—

(O ISV}

DAL 26 4E 9 H 12 BAHEEAES R 0912 4 2 BEARBE KEERESHE (&
R ER - PRGNSR YY) W [RHAREREER - R R
e PR DARIZOWT ) BIRK 3 T =RoeHEEHEAiT 216 H L 723 R A
VA E N

CAREHER 1 MRS OIERE O KE RBIZKT DA Z DA A RT3 Z DB
%€ |

CRABEER2 TCT 7—% (DICOM) 7 6/5E T MAER DR & RS B RRGE)

D ZROTHEE AN BT DR LE I OV T (FER)

: FDA Guidance “Custom device exemption - Guidance for Industry and
Food and Drug Administration Staff”

: EU council directive 93/42/EEC & Y EU directive 2007/43/EC (71 A % 1A
77 MR DY)



HAMEBIR09 12525
TRk 2 649 H 1 2H

FEM A TER (R) & &

BAEGWMEREEREZFE
(RS - HEERERLFAE MY
( 2 Fll &) )

AR E RS « ARSI FHEEE O AR OV T

JEA T @ Tk, BEFE=— A0 E < EHATERMED H 5 IR R g - BAE
ERERLICONWT, FBERFICHOW DEMNFHHEESEZ H O UOIE/KR L, &
KITHZ licky, "EBRBOF( L OEKRBEEOREN LKL HHT, &
P AR E L CRMEE R A R L T &L 2 AT,

A, [FFEIPS (BF) Mkt ERzmia Bk 1) | AEEROLZE
PEE MR T DHEA 77 b (BIfk2) RO =B EN21E M L-%E
SEHHA 77 b (BIK3) OFHliZIT 912 7e > TUE L ZE X LIV EEL
FHEDORA v NEEFHEEEE L TEND FLEDFELEZDOT, FRICEED Lk,
SR GEAGRHGEIC Y T > TR B LT 5 X5, EEWNEBEMRIER TR L TEmn
Tl EET X OB ERNET,

B, REHMOFG U2 MNATEIE NEE L ERES R SRR, ikt
FEN B AREREwREEE SR, KEEEES - IVD LESSR L UEINE
VAA R EEEREEREBERMOBEERSE CTEMTHZ L EH LIRAE
7T

AL

1. AHEFEEE &3 AR BB OIES T OFEDORE LFEOBLNN D, |
i DRIV THE B & HIE GHITEE) 27370 ThD, wHlifs
PRI, ERREERE L S ALEAHT TidZe <0 BRI D3 LRI ER
ey - BAERENL 2GR L L TR TEALDNDFHMEHEE 2R L7z


nakaokaryusuke
長方形

nakaokaryusuke
タイプライターテキスト
参考情報１


HLOTHY, BEORMEIZIS U T, FHMBEERIC R T S O LIS OFEn A B
ThHH5E MR R TFMEEE OS> bEHA L2 < TH LWHAE R
HOELHZLICHETA L,

& 2 OB OFKGRHRFEIC Y Tz > THERERL « 7 — X 2 IUET D81, 7F
FEIE IR T HIHIZOWTH B COMRETT 21F 0>, AIREZR R Bl
NEATEUE N E S B A O E S 2TEHT2 2 ENEE L
Wk,



(A& 3)

—WRITREEHEN 2GR LT AR A 7 F > MCBET bRk

1. Ui

L% OE BIER BRI, Ml b BB o TV D, MIBE R RIE, TR
2549 H 15 RICEDE O milmE B 2 L. 65 m bl E(RlnE) D AN [23,3186 1A
BADICHTT2EIEM 25.0% 20O TBAT-Z ENRHALMNE Lotz (RBAHHR. #
BB Y7 X No72), BIE, TOEX, FHFEM, mibEE s oA — K&
W) ZRIZBWT, IR —OBEIEES Lo T D, ZHUCHEW, BIEAE O B2
BB T b | EBIERFEE 2 1 5 B EE B HEES I L Tl Y . KERESEE
FITPEHEE AT b A LT 5, BEIEESE TR - 28 EFiT ORIz vy
i NLEE - B G AMEEDE - BfiA 77 v FomgRR b2 Y | BB
ZH ESELZ 813, A%EEASEZHX ISV EEEZZ O,

ek N TRxBEET, N TS, AERNEDIALROINEIH A 77 M,
T DOHINER L EVENRTRD B, i 10~20 FEBDOMAMER R S, BEAEHER
FKOEROAEFOER LICHEMR L TE 2, LrL, HEDA 7T FORESD—D
(2. SR EREIEIRIZEE D WCBRGHI K DB —H7R Y A XDHDRMLE 72> TN D T2,
JTERAR =BT K D2 BRIGIR~OREEDFET D52 ERET N TS, £, Bl
SEBNZ 1T 2 INFLEIERIN R (2 C 5B R0, A 77T o b FREHAN OFR OB KABIT kS
T 5 HEM D RERIERN S HFET D, TNHERILTE—2OTFELE LT, BIROD A
BUAAL MMERZEZHITND,

PERDIFIEIIES S AR ETE L CW DR HA 77 v ho—fxiy 7 il
FiElx, ®EROT A - GG, B - s oeRER ) FE SRS - s, R
MTEHEOWRERE T ND, —H A 7Y =xy N X2 —ER BT v — AEEIEE,
L— PG, CEEE ORI RGEEAINOIEIC L0 | A& () 2D FLHIH
WZHAB DAL RA T T NEERT D2 AL o CT&E T, LT -> T, Ih
5 HEHN I TR HANIC L 0 RIE SN BERAR A V7T v N OSE ., AER
O 22 @y RIS 21T 5 2 ENEEN WD, 22T, A% SN Z
ENTRIN D ZROCHEBEAINIC X A EHIERARHA 77 o~ (BBEEiA 77 v
FROFMSAET A F) O EfiiCE T2 X 5. SR T 287 22 Al FE
ZAERL LTz,

2. AFHEFEIE DX S
ARFHBFEER L, BN A 7T > M BGET DB T ZIRekEE BN ) ik 2 %f
RLTHLDOTHDN, MOERKS 2GS HBRICFE Tz W2 EZaIic b, £o



Bkt U CASREIE A BT 5 = & 2015 % b 0TI, 7272 L, AGHEE .
BEAE @ RO A » 75 v N i SROTRIE T & - THNET 550 % B RS L
5.

3. AFHmEEE OALEAT T

AFHMFEAE T, BT OF LW Ch 0 ITHFERHIC 2 O R LS BT~ DIt
IZOWTHERA SN TETWD T =ocfEE A ((HnidiE (AM : Additive Manufacturing)
B ) 222 baxlEx, MER, HETREFHEHAMEENIRLIZLDOT
372, R TEZ LN RICOVWTORLTELDTH D, Lo T, S %O
HROERESEZEZAUGTTH2HOTHY  HEENEFICEH L TR NEZHT5HDT
EANAN

TR T =Wk 2 A CTlE SN BRI A > 77 b OFHIIZB L
TUE, BRI OBEE L& OB Rt 2+ I CBfR L 72 B¢, B 8B4 £ - T
FRITHINT 2 2 EBRETH D, Flo, RFHHFRIRELSMI B FT 5 ERNSOBET A
RIAVEEBBIITLHIEOUETHD, 2, WRERIOFRHEN, BUFT 2204 R
TA VETHMTED0EN, FHICRFTRETH D Z LITHEI N,

4. ZWTREBEET ARV TEHYE - BE T X SI2o0nT
(1) SEEH EORES
O£
a) FAMEIOREE (ME. BRE, MR THIVUL, £ ORRE &R 5F)
b) M. ARy, AR
FRZ. A 77 2 MEHE L THBEICFIH SN T Z U R ONTF & o GaiR
IZOWTIE, MEEOMBIIMEICH 2 5 FENRREL, I — METHEGR
LTEIRERSH D, £o, MARZIRA L TESLTIHLAICH, FNELD
MAROHMEE, LD EZHERT D2 ERMETH D,
¥, FHUMRDOBITITONTIE, AR O S E B RGE S 112 ROk
TR RORLEE & D BARRY 7ol 2 RS IR S AR R FE EICFLET .
Q@R D FF R
RIEF O RKORICDIFMEHE, FHFIHAZ#Y IKS 2 & THLT D720, iR
MBI L TR T —va U EEETOILEND D,
QRLERFICAE T 5 DA BN I
a) EEHICER SN 2K T, ErkR—/%
X BECTRHMET 250N F—va URKEE D,
b) EEE v MEO(LFN - YEREEZCICET AN T = a v
YA ANRKE L ER2DHOERA L CRFHCELE LSBT, £ oRIR,



YA XVBEFEICLY BB RE R BE T 2 BBIENZ D ER T 5720,
Wy MR R, AR 2T 2 F 0N Y T = 3
VB E D,

c) A DIRA DA I

d) IEERITRE T DR

FRlZ, IR ZEME L T2558121%, EF%, TOMKE+H2IRET D2
EMMRDOHND,
@i /NT A—H
W7 A — 2T AT i, BEHE, EREOROY A XITGE T, %%
BA—D—RADOT NI XN (TT v IRy 7 2) ICEVEATDEORETD

ZEETERVA, UTOHAD S b, WEMERICHEL RKITT LB 2 b &MT

IZOWWTIE, BERFEARHFERICEIET 5 2 &,

a) BLERE (s, B3E)

b) I XILEREE
) T N AARL R
d) ARy MR
e) EAHE (EBHEE)

f) FejE e
g) AEEME
h) &R &

* IEEIRFO E PR SUL, BRI R RITT AN 5, R RITT &
EZONDGEITIL, BRRESCHERHSR (BZ2E, TVIA T A AN TLT A
BRI A, BRETAE) | & BITKEEIZ AR TRIE SUIMEZ 2V CRed
THZ L,

OfEERE O GEBIFE, ©—A0fELE O, EREHOF A R5%)
T DHEETIG U TR 2 7-0MICAET 5 2 L IXREETH 203, Bkt
PR IR R 2 &

® kO FEBIME

gk OB RPEFEROBR E —EOREFGMBEUNANT— T
HZEBROONDTD, KELZEHATLILERD D,

K2 DT — X2 OFEE, FIIRO ONDEELAZMZE L T, BENREEDHE
ERET D,

EEHK, ~ = VETBINLEZIT) ZENENTD, K& 2T 5 %
TRD D,

Frio, B & OEATOBEIL, B OFMCERT 2720, @mORBENE
Ko,



(2) FofBEOIERRFHMIC BT 2 FE A

OWERHY - LAY RrME
BASTLL OREZ BB L7 LT LUFIOR L72E B ICB L TR EARRH 21T 5 =
e
a) FEEIANC X 2 HBGM

P T M X DREREBRZ TV, BRERGHEICOWNTOT — X 28T 5,
FEBH N & DmERGMENFEET D L2 BB LT o AREHCERIESR
TRREZAT > T 5 2 & A BENGE KRB ERIOR T RER H 5,

FERE M DRITMEE R E T DA 7T MTOWTIE., BRRB S RE:
ROMAMEE DL E & SN DA, FEME L e 2REFM £ 0 1R R a /e i~
DEFETHHZ tEUMAL, FBEVA T4 ([ NLEBEEOBRET A K7
A AZDWTY CERL 21 3 A 6 BATIT SRS 0306001 55 A4 57 {84 125 38
B RERE B RS REREHEREN)) FIHEWT—A N —2AD )
FRREATOMERD D,

b) K

H & BT 2 A OV TR, RE S A EBFIMEICE 2 2 BT RE Wz
D, REFLSIZOWTOFMZAT O LERH D, Z DR, E%OINBERLEE
(LRSS 24T 9 AT E N D OFRIC L » THREHM S, Thno P —En 580
RHZEICHEEPMETH D,

o) BEFFSL & OREMEHN ((bPpcy. MaOPEE o7 Retk. MEPE, YA IR

MAROHEIEILE TR, BHF, KBEOT ARG NELLLTNENS
Tat AREE O EL, MR D Z LICHEE L, /EkDA T Tk
& FRED RS TR 5, AAIEIAS SUTAGERTEI D 22 WAL 22 R EE D
ME R 2500, KRR, WEIRRE (LSRR, B Aak. Bk
PR (BERIG ), BIoRIRS | MRWT M OY, GREE R OEME) | R 57 FriE, a1,
VRS (IZ DWW TR T %, E 7o, WERVRIEIC B 4 52 2 Bl TR (UK
W) 280581, 20 TRERIZ%OMENZ SV TRHMEIT 2,

d) WEARHEIC R A B 2 2 E TR RES) 2808613, 20 LRE®&
% OMEHZ W T O

e) JEIRNEHEE

QEW Rk
FEARIZIE, R DEFRBE AR & [FIERIZ, TERERR O ROER7E KGR 55 (2
PRI 2 VR DO FEARRE 2 H 2O T) CERR 2443 A 1 AT A
B 0301 25 20 52 A 57 878 15 35 A i Ry 2 4 A PR (S e 3 A Bl S Rl )
(IS EFMZAT 5,
BEAFdn & DRGE TR DS 2B E 2 127N EETH 5, GRAFIFAM B (AR %) |



AHRACF A DR E L BT D)
O 7 Ehyexis
FEETA RTADBNHDHA T T2 MIOWTIE, WA RTA 2B EITH

MhiZ47 9,
R MEBE L, kbBEMIZHNESZZ DRDMRIR, A im TRz
19,

ETEAR OFREIET) . BN 5 TR e O )RR EE ~ D 528 2 7T 9~ 5,
S RICHEJEHANIC L 0 & SN EEIIIIRRIS DA T 120, HED
WEETH D, KT, BRI 21T 5 56, ERREOREIS ) D355y
FNZBRE S AL, IR LT D REME N H D, £7o, WIHHRE~OREGLE
ESNDTeD, TR K OSREE AR BN L& b 17 5 LR H 5,
AR D PR R 21T 5. WUNCFHMIi TE 258 1Idh > TE, AR
ZRMEHT (FEA : Finite Element Analysis) (2 X 2 /)P 58E Rl 25 H 325 Z &
INTE D, 1212 LR BRI S IR R S 2 A4 25 b DI L TR,
JFHI, FEA Bl A21T 5 BB H D,
WHEZ DWW T, BEAFdL D 17 A958R BE O R AR (2 D Tl BE R 21T
Do T NA ANERDO L HMGEIZ I T 5 BTG S OFMIZ X FEA OFF A
#BET D, FEAIZERL T, %Rk d 5 & 9 &R HFIEIS U @R OB RE
MBS, 728, 500 27 1 LUT ORGHll 7 BECAE S O 21T 5 7 —
ATClE, ®EHD STL (Standard Triangulated Language) 7 — & & SEFRICE T
SNHBEHEZEDY A ANRER D5 b5 (EEEOHERIZXL D), 2o
EAFRITRE =KoL T — 2 G STL 7 — % ~A# T 2 T s b
TZOEMEORBL 25 Z L1372, Ll T30 AT ¥ A R°FEA £17
IBRITIE, ZNDDORICEET HZ2MEND D, o, A XA/ hs< 7
L&, REOMMLYOEENRKRELI R, HPHRELELT LI LICLHEE
T 5, LLEOREN S | BRI ZRZAMEEIZ DUV T O FEA I ER DR LT
FERIZEDN) T —va I E LR D,

D TEME KON A
BAERLORER OHE A B L2 BT LUFICR L2 B ICE LT B2 e 2 Ffh
21T Z &,
a) ZEME

L OGP EEL CTOLEA SN ET) [TV T, HENHERF T
5T &, o, BRESLARWD & R OEREREEDNMET-ND Z &,

b) DB ANE
TR 12 K 0 BB O R, ALZRRRER (L L &,



O EA RO NS/ K HiE 2 (5 LIz 6 ORHi
A T T 2 DARRITHR UCTHRIBRNER, /R IHILBR 2 il L 7 35 B i3, AR — NS
// FRIALERR] OB SR OB 2 2 2 54T 9~ % o
FrERHR /R IEALEEOFRNEIC L0 | BEAFS & OWNER /R FED [R5 2 7R
TZLEBTERWGAITIE, BWRBRIC X 5FHiZ1T 5,
©@EWER
e H AT FR Sk D RFERNER /LRI DT BEAR G & O PNER, e iw FEPE D[R] 2%
PEZIRT 2 LR TERWIGEITIE, BRI X 23l 247 5, fHlE R & LT,
IS EPERE K OVA PHOFARR I S H 235880 B AL T & Offead. Rk RO 55 73 56
Fons,
(3) FmAREDEFRFHMIC 1) 5 B A
HERARER @EWRBREZETe) (X0 BN KL O MK DL 4
PEZ R T & ZRWIGEITIE. BRRRBROSKLEL 25,

5. fEBIO ZRITCREBEANICB WO TRl « BET & IOV T

(1) A7 V=y T X=X DHE
TR GOHOMIETE T I v 7 AZBERE L2 b OIX, OB SRMRE T,
R & O - AL - BEME T2, F72. BEREREOIGEZ ZE T 2 LERN
»H D,

(2) L—¥—FiE

- EEWTOEBBICEZFET 5 LERD B,

- MEROEEEIETIIBHE, EF,. KEFOTARSINELLLT N E N
7a AR ORI B, WEELR S D7 BRSO B REARICE R
LIeHEE 2D,

- BTE—LAfEE LR MERTERETCRRUIZS L INDIGERH DD T,
HAHMKOBERIZOWVTL, +ICEHR L TRBLERD S, B, B
KOFHFEZOWNTH, RERNR., HFARREICOWTHET 5,

(3) B —L1FHE
BB AfEEIE IR, TEINEL (7000C~1000°CFEE) Z1T> THhHIE

A7, ZEhAR (BT E—250) (CHENERD, 2070, EE#ZIC

MR- D OBVLEE (MEHZ LV B D) BRRELRD-0, SR

AT, EERICEVLEE A L T D ERT A ERNELELILND,

(4) BAEFEE
RIIRFE RSB 1T, S LIER R 2 WS 5E OERIE, 17 Y
= v hREE) . MERBIEMEL Z V- Hik (L—Y—ifk ) . A v —ifk

BHIE 2 D 7 BRI R RS D FE L. T ENOREICIR U CRi 3 2 03



NdH 5,

Fo, FEEFECETIEERE LUILLFOHEERET LD,

- REBICHO SN DML T RS A OMIEEEE AT LONE L,
IS ORHEFHET 5720, BBRANE, BIRENEICET 2R LET
o5,

SEAE LR BAE DR BHRAE & U TR & MiHEPER S5V 2 &3 % T b
Lz, REEOHR & W ORETEICHEET D,

A7z y FREYR— M AT 2 FETIE AR — MRS
DLAREMEDR D D, AR — MM OBREFIRZRE L, +oBRETETNSL D
& EHERT D,



BB EOAERIBICx TS
CCNARBLASRRITINAR

Osteosarcoma 5-year overall survival
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Allison DC et al: A meta-analysis of osteosarcoma outcomes in
the modern medical era. Sarcoma. 2012

Osteosarcoma limb salvage rates
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~ Rapid prototyping (RP)

~ Solid freeform fabrication (SFF)
~ Layer manufacturing (LM)

~ 3D printing (3DP)

» Additive manufacturing (AM)

... the 3D printing that has the potential 1o revolunionize
the way we make almost evervthing .. ... ™
President Obama in the Siate of the Union Address, Feb, 12, 2013
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A Cad 44 vy N — Khan FA et al: Computer-generated Custom Jigs Improve Accuracy of Wide
?i 1’1‘:[%%&3 ¥ m § *ﬁ /XT .ZA Resection of Bone Tumors, Clin Orthop Relat Res (2013) 471:2007-2016

« Custom jigs

« hemiepiphyseal resection

« Cadaveric femurs (6 matched pairs)

« Standard manual tech. vs custom jig-assisted tech.

ABS plastic
Rapid prototyping machine

RESULTS Absolute devi i he preuperative plan
Maxlmum deviation (mm) 0.002
Average deviation (mm) 3.1 0 8 <0.001
Error in front angle (degrees) 4.7 0.9 <0.001
j’t‘\’f_:/a O RT L jJ\y7‘—,(>7“jj’4 N Error in depth angle (degrees) 35 1.4 0.02
9 Error in reduced angle (degrees) 6.6 1.8 <0.001 2o
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Wong KC, Kumta SM., Joint-preserving Tumor Resection and Reconstruction Using
Image-guided Computer Navigation. Clin Orthop Relat Res (2013) 471:762-773

8 pts.

Navigation (with fused CT-MR images. Striker)
Age: 6-46 yrs(mean: 17 yrs)

FU: 25-60 mos( mean: 41 mos)

Location: femur: 6, tibia: 1, humerus: 1
Prosthesis: 6 pts

RESULS
accurate resection, difference<2mm
no recurrences
MSTS score: 29
no Complication,
no failure of fixation
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Chondrosarcoma
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Constrained type
reconstruction cup

Step3MEE

(PIRRImERER BB T /N1 R)

Stanmore Implants
(in Royal National Orthopsaedic Hospital)

Titanium alloy implants via
Additive Manufacturing

s Direct Metal

- P - —
Electron Beam Melting Laser Sintering
Copyright:Stanmere kmplants Worldwide Ltd 2013




Wong KC, Kumta SM., Joint-preserving Tumor Resection and Reconstruction Using
Image-guided Computer Navigation. Clin. Orthop Relat Res (2013) 471:762-773

8 pts.

Navigation (with fused CT-MR images. Striker)
Age: 6-46 yrs(mean: 17 yrs)

FU: 25-60 mos( mean: 41 mos)

Location: femur: 6, tibia: 1, humerus: 1
Prosthesis: 6 pts

RESULS
accurate resection, difference<2mm
no recurrences
MSTS score: 29
no Complication,
no failure of fixation

Wong KC, Kumta SM et al: Clin. Orthop Relat Res (2013) 471:762-773

32

62 yr male patient” Chondrosarcoma “
(malignant bone cancer of the pelvic wing)

Type 1-S, Osteosarcoma
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Mobelife

1-Stage Pelvic Tumor Reconstruction
(Mobelife)




 Selective Laser Melting | The aMace Technology

(SLM)

« Ti6Al4V « Unique fit
not require any structural
bone reaming

* Personally fixation
drill jig

+ Individually evaluated
finite element analysis

one week -

Colen S et al: A modified custom-made triflanged acetabular
reconstruction ring (MCTARR) for revision hip arthroplasty with
severe acetabular defectsActa Orthop. Belg., 2012, 78, 71-75

6 cases, FU:10-58 mos. Type3(3)/4(3)

. no component removed, dislocation,
and infection,

. no sign of loosening, migration
and breakage

. all pts: satisfied with the clinical result

<./

AAQS Classification of pelvic bone defects

Type Subtype Description
1 — Segmental peripheral Superior  Acetabular rim lysis
Anterior
Posterior
1 —Segmental central Medial wall lysis
2 — Cavitary peripheral Superior  Acetabular rim intact
Anterior
Posterior
2 — Cavitary central Medial wall intact
3 — Combined deficiency Rim + acetabular cavity lysis
4 — Pelvic discontinuity Transverse acetabular fracture
5 - Arthrodesis Hip joint fusion

Colen S et al: A modified custom-made triflanged acetabular
reconstruction ring (MCTARR) for revision hip arthroplasty with
severe acetabular defectsActa Orthop. Belg., 2012, 78, 71-75

6 cases, FU:10-58 mos. Type3(3)/4(3)

. no component removed, dislocation, 8
and infection,

. no sign of loosening, migration
and breakage

. all pts: satisfied with the clinical result

Implantcast

MUTARS® indication

Partial Pelvis tumors in the pelvic area
Repl t acetabular cup revision surgery
eplacemen fixation method

stem fixation in the os ilium, large implant surface
with colar additional initial fixation with cancellous
bone screws

advantages

easy soft tissue reconstruction due to small
prosthetic design

the model based on 3D CT leads to a high precision
implant

no screw or stem fixation to the os ischii and os
pubis facilitates the implantation

the use of the MUTARS® attachment tube prevents
hip joint subluxation
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1) ISO/TC 261 “Additive manufacturing” (2011 45% 7, 2014 H= L 0 HAHSN)
(http://www.iso.org/iso/home/standards development/list of iso technical committees/iso techni
cal_committee.htm?commid=629086)
#¥w: N4> (DIN)
% Lutz Wrede IX (K> : DIN &),
ZNIE : P-member 19 # [E, O-member 4 »
EWFHEEIE - BARF7ER S R I 3 D BE SR BAN R & PN (TRAFAM) Z OfME
ZET I~ AT 4 I BI (MOEREREMA = —TRYG 520, HEED
ZMLTND),
R : WG 45, ASTM & @ Joint advisory group (JAG) 1D
FATHIUE - 4
95 2273 ISO/ASTM DIE[FSCE L vy 9 T THAT
ISO/ASTM 52915:2013 “Standard specification for additive manufacturing file format (AMF)
Version 1.17 (5%, WETTiE)
ISO/ASTM 52921:2013 “Standard terminology for additive manufacturing -- Coordinate

systems and test methodologies”

2) ASTM F42 “Additive manufacturing technologies” (2009 4% 37.)
(http://www.astm.org/COMMIT/SUBCOMMIT/F42.htm)
i : Met-L-Flo Inc. (http://www.met-l-flo.com) {XZ @ Carl Dekker X,
215 4L ED A U AN—=THER I TN D
FATHIMG © 7 OFAT
9 H 2575 1SO & identical T, BIfE ISO TH#ESN TN LHXED I H25H ASTM &
identical 72 & D272 % & b5,

AHe, £ 2 AN L CIEEN L T 5 ISO, ASTM WA CTH 528, BIfE, D2 >0FKE
SNTEEE L TRV | ISO/TC WIZJAG 8% 5, 1SO WD JAG 1E, flliZ 1 DFE(ET 5721 T,
ZDH 7 H—s3—= KX CEN TH5H, ASTM & ISO & AVEHE L THMEZRITL T\ 5D TC
< TC 85 (Nuclear energy, nuclear technologies, and radiological protection)?D 7 T > 72 Z & /)
5. TC 261 1B LWEEETIEEI L T\ 2 ISO/TC Th b, 7B, ZTOJAG 2 EL LR EE
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I TC261 & DAEFRIED B Sz (RO, BEIC 2014 42 7 A I 94[F Nottingham
TS TND),

BAEERR T O LELEDZ ISO L NASTM g U 2 M4, & X TICHER S L TIRA
T 5,
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1) FDA

HAB DA T T SRR A & BRI 9/24 ITFEAITH,

( http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocum
ents/UCM415799.pdf?source=govdelivery&utm medium=email&utm source=govdelivery)

FDA DAL LA T T2 FOERIT, e OBFICHEHET OHIRE LT VI AL L
AT T MDD ETHD, ZDOA T T MTR LT, FDAIZPMA & 510(k)H ZR LT
[AYANAR

7%, FDA X =R oFEB SR BE THRBI T A Z 0 2% 2016 FEZITHRE LTV E AR LT
BO. 204EIZV—r a7l ERREL TN,

(http://www.fda.gov/medicaldevices/newsevents/workshopsconferences/ucm397324.htm)

2) BRM

PRI BLEI O T2 O OSLEIT, AKX KA A NERESICET 28RN FET S (EU
Council Directive 93/42/EEC & O\ Directive 2007/43/EC), ZAUZ LD &, BWAX LA A Rinix
BB T D IEROBERFHAT 2T HER 2N AR SN TND

BE, BEOSHNS R THBERENIC L DDA X DAL REBABRAA V7T
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The draft of this document was issued on January 14, 2014.

An agency may not conduct or sponsor, and a person is not required to respond to, a
collection of information unless it displays a currently valid OMB control number.
The OMB control number for this information collection is 0910-0767 (expires 7-31-
2017).

See additional PRA statement in Section V111 of this guidance.

For questions regarding this document, contact the Division of Premarket and Labeling
Compliance (DPLC) at the Center for Devices and Radiological Health (CDRH):

DPLC

Office of Compliance
301-796-5770
customdevices@fda.hhs.gov
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Preface

Public Comment

You may submit electronic comments and suggestions at any time for Agency consideration to
http://www.regulations.gov. Submit written comments to the Division of Dockets
Management, Food and Drug Administration, 5630 Fishers Lane, Rm 1061, (HFA-305),
Rockville, MD 20852. Identify all comments with the docket number FDA-2013-D-1601.
Comments may not be acted upon by the Agency until the document is next revised or updated.

Additional Copies

Additional copies are available from the Internet. You may also send an e-mail request to
CDRH-Guidance@fda.hhs.gov to receive a copy of the guidance. Please use the document
number 1820 to identify the guidance you are requesting.




Contains Nonbinding Recommendations

Table of Contents

L. INETOAUCTION. ...ttt b et b ettt bbbt e bt eat et et e b sbe et e eaeeatennens 1
IL. BaCKGIOUNG ...ttt ettt st b ettt et eat e bbbt ettt seeenae 1
111 I ) 51115 (o) 1 OO T OSSO PRUPRP 2
Iv. No More Than Five Units Per Year 0f @ Device TYPe....cceecvvvvirierierieiieieeieeieseeieee e 3
V. Questions and Answers/Examples of Custom DeVICES.........cevieruieiiriierienienieee et 5
A. From which premarket and postmarket requirements is my custom device exempt ? ........cccceevverevreennenn. 5
B. The custom device exemption describes two types of custom devices: one specific to the special needs
of the physician’s practice, and the other specific to the patient’s unique physiological/pathology needs. Can
a single custom device be unique both to a physician’s practice and the patient’s unique needs?..................... 5
C. Can adevice subject to an IDE be a cuStom deVICe?.........ccuvvvierierieriieiieieeiecie st ees 5
D. What is the relationship between compassionate use and a custom device? ..........eceecveveenenereneneeeenens 5
E. Can modifications to an existing 510(k)-cleared device be made under the custom device exemption?..6
F.  How are revisions and servicing of existing valid custom devices included in the total of five units of a
AEVICE LYPC POI YEAL? ...onviiiieieeieeteete et e et e et esteestestaesseenseeseessesnsesseesseesseasseanseansesssenssenseenseansesnsesnsesseenseenseansenns 7
G. Ifapatient needs to undergo revision surgery to replace a component of her implant that is no longer
being manufactured, is the component a CUStOM AEVICE?........ccueevieiirierierieieeie ettt seeesseenees 7
H. Are pediatric devices automatically custom devices, simply because they are for a pediatric population?
7
. How should I label my CUStOM AEVICE? ......cuieieiiieiieieeie et cteete sttt te et steeseensesaesneesseesneenseenseans 7
J. Can I market my custom device to the general public?..........ccoocverieiieiiieiieeeeeee e 8
K.  What are some examples of devices that are potential custom devices?.........covvvevrvrrriieereeirieeenieesieeeneans 8
L.  What are some examples of a device that is not a custom deviCe?.........cceevirrrirerieiiieeie e 9
VL F N 11D B 2] 310 PR 9
A.  Annual Report — General CONLENLS. ..........cuevierierieriieieetesiiesteesteeteetestesseesseeseenseensesssessaenseensesnsesnnesees 10
Lo COVEE LB ettt ettt ettt 10
Truthful and Accurate StAtEMENT............cooiiiieiee et 10
3. Other Logistical INFOrMAatiON ..........c.oocieiiieieieiee ettt ess s ens 10
B.  Annual Report — Patient-Centric Custom Device Information.............ccccecevenenerinienicninincncneeeeenn 11
Explanation of how the device satisfies the elements of Section 520(b) of the FD&C Act.......... 11
Summary of Custom Devices Shipped, Used, Returned, and Destroyed ...........c..cccoooevevreeennnnn. 12
3. Details 0N CUSIOM DEVICE USE......ocueuiiiiieieiiieeitieee ettt ettt et 13
C.  Annual Report — Physician-Centric Custom Device Information ...........coccoevererienienicnenincncneeeenenn 13
1.  Explanation of how the device satisfies the elements of Section 520(b) of the FD&C Act.......... 13
2. Accommodating a Physician’s Special NE&d..............coooveieiicieiieiee e 14
3. Details 0N CUSIOM DEVICE USE......oouiuiiiiieieiiieieitee ettt 15
b)  Custom device or custom device components. You should provide information on the number of
custom devices or custom device components that were shipped, sold, and returned or destroyed by the
ordering physician during the reporting period. This includes the date of manufacture, the product name,
brand name, product model number, product catalog number, or other product identifier information, and
product code (if APPLICADIE). .....co.eiieieiieeee et 15
D. FDA’s Review of Your ANnual REPOTt........coccuiiiiiiieiiiiiieciie ettt eaee et eeeeevaeeeneenes 15



Contains Nonbinding Recommendations

VII.  Complete Text of Section 520(b) of the Food, Drug and Cosmetic ACt......cc.cceoueevuirienienieneenienieieee 15
Please see Appendix III for a flow diagram of the decision tree needed to implement the custom device

Provisions in the FDEC ACL. .....ccuiiiiiieiieieeie ettt ettt ettt e e et e s aesstessee st enseenseesaessaenseenseensesnsesnnenees 16
VIII. Paperwork Reduction AcCt 0F 1995, ......oi ittt st et enaessaensaesees 16
F N 0] 0153 T £ PO PRURPPRUPPRRPPRINS 18
F N 0] 0153 T £ L DO UPUSRRPPRRPPRRPPRRNS 20
Custom Device Annual Report Truthful And Accurate Statement ............ccoeovveveirinerreneeeeeeee 20

APPENAIX TTL .ottt ettt b e bbbt b e bt bt et ettt bt e eh et eaeenee 21



Contains Nonbinding Recommendations

Custom Device Exemption

Guidance for Industry and
Food and Drug Administration Staff

This guidance represents the Food and Drug Administration's (FDA's) current thinking
on this topic. It does not create or confer any rights for or on any person and does not
operate to bind FDA or the public. You can use an alternative approach if the approach

satisfies the requirements of the applicable statutes and regulations. If you want to discuss
an alternative approach, contact the FDA staff responsible for implementing this
guidance. If you cannot identify the appropriate FDA staff, call the appropriate number
listed on the title page of this guidance.

I. Introduction

The Food and Drug Administration (FDA) has developed this document to provide guidance
to industry and FDA staff about implementation of the custom device exemption contained in
Section 520(b) of the Food, Drug and Cosmetic Act (FD&C Act). The guidance provides
definitions of terms used in the custom device exemption, explains how FDA interprets the
“S units per year of a particular device type” language contained in section 520(b)(2)(B) of
the FD&C Act, describes what information should be submitted in a Custom Device Annual
Report (“annual report™), and provides recommendations on how to submit an annual report
for devices distributed under the custom device exemption.

FDA's guidance documents, including this guidance, do not establish legally enforceable
responsibilities. Instead, guidances describe the Agency's current thinking on a topic and
should be viewed only as recommendations, unless specific regulatory or statutory
requirements are cited. The use of the word should in Agency guidances means that
something is suggested or recommended, but not required.

II. Background

Effective July 9, 2012, section 617 of the Food and Drug Administration Safety and
Innovation Act (FDASIA) (Pub. L. 112-144) required the implementation of changes to the
custom device exemption contained in section 520(b) of the FD&C Act. The new provision
amended an existing custom device exemption and introduced new concepts and procedures
applicable to custom devices addressing, among other things:
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e devices created or modified in order to comply with the order of an individual
physician or dentist;"

e the potential for multiple units of a device type (not to exceed 5 units per year)
qualifying for the custom device exemption; and

e annual reporting requirements by the manufacturer to FDA about devices
manufactured and distributed under section 520(b) of the FD&C Act.

Although the revisions to the custom device exemption clarify the availability of the
exemption in certain circumstances—for example, when more than one (but not greater than
five) devices are manufactured per year and when modifications are made to a marketed
device—the new statutory language does not create a broad, new exemption from sections
514 and 515 of the FD&C Act. Under the revised provision, as under the original custom
device exemption, custom devices should represent a narrow category for which, due to the
rarity of a patient’s medical condition or physician’s special need, compliance with
premarket review requirements and performance standards under sections 514 and 515 of the
FD&C Act is impractical.

Historically, practitioners and manufacturers have sought custom device exemptions for
devices more properly considered under a compassionate use protocol. FDA notes that some
devices deemed ineligible for custom devices status prior to FDASIA would remain
ineligible under the new provision, but may qualify for compassionate use. Although a full
discussion of compassionate use is outside the scope of this guidance, a short discussion of
compassionate use is included in the Question and Answer section of this guidance.

I11. Definitions

Device Type

A generic device type is defined as a grouping of devices that do not differ significantly
in purpose, design, materials, energy source, function, or any other feature related to
safety and effectiveness, and for which similar regulatory controls are sufficient to
provide reasonable assurance of safety and effectiveness.”

Importer
“Importer” means any person who imports a device into the United States.

Necessarily Deviates

“Necessarily deviates” means that a device should be sufficiently unique so that clinical
investigations would be impractical and could not be performed to demonstrate conformance
to applicable performance standards and/or support premarket review.*

' For the readability of this document, the word “physician” is defined to represent “physician or dentist (or any
other specially qualified person designated under regulations promulgated by the Secretary).” Section
520(b)(2)(A) of the FD&C Act.

*See 21 CFR 860.3(i).

? See, e.g., 21 CFR 806.2(f).

4 48 FR 248 Pages 56778, 56796, December 23, 1983.
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Not Generally Available

A device that is “not generally available” is a device not generally available in finished form
through labeling or advertising by the manufacturer, importer, or distributor for manufacture
and/or commercial distribution in the United States and is of a type available for introduction
into commercial distribution in quantities of no more than five units per year. This includes,
but is not limited to, devices not addressed in electronic or hard copy literature, promotional
material, or available testimonials. For example, a manufacturer could make a custom device
in response to an unsolicited request by a physician who specifies unique design inputs when
no similar product is commercially available in the United States and clinical investigations
on such device would be impractical.

Order of a Physician
“Order of a physician” refers to the written request for a custom device made by a physician.
In the case of a prescription device, this would include the written or electronic prescription.

Special Need
A “special need” is a need related to an individual physician’s unique pathology or unique
physiological condition.

Sufficiently Rare Condition

A “sufficiently rare condition” is a condition in a patient population in which the incidence or
prevalence is so small that conducting clinical investigations on a device to treat it would be
impractical.

Unique Pathology
“Unique pathology” is pathological anatomy that no other device is domestically available to
treat.

Unique Physiologic Condition
A “unique physiologic condition” is a physiologic condition that no other device is
domestically available to treat.

I\VV. No More Than Five Units Per Year of a Device Type

Under FDASIA, devices that qualify for the custom device exemption contained in section
520(b) of the FD&C Act are “limited to no more than 5 units per year of a particular device
type” that otherwise meet all the requirements necessary to qualify for the custom device
exemption.

FDA has applied the definition of device type to take into account multiple considerations
such as anatomical location, disease state, material, technology, and indications. For
example, knee replacement device systems comprise multiple device types; although used in
the same anatomical location, knee systems with different technological characteristics
(including materials) or used in different disease states can constitute different types of knee
systems.
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FDA interprets the five units in terms of five new custom device cases per year (i.e., five new
patients for the patient-focused custom device or five new physicians for the physician-
focused custom device, assuming all other required elements for the custom device
exemption are satisfied). The five-unit limitation includes all devices of a type provided by a
manufacturer to, and remaining in the possession of, the ordering physician and/or the
patient.

FDA does not intend to include in the tally of five units per year any extra units produced for
a unique case because of sizing concerns, so long as the ordering physician has either
destroyed those devices not used for that case or they have been returned to the manufacturer
and not redistributed without valid U.S. marketing authorization or for a subsequent valid
custom device case. FDA expects the manufacturer to use appropriate quality system
procedures to control returned product and ensure they are only redistributed under
appropriate circumstance (i.e., another valid custom device case or U.S. marketing
authorization). For example, if four sizes of a valid custom orthopedic implant are
manufactured for a specific patient and one device is ultimately implanted into the patient,
then the remaining three sizes should either be returned to the manufacturer or destroyed by
the ordering physician. If these units are not returned to either the manufacturer or the
ordering physician does not provide the manufacturer a statement of destruction, then FDA
considers four of the five total units per year of that device type to have been used. On the
other hand, if the three other units are returned to the manufacturer or the ordering physician
provides the manufacturer a statement of destruction, only one of the five units per year will
have been used to treat this patient, provided the returned devices are not redistributed
without valid U.S. marketing authorization or for use in a subsequent valid custom device
case.

The devices used in the case where a patient requires multiple devices of the same type (such
as bilateral conditions) to treat multiple anatomical locations within a given reporting year
will be considered one unit for purposes of tallying the five units of a device type per year, so
long as those devices are ordered together and the ordering physician either destroys any
unused devices or those devices are returned to the manufacturer and not redistributed
without valid U.S. marketing authorization or used in a subsequent valid custom device case.
For example, in the event that a patient requires valid custom bilateral joint replacement
devices (such as might occur in bilateral knee replacement procedures), so long as those
devices are ordered together in the same reporting year, and the ordering physician provides
the manufacturer with either a statement of destruction or returns all unused product to the
manufacturer, FDA will consider the multiple joint replacement devices needed to treat the
bilateral patient as only one of the five allotted units per year of a device type. If the patient’s
multiple replacement devices are ordered during different reporting years, each treatment will
contribute one unit to the tally for the reporting year in which the ordering occurs (so long as
the ordering physician provides the manufacture a statement of destruction for the unused
devices or returns them to the manufacturer, and the manufacturer does not redistribute
without either a valid U.S. marketing authorization or for use in a subsequent valid custom
device case).
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V. Questions and Answers/Examples of Custom Devices

A. From which premarket and postmarket requirements is my custom device
exempt ?

Under Section 520(b) of the FD&C Act, custom devices are exempt from Premarket
Approval (PMA) requirements and conformance to mandatory performance
standards. > Custom Devices are not exempt from any other requirements, including,
but not limited to, the Quality System Regulation, including Design Controls (21 CFR
Part 820); Medical Device Reporting (21 CFR Part 803); Labeling (21 CFR Part

801); Corrections and Removals (21 CFR Part 806); and Registration and Listing (21
CFR Part 807).

B. The custom device exemption describes two types of custom devices: one
specific to the special needs of the physician’s practice, and the other
specific to the patient’s unique physiological/pathology needs. Can a single
custom device be unique both to a physician’s practice and the patient’s
unique needs?

No, the custom device provision allows for development of two different categories
of custom devices. One is patient-centric, and the other physician-centric; a custom
device cannot be both patient- and physician-centric. A custom device made to treat a
patient’s sufficiently rare condition leaves a medical practice with the patient, while a
custom device made to satisfy a physician’s unique special need remains with that
physician for use in his/her practice.

C. Can a device subject to an IDE be a custom device?

No, a device that is currently being studied or capable of study under an IDE does not
meet the definition of a custom device. Additionally, the IDE is a broad exemption
under which devices used in clinical investigations that meet IDE requirements are
exempt from FD&C Act sections 514, 515, 502, 510, 516, 519, 510(e), 520(f) and
721. There is no reason to seek a custom device exemption for a device capable of
study under an IDE, because custom devices represent a narrow category of devices
used to treat sufficiently rare conditions or rare physician needs for which clinical
investigations cannot be practicably conducted.

D. What is the relationship between compassionate use and a custom device?

Devices that do not meet all elements of the custom device definition described in
section 520(b) of the FD&C Act may qualify, under appropriate circumstances, for
compassionate use. An unapproved and uncleared medical device may be used on
human subjects when its use is under clinical investigation and complies with all

> A device not covered by an existing marketing approval would require either a PMA or a valid exemption
from the requirements to obtain PMA approval in order to be introduced into interstate commerce. Examples of
potential valid exemptions or alternatives from the PMA requirement include: (1) establishing the substantial
equivalence of the new device to a valid predicate device, (2) approval of an Investigational Device Exemption
(IDE) or (3) meeting all custom device exemption requirements.
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applicable requirements.® FDA recognizes there may be limited circumstances under
which a health care provider may seek to use an unapproved and uncleared device to
treat a patient suffering from a serious disease or condition for which no alternative
therapy exists. FDA provides more information on how to request compassionate use
of an unapproved device in the guidance document “Guidance on IDE Policies and
Procedures”
(http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocu
ments/ucm080202.htm).

Compassionate use of an unapproved and uncleared device may occur when a device
is the only option available to a patient with a serious condition. All compassionate
uses require, among other things, prior FDA approval. See Section 561(b) of the
FD&C Act and 21 CFR 812.35(a). Please refer to the guidance listed above for more
information on compassionate use of unapproved devices.

E. Can modifications to an existing 510(k)-cleared device be made under the
custom device exemption?

Modifications to a 510(k)-cleared device that maintain its original intended use and
could be clinically studied do not appropriately qualify as a custom device and should
be handled in accordance with 21 CFR 807.81 and the guidance document “Deciding
When to Submit a 510(k) for a Change to an Existing Device (K97-1)”
(http://www.fda.gov/medicaldevices/deviceregulationandguidance/guidancedocument
s/ucm080235.htm) (i.e., submission of a new 510(k) application, or documentation to
the design history file explaining why the change does not require a new 510(k), as
appropriate). However, if an existing 510(k)-cleared device is modified to treat a
unique pathology or unique physiological condition, which renders clinical study
impractical, the device could potentially qualify as a custom device.

It is worth noting that FDA reviews, clears, and approves for marketing many patient-
specific devices (also referred to as patient-matched devices). Patient-specific devices
are, in general, ones in which ranges of different specifications have been approved or
cleared to treat patient populations that can be studied clinically. Premarket
submissions for such devices are sometimes referred to as “envelope” submissions
because their approval or clearance covers the entire range of specifications data they
contain to support. The final manufacturing of these devices can be delayed until
physicians provide imaging data or other information to the manufacturer to finalize
device specifications within cleared or approved ranges. As a result, such devices are
specifically tailored to patients.” For example, a manufacturer of an ankle
replacement device could submit a 510(k) to cover a range of specifications for

% See Section 520(g) of the FD&C Act and 21 CFR Parts 50, 56, and 812, Investigational Device Exemptions
(IDE), includes requirements for the conduct of clinical studies on human subjects with medical devices, such
as the content of the IDE application, responsibilities of sponsors and investigators, labeling, recordkeeping, and
reporting to FDA.

7 CDRH has received 510(k)s and PMA applications for patient-specific/patient-matched medical devices in a
number of different product areas including but not limited to TMJ implants, dental abutments, orthopedic
surgical cutting guides, orthopedic joint replacement implants, and trauma and dental bone plates.
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different system components to accommodate multiple patients with different
anatomical characteristics. While some in industry have sometimes colloquially
referred to these devices as “customized,” they are not custom devices meeting the
FD&C Act custom device exemption requirements unless they comply with all of the
criteria of section 520(b). Marketing applications are required for these device types
because the devices and patient populations can be defined and studied.

F. How are revisions and servicing of existing valid custom devices included in
the total of five units of a device type per year?

A device that meets all requirements of section 520(b) of the FD&C Act when
initially distributed will not be counted against the five device units per year
allotment if it has later been revised or serviced, provided that such revision or
servicing is performed in furtherance of meeting the special needs of the person or
physician for whom the custom device was intended before being revised and/or
serviced. If you have any questions, you can contact CDRH’s Office of Compliance
to discuss the specifics of your situation prior to revising or servicing such device.

G. If a patient needs to undergo revision surgery to replace a component of her
implant that is no longer being manufactured, is the component a custom
device?

The component is only a custom device if it is designed to treat a unique pathology or
physiological condition that no other device is domestically available to treat and
meets all the other requirements of section 520(b). That the component is no longer
being manufactured does not make the component a custom device. However, under
these circumstances, a compassionate use request to allow the component to be
manufactured and implanted could be submitted to FDA.

H. Are pediatric devices automatically custom devices, simply because they are
for a pediatric population?

No. Pediatric patient populations may be studied just like adult populations, and, to
the extent possible, they should be studied so that a device can be labeled properly.
The proper labeling of a device can provide users a better understanding of the
device’s performance characteristics.

l. How should I label my custom device?

Custom devices remain subject to all device labeling requirements, among them
requirements that the labeling bear adequate directions for use or may not be false or
misleading, as well as many other labeling requirements, including those in 21 CFR
801.1. In addition, the labeling accompanying a custom device should include the
following information: (1) a statement that the device is a custom device; (2) the
name of the ordering physician, (3) identifying information for the patient (if
applicable) whom the device is intended to treat; (4) indications for use; (5)
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sterilization status; (6) relevant composition information (materials, components,
etc.); and (7) storage conditions.®

J. Can I market my custom device to the general public?

No. A custom device is made at a physician’s order on patients with a sufficiently

rare condition or for a physician’s special needs (e.g., unique pathology or unique

physiologic condition). Section 520(b)(1)(C) specifies that, among other things, a

custom device is not made generally available in finished form through labeling or
advertising.

K. What are some examples of devices that are potential custom devices?®

A possible example of a custom device might be one manufactured for a patient with
skeletal dysplasia requiring a total hip replacement procedure to treat her
osteoarthritis. The patient’s skeletal dysplasia could be characterized by abnormalities
in the growth and/or remodeling of cartilage and bone, resulting in short stature and
angular and torsional deformities of the patient’s hip. In this particular case, it is
possible that currently available total hip replacement devices marketed in the United
States might not successfully treat the patient’s unique pathological anatomy. Other
elements of the custom device exemption—for example, too small a patient
population to support a clinical study—would need to be met.

Another possible example of a custom device might be an artificial cervical disc
replacement for reconstruction of the cervical disc following cervical discectomy to
treat cervical radiculopathy in a 7°2” male patient. Under this hypothetical scenario,
the osseous dimensions of this patient's cervical spine exceed those which an
available artificial cervical disc available in the United States would accommodate,
and the patient represents a population which, at this time, appears to be too small to
support a clinical study.

An additional example of a possible custom device might be one manufactured for a
toddler needing occipital condyle screws after surviving a severe car accident that left
her paralyzed from the neck down and in need of instrumentation to help hold up her
head. Her physician concludes that an occiput to C2 posterior cervical fusion would
be best for her. In the United States, no cleared or approved screws for placement in
the occipital condyle are available in the sizes needed for this pediatric patient. At this
time the pediatric patient population requiring posterior occipital condyle fusion
within the size range the toddler needed could be too small to support a clinical study.
Because this scenario might satisfy the custom device exemption, her physician

¥ For additional information on device labeling, refer to 21 CFR Part 801, 21 CFR 809.10, and “Guidance on
Medical Device Patient Labeling”
(http://www.fda.gov/MedicalDevices/DeviceRegulationandGuidance/GuidanceDocuments/ucm070782.htm).

? This is not intended to exhaustively list devices that might satisfy the custom device exemption and represents
only a subset of the information needed to meet the statutory requirements for a valid custom device. If you
question whether your scenario might satisfy the custom device exemption, we encourage you to contact
CDRH’s Office of Compliance at customdevice@fda.hhs.gov to discuss.
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should request custom occipitocervical implants for non-standard, pediatric sized
screws for use in the occiput, cervical spine and upper thoracic spine of this specific
patient. The multiple screws used in this procedure would be considered one unit if
the physician provided the manufacturer with either a statement that the unused
devices were destroyed or returned them to the manufacturer. FDA expects the
manufacturer to use appropriate quality system procedures to control returned product
and ensure they are only redistributed under appropriate circumstance (i.e., another
valid custom device case or U.S. marketing authorization).

FDA issued a call for comments'® on the use of custom devices in developing this
guidance document. We received no examples describing a potential physician-
centric custom device. Assuming all other aspects of the custom device exemption in
the FD&C Act are met, a potential example of a physician-centric medical device
could be one for a surgical instrument requiring premarket review that needs to be
modified to accommodate a deformity of a surgeon’s hand.

L. What are some examples of a device that is not a custom device?

A primary total knee replacement (TKR) patient received company X’s TKR device.
Later, the patient needs a revision of one side of the TKR joint replacement, which
use of company X’s currently legally marketed off-the-shelf component for revision
surgeries could accomplish. However, the hospital where the patient’s doctor
practices only uses company Y’s products. The doctor would like to request that a
custom company Y component be made to replace the patient’s failing company X
component. This hypothetical situation would not satisfy the requirements for a
custom device exemption because a legally marketed device is domestically available
to treat the patient. [See Section 520(b)(1)(D) of the FD&C Act.] This situation may
be more appropriately addressed through application of the compassionate use
program in order to distribute the device in interstate commerce without a cleared or
approved marketing application.

V1. Annual Report

The statutory amendments to the custom device exemption under FDASIA added a new
reporting requirement; namely, that ““... the manufacturer of such [custom] device notifies
the Secretary on an annual basis, in a manner to be prescribed by the Secretary, of the
manufacture of such device.” See 520(b)(2)(C) of the FD&C Act. In short, the manufacturer
must report to FDA annually on the custom devices it supplied. The annual report should
include the number of patients who received a new device or revisions of a previous custom
device. Additionally, multiple custom devices or components used in one patient should be
accounted for in the annual report. As noted in Section IV of this guidance, typically only
new custom devices will be counted toward the maximum allotment of five units per year of
a particular device type. However, revisions to an existing custom device should be
accounted for in the annual report. Furthermore, the annual report should account for the
number of custom devices physicians are provided, return to the manufacturer, or destroy.

12 See 77 FR 69488 (Monday, November 19, 2012).
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The annual report should summarize the number of custom devices manufactured and
distributed in the United States during a 1-year reporting period. Each annual report should
cover an entire calendar year (i.e., January 1-December 31 of a given year). The first report
should contain information on custom devices manufacturered e from the date of enactment
of FDASIA (July 9, 2012) through the date of the first report. For all subsequent reporting
periods, the report should be submitted to FDA within the first quarter of the following
calendar year (i.e., no later than March 31). FDA will not enforce the annual reporting
requirement until the end of the calendar year following publication of the final guidance.

A complete annual report should include all of the information set forth below. FDA can
review complete annual reports more efficiently, and FDA may be less likely to request
additional information if a company submits a complete annual report. The following
sections provide guidance on how to submit an annual report to FDA and the content of that
report for both patient-centric and physician-centric custom devices.

A. Annual Report — General Contents

The following general information should be included in both patient-centric and
physician-centric annual reports.

1. Cover Letter

Your report should include a cover letter that clearly states that the reason for
the submission is a “Custom Device Annual Report” in the reference line. The
cover letter should contain your complete contact information (i.e., the
company name, company address, company website, contact person, contact
person’s title, contact person’s phone number, contact person’s fax number,
and contact person’s email address). The cover letter should also clearly
identify the custom devices manufactured and distributed during the reporting
period, and include the signature of the contact person or other responsible
party within the company. The cover letter should also specify the reporting
period (i.e., the dates the reporting period begins and ends).

2. Truthful and Accurate Statement

Y our report should include a signed Custom Device Annual Report Truthful
and Accurate statement that indicates that the submitter is an authorized
representative for the manufacturer and that all information provided in the
paper and electronic copies of the Custom Device Annual Report is truthful
and accurate to the best of your knowledge and that no material fact has been
omitted. See Appendix II for a copy of the statement we recommend you use.

3. Other Logistical Information

Your Custom Device Annual Report should be written in English. Any
material provided in a foreign language should be accompanied by an accurate
and complete English translation. You should send two copies of your Custom
Device Annual Report to the address below, including at least one hard copy:

10



Contains Nonbinding Recommendations

Attn: Custom Device Annual Report Submission Coordinator
Division of Analysis and Program Operations

Office of Compliance

Center for Devices and Radiological Health

U.S. Food and Drug Administration

WO66, Room 2622

10903 New Hampshire Avenue

Silver Spring, MD 20993-0002

Though not required for Custom Device Annual Reports, we strongly
encourage you to submit one of the two required copies as an eCopy (i.e., a
PDF file on a CD, DVD, or flash drive). See “eCopy Program for Medical
Device Submissions: Guidance for Industry and Food and Drug
Administration Staff”
(http://www.fda.gov/downloads/MedicalDevices/DeviceRegulationandGuidan
ce/GuidanceDocuments/UCM313794.pdf) for more information about
submitting an eCopy.

B. Annual Report — Patient-Centric Custom Device Information

As described in Section V.B. of this guidance, a custom device is either patient-
centric or physician-centric, but not both. In addition to the requested elements listed
in Section VL A. (above), the following elements should be provided to FDA in a
Custom Device Annual Report for patient-centric devices to ensure the conditions
listed in sections 520(b)(1) and 520(b)(2) are met.

1. Explanation of how the device satisfies the elements of Section 520(b)
of the FD&C Act.

In your report, you should include a justification for how or why the device
manufactured to treat an individual patient meets each of the following
conditions contained in the FD&C Act:''

a) To explain how sections 520(b)(1)(B) and (b)(2)(A) are met, you
should provide an explanation of why the device necessarily deviates from
the premarket requirements, including treating a sufficiently rare
condition, such that conducting clinical investigations on it are
impractical. You may include information on the incidence or prevalence
of the condition or disease the device is intended to diagnosis, treat,
mitigate, prevent, or cure, or for which it is otherwise intended to affect
the structure or any function of the body. References for the data provided
should also be included. If the incidence or prevalence material referenced
is not available in the published literature, you should include a copy of
the reference in the annual report. If you believe that information on the
incidence or prevalence of the condition or disease is not available, you

' See Section VII of this guidance document for the complete text contained in section 520(b) of the FD&C
Act.

11
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should provide an explanation why you believe the information is not
available.

b) To explain how section 520(b)(1)(A) is met, you should indicate
whether the device is a newly created device or modified from an existing
legally marketed device in order to comply with the order of an individual
physician.

c) To explain how section 520(b)(1)(C) is met, you should attest that the
device is not generally available in the United States in finished form
through labeling or advertising by the manufacturer, importer, or
distributor for commercial distribution.

d) To explain how part of section 520(b)(1)(D) and section 520(b)(2)(B)
are met, you should provide a complete description of the device,
including device type (e.g., product code, as applicable), as well as the
patient’s unique pathology or physiological condition the device was
designed to treat.

e) To show that section 520(b)(1)(D) is met, you should provide a
statement that no other device is domestically available to treat the
patient’s unique pathology or physiological condition. You should
maintain records of the evaluation that you used to determine that no other
device is domestically available to treat the patient’s unique pathology or
physiological condition.

f) To explain how section 520(b)(1)(E)(ii) is met, you should provide a
unique patient identifier for the individual patient in the physician’s order.

g) To explain how section 520(b)(1)(F) is met, you should state whether
the device is assembled from components or manufactured and finished on
a case-by-case basis to accommodate the unique needs of individuals.
Additionally, you should explain under section 520(b)(1)(G) whether the
device or device components have common, standardized design
characteristics, chemical and material compositions, and the same
manufacturing processes as commercially distributed devices.

2. Summary of Custom Devices Shipped, Used, Returned, and Destroyed

You should provide a summary of all the custom devices the ordering
physician supplied, used, returned, and destroyed during the reporting period.
This includes the name or description of the device and product code (if
available). This summary should also include information on the number of
each type of device that was shipped, used/remaining with the patient (e.g.,
implanted) in new and revision patients, and the number of custom devices
that were returned to the manufacturer/distributor or the ordering physician
destroyed. To facilitate FDA’s review of your summary report, we
recommend using the format described in Table 1 of Appendix I for reporting
this information.

12
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3. Details on Custom Device Use

You should provide the following detailed information on custom devices
manufactured during the reporting period.

a) Patient Information. You should indicate the total number of patients
receiving custom devices. This should be broken down into patients
receiving a new device and those undergoing revisions of previously
existing custom devices. Additional information on the patients should
also be provided, including unique patient identifiers and a description of
the condition that necessitated use of a custom device.

b) Physician information. You should provide the name, address, and
other contact information for the treating physician for each patient
procedure.

c) Custom device or custom device components. For each custom device
or device component remaining with the patient, you should provide
details on each device or device component. These details should include
the date of manufacture; the product name, brand name, product model
number, product catalog number, or other product identifier information,
and product code (if applicable).

To facilitate FDA’s review of your detailed custom device report, FDA
recommends the format described in Table 2 in Appendix I for presenting
patient, physician, and device information.

C. Annual Report — Physician-Centric Custom Device Information

As described in Section V of this guidance, a custom device is considered to be
patient-centric or physician centric, but not both. In addition to the requested elements
listed in Section VL. A. (above), the following elements should be provided to FDA in
a Custom Device Annual Report for a physician-centric device to ensure that the
conditions listed in sections 520(b)(1) and 520(b)(2) are met.

1. Explanation of how the device satisfies the elements of Section 520(b)
of the FD&C Act

In your report, you should include a justification for how or why the device
manufactured meets the special needs of a physician in the course of his/her
professional practice and satisfies each of the following conditions contained
in the FD&C Act:"?

a) To explain how sections 520(b)(1)(B) and (b)(2)(A) are met, you
should provide an explanation of why the device necessarily deviates from
the premarket requirements including addressing a sufficiently rare
condition, such that conducting clinical investigations are impractical. You
may include information on the incidence or prevalence of the condition

12 See Section VII of this guidance document for the complete text contained in section 520(b) of the FD&C
Act.

13
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or disease the device is intended to diagnose, treat, mitigate, or prevent.
References for the data provided should be included. If the incidence or
prevalence material referenced is not available in the published literature,
you should include a copy of the reference in the annual report. In
addition, you should include an explanation of why conducting clinical
investigations on such device would be impractical. If you believe that
information on the incidence or prevalence of the condition or disease is
not available, you should identify why you believe the information is not
available.

b) To explain how section 520(b)(1)(A) is met, you should indicate if the
device was a newly created device or modified from an existing legally
marketed device in order to comply with the order of an individual
physician, as well as the name of the individual doctor in the order.

c) To explain how section 520(b)(1)(C) is met, you should attest that the
device is not generally available in the United States in finished form
through labeling or advertising by the manufacturer, importer, or
distributor for commercial distribution.

d) To explain how part of section 520(b)(1)(D) and section 520(b)(2)(B)
are met, you should provide a complete description of the device,;
including device type (e.g., product code, as applicable), as well as the
doctor’s special need that the device was designed to meet.

e) To show that sections 520(b)(1)(D) and 520(b)(1)(E)(i) are met, you
should provide a statement that no other device is domestically available
to address the doctor’s special need in the course of conducting his/her
practice. You should maintain records of the evaluation that you used to
determine that no other device is domestically available to address the
doctor’s or dentist’s special needs are met.

f) To explain how section 520(b)(1)(F) is met, you should explain
whether the device was assembled from components or manufactured and
finished on a case-by-case basis to accommodate the special needs of
individuals described above. Additionally, per 520(b)(1)(G), you should
explain whether the device or device components have common,
standardized design characteristics, chemical and material compositions,
and manufacturing processes as commercially distributed devices.

2. Accommodating a Physician’s Special Need

You should provide an annual summary of all the custom devices a physician
is supplied and/or returns or destroys to accommodate a special need. This
information should include the name or description of the device and product
code (if applicable). This summary should also include information on the
number of each type of device that was shipped/used during the reporting
period and the number of custom devices that were returned to the
manufacturer/distributor or the ordering physician destroyed. To facilitate

14
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FDA'’s review of your summary custom device report, we recommend you use
the format described in Table 1 in Appendix I.

3. Details on Custom Device Use

You should provide the following detailed information on custom devices
distributed during the reporting period:

a) Physician information. You should provide the name, address, and
other contact information for the physician ordering the custom device.

b) Custom device or custom device components. You should provide
information on the number of custom devices or custom device
components that were shipped, sold, and returned or destroyed by the
ordering physician during the reporting period. This includes the date of
manufacture, the product name, brand name, product model number,
product catalog number, or other product identifier information, and
product code (if applicable).

To facilitate FDA’s review of your detailed custom device report, FDA
recommends the format described in Table 3 in Appendix I for presenting
physician and device information.

D. FDA'’s Review of Your Annual Report

FDA's review of annual reports allows the agency to assess several important issues
related to the manufacture and distribution of custom devices. These issues include
the adequacy of report documentation and fulfillment of the requirements of section
520(b) of the FD&C Act. If we find that the information provided in your annual
report is insufficient to allow a complete review, we may request additional
information by letter, telephone, or e-mail."® If we only need clarification of an issue,
we may communicate on such issues either via telephone or e-mail, whichever we
believe will be the most efficient.

V1Il. Complete Text of Section 520(b) of the Food, Drug
and Cosmetic Act

Section 520(b) (21 U.S.C. 360j(b)) is amended to read as follows:

(b) CUSTOM DEVICES.—

(1) IN GENERAL.—The requirements of sections 514 and 515 shall not apply to a device

that—
(A) is created or modified in order to comply with the order of an individual
physician or dentist (or any other specially qualified person designated under
regulations promulgated by the Secretary after an opportunity for an oral hearing);

1 Section 520(b)(2)(C) of the FD&C Act now requires that custom device manufacturers submit annual reports
for all devices distributed under the custom device exemption. Without submission of the required annual report
to FDA, devices distributed as “custom devices” would not be exempted from any applicable premarket
requirements.

15
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(B) in order to comply with an order described in subparagraph (A), necessarily
deviates from an otherwise applicable performance standard under section 514 or
requirement under section 515;
(C) is not generally available in the United States in finished form through labeling or
advertising by the manufacturer, importer, or distributor for commercial distribution;
(D) is designed to treat a unique pathology or physiological condition that no other
device is domestically available to treat;
(E)(1) is intended to meet the special needs of such physician or dentist (or other
specially qualified person so designated) in the course of the professional practice of
such physician or dentist (or other specially qualified person so designated); or (ii) is
intended for use by an individual patient named in such order of such physician or
dentist (or other specially qualified person so designated);
(F) is assembled from components or manufactured and finished on a case-by-case
basis to accommodate the unique needs of individuals described in clause (i) or (i1)
of subparagraph (E); and
(G) may have common, standardized design characteristics, chemical and material
compositions, and manufacturing processes as commercially distributed devices.

(2) LIMITATIONS.—Paragraph (1) shall apply to a device only if—
(A) such device is for the purpose of treating a sufficiently rare condition, such that
conducting clinical investigations on such device would be impractical;
(B) production of such device under paragraph (1) is limited to no more than 5 units
per year of a particular device type, provided that such replication otherwise complies
with this section; and
(C) the manufacturer of such device notifies the Secretary on an annual basis, in a
manner prescribed by the Secretary, of the manufacture of such device.

(3) GUIDANCE.—Not later than 2 years after the date of enactment of this section, the

Secretary shall issue final guidance on replication of multiple devices described in paragraph

2)(B).

Please see Appendix III for a flow diagram of the decision tree needed to implement the
custom device provisions in the FD&C Act.

V1I1. Paperwork Reduction Act of 1995

This guidance contains information collection provisions that are subject to review by the
Office of Management and Budget (OMB) under the Paperwork Reduction Act of 1995 (44
U.S.C. 3501-3520).

The time required to complete this information collection is estimated to average one hour
per response, including the time to review instructions, search existing data sources, gather
the data needed, and complete and review the information collection. Send comments
regarding this burden estimate or suggestions for reducing this burden to:

16
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Department of Health and Human Services
Food and Drug Administration

Office of Chief Information Officer
Paperwork Reduction Act (PRA) Staff
PRAStaff(@fda.hhs.gov

This guidance also refers to previously approved collections of information found in FDA
regulations. The collections of information in 21 CFR 814, subparts B and E have been
approved under OMB control number 0910-0231; the collections of information in 21 part
812 have been approved under OMB control number 0910-0078; and the collections of
information in 21 part 807, subpart E have been approved under OMB control number 0910-
0120.

An agency may not conduct or sponsor, and a person is not required to respond to, a
collection of information unless it displays a currently valid OMB control number. The OMB
control number for collection of annual reporting is 091-0767.

17
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Appendix 11

Custom Device Annual Report Truthful And Accurate
Statement

I certify that, in my capacity as (the position held in company) of
(company name), I believe to the best of my knowledge, that all data
and information submitted in the custom device annual report are truthful and

accurate and that no material fact has been omitted.

(Signature)

(Typed Name)

(Date)

20
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Appendix 11
Custom Device Decision Tree

Note the term physician in the decision tree stands for physician, dentist or specially
qualified person as noted in Section 520(b) of the FD&C Act.

T

r No

Created or modified in order to comply with the order of an individual physician?

e

r
Mecessarily deviated from an otherwise applicable performance standard under No
section 514 or requirement under section 5157 See the definition of “necessarily
deviates” in the definition section of this guidance dooument

Yes

r
Mot generally available in the United States in finished form through labeling or Mo
advertising by the manufacturer, importer, or distributor for commercial
distribution? See the definition of “not generally available” in the definition section
of this guidance document.

Yes
r

Designed to treat a unigue pathology or physiclogical condition that no other device
is domestically available to treat?

¥es Mot 3
F custom
Intended to meet the special needs of such physician in the course of the davice
professional practice of such physician? See the definition of “spedal needs" in the
definition section of this guidance document. Ho

or

Intended for use by an individual patient named in such order of such physician?

Yes

F

Assembled from components or manufactured and finished on a @se-by-case basis
to accommodate the unique needs of individuals described in dause (i) or (i) of
subparagraph (EJ;

¥es
F
For the purpose of treating a sufficiently rare condition, such that conducting clinical N
investigations on such device would be impractical? See the definition of
“eufficiently rare” in the definition section of this guidance document.

y "= L]

Produced in quantities of 5 or less per year of a particular device type?

Wouar dewice willl meet ol the nequinements to be considered o
Cushom device wihen you submit the notificstion requined under

21 usc 320j)z))
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— diagnosis, monitoring, treatment, alleviation of or compensation
for an injury or handicap,

— investigation, replacement or modification of the anatomy or of
a physiological process,

— control of conception,

and which does not achieve its principal intended action in or on
the human body by pharmacological, immunological or metabolic
means, but which may be assisted in its function by such means;

(b) ‘accessory’ means an article which whilst not being a device is
intended specifically by its manufacturer to be used together with
a device to enable it to be used in accordance with the use of the
device intended by the manufacturer of the device;

VM1
(c) ‘in vitro diagnostic medical device’ means any medical device
which is a reagent, reagent product, calibrator, control material,
kit, instrument, apparatus, equipment or system, whether used
alone or in combination, intended by the manufacturer to be used
in vitro for the examination of specimens, including blood and
tissue donations,

derived from the human body, solely or principally for the purpose
of providing information:

— concerning a physiological or pathological state, or
— concerning a congenital abnormality, or

— to determine the safety and compatibility with potential reci-
pients, or

— to monitor therapeutic measures.

Specimen receptacles are considered to be in vitro diagnostic
medical devices. ‘Specimen receptacles’ are those devices,
whether vacuum-type or not, specifically intended by their manu-
facturers for the primary containment and preservation of
specimens derived from the human body for the purpose of in
vitro diagnostic examination.

Products for general laboratory use are not in vitro diagnostic
medical devices unless such products, in view of their character-
istics, are specifically intended by their manufacturer to be used for
in vitro diagnostic examination;

VB
(d) ‘custom-made device’ means any device specifically made in
accordance with a duly qualified medical practitioner's written
prescription which gives, under his responsibility, specific design
characteristics and is intended for the sole use of a particular patient.

The abovementioned prescription may also be made out by any
other person authorized by virtue of his professional qualifications
to do so.

Mass-produced devices which need to be adapted to meet the
specific requirements of the medical practitioner or any other
professional user »MS5 shall not be < considered to be custom-
made devices;

(e) ‘device intended for clinical investigation’ means any device
intended for use by a duly qualified medical practitioner when
conducting investigations as referred to in Section 2.1 of Annex
X in an adequate human clinical environment.

For the purpose of conducting clinical investigation, any other
person who, by virtue of his professional qualifications, is
authorized to carry out such investigation shall be accepted as
equivalent to a duly qualified medical practitioner;
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6. Where a device is intended by the manufacturer to be used in
accordance with both the provisions on personal protective equipment
in Council Directive 89/686/EEC (') and this Directive, the relevant
basic health and safety requirements of Directive 89/686/EEC shall
also be fulfilled.

7. This Directive is a specific Directive within the meaning of
Article 1(4) of Directive 2004/108/EC of the European Parliament and
of the Council (3).

8.  This Directive shall not affect the application of Council Directive
96/29/Euratom of 13 May 1996 laying down basic safety standards for
the protection of the health of workers and the general public against the
dangers arising from ionising radiation (°), nor of Council Directive
97/43/Euratom of 30 June 1997 on health protection of individuals
against the dangers of ionising radiation in relation to medical
exposure (4).

Article 2

Placing on the market and putting into service

Member States shall take all necessary steps to ensure that devices may
be placed on the market and/or put into service only if they comply with
the requirements laid down in this Directive when duly supplied and
properly installed, maintained and used in accordance with their
intended purpose.

Article 3

Essential requirements

The devices must meet the essential requirements set out in Annex [
which apply to them, taking account of the intended purpose of the
devices concerned.

VM5

" Where a relevant hazard exists, devices which are also machinery within
the meaning of Article 2(a) of Directive 2006/42/EC of the European
Parliament and of the Council of 17 May 2006 on machinery (°) shall
also meet the essential health and safety requirements set out in Annex [
to that Directive to the extent to which those essential health and safety
requirements are more specific than the essential requirements set out in
Annex I to this Directive.

drticle 4
F levices led. f ial

1.  Member States shall not create any obstacle to the placing on the
market or the putting into service within their territory of devices
bearing the CE marking provided for in Article 17 which indicate

(1) Council Directive 89/686/EEC of 21 December 1989 on the approximation of
the laws of the Member States relating to personal protective equipment (OJ
L 399, 30.12.1989, p. 18). Directive as last amended by Regulation (EC)
No 1882/2003 of the European Parliament and of the Council (OJ L 284,
31.10.2003, p. 1).

(») Directive 2004/108/EC of the European Parliament and of the Council of
15 December 2004 on the approximation of the laws of the Member States
relating to electromagnetic compatibility (OJ L 390, 31.12.2004, p. 24).

() OJ L 159, 29.6.1996, p. 1.

(*) OJ L 180, 9.7.1997, p. 22.

(®) OJ L 157, 9.6.2006, p. 24.
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that they have been the subject of an assessment of their conformity in
accordance with the provisions of Article 11.

2. Member States shall not create any obstacle to:

— devices intended for clinical investigation being made available to
medical practitioners or authorized persons for that purpose if they
meet the conditions laid down in Article 15 and in Annex VIII,

— custom-made devices being placed on the market and put into
service if they meet the conditions laid down in Article 11 in
combination with Annex VIII; Class Ila, IIb and III devices shall
be accompanied by the statement referred to in Annex VIII, which
shall be available to the particular patient identified by name, an
acronym or a numerical code.

These devices shall not bear the CE marking.

3. At trade fairs, exhibitions, demonstrations, etc. Member States
shall not create any obstacle to the showing of devices which do not
conform to this Directive, provided that a visible sign clearly indicates
that such devices cannot be marketed or put into service until they have
been made to comply.

4.  Member States may require the information, which must be made
available to the user and the patient in accordance with Annex I, point
13, to be in their national language(s) or in another Community
language, when a device reaches the final user, regardless of whether
it is for professional or other use.

5. Where the devices are subject to other Directives concerning other
aspects and which also provide for the affixing of the CE marking, the
latter shall indicate that the devices also fulfil the provisions of the other
Directives.

However, should one or more of these directives allow the manu-
facturer, during a transitional period, to choose which arrangements to
apply, the CE marking shall indicate that the devices fulfil the
provisions only of those directives applied by the manufacturer. In
this case, the particulars of these directives, as published in the
Official Journal of the European Communities, must be given in the
documents, notices or instructions required by the directives and accom-
panying such devices.

Article 5

Reference to standards

1.  Member States shall presume compliance with the essential
requirements referred to in Article 3 in respect of devices which are
in conformity with the relevant national standards adopted pursuant to
the harmonized standards the references of which have been publishes
in the Official Journal of the European Communities; Member States
shall publish the references of such national standards.

2. For the purposes of this Directive, reference to harmonized
standards also includes the monographs of the European Pharma-
copoeia mnotably on surgical sutures and on interaction between
medicinal products and materials used in devices containing such
medicinal products, the references of which have been published in
the Official Journal of the European Communities.

3. If a Member State or the Commission considers that the
harmonized standards do not entirely meet the essential requirements
referred to in Article 3, the measures to be taken by the Member States
with regard to these standards and the publication referred to in


nakaokaryusuke
下線


199310042 — EN — 11.10.2007 — 005.001 — 14

(a) the procedure relating to the EC verification set out in Annex IV;
or

(b) the procedure relating to the EC declaration of conformity set out in
Annex V (production quality assurance);

or

(c) the procedure relating to the EC declaration of conformity set out in
Annex VI (product quality assurance).

Instead of applying these procedures, the manufacturer may also follow
the procedure referred to in paragraph 3 (a).

3. In the case of devices falling within Class IIb, other than devices
which are custom-made or intended for clinical investigations, the
manufacturer shall, in order to affix the CE marking, either:

(a) follow the procedure relating to the EC declaration of conformity
set out in Annex II (full quality assurance); in this case, point 4 of
Annex II is not applicable; or

(b) follow the procedure relating to the EC type-examination set out in
Annex III, coupled with:

(1) the procedure relating to the EC verification set out in Annex
1v;

or

(i1) the procedure relating to the EC declaration of conformity set
out in Annex V (production quality assurance);

or

(iii) the procedure relating to the EC declaration of conformity set
out in Annex VI (product quality assurance).

4.  The Commission shall, no later than five years from the date of
implementation of this Directive, submit a report to the Council on the
operation of the provisions referred to in Article 10 (1), Article 15 (1),
in particular in respect of Class I and Class Ila devices, and on the
operation of the provisions referred to in Annex II, Section 4.3 second
and third subparagraphs and in Annex III, Section 5 second and third
subparagraphs to this Directive, accompanied, if necessary, by appro-
priate proposals.

5. In the case of devices falling within Class I, other than devices
which are custom-made or intended for clinical investigations, the
manufacturer shall, in order to affix the CE marking, follow the
procedure referred to in Annex VII and draw up the EC declaration
of conformity required before placing the device on the market.

6. In the case of custom-made devices, the manufacturer shall follow
the procedure referred to in Annex VIII and draw up the statement set
out in that Annex before placing each device on the market.

Member States may require that the manufacturer shall submit to the
competent authority a list of such devices which have been put into
service in their territory.

7.  During the conformity assessment procedure for a device, the
manufacturer and/or the notified body shall take account of the results
of any assessment and verification operations which, where appropriate,
have been carried out in accordance with this Directive at an inter-
mediate stage of manufacture.

8. The manufacturer may instruct his authorized representative
»M5 ——— <« to initiate the procedures provided for in
Annexes III, TV, VII and VIIIL.

9.  Where the conformity assessment procedure involves the inter-
vention of a notified body, the manufacturer, or his authorized repre-
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ANNEX VIIT

STATEMENT CONCERNING DEVICES FOR SPECIAL PURPOSES

1

2.2.

For custom-made devices or for devices intended for clinical investigations the
manufacturer or his authorized representative » M5 ———  — <« must
draw up the statement containing the information stipulated in Section 2.

The statement must contain the following information:

for custom-made devices:
— the name and address of the manufacturer,

— data allowing identification of the device in question,

— a statement that the device is intended for exclusive use by a particular
patient, together with the name of the patient,

— the name of the medical practitioner or other authorized person who
made out the prescription and, where applicable, the name of the clinic
concerned,

— the specific characteristics of the product as indicated by the
prescription,

— a statement that the device in question conforms to the essential
requirements set out in Annex I and, where applicable, indicating
which essential requirements have not been fully met, together with
the grounds;

fo

=

devices intended for the clinical investigations covered by Annex X:

— data allowing identification of the device in question,

— the clinical investigation plan,

— the investigator's brochure,

— the confirmation of insurance of subjects,

— the documents used to obtain informed consent,

— a statement indicating whether or not the device incorporates, as an
integral part, a substance or human blood derivative referred to in
Section 7.4 of Annex I,

— a statement indicating whether or not the device is manufactured
utilising tissues of animal origin as referred to in Directive 2003/32/EC,

— the opinion of the ethics committee concerned and details of the aspects
covered by its opinion,

— the name of the medical practitioner or other authorized person and of
the institution responsible for the investigations,

— the place, starting date and scheduled duration for the investigations,

— a statement that the device in question conforms to the essential
requirements apart from the aspects covered by the investigations and
that, with regard to these aspects, every precaution has been taken to
protect the health and safety of the patient.

The manufacturer must also undertake to keep available for the competent
national authorities:

For custom-made devices, documentation, indicating manufacturing site(s)
and allowing an understanding of the design, manufacture and perfor-
mances of the product, including the expected performances, so as to
allow assessment of conformity with the requirements of this Directive.
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The manufacturer must take all the measures necessary to ensure that the
manufacturing process produces products which are manufactured in
accordance with the documentation mentioned in the first paragraph;

For devices intended for clinical investigations, the documentation must
contain:

— a general description of the product and its intended use,

— design drawings, methods of manufacture envisaged, in particular as
regards sterilisation, and diagrams of components, sub-assemblies,
circuits, etc.,

— the descriptions and explanations necessary to understand the above-
mentioned drawings and diagrams and the operation of the product,

— the results of the risk analysis and a list of the standards referred to in
Article 5, applied in full or in part, and descriptions of the solutions
adopted to meet the essential requirements of this Directive if the
standards referred to in Article 5 have not been applied,

— if the device incorporates, as an integral part, a substance or human
blood derivative referred to in Section 7.4 of Annex I, the data on the
tests conducted in this connection which are required to assess the
safety, quality and usefulness of that substance or human blood deri-
vative, taking account of the intended purpose of the device,

— if the device is manufactured utilising tissues of animal origin as
referred to in Directive 2003/32/EC, the risk management measures in
this connection which have been applied to reduce the risk of infection,

— the results of the design calculations, and of the inspections and
technical tests carried out, etc.

The manufacturer must take all the measures necessary to ensure that the
manufacturing process produces products which are manufactured in
accordance with the documentation referred to in the first paragraph of
this Section.

The manufacturer must authorise the assessment, or audit where necessary,
of the effectiveness of these measures.

The information contained in the declarations concerned by this Annex
shall be kept for a period of time of at least five years. In the case of
implantable devices the period shall be at least 15 years.

For custom-made devices, the manufacturer must undertake to review and
document experience gained in the post-production phase, including the
provisions referred to in Annex X, and to implement appropriate means
to apply any necessary corrective action. This undertaking must include an
obligation for the manufacturer to notify the competent authorities of the
following incidents immediately on learning of them and the relevant
corrective actions:

(i) any malfunction or deterioration in the characteristics and/or
performance of a device, as well as any inadequacy in the labelling
or the instructions for use which might lead to or might have led to the
death of a patient or user or to a serious deterioration in his state of
health;

(ii) any technical or medical reason connected with the characteristics or
performance of a device for the reasons referred to in subparagraph (i)
leading to systematic recall of devices of the same type by the manu-
facturer.
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(1)

(12)

(14)

instructions for use. Moreover, the Commission should
engage in further analysis in order to see if additional
measures are appropriate to ensure a high level of
protection for patients.

In the light of technical innovation and the development of
initiatives at the international level it is necessary to
enhance the provisions on clinical evaluation, including
clarification that clinical data is generally required for all
devices regardless of classification and the possibility to

centralise data on clinical investigations in the European
databank.

In order to provide clearer evidence of the compliance of
custom-made device manufacturers, an explicit requirement
for a post market production review system involving
incident reporting to authorities should be introduced, as is
already in place for other devices, and to enhance patient
information, a requirement should be introduced that the
‘Statement’ under Annex VIII to Directive 93/42/EEC
should be available to the patient and that it should
contain the name of the manufacturer.

In the light of technical progress in information technology
and medical devices, a process should be provided to allow
information supplied by the manufacturer to be available
by other means.

Manufacturers of Class I sterile and/or measuring medical
devices should be given the option of using the full quality
assurance conformity assessment module in order to
provide them with more flexibility in the choice of
compliance modules.

In order to support market surveillance activities by
Member States it is necessary and appropriate, in the case
of implantable devices, to increase the time period for the
retention of documents for administrative purposes to at
least 15 years.

For the appropriate and efficient functioning of Directive
93/42[EEC as regards regulatory advice on classification
issues arising at national level, in particular on whether or
not a product falls under the definition of a medical device,
it is in the interest of national market surveillance and the
health and safety of humans to establish a procedure for
decisions on whether or not a product falls under the
medical device definition.

To ensure that, where a manufacturer does not have a
registered place of business in the Community, authorities
have a single individual person authorised by the
manufacturer whom they can address in matters relating
to the compliance of the devices with the Directives it is
necessary to introduce an obligation for such manufacturers
to designate an authorised representative for a device. This
designation should be effective at least for all devices of the
same model.

(15)

(16)

17)

(19)

(20)

(1)

(22)

To further ensure public health and safety it is necessary to
provide for a more consistent application of the provisions
on health protection measures. Particular care should be
taken to ensure that, when in use, the products do not
endanger patients” health or safety.

In support of transparency in Community legislation,
certain information related to medical devices and their
conformity with Directive 93/42/EEC, in particular infor-
mation on registration, on vigilance reports and on
certificates, should be available to any interested party
and the general public.

To better coordinate the application and efficiency of
national resources when applied to issues related to
Directive 93/42[EEC, the Member States should cooperate
with each other and at international level.

As design for patient safety initiatives play an increasing
role in public health policy, it is necessary to expressly set
out the need to consider ergonomic design in the essential
requirements. In addition the level of training and knowl-
edge of the user, such as in the case of a lay user, should be
further emphasised within the essential requirements. The
manufacturer should place particular emphasis on the
consequences of misuse of the product and its adverse
effects on the human body.

In the light of experience gained regarding activities of both
the notified bodies and the authorities in the assessment of
devices which require intervention of the appropriate
authorities for medicines and human blood derivatives
their duties and tasks should be clarified.

Taking account of the growing importance of software in
the field of medical devices, be it as stand alone or as
software incorporated in a device, validation of software in
accordance with the state of the art should be an essential
requirement.

In the light of the increased use of third Parties to carry out
the design and manufacture of devices on behalf of the
manufacturer, it is important that the manufacturer
demonstrates that he applies adequate controls to the third
party to continue to ensure the efficient operating of the
quality system.

The classification rules are based on the vulnerability of the
human body taking account of the potential risks
associated with the technical design and manufacture of
the devices. Explicit prior authorisation with regard to
conformity, including an assessment of the design
documentation, is required for Class Il devices to be
placed on the market. In performing its duties under the
quality assurance and verification conformity assessment
modules for all other classes of devices, it is essential and
necessary for a notified body, in order to be assured of the
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manufacturer to be used specifically for
diagnostic and/or therapeutic purposes and
necessary for its proper application,
intended by the manufacturer to be used
for human beings for the purpose of:

— diagnosis, prevention, monitoring,
treatment or alleviation of disease,

— diagnosis, monitoring, treatment, alle-
viation of or compensation for an
injury or handicap,

— investigation, replacement or modifi-
cation of the anatomy or of a
physiological process,

— control of conception,

and which does not achieve its principal
intended action in or on the human body
by pharmacological, immunological or
metabolic means, but which may be
assisted in its function by such means;

(i) points (d), (¢) and (f) shall be replaced by the
following:

{d) “custom-made device” means any device

specifically made in accordance with a duly
qualified medical practitioner’s written pre-
scription which gives, under his responsi-
bility, specific design characteristics and is
intended for the sole use of a particular
patient. Mass-produced devices which need
to be adapted to meet the specific require-
ments of the medical practitioner or any
other professional user shall not be con-
sidered to be custom-made devices;

“device intended for clinical investigation”
means any device intended for use by a
duly qualified medical practitioner when
conducting clinical  investigations  as
referred to in Section 2.1 of Annex 7 in
an adequate human clinical environment.

For the purpose of conducting clinical
investigation, any other person who, by
virtue of his professional qualifications, is
authorised to carry out such investigation
shall be accepted as equivalent to a duly
qualified medical practitioner;

“intended purpose” means the use for
which the device is intended according to
the data supplied by the manufacturer on

the labelling, in the instructions and/or in
promotional material;

(i) the following points shall be added:

‘) “authorised representative” means any nat-
ural or legal person established in the
Community who, explicitly designated by
the manufacturer, acts and may be
addressed by authorities and bodies in the
Community instead of the manufacturer
with regard to the latter’s obligations under
this Directive;

(k) “clinical data” means the safety andfor
performance information that is generated
from the use of a device. Clinical data are
sourced from:

— clinical investigation(s) of the device
concerned, or

— clinical investigation(s) or other stu-
dies reported in the scientific litera-
ture, of a similar device for which
equivalence to the device in question
can be demonstrated, or

— published and/or unpublished reports
on other clinical experience of either
the device in question or a similar
device for which equivalence to the
device in question can be demon-
strated.’;

paragraph 3 shall be replaced by the following:

‘3. Where an active implantable medical device is
intended to administer a substance defined as a
medicinal product within the meaning of Article 1 of
Directive 2001/83/EC (¥), that device shall be gov-
erned by this Directive, without prejudice to the
provisions of Directive 2001/83/EC with regard to the
medicinal product.

() OJ L 311, 28.11.2001, p. 67. Directive as last
amended by Regulation (EC) No 1901/2006 (O]
L 378, 27.12.2006, p. 1)

paragraph 4 shall be replaced by the following:

‘4. Where an active implantable medical device
incorporates, as an integral part, a substance which,
if used separately, may be considered to be a medicinal
product within the meaning of Article 1 of Directive
2001/83/EC and which is liable to act upon the
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human body with action that is ancillary to that of the
device, that device shall be evaluated and authorised in
accordance with this Directive.’;

the following paragraph shall be inserted:

‘“4a.  Where a device incorporates, as an integral part,
a substance which, if used separately, may be
considered to be a medicinal product constituent or
a medicinal product derived from human blood or
human plasma within the meaning of Article 1 of
Directive 2001/83/EC and which is liable to act upon
the human body with action that is ancillary to that of
the device, hereinafter referred to as a “human blood
derivative”, that device shall be assessed and
authorised in accordance with this Directive.’;

paragraph 5 shall be replaced by the following:

‘5. This Directive constitutes a specific Directive
within the meaning of Article 1(4) of Directive 2004/
108/EC (¥).

(*)  Directive 2004/108/EC of the European Parlia-
ment and of the Council of 15 December 2004
on the approximation of the laws of the Member
States relating to electromagnetic compatibility
(O] L 390, 31.12.2004, p. 24).;

the following paragraph shall be added:

‘6. This Directive shall not apply to:

(@) medicinal products covered by Directive 2001/
83/EC. In deciding whether a product falls under
that Directive or this Directive, particular
account shall be taken of the principal mode
of action of the product;

(b) human blood, blood products, plasma or blood
cells of human origin or to devices which
incorporate at the time of placing on the market
such blood products, plasma or cells with the
exception of devices referred to in paragraph 4a;

(c) transplants or tissues or cells of human origin or
to products incorporating or derived from
tissues or cells of human origin, with the
exception of devices referred to in paragraph 4a;

(d) transplants or tissues or cells of animal origin,
unless a device is manufactured utilising animal
tissue which is rendered non-viable or non-
viable products derived from animal tissue.;

2.

Article 2 shall be replaced by the following:

‘Article 2

Member States shall take all necessary steps to ensure that
the devices may be placed on the market and/or put into
service only if they comply with the requirements laid
down in this Directive when duly supplied, properly
implanted and/or properly installed, maintained and used
in accordance with their intended purposes.’;

Article 3 shall be replaced by the following:

‘Article 3

The active implantable medical devices referred to in
Article 1(2)(c), (d) and (e), hereinafter referred to as
“devices”, shall satisfy the essential requirements set out in
Annex 1 which apply to them, account being taken of the
intended purpose of the devices concerned.

Where a relevant hazard exists, devices which are also
machinery within the meaning of Article 2(a) of Directive
2006/42/EC of the European Parliament and of the Council
of 17 May 2006 on machinery (*) shall also meet the
essential health and safety requirements set out in Annex I
to that Directive to the extent to which those essential
health and safety requirements are more specific than the
essential requirements set out in Annex 1 to this Directive.

() OJL157,9.6.2006, p. 24.;

in Article 4, paragraphs 1, 2 and 3 shall be replaced by the
following:

‘1. Member States shall not create any obstacle to the
placing on the market or the putting into service within
their territory of devices complying with the provisions of
this Directive and bearing the CE marking provided for in
Article 12, which indicates that they have been the subject
of an assessment of their conformity in accordance with
Article 9.

2. Member States shall not create any obstacles to:

— devices intended for clinical investigations being made
available to duly qualified medical practitioners or
authorised persons for that purpose if they satisfy the
conditions laid down in Article 10 and in Annex 6,

— custom-made devices being placed on the market and
put into service if they satisfy the conditions laid
down in Annex 6 and are accompanied by the
statement, which shall be available to the particular
identified patient, referred to in that Annex.

These devices shall not bear the CE marking.
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89/686/EEC (*) and this Directive, the relevant basic
health and safety requirements of Directive 89/686/
EEC shall also be fulfilled.

(*)  Council Directive 89/686/EEC of 21 December
1989 on the approximation of the laws of the
Member States relating to personal protective
equipment (O] L 399, 30.12.1989, p. 18).
Directive as last amended by Regulation (EC)
No 1882/2003 of the European Parliament and
of the Council (O] L 284, 31.10.2003, p. 1).

(@) paragraphs 7 and 8 shall be replaced by the following:

‘7. This Directive is a specific Directive within the
meaning of Article 1(4) of Directive 2004/108/EC of
the European Parliament and of the Council (*).

8. This Directive shall not affect the application of
Council Directive 96/29/Euratom of 13 May 1996
laying down basic safety standards for the protection
of the health of workers and the general public against
the dangers arising from ionising radiation (**), nor of
Council Directive 97/43Euratom of 30 June 1997 on
health protection of individuals against the dangers of
ionising radiation in relation to medical expo-
sure (***).

(*)  Directive 2004/108/EC of the European Parlia-
ment and of the Council of 15 December 2004
on the approximation of the laws of the Member
States relating to electromagnetic compatibility
(OJ L 390, 31.12.2004, p. 24).

(*) OJ L 159, 29.6.1996, p. 1.

(%% OJ L 180, 9.7.1997, p. 22.

in Article 3 the following paragraph shall be added:

‘Where a relevant hazard exists, devices which are also
machinery within the meaning of Article 2(a) of Directive
2006/42[EC of the European Parliament and of the Council
of 17 May 2006 on machinery (*) shall also meet the
essential health and safety requirements set out in Annex I
to that Directive to the extent to which those essential
health and safety requirements are more specific than the
essential requirements set out in Annex I to this Directive.

(*) OJL157,9.6.2006, p. 24.

the second indent of Article 4(2) shall be replaced by the
following:

‘

— custom-made devices being placed on the market and
put into service if they meet the conditions laid down
in Article 11 in combination with Annex VIII; Class
Ila, IIb and II devices shall be accompanied by the
statement referred to in Annex VIII, which shall be
available to the particular patient identified by name,
an acronym or a numerical code.’;

4.

in Article 6(1) the reference ‘83/189/EEC’ shall be replaced
by the reference ‘98/34/EC (¥)

(*)  Directive 98/34/EC of the European Parliament and of
the Council of 22 June 1998 laying down a procedure
for the provision of information in the field of
technical standards and regulations and of rules on
Information Society services (O] L 204, 21.7.1998,
p. 37). Directive as last amended by the 2003 Act of
Accession.

Article 7 shall be replaced by the following:

‘Article 7

1. The Commission shall be assisted by the Committee set
up by Article 6(2) of Directive 90/385/EEC, hereinafter
referred to as “the Committee”.

2. Where reference is made to this paragraph, Articles 5
and 7 of Decision 1999/468/EC shall apply, having regard
to the provisions of Article 8 thereof.

The period laid down in Article 5(6) of Decision 1999468/
EC shall be set at three months.

3. Where reference is made to this paragraph, Article 5a
(1) to (4) and Article 7 of Decision 1999/468/EC shall
apply, having regard to the provisions of Article 8 thereof.

4. Where reference is made to this paragraph, Article 5a
(1), (2), (4) and (6) and Article 7 of Decision 1999/468/EC
shall apply, having regard to the provisions of Article 8
thereof.;

In Article 8 paragraph 2 shall be replaced by the following:

‘2. The Commission shall enter into consultation with the
Parties concerned as soon as possible. Where, after such
consultation, the Commission finds that:

(@) the measures are justified:

(i) it shall immediately so inform the Member State
which took the measures and the other Member
States. Where the decision referred to in
paragraph 1 is attributed to shortcomings in
the standards, the Commission shall, after
consulting the Parties concerned, bring the
matter before the Committee referred to in
Article 6(1) within two months if the Member
State which has taken the decision intends to
maintain it and shall initiate the advisory
procedure referred to in Article 6(2);

(i) when necessary in the interests of public health,
appropriate measures designed to amend non-
essential elements of this Directive relating to
withdrawal from the market of devices referred
to in paragraph 1 or to prohibition or restriction
of their placement on the market or being put
into service or to introduction of particular
requirements in order for such products to be
put on the market, shall be adopted in
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12. Article 13 shall be replaced by the following: 14. Article 14a shall be amended as follows:

13.

‘Article 13

Decisions with regard to classification and derogation
clause

1. A Member State shall submit a duly substantiated
request to the Commission and ask it to take the necessary
measures in the following situations:

(@) that Member State considers that the application of
the classification rules set out in Annex IX requires a
decision with regard to the classification of a given
device or category of devices;

(b) that Member State considers that a given device or
family of devices should, by way of derogation from
the provisions of Annex IX, be classified in another
class;

(c) that Member State considers that the conformity of a
device or family of devices should, by way of
derogation from Article 11, be established by
applying solely one of the given procedures chosen
from among those referred to in Article 11;

(d) that Member State considers that a decision is required
as to whether a particular product or product group
falls within one of the definitions in Article 1(2)(a) to

(e).

The measures referred to in the first subparagraph of this
paragraph shall, as appropriate, be adopted in accordance
with the procedure referred to in Article 7(2).

2. The Commission shall inform the Member States of the
measures taken.’;

Article 14 shall be amended as follows:

(@ in the second subparagraph of paragraph 1, the words
‘Classes IIb and III' shall be replaced by the words
‘Classes Ila, IIb and III;

(b) paragraph 2 shall be replaced by the following:

2. Where a manufacturer who places a device on
the market under his own name does not have a
registered place of business in a Member State, he shall
designate a single authorised representative in the
European Union. For devices referred to in the first
subparagraph of paragraph 1, the authorised repre-
sentative shall inform the competent authority of the
Member State in which he has his registered place of
business of the details referred to in paragraph 1.;

(c) paragraph 3 shall be replaced by the following:

‘3. The Member States shall on request inform the
other Member States and the Commission of the
details referred to in the first subparagraph of
paragraph 1 given by the manufacturer or authorised
representative.’;

(@) the second subparagraph of paragraph 1 shall be
amended as follows:

(i) point (a) shall be replaced by the following:

{a) data relating to registration of manufac-
turers and authorised representatives and
devices in accordance with Article 14
excluding data related to custom-made
devices;

(ii) the following point shall be added:

‘(d) data relating to clinical investigations
referred to in Article 15;;

(b) paragraph 3 shall be replaced by the following:

‘3. The measures necessary for the implementation
of paragraphs 1 and 2 of this Article, in particular
paragraph 1(d), shall be adopted in accordance with
the regulatory procedure referred to in Article 7(2).

(c) the following paragraph shall be added:

‘4. The provisions of this Article shall be imple-
mented no later than 5 September 2012. The
Commission shall, no later than 11 October 2012,
evaluate the operational functioning and the added
value of the databank. On the basis of this evaluation,
the Commission shall, if appropriate, present propo-
sals to the European Parliament and the Council or
present draft measures in accordance with para-

graph 3.;

15. Article 14b shall be replaced by the following:

‘Article 14b
Particular health monitoring measures

Where a Member State considers, in relation to a given
product or group of products, that, in order to ensure
protection of health and safety and/or to ensure that public
health requirements are observed, such products should be
withdrawn from the market, or their placing on the market
and putting into service should be prohibited, restricted or
subjected to particular requirements, it may take any
necessary and justified transitional measures.

The Member State shall then inform the Commission and
all other Member States, giving the reasons for its decision.

The Commission shall, whenever possible, consult the
interested Parties and the Member States.

The Commission shall adopt its opinion, indicating
whether the national measures are justified or not. The
Commission shall inform all the Member States and the
consulted interested Parties thereof.
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—  the investigator’s brochure,
—  the confirmation of insurance of subjects,
—  the documents used to obtain informed consent,

—  a statement indicating whether or not the device incorporates, as an integral part, a substance or
human blood derivative referred to in Section 10 of Annex 1,

—  the opinion of the ethics committee concerned and details of the aspects covered by its opinion,

—  the name of the duly qualified medical practitioner or other authorised person and of the institution
responsible for the investigations,

— the place, date of commencement and duration scheduled for the investigations,

—  a statement affirming that the device in question complies with the essential requirements apart
from the aspects constituting the object of the investigations and that, with regard to these aspects,
every precaution has been taken to protect the health and safety of the patient.;

(9  in Section 3.1, the first paragraph shall be replaced by the following:

‘For custom-made devices, documentation, indicating manufacturing site(s) and enabling the design,
manufacture and performances of the product, including the expected performances, to be understood, so as
to allow conformity with the requirements of this Directive to be assessed.’;

(d) in Section 3.2, the first paragraph shall be amended as follows:
(i)  the first indent shall be replaced by the following:

— a general description of the product and its intended use,’;

(ii)  in the fourth indent, the words ‘a list of the standards’ shall be replaced by the words ‘the results of the risk
analysis and a list of the standards’;

(i) the following indent shall be inserted after the fourth indent:

—  if the device incorporates, as an integral part, a substance or human blood derivative referred to in
Section 10 of Annex 1, the data on the tests conducted in this connection which are required to
assess the safety, quality and usefulness of that substance, or human blood derivative, taking account
of the intended purpose of the device,;

() the following two sections shall be added:

‘4. The information included in the declarations covered by this Annex shall be kept for a period of at least
15 years from the date of manufacture of the last product.

[V

For custom-made devices, the manufacturer must undertake to review and to document experience gained
in the post-production phase, including the provisions referred to in Annex 7, and to implement
appropriate means to apply any necessary corrective action. This undertaking must include an obligation
for the manufacturer to notify the competent authorities of the following incidents immediately on
learning of them and the relevant corrective actions:

(i)  any malfunction or deterioration in the characteristics andfor performance of a device, as well as
any inadequacy in the labelling or the instructions for use which might lead to or might have led to
the death of a patient or user or to a serious deterioration in his state of health;

(i) any technical or medical reason connected with the characteristics or performance of a device for
the reasons referred to in point (i) leading to systematic recall of devices of the same type by the
manufacturer.’;
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in Section 4, the introductory part shall be replaced by the following:

‘4. The manufacturer shall institute and keep up to date a systematic procedure to review experience gained
from devices in the post-production phase, including the provisions referred to in Annex X, and to
implement appropriate means to apply any necessary corrective actions, taking account of the nature and
risks in relation to the product. He shall notify the competent authorities of the following incidents
immediately on learning of them:’;

in Section 5, the words ‘Annex IV, V or VI' shall be replaced by the words ‘Annex II, IV, V or VI;

Annex VIII shall be amended as follows:

()

(b)

in Section 1, the words ‘established in the Community’ shall be deleted;

Section 2.1 shall be amended as follows:

(i) the following indent shall be inserted after the introductory phrase:
‘— the name and address of the manufacturer,’;

(i) the fourth indent shall be replaced by the following:
‘— the specific characteristics of the product as indicated by the prescription,’;

Section 2.2 shall be amended as follows:

(i)  the second indent shall be replaced by the following:
‘— the clinical investigation plan,’;

(ii) the following indents shall be inserted after the second indent:
‘— the investigator’s brochure,

—  the confirmation of insurance of subjects,

—  the documents used to obtain informed consent,

—  a statement indicating whether or not the device incorporates, as an integral part, a substance or
human blood derivative referred to in Section 7.4 of Annex I,

—  astatement indicating whether or not the device is manufactured utilising tissues of animal origin as
referred to in Directive 2003/32/EC,;

in Section 3.1, the first paragraph shall be replaced by the following:

3.1. For custom-made devices, documentation, indicating manufacturing site(s) and allowing an understanding
of the design, manufacture and performances of the product, including the expected performances, so as
to allow assessment of conformity with the requirements of this Directive.;

Section 3.2 shall be replaced by the following:
‘3.2. For devices intended for clinical investigations, the documentation must contain:
— a general description of the product and its intended use,

—  design drawings, methods of manufacture envisaged, in particular as regards sterilisation, and
diagrams of components, sub-assemblies, circuits, etc.,

—  the descriptions and explanations necessary to understand the abovementioned drawings and
diagrams and the operation of the product,
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9.

the results of the risk analysis and a list of the standards referred to in Article 5, applied in full or in
part, and descriptions of the solutions adopted to meet the essential requirements of this Directive if
the standards referred to in Article 5 have not been applied,

if the device incorporates, as an integral part, a substance or human blood derivative referred to in
Section 7.4 of Annex I, the data on the tests conducted in this connection which are required to
assess the safety, quality and usefulness of that substance or human blood derivative, taking account
of the intended purpose of the device,

if the device is manufactured utilising tissues of animal origin as referred to in Directive 200332/
EC, the risk management measures in this connection which have been applied to reduce the risk of
infection,

the results of the design calculations, and of the inspections and technical tests carried out, etc.

The manufacturer must take all the measures necessary to ensure that the manufacturing process produces
products which are manufactured in accordance with the documentation referred to in the first paragraph of
this Section.

The manufacturer must authorise the assessment, or audit where necessary, of the effectiveness of these

measures.’;

Section 4 shall be replaced by the following:

‘4.

The information contained in the declarations concerned by this Annex shall be kept for a period of time
of at least five years. In the case of implantable devices the period shall be at least 15 years.’;

the following section shall be added:

For custom-made devices, the manufacturer must undertake to review and document experience gained in

the post-production phase, including the provisions referred to in Annex X, and to implement appropriate
means to apply any necessary corrective action. This undertaking must include an obligation for the
manufacturer to notify the competent authorities of the following incidents immediately on learning of
them and the relevant corrective actions:

U]

(ii)

any malfunction or deterioration in the characteristics andfor performance of a device, as well as
any inadequacy in the labelling or the instructions for use which might lead to or might have led to
the death of a patient or user or to a serious deterioration in his state of health;

any technical or medical reason connected with the characteristics or performance of a device for
the reasons referred to in subparagraph (i) leading to systematic recall of devices of the same type by
the manufacturer.’;

Annex IX shall be amended as follows:

@

Chapter I shall be amended as follows:

(i)

(i)

in Section 1.4, the following sentence shall be added:

‘Stand alone software is considered to be an active medical device.;

Section 1.7 shall be replaced by the following:

‘1.7. Central circulatory system

For the purposes of this Directive, “central circulatory system” means the following vessels:

arteriae pulmonales, aorta ascendens, arcus aorta, aorta descendens to the bifurcatio aortae, arteriae
coronariae, arteria carotis communis, arteria carotis externa, arteria carotis interna, arteriae
cerebrales, truncus brachiocephalicus, venae cordis, venae pulmonales, vena cava superior, vena
cava inferior.;
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