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Aktualais nieres transplantacijas gaidisanas saraksts

- 25.03.2024.

Potencialo Potencialo Potencialo Potencialo
recipientu recipientu recipientu recipientu
skaits skaits skaits skaits
(23.02.2021.) | (22.02.2022.) | (06.02.2023.) | (25.03.2024.)

0 8 7(1-84g.v) 15 23

A 8 9(1-10g.v.) 12 25 (1-17 g.v)

B 7 9 10 + 1 21

steidzams
AB 2 0 4 7 (1-10 g.v.)

Kopa 25 25 42 76



Sensibilizacija

Visiem potencialajiem recipientiem tiek veikts anti-HLA antivielu skrinings
un péc ta pacienti tiek iedaliti:

Sensibilizéti (ar anti-HLA antivielam),

Nesensibilizéti (bez anti-HLA antivielam).

Atrast piemérotu donoru sensibilizétam pacientam ir “major challenge”
transplantologija, tapéc sensibilizétie recipienti transplantaciju gaida ilgak
un vinu Tpatsvars gaidiSanas saraksta pieaug.

Videji 30% no potencialajiem recipientiem ir sensibilizéti (ar anti-HLA
antivielam >10%) un vini sanem ~19% no miruSo donoru organiem.

GM Danovitc; Handbook of Kidney Transplantation 2017
Neph Dial Transpl, 2008



Anti-HLA antivielas

ir parsvara IgG, kas veidojas péc:
grutniecibam
eritrocitu un trombocitu masas transfuzijam

iepriekseéjam transplantacijam, it seviski
transplantektomijam

+/- virusu un bakterialam infekcijam

GM Danovitc; Handbook of Kidney Transplantation 2017



Sensibilizéto pacientu skaits

Sensibilizéto pacientu | PRA HLA | klase/ Il klase
skaits

0 12 2—-86%/9-94%
2-91%/3-51%
B 9 5-95%/11-94%
AB 3 4 —-86 % /89 %
Kopa 33 2-91%13-94%

Nieres transplantacijas gaidiSanas saraksta ir 43% (33/76)
sensibilizétu pacientu!



Kas ir PRA (Panel Reactive Antibodies) 7
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Sensibilizéta pacienta piemérs no PSKUS

HLA antivielu izmekl&umi Izpilditaji: Olga Batireva izmeki&umi pabeigti: 15.01.2024 09:10

Paraugs: 24018112AS; materisls: Asins serums; materisla némé&js: Zanete Stasjuka ; nemianas vieta: Poliklinika; nem3anas laiks: 11.01.2024 16:18;
registréts laboratorjd: 12.01.2024 10:14;

Analizes nosaukums

Rezultats
HLA I/11 klases antivielu skrinings (xMAP )

Pozitivs / Pozitivs

A1 A2 A3 A11 A25 A26 A32 A33 A34 A36 A43 AG6 AGSB A69 A74

B7 BS B18 B27 B35 B37 B38 B39 B41 B42 B45 B46 B48 B49 B50 B51 B52 B53 B54 B55 B56
HLA 1 klases antivielu identfikactia (xMAP) BS57 B58 BS9 B60 B61 B62 B63 B64 B65 B67 B71 B72B73 B7S B76 B77 B78 BS1 BS2

Cwl Cwd Cw7 Cw8 Cw9 Cwl0 Cwil2 Cwild4Cwié

DR8 DR11 DR12 DR13 DR14 DR17 DR18 DR52

DQ2 DQ4 DQS5 DQ7 DQS DQ9
DP2 DP4 DP10 DP18 DP20 DP28

HLA II klases antivielu identifik&cia (xMAP)
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Saistiba starp MF| un crossmatch rezultatu

MFI Immune risk
20,000 High
DSA present
mCDhC
Flow, SAB
10,000

DSA present
only in SAB

1,000 A

Low

DSA, donor-specific antibodies; Flow, flow cytometric crossmatch; SAB, single antigen

beads
Mamode N et al. Transplant Int 2022: 35:10511



Gratibas piemeklét miruso donorul...

Paraugs: 23576626As; materi dls: Donora paraugs: Asinis ar ACD; materidla néméjs: nav inform.; nemianas vieta: Nacionalais transplantacijas un
koordinacijas dienests; nemsanas laks: 14.12,2023 --:--; reqistréts laborator)a: 14.12.2023 00:50;

Organu donora un recipienta individudlas saderibas parbaude HLA sistema

Donors LV-D-59-2023 Donora Asins grupa A

HLA I klases PRA% 21
HLA II klases PRA% 89
T Suinas Pozitivs




Sensibilizacijas ietekme uz gaidisanas laiku

PRA pret HLA | klasi, %  Dienu skaits PRA pret HLA Il klasi, %  Dienu skaits
2 312 6 767
2 1621 9 555
4 809 11 172
5 2265 14 319
7 557 17 417
11 1376 20 501
12 417 23 466
14 389 26 417
18 739 34 2083
45 767 46 921
66 158 51 1131
86 137 63 ez
- - 66 158

Vid&ji 737 69 557
83 1285
83 1495
89 809
94 1831

Vidaji 800



European Society for Organ Transplantation (ESOT) majas lapa

European Guidelines for
the Management of Kidney
Transplant Patients with
HLA antibodies

BY THE EUROPEAN SOCIETY FOR ORGAN TRANSPLANTATION
(ESOT) WORKING GROUP

||||||||||
Transplant published: 10 August 2022
=0 Interrﬁ)ational doi: 10.3389/1i.2022.10511



http://www.esot.org/

Vadlinijas
Iesaka oo — Virtual Crossmatch - Essentials
sensibilizaciju noteikt !!
lietojot virtualu L
parametru — virtualo i
PRA jeb aprékinato SG
PRA (calculated e""l\ N
PRA) jeb aprékinato P Yoty \\\ == HLA Antibody Testing
Reakcijas Biezumu _— 7 7= —t ) Anti HLACA2 3ntibodies
(calculated Reaction
Frequency, cRF), kas Virtual
nosaka HLA Crossmatch
antivielas pret FOSitve
aktuél_o gonoru —eee AL A Typing
populaciju. /

(A2,)a24, B7, B18, DR1, DR4

Mamode N et al. Transplant Int

2022: 35:10511



Cross-match jeb individuala saderibas prove

Crossmatch Options

o]

Determination of immunologic recipient and donor compatibility

Complement-dependent
cytotoxicity (CDC) Crossmatch

Recipient Donor
Serim % Lym phocytes Complement

May contain
donor-specific
HLA antibodies

Y7

B
Qe

o Donor-specific
N;:;’::";;s:i‘e':‘ HLA antibodies
in recipient serum:

in recipient serum:

No antibody binds Antibady binds

Complement activated

&gaiive Positive
Crossmatch
(>20% of cells lysed)

Crossmatch
(no cell lysis)

Flow Cytometric Crossmatch

(FCXM)

A Recipient Donor Fluorescein-
Serum Lymphocytes labelled
antibodies
against
ga human IgG
May contain “/_
donor-specific
HLA antibodies
h o

1= 3+ S AR * 4
dg | P g

No donor-specific Donor-specific
HLA antibodies HLA antibodies
in recipient serum: in recipient serum:

No antibody binds Antibody binds

* 3%
v

No binding of Blndmg of

1l
antibody antibody

»?a‘*

Virtual Crossmatch (VXM)

Pre-performed sold phase immunoassay

Streptavidin-PE

STEP ®

STEP @
Add serum Add detection antibody o Biotin
May contain . ,/‘. e—— Detection antibody (19G)
HLA | \
antibodies J \ / ,//
|

&—————— Anti-HLA antibody

.‘ oru e——— HLAclass | orclass Il

Luminex bead
+
Donor HLA Typing
HLA-A* HLA-B* HLA-C*
02 | 03 07 | 62 01 | o7

HLA typing by real-time PCR due to time constraints
Performed prior to organ matching (deceased donors)



Potencialo recipientu stratifikacija

HUMORAL RISK RISK CATEGORIES & MANAGEMENT HUMORAL MEMORY

1. Day-zero DSA with positive CDC
—» Tx impossible. Require desensitization before Tx

2. Day-zero DSA with positive flow and negative CDC
—> Tx possible but very high risk for acute AMR and accelerated chronic AMR. SEROLOGICAL
Require adaptation of follow-up and maintenance IS MEMORY

3. Day-zero DSA with negative flow
—> Tx possible with risk for acute AMR, and acceptable medium-term graft survival.
Require adaptation of follow-up and maintenance IS

4. Absence of day-zero DSA but potential cellular memory against donor HLA
—> Tx possible with risk for AMR increased.

4.a. Probably cellular memory if: -
— historical DSA (I\ll :: I]“l (I)IRA\R
— pregnancy and/or previous transplant with repeat Ag ’
4.b. Possible cellular memory if:
— transfusion(s) with no information on blood donors
5. No DSA and no cellular memory
—> Tx possible lower risk for AMR but de novo DSA still possible NAIVE

NB: patient with day-zero non DSA HLA antibodies are “good humoral responders”
with possible increased risk for subsequent de novo DSA generation

FIGURE 2 | Humoral risk stratification of kidney transplant candidates (adapted from reference (1)) AMR, antibody-mediated rejection; CDC, complement-
dependent cytotoxicity; DSA, donor-specific antibodies; HLA, human leukocyte antigen; IS, immunosuppression; Tx, transplant.

Mamode N et al. Transplant Int 2022: 35:10511



Algoritms augsti sensibilizétu pacientu transplantacijai

Highly sensitized transplant candidates

Yes 17 Living donor ? —l No

2l Use the national priority program
Yes l No l
| No success
Offer kidney exchange Direct transplantation
program Consider delisting unacceptable HLA Ag
for which antibodies disappeared
No success l
Consider direct HLA- or l NOScoess
incompatible Consider delisting unacceptable HLA Ag
transplantation with low level antibodies, in order to
transplant patients with a negative XM

l Or l No success

Apheresis-based Consider pretransplant
pretransplantation desensitization with
desensitization Imlifidase

Mamode N et al. Transplant Int 2022: 35:10511



L
DZIvo donoru apmainas programmas

(A) (B)

w ---------- )
®
Pair HLA1  Donor A Recipient B w ---------- >

Pair HLAi: Donor 0 Recipient B

=)o

® Pair HLA1  Donor A Recipient 0
---------- >
@ @
Pair HLA1  Donor B Recipient A w ---------- > w
Pair HLAi Donor B Recipient A

Mamode N et al. Transplant Int 2022: 35:10511



Stratégijas, lai veiktu nieres transplantaciju augsti
sensibilizétam pacientam

Gaidit donoru ar labu HLA sakritibu

Palauties uz Acceptible Mismatch programmu

Veikt desensibilizaciju ar iedarbibu uz DSA pirms transplantacijas
(potencials dzivais donors) vai tieSi pirms transplantacijas
(potencials miris donors), lai iegltu negativu crossmatch

Mamode N et al. Transplant Int 2022: 35:10511



The Eurotransplant Acceptable Mismatch program

Patient HLA type Crossmatch
Patient HLA: A24 A31; B27 B51; DR4

Acceptables: A25 A26; B44
A24 A29; B8 B62; DR1 DR10 Suitable kidney donors:
A24, A31; B27, B51; DR4

N A25, A31; B27, B51; DR4 3*
A26, A31; B27, B51; DR4 4 4 4
B ovrm e T
A24, A31; B44, B51; DR4 44 0 0 f
P, A24, A31; B27, B44; DR4 G 4 B 4 9
A25, A31; B44, BS1; DR4 b M 9V 40 0 9 B
A24 A32; B8 B62; DR1 Positive A26, A31; B44, B51; DR4 ******ﬁ
ii A25, A31: B27, B44: DR4 zg*ﬁ*ﬁ“ﬁﬁﬁﬁ
o A6, A31; B27, B44; DR4 S BV B 000 B 4
A24, A25; B44, B51; DR4 b 00 0 9 0 7
A25, A31; B27, B44; DR4 B 94 9 4 9 o
A1 A2; B8 B1; DR10 Positive —

Published in Transplant Immunology 2015
The 25th anniversary of the Eurotransplant Acceptable Mismatch program for highly sensitized patients.



https://www.semanticscholar.org/paper/The-25th-anniversary-of-the-Eurotransplant-Mismatch-Heidt-Witvliet/34aff6d09ae71a6f23686676536cbc7c3e021b89

European Guideline for the
Management of Kidney Transplant
Patients With HLA Antibodies: By the
European Society for Organ
Transplantation Working Group

Organu allokacija
Visam valstim un viesiem centriem tiek rekomendéts uzturét aktivu
augsti sensibilizéto pacientu prioritizaciju organu transplantacijai
Desensibilizacija
Visefektivaka desensibilizacijas stratégija ir ar atkartotam plazmas

apmainas / imtnadsorbcijas proceduram kopa ar intravenoziem Ilg vai
B limfocitu nomaksana ar anti-CD20 monoklonalam antivielam [1C]

VEl ir japrecizé protokoli ar proteosomu inhibitoriem un citam
antiplazmocitu antivielam kopa ar kostimulacijas blokatoriem

IgG donoram specifisko antivielu SkelSana ar Imlifidazi ir daudzsoloSa
jauna stratégija

Mamode N et al. Transplant Int 2022: 35:10511



Kliniskais gadijums

Pacients dzimis 1983.g., HGN zinams no 1996. gada,
PD no 1997. gada, atkartoti peritoniti un no 2001.gada AVF un HD
Pirma nieres transplantacija 2001.g., funkcija 1,5 gadu, atsakta HD

Otra nieres transplantacija 2003.g. funkcija 5,5 gadus, atsakta HD.
Transplantektomija 11.08.2010.

Asins grupa A Rh poz
HLA: A2,30; B 51; DR 2, DQ3
PRA (Panel Reactive Antibodies):

| 2013.X | 2014.X_| 2015.1 | 20151V_| 2015.Vil_

70% 85% 60% 65% 80%

Visi cross-match ar miruSiem donoriem pozitivi, potencialu dzivo donoru
nav



Kliniskais gadijums (turp.)

24.07.2015. tiek nolemts uzsakt desensibilizaciju un pacients sanem
Solumedrolu 250 mg un Rituximab 500mg i/v. No 27.07. uzsakt plazmas
apmainas proceduras, kas turpinatas 29.07., 31.07., 03.08., 10.08.,
12.08.

04.09.15. individuala saderibas prove (CDC cross-match) ar miruso
donoru — negativa

Donora HLA: A*02,*11, DRB1*13, *15

Nieres transplantacija 05.09.2015. no mirusa donora laba pusé ar
uretero-uretera anastomozi.

Indukcijas imUnsupresija ar SoluMedrolu 5 dienas (1500mg) un ATG 5
dienas (200-100-50-50-50 mg), plazmas apmainas; uzturosa
imansupresija: Advagraf 15 mg x1, Prednizolons 30 mg x 1, Cell-cept
500mg x 4.

Transplantata funkcija primara, 10.09. S kreat 100 mkmol/I

16.09.2015. S kreat 230 mkmol/l; Nieres transplantata punkcijas biopsija:
akUta antivielu vadita treme lll pakapes ar 100% C4d depozitiem un ptc3.



Akutas humoralas tremes terapija

16.-22.09.2015:

Sol. SoluMedroli 500-500-500-250-250 mg x 1 ilv
Sol. ATG-Fresenius 100-50-50-50-50 mg x 1 ilv
Plazmas apmainas procediras 18.,19., 20., 21. un 23.09.2015.

Rezultats: 08.10.2015.: S kreat 100 mkmol/l, IS: Tac 7 mg; Iim 6,3
ng/ml, Prednizolons 15 mg; MMF 750 mg x 2

e
(mkmol/l)
27.09.2016.
21.08.2017.
02.10.2018.
24.11.2019.
30.08.2022.

20.02.2024.

150
140
100
107
115
128

Uzturosa imiunsupresija

Tac 1 mg; 4,8 ng/ml; P 5 mg; MMF 0,25+0,5
Tac 4 mg; 7,8 ng/ml; P 10 mg, MMF 0,5 x 2
Tac 4 mg; 5,7 ng/ml; P 10 mg, MMF 0,36 x2
Tac 4 mg; 8,6 ng/ml; P 10 mg, MMF 0,36 x2
Tac 3,5 mg; 7,6 ng/ml; P 5 mg, MMF 0,36 x2
Tac 2,5 mg; 7,5 ng/ml; P 5 mg, MMF 0,36 x3



Nakotnes perspektiva: Imlifidase

ir rekombinanta cisteina proteaze, kas atvasinata no Streptococcus
pyogenes un tiek razota E. Coli, un kurai ir spéja saskelt un degradét
visus cilvéka IgG.

4-6 stundas péc Imlifidazes infaza, visi IgG ir degradéti, t.sk. anti-HLA

antivielas

Efektivitati noveérté péc iespéjas pozitivu crossmatch parveérst

negativa

( Inactivates therapeutic antibodies ]

Triggers anti-ldeS immunit
(i — UW)\ Fab),

[ Does not cleave IgM )

-
|

( Eliminates anti-HLA IgG ]

!

[ Provides a window of opportunity for HLA-incompatible transplantation ]

[ Releases Ig fragments [ Cleaves IgG-type BCR ]

Figure 2. Potential actions and mechanisms of IdeS

Mamode N et al. Transplant Int 2022: 35:10511



IgG Endopeptidase (IdeS) in Highly Sensitized Patients Undergoing Transplantation

Cohort

‘h%] HD patients
' n=25

qY Mean PRA 95%
®

HLA-incompatible
donor

!
Y6

IgG Endopeptidase (IdeS)
4-6 hrs before kidney transplant (KT)

A :\\
NEPH C/ =\
MADNESS C‘/

Study Design

@_.%YQ'

IVIG + rituximab

-3
|2
fad

IVIG + rituximab
+ alemtuzumab

-
mam 11

Maintenance IS for all: tacrolimus, MMF, glucocorticoids

Jordan, S.C et al. N Engl J Med, Volume 377, No. 5
August 3, 2017

Outcomes

1gG levels
I = Rapidly decreased

= Remained low
28d post-IdeS

Allograft Outcomes

7 episodes ABMR

= 1 graft loss due
to non-HLA Ab

= 3 episodes ABMR

Adverse Events
‘t Infection risk?

> i '

@ssfarouk



Apsverumi Imlifidazes lietosanai

Requirements for selecting
a patient

Patients eligible for this treatment

* cPRA2=98% (on the last serum)

* Age <65 years

* Time on the waiting list > 3 years

* Number of previous kidney
transplantation from: 0 to 2
(multidisciplinary consensus
required beyond 2 grafts)

« Kidney graft biopsy with a low risk

of complication
* Patient information

Transplant unit profile
Access to plasmapheresis 7 days a
week

v

Delisting of HLA antibodies
Allow only HLA antibodies with MF|

not exceeding 5000 after 1:10 dilution

[Organ offer

Donor profile: Avoid
elderly donors

donation after cardiac death
long ischemia time

acute kidney injury

DSA

MFI of immunodominant DSAA, B,
DRB1, DQB1 > 6000 except for Cw
and DP

Pre-Imlifidase virtual positive

crossmatch on recent serum
(No cell crossmatch)

v

Imlifidase 0.25 mg/kg

4 to 6 hours after Imlifidase
infusion

Cell crossmatches

* Prospective post-Imlifidase
negative complement-dependent
cytotoxicity crossmatch

* Prospective (or retrospective)
flow cytometry crossmatch on
recent, and day 0 pre- and post-
Imlifidase sera

v

Transplantation [’

Timeline

Couzi L et al. Imlifidase for Kidney Transplantation of Highly Sensitized Patients With a Positive
Crossmatch: The French Consensus Guidelines Transplant Int 28 June 2023



Protokols desensibilizacijai ar Imlifidazi

XM + XM - rATG 1,5 mg/kg/day, 5 days
' ‘ IVIG 2 g/kg
Rituximab 375 Imlifidase | Rituximab 375
mg/m?2 (V) @) 0.25 mg/kg mg/m2 @)
' v ) v ‘
Inclusion -D14 DO H-1 HO H4-H6 D1 D2 D3 D4 D5 D6 D7 D8
.
!
Steroids 500 mg 250mg 250mg 250mg 125mg 20mg = e

Tacrolimus (8 - 10 ng/ml)

Mycophenolate mofetil 1 g x 2 /day or mycophenolic acid 720 mg x2 /day

(1) A pre-transplant injection of Rituximab can be proposed at least two weeks before transplantation (-D14)

(2) A pre-transplant injection requires a crossmatch with an anti-rituximab antibody
(3) This is an off-label use of Rituximab

§e & SFHIE=

Couzi L et al. Imlifidase for Kidney Transplantation of Highly Sensitized Patients With a Positive
Crossmatch: The French Consensus Guidelines Transplant Int 28 June 2023




lzmeklejumu plans pacientiem, kam veikta
desensibilizacija ar Imlifidazi

Imlifidase

|

Donor specific antibody screening (with the Luminex ‘single antigen’ assay)

lllllllll l

H4-H6 D10 D15

_|I|||I-IIIIIIIIII||||II||||I|I||III||||||||l|||l|||||||||||||
Protocol transplant biopsies (Sub-clinical AMR screening)

W= 6 SFHI==

Couzi L et al. Imlifidase for Kidney Transplantation of Highly Sensitized Patients With a
Positive Crossmatch: The French Consensus Guidelines Transplant Int 28 June 2023




Secingjumi

Latvija nieres transplantacijas gaidisanas saraksta > 30%

potencialo recipientu ir sensibilizéti

Sensibilizacija pagarina nieres transplantacijas gaidiSanas
laiku

PSKUS ir uzlabotas sensibilizacijas noteikSanas metodes

Pastav vairakas iespé€jas veikt nieres transplantaciju
sensibilizétiem pacientiem:

gaidit miruso donoru ar labu HLA sakritibu

ieklaujot dzivo donoru apmainas programma

veicot desensibilizaciju ar ar atkartotam plazmas apmainas /
imtnadsorbcijas proceduram kopa ar intravenoziem lg vai B limfocrtu
nomaksanu ar anti-CD20 monoklonalam antivielam

veicot desensibilizaciju ar Imlifidazi 4-6 stundas pirms nieres
transplantacijas



Paldies par uzmanibu!




Cilvéka leikocritu antigénu nomeklattra

| Allele | | Specific HLA protein I

HLA -A *02: 1o1-oroz|\1 —|ch..,gemexpms|on|

amin /N

| Mutation in coding region |

Nomenclature Meaning
I Field separator I | Substitution in non coding region | HLA HLA prefix
HLA-DRB1 A particular gene locus
HLA-DRB1*02 A group of alleles encoding DR02 antigen
a HLA-DRB1*02:101 Specific HLA protein or allele
HLA-DRB1*02:101:01 Synonymous DNA substitution coding region

HLA-DRB1*02:101:01:02 Synonymous DNA substitution non coding region

m | Specific HLA protein HLA-DRB1*02:101:01:02N | Null allele

, Mutation in coding region | HLA-DRB1*02:X High resolution typing not done
yl) RB1 *02:101: oiﬁ

HLA-DRB1*02:§ High resolution typing done but non discriminant

HLA prefix

l R | I Substitution in non coding region I

| Change in expression |

A small wis included in HLAC. B-4 and B-6 nomenclature
Ie HLACw. HLABw-4 and HLABw-6




HLA Epitope matching ?

Epitopi - specifiskas HLA dalas, ko atpazist anti-HLA antivielas

HLA 3-dimensiju struktira

Tambur AR. Front Immunol 2018



_ ‘Seen’ by "Seen” by
Polymorphic A2,ABS; A2,AB8;
Residues on B51 B27.B44 B35 R44
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L
HLA Eplet mismach load?

- Epleti — atseviskas aminoskabes

AR Pos. 10 20 30 40 s0 60 70 80 90 100
A*01:01:01:01 GSHSMRYFET SVSRPGRGEP REIAVGYVDD TQEVREDSDA ASQKMEPRAP WIEQEGPEYW DQETRNMKAM SQTDRANLGT LRGYYNQSED GSHTIQIMYG
A%02:01:01:01 - mmm e e - O ~Gm==RV=== ===H=YD=== ==m=mmm== A —=-=Y-R---
A*032:01:01:01 ======-zos - e e e Re===== =mmmmmmmee —meeen VemQ =mmm= VD=== ==-- A --
A*11:01:01:01 ==m=m-- f} e mmmmmmmmm e e R-mm=== =mmmmmmmm= mmmma V--Q ==mm== VD=== =mmmmmmme= mmmmee—ae
A*23:01:01:01 -s- --- e - Re-==== mmmmmmmmee - E--GKV=== ====-E=-RI ALR-===== A --=-L-M-F-
A*24:02:01:01 ======-- 8= mmmmmmmmm e s e i E--GRV=== ===== E--RI ALR-=-==- A ==--L-M-F-
A%24:03:01:01 ==m=mee- s- -—- e - e E--GRV=== =====E=-RI ALR====== A ===-L-M-F-
A*28:01:01:01 ======- @ me- mmeeeeeeee ceeeeeeeee - R-===== =ecccceee- S ES-RI ALR-====== ====== R---
A*26:01:01  mmmmmmed¥f mmmmmeeeee e m————— e e —— R e R---
A%29:01:01:01 -T- s - e ~1Q-=-V--Q --- A mmmmmeM
A%30:01:01  ===meee- s- 8--- e o . R---- e e’ e A mmmmmmmee-
A*31:01:02:01 ====---= T- mmm s mmmmeeen oo R------ R V=== ==I==VD--= === A —--=--M
A*32:01:01:01 - e e e Rem==== mmmmmmmmen e N ES-RI ALR- e
A*33:01:01:01 ====m=e= - -—- e - e — ~RN===V=== ==I==YD=== === S
A*34:01:01  mmme-e- E]» mm e e —ee e —— ~RN=-KV==Q ===== VD=== mmmmmmmm—— - R---
A*36:01 --- R ——— - ——--

A*43:00  =m—mee- e e s oo e — ~LQ-==V=== mmmmmmmmm mmmmmmee oo R---
A*€6:01:01:01 =====-- mmm e e e e —— ~RN--=Y==Q| ===~ VD=== =mmmmmmm—m —m——ee R---
A*€8:01:01:01 =-=---- mmm e e e R--==== —mmmmeeee “RN---V--Q ===~ L R M---
A*69:01:01:01 ——————— mmmemeecee —cResmmee== mmecccccoo cRNe==Y==Q =====VD=== =========} ===-V-R-==
A*74:01:01  =—mmmmmmmm —m- mmm e e oo R-===== =mmmmmme —mmee R L N M---
A%80:01:01:01 ====-- --- e e e e o E-==eVmm= === O - --
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