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1. 5EOREDOKE

A RFNVI VR (BLF, TA MBIV )) X, 7704 RROFERFBAIETH D |
1959 FI2 7 T o A THRUBAR KR S AU TLLR, 2018 AFRBIE, KE, EU 25T 100 LA L
DOE - ik TROEIRFEAR SN TN D, AT, 1961 1 HIZA MRALIVE2E5HT D
I & LT AN E VSN REGERGE S CLICK, SO EELBERER ST
%o 1970 FEAR VAN T T A RRERNTHD 7 = ANV I VIR X 23T v R —
AT FINEEHRE ST L, ST > R—2 A0 Y A7 ZiMET 2 AT, EAN
SO A RN ORI SIEICB T, EHEE, KH5ESELHIRT 2 EENTH SN,
ARFRIZBIT DT ¥ F— RIZBT IR SCEUET ORI T, B E DA
TIEA AL OYEENEE LMPREN EFTHZ NG, TV F—AD Y A
IINEDBITEED Z ENBE SN2, 1977 4 5 A ICBHSRER = B 1T 22828 [H
EREHREREEEE] 1D BELZSOEHERERE) (LT IND%, Bl ERE
(29 B IR 58 b 23T iz,

LA, WEAMZ BT, BASRERE ERFIZRIT 5 A MRV v R EVEICET 2 R R
B RIS S S & | BHSRERE BB TR D A hARA I OGRS RE STV 5, 2016
4 BIKRERMESEGSR (LLF, [FDAY) 23, [A4E 10 AICIEERINEER T (BLF,
[EMA]) BNENFN, ARTEEZ L B a— LSR8, B S P OB REE ERE
TIEA ML ORI ARE & faalh T, 2R e HEFCRERIKIEE R (LLF, TeGFRY)) 23
30 mL/min/1.73m? Kjii O FBFIZRET 5 & & BT, BRED O 2 O B g ReksE B~ A

1 EMA @ Assessment Report (EMA/867221/2016) %, GFR (mL/min) Tilfki SN TV 2523, 4 TD GFR OfEITFHA
FAM 1.73 m2 CHESN TV D FOERB TSN TS,



TLBROEEEZBINT H7ODIRMLEDUGFT 21T BE AKX LT, UARANEITHES
&, BKTIE, A MBI EEAET D2 REELOPT TR ONTYGET M ThivT,

LU EDORCK ORI Z B E 2 | AT BE 3L - AIGH A R RS 2 KA 2018 42 12 A
14 B AT TIMSATEOE NEIE ML AR S (LT, TBERS)) loxh LT, TA RAL
VIRRRIE G AR O Y v F— AR D MEM EoEE] OUGTICET oA &6
U A T2 BRI 3D < FAE S OV SCE G T O LB DR & AT o 72,

7R, BRI, REICR O CEHMBEE L TR Y . AEMBEOHEMERIL, RihHE
IZOWTOHMEENLOR UIHEICESE | TR ERESRETEICI1T 2 FH i
LD FEREICEIT HEE) CFRR 20 45 12 A 25 BT 20 5 8 =) OMEIC LY, a4 LT,

III. BT 2 AE OB

1. BRKIZBIT D HEE

INFSCHERD L B 2 —%5(2 35 < FDA KON EMA O L7 Rfif « xpiix, UFTO LB Th
Do 2. BHEMREHER 2B E 2 20CKIZB T 5 A FRv 2 U E GBI OWRM SCEOFLHENR
DE, BliR2DEBY THh D,

1.1 FDA OxE72 RfE « Ik 2
o HREEND P OBMREREEREE BT A PRI UNZEICHEREN D EEIR
e RS2
o A RNKAIUEGEOREHEO O OBEHEREIHMIIZOWTIE, My LT =l

(IS FHli D . BEOFEE, Y, ANEXIEREEOMOEBERK T HEE L

eGFR (L L DHIC AT 35 Z & A HELET 5,

o A MKRAIUOMEREEICKT 28I O HFIEL O A I 7IZHO0nWT, BT

DB FHEAZ WA CEITBINT 5,

o HLBHMAEIIC, eGFR ZERT 5 Z &,

e eGFR 30 mL/min/1.73m?> Kliii O BE X, e ThHdHZ &,

e eGFR30—45mL/min/1.73m?> O BFIZ1X, A MR I 2 OEGBRABITHELE L 220,

o A DNRLIUOMMAREIL, D<K & B ENT eGFR ZHERT 5 2 &, BikhE
EEDOY 27 REmWEE (FEE) Tk, JVHEENCHER T2 L,

o A R T eGFR 2% 45 mL/min/1.73m? R 2K T L7258 1%, 165k
BD_FT v hE D) A7 EFMT5 2 8, &5I2 30 mL/min/1.73m? ARl K
TLESHAIE, A MBI oG ERIETSZ L,

e  eGFR 30—60 mL/min/1.73m> DB, JHEHR, 73— /HKIFEE T OAR2ORE
HIREOH 5 BE, WOICENRNIC 2 — RERAZ 5T EOBREIZB VT,

2 FDA Drug Safety Communications (https://www.fda.gov/downloads/Drugs/DrugSafety/UCM494140.pdf (Gci&HEsRH : 2019
HF471R))



I— NS ILa — FIEERNICA RARALI v 2HIET5 2 b, &R 48 HEfH
LLFIZ eGFR Z FEEEAM L BRSREN L E L CWHIUE A bR v of 5 2 B4
HZ L,

1.2 EMA OE7 RA#E - 3t 3

o OB ERE (GFR30—59mL/min) TiX, A bd/L 2 O IZ A HE
3%, GFR30mL/min Rjifi T, Bl & k& oL 35, &5HAHL, £0#%b7<
&b 14EIZ 1 [ENE, GFR 23 & ThH 5,

o B RICH ISR THEEREA RIS, PEEOBEHRBREEESE TIXA MLy
DFEEZZETNETH D, b, WBFRIIE, &GHEGHT& OL FIZFHE -~
XHBMT V R— A0V A7 R bR SN TN D,

o BHERERFICA MAIVEEGAE T ORAHAEENT 25612, BESAICE
FNDMOENHIIET B R KO EOHIR, A "RV v EEEZEE X -
FH R E R COYMELAAI CORAEFH O RS, BAFH~OLEEZZE T
xThD,

2. ENHRXEOFTTERRI

KBTI, A PRI Z2EATHERMLE LT, 1 BxmMAELZ 750mg &3 2 A (I
e 70 37 UEE250mg filt, LAF, MEHEG &A1 Bmf&Es 2,250mg &3 5%
#l (BR7e4 A 7V aE250mg fill, PAT., (&G ERA ) KO ORERIS A3 L DRl
BRINELER SN TS G 1 ZH), A MR IV ORMCEICBIT 5T > F—
TABEOFHECR DL, BRI D LB TH D,

BRI E R ~ O DWW TR, K G ERACITERE ) O B O BSRERE E A
WD E SN TV D, B 5B RA TIPSR L E O B RER B N RIS E
ENTWD, KEGEMA L ERGERAOZKSOER T, K&EGERA (1961 4 1 AK
) LV BICHLERGEAGREE S A B /L3 8E 250 mg (2010 4E 1 A 7kEE) fLERE
HEFREAITB VT, ENERRABREES 2 E 2, BEOBKEREBRE IOV TR 528
AREL MBI SN2 LI Db DO THD (A ML adE 250 mg BEBREESW), 2B,
JFHSRERE B L O\ g ~Of Iz oW T h K G-ERA TR 2> 5 B O FH6E
EERE R ONEEE S, S ERACIIEE O E RN ERICRES N TEY,
FERRDOEHIZ LV | mEbGEREAN ARG FERA TRV LWEIRARE I TV 5,

3. EHREEEREICRIT 2EYERE
A RV TR OIRANTH D70, BHEREREE N A FaRL X O EhEEIZ K

3 EMA/868987/2016 (https://www.ema.europa.eu/en/documents/referral/metformin-article-3 1-referral-use-metformin-treat-
diabetes-now-expanded-patients-moderately-reduced en.pdf (Fci#&HEaE8H : 201944 A 1 H))
4 http://www.pmda.go.jp/drugs/2010/P201000009/40009300 _22200AMX00234_A100_1.pdf (Fci&HesBH : 201944 A 1 H)




IFF B OV CERAE LT,
O BHEEEESE COEYERE (J.Clin.Pharmacol. 1995; 35 : 1094-102)

SRR IR T B RERE 2 AT DAME AN XU A hARV R 2 850 mg & RN 45
L7z & & OIEYBREAFIE ARG S iz, #RBRE I (FFkD, BIEERE) R OMmAEH £ K
RV ORYBEE T A—Z T, 1 DOLEEY Thote, TEEORMKEEEEE TIL, B
FEREREE DFLFEITLEN, A RV I D7 VT T2 A3 Ly Coax KTV AUCie 13N L

77

1A FA/VI 850 mg B[R GFRBRICIS T 5 #BRE T m e Qi A b AL X @R N T X — 4

.
L T R B HE IE R HE BT i %%Ei* mqu%* i ifi:ﬂﬁ
GBS D) CEEBE A) CEBIES) B) B Re R R e B RERE

(FFHB X5 B) (FFHB X5 B) (R [X5 B)

Lk 6 3 5 4 6

il (%) 27.5+4.8 427+9.1 42.0+11.0 455+6.1 383+13.6

CCr (mL/min) 111.5+8.1 101.6+1.2 73.0+6.8 414+94 21.8+5.8

Cunax (mg/L) 1.39+0.33 1.64+0.50 1.86+0.52 4.12+1.83 3.93+0.92

AUCjy¢ (pg-h/mL) 9.98+2.12 11.22+3.19 13.224+2.00 58.30£36.58 52.847+29.60

CLg (mL/min) 636+84 394.7+83.8 383.61+122.3 108.3+57.2 129.5+90.3

CL/F (mL/min) 1155273 1031.7+251.8 852.4+144.6 238.3+109.9 259.3£129.0

tin (h) 6.9+4.2 112+52 17.3+21.2 16.2+7.6 17.2+9.1

SR+ R R

CCr: 7 VT F =2 UT T A, Cony : T MUSEF RS AUC e : IS H R EE - R AR T iRl (IEFRK F CTOIMHE)

Cle: B7UT T A, CUF: AT ORE I VT TV Aty R

a) CCrith3< BHmEX >, IER : CCr>90, MALBHEAEMRTE : CCr61~90, HERBHEREREE : CCr31~60, miE®
FEBERETE © CCr10~30

b) FHRX Sy AL 18~40 5%, X5y B Id 21~60 7%

Q@ BHRERETFLZATS 2 BERKBEFETCORYER (EMR200084-622 5k,
EMA/867221/2016°)

EHERED B2 DAMEN 2 BUBEIRGBE 256t RIC, A PRI &8 1 500 mg/H, 52
1 1,000mg/H . %5 3 #12,000mg/H . %5 4 #13,000mg/H & Wi L., &A% 1 ABR O KE
B 5 LTz & & 03B MRF Sz, CKD AT — VSl E FIRRBIZI 1T 5 A Rk
JUOMSET N T TIRER OIHBBIREIX, £20DEEBY Tholz, CKD WEAT—V 1 &
HARTAT—V3A K OAT—Y 3B DERFIZEBIT D A ML o b7 7 @ET,
ZALEA, 500mg/H#% 5T 3.7 5KV 4.2 £, 1,000 mg/ H 5T 2.2 5% T8 2.5 %, 2,000 mg/
A5 T27 L N42 GE0 o7z, MIETRHBBRENIE T > R— ZAOZMEETH 5
5 mmol/L {Z3# L 72 fBRFE 13, WighhoTe,

5 EMA Assessment report ( https://www.ema.europa.eu/en/documents/referral/metformin-article-31-referral-chmp-assessment-
report_en.pdf (AR H : 201944 A 1 H))

6 GFR X4y (mL/min/1.73m?) : [A7— 1] 90 BAE, [RF7—2] 60—89, [AT— 3A] 45—59, [A7—< 3B] 30
—44, [RA7— 4] 15—29, [A7— 5] 15 il (Kidney Int. 2005; 67: 2089-100, = £ > AIZ#-3< CKD A A
FZ 422018 AARBIESS; 2018.)



#£2 BHEEEREICA PAAICE THEBKERAOBEG LZEEDORA FARALI omER N7 7RE

KO @
CKD AT —¥ 1 2 3A 3B 4 5
AR Bk 17 11 14 16 12 6
500mg/H | eGFR 1212 77.7 55.9 37.8 22.6 12.7
(500 mg % | (mL/min%) +20.1 +97 +6 +54 +47 +1
1 [AT) ARELI 0.23 0.46 0.86 0.97 1.44 1.38
Moo +0.11 +0.26 +0.549 +0.52 +1.139 +0.57
(mg/L) (0.10,0.44) | (0.10,1.03) | (0.10,2.11) | (0.33,2.0) | (0.29,4.17) | (0.83,2.44)
OB RO 1.34 1.12 1.18 0.73
(mmol/L) B B +0.55 +0.37 +0.43 +0.52
R Bk 17 11 14 15 12 5
1000 mg/H | eGFR 1233 78.5 53.5 35.7 223 11.8
(500 mg. ¥ | (mL/min?) +18 +11.9 +6.2 +6.3 +55 +2.6
4 2 [a]) A RARLI v 0.50 0.66 1.09 1.24 228 1.92
[N 5 +0.51 +0.36 +0.51 +0.50 +1.16 +0.95
(mg/L) (0.10,2.18) | (0.32,1.45) | (0.31,1.82) | (0.5,2.07) (0.89,4.9) | (1.03,3.53)
Ao ow E 1.34 131 1.16 0.44
(mmol/L) B B +0.68 +0.56 +0.38 +0.17
ERE (k=S 15 11 13 13 11 5
2000 mg/H | eGFR 121.7 80.3 553 373 5433 12
(1000 mg, | (mL/min?) +223 +75 +8.1 +55 +1.2
A2 | X pARALI 0.49 0.84 131 2.07 3.09 437
[N 5 +0.30 +0.62 +0.90 +1.03 +1.58 +1.73
(mg/L) (0.10, 1.1) 0.11,2.0) | (0.48,3.04) | (0.76,4.06) | (1.55,7.2) | (3.07,7.19)
OB RO 1.4 1.21 1.47 0.63
(mmol/L) B B +0.56 +0.64 +0.67 +0.14
R F%K 10 — - — — —
3000 mg/H | eGFR 123.8
( # | (mL/min%) +19 B B B B B
1000 mg, | A FARLI 0.82
4200mg) | b T 7 g +1.09 — - — - -
(mg/L) (0.17, 3.88)
Ao ow E
(mmol/L) B B B B B B

R E AR S (JEFR) . — - T — X722l

a) | B RS Lo b 12 R o ik 2 bk L 3 R BE J OVFLIR I T

b) FHIORNZIZ 1 EMORERI AT 5 Tnb, ¢) 13 %, d) 10 {1

e) REREEEIIL, (AHIE L= eGFR (mL/min/1.73m?) %A L7-Eifish w5,

® BHEEELA TS 2EERBEE TOEYHE (Diabetes Care. 2010; 33: 1291-3)
RIFERE D Fi 7 D AMEIN 2 BURERIG B 137 Bl A x5z, A MV R GEHA% 8 R
DA RNKRN I OMSER ~ 7 7RENRIE SN, mEH N7 7RE ORIl (FEHHE)
I%, eGFR (mL/min/1.73m?, LLF[EER) 60 @B (107 #1]) Tid 0.58 (0.01,2.67) mg/L,
eGFR30—60 O E#H (21 #]) TiX 1.00 (0.02,1.96) mg/L. eGFR 30 KjifiDEE (9 #]) Tix
1.15 (0.77,2.40) mg/L Tdh-o7=, 2B, A bAAL I OHEOTRAE (D) X, eGFR 60
D BF TIX 1,500 (500,3,000) mg, eGFR 30—60 @ HFE TiE 1,500 (500,3,000) mg, eGFR

7 SCHRTIZ A RV v ffEh b5 7 2 OBALIE, pmol/L TREE S TV 5, KA EIZB W THAL A —T 5720,
A BRI (7 U —1K) O43F58 129.1636 Z FHV CTHEE % mg/L ICHEREIC THRE L7,



30 A OB T 1,500 (1,000,3,000) mg TH o7, EHIX, [A MR omiEd v
7 PR 20 pmol/L (2.6 mg/L) % T Zeiaik LIRE & LT x 22000 LivZeyny) L &%
LTW5,

@ FHEMEMENREMENT (Clin Pharmacokinet. 2013; 52: 373-84)

SHELN 2 BUBEIRIGBAE 2505 & L7c 1R GABR A 1 120 §1) R OMERERERE 25t 5 & L
72 3B GRBRB : 16 6, #BR C : 169 #) Dt 3 B HE LT 4,895 S oifmiEdH 2 k
TNV RET — 2 & DT, REEMFEENRE (PPK) gt M 1o (ER L2 Y U b o =
7 :NONMEM VI) , iEFIRBEIZ 1T D A R ARV 2 2D Coax D 95%7 83— > & A JVAEZS 5 mg/L
KB L DA MEALI LD 1 HEREHEEZ Y I 21— a VTR LEBR, 7175 =
> 7 VT 7 AN 15 mL/min @ B3 T 500 mg, 30 mL/min @£ T 1,000mg, 60 mL/min ¢
BT 2,000 mg, 120 mL/min O HBF T 3,000 mg Th DH Z & BHEE Iz,

4. ERANDORARERIER, TA KT A FBEORLEIRI
4.1 ARIER

A MRV o ERETOBERERETEEHRICB T LMY & F—v 2B 27 2T 5
2T, BRILMONEZME LT, ERARNL. BLTO LB Tholz,

@ Metformin in patients with type 2 diabetes and kidney disease: a systematic review (JAMA.
2014; 312: 2668-75)

B ST A AT 5 2 MBERIEEFICBIT DA PRI AR AT > F— 2D
AR5 72T, A ERE AR KBUBLZEGIRFEIIE, AR ESHIIE, A X T
FU VA, ROBERBREZ G 65 MO AT ~T 4 v/ LEa—MTbivlz, BENSF
SERE DB ZE (LU, TCKDJ) (eGFR 30— 60 mL/min/1.73m?) D& % BEIZ A FA/L
> NG E T i I RIGRE NI & S0 | IR TR IS EF L2z,
A RFRNVIAERAEICB T DT ¥ F— Y A0 EBEARITHBRB TR Y, 3/10 HA
FrD 10110 TANFETH Y | —BIEIRREE RO FI AR L K TE 20, CKD
DHDHA MRV IAMEHBFIZBT LB > F— 2D Y AR ERET 57 — X IE R
S, EEOBMIEREBREFEICBIT DA ML vORENERFT D007 7 2L
Hs BRI T S TRy, FH T, TAF LD BT 206 w7 & HE
7R EHEREORMEBIZZIC LV | eGFR 1T K > TER LIZEBRE )G 55D CKD BT 5

8 shrHicir, REFRITEHIN TR, A RARL T (Glucopharge %) O KEWRA ST, A bR I B
MY v F—3 2T, MR 2 AR R Smg/L B2 5§ hTn b,

9 FDA @ Drug Safety Communication & (8 EMA OAEREE (EMA/868987/2016, EMA/867221/2016 (Assessment report) )
WEEOBE IR 99 MW (EEETe, LLTREED (I, IMEDPlus & 0N EMBASE % vy T4 Rk vy, T9LET &
K= 2] RO THgRE ) (CBEd 280 2 & e SCHk 167 #RD 5 B, EFIHRE 2R < Sk (2018 4F 12 A 31 ARR) %
BERSCIR & U7z 2 OASTHk 266 M@ D, BE (Abstract) OMFEICE Y, A haAL I &R OBSRERERS I
BIOLHAEET v =Y ARB ) AT BB LIV AT T 4 v 7 b Ea— AZTF VA T 04 MMUERRFHBRX
IZANAR_—RZ 27— MJFSE (population based cohort study) (Zi%34 3 2 SCHRZfhH L7z, 7ods, fhH &7z SCrkic 7 >
Z AMUBRRBRICE S T2 b Ok n o7,



A RARN L OEELRMERIERPEM T OND, | Efmit T T D,

@ Effectiveness and safety of metformin in 51675 patients with type 2 diabetes and different
levels of renal function: a cohort study from the Swedish National Diabetes Register (BMJ
Open, 2012, 2: ¢001076)

A 17 = —F D Swedish National Diabetes Register (2 88k S TUN 5 2 BUBE R BB 51,675
Blaxtgel Ui R — MFZETIE, BHRERID X R AL I v OFRME KR OV VED 1R S
i, LBET ¥ R—v 2A0RBIL, BET 224 (7Y F—v 2 EERG v a v/ X
TAMEBEE) CERLEEAGTY RRA Vb 7Y Ry 2 /EERY) CTiMlishiz,
ARV I E, Mo R D MR R T R Y L BB LT, eGFR 45 —
60 mL/min/1.73m? DEF TIE [7 2 F— Z/EEHG) OY 227 KT s FGIEAF—F
ke (BLF. THRY) :0.85 [95%CI : 0.74,0.97]) . eGFR 30—45 mL/min/1.73m? D& TiE 17
VRV RA/EEEG) OV A Y BRI E2h o7 (F% HR :0.98 [95%CI:0.79, 1.21]),

@ Incidence of lactic acidosis in patients with type 2 diabetes with and without renal
impairment treated with metformin: a retrospective cohort study (Diabetes Care.2014;37:
2291-5)

BEZ[E D Clinical Practice Research Datalink 0 B3 itdka V72 A1 & 27— MFZEDORE
R A MRV UG E2ZT T 2 BBERBEE 77,601 FlIZEBWT, BT > R— A% 35
A LTz (10.37/10 75 A [95%CI: 7.22,14.22]), 96, BSEAR b DI <, 23 X
APHE L BIE L7, BHERERIOILEET & R—3 A DA R [95%CI] 1%, 1IE% (CKD 43%E =
7=V 1 O2M¥r T eGFR (mL/min/1.72 m?, LA FFEIER) 90 #) <Tix 7.6 [0.9,27.5] /10 T A
MR, REREE (CKD AT — Y 2 OZMr XL eGFR 60 # 90 LLF) TiX 4.6 [2.00, 9.15]
/10 T3 NAE, PRRRERESE (CKD AT — 2 3 D2 X% eGFR 30 #8 60 AK3i5) Ti% 17[10.89,
25.791 /10 75 N4, EEREE (CKD /AT —2 4, 5 UL RMENER O 2 W H 5\ % eGFR
30 i) TIEL 39 [4.72,140.89] /10 T AETH Y, BEHRED E 72 5 BEENIM THE TR
O LIRS T,

@ Risk of lactic acidosis or elevated lactate concentrations in metformin users with renal
impairment: A population-based cohort study (Diabetes Care. 2014; 37: 2218-24)

EHEREIEE 2 A DRI B ISR T D A AL R E BT & F— 3 2 UTHER
REEHOY R 7 LB 2 A3 572912, JEF Clinical Practice Research Datalink %
WA MRV R 223,968 Bl & A R ARV X IR ERFE 34,571 BlE RIS L Lica
B— MFE T, FLEET ¥ R — 3 A SUTFBERE E A OMBAERIT, A AL I VB
EHEHE T 7.4/10 TANF, A FAV I U IHERBE T 2.2/10 HAFETH Tz, A b3
VIERE A & LT, BHEREREE  (eGFR 60 mL/min/1.72 m> Aiii) DD A b v



BEREOHLRET & F— A IHBRE LR OV 27 13 RICE» > (% HR : 6.37
[95% CI : 1.48, 27.5]), BREREREEDOH L A MR I VBMEHEZOABET ~ R— A X
ITFLERIRE ERIT. BTAEIC 730g A ED A PV U EMA LSA GRE HR @ 11.8 [95%
Cl:2.27,61.5]) MONEMLOLTTERFE (X FFALI2g/BLLE) 56 GRFEHR :13.0
[95%CI : 2.36,72.0]) TEHIZHIR L7z, FHFIL. TRMIFEMERIL. A AL I AEHEE
OREHEREILEYNICBIZ L, BHEGE (eGFR) 7% 60 mL/min/1.72 m? R IAK T L7258 1T 0%
WG C, A MRV ICOREZRETRE LT 2HFEOHEE L —H3 5] LfmftT T g,

® Metformin use and risk of lactic acidosis in people with diabetes with and without renal

impairment: a cohort study in Denmark and the UK. (Diabet Med. 2017; 34: 485-9)

7 >~ —2 @ Aarhus University Prescription Database & O'JZ[E|® Clinical Practice Research
Datalink 2 ]\ T, b7 0~ —2 D A RV I AR 43,580 151, o> 4 PRI IS4 ] £
F (LUFTA ML S A HEERAE ) 37,788 £, SEE D A b ARV 3 B 102,688 14,
A BRIV IR 28,788 Bl MBRIC, ad— MMENMTON, Ty =2 IR
HILIRT ¥ = ZADFHR [95% CI] 1F, A baA/L I AFHEHE T 116 [7.0—18.1] /10
TTNF A MRV I HEE T 1.8 [04,5.4] /10 HTAHETH o7z, REICHITHHABET
T R—=VADOFEHRL, A FAL I AHEE T 6.8 [4.6,9.6] /10 HTAFE, A AL I
fEHEFE T 1.0 [0.01,5.7] 10 TAFETH -7z, METR—2T A eGFR DX FIZFE,
AT & R—L ADRBIRNEI LTz, FEEIL. [ —A T U AT AN LT WThE
PERBD DD, A MRV I AEREEOARET & R— AEBLRIT A MR I CIEHEE
IZHAE <. eGFR DX FIZENEINIL Tz, Ll BT ¥ R —3 AOFBLIFH T,
ERERE & IIBIR AR K BB LR b H D] LTI TV D,

® Epidemiology of lactic acidosis in type 2 diabetes patients with metformin in Japan.
(Pharmacoepidemiol Drug Saf. 2016; 25: 1196-1203)

AARDAT 4 v T =4 « €V a U2FHMIHMT — 2 X—2 2 Hv, A RV Al
MEFIET ¥ = ZOBEMDBE S lc, BERF BRI &2 T 7 2 BB IR B
283,491 il (504,169 AE) @95 b, 30 HUZHIET & R—I ZANRO LN, HBET v R—
TADHFAERIT, 5.9510 HTAFETH o7, i & VERI TR LR T > R—3 2AD%
AT, A AL I B T 5.80/10 HAFE, A A UIEEEE T 5.78/10 T A
FEThoTz G84FL 1.00 [95%CI:0.41,2.47]), CKD (3 HEE 13 CKD JEGFRABAE LV,
T > R—=Y ZAORAEFNE P >T- (T HR : 7.33 [95%CI: 3.17,16.96]), A FH/LI
VI HBFICHAS, A PRI UEHBE THAEBT > F— 20 Y A7 EINER b
2ot (RS TOMEE HR : 0.92 [95%CI : 0.33,2.55], i Aa7~yF 7 a
A— F TOF#E HR : 0.90 [95%CI: 0.26,3.11]), CKD #&0F4 2BEIZHNTH, A MK
VR IR AR PRV AEHEE THBRT O F—2 A0 Y A7 HINTERD &



o7z (HR:0.66 [95% CI:0.18,2.45], 8] % = 7" 7if#& HR : 1.04 [95% CI: 0.33,3.28]),

@ Metformin use and mortality in patients with advanced chronic kidney disease: national,
retrospective, observational, cohort study. (Lancet Diabetes Endocrinol. 2015; 3: 605-14)
AT CKD 2 A4 2 2 BBERIFEF IR T 5 A MRV v OREERZBHT 572012, &
B OB ERRRRIIIET — F N— 2 & AW A & 3R — MIFEAT iz, CKD (MLiF
7 VT F UREE 530 pmol/L ) Z AT 5 2 BBERIFAE 12,350 Flaffii L, A FaLI v
EEH 813 Fli, MM A = 712 &V IEMAEE 2439 i~ v F 7 Lo, &ETITA b
VI AT 434 1 (53%) , HEHEE T L0126 (41%) Wi Sh, SECOY =7
oY 27 KA (GOHE, JFHEEE) T LR, 2o ORFOA I b 5T,
A RHRVINIWNL L THED Y A7 ZWINSEL Z EAvRraSniz (% HR : 1.35 [95%
CI:120,1511), —J5, A bab I M AEE AR EE TREMET & F— 203
HEIRONHOO, AEAETRD LR o7- (FHHR : 130 [95% CI: 0.88,1.93]), #
Fid. TARBIFEIC T 54T CKD (CKD 43 EA T — ¥ 5 ISERiLY) 267 25 2 BRI
BETIE A MBI COERIIRHEMET > = 20V 27 BN BE Lig s o 7o, &
FECDY A7 HANCEE L T\ 572, BB I A FaL I oI HER S /e &
femm T b,

42 HA KA V%

BISREREERE ~D A MR I U XIE ST FA RREFIOHKEIZHONT, EFRNIO T

A R A VHEOFLEIRDUT, UTFTD LB THoT-,

O HERFEDEITA FT4 2016 (BAFERFFES, 2016)

(20 BEIRIFICEBIT D BMMRBMAT - > v 7 T4 (ESIEE ET) | O, LT ONEMNFT

HEIhTWD,

o ELEEIX. ITHR. BRCHER OB CRBEIND, Lo, KEBRIRESHIRFESE T
VX, PR, BN C O LB ORI X ILEEE AT, BT A RIRITHERT A & B
TH70, IF. PSRRI T LIl X v i P ELEREDS R+ L b T 5,

o A MFRAIAMBNTINT, BREOBHRERE T, MPABREIX LR LRV H
HERDDH, —H. 20 I ANHBEOHTN EHIEIZBN T, A MR I UNAREITIEL eGFR
60 mL/min/1.73m? Kii, 2 g/H KV ZVWNIRE T, BT > R— 2D Y 27 38 B
DT EPIRENTZ, FEBE, BT A RIEICBE L7 T v F—v ATk, KERH
e EAZ SO L TV D,

o BT A FEOWIEMH (BHERERE~OEELZET) LT, e 7)o
REE D@ IEM HIZEI 3 5 Recommendation (2014 FFeiET) | (HABEIRIFFR, © 777
A FEOBEEFRICETZESR) OEHNATHINTND,
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@ A MFNLVIUOBEEFEAIZET 5 Recommendation (B AERFFES, © 77 A FE
@ﬁmﬁﬁk%T6§§ . 2016)

2016 4= 5 AWZ kakod Te 77 F 4 REOMEIEREFICEIT % Recommendation (2014 FFik
AN TA MR O IEM#EHICE T % Recommendation | & U CeliT S4v7z, Mix
Recommendation (21X, BL TFOWNEMNFEH STV D,

o RAOBMMPREERBESLRELZE VRS RERENEVEZTICIRE LRV L,

*  'BHAE% eGFR THHMi L, eGFR 7% 30 mL/min/1.73m? Kl D BH 1320 TH S, eGFR
A3 30—45 mL/min/1.73m?> DEH TIINKR T 4 v L U A7 2R L CHEREG LT 5,

o K. Ty rTAL BEOT N A= VBRI EOBEIITEENLETH D,

o EEOLMAE - MHEREREE, S FIRRIROBEIIRETHD, o, BE~PEEZO
JTHEREE E I I EER 5 Th 5,

o HEE CIXEEICKRGT 5, @i TIEEERE, EEO PRENME T LTS Z &R
22 LB EMIICEREE (eGFR) ., ITHERECEE ORBEAEEICHZE L, KEED
B G- DMk 2 it Lg iU 7e 5720, R 75 s Eom#g <ik, LV HEE
RSB TH D,

@ Standards of Medical Care in Diabetes 2019 (The American Diabetes Association, 2019)

A MAL L ATEPR S A, RIS E DI PRI VP = X EBET 5, Ll
RO, BIETITIEE Y > =Y ZAORBUIFEFITH THLZ NN TEBY . A MRL
T U0T eGFR ME TN L7ZEBE THLRIMENTE L THA 9, FDA [T A PRI OERAS
LEZYET L, eGFR 30 mL/min/1.73m? L EOBFIZEBNTA MARALI L2 THDHE L
TWa,

@ Management of Hyperglycemia in Type2 Diabetes, 2018. A Consensus Report by the
American Diabetes Association (ADA) and the European Association for the Study of
Diabetes (ESAD) (ADA/ESAD, 2018)

A b ab 2 0F eGFR 30 mL/min/1.73m? SR O B TIEME I~ & TidZev, eGFR

45 mL/min/1.73m? Rl OG5 & TR Z BE T ~E TH D, eGFR ME T LTV D Z & ARE

SNTVLHRITIE, TRREENLETH D,

® IDF Clinical Practice Recommendations for managing Type 2 Diabetes in Primary Care
(International Diabetes Federation, 2017)
HREEDY CKD 0% A7 — 3A DAL, A PRI OHEE 1,000 mg £ TRET
REThDH, A7T—V3IBULOEAIT, £l & ThD,

0 FITOWM SCEOLDIT, mk b 8RAI T TPEELL EOBBAERE . &5 8RA T IBHgaERE RER
EHET) I,
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® =ETURIZESS CKDBZBEIA K742 2018 (AAREFE=. 2018)
ANV LT REERICE T T A RRFEHNILIATL Y CKD B3 2B\, E=AEKIM
FEPFLEE TV R—2 2D Y A7 N6 TEY . GFR=30 TRl ST 5,

@ Diabetic Kidney Disease— A clinical update from Kidney Disease: Improving Global
Outcomes (KDIGO) (KDIGO, 2015)

FDA 7 A & > AT, MiF 7 V7 F = AEIZIE U T CKD BE~D A R AL O i
FIRENTWD, Ll MiEZ LT F=UflHITA RRAI D7 VT T 0 A L T ERER R
R (Flin, RE, ANFE%) ORELZIT 5D T, eGFRIZHES HIRD G BERKRAIZ LY
FHTHAS, FARRARTET A% B E XD L. eGFR 45 mL/min/1.73m? % F A 554
1 Hi@mHAEZL 1,000mg IZHET & THDH, £7-. eGFR30mL/min/1.73m? % a5
A G 2 1T RETH D, & HITHEIT L7 CKD (eGFR 15—29 mL/min/1.73m?)
DBEFETH, BREENLE L TV DHECMOBEE) 2 IEFIEN e W6 Tk, &5 072
LELHDLNE LRy,

5. ERNOEHERR
AIRITIBIT D 2007 4ED 2018 FEETHO R bR U Z2EATHEERLOIEEOHES
1. lOoLtBY ThoT-,

10 —
5 8 — [

5 _

g 6

o

o

S 4

X

12

X o0

2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018
1 A MRV EEHET DERGORITEOHERS

*Copyright©2019 IQVIA., JPM 2007-2018 4F- 12 H MAT % & & 12 H FE4E 7 /Calculated based on JPM Dec 2007-
2018 MAT, fE¥r#ina %% I /Reprinted with permission

F72. LB MEH - BB EEFRT — 4 X—AZ (NDB) DF 3 RA—T 0 F—H (F—
AW 2016 4E 4 H—20174E 3 A) REHWTCREIZBITARA NI U2 EHTAERK

U BATOWMN CEOL R, Ei G AT TS ELL EoBHSRERE | (KI5 BT TBRRERE Rk
EHLET) 1,
20 Tk (NIRSMVR/TERD ) @ T3k (5e5h) MEARIBIERAI Y ERISCR . [4hsk (Ber) MBS BRI
&) RO TR VR h R 2RI,
(https://www.mhlw.go.jp/stf/seisakunitsuite/bunya/0000177221_00002.html (FHMERRH : 20194- 4 A 9 H))
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wh DAL FERE

A LTz, M%7 —F kv MZ

BIFAHARRLI O FHEITR 3 0L
BOTHY, WHEEED 9OEL EIT, @sGERAITH- T,

#£ 3 HERFHAHCB T D005 8E BT 100 S EICE END A FARALI CRFIONA T EE (18 Ll L)
Xy ** NI Sk (BE) sk (BEsh)

= G A 19,103,277 §& 390,885,513 §E 1,505,197,943 §¢

P 5w 104,239 5& 4,542,803 17,142,28 &

[ewall 302,691 && 19,994,634 & 128,707,761 %&

* BRANVHE 396 1254 T D EHK
= [ABz] 1% TERABELE®Z ., DPCLEF 1],
) IEFRFILE T FOF =2 _R—2 L HiH

Mk (Ber) ) i TERABES LB L Ak (Be

6. ENORIER#RE

TR G5 H OEGEESE D OEEICRE SNTEA MRALI UV EEAETHERMLTO
MedDRA D FEAGE @nrﬂ%TyFwsz@Emﬁ%@wm<ﬁ%%7m>m4nm@
HoT- (R ERBIE 2004 4E4 H 1 H~20184F 12 A 31 H), 9 b, BREHERENSHS
DT EM LB 2 BAIVDIERZ RN 347 B2 DWW T, %ﬁ(ﬁﬁ%*ﬁﬁbf:o
6.1 BIfERE R TORE

FLEET ¥ R— 3 2 ORBURILOHERE IOV T, BIEFRE GRS EIC R S v 5 iLEg
TV R— U ADIBUFIZ S TR Lz, 347 il 249 I THER T ¥ R — v A DOFRBUENREL
WENTEY, BT ¥ F— ZAOFHRERFIEIIK 2 D LB Thote, AT v F—2
ADOFBHIEL, 2014 FF TIIIEMEANCSH > 7243, 2014 FLUREITER] 25~38 6] & 4
—ETHY ., FEROEENIR OGN o72, M1IIRLIZEBY A NERAVIVEERTHIE
HFORFEEPITFELHML TNDLZ EHZETDH L A MRV EHER BT AR
7V R=Y ZAORBEGIIIMERNIIT 2N B bNH b 00, Fl & EENLE

R TH 5,
40
35 — ]
30 W7 73 5E 1 DO REBI* 1 [
25 DRI AYSE 1 EASR O SE >
%20
5
10
] e 1
2004 2005 2006 2007 2008 2009 2010 2011 2012 2013 2014 2015 2016 2017 2018
FEBIAF
X2 ENEEREHREICK T 2HBER O T o F— 2 DFRBUIEK
R RANI LR DORBREGAFE S b D TIERLY,

S
RIS EIE R, R L REIED D . RIEHE. RO DA
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HERT v F— v AR BUERI OB 5 R T2V T, EERERF ST X I SCEFIS
RSN TV OAHET ¥ F—V ZAORFUCHE L 5 A DNFOREZRR L (R 4),

#4 ATV -V ARBUCHEL G A DRT (EEHDHY)

T JEFIE (347 Birp OEIE)
RS (M) 97 (28.0%)
BhEE CRERSMEER) 168 (48.4%)
JFREE (18) 36 (10.4%)
FEE CGeHlR P R) 22 (6.3%)
IR 67 (19.3%)
/el 85 (24.5%)
i AK 158 (45.5%)
ABAREE O OERR R 122 (35.2%)
FII PR FE D 83 (23.9%)
By, vavs 77 (22.2%)
FBERNC I — FERAIRE 17 (4.9%)
FEBLE R FI 11 (3.2%)

RIVERHEB O 20%LL EIZRBD bR (EEH V) 1%, 'BEEF (B ), 'FEE 8
BURFRMERE L) . TR, THiAK), TRROEBERARR], TRRIESH), &g, a7 ) T
bolo, IBREE (18N 2HT2E0 97605 7761 (79%) 1%, EOMORF (T
Al TRROEBRAR] XX TFURSEH ) bEEET2EMTh o7z, [BREE (kA
PEREAR) ) 2 AT 2IERIC OV TIE, TRETF L LTOBRELABRT & F— ADRBC
FLR U 7= B R L & O KB REE T o 7o, T, F&DEH&TEJ XiF%l PRIEDEH ]
AT DIEFNOWTIE, FURZEO G # A EIR B % TR IZH b BT,
A NIV a2k LILBR T > R — 3 A 2 J8 8L L 7 JEBI AN E ER &D%hho MR 12D
T A MR VERERIGREO T LV a— V2 BRI ULEET & F—3 2 &8 UTER, 7
v a— PR E 2 A0 L T D ES] b EEGRD BTz,

T > R— AOEA)RIX, 347 B, B 195 i, 8 74 #i], [BIHE L7 REIEH D
41511, KEIE 4 1], FET 50 i, Nﬁ 20@%1@07@ HRIFAETS 50 51D 20% (10 1)) LA ki
RO LNTZEF (EEDHY) 1L, & (RBURF MR ) ) 24 B TR 22 B, TR
=B ) 12 1, TRIRIEDEA . Fﬁuﬁﬁﬁcﬂ?aj\ g, v av 7] & 11 FITH-oT,

6.2 FEEOFHEREBRE ORIEARS TORE

347 fild 73 BITHEET v R— 3 AFEBLRTD eGFR 23F0dk S 41TV 25 TR H A3 T 6E
&Holz, 73 D eGFR (mL/min/1.73m?) OWNFRIL, 30 A% 19 #i, 30 LLE 45 &KL 23
B, 45 LIk 60 A1 20 51, 60 LLE 90 AKfiiiE 10 61, 90 LLEiX 1 I TH -7z,

WA OB EERE AR (eGFR 30 BL L 60 i) 43 Bild 9 B 21 BlIXEIVEFAE G A
WK DFEED B DIER] (RN B PR D DN DIEF L) ThoTo, 7z, BAKDF
AV 2 BB N TH, 4BITILIRT v F—Y ADORBUEEE 5.2 HOR 1 (D
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HEREETH, BRRAREFEORABINR 7 61, FIRZEOFH 6 B, 88 5 Fl, &G - a3 v
7 4, BYERFRER 4B, EEH ) NRO LT, PEEOBEEERE RS 43 HlOFLEE
T R— T ZADORRIFIEEIE 22 fi, B 15 61, JEC 6 I Th o7z, ERIET D 6 D 5 6,
1 BNIFLEE T & R —3 AFEEIRRC ML A R asL S RN B S (110.6 mg/L) %7~ LT
BYIMBERAOWRIED & DIEFITH Y . 5 BlITWT LB MMOR T (Bl Bk, DA%,
Ya v ZIZ LA RMIBRAEE) ORBLEXONIEMNTH T,

IV. AEORERZ B E X T8 DYl

1. FEEOBTHRERERE~OKREIZONT

1.1 FEEOCBKRERERE~DREDAE

BEREIE, LT OBBEND, A MRV 2 v OBIAR R OB G H 1T, BHERESCILER T & F—

T AFBU B RAF T O K DA B H-S < B 5-BAE STk 0 I 5 HIlr, BHERELC

JIECTEHEOERIRED Y 27 FMER e &b 2 & 2RI, P5EOBEER S EE

(eGFR 30— 60 mL/min/1.73m2) ~D A hARAI O EAZAREL LTELL 2 W EEZ

Do

o EHPNHDOEEDOBIRETA FTA U EITB T, PEEE TOBMEERERE ~D A K
BRI OEGITAREESIN TS E (42 TA RT7A %) OEBH]R),

o SN OEEEYENIERE (EMR200084-622 7B#) (BT, CKD AT —Y 3A &
O3B DEFIZ, TNEFH A R/ 22,000 mg/H &N 1,000 mg/ H % #5 L7=85A0
ARNFNVI DO NT 7REX, BHEEETEE (CKD AT —Y 1) ITA MRALI
ZEAE (3,000 mg/H) #5 L7zHAO N7 7HREREAN (3A T 2,000 mg/HLL T,
3B TIE 1,000mg/ HEAT) Toh o7z, £7o. PPKATIZIW T, BEHEREIZIG U7
L0, EFREIZEB T2 A PRV VD Chax IZOWT BRI ER R & RREICR D
TEMHEE STV, BLENS | BEEREICIS Uil ol RN R ShoE, s
FEDBEREREERE D A MRV I 2D Crax ° b 7 7R 2 BHSRE L B & R
T 5 LiIrfEL B2 5 2 & (-3, BHRERRERE BT 2HDERE] OES
H).,

o HEET v R—YAOENEERIEARSE 347 BB\ T, THEEOBHIER S BE
(eGFR 30— 60 mL/min/1.73m?2) CTOHEN 43 FlH 5 H DD, 356 (81.4%) DIER] X
BEELLANA DO U A7 H Bk, DMERES) BRD S TEY ., eGFR
60 mL/min/1.73m? LA L& 5 Z & 3 iR T & 7ER 11 B 10 51 (90.9%) KON ke
(21E) | Z2A L72RVWER] 250 % 201 61 (80.4%) THBHERELISLD U 2 7 AT 7358
HDHNTNDZEbEEX D &, BRSO A7 RF R LRt d b 2
& (M-6. ERNOEWER#HE ] OHEZM]),

Fo, WL, SR L2 S OEEOBMEEREERSE (eGFR 30 mL/min/1.73m? &) (2

DWTIE, HEOENID T A KT A EROFCKDIRM LFIZBWTERE INTND
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ZEDD, BIEREHERLET LI ENHEIEEZ D,

2B BEERERHmIC OWTIX, ENADOHT A FTA4 VFIZBWT, 7 LT F=VEICNA
VT F U AMEICEEE R TIRF (., AE, AEE) bBELCBRREECH D
eGFR IZ L 25l R SN T\ A Z & (4. ERNAORNESCHR, A K74 L ED70H
Wi OEBH) ZEEE 2, WOKERBRICS, AFO A MRV I U E2EHT D EIM O
FITBWT b BRI B3 2 i (BHRelE S B OBEIEE Xy, &5 - &5
P OBBERERFGIZ BT 2 1EESE) % eGFR IZEE S EMICEE T 5,

1.2 BEEEERECOMAE

G BRI DS R EKS (A N 7L 2gE) OEGRIEGH (K B AME RS A4 13,
A AN B HERERE R CO M EO B L% IR SUE TR AL 2 LEPEIZOW T, LLFO
EOICHHL TV,

A BRI BT ORI TH D | B E B TR ER T LTl
FARKRAIREN EFT 252 EPRENTWDID, PEREOBREERETRF I
THERE 21T 1 BamME L LT 2,250 mg N5 SN-8E. BHREIER & & b
TEIBIZMmHF A RARLI U REN ERT L2810, BT v R—v REOHBY 27
MELIRD T ENBEIND ZEND, BHEBIOG CIoBEORENRLIELE X D,

HANBHRERERE TCOMBELZRETHICHT- > T, ERANOMEERAZGLRE L
TZHERGRBROT — 2 Tld, BRANESEANCE T D A MR I OEYEREIC A
ZETRD LI TRV E DODOFMEN & it L THARAND Crax 13 30—55%, AUCos 1% 22—
36%FN o7l & (A MV aGERGEERMIEE 2.7.2.3.2) 2D, BEMmMABE LIZGAICIT
SEIN & BARNOIEMBRBIZZN H D LIRET 2 Z 13l & & 2 5, BUICRIT 5 B
P BE Co AR, SMNEAN TOFMRERERFOMEH A MRV VIREDO EREIE, A
RN LA ENDOREFERRN TOERYEREDE VS EZ BT LI-FE R, BAANOBHSIERE RS
WZBITD 1 BREHABOALZEZRSOLIICRETHZ ENHEUEEZ D,

5 HAARNFHEBEERZICBITS A AL o0&

. L (%)
ke GFR 73m? B R B 72 L
BT e (mL/min/1.73m?) | AxEmHEOHZ BU O 1 ARE B
R 90 <eGFR 2,250 mg 3,000 mg
R 60 =eGFR <90 2,250 mg 3,000 mg
45=eGFR<60 1,500 mg 2,000 mg
Yiray e jni» b b
R 30=eGFR< 45 750 mg 1,000 mg
VA eGFR<30 R BEEL

BT, LT O XD I2B 2D, PHEEOBEHREREREICKIT D A MRV I v Olg#E R
INZHED U R 7 @ 288006 KRIGE ORET 5 T EEOBEEREERE L
J 51 BiEHEO B R 2 ERBGICRIET 2 2 L ITaEMHEB 2 5, £, BUTO A RhL
SUDOTMNLEICBNT, A MR I U ERGT OISR ELIVRET S 2 & KO
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FHEIRAZBE LN ORD D ZENEBRES N TVWD Z L 2HE2 L L, TEHEE
DOERERERZ IS L TH, PRIV EEZBAMG L, BF ZEICHEMERRESND G
DEFZZD, LLRNG, WHEEOBKERTRE BT S 1 ARmHED L Zidld
52 ETHY 1 HimMEZRBRLR2TNERNEDBRMALECSERVWE S, &L
BEERBL. HxDBFEOREISC THEZHE T2 E5OEELZ LY —ERUKT 54
R D, Lo T, BEELTH L BT i CEICAARNBEREREEREO 1 A
EMEOHZZLHT D LY EE XD, iz, THEEOBEKREEREBRE ~D A R
W DRGNP AREE T OB AT o T LRI, MEAER TR 2 PEEOBEEREE
BEICBIT DHESLHART v F— 2 ZAOREIRNFO L&V 2 A IE L2 BT,
A RIDORNE DB AR T B

2. BHEEREUAOIET v F— Vv RICEET 2 BEERRTFIZOWT

FERAET & F— v ZAOENENEREGI DK 60%1%, BRI SCHE CHEBE L TWv
LMDV A7 KA E2A LTz (-6, ENORIER#HE ] OEER), R, RECRIE
DR OEBIR BIC L ABAKRCEED T L a— VEBRE T, BEORENAE LT >
N—3 2 & B U TIEGI N EEGR D bivlz, BEORBOSEIZI VAR v F— 2%
K2 U R ZElhE - BT S 7o O, EET v R— 20 TRh, wIEEER, PIHIxHGIC
BT 2 BEHEN A MR I VEERBREE OZ 0% b EUIITONS Z ENEETH S
EBEZ D, D, BUTHRAMACED TEERLANEE ) IR L TV BEE~OHEF
H (NEEOT Va— EBREZET S Z L), BACRENREINDIGEITE. Vot MR
MaEdik U, EEICHET D Z &, TR T ¥ F—3 2AOHHEIR D & & b - 858121,
EHIZZZT DI L)) IOV TE, TA PV OFGBIIGR & OG- F1 & I B &
CZDOFRICHHEET 52 &) EURTTHZ LB EEZ D,

3. EREERA L HREGERAOFRMA LELHEABDERIZHOWT (-2, EARTRMNE

DFEBIRGL DIESR)

EWNSDNRIER, TA RTA L FEONEEMER LT-RER. BAIOET L0 hEE DR
KRB EREICBIT AT > R— ADFRBLY A7 EWVRH D 2 & 2T ilil 3R
ST, WK TIEA MR I VRBIDEHORR SN TV D S O DORFNOFENZ L 6B
RERE TR, ITHSRERE R MInE ~OIEBEMRE DS OIEET ¥ R— Y A CBET 5 1EE
Wil XA — & ShTnd, o, EGEJA (X M7V agE) OFFEESICEWT, B
REfR A, TR RERR B K OV O 22 M A IR B O REITER D H it TV
RN B E 2 L, KGR RA OIRM CEICOW T, e d E IR A &
B ERAIEFE—ETHZENETEER D,

1B mgmmE S (hp//www.pmda.gojp/drugs_reexam/2015/P20151222001/400093000 22200AMX00234 A100_1.pdf (%
KRB A 201944 A 9 R))
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V. Mt
1. HEEOBHEEREERE~DOREIZONT
11 HEEOBHEERERE~OREDAT

UR7 F/MERTe &5 Z L ZRTRIC, PHEEOBEHEREBRE (eGFR 30—
60 mL/min/1.73m2) ~D A FAHRNLI U OEEZARELE L THE L2720 & T 2 B kL,
HMEEIC RSNz,

1.2 BEEEERECOMAE

DB D ORE R, BEOREIZIS U HEREICOWTOEE Zid Lz BT, Ut
LEIZ 1 BEEHEOBLZEHRHT 5 2 LY & 2MEOHINNIT, EMEEICRS
Nz, —FH T, IRISCEORIHICONT, EMZB L VU TOBANH ST,

e eGFR %% 44 mL/min/1.73m? & 45 mL/min/1.73m? CTIXEHEAE & L CTARBERZREN X720
L 6T, T1V-1.2 BHEEREEERE CORE) OFX S CIIHAEN 2HED Z &Ik
%, 1 BiREHEITIH ETHLZThH TREDORBRIC L > THEEZRFH T2 50EE
Wik N Th D,

o HEEOBMREREERE CILBEHRBORKBBIEOME L O L THICA MRALI O
RENHEYCTH L0 HETT 2 BOEERENLETH D,

B, EMEREOBRZE F 2, T CEICHEEOBHERERED | HkEHAEE
T ABRICIIYEAEN B L T A BEEREHICT S L & bic, TEEOBHEIERERSE
T & RN B 2 s 2 70 CHEEARRBIENNETH L EAEERETH 2 &
D3N ) & LT

2. BRREEEDANOILET ¥ F— R EET L BEERRFITHONT
BATOBEE R ERMFEBEICTEH SN TWOABT ¥ R— AT 2 BE~OHEFH
WZOWTHETT 25 2 &y &3 280 HEnNL, EMERICRT ST,

3. EREERH L mREERAORMN IELHABTDOERIZONT
K- B & mi G BB OERWE 2 [F— & 32 2 L 25EY) & 3 2 OFITE,
HMERICF SNz,

VL. #& 5

BrEIT, DL EomE 2R E 2 PEEOBKRERESRE (eGFR 30—60 mL/min/1.73m?)
ANDARFNVIOFFIZOWTIEL, VAT B/MER 35 Z L ZRiflc, # 5% FhE
LCELEZARWEHE L, BHEERERED 1 BEAREOB LoV TE, VEND
DEEBLA, B ORBIS U AR, EEARBEE%, LERERLE &2, IRk
SCEAFLET D 2 & sy & U, AR G- ERA O BRI OV TR, m G &R
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LR & T 2 L i) &I LTz,
E7o BT, IO LY. A PR &G T 5 ERS O CEOM R EOTER
EURTTH 2 L ISHE) Tl B LT LT,
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[URTE] A v R (1 B fEd& 5858 2,250mg T H8A]) (A~ 702 8E 250mg, [FEE 500mg 1)

TR & T

eES

BT
o ROBEIITHEEG LN L)
(1) WITRTREOBE (HBET v R—v A& LT, )

1) $LEE7T v F— T A DREE
2) AL E o BHEREREE (B 31T D AFI O PR BT 5,

(S HARER] DHESHR]
3) BATRE (EIEFEN 2 & Te) (S PR A Fied % B8 Z

e (ROBHEIITEE LW &)

(1) WITRTHRE (BT v F—r 222 L0, TEEARK
PR, TERAEWER] OHSH)

1) T v R—v 2O FEDOH D HBE

2) EEOBHEERE (eGFR 30 mL/min/1.73m* Kiili) D 5 HHE X
Fstr B ERENT 2 & de) (BRI 31T D AHA| O b
L, AAlOMmPREN EAT 5]

H5,]

4) EEOITHEREREE (IHEICIB T 2 HLMORBENMET I 5, [HE

LRHANER ] DHESHR)

5) Ya v, LAE OEHREE, IZERS.LMESR, IR
DIEEFED B % B o O O DAREE 3 MIE 2 £ 007V IR EE
CALBRPEZE DS RN 5, )

6) WEED T L= — LAEIE (T 381 % FLBR O RERE DMK T4
%)

7) BiAKGE, BACKREENBRE S D TR, WEHEO BIBREEDH 2

B

3) EEOFHREREEDH LBE UFBICH T 2 HEBORBEEMR
5.)

4) LER, RRICEEORE (L a v 7 OARS, DAETE,
JHFERRSE) Db D BE K O OMOIKERSE MAE 2 £\ 097V IR
REIZd BB (BREIRERE O TLEIZ K W SLEEREAE NI 5, )

5) WAE DB I BiACRIE N R & S 5 A (RHT, WRrE% o
BREEED S % BA #E ISR #Ee B %)

6) WHEED T /L= — ARIE (Tl R 5 fLBR O GEEME T
Do Filo, PAKKEZ RS Z 0D, PR DESH]
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BT HEIES
)~6) (%) )~(6) (%)
i i - R
W RACIE A RV U & LT 1 B 500mg KV BISAL, | (ZEHEZRL)

1 H 2~3 EIZHAE L CTRENUIEZRICROKE T 5, MRl
R EBE LN OO DM, @HE 1 H 750~1,500mg & T 5, 7
B, BEOWREICIVEEHEET 22, 1 BR&E&G T 2,250mg
FTELT 5,

WL, 10 L EO/NRIZIZ A ARV UHEERIEE LT 1 H 500mg
KO L, 1 H 2~3ENCHE L CTRER UIREZICR DG
Do MEFFRIZZDIFEZBE LRSI DM, EH 1 H 500~
1,500mg &%, 72d5, BEOIRBEICE D EEIEHT 225, 1 B

B E BT 2,000mg £TET 5,
Ak - HEICEET 26 H EoEE A - HEICEET 268 Lo
CHTE%) HEEOBREEREEDOH 5 BAFE  (eGFR 30mL/min/1.73 m> UL I

60mL/min/1.73 m? A&jii) TiL, A AL I OMmPEREN BF L,
AT v R— ZADORBLY A7 W@ < 5 ieERnH 5720 AT
DORICEETDHZ &, BT, eGFR A 30mL/min/1.73 m?> L k-
45mL/min/1.73 m? A D BT, IBE EOGEPED fEIRMEZ ]
LY SN GEICORFEEG T2 L, (THEREAREE ],
[ RZRRIWEN ), EWERE | OESH)

 BHIZ DEIVEGTSZ L,
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BEES

o FeHHE. XY BEENCEHEE (eGFR %) A a3 570 SIEE(C
RS ZBEE L, BhoOmis R OG- EORE 2 REtd 5 = &,
ERART SR EIE. A ALV R S LT 1 HEEks
B TROHZETHETAZI LN TEIDOIN WREBEZ LN
Oiprx|ZHET 52 &, £z, BHEICHT-oTEL, 1 HEZ 1 H
2~ 3 EIpEERET S Z &,

K

ey
HERORERIAJEI® & (eGFR)
(mL/min/1.73m?)

FEOBHEEREDOH L BB BT S 1| HikmE5EO A%
1 H e 5 8o 3%

H

45=eGFR <60 1,500 mg
30=eGFR <45 750 mg

EELLS ROBEFITEERICELET28)

WIZHE T DIRRED B

(HO~2) ()

(3) W DOEHREREE (AT v F—L 2 2B ITBEZNRH 5,
[EE 2 EARIEE ] OEHSHR)

HERS ROBFICITEEICERGTH L)

WIS DIRRED B

(H~©2) %)

(3) WEEE~TPEE OB REREE (T > R—v 24 2 T8%N
W%, THE - HEICBE 20 Fors), (B
HE OEZH]

4)~(6) (%) 4)~6) (%)
(7) THEMEM] OWTRTEAFE O (FLET7T > F—y 2282 | (7) TBHHEE] (O)IWORTEFIE OB (g7 F—y 222
TEZFNLND D, ) TEENWND D, )
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HiAT BEES
(8) oMKz G o8 (FAEM, THERZREIER] | (8) oMK L RS TofE (TOHHEE). TER2EIER]
DIHZ ] DIEZ M)
EER A ¥ N DRE =} R HANER

() FNCHEERAMBT VN A2 3T LRHLDOT, UT

DONEHEBERREOFBE I HoEET52 &,

) FNICHEERIBT S N AT Zend5, VAIR
T & UCid, BHEREREE . FBEERE S (KRR R )E 2 fE VW od
WRe, ik FURMEHZH T 2EMOMEHEETe)  WEDOT LV
a— B RYYE, BIREES LN WD, BS, Bk, i
EOT N a—EBEEICIVBEORENEETLLEHD
DT, UTORCEETLHZ L, THERRBIEH] OESHE]
D) AHNOEGBMGEIEOZ D% b &GP i EHIc., BEERE

(eGFR %5) KR OVITHSREZfifs8 3 2 & & bi2, BEOREIC |
DER L THEGOMEROES EORB 2 Ratds2 L, 7
B, mEESE, FRCEE RSB AS L ERGA 1T K Y ]
g o= &, (TEEg, THIVE - HEICRE 2 H Fok
2. [EiE oL OESH]

2) MAIERD S oG35 29Ik L, @yl
1792 &, FIRMEMZ AT 234 (FIRA. SGLT2 BHEHI)
EDOPFRREZIR, FRIhiKICERET S 2 &, (TR 0HFE
Z )

3) AANO & E-BAER R N2 D% b & 5
EREROCTOZBRIARETHZ &,

-
=~

PLFONE
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17

BEES

D BEDT Lo — A ERA BT 5 = L. (MR DESH)

2) FEL, T, IR, BRFEIURRSICE Y BACRERBRE SR
6%{5\&\ | AYS) f:}uﬂ&ﬁﬁé‘_’qjﬂ: L/\ Eﬁﬂﬂi*ﬁg&ﬁ—é Z CEO
([#k2 ] DOIEBMR)

3) AT ¥ R— Y ZAOHMIERD & b o IZ 5 a8 12,
ot s b, UERRENER) OESMH)

EH

Iz

Q) F— REEAZ AW TRELZIT ) BFIZBOTL, AFIOOH
WX VATV R—Y AT E0nH 5O T RAERTIIAA]
DG & —FFICHIET D 2 L (2L, BRAEICREEZITH M
Wb H5E%RS), 33— REEAEG% 48 RelIIAKI O 5.
AR LW &, ol BEHARICIX, BFEOREICEET
HZ &, (THAEER) oESH)

(3) BAKICE VBT vV R—V AR ITZ L83 H D, BATERS
HobEaIiTEES 2Pk L, BURLEEZITY Z &, FlR
TERZAT 54 (FIRA, SGLT2 HEAIS) & of Rz,
FriciKicEET 22 &, (HAEEH) OESK)

(4) BHREREE O H 2 BE TIEBIRIC BT 2 AF OPEiE 3 A L

AAND I P EEAS 7S5 B G-BRAGHT S UM G- HIFLL T D A

HEds2 s, e ~0kE ), HEYEIE] OESR]

s WEOT NV a—NEBRERT S Z L, (), OFHEER ©
)

o FEEL PR, EM:, RFEERRREORHALE &y 7T A)
DR FBARIERNGE SN D, Vol ARMETIEL, E
BCHRRT 5 2 &, (AT DIHZBM)

o AT v R—v 2ok _(HEEE, EEUE FHRYE, ek
) RhObNHAICE, BT 52 &, [[HEKRRE
ER | DEZRMR)

4) F— FEEAZHOTREZIT O BEICBWLTE, AAIOHE
FIZE VI T v R—V AR T ENHDHOT, RAERNE
AE O H 2 —FEIchIEd 2 2 & (7272 L, BAICKREETT
IWMEN D HGEEBRLS), 3 — FIEREAIE L% 48 RFEIXAH
OEGEBE LW b, 2k, BERBERCL, BFORE
ICHEETLZ &, UHHHEE) 0ESHR)

(FEZ 2 FARAYTE R (D) 2)ICFL#)

(AT E) DIZFHE)
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HiAT

BEES

1) BHRECRE ORI H0EE L TREOEMAEHE S & OH
iz titd 2 2 &, BHEEIL. eGFR ROMMIGY LT T = U fii%%
ESHEIHWMT S 2 L, ([ENERRRERIC IS DR LIS
MiE7 V7 F = AEA L BRATEHE M 1.3me/dL, 22t 1.2mg/dL
LB, /ANRCEIMEZ V7 F= 8 1.0mg/dL 8 CTH > 7= ([
IREAR ] DHZSH) ]

2) AFNF G- 3E IR | o i S R L R R R A 2R 7S L B
PR AT K RN BHERE (eGFR, IMF 7 LT F = fH%)
ZRER L. BHEEOTE(L R b HA T, BEOF IR
BEE{THIZ &

(5) IFHEREREE D & % MBI Tl 31 5 I O REEE MK T

T2 FIREMEAY B D O T K G- i E MR IR RE A 3R 9 5

(EEZ2FEAREEQ) DIZFEHE)

Z &, UBRIRARR ) DEZ ]

©)~(10)  (#%) )~(6) (W)

FHAEAEH GEER (]

CBTa%) () PEAEES (BFHLARWZ &)
FEHNAL R AEAR - RS G 15 BT - falRA -+
T a— AT v F—v A% | FlEiCB T 2 Lo R
NV GHED | 22 enH D, AAIE | BEEMETT 5, F
3i) 3@ Eo 7 v a— | liKREEZ T Z LR

B (BRIE) %#ET 5 | 5,
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HiAT

BEES

PEREE (BFRICEET S 2 &)
(%)

&
N— o

) fHEE (BFRICEET D2 &)

(%)
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[SGTR] A MR R (1 Bfes

BehE 750mg Th A A (77U 27 L 5E 250mg i)

RIS B T

2

BT

eES

%

HELRBRT V R—VAZREITIENHY., HEICEST-HD

WMESINTNWD, AT ¥ F— AR LT WEE ITIT®RE
LipnZ &, (Mg oESM] £72, EEREMEZEZ 32

LD, Mk - HE, FHEOREICRICEET DI L,

g

HRERAMT >V =Y A2 T2 ENH Y FECICE ST HH
HENTWD IBET v R—=Y 22 LT WEE IR E LA
ARPN U@EJ®E%%]

SRRSO REIE E 0 b 5 BF . mFE IG5 55512
IE. EHIR I B %ﬁ% Bl D7 CEEICHEEG T2 L,

(1) FLEET v F—v A DR

(2) EHERERE (RERE BT (B
75, ]

3) HHTERE ERET 2 &) [EWilLfiRED R T 5 B2 10
5, ]

(4) ITHne

BT 2 AHN DOHEME D Jel )

PEE DITIC 31T 2 Sl OAGHREME T3 2, |

FrIC 75 el B e Tl AT O 5 2 HEIZ HIRTd 5 2
L, (MEEKRE ), TEHELREIANER] KO [Eid~0&E] O
HZH)

22 ROBEIZIIRG LRV L) He ROBEICIREG LW L)

1. RITRTIREBOEE [HLiET ¥ F— 22 L0, ] L W3 EE (A7 F—v 22 82 LT ]_(THEERR

AREE ], TEREWEH ] OBEBH)
(1) LT > R— 2D ED b 5 B
() EEOBHIEREEDH 2 BF (eGFR30 mL/min/1.73m? i) O

& % A TSI EE (EEET 2 E ) (BB 5 AHK O
HEE N B U, AF o f s EH3 5, ]

() HEDATHERERES O & 5 B [ATIRIZ I 2 FLER DO HRE DMK
15,
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S vavr, A%, LEHEE, HfiZEke e LM R, RIS
i DFEE D & 2 3 J O O OARFR SR MUE 2 £ P97V R
& [FLERPEAE N 2, ]

(6) WPEEDT = — VAEERE [HTIRIC 1T 5 FLIOREHHREDME T 9
%, ]

(D) WAKAE, BiAIREEDNR & S D T, RSO BIEEE O H 5
B

(4 DIE R, MEEICHEORT (a v 7 AR E, LHTEZE,
IZEARSE) D& % BHE M O O ORISR MLAE 2 29U iR
RICH 2 BE (BRI O TS & Y e INT 5, ]

(5) Wi KAE D BE SUTHACRIE DN R & S 2 /38 _ (R, @55 o
BSOS 5B # 0 IRNR #E 7 B A 5)
(6) W DT b= —VAEIE [Tl 31 5 LI OREHREDME T

%o Flo  BiAREEZ KT Z 0355, ] (AR OHEES)
(8) mEiting ([ElE ~DEhE | OHSH) (HIER)
2.~6. (I%) 2.~6. (%)
ik - HE Mk - H&
WH . AT A PRV RS LT 1 HE S00mg & 0 BRE | (EHZ2RL)

RPANE

L. 1 H2~3AIBFZICHFROEEGT 5, MEFRIFIRLBIEL
RINBIRD LD, 1 Higm& G- &El1X 750mg &35,

Mk - MEIZEET M EoiEE
CHTiz)

ik - HEICBEST 2680 Lods

HEEOBEEREDH 5 B (eGFR 30mL/min/1.73 m?> L |
60mL/min/1.73 m? A&jiii) TiE, A AL OMmHREN FH L,
LT v R—V ADFBLY A7 BNEL 2B AR S 5720 UL
DORICEETDHZ &, BT, eGFR A 30mL/min/1.73 m?> P |
45mL/min/1.73 m? A5 DB T, I69E EOGEPED fEIRMEZ ]
LM ESNDGEICORFELET L2 L, (THEREARRER ],
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(EARZREIEM| OESH)

s HBHIZ VEIVEMTDLIZ L,

o BHPIE, KV HEENCEHRE (eGFR %) Zfifsd 27 SEEH|C
RS ZBEE L, BhoOmi R OG- EORE 2 REtd 5 Z &,
RARTHRBEEIE. A MRV VRS LT 1 BEEkE
B4 750mg FTHETDIZENTEDIN, FRZBELAND

A ET S 2L, o, BEICHL-TE, 1AEE1H2
~3Elc G52 b,
EELLS ROBFITEEICELETSZ8) EEELS ROBFIITEEICEET28)
WIZHG T DIRRED B WIS DIRRED B
(HO~@3) () (H~@3) (%)
(4) THELEH) OICRTHEAEOUH (g7 > R—v 2 &2 82 | (4) PEHER] (OISR THEAEOPFH [T v F—v 2z 2
TEENESH D, ] TEENRH D, ]
(5) fOBERIENEZ TG oEE (THAEEM]. TERZEEM] | (5) thokRFMIEL G ToBE ((OHHER]. TEXZ2RIEM)
DIHZ ) DIHZ )
CBTax) (6) BE~PERFEOBRERE (AT v R A2 THBZN
s, (THEE - HEICBET M EodE), [EEp iR
MR OESMR)
(7) HREED D P ERE ORFHERERE T [FLBT v F— R & ZT8%
W5, ] (THEEREANEE] OHESH)
(8) mifin ([ElnE ~Dih | DESH)
HERILARNEE EEREARNEE
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MENCHERAMRT VPV AEZR T ERHLDOT, LIF
DNEZ BEROZOFIRIC TS5 2 L,
D) BEOCT VA — W ERERT S Z &, (5]

DIAZ M)

A

N

2) FEEN TR MEAE, RN BAE IS K0 KRR iR
D% EICIE, Wolt AR A IE L, ERICHRT S Z

sh
&

o

D) FNICHERABT > R A& EZ T e03H5, VAIRH
T & UCE, BHRERETE . IFREREREE . (KER R IE & Vo3
e, Wik FURIEHZET MO & Ete) , WEOT L
a— VB, EYYE, BIRE SN LN WD, B, Bk, i
EOT N — VBRI LY BEORENEETLHIZ L HD
DT, UFOMICEETLZ L, (ERRRER] OESMH)
1) ARFN OG5 BAGEIM ONE 0% b &5 I EIC, BHEE

(eGFR %5) R OVITHREZ g8 32 & & biz, BEOREEIZ
DEBR L THEGOMEROES EORS 2 HRatd oL, 7
B, e, R EEZRROBEIEE AN MBS A3 K Y A
(s 2 b (TERE, THIVE - HECEET 2 H Eoik
2. [EiE oL OESMR)

2) MAIERD S oG35 29Ik L, @yl %
1752 &, FIRIEMZAT 255 (FIRAI. SGLT2 BREHIS)
EOBFRFERCIE, BCliKicERT 2L, (BHHER) OE
Z )

3) AANO L& E-BItGER & N2 D% b & 5 Tl
EREROCEOZRIRET DL &,

s WEOTNa—NEBIRERTSZ L, (IE), OFHEER) @
HZH)

o FE T, EH., BEFEERRREOKRRARE &y 7T A)
DERHIHACGKRENR S SN DD, Vol AR ZHRIEL, &

-
=

LUF DA
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(M55 OHBH)

3) FIRT ¥ F= ZADOPMIEIRD & b NI AITIE, HbIC
%2 d o &, (TERZENWEM] OEZH)

MY
=

(2) 33— FEEAIZHOTREZ1T 5 BEICBO T, KAOfH
WCXOVHABRT > R—Y AT E0nH 5O T RAERTIIAA]
DOEHE BT IET A2 L (7272 L, BRICHREEITH L
Wb 5565 RS), 33— REEARG% 48 ReilIIAKI O S
EHEA LN &, o, WEBHRIFCIE, BEORBICEET
52 &, (THEEH) omESH)

Q) BiAKIZEVHAIET V R—L AT Z DD 5, PKIERN
bobnlmaicidfkE2hIE L, MY RLEEITH L, FlR
TERZAT 54 (FIRA, SGLT2 HEAIS) & OfHRNZIL,
FRizBiKiCERT 22 &, (THAEMER] OESH)

(4) BHREREEOH 2 BE TIEBBIC BT 2 AF QP23 A L
AF O FEEFER EFF D, G BAAET R OG- I B RO R
FAOREICHIMERE L RGOSR 5 2 &, BRI,
eGFR RMM{E 7 LT F = MEEZSEBITHWT5 2 &

NIN=)A
PN

==
FINIED

BICFRRR T D Z &, ( | DIESHR)

© ATV F—v AORER_(HIGRE, B0k, FhiRe, &bk
) BhOONIGEICIE, BEbicx2d 5L, (THERRE

EM ] DHEZM)

4) F— RERAZ RO TREZIT O BFICBW T, RKAEIOHF
HICEVABT  F— A2 T2 ERHDHDT, AR
AEN O H 72— b2 2 & (72720, BRICRELTT
IWMEN D LHGEEIRLS), F— FlHE5-1% 48 R I AL
DOEGEZFE LN &, 2k, BE5HEARICE, BEFORE
CEET S &, (IHHEE) OHEBH)

(FEZ 2 FARAIE R (D) 2)ICFEH)

B2

(BB AR DIZFEHE)

A~  (#%) 2)~(6) (%)
FAAAEH FEAAFE
CBrax) () BRAEEE (BRHLZRWZ &)
HEHINA F BRAER - FE 15 BT - SRk 7

31




PEREE (BFRICEET2 2 &)

T )L O —
v GEED
1)

7T v R— 2% Z
T H D, AAEEH
B E O 7 L a— LB E
(FRiE) ##ETHZ &,
Q) rHEE FRICEET 22 &)

iR ISR N 12
REBEDME T T 5, F
7o, BiAKIREEZ K4 =
LB D,

(%) (%)

i ~ DG i ~ DG

—HRIC A T - APERESEME T L T 5, BHEEEIRTIC L D | mlind Tid, BHAE, ATBEREFSME R L WD Z L% < oMl
AN DO P DD ATHEAREIS T & 2 IR OBEEDIR T T | AIERZE Z LTV, O DRETEAMRT ¥ F—T A2 2

V=R EHLONRT L THILERHDLDT, BEICIIRE

LRTWVWOT, UTORICERETSHZ L,

LWz &

() AFIOF5BIRERT. #5 PIEHMIC, BRI EE AR ELEN
VEZRG AT K Y SR BRI RE 2 il I~ 5 72 & 150
WCBE LANLEREICERSG T, (A FRAIIEEAL
Rt =nd, REMEOFE FRPICHR SN D, F72, HFERED
K FIC XY HEBORBHRENME T 5, |

(2) BHERECMIAE RS B E ORFEIC D ER L TGO IR
BEZRDT 5 Z & FRIZ 75 U LD E#E Tl AT & F—
CABRZHMESNTEY, THRHLABTHDLZ ENRZWTD,
AFNEE- OS2 L EEICHKT S Z &,

(3) M7 V7 F = AENEFFFHANTH > TH, Flplc LT
EEEOBEENMEFL WS Z EBNHHDT, eGFR ZE L EE L
T HEEICEREORELZBIET L L,

32




[SETER] A MRV e

WERRA] (A% 27 MEEAEE LD, FAELSSE HD)

RIS B T

2

BT

WEIES

%
THARIAMT & Ry AER T ERD Y, ECICE 70
WS ST G, BT S B AT Lo B R

LianZ &, ([#5] 0HEzR) £, BEEAMELEZEZ 2 &
B%, Mk - HE, FHEOEBEICFHICEETSZ &,

=5

HERAMT O F— A2 208 HY  FETITEST26H
HEEINTWD, LTV R—V A Z R LT WAEF IS L
w:ko[%%1®ﬁﬁﬁ)

B S UITEREEEZEOH L BH . SlE &5 T 5581
%, EHIHIC R %ﬁ% BT o7 PEHEICHRESTHZ &

HHIC 75 BRUL L O BIE T, A G Ol A L EICHINTT 5 o
&, (MEdh |, TEEREANER] KO [EiE~Ofs] O
HZH)

e ROBAIFIEG Lo L) B (KOBFITEEE LA L)

(1) (1) (1) (#%)

Q) WITTRTHREDOERE [T > F—r A& EZ LT, ]

1) A7 > F—T 20T

(2) WITRTHRE [A BV ICEDIMT v F—v A& L
g J_(THEEARFARRER ], THERZANEN] OBESH)
%@7&F~yxm%ﬁ®@5$%

)

2) REHRREREE (RRETEED &) BRIk T2 A AV ok | 2) HEOBHKERE (eGFR30 mL/min/1.73m? i) D D HEHE X
23 32, ] mﬁ%%(@ﬁ i aGie) [BhECH T 2Pt L, X
3) BT REEENT 2 Ede) (R A b AL I PR D FRE PRI OMmMHREN EAHT 5, ]
THBLWDHD, ]
4) va vl DARE, DRREZE,. HigERe 2 S R, BigREIC | 3) OIME SR, MHEEICEEDORE L a v s bARE DIHEZE,
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EEDEED 5 BE K OFE O ORERSE fE Z2 L 009 0
RAE [FLERPEAE DN BN 5, ]

5) WEOT L= —/UEIRE P30T 5 LR OEIENME T
%, ]
6) WiAKNE, BiACIREEA G S D P, WEESEO B IBEEOH 5

B

7) mEnE ((ElE~o#E ] OHESBH)

(3) HFEErElE S [l 2 ABORBENMET L, g7 >
F=I 22 LTV, o, 7Y Z Y 3T
Rt oo, BEERITEEREDOH L BE TEERMTHE
TNRH 5, ]

MiZERESE) D& % A M O DM OARILSE MUIE 2 FE 9 VR

MBI H 5 BE [BEKBIREEE O TS K Y FLREE DN 2, ]

4) Wi/KSE DB UMK RS S 5 8F (TR IEH%50
IBREEOH 5 B, B OEE N #E7 BE )

5) WEEDT V3 — VAREEE PRI 3BT 5 3 OREREME T
b Flo BARIEZ KT Z 355, ] (AR OHEESH)

G129,

(3) EEDITEREERE D H 2 B T T 23O R#E MK
TL, ARV IVNIEDAMLT > R— R EiEZ LT,
Flo, BA 7V ATEICHETRE SN D20, EHET D
BENWRD L, ] (HEEREANEE] OHESHR)

“H~@®) (%) H~@®) (W)
s - HE s - HE
WEL. RAZIE I H 1E 18 (47 VXY /A MRV UHERE | (BFEARL)

#g & LT 15mg/500mg 1% 30mg/500mg) % #l &% IC & N 545,

Mk - HEICBEET 264 EoER

AT OFRGIZ R0 REN R T EIC 2 < I ST
WDHDT, IR EGT D561, WEORBICHE L., AANCE
ENHEAF TV E L TOREREIZL B 1FH 15mg 265
ZRMGT D EMEE LV,

Mk - HEICEET LM EolE

() BF 7Y 2V OG0 REN A I 2 S S
TWLDT, BRI 25613, HEOIFEHL L. AHl
IZEENLZEA 7V 2 L LTCO®REEIT T H 1E 15mg 225
B ERET D ZENREE L,

- By =
THE
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Chrix

(2) FEEEOBEEREEDOH D HEFE  (eGFR 30mL/min/1.73 m?> ULk

60mL/min/1.73 m?> Afiii) TlE, A bAAI O HHEREN EH L,
BT v R—V ZADOHBY A7 D@ D[RR H 572D, U
TORICHEETSZ L, FFIC eGFR 2% 30mL/min/1.73 m® 2L b
45mL/min/1.73 m® K&l O BF 21T G EOF NGB E E
[ LB SN G ARICOHREEGT D 2 L, (THEER AR
B, TERZEWEH] OEZH)

A ARV RV E I VBRG L IR EBIE LR DRk
BT S Y, HEICERGEZHHTHIIENMNETHL
O ARG N ATV E RO A SRV I IR O 45 HLA
OPFAEE L VY THh D MEEIHMT 5 Z L,
AHNZEENDIEA TV EZ SV ROA bRV AERIEOE, T
RITRT A PRV AEREEAIO 1 AkE&GEOHZHE
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BIR 1) A bav I ERIE 2 589 2 ERM*O—5 CFAK 314 3 H REFAD

No W 524 — 4 AGREUGHE BhHE - ZhR A - &
1 | A M7V g 250mg, A RARV I R | RAARFEAREERA S | 2 8ER 72720 FRoWd | 8H . AT A AL U
[Al#E 500mg Zan AL DIBIE T 72 h A 4G | BgE e LT 1 H 500mg K Y BA
2 | A MR R SE otk 27 s B | ARV EICZRS, L, 1 H 2~3 ENCoE LT
250mgMT [DSEP], [A] =1t (1) BEFREE - EEEED R BHEATXIIERIREORET
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250mgMT [IGJ. [F$E 24t H 1,500mg & 3%, 7ed, BED
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4 | A BRI EERESE = Bk H & 5% 2,250mg £ C
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5 | A MRV UHHEREEE F—7 A I —RE R UHEBEE LT 1 H
250mgMT [TE]., [F$E - 500mg L WBAKE L .1 H 2~3 A
500mgMT [TE| (2o EI L CRERT X ITREZIC
6 | A AR R SE Ve R i e 5 T HEG T 5, MERFRIIZNIRZ
250mgMT [ =Fi1), [l At BELEBLIO DN, W1
#E 500mgMT [ =Fu) H 500~1,500mg & 3%, 728,
7 | A MRS R EE HOREE AR BE OREEIC XV R
250mgMT [ h—17 |, L0, 1 Afm&EE5 &8I
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8 | A ML MR SE H & TR
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—J., [[#E 500mg MT
(77 A% —]
1| 7V =788250mg | A RAL I R | BACHT RS T 2RIBERRIR 722 LU FREOW S | RS A AL U
12 | A MRS RS HORFE R A NNDOIRPRTH R R N5 | BB L LT 1 H& 500mg LY
250mg [ F—7 | HIIRWEEITIRD, BAtEL. 1 H 2~3 [EI&&ZITSH
13 | A hasv S U HERRYE GE A I MRS | (1) BERE - EEREOS | BIRORET D, HEFFRITDER
250mg SN 1t (2) BFREEHFIEICNZ | 28R LR 60055, 1 A
TANLKR= VT LT H%E | AR5 R 750mg &35,
fiti FH
14 | A&7 NG SE LD, VAU xR | T NGRS | 2 TR IR WE L. ORI T B 1R BE
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VAR & LT 15mg/500mg X
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GLUCOPHAGE/ GLUCOPHAGE XR (Bristol-Myers Squibb Company)
2018 ¢ 5 H eeEThR

GLUCOPHAGE (Merck Serono Ltd)
2016 4 12 A &GEThR

WARNING:LACTIC ACIDOSIS

* Postmarketing cases of metformin-associated lactic acidosis have resulted
in death, hypothermia, hypotension, and resistant bradyarrhythmias. The
onset of metformin-associated lactic acidosis is often subtle, accompanied
only by nonspecific symptoms such as malaise, myalgias, respiratory
distress, somnolence, and abdominal pain. Metformin-associated lactic
acidosis was characterized by elevated blood lactate levels (>5 mmol/Liter),
anion gap acidosis (without evidence of ketonuria or ketonemia), an
increased lactate/pyruvate ratio; and metformin plasma levels generally >5
mcg/mL [see Warnings and Precautions (5.1)].

* Risk factors for metformin-associated lactic acidosis include renal
impairment, concomitant use of certain drugs (e.g., carbonic anhydrase
inhibitors such as topiramate), age 65 years old or greater, having a
radiological study with contrast, surgery and other procedures, hypoxic
states (e.g., acute congestive heart failure), excessive alcohol intake, and
hepatic impairment.

* Steps to reduce the risk of and manage metformin-associated lactic acidosis
in these high risk groups are provided [see Dosage and Administration (2.3),
(2.7), Contraindications (4), Warnings and Precautions (5.1)].

e If metformin-associated lactic acidosis is suspected, immediately
discontinue GLUCOPHAGE or GLUCOPHAGE XR and institute general
supportive measures in a hospital setting. Prompt hemodialysis is
recommended [see Warnings and Precautions (5.1)].

2 DOSAGE AND ADMINISTRATION
2.3 Recommendations for Use in Renal Impairment
* Assess renal function prior to initiation of GLUCOPHAGE/

4. Clinical particulars
4.2 Posology and method of administration
Renal impairment
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GLUCOPHAGE XR and periodically thereafter.

* GLUCOPHAGE/GLUCOPHAGE XR is contraindicated in patients with
an estimated glomerular filtration rate (¢GFR) below 30 mL/minute/1.73
m?,

*  Initiation of GLUCOPHAGE/GLUCOPHAGE XR in patients with an
eGFR between 30 — 45 mL/minute/1.73 m?is not recommended.

* In patients taking GLUCOPHAGE/GLUCOPHAGE XR whose eGFR
later falls below 45 mL/min/1.73 m?, assess the benefit risk of continuing
therapy.

*  Discontinue GLUCOPHAGE/GLUCOPHAGE XR if the patient’s eGFR
later falls below 30 mL/minute/1.73 m? [see Warnings and Precautions

6.DH]

2.4 Discontinuation for lIodinated Contrast Imaging Procedures
Discontinue GLUCOPHAGE/GLUCOPHAGE XR at the time of, or prior to, an
iodinated contrast imaging procedure in patients with an eGFR between 30 and
60 mL/min/1.73 m? ; in patients with a history of liver disease, alcoholism, or
heart failure; or in patients who will be administered intraarterial iodinated
contrast. Re-evaluate eGFR 48 hours after the imaging procedure; restart
GLUCOPHAGE/GLUCOPHAGE XR if renal function is stable.

A GFR should be assessed before initiation of treatment with metformin
containing products and at least annually thereafter. In patients at an increased
risk of further progression of renal impairment and in the elderly, renal function
should be assessed more frequently, e.g. every 3-6 months.

GFR Total maximum daily dose | Additional considerations
(mL/min) (to be divided into 2-3 daily
doses)

60-89 3000 mg Dose reduction may be
considered in relation to
declining renal function.

45-59 2000 mg Factors that may increase the

30-44 1000 mg risk of lactic acidosis (see
section 4.4) should be
reviewed before considering
initiation of metformin.

The starting dose is at most
half of the maximum dose.
<30 — Metformin is contraindicated.

4 CONTRAINDICATIONS

GLUCOPHAGE and GLUCOPHAGE XR are contraindicated in patients with:

* Severe renal impairment (¢GFR below 30 mL/min/1.73 m?) [see Warnings
and Precautions (5.1)].

* Hypersensitivity to metformin.

* Acute or chronic metabolic acidosis, including diabetic ketoacidosis, with
or without coma.

4.3 Contraindications

* Hypersensitivity to metformin or to any of the excipients listed in section 6.1.

* Any type of acute metabolic acidosis (such as lactic acidosis, diabetic
ketoacidosis).

* Diabetic pre-coma.

* Severe renal failure (GFR < 30 mL/min).

* Acute conditions with the potential to alter renal function such as:
dehydration, severe infection, shock.

* Disease which may cause tissue hypoxia (especially acute disease, or
worsening of chronic disease) such as: decompensated heart failure,
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respiratory failure, recent myocardial infarction, shock.
* Hepatic insufficiency, acute alcohol intoxication, alcoholism.

5 WARNINGS AND PRECAUTIONS

5.1 Lactic Acidosis

There have been postmarketing cases of metformin-associated lactic acidosis,
including fatal cases. These cases had a subtle onset and were accompanied by
nonspecific symptoms such as malaise, myalgias, abdominal pain, respiratory
distress, or increased somnolence; however, hypotension and resistant
bradyarrhythmias have occurred with severe acidosis. Metformin-associated
lactic acidosis was characterized by elevated blood lactate concentrations (>5
mmol/L), anion gap acidosis (without evidence of ketonuria or ketonemia), and
an increased lactate: pyruvate ratio; metformin plasma levels were generally >5
mcg/mL. Metformin decreases liver uptake of lactate increasing lactate blood
levels which may increase the risk of lactic acidosis, especially in patients at
risk.

If metformin-associated lactic acidosis is suspected, general supportive
measures should be instituted promptly in a hospital setting, along with
immediate discontinuation of GLUCOPHAGE/GLUCOPHAGE XR. In
GLUCOPHAGE/GLUCOPHAGE XR treated patients with a diagnosis or
strong suspicion of lactic acidosis, prompt hemodialysis is recommended to
correct the acidosis and remove accumulated metformin (metformin
hydrochloride is dialyzable with a clearance of up to 170 mL/min under good
hemodynamic conditions). Hemodialysis has often resulted in reversal of
symptoms and recovery.

Educate patients and their families about the symptoms of lactic acidosis and, if
these symptoms occur, instruct them to discontinue GLUCOPHAGE/
GLUCOPHAGE XR and report these symptoms to their healthcare provider.

For each of the known and possible risk factors for metformin-associated lactic

4.4 Special warnings and precautions for use

Lactic acidosis

Lactic acidosis, a very rare, but serious metabolic complication, most often
occurs at acute worsening of renal function or cardiorespiratory illness or sepsis.
Metformin accumulation occurs at acute worsening of renal function and
increases the risk of lactic acidosis.

In case of dehydration (severe diarrhoea or vomiting, fever or reduced fluid
intake), metformin should be temporarily discontinued and contact with a health
care professional is recommended.

Medicinal products that can acutely impair renal function (such as
antihypertensives, diuretics and NSAIDs) should be initiated with caution in
metformin-treated patients. Other risk factors for lactic acidosis are excessive
alcohol intake, hepatic insufficiency, inadequately controlled diabetes, ketosis,
prolonged fasting and any conditions associated with hypoxia, as well as
concomitant use of medicinal products that may cause lactic acidosis (see
sections 4.3 and 4.5).

Patients and/or care-givers should be informed of the risk of lactic acidosis.
Lactic acidosis is characterised by acidotic dyspnoea, abdominal pain, muscle
cramps, asthenia and hypothermia followed by coma. In case of suspected
symptoms, the patient should stop taking metformin and seek immediate
medical attention. Diagnostic laboratory findings are decreased blood pH (<
7.35), increased plasma lactate levels (>5 mmol/L) and an increased anion gap
and lactate/pyruvate ratio.

Renal function
GFR should be assessed before treatment initiation and regularly thereafter, see
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acidosis, recommendations to reduce the risk of and manage metformin-

associated lactic acidosis are provided below:

*  Renal impairment—The postmarketing metformin-associated lactic acidosis
cases primarily occurred in patients with significant renal impairment.

The risk of metformin accumulation and metformin-associated lactic acidosis

increases with the severity of renal impairment because metformin is

substantially excreted by the kidney. Clinical recommendations based upon

the patient’s renal function include [see Dosage and Administration (2.1),

Clinical Pharmacology (12.3)]

* Before initiating GLUCOPHAGE/GLUCOPHAGE XR, obtain an
estimated glomerular filtration rate (eGFR).

e GLUCOPHAGE/GLUCOPHAGE XR is contraindicated in patients with
an eGFR less than 30 mL/min/1.73 m? [see Contraindications (4)]

* Initiation of GLUCOPHAGE/GLUCOPHAGE XR is not recommended
in patients with eGFR between 30-45 mL/min/1.73 m>.

* Obtain an eGFR at least annually in all patients taking GLUCOPHAGE/
GLUCOPHAGE XR. In patients at risk for the development of renal
impairment (e.g., the elderly), renal function should be assessed more
frequently.

* In patients taking GLUCOPHAGE/GLUCOPHAGE XR whose eGFR
falls below 45 mL/min/1.73 m?, assess the benefit and risk of continuing
therapy.

* Drug interactions The concomitant use of GLUCOPHAGE/
GLUCOPHAGE XR with specific drugs may increase the risk of
metformin-associated lactic acidosis: those that impair renal function, result
in significant hemodynamic change, interfere with acid-base balance, or
increase metformin accumulation. Consider more frequent monitoring of
patients.

* Age 65 or greater — The risk of metformin-associated lactic acidosis

section 4.2. Metformin is contraindicated in patients with GFR<30 mL/min and
should be temporarily discontinued in the presence of conditions that alter renal
function, see section 4.3.

Cardiac function

Patients with heart failure are more at risk of hypoxia and renal insufficiency. In
patients with stable chronic heart failure, metformin may be used with a regular
monitoring of cardiac and renal function.

For patients with acute and unstable heart failure, metformin is contraindicated
(see section 4.3).

Administration of iodinated contrast agents
Intravascular administration of iodinated contrast agents may lead to contrast

induced nephropathy, resulting in metformin accumulation and an increased risk
of lactic acidosis. Metformin should be discontinued prior to or at the time of
the imaging procedure and not restarted until at least 48 hours after, provided
that renal function has been re-evaluated and found to be stable, see sections 4.2
and 4.5.

Surgery
Metformin must be discontinued at the time of surgery under general, spinal or

epidural anaesthesia. Therapy may be restarted no earlier than 48 hours
following surgery or resumption of oral nutrition and provided that renal
function has been re-evaluated and found to be stable.
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increases with the patient’s age because elderly patients have a greater
likelihood of having hepatic, renal, or cardiac impairment than younger
patients. Assess renal function more frequently in elderly patients.
Radiologic studies with contrast — Administration of intravascular
iodinated contrast agents in metformin-treated patients has led to an acute
decrease in renal function and the occurrence of lactic acidosis. Stop
GLUCOPHAGE/GLUCOPHAGE XR at the time of, or prior to, an
iodinated contrast imaging procedure in patients with an eGFR between 30
and 60 mL/min/1.73 m? ; in patients with a history of hepatic impairment,
alcoholism or heart failure; or in patients who will be administered intra-
arterial iodinated contrast. Re-evaluate eGFR 48 hours after the imaging
procedure, and restart GLUCOPHAGE/GLUCOPHAGE XR if renal
function is stable.

Surgery and other procedures — Withholding of food and fluids during
surgical or other procedures may increase the risk for volume depletion,
hypotension, and renal impairment. GLUCOPHAGE/GLUCOPHAGE XR
should be temporarily discontinued while patients have restricted food and
fluid intake.

Hypoxic states — Several of the postmarketing cases of metformin-
associated lactic acidosis occurred in the setting of acute congestive heart
failure (particularly when accompanied by hypoperfusion and hypoxemia).
Cardiovascular collapse (shock), acute myocardial infarction, sepsis, and
other conditions associated with hypoxemia have been associated with lactic
acidosis and may cause prerenal azotemia. When such an event occurs,
discontinue GLUCOPHAGE/GLUCOPHAGE XR.

Excessive alcohol intake — Alcohol potentiates the effect of metformin on
lactate metabolism. Patients should be warned against excessive alcohol
intake while receiving GLUCOPHAGE/GLUCOPHAGE XR.

Hepatic impairment — Patients with hepatic impairment have developed
cases of metformin-associated lactic acidosis. This may be due to impaired
lactate clearance resulting in higher lactate blood levels. Therefore, avoid
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use of GLUCOPHAGE/GLUCOPHAGE XR in patients with clinical or
laboratory evidence of hepatic disease.

7 DRUG INTERACTIONS

Table 3 presents clinically significant drug interactions with GLUCOPHAGE/
GLUCOPHAGE XR.

Table 3: Clinically Significant Drug Interactions with GLUCOPHAGE/
GLUCOPHAGE XR

Carbonic Anhydrase Inhibitors

Clinical Impact: | Carbonic anhydrase inhibitors frequently cause a
decrease in serum bicarbonate and induce non-anion gap,
hyperchloremic metabolic acidosis. Concomitant use of
these drugs with GLUCOPHAGE/GLUCOPHAGE XR
may increase the risk for lactic acidosis.

Intervention: Consider more frequent monitoring of these patients.

Examples: Topiramate, zonisamide, acetazolamide or
dichlorphenamide.

Drugs that Reduce GLUCOPHAGE/GLUCOPHAGE XR Clearance

Clinical Impact: | Concomitant use of drugs that interfere with common
renal tubular transport systems involved in the renal
elimination of metformin (e.g., organic cationic
transporter-2 [OCT2] / multidrug and toxin extrusion
[MATE] inhibitors) could increase systemic exposure to
metformin and may increase the risk for lactic acidosis
[see Clinical Pharmacology (12.3)].

Intervention: Consider the benefits and risks of concomitant use with
GLUCOPHAGE/GLUCOPHAGE XR.

Examples: Ranolazine, vandetanib, dolutegravir, and cimetidine.

Alcohol

Clinical Impact: | Alcohol is known to potentiate the effect of metformin on
lactate metabolism.

Intervention: Warn patients against excessive alcohol intake while

4.5 Interaction with other medicinal products and other forms of
interaction

Concomitant use not recommended

Alcohol

Alcohol intoxication is associated with an increased risk of lactic acidosis,

particularly in case of fasting, malnutrition or hepatic impairment.

lodinated contrast agents

Metformin must be discontinued prior to or at the time of the imaging procedure
and not restarted until at least 48 hours after, provided that renal function has
been re-evaluated and found to be stable, see sections 4.2 and 4.4.

Combinations requiring precautions for use

Some medicinal products can adversely affect renal function which may
increase the risk of lactic acidosis, e.g. NSAIDs, including selective cyclo-
oxygenase (COX) II inhibitors, ACE inhibitors, angiotensin II receptor
antagonists and diuretics, especially loop diuretics. When starting or using such
products in combination with metformin, close monitoring of renal function is
necessary.

Medicinal products with intrinsic hyperglycaemic activity (e.g. glucocorticoids
(systemic and local routes) and sympathomimetics)

More frequent blood glucose monitoring may be required, especially at the
beginning of treatment. If necessary, adjust the metformin dosage during therapy
with the respective medicinal product and upon its discontinuation.

Organic cation transporters (OCT)
Metformin is a substrate of both transporters OCT1 and OCT?2.
Co-administration of metformin with
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receiving GLUCOPHAGE/GLUCOPHAGE XR.

* Inhibitors of OCT]1 (such as verapamil) may reduce efficacy of metformin.

* Inducers of OCT1 (such as rifampicin) may increase gastrointestinal
absorption and efficacy of metformin.

* Inhibitors of OCT2 (such as cimetidine, dolutegravir, ranolazine,
trimethoprime, vandetanib, isavuconazole) may decrease the renal
elimination of metformin and thus lead to an increase in metformin plasma
concentration.

* Inhibitors of both OCT1 and OCT2 (such as crizotinib, olaparib) may alter
efficacy and renal elimination of metformin.

Caution is therefore advised, especially in patients with renal impairment, when
these drugs are co-administered with metformin, as metformin plasma
concentration may increase. If needed, dose adjustment of metformin may be
considered as OCT inhibitors/inducers may alter the efficacy of metformin.

6 ADVERSE REACTIONS
The following adverse reactions are also discussed elsewhere in the labeling:
* Lactic Acidosis [see Boxed Warning and Warnings and Precautions (5.1)]

4.8 Undesirable effects
Metabolism and nutrition disorders
Very rare

¢ Lactic acidosis (see section 4.4).

8 USE IN SPECIFIC POPULATIONS

8.6 Renal Impairment

Metformin is substantially excreted by the kidney, and the risk of metformin
accumulation and lactic acidosis increases with the degree of renal impairment.
GLUCOPHAGE/GLUCOPHAGE XR is contraindicated in severe renal
impairment, patients with an estimated glomerular filtration rate (¢GFR) below
30 mL/min/1.73 m? [see Dosage and Administration (2.3), Contraindications
(4), Warnings and Precautions (5.1), and Clinical Pharmacology (12.3)].

12 CLINICAL PHARMACOLOGY

12.3 Pharmacokinetics

Specific Populations

Renal Impairment

In patients with decreased renal function the plasma and blood half-life of

5. Pharmacological properties

5.2 Pharmacokinetic properties

Renal impairment

The available data in subjects with moderate renal insufficiency are scarce and
no reliable estimation of the systemic exposure to metformin in this subgroup as
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metformin is prolonged and the renal clearance is decreased (see Table 3) [See
Dosage and Administration (2.3), Contraindications (4), Warnings and
Precautions (5.1) and Use in Specific Populations (8.6)]

compared to subjects with normal renal function could be made. Therefore, the
dose adaptation should be made wupon clinical -efficacy/tolerability
considerations (see section 4.2).
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ACTOPLUS MET (Takeda Pharmaceuticals America, Inc.)
2017 4 12 A &GThR

Competact (Takeda Pharma A/S)
2017 4F 1 H¥GEThR

2 DOSAGE AND ADMINISTRATION

2.2 Recommendations for Use in Renal Impairment

Assess renal function prior to initiation of ACTOPLUS MET and periodically
thereafter.

ACTOPLUS MET is contraindicated in patients with an estimated glomerular
filtration rate (eGFR) below 30 mL/min/1.73 m?.

Initiation of ACTOPLUS MET in patients with an eGFR between 30 — 45
mL/min/1.73 m? is not recommended.

In patients taking ACTOPLUS MET whose eGFR later falls below 45
mL/min/1.73 m?, assess the benefit risk of continuing therapy.

Discontinue ACTOPLUS MET if the patient's eGFR later falls below 30
mL/min/1.73 m? [see Contraindications (4) and Warnings and Precautions (5.2)].

4. CLINICAL PARTICULARS

4.2 Posology and method of administration

Renal impairment

A GFR should be assessed before initiation of treatment with metformin
containing products and at least annually thereafter. In patients at increased risk
of further progression of renal impairment and in the elderly, renal function
should be assessed more frequently, e.g. every 3-6 months.

The maximum daily dose of metformin should preferably be divided into 2-3
daily doses. Factors that may increase the risk of lactic acidosis (see section 4.4)
should be reviewed before considering initiation of metformin in patients with
GFR < 60 mL/min.

If no adequate strength of Competact is available, individual monocomponents
should be used instead of the fixed dose combination.

GFR Metformin Pioglitazone
mL/min
60-89 Maximum daily dose is | No dose adjustment.
3000 mg. Maximum daily dose is 45 mg
Dose reduction may be
considered in relation to
declining renal function.
45-59 Maximum daily dose is
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2000 mg.
The starting dose is at most
half of the maximum dose.

30-44 Maximum daily dose is
1000 mg.

The starting dose is at most
half of the maximum dose.

<30 Metformin is  contra-
indicated

@ A PERNVIVIERIE/CNF T ) TFr (BEH) XERERETRE ORI - AROA
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(B7E72 L)

Eucreas (Novartis Europharm Limited)

2018 4 5 H kT hi

4. CLINICAL PARTICULARS

4.2 Posology and method of administration

Renal impairment

A GFR should be assessed before initiation of treatment with metformin-
containing products and at least annually thereafter. In patients at increased risk
of further progression of renal impairment and in the elderly, renal function
should be assessed more frequently, e.g. every 3-6 months.

The maximum daily dose of metformin should preferably be divided into 2-3
daily doses. Factors that may increase the risk of lactic acidosis (see section 4.4)
should be reviewed before considering initiation of metformin in patients with
GFR<60 ml/min.

If no adequate strength of Eucreas is available, individual monocomponents
should be used instead of the fixed dose combination.

GFR Metformin Vildagliptin

72




K[

FRJN (EU SmPC)

ml/min
60-89

Maximum daily dose is
3000 mg.

Dose reduction may be
considered in relation to
declining renal function.

No dose adjustment.

45-59 Maximum daily dose is
2000 mg.
The starting dose is at most

half of the maximum dose.

Maximum daily dose is 50 mg.

30-44 Maximum daily dose is
1000 mg.
The starting dose is at most

half of the maximum dose.

<30 Metformin is  contra-

indicated

@ A MRNAVIUVIERRE T w7 ) TFUOREBERE (BAA) XEHERFREOREAERDOA

k& (USPI)

#[E (UK SmPC)

KAZANO (Takeda Pharmaceuticals America, Inc.)
2017 4F 2 HKGETHR

Vipdomet (Takeda Pharma A/S)
2018 4F 12 A &GETHR

2 DOSAGE AND ADMINISTRATION

2.2 Recommendations for Us e in Renal Impairment

Assess renal function prior to initiation of KAZANO and periodically thereafter.
KAZANO is contraindicated in patients with an estimated glomerular filtration
rate (¢GFR) below 30 mL/min/1.73 m? [see Contraindications (4) and Warnings
and Precautions (5.1)].

KAZANO is not recommended in patients with an eGFR between 30 and 60
mL/min/1.73 m? because these patients require a lower daily dosage of alogliptin
than what is available in the fixed combination KAZANO product.

4. CLINICAL PARTICULARS

4.2 Posology and method of administration

Renal impairment

A GFR should be assessed before initiation of treatment with metformin
containing medicinal products and at least annually thereafter. In patients at
increased risk of further progression of renal impairment and in the elderly, renal
function should be assessed more frequently, e.g every 3-6 months.

The maximum daily dose of metformin should preferably be divided into 2-3
daily doses. Factors that may increase the risk of lactic acidosis (see section 4.4)
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should be reviewed before considering initiation of metformin in patients with
GFR<60 mL/min.
If no adequate strength of Vipdomet is available, individual monocomponents
should be used instead of the fixed dose combination.

GFR Metformin Alogliptin*

mL/min

60-89 Maximum daily dose is | No dose adjustment
3000 mg. Maximum daily dose is 25 mg
Dose reduction may be
considered in relation to
declining renal function.

45-59 Maximum daily dose is | Maximum daily dose is 12.5
2000 mg. mg
The starting dose is at most
half of the maximum dose.

30-44 Maximum daily dose is | Maximum daily dose is 12.5
1000 mg. mg
The starting dose is at most
half of the maximum dose.

<30 Metformin  is  contra- | Maximum daily dose is 6.25
indicated. mg

* Alogliptin dose adjustment is based on a pharmacokinetic study where kidney
function was assessed using creatinine clearance (CrCl) levels estimated from
the Cockcroft-Gault equation.
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