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Assessment of Therapeutic Equivalence between Original and Generic Preparations of

Atorvastatin Calcium Hydrate (Lipitor ™ vs. Atorvastatin [EE]) Based on Laboratory
Data and Pharmacoeconomic Evaluation
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Summary : The influence on clinical efficacy and safety of substituting an original product (Lipitor ™ ; Astellas Pharma

Inc.) by a generic product (Atorvastatin [EE] : Elmed Eisai Co., Ltd.) was evaluated. We enrolled patients who were
initially treated with the original product, which was then substituted by the generic product. Using the electronic medical
records, we obtained prescription data for 3 months before and 3 months after drug substitution. Then, we investigated
clinical equivalence with regard to the changes of LDL cholesterol (LDL-C), HDL cholesterol (HDL-C), total cholesterol
(TC), and triglycerides (T'G) as indices of clinical efficacy as well as CPK, LDH, ALT, AST, and HbAlc as indices of safety.
We evaluated the changes of each laboratory parameter from 3 months before to 3 months after substitution of the drug.
In 408 patients (380 patients for clinical efficacy, 405 patients for safety), there were no significant differences observed
with regard to the indices of efficacy and safety between before and after substitution of the original product by the
generic product.

The health insurance cost ratio and the cost to the patient of Lipitor “or Atorvastatin [EE] was also investigated. Among
476 patients, the health insurance cost ratio was 0%, 10%, and 30% in 17 cases, 221 cases and 238 cases, respectively.
The difference in the cost after switching from the original product to the generic product was 2,292 yen/year on average
(minimum : 0 yen, maximum : 16,249 yen). Accordingly, it was concluded that the generic product investigated in this
study was comparable in clinically effectiveness to the original product, and provided a benefit with respect to medical
costs for the patient.
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24tk 14 H (98) 047 = 1255 2 37~ 47 [ -2.05 299 ] p<0.001*
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3» (135)  -1.35 = 14.64 0 61 ~ 35 [ -384, 1.14 ] p<0.001*
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Table 5 ZT2MIEREORS (FRRREBORZERFHR)

HH FFAMG R ] (n) mean+SD. median min~max EEEE

95 9% {5 M IX
CPK &Ml 4 # 2 I (207)  1102+636 94 24~490
(IU/L) 1% H (56) 1188=844 975  22~537
27 H (153)  1229+774 101 18~568
3» (79)  1174+780 105  30~588
4 n ALK (127) 1181826 103 33~829

ZibE 17 A (56)  10.89 +49.90 1 71~220 [ 247, 24261

27 H (153)  11.18 =60.26 9 241~318 [ 156, 2081 ]

3nH (79)  953+4598 10 -182~196 [ 0.77. 1983 ]

4 n ALk (127)  12.16 =56.05 9 244~339 [ 231, 2200]
LDH  W5EfH 810 B b (225)  194.2+436 187 90~400
(1U/L) 17H (66) 2194 +532 2115  151~452
27 H (163) 2023 +56.6 194 102~603
3nH (91)  2130+553 203 123~410
4 n ALK (129)  204.3+49.0 196 93~422

AR 12 H (66) -2.35+3153 25 97~144  [-1010, 540 |

27 H (163)  461+39.75 2 91~423 [ -154, 10.76 |

3nH (91)  325+2265 2 -101~52 [ -146, 797 |

4 n ALK (129)  6.90 = 26.08 9 -155~104 [ 236, 1144 ]
ALT  Jl5Efl ) Bz I (387)  237+148 20 4~130
(IU/L) 1A (124)  241+178 20 8~162
27 (301)  244+185 19 5~151
3nH (153)  236+150 20 6~128
4 HYRE (248)  229+136 19 5~121

ZtE 17 A (124)  1.05=961 1 -26~50 [ 066, 276 ]

27 H (301) 040 =11.90 0 -34~95 [ -095 175 ]

3nH (153) 054 =11.63 31~84 [ -1.32, 239 ]

4 n AL (248)  -0.68+867 49~50 [ -1.77, 040 ]
AST  HISEME 40 2 (387) 242159 22 12~291
(IU/L) 17H (124)  253+148 22 11~148
25 H (301)  242=115 22 10~121
3#H (153) 252177 21 9~209
4 7 A LA (248)  233+90 21 12~109

ZAbi 14 A (124) 006 *15.00 0 -143~59 [ -260, 273 |

27 H (301)  -0.31=1264 0 -184~42 [ -1.74, 113 ]

3#H (153)  0.08 =1049 0 -82~57 [ -160, 1.75 |

4 n ALK (248) 0711291 0 -182~35 [ -232 090 ]
HbAlc ll5Ef Y)b #z K (120) 65+038 635  52~99
(%) 1A (30) 66+1.1 63  53~95
27 H (99) 63%07 62 51~88
3#H (37) 62+07 62  52~81
4 ALK (55) 63+07 62  52~83

ZtE 17 A (30)  007+026 01 06~05 [ -016, 003 ]

27 H (99)  -0.19+033 01 -16~03 [ -025 012 ]

3nH (37)  -026+055 02 21~06 [ -045 008 ]

4 n AR (55)  -0.35+047 02 21~04 [ -048 022 ]
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Table 6 EFEZFWERTOMREFNDEELER ():%

HH X455 476 FEBI
PR 5 249 (522)
% 227 (477)
A ~ 59 i 77 (162)
60 ~ 69 i 155  (326)
70 ~ 79 i% 168 (35.3)
80 %~ 76 (159)
© mean £SD. | 696 + 102

min ~ max 37~93

TRBR R E A B L 17 (36)
1 &M 221 (464)
3 #IFH 238 (50.0)

Table 7 %AFEEZEmb S REEZERNOY)EZ ICH

O EEBEEIRK
1 H 34l 7 AP T SHE il 22 FH AR

() 32.6 11,907.0 2,292.0

min ([9) 19.3 7,044.5 0.0

max () 1484 54,166.0 16,249.0

1 HRRAH R

1 HARH &= SEBIEL

5mg 1§ 176

10mg 1 $¢ 275

10 mg 2 %% 24

10 mg 4 % 1
476 1

TRB R E & AR

PrB e A B

B L 17

1 &t 221

RE AL el 238
476 %1

B OHHZEAS) ¥ b — )™ g F 7212 ATL-EE $¢1C %
RUEHRE R RAE LR, EREEML, S GE
SRICET L7722 LI X 22T THER 2,292 1,
KT 16,249 M TH - 72, I TER 2,292
MTdh o722 &2 WNZEHE§ U X o izown
TiL, FHOEHEAHF IV VAL Lz wn
B, BEALCOIREREREANR Y T RIEH % K
MLTIRALTWAZL2EET AL, RIFNARHE

RS, BEWE A OFHBHNEARITKE N EED
N5, 2T, FEMEI L A5 9 — VIIECELE
OYEAICIFTHA0mg FTHESNLZ LS, 1
H 40 mg R L 72358 (2 IZ4E 1 16,249 F o 3554 2
PRI THIL LR, BHEOERBEAHBAHICK
WICHBTE 2L EbNhD, ZDLHIZ, VE b=
™ e S ATL-EE $8129) 0 B 2 7288, FEERIC
B A U 7238550 % & S U R B I R SR Hs
IRTET LI, GEHOW 4 2 HMEICES T
EBLLDEERD.

HEE

KWfge% BITT HI2H72> Tk, T Ay FT—
PA RS S PICZ A+ — ¥ — XA OW )
B CCIIHEAERT S,
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