or may be suspected of
causing, harmful effects on the human fetus or neonate without causing malformations.

These effects may be reversible. Accompanying texts should be consulted for further details.
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